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Note 7

Anyone who does business within the
reach of this chapter is under an absolute
obligation to comply with the law at all
times. U. S. v. Bodine Produce Co.,
D.C.Ariz.1962, 206 F.Supp. 201.

FOOD AND DRUGS Ch. 9

against the possibility of the destruction
of wholesome food by the United States,
the remedy is to call the matter to the
attention of Congress. U. S. v. 233.Tins,
More or Less, Grove Brand*** Whole

If this chapter is too broad and needs Blakemore Strawberries, W.D.Ark.1959,
amending in the public interest to guard 175 F.Supp. 694,

SUBCHAPTER II—DEFINITIONS

LIBRARY REFERENCES

Administrative Law
Enforcement of provisions, see 21 CFR § 1.1 et seq. .
General policy or interpretation statements, see 21 CFR § 3.1 et seq.

§ 321. Definitions; generally

For the purposes of this chapter—

‘ (a)(1) The term ““State”, except as used in the last sentence of
section 372(a) of this title, means any State or Territory of the

" 'United States, the District of Columbia, and the Commonwealth
of Puerto Rico.

(2) The term ‘‘Territory” means any Territory or possession of
the United States, including the District of Columbia, and ex-
cluding the Commonwealth of Puerto Rico and the :‘Canal Zone.

(b) The term “interstate commerce” means (1) commerce

 between any State or Territory and any place outside thereof,
and (2) commerce within the District of Columbia or within any
" other Territory not organized with a legislative body.

{(c) The term “Department’” means the Department of Health
and Human Services.

(d) The term “Secretary means the Secretary of Health and
Human Services.

(e) The term “person” includes mdmdual partnershlp, corpo-
ration, and association.

(f) The term “food” means (1) articles used for food or drink

. for man or other animals, (2) chewing gum, and (3) amcles used
for components of any such article.

(g)(1) The term “drug” means (A) articles recogmzed in the
official United States Pharmacopoeia, official Homeopathic
‘Pharmacopoeia of the United States, or official National Formu-
lary, or any supplement to any of them; and (B) articles intended
for use in the diagnosis, cure, mitigation, treatment, or preven-
tion of disease in man or other animals; and (C) articles (other
than food) intended to affect the structure or any function of the
body of man or other animals; and (D) articles intended for use
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as a component of any article specified in clauses (A), (B), or (C)
of this paragraph. A food or dietary supplement for which a
claim, subject to sections 343(r)}(1)(B) and 343(r)(3) of this title
or sections 343(r)(1)(B) and 343(r)(5)(D) of this title, is made in
accordance with the requirements of section 343(r) of this title is
not a drug solely because the label or the labeling contains such
a claim. A food, dietary ingredient, or dletary supplement for
which a truthful and not misleading statement is made in accor-
dance with section 343(r)(6) of this title is not a drug under
clause (C) solely because the label or the labeling contains such a_

. Statement.

(2) The term “counterfeit drug” means a drug which, or the.
container or labeling of which, without authorization, bears the
trademark, trade name, or other identifying mark, imprint, or
device, or any likeness thereof, of a drug manufacturer; pro-
cessor, packer, or distributor other than the person or persons
who in fact manufactured, ;processed, packed, -or dtstnbuted“

“such drig and which thereby falsely purports or is represented’

to be the product of, or to have been packed or distributed by,
such other drug manufacturer, processor, packer, or distributor. -

(h) The term “device” (except when used in paragraph (n) of

.this section and in sections 331(i), 343(f), 352(c), and 362(c) of
this title) means an instrument, apparatus, implement, machine, o
_contrivance, implant, in vitro reagent, or other similar or related '

article, including any component, part, or accessory, which is— -

(1) recognized in the official National Formulary, or the
United States Pharmacopeia, or any supplement to them, :

(2) intended for use in the diagnosis of disease or other

conditions, or in the cure, mitigation, treatment, or preven- == |

tion of disease, i in man or other ammals, or

(3) intended to, affect the structure or any funcnon of the |
body of man or other animals, and

.which does not achieve its primary mténded purposes through

chemical action within or on the body of man or other animals
and which is ‘not dependent upon being metabolized for the

i

(i) The term “cosmetic” means 1. artmles mtended io be

' }'mbbed poured, sprinkled, or sprayed on, introduced into, or

otherwise applied to the human body, or, ;any part, thereof for
leansmg, beautifying, promoting attractiveness, or altering the
. appearance, and (2) articles intended for use as a component of
any such articles; except that such term.shall not include soap.
(§) The term “official compendmm means the official United

States Pharmacopoeia, official Homoeopathic Pharmacopoeia of
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the United States, official National Fonnulary, or any supple-
ment to any of them.

(k) The term “label” 'means a display of written, printed, or
graphic matter upon the immediate container of any article; and
a requirement made by or under authority of this chapter that
any word, statement, or other information appear on the label
shall not be considered to be complied with unless such word,
statement, or other information also appears on the outside
container or wrapper, if any there be, of the retail package of
such article, or is easily leglble through the outside container or
wrapper. : :

(1) The term * 1mmedlate container” does not include package
liners.

(m) The term “labeling” means all labels and other written,
printed, or graphic matter (1) upon any article or any of its
containers or wrappers, or (2) accompanying such article.

(n)_If ‘an_ article is alleged to be misbranded because the =~

labehng or advemsmg is misleading, then in determining wheth-
er the labeling or advertising is misleading there shall be taken
into-account (among other things) not only representations made
‘or suggested by statement, word, design, device, or any combina-
tion thereof, but also the extent to which the labeling or advertis-
ing fails to reveal facts material in the light of such representa-

- tions or material with respect to consequences which may result
from the use of the article to which the labeling or advertising

‘relates under the conditions of use prescribed in the labeling or
" advertising thereof or under such condmons of use as are cus-
‘tomary or usual.

(o) The representation of a drug, in its labeling, as an anti-
septic shall be considered to be a representation that it is a ger-
micide, €xcept in the case of a drug purporting to be, or repre-
sented as, an antiseptic for inhibitory use as a wet ‘dressing,

- .-oiritment;, dusting powder, orsuch other use:-as mvolves pro‘

: aiorrged contact with the body. e : :

* 't (p) The'férm “nevrérug” means— BRI
(1) Any drug (except a new animal drig or an ‘animal feed
-bearing or containing a new animal drug) the composition of
which"is ‘such that such drug is‘not generally recognized,
amonig experts qualified by scientific training and experience
't6 ‘evaluate the safety and effectiveness of drugs, as safe’and
- effective for “use undeér the conditions ‘prescribed, recom-
- mendéd, or suggested in the labeling thereof, except- that
: such a drug not so ‘recognized shall not be deemed to be a
“new drug” iifat any time prior to the enactment of this
154
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. ‘chapter it was subject to the Food and Drugs Act of June 30,
1906, as amended, and if at such time its labeling contained
the same representations concernmg the conditions of its
use; or

(2) Any drug (except a new animal drug or an animal feed
bearing or containing a new animal drug) the composition of
which is such that such drug, as a result of investigations to
determine its safety and effectiveness for use under such
conditions, has become so recognized, but which has not,
otherwise than in such investigations, been used to a materi-
al extent or for a material time under such conditions.

(q)(l)(A) Except as provided in clause (B), the term “pesticide
chemical” means any substance that is a pesticide within the mean-
ing of the Federal Insecticide, Fungicide, and Rodenticide Act, in-
cluding all active and inert ingredients of such pesticide. Notwith-
standing any other provision of law, the term “pesticide’” within such

meaning includes ethylene oxide and propylene oxide when such .
““substances are applied on food. R

(B) In the case of the use, with respect to food, of ‘a substance 5

described in clause (A) to prevent, destroy, repel, or mitigate mi- =
croorganisms (including bacteria, viruses, fungi, protozoa, algae, and
-slime), the following applies for purposes of clause (A): :

(i) The definition in such clause for the term “pesticide chemi-
cal” does not include the substance if the substance is applied for -
such use on food, or the substance is. included for such use in -
water that comes into contact with the food,.in the preparing,
packing, or holding of the food for commercial purposes. The
substance is not excluded under this subclause from such defini-
tion if the substance is ethylene oxide or propylene oxide, and is
‘applied for such use on food. The substance is not so excluded if .-
the substance is applied for such use on a raw agncultural

_ commodxty, or the substance is included for such use in water ~
 that comes into contact with the commodity, as follows: :

..(I) The, substance is apphed in the ﬁeId

(I The substance i is apphed at a.treatment facnhty where
raw agricultural commodities are the only food treated, and
the treatment is in a manner that does not change the status
of the food as a raw agricultural commodity (including
treatment through washing, waxing, fumigating, and pack-
ing such commodities in such manner),

(IIT) The substance is applied during the transportatlon of
such commodity between the field and such a treatment
facility. '
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(if) The definition in such clause for the term “pesticide chem-
ical” does not include the substance if the substance is a food
contact substance as defined in section 348(h)(6) of this title, and
any of the following circumstances exist: The substance is in-
cluded for such use in an object that has a food contact surface
but is not intended to have an ongoing effect on any portion of
the object; the substance is included for such use in an object
that has a food contact surface and is intended to have an
ongoing effect on a portion of the object but not on the food
contact surface; or the substance is included for such use in or is

applied for such use on food packaging (without regard to .

whether the substance is intended to have an ongoing effect on
any portion of the packaging). The food contact substance is not
excluded under this subclause from such definition if any of the
following circumstances exist: The substance is applied for such
use on a semipermanent or permanent food contact surface
(other than being applied on food packaging); or the substance

- s included for:such use in an object that has a semipermanent or =
- permanent food contact surface (other than being included in
_food packaging) and the substance is intended to have an ongo-

ing effect on the food contact surface,

With respect to the definition of the term “pesticide” that is applica-.

or on raw agricultural commodity or processed food of—
(A) a pesticide chemical; or

(B)  any other added substance that is present on or in the .
commodity or food primarily as a result of the metabolism -

or other degradation of a pesticide chemical.

""(3) Notwithstanding subparagraphs (1) and (2), the Adminis-:
trator may by regulation except a substance from the 'definition -
~ of “pesticide chemical” ‘or' “pésticide’ chemical residue” if—
'(A) its occurrence as a :esidue on or in a raw agricultural
commodity ‘or processed food is attributable ‘primarily to
natural causes or to human activities not involving the use of *
any substances for a pesticidal purpose in the production, |
- storage, processing, or transportation of any raw agricultur- = -

al commodity or processed food; and - ' -

(B) the Administrator, after consultatioh with the Secre- .
tary, determines that the substance more “appropriately :
should be regulated under one or more provisions of this .
chapter other than sections -342(a)(2}(B) and 346a of this .

title.
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(r) The term “raw agricultural commodity”’ means any food in
its raw or natural state, including all fruits that are washed,
colored, or otherwise treated in their unpeeled natural form
prior to marketing,

(s) The term “food additive” means any substance the intend-
ed use of which results or may reasonably be expected to result,
directly or indirectly, in its becoming a component or otherwise
affecting the characteristics of any food (including any substance
intended for use in producing, manufacturing, packing, process-
ing, preparing, treating, packaging, transporting, or holding"
food; and including any source of radiation intended for any
such use), if such substance is not generally recognized, among
experts qualified by scientific training and experience to evaluate
its safety, as having been adequately shown through scientific
procedures (or, in the case of a substance used in food prior to
January 1, 1958, through either scientific procedures or experi-

-ence -based -on “‘common use in food) to be safe under the
‘conditions of its intended use; except that such term does not

include—

(1) a pesticide chemical residue in or on a raw agricultur-
al commodity or processed food; or :

(2) a pesticide chemical; or

(3) a color additive; or

(4) any substance used in accordance with a sanction or
approval granted prior to September 6, 1958 pursuant to

this chapter, the Poultry Products Inspection Act (21 U.S.C.
451 and the following) or the Meat Inspection Act of March

4, 1907, as amended and extended [21 U.S.CA. § 601 et

seq.]; :

(5) a new animal drug; or ,

(6) an ingredient described in paragraph (ff) in, or intend-
-edforusein, a dictary supplement. :

()(1) The term “color additive” means a material which—

(A) is a dye, pigment, or other substance made by a
process of synthesis or similar artifice, or extracted, isolated, -
or otherwise derived, with or without intermediate or final

change of identity, from a vegetable, animal, mineral, -or
other source, and - o

(B) when added or applied to a food drug, or cosmetic,
or to the human body or any part thereof, is capable (alone
or through reaction:with other substance) of imparting color
thereto; .
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except that such term does not include any material which the
Secretary, by regulation, determines is used (or intended to be
used) solely for a purpose or purposes other than coloring.

(2) The term “color’ includes black, white, and intermediate
grays. :

(3) Nothing in subparagraph (1) of this paragraph shall be
construed to apply to any pesticide chemical, soil or plant
nutrient, or other agricultural chemical solely because of its
effect in aiding, retarding, or otherwise affecting, directly or
indirectly, the growth or other natural physiological processes of
produce of the soil and thereby affecting its color, whether
before or after harvest.

(u) The term “safe” as used in paragraph (s) of this section
and in sections 348, 360b, and 379¢ of this title, has reference to
the health of man or animal.

** *(v) The term “new animal'drug” ‘means any drug-intended-for- -
‘use for animals other than man, including any drug intended for -

‘use in animal feed but not including such animal feed,—

(1) the composition of which is such that such drug is not.

generally recognized, among experts qualified by scientific
training and experience to evaluate the safety and effective-
ness of animal drugs, as safe and effective for use under the
conditions prescribed, recommended, or suggested in the
labeling thereof; except that such a drug not so recognized
shall not be deemed to be a !‘new animal drug” if at any
time prior to June 25, 1938, it was subject to the Food and
Drug Act of June 30, 1906, as amended, and if at such time
its labeling contained the same representations concerning
‘the conditions of its use; or _

(2) the composition of which is such that such drug, as a
result of investigations to determiine its safety and effective-

‘ness for use under such conditions, has become so recog-:

‘nized but which has not, otherwise than in‘such’ investiga-
tions, been used to a material extent or for a material time
. ... "under such conditions. :
1" (w) The term “animal feed”; as used'in paragraph (w) of this
* ‘section, in séction 360b of this title, and in provisions of this
chapter referring to such paragraph or section, means an article
which is intended -for use for food for animals other than man
and which is intended for use as a substantial source of nutrients
in the diet of the animal, and is not limited to a mixture intended

to be the sole ration of the animal.
158
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(x) The term “informal hearing”’ means a hearing which is not
subject to section 554, 556, or 557 of Title 5 and which provides
for the following:

(1) The presiding officer in the hearing shall be designat-
ed by the Secretary from officers and employees of the
Department who have not participated in any action of the
Secretary which is the subject of the hearing and who are
not directly responsible to an officer or employee of the
Department who has participated in any such action.

(2) Bach party to the hearing shall have the right at all
times to-be advised and accompanied by an attorney.

(3) Before the hearing, each party to the hearing shall be
given reasonable notice of the matters to be considered at
the hearing, including a comprehensive statement of the
basis for the action taken or proposed by the Secretary
which is the subject of the hearing and a general summary

of the information which will be presented by the Secretary

“at the hearing in support of such action. ;
(4) ‘At the hearing the parties to the hearing shall have the
right to hear a full and complete statement of the action of

the Secretary which is the subject of the hearing together

“with the information and reasons supporting such action, to
‘conduct reasonable questioning, and to present any oral or
~written information relevant to such action. .

(5) The presiding officer in such hearing shall prepare a
written report of the hearing to which shall be ‘attached all
written material presented at the hearing. The participants . -

_in the hearing shall be given the opportunity to review and
_correct or supplement the presiding officer’s report of the -
_hearing. ' o :
. (6) The Secretary may require the hearing to be tran- .
“scribed. A party to the hearing shall have the right to have

- the hearing transcribed at his expense. Any transcription of

a hearing shall be included in the presiding officer’s report
s of thé hearing. ~ ~ ™" - :
(y) The term “saccharin” includes calcium saccharin, sodium
saccharin, ‘and ammonitim’saccharin.” '
() The term “infant formula” ‘means a food-which purports to
" be or is represented for special’ dietary use ‘'solely ds a food for
‘infants by reason of its simulation of human milk or its'suitability
as a complete or partial substitute for human milk. - =
(aa) The term “abbreviated drug application” means ‘an appli-
cation submitted under section 355(j) of this title for the apptoval
of a drug that relies on the approved application of another drug
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with the same active ingredient to establish safety and efficacy,
- and— : L
(1) in the case of section 335a of this title, includes a
supplement to such an application for a different or addi-
tional use of the drug but does not include a supplement to
such an application for other than a different or additional
use of the diug, and
(2) in the case of sections 335b and 335c of this title,
includes any supplement to such an application.
(bb) The term . “knowingly” or “knew” means that a person,
with respect to information-—
(1) has actual knowledge of the information, or
(2) acts in deliberate ignorance or reckless disregard of
the truth or falsity of the information.
(cc) For purposes of section 335a of this title, the term “high
__managerial agent”—
(1) means—
(A) an officer or director of a corporation or an
association,
_(B) apartnerof a partnership, or ‘
(C) any employee or other agent of a corporation,
association, or partnership,
having duties such that the conduct of such officer, director,
.partner, employee, or agent may fairly be assumed to repre-
sent the policy of the corporation, association, or partner-
ship, and '
" (2)-includes persons having management responsibility
for— :
(A) submissions to the Food and Drug Administration
* +" regarding the development or approval of any drug
) o product, A ‘
. (B) production, quality assurance, or quality control
«of any drug product,or = o
" (C) research and development of any drug product.
. (dd) For purposes of sections 335a and 335b of this title, the
_ term “drug product” means a drug subject to regulation under
. section 355, 360b, or 382 of this title or under section 262 of
Title 42. . .
. (ee) The term “Commissioner” :means the Commissioner of
.. Food and Drugs. ; , : : -
(ff) “The term “dietary supplement”—
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. (1) means. a product (other than tobacco) intended to
supplement the diet that bears or contains one or more of
the following dietary ingredients:

(A) a vitamin; .

(B) a mineral;

(C) an herb or other botanical;

(D) an amino acid;

(E) a dietary substance for use by man to supplement
the diet by increasing the total dietary intake; or

(F) a concentrate, metabolite, constituent, extract, or
combination of any ingredient described in clause (A),
(B), (©), (D), or (E);

(2) means a product that—

(A)(i) is intended for ingestion in a form described in
section 350(c)(1)(B)(i) of this title; or

(i) complies with section 350(c)(1)(B)(ii) of this title;

-(B)-is not represented for use as a conventional food -
or as a sole item of a meal or the diet; and

(C) is labeled as a dietary supplement; and

(3) does—

(A) include an article that is approved as a new drug
under section 355 of this title, or licensed as a biologic
under section 262 of Title 42, and was, prior to such
‘approval, certification, or license, marketed as a dietary
supplement or as a‘food unless the Secretary has issued
a regulation, after notice and comment, finding that the
-article, when used as or in a dietary supplement under
the conditions of use and dosages set forth in the label-

“ing for such dietary supplement, is unlawful under sec-
‘tion 342(f) of this title; and - . .
g0 (B) not include— ' ’

© " (i) an article that is approved as a new drug

under section 355 of ‘this title, certified as an antibi-

“otic under section 357 of this ‘title, or licensed as a

biologic under section 262 of Title 42, or - '

- (i) an article authorized for investigation as a -

new drug, antibiotic, or biological for. which sub-

stantial clinical investigations have been instituted

~and for which the existence of such investigations

has been made public, - S

" * which was not befbfe such approval, certification, licensing,

. or authorization marketed as a dietary supplement or as.a

food unless the Secretary, in the Secretary’s discretion, has
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issued a regulation, after notice and comment, finding that
the article would be lawful under this chapter.

(gg) The term “processed food” means any food other than a
raw agricultural commodity and includes any raw agricultural
commodity that has been subject to processing, such as canning,
cooking, freezing, dehydration, or milling.

(hh) The term “Administrator’” means the Administrator of the
United States Environmental Protection Agency.

Except for purposes of paragraph (g), a dietary supplement shall be

deemed to be a food within the meaning of this chapter. ,

(ii) The term “compounded positron emission tomography
drug’—

(1) means a drug that—
(A) exhibits spontaneous disintegration of unstable
nuclei by the emission of positrons and is used for the

purpose of providing dual photon positron emission

tomographic diagnostic images; and

(B) has been compounded by or on the order of a
practitioner who is licensed by a State to compound or

order compounding for a drug described in subpara-
‘graph (A), and is compounded in accordance with that
‘State’s law, for a patient or for research, teaching, or
quality control; and
- (2) includes any nonradioactive reagent, reagent kit, in-
gredient, nuclide generator, accelerator, target material,

. electronic synthesizer, or other apparatus or computer pro-

gram to be used in the preparation of such a drug.

(j) The term “antibiotic drug” means any drug (except drugs
for use in animals other than humans) composed wholly or
partly of any kind of penicillin, streptomycin, chlortetracycline,

~ chloramphenicol, bacitracin, or any other drug intended for
.human use containing any quantity of any chemical substance
‘which is produced by a micro-organism and which has the
capacity to inhibit or destroy micro-organisms in dilute solution
(including a chemically synthesized equivalent of any such sub-
stance) or any derivative thereof.

(June 25, 1938, c. 675, § 201, 52 Stat. 1041; 1940 Réofg. Plan No. IV, § 12,
off. June 30, 1940, 5 F.R. 2422, 54 Stat. 1237; 1953 Reorg. Plan No. 1, § 5,

eff. Apr. 14, 1953, 18 F.R. 2053, 67 Stat. 631; July 22, 1954, c. 559, §1,68
Stat. 511; Sept. 6, 1958, Pub.L. 85-929, § 2,72 Stat. 1784; July 12, 1960,
Pub.L. 86-618, Title I, § 101, 74 Siat. 397; Oct. 10, 1962, Pub.L. 87-781,
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89-74, §8 3(a), 9(b), 79 Stat. 227, 234; July 13, 1968, Pub.L. 90-399, § 102, '

82°Stat. 351; Oct. 24, 1968, Pub.L. 90-639, §8 1, 4(a), 82 Stat. 1361, 1362;
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Title V, § 502(a)(2)(A), 90 Stat. 411; May 28, 1976, Pub.L. 94-295,
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Senate Report No. 94-33 and Hougé

. Conference Report' No. 94-1090, see
: 1976 U.S. Code Cong. and Adm. News, p.

1070.

1977 Acts. Senate Report Nos, 95-353,
95-369 and- House Conference Report
No. 95-810, see 1977 U.S. Code Cong.
and Adm. News, p. 3921,

1980 Acts. Senate Report No. 96-916,

“se€ 1980 U.S. Code Cong. and Adm: -

News, p. 2858.
1988  Acts. House Report  No.

1100-972(Parts 1 and II), see 1988 U.S.
‘Code Cong. and Adm. News, p. 5639,

1990 Acts. House Report No. 101-538
and Statement by President, see 1990

‘U.S. Code Cong. and Adm. News, p.
’ °3336.

©. . 1965 Acts. Senate Report No. 337, see .
1965 U.S. Code Cong. and Adm. News, p.

House Report No. 101-808 and House

-Conference Report No. 101-959, see
41990 U.S. Code Cong. and Adm. News, p.
:6305.

1992 ‘Acts. House Report No. 102-272,

_see 1992 U.S. Code Cong. and Adm.
“News, p. 103. . .

. ‘ence Report No. 1958, sece 1968 US.

-1994 Acts. Agreement Statement, see

1994 U.S. Code Cong. and Adm. News, p.
3523, . .

1996 = Acts. House Report: No.

©104-669(Parts 1 and II), see 1996 U.S.

Code Cong. and Adm. News, p. 1208.
1997 Acts. House Canference Report

*No. 105-399, see 1997 U.S. Code Cong.

and Adm. News, p. 2881.

 References in Text "’

-The Federal Insecticide, Fungicide, and

“Rodenticide Act, referred to in text, is Act
- June 25, 1947, c. 125, as amended gener-

ally by Pub.L. 92-516, Oct. 21, 1972, 86
Stat. 973, which is classified generally to
subchapter II (section 136 et seq) of
chapter 6 of Title 7, Agriculture. For
complete classification of this Act to the
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SUBCHAPTER I—SHORT TITLE

§ 301. " Short title

HISTORICAL AND STATUTORY NOTES

Effective and Applicability Provisions

1938 Acts. Section.902(a) of Act Junc 25,
1938, provided that: “This Act [affecting former
section 1 et seq. of this title and this chapter],
shall take effect twelve months after the date of
its enactment [June 25, 1938). The Federal
Food and Drugs Act of June 30, 1906, as amend-
ed (US.C, 1934 ed., title 21, sees. 1 to 15)

“{former section 1 et seq. of this title], shall

remain in force until such effective date, and,
except as otherwise provided in this subsection,
is hereby repealed effective upon such date:
Provided, That the provisions of section 701
[section 371 of this title] shall become effective
on the enactment of this Act [June 25, 1938], and
thereafter the Secretary is authorized hereby to

(1) conduct hearings and to promulgate regula-

tions which shall become effective on or after
the effective date’of this Act 'as the Secretary’”
shall direct, and (2) designate prior to the effec< "

’ tive date of this Act food having common or:.

usual names and exempt such food from the:

. ‘requirements of clause (2) of section 403(3i) [sec-::
.~ tion 343(i) of this title] for a reasonable time to?
~permit the formulation, promulgation, and effec-

. tive application of definitions and standards of &

identity therefor as provided by section 401: -

“{section 341 of this title}: Provided further, that’.

sections 502(j), 505, and 601(a) [sections 352(j);

855, 361(a), respectively of this title], and all’.

other provisions of this Act to the extent that -
they may relate to the enforcement of such
sections, shall take effect on the ‘date of the

the ninetieth day after such date of enactment.:’

- [June 25, 1938}, be deemed adulterated by rea-
_ son of the failure of its label to bear the legend +-

prescribed in such proviso: Provided further,

title 21, sec. 6 [now section 321(a) of this title);
42 Stat. 1500, ‘ch.. 268), defining butter and pro-:
viding a standard therefor; the Act of July 24,
1919 (US.C., 1984 ed, title 21, sec. 10 [now
section 321(b) of this title); 41 Stat. 271, ch. 26),"

defining wrapped meats as in package form;
and the amendment to the Food and Drugs Aect,
section 10A, approved August 27, 1935 (US.C,
1934 ed., Sup. U1, title 21, see. 14a [now:section
372a of this title]), shall remain in force and
effect and be applicable to the provisions of this
Act.”

Effective Date; Postponement ‘in Certain
Cases

Sections 342(c), 343(e)(1), (g) to (k), 351(a)4),
352(b), (d) to (h), 361(c) and 362(b) of this title
effective Jan. 1, 1940, and §§ 343(e)(1), (@) to
(k), 352(b), (d) to (h) and 362(b) of this title
effective July 1, 1940, as provided by regulations
for certain lithographed Jabeling and containers
bearing certain labeling; see Act June 23, 1939,

c. 242, §§ 1, 2, 53 Stat, 853, set out.as;a-note:

‘inder § 392 of this title.
Short Title -

2002 Amendments. ‘Pub.L: 107-109, § ‘1, Jan..

4, 2002,115 Stat. 1408, provided that: . “This Act
fenacting 21 U.S.C.A. §§ 355b and 393a and 42

US.CA § 284m, amending 21 U.S.C.A. §§ 321,°
355a ‘and 37%h and 42 U.S.C.A. §§ 282, 284k’
2841, 285a-2 and 290b, and enacting provisions

set out as notes under 21 U.S.C.A. §§ 355 and

356a and 42 U.S.C.A. §§ 284m and 289} may be

cited as the ‘Best Pharmaceuticals for Chlldren
Act'?

2000 Amendments. Pub.L. 106-387, § 1(a)

enactment of this Act [June 25, 1938], except . Lile VIL § 745(a)], Oct. 28, 2000, 114 Stat.

‘that in :the case ol a cosmetic to which the|
provise of section 601(a) [section 361(a) of this
‘title], relates, such cosmetie shall not, prior to _

1549, 1549A-35, provided that: “This section

[enacting section 384 of this title, amending sec-

*-tions 331, 333, and 381 of this title, and enacti
note provisions under this section and section. |
384 of this title] may be cited as the ‘Medicine’
Equity and Drug Safety Act of 2000.” :

-~ Pub.L. 106-387, § 1(a) [Title VII, § 746(a)},:
£ Oct. 28, 2000, 114 Stat. 1549, 15649A-40, provided |
“that: “This section {amending section 381 of this
“title and enacting note provisions under this|
-+ gection and section 381 of this title] may be cited |
'+ as the ‘Prescription Drug Import Fairness Act -

© of 2000 i

LIBRARY REFERENCES

Law Review and Journal Conumentaries

Expediting the drug approval process: An

"analysis of the FDA Modernization Act of 1997.

Deborah G. Parver, 51 AdminL.Rev. 1249:

(1999).

Notes of Decisions

6. State regulation

Food and Drug Administration’s (FDA) ap-
proval of premarket approval application (PMA)
for class III medical device was not specific
federal requirement and thus, patient's state law
claims of strict liahility, negligent warnings, de-
sign, manufacture, and follow-up evaluation,

" breach of warranty, and fraud against manufac-

turer of atrial lead wire for pacemaker were not
preempted by Medical Device Amendments

(MDA) to FDCA; neither MDA nor PMA pro-
cess prescribed design specifications, PMA did
not impose any “identifiable precondition” appli-

cable to device, FDA's approval of atrial lead :
provided no indication of any requirements re- |

lated to safety or effectiveness of device, and
PMA approval did not impose ascertainable

“speeific mandate” rather it represented only °

FDA's judgment that manufacturer had reason-
ably assured FDA of device’s safety and effec-

FOOD AND DRUGS Z1 R 321
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tiveness. Webster v. Pacesetter, Inc, D.D.C.  and doses of drug while misleading users and
2001, 171 F.Supp.2d L. others about girug’s dangers, as required for
7.  Private right of action complete preemption' to ag)p%y to users"claims
Food, Drug, and Cosmetic Act (FDCA) did and create federal jurisdiction supporting re-

s 2 .
not contain private eivil enforcement provisions moval of users' state-law class action against
encompassing prescription drug users’ claims manufacturers. McCallister v. Purdue Pharma

that-drug manufacturers promoted off-label uses  L.P., S.D.W.Va.2001, 164 F.Supp.2d 783.

SURCHAPTER 1I—DEFINITIONS

§ 321. Definitions; generally
For the purposes of this chapter—

[See main volume for text of (a) to (v)]

(w) The term “animal feed”, as used in paragraph (w) ! of this section, in section
360b of this title, and in provisions of this chapter referring to such paragraph or
section, means an article which is intended for use for food for animals other than
man and which is intended for use as a substantial source of nutrients in the diet of
the animal, and is not limited to a mixture mtended to be the sole ratlon of the
animal.

[See main volume for text of () to (ee)]
(ff) The term “dietary supplement”—
[See main volume for text of (1) to (3)]

which was not before such approval, -certification, licensing, or authorization:
marketed as a dietary supplement or as a food unless the Secretary, in the-
Secretary’s discretion, has issued a regulation, after notice and comment,
finding that the article would be lawful under this chapter.

Exeept for purposes of paragraph (g), a dietary supplement shall be deemed to be a food

- within the meaning of this chapter.

(gg) The term “processed food™ means any food other than a raw agricultural”
commodity and includes any raw agricultural commodity that has been subject to-s
processing, such as canning, cooking, freezing, dehydration, or milling. :

(hh) The term “Administrator” means the Administrator of the Umbed States
Environmental Protection Agency.

(ii) The term “compounded positron emission tomography drug”—

[See main volume for text of (1) and (2); ()]

(kk) The term “priority supplement” means a drug application referred to in
section 101(4) of the Food and Drug Administration Modernization Act of 1997 (111
Stat. 2298).

(As amended Jan. 4, 2002, Pub.L. 107-109, § 5(b)(1), 115 Stat. 1413.)
180 in original. Probably should be “paragraph (v)".

HISTORICAL AND STATUTORY NOTES
References in Text Amendments

Section 101(4) of the Food and Drug Adminis- 2002 Amendments, Subsec. (kkj. Pub.L.
tration Modernization Act of 1997, referred to in 107-109, § 5(b)D), added subsee (kk).
subsec. (kk), is Pub.L. 105~115, Title I, § 101(4), 4 4 g .
Nov. 21, 1997, 111 Stat. 2298, set out in a note
under 21 USCA § 379g.

Notes of Decisions
9. Interstate commerce Varela-Cruz, D.Puerto Rico 1999, 66 F.Supp.2d

Interstate commerce connection necessary for 274
federal government’s jurisdiction to prosecute .
for adulterating Puerto Rican milk through dilu- 13 Food—Generally _
tion with water and salt was established by Instrument that sterilized dental handpieces
import of salt and sale of the milk to airline  was “device” under Federal Food, Drug, and
supplier and to United States Navy. U.S. v.  Cosmetic Act (FFDCA); regardless of whether

5
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Food and Drug Administration (FDA) required
sterilization, instrument was intended for use in
mitigation or prevention of disease in man. U.S.
v. Bowen, C.A.8 (Cal.) 1999, 172 F.3d 682.

15. * Drug-—Generally

Congress did not unambiguously manifest its
intent to exclude only finished drug products
from definition of “dietary supplement” in Di-
etary- Supplement Health and Education Act
(DSHEA), and thus Food and Drug Administra-
tion (FDA) did not act arbitrarily or capriciously
in seeking to regulate active ingredients as well
a3 finished drug products. Pharmanex v. Shala-

:1a, C.A.10 (Utah) 2000, 221 F.3d 1151

22, —— Articles affecting body structure or
function, drug

Herbal mixtures marketed as street drug al-
ternatives were intended to affect the function
or structure of the mind by elevating the psy-
chological condition of users, and therefore were
“drugs” within the meaning of Food, Drug and
Cosmetic Act (FDCA); slogans and descriptions

. incorporated into the labels of the products and

‘in their marketing evidenced intent for products”

- ‘to have a mind altering affect on user. U.S.v.
Undetermined Quantities of ‘Articles of Drug,
:D.Md.2001, 145 F.Supp.2d 692.

Section of Federal Food, Drug, and Cosmetic
‘Act (FDCA) excluding “article that is approved
‘as a new drug” from definition of dietary supple-

" “ment referred to finished drug products, not to
‘components of finished drug products, Pharma-

:nex, Inc. v. Shalala, D.Utah 1999, 35 F.Supp.2d*

1341, reversed 221 F.3d 1151,

127, —— Particular items as devices

Products which were essentially electric gas

‘- grill igniters and which allegedly relieved pain
" iby producing electrical stimuli which stimulate’
excitatory ‘cells, which release electrical poten-

" “tials which set off a chain of reactions that send
“messages to the brain- creating a responsive
‘reaction that organizes peptides to return the
“body to homeostasis, were “devices” under the

FOOD AND DRUGS

Federal Food, Drug and Cosmetic Act (FDCA).
U.S. v, Universal Management Services, Inc,
Corp., C.A.6 (Ohio) 1999, 191 F.8d 750, certiorari
denied 120 S.Ct. 2740, 530 U.S. 1274, 147
L.Ed.2d 1005.

33. —— Upon article, labeling

Shipping trays, which contained cans of infant
formula bearing unauthorized reproductions  of
mark for the genuine products, and indications
on them that the formula has been repacked did
not constitute “labeling” within meaning of pro-
vision of Federal Food, Drug, and Cosmetic Act
prohibiting introduction or delivery for introduc-
stion into interstate commerce of any food, drug,
device, or cosmetic that is adulterated or mis-
branded. - U.S. v. Hanafy, N.D.Tex.2000, 124
F.Supp.2d 1016,

39. Tobacco

. Coyne Beahm, Inc. v. US. Food & Drug
Admin., M.D.N.C.1997, 966 F.Supp. 1374, re-
versed 153 F.3d 155, rehearing and rehearing en
:bane denied 161 F.3d 764, {main volume] certio-

crari granted: 119: 8.Ct, 1495, 526 11.S. 1086, 143__.

iL.Ed.Zd 650; affirmed 120 S.Ct. 1291, 523 U.S.
-120, 146 L.Ed.2d 121.

42, Jurisdiction

Although the district court may not review
;policy-laden individual enforcement decisions of
~the Food and Drug Administration (FDA), the
sdistrict court had jurisdiction to review whether
-the FDA’s statement of policy, that foods genet-
“ically altered through rDNA (recombinant deox-
syribonucleic. acid) technology are generally rec-
ognized as safe (GRAS) and thus not subject to

. “regulation as food additives, comports with Con-

~gressional directives, even without actual notice
‘and comment procedures, as the formal publica-
‘tion of the 'statement, provided 4 focal point for
“review, and the court had a meaningful standard
“against which to judge the statement, in light of

“ Alliance for Bio-Integrity v. Shalala, D.D.C.2000;
116 F.Supp.2d 166.

SURCHAPTER 111—PROHIBITED ACTS AND PENALTIES

8§ 331, Prohibited acts

The following acts and the causing thereof are prohibited:

[See main volume for text of (a) to ()]

(j) The using by any person to his own advantage, or revealing, other than to the. :

Secretary or officers or employees of the Department, or to the courts when
relevant in any judicial proceeding under this chapter, any information acquired
under authority of section 344, 348, 350a, 355, 360, 360b, 360c, 360d, 360e, 360f, 360h, :
3601, 360, 374, 379, or 379 of this title concerning any method or process which as
a trade secret is entitled to protection; or the violating of section 346a(i)(2) of this

title or any regulation issued under

that section.! This paragraph does not

authorize the withholding of information from either House of Congress or from, to-
the extent of matter within its jurisdiction, any committee or subcommittee of such
committee or any joint committee of Congress or any subcommittee of such joint

committee,

[See maz‘n\volu'me Jor text of (k) to (2)]

o

he various statutes on which challengers relied.

FOOD AND DRUGS
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i i in violation of section 384 of this title,

(aa) The importation of a covered product in violation o :
the falsiﬁcatiog of any record required to be maintained or Prowded to the
Secretary under such section, or any other violation of regulations under such

section.

(As amended Oct. 28,-2000, Pub.L. 106-387, § 1(a) [Title VI, § 745(d) (1)}, 114 Stat. 1549, 1549A-89.)
180 in original. The second period prpbably should not appear.

HISTORICAL AND STATUTORY NOTES

Revision Notes and Legislative Reports

2000 Acts. House Conference Report No.
106-948, see 2000 U.S. Code Cong. and Adm.
News, p. 1412

Amendments

2000 Amendments. Subsec. (aa). Pub.L.
106-387, [Title VII, § 745(d)1)}, added subsec.
(aa).

Notes of Decisions

1. Constitutionality

Provision of Food, Drug, and Cosmetic A.ct
(FDCA) prohibiting unlawful distribution of nis-
branded prescription drugs was not was not void
for vagueness as applied to individuals who sold
balloons containing nitrous oxide in parking lot
at rock concert due to fact that statute explicitly
-gave notice to professionals, where act defined

e pgigon” tomean “individual™- U.S. v. Travia,
“D:D.C.2001,180 F.Supp.2d 115

8. Persons liable
Defendants’ failure to establish or maint,iain
“accurate drug manufacturing bateh’ production

7§ 333. Penalties

mislead

records in accordance with requirements of
Food, Drug, and Cosmetic Act (FDCA) was
subject to criminal penalties despite ty;‘m-
graphical error in amending of statute ~wh1.ch
apparently eliminated penalties, while ma}mtam-l
ing requirement for records, during time of
defendants’ actions; strict reading of FDCA as
it was at time of offense put plain language at

“odds with “statute’s purpose ‘and: intent,-:and

there. was no indication in legislative history
‘that in amending FDCA Congress intended to -
‘eliminate penalties. U.S. v. Bhutani, C.AT7

~(T1L) 2001, 266 F.3d 661.

“(a) Violation of section 331 of this title;: second violation; intent {o defraud or

[See main volume for text of (1)]

(2) Notwithstanding the provisions of paragraph (1) of_ this §ection 1 if any persorf :
“ commits such a violation after a conviction of him under this section has become final, or

. commits such a violation with the intent to defraud or mislead, such person shall be'
“imprisoned for not more than three years or fined not more than $10,000, or both.

(b) Prescription drug marketing violations

[See main volume for text of (1) to (5)]

i i i i facturer or importer of
(6) Notwithstanding subsection (a), any person s.)vhq is a manufac r
i a covered product pursuant to section 384(a) of thxs.t‘ltle anfi knowingly fails to comply .
with a requirement of section 384(e) of this title that is applicable to such manufacturer
or importer, respectively, shall be imprisoned for not more than 10 years or fined not

more than $250,000, or both.

[See main volume for text of (¢) to (]

(As amended Oct. 28, 2000, Pub.L. 106-387, § 1(a) (Title VII, § 745(d)(2)], 114 Stat. 1549, 15649A-40.)

180 in original. Words “of this section” probably should not appear.

HISTORICAL AND STATUTORY NOTES -

Revision Notes and Legislative Reports

2000 Acts. House Conference Report No.
106-948, see 2000 U.S. Code Cong. and Adm.

- News, p. 1412,

Amendments

2000 Amendments. Subsec. (b)(6). Pub.L.
106-387, [Title VII, § 745(d)(2)}, added par. (6).
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articles in interstate commerce, defen-
dant could not ebject to question put to
her by prosecutor concerning treatment
of many babies as result of taking food
made by defendant and not involved in

FOOD AND DRUGS Ch. 9

case, even though question was improper,
where defendant apparently was satisfied
with negative answer and did not allege
misconduct. Alberty v. US., C.CA9
(Cal.) 1937, 91 F.2d 461.

un

353, Exemptions and consideration for certain drugs

and biological products

(a) Regulations for goods to be processed, labeled, or repacked |

elsewhere

The Secretary is directed to promulgate regulations exempting

from any labeling or packaging requirement of this chapter drugs
and devices which are, in accordance with the practice of the trade,
to be processed, labeled, or repacked in substantial quantities at
establishments other than those where originally processed or
packed, on condition that such drugs and devices are not adulterated

._or. misbranded under the provisions of this chapter upon removal E

*from such processing, labeling, or repackmg establishment.

_(b) Prescription by physician; exemption from labeling and pre-
scription requirements; misbranded drugs; compliance with
narcotic and marihuana laws

{1) A drug intended for use by man which—s
(A) because of its toxicity or other potentiality for harmful
effect, or the method of its use, or the collateral measures
necessary to its use, is not safe for use except under the supervi-
sion of a practitioner licensed by law to administer such drug,
or
(B) is limited by an approved application under section 355 of
this title to use under the professional supervision of a practition-
er licensed by law to administer such drug,

C) Redesxgnated B)

shall be dlspensed only (i) upon a written prescription of a practition-
er licensed by law to administer such drug, or (ii) upon an oral
prescrxptlon of such practitioner which is reduced promptly to writ-
~ ing and filed by the pharmacist, or (iii) by refilling any such written
~ or oral prescription if such refilling is authorized by the prescriber
~ either in the original prescription or by oral order which is reduced
- promptly to writing and filed by the pharmacist. The act of dispens-
_ ing a drug contrary to the prov1s10ns of this paragraph shall be
- deemed to be an act which results in the drug being misbranded
while held for sale.

(2) Any drug dlSpenSCd by filling or refilling a written or oral
prescription of a practitioner licensed by law to administer such drug
634

I

~chase, or trade any drug sample,
~and subsection (d) of this section, the term “drug sample” means a
“unit-of a drug, subject to subsection (b) of this section, which is not
. intended to be sold and is intended to promote the sale of the drug.
“Nothing in this paragraph shall subject an officer or executive of a
-~ drug manufacturer or distributor to criminal liability solely because

of a sale, purchase, trade, or offer to sell,” purchase, or trade in

-violation of this paragraph by other employees of the manufacturer
‘or distributor.- c v
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shall be exempt from the requirements of section 352 of this title,
except paragraphs (a), (iX2) and (3), (k), and (/), and the packaging
requirements of paragraphs (g), (h), and (p), if the drug bears a label
containing the name and address of the dispenser, the serial number
and date of the prescription or of its filling, the name of the
prescriber, and, if stated in the prescription, the name of the patient,
and the directions for use and cautionary statements, if any, con-

tained in such nrescrintion

tain in such prescription, Thic avamntinn chall nat annly ¢4 anvy

AZIRD CALIRRPILEAVIL SRIGA: 21U a‘.l!.ll]’ woaiy

‘drug dispensed in the course of the conduct of a business of dispens-
ing drugs pursuant to diagnosis by mail, or to a drug dispensed in
-violation of paragraph (1) of this subsection.

(3) The Secretary may by regulation remove drugs subject to
section 355 of this title from the requirements of paragraph (1) of this

‘subsection when such requirements are not necessary for the protec-
tion of the public health.

(4)(A) A drug that is subject to paragraph (1) shall be deemed to

= “be misbranded if at-any time prior to-dispensing the label of the drug
fails to bear, at 2 minimum, the symbol “Rx only".

(B) A drug to which paragraph (1) does not apply shall be deemed

“to be misbranded if at any time prior to dispensing the label of the
drug bears the symbol described in subparagraph (A).

(5) Nothing in this subsection shall be construed to relieve any

- person from any requirement prescribed by or under authority of law
“with respect to drugs now included or which may hereafter be
- included within the classifications stated in section 3220 of Title 26,
- or to marihuana as defined in section 3238(b) of Title 26.

(c) Sales restrictions

(1) No person may sell, purchase, or trade or offer to sell, pur-
For purposes of this paragraph

(2) No person may sell, purchase, or trade, 6ffér to sell, purchase,

“or trade, or counterfeit any coupon. For purposes of this paragraph,

“the term “coupon” means a form which may be redeemed, at no cost
~or at a reduced cost, for a drug which is prescribed in accordance
- with subsection (b) of this section.

' 635
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(3)(A) No person may sell, purchase, or trade, or offer to sell,
purchase, or trade, any drug— :
(1) which is subject to subsection (b) of this section, and -
(i)(I) which was purchased by a public or private hospital or
other health care entity, or
(II) which was donated or supplied at a reduced price to a
charitable organization described in section 501(c)(3) of Title 26.

(B) Subparagraph (A) does not apply to—

(i) the purchase or other acquisition by a hospital or other
health care entity which is a member of a group purchasing
organization of a drug for its own use from the group purchasing
organization or from other hospitals or health care entities
which are members of such organization,

(i) the sale, purchase, or trade of a drug or an offer to sell,
purchase, or trade a drug by an organization described in

" subparagraph (A)(ii)(II) to a nonprofit affiliate -of -the’ organiza-- .-

tion to the extent otherwise permitted by law,
(i) a sale, purchase, or trade of a drug or an offer to sell,
_purchase, or trade a drug among hospitals or other health care
" entities which are under common control,

(iv) a sale, purchase, or trade of a drug or an offer to sell,

~ purchase, or trade a drug for emergency medical reasons, or

(v) a sale, purchase, or trade of a drug, an offer to sell,
‘purchase, or trade a drug, or the dispensing of a drug pursuant

_to a prescription executed in accordance with subsection (b) of
. ‘this section. :
For purposes of this paragraph, the term “entity” does not include a
wholesale distributor of drugs or a retail pharmacy licensed under
 State law and the term “emergency medical reasons” includes trans-
fers of a drug between health care entities or from a health care

entity to a retail pharmacy undertaken to alleviate temporary short-

ages of the drug arising from delays in or interruptions of regular
distribution schedules. . ‘ .

(d) Distribution of drug samples
(1) Except as provided in paragraphs
distribute any drug sample. For purposes of this subsection, the
term “distribute’” does not include the providing of a drug sample to
-a patient by a— ) o
(A) practitioner licensed to prescribe such drug,
(B) health care professional acting at the direction and under

the supervision of such a practitioner, or
636

(2) and (3), no person may -
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'(C) pharmacy of a hospital or of another health care entity
that is acting at the direction of such a practitioner and that
received such sample pursuant to paragraph (2) or (3).

(2)(A) The manufacturer or authorized distributor of record of a
drug subject to subsection (b) of this section may, in accordance with
this paragraph, distribute drug samples by mail or common carrier
to practitioners licensed to prescribe such drugs or, at the request of
a licensed practitioner, to pharmacies of hospitals or other health
care entities. Such a distribution of drug samples may only be
made—

(i) in response to a written request for drug samples made on
a form which meets the requirements of subparagraph (B), and
(if) under a system which requires the recipient of the drug
sample to execute a written receipt for the drug sample upon its
delivery and the return of the receipt to the manufacturer or
authorized distributor of record.
(B} A written request-for a drug sample.required by subparagraph .
(A)3) shall contain— : ' :
(i) the name, address, professional designation, and signature-
of the practitioner making the request, ' :

(if) the identity of the drug sample requested and the quantity
requested, ' '

(iii) the name of the manufacturer of the drug sample request-
ed, and

(iv) the date of the request.

(C) Bach drug manufacturer or authorized distributor of record
which makes distributions by mail or common carrier under this
- paragraph shall maintain, for a period of 3 years, the request forms
submitted for such distributions and the receipts submitted for such
distributions and. shall maintain a record of distributions of drug
- samples which identifies the drugs distributed and the recipients of
the distributions. Forms, receipts, and records required to be main-
tained under this subparagraph shall be made ‘available by the drug
‘manufacturer or authorized distributor'to Federal and State officials
-engaged in the regulation of drugs and in the enforcement of laws

- applicable to drugs. ;- .. B o
- (3) The manufacturer or authorized distributor of a drug subject to
‘subsection (b) of this section may, by means other than mail or
‘common carrier, distribute drug samples only if the manufacturer or
‘authorized distributor makes the distributions in accordance with
‘subparagraph (A) and carries out the activities described in subpara-
‘graphs (B) through (F) as follows: ‘

(A) Drug samples may only be distributed— - -
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(i) to practitioners licensed to prescribe such drugs if they
make a written request for the drug samples, or

(i) at the written request of such a licensed practitioner,
to pharmacies of hospitals or other health care entities.

A written request for drug samples shall be made on a form
which contains the practitioner’s name, address, and profession-
al designation, the identity of the drug sample requested, the
quantity of drug samples requested, the name of the manufactur-
" er or authorized distributor of the drug sample, the date of the
request and signature of the practitioner making the request.

(B) Drug manufacturers or authorized distributors of record
shall store drug samples under conditions that will maintain
their stability, integrity, and effectiveness and will assure that the
drug samples will be free of contamination, deterioration, and
adulteration.

-C)-Drug-manufacturers.or authonzed distributors_of record

shall conduct, at least annually, a complete and accurate inven-
~ tory of all drug samples in the possession of representatives of
_ithe manufacturer or authorized distributor.

ers or authorized distributors of record shall maintain lists of the
sute drug samples and of the sites where drug samples are stored.
-maintain records for at least 3 years of all drug samples distrib-
" uted, destroyed, or returned to the manufacturer or distributor,

-made under subparagraph (A) for drug samples.

7 “ request.

‘ shall notify the Secretary of any significant loss of drug samples
. and any known theft of drug samples. .. ..

(E) Drug manufacturers or authorized distributors: of record

h shall report to the Secretary any conviction of their representa-

_tives for violations of subsection (c)(1) of this section or a State
" law because of the sale, purchase, or trade of a drug sample or
the offer to sell, purchase, or trade a drug sample.

(F) Drug manufacturers or authorized distributors -of record

- shall provide to the Secretary the name and telephone number of
the individual responsible for responding to a request for infor-
" mation respecting-drug samples.
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Drug manufactur-
‘names and address of each of their representatives who distrib- .
-Drug manufacturers or authorized distributors of record shall -
of all inventories maintained under this subparagraph, of allz :
‘thefts or significant losses of drug samples, and of all requests.
Records and

lists maintained under this subparagraph shall be made available
2 by the drug manufacturer or distributor to the Secretary upon

(D) Drug manufacturers or authonzed distributors of record
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(e) Wholesale distributors; guidelines for licensing: definitions

(1)(A) Each person who is engaged in the wholesale distribution of
a drug subject to subsection (b) of this section and who is not the
manufacturer or an authorized distributor of record of such drug
shall, before each wholesale distribution of such drug (including each
distribution to an authorized distributor of record or to a retail
pharmacy), provide to the person who receives the drug a statement
(in such form and contammg such information as the Secretary may
require) identifying each prior sale, purchase, or trade of such drug
(including the date of the transaction and the names and addresses of

 all parties to the transaction).

(B) Each manufacturer of a drug subject to subsection (b) of this
section shall maintain at its corporate offices a current list of the

- authorized distributors of record of such drug.

(2)(A) No person may engage in the wholesale distribution in

. interstate commerce of drugs subject to subsection (b) of this section
in a State unless such person is licensed by the State inr accordance--
© with'the guidelines issued under subparagraph (B).

(B) The Secretary shall by regulation issue guidelines establishing

- minimum standards, terms, and conditions for the licensing of per-
~-sons to make wholesale distributions in interstate commerce of drugs
. subject to subsection (b) of this section.
- prescribe requirements for the storage and handling of such drugs
- and for the establishment and maintenance of records of the distribu-
-~ tions of such drugs.

Such guidelines shall

(3) For the purposes of this subsection and subsection (d) of thlS

. section—

(A)- the term ‘“‘authorized distributors of record” means those
distributors with whom a manufacturer has established an ongo-
ing relationship to distribute such manufacturer’s products, and

(B) the term “‘wholesale distribution” means .distribution of :
drugs subject to subsection (b) of this section to other than the -
consumer or patient but does .not include intracompany sales
and does not include distributions of drugs descrxbed in subsec-
tion (€)(3)(B) of this section.

(f) Veterinary prescription-drugs -

(1)(A) A drug intended for use by animals other than man, other
than a veterinary feed directive drug intended for use in animal feed -

‘or an animal feed bearing or containing a veterinary feed dlrectwe
drug, which—

(i) because of its toxicity or other potentiality for ‘harmful
effect, or the method of its use, or the collateral measures .
639
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necessary for its use, is not safe for animal use except under the
professional supervision of a licensed veterinarian, or

(i) is limited by an approved application under subsection (b)
of section 512 [21 U.S.C.A. § 360b(b)] to use under the profes-
sional supervision of a licensed veterinarian,

shall be dispensed only by or upon the lawful written or oral order of
a licensed veterinarian in the course of the veterinarian’s profession-
al practice.
(B) For purposes of subparagraph (A), an order is lawful if the
order— '
(1) is a prescription or other order authorized by law,
(11) is, if an oral order, promptly reduced to writing by the
person lawfully filling the order, and filed by that person, and
(ii1) is refilled only if authorized in the original order or in a

subsequent oral order promptly reduced to writing by the person

lawfully filling the order, and filed by that person: =~ = - '

(C) The act of dispensing a drug contrary to the provisions of this

_paragraph shall be deemed to be an-act which results in the drug
being misbranded while held for sale.

(2) Any drug when dispensed in accordance with paragraph (1) of

this subsection—

(A) shall be exempt from the requirements of section 352 of -
this title, except paragraphs (a), (g), (h), ()(2), DHA), and (p) of

such section, and

(B) shall be exempt from the packaging requirements of para-

graphs (g), (h), and (p) of such section, if—

(i) when dispensed by a licensed veterinarian, the drug 4
bears a label containing the name and address of the practi-
tioner and any directions for use and cautionary statements”

specified by the practitioner, or

(1) when dispensed by filling the lawful order of a li-:
‘censed veterinarian, the drug bears a label containing the
name and address of the dispenser, the serial number and
date of the order or of its filling, the name of the licensed
veterinarian, and the directions for use and cautionary state- .

ments, if any, contained in such order, o
The preceding sentence shall not apply to any drug dispensed in the

course of the conduct of a business of dispensing drugs pursuant to:

diagnosis by mail.
(3) The Secretary may by regulation exempt drugs for animals

other than man subject to seqtion 512 [21 U.S.C.A. § 360b] from the -
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requirements -of paragraph (1) when such requirements are not
necessary for the protection of the public health.

(4) A drug which is subject to paragraph (1) shall be deemed to be
misbranded if at any time prior to dispensing its label fails to bear
the statement “Caution: Federal law restricts this drug to use by or
on the order of a licensed veterinarian.”. A drug to which paragraph
(1) does not apply shall be deemed to be misbranded if at any time
prior to dispensing its label bears the statement specified in the
preceding sentence.

(g) Regulation of combination products

(1) The Secretary shall designate a component of the Food and
‘Drug Administration to regulate products that constitute a combina-
tion of a drug, device, or biological product. The Secretary shall
determine the primary mode of action of the combination product.

(A) a drug (other than a biological product), the persons

charged with premarket review of drugs shall have primary

jurisdiction,

) ;.elff the Secretary determines that the primary mode of action is that
of . . Aot atlhandabdy

(B) a device, the persons charged with premarket review of

devices shall have primary jurisdiction, or

(C) a biological product, the persons charged with premarket - |

review of biological products shall have primary jurisdiction:

(2) Nothing in this subsection shall prevent the Secretary from

Eusing any agency resources of the Food and Drug Administration
_necessary to ensure adequate review:of the safety, effectiveness, or
substantial equivalence of an article.

(3) The Secretary shall promulgate regulations to implement mar-

- ket clearance procedures in accordance with paragraphs (1) and (2)
. not later than 1 year after November 28,1990.

(4) As used in this subsection: -

- (A) The term “biological product” has the meaning given the

term in section 262(j) of Title 42. .
(B) The term “market clearance” includes—

(1) approval of an application under section 355, 357
360e, or 360j(g) of this title,. .

’

(it) a finding of substantial equivaleﬁce under this part, -

-and :
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(ii) approval of a biologics license application under sub-
section (a) of section 262 of Title 42.

(June 25, 1938, c. 675, § 503, 52 Stat. 1051; 1940 Reorg. Plan No. IV, § 12,
eff. June 30; 1940, 5 F.R. 2422, 54 Stat. 1237; Oct. 26, 1951, ¢c. 578,81, 65
Stat. 648; 1953 Reorg. Plan No. 1, § 5, eff. Apr. 11, 1953, 18 F.R. 2053, 67
Stat. 631; Oct. 10, 1962, Pub.L. 87-781, Title 1, § 104(e)(2), 76 Stat. 785;
Dec. 30, 1970, Pub.L. 91-601, § 6(e), formerly § 7(e), 84 Stat. 1673; renum-
bered § 6(e), Aug. 13, 1981, Pub.L. 97-35, Title XII, § 1205(c), 95 Stat. 716;
Apr. 22, 1988, Pub.L. 100-293, 8§ 4 to 6, 102 Stat. 96 to 98; Nov. 16, 1988,
Pub.L. 100-670, Title I, § 105, 102 Stat. 3983; Nov. 28, 1990, Pub.L.
101-629, § 16(a), 104 Stat. 4526; Aug. 17, 1991, Pub.L. 102-108, § 2(d), 105
Stat. 550; June 16, 1992, Pub.L. 102-300, § 6(d), 106 Stat, 240; Aug. 26,
11992, Pub.L. 102-353, §8 2(a) to (c), 4, 106 Stat. 941, 942; Oct. 9,:199%6,
Pub.L. 104-250, § 5(a), 110 Stat. 3155; Nov. 21, 1997, Pub.L. 105-115, Title
1, 8§ 123(e), 126(a), (c)(1), (2), 111 Stat. 2324, 2327, 2328.)

HISTORICAL AND STATUTORY NOTES

‘Revision Notes and Legisfative Reports vision -of L.LR.C.1954, see section 7852(b)
1951 Acts. Senate Report No. 946, see  of said Title 26.

71951 U.S. Code Cong. and’Adm:-Service,~ - * Title -~26, - referred-- -to. - in... ssubsec.

p. 2454 (O)B)A)G(D), was in-the original a ref-

1962 Acts. Senate Report No. 1744
‘and Conference Report No. 2526, see
1962 U.S. Code Cong. and Adm. News, p.

. 2884,

1970 Acts. House Report No. 91-1642
and Conference Report No. 91-1755, see
1970 U.S. Code Cong. and Adm. News, p.

1 5326. ¢

1988 Acts. Senate Report No. 100-303
and Statement by President, see 1988
U.S. Code Cong. and Adm. News, p. 57.

1990 Acts. House Report No. 101-808
and House Conference Report No.

- '101-959, see 1990 U.S. Code Cong. and
. -Adm. News, p. 6305, '

1996 Acts. House Report No. 104-823,
see 1996 U.S. Code Cong. and Adm.
; {\lew_s, p. 3540. ;

~ 1997 Acts. House Conference Report
‘No. 105-399, see 1997 U.S. Code Cong.
¢ and Adm. News, p. 2881.

1954. Section 2 of Pub.L. 99-514, set

26, redesignated the Internal Revenue
Code of 1954 as the Internal Revenue

ence to the 1954 Code be deemed a refer-
ence to the 1986 Code.

Codifications
" Section 126(c)(2) of Pub.L. 105-115,
‘which directed that subsec. (bX3) be

tion 355 of this title” for “sections 352(d)

~intent of Congress.

. Amendments :
1997 Amendments. Subsec. (bXIXA).
- Pub.L. 105-115, § 126(c)(1), redesignated
- former subpars. (B) and (C) as (A) and
_(B), respectively, and struck out former
subpar. (A), which read: “is a habit-form-
*ing drug to which section 352(d) of this
title applies; or”.

References in Text Subsec. ~ (B)}3).

- - Sections 3220 and 3238(b}) of Title 26, -
referred to in subsec. (b)(5), which were
references to sections 3220 and 3238(b)

PubL. 105-115,

this title” for “sections 352(d) and 355 of

of the Internal Revenue Code of 1939, this title”. See Codification note under
were repealed by section 7851 of Title 26, this section.
1.R.C.1954, and are covered by sections Subsec. (b)4). Pub.L. 105-115,

6001, 6151(a), and 7701(a) of said Title
26. For provision deeming a reference in v \
“other laws to a provision of 1.R.C.1939, . :graph (1) of this subsectilon shaII' be
‘also as a reference to corresponding pro- - deemed to be misbranded if at any time
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erence to the Internal Revenue Code of

out as a note preceding section 1 of Title -

Code of 1986 and provided that any refer-

amended by striking “‘section 352(d)
and”, was executed by substituting “'sec-:

“and 355 of this title”, as the probable:

'§ 126(c)(2); substituted “section 355 of -

§ 126(a), rewrote par. (4), which former- .
1y read: ““A drug which is subject to para-

prior to dispensing its label fails to bear
the statement ‘Caution: Federal law pro-
hibits dispensing without prescription’.
A drug to which paragraph (1) of this
subsection. does not apply shall be
-deemed to be misbranded if at any time
prior to dispensing its label bears the
-caution statement quoted in the preced-
“ing sentence.”.

Subsec. (gM4XA). PublL. 105-115,
:§ 123(eX(1), substituted “section 262(i)”
‘for “section 262(a)”" and made a techni-
-cal correction to directory language, re-
‘quiring no change in text.
. Subsec. (g4)XBXiii), Pub.L. 105-115,
+§ 123(e)(2), substituted “biologics license
:application under subsection (a)" for
“product or establishment license under
subsection (a) or (d)".
1992 ° Amendments. Subsec.. (d)X1).
Pub.L. 102-353, § 4(1), added sentence
- directing that the term “distribute” does
ot-include the providing of a drug sam-
le by practitioners, health care profes-
ionals, and pharmacies. ;
Subsec. (d)(2). Pub.L. 102-353, § 4(2),

RN

rd” for “distributor” wherever appear-
ng. . o
- Subsec, (d)3). Pub.L.102-353, § 4(2),
- substituted “‘authorized distributor of rec-
rd” for “distributor” and “authorized
~distributors of record” for “distributors”,
“respectively, wherever appearing.

Subsec. (€)(1). Pub.L. 102-353, § 4(3),

sentence ' of existing' par. (1) as subpar.
“(B), added requirements that, before
~each wholesale distribution of a drug to
+ an authorized distributor of record or to
“a, retail pharmacy, persons engaged the
holesale distribution of drugs provide
~to the person who receives the drug a
statement identifying each prior sale,
. purchase, or trade of such drug, and sub-
stituted reference to “authorized distribu-
tors of record” for “authorized distribu-
tors”. . -

- Subsec. (eX2XA). Pub.l.’ 102-353,
'§ 2(a), effective for: the period through

stered with the Secretary in accordance
“with paragraph (3)". See Effective and
“ Termination Date of 1992 Amendments
ote set out under this section.

Subsec. (e)(3). Pub.L. 102-353, § 2(b),

Ch. 9 FOOD, DRUG AND COSMETIC ACT

ubstituted “authorized distributor of rec- -

eptember 13, 1994, inserted “‘or hasreg- '

-effective for the period through Septem-*

21 8353

ber 13, 1994, added par. /(3). - Former

par. (3) was redesignated (4). 'See Effec-

tive and Termination Date of 1992

amendments note set out under this sec-
on.

. Subsec. (e)4). . Pub.L. 102-353, § 2(b),
effective for the period through Septem-
ber 13, 1994, redesignated par. (3) as (4).
‘See ‘Effective and Termination Date of
1992 Amendments note set-out under this
section.

Pub.L. 102-353, § 4(4), inserted “and

subsection (d) of this section” after “For

. purposes of this subsection”, ]

Subsec. (f(1XB). Pub.L. 102-353,

§ 2(c), directed that “an order” be substi-

‘tuted for “and order”, resulting in no
‘change in the text as codified.

Subsec. (g)(3). Pub.L. 102-300, § 6(d),
:substituted “clearance” for “approval’.

1991 Amendments. Subsec. (c).

=Pub.L.-102-108,. § 2(d)(3), redesignated

< former subsec. (c), relating to veterinary
- drug prescriptions, as subsec. (f).

Subsec. (c)(2). PublL. 102-108,
2(d)(1), substituted “‘subsection.(b)’" for
- “section 503(b)", which, for purposes of
odification, had already been changed to
- “subsection (b) of this section”, thereby
quiring no further change in text.

Subsec. (c}3XBXv). PubL. 102-108,
2(d)(1), substituted “subsection (b)" for
section 503(b)”, which, for purposes of
dification, had already been changed to
subsection (b) of this section”, thereby
requiring no further change in text.

Subsec. (d)3XE). PubL. 102-108,
2(d)(2), substituted “‘subsection (c)(1)”
r “section 503(c)(1)”, which, for pur-
poses of codification,” had already been
hanged to “subsection (cX1) of this sec-
on”, thereby requiring' no _further
change intext. . . PR
Subsec. (f). Pub.L. 102-108, § 2(d)(3),
redesignated former subsec. (c), relating
o veterinary drug prescriptions, as sub-
“sec, (.- RO
Pub.L. 102-108, § 2(d)X4), redesignated
ormer subsec. (f) as (g). L
Subsec. (g). Pub.L. 102-108, § :2(d)(4),
redesignated former subsec. (f) as (g)."
- 1990 Ameridments. Catchline. Pub.L.-
- 101-629, § 16(a)(1), substituted “‘Exemp-
“tions and consideration for cértain drugs,

~ devices, and biological products” for
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Note 22
22. Witnesses

Commissioner of food and drugs would
not be called at “Overton-type” hearing,
which ‘was being held to determine
whether the Food and Drug Administra-
tion acted ratiopally in requiring that
preparations of vitamins A and D in ex-
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cess of specified dosages be restricted to
prescription sale and be labeled ‘accord-
ingly, for cross-examination by those op-

:posing the actions taken by the Food and

Drug Administration. National Nutri.

‘tional Foods Ass'n v. Mathews, S.D.N.Y.

1976, 418 F.Supp. 394, reversed on other

gt < e

i AN

grounds 557 F.2d 325.

8§ 353a. Pharmacy compounding

_(a) In general

Sections 351(a)(2)(B), 352(f)(1), and 355 of this title shall not apply
to a drug product if the drug product is compounded for an identified
individual patient based on the unsolicited receipt of a valid prescrip-
tion order or a notation, approved by the prescribing practitioner, on
the prescription order that a compounded product is necessary for
the identified patient, if the drug product meets the requirements of

“this section, and if the compounding— B e :
(1) is by—
(A) a licensed pharmacist in a State licensed pharmacy or
a Federal facility, or
(B) a licensed physician, ‘
on the prescription order for such individual patient made by a
licensed physician or other licensed practitioner authorized by
State law to prescribe drugs; or
(2)(A) is by a licensed pharmacist or licensed physician in
limited quantities before the receipt of a valid prescription order
for such individual patient; and

(B) is based on a history of the licensed pharmacist or li- .
censed physician receiving valid prescription orders for the com- -

pounding of the drug product, which orders have been generated
solely within an established relationship between—

(i) the licensed pharmacist or licensed physician; and .
(ii)(¥) such individual patient for whom the_\preécription
order will be provided; or . N :
(II). the physician or other licensed practitioner who will
§ write such prescription order.
- (b) Cpmpounded drug , o
: (1) Licensed pharmacist and licensed physiclan )
A drug product may be compounded under subsection (a) of

“this section if the licensed pharmacist or licensed physician— g

(A) compounds the drug product using bulk drug sub-
stances, as defined in regulations of the Secretary published
654
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at section 207.3(a)(4) of title 21 of the Code of Federal
Regulations— '

(i) that—

(I) comply with the standards of an applicable United
States Pharmacopoeia or National Formulary mono-
graph, if a monograph exists, and the United States
Pharmacopoeia chapter on pharmacy compounding;

(ID) if such a monograph does not exist, are drug
substances that are components of drugs approved by
the Secretary; or SRR :

(II) if such a monograph does not exist and the drug
substance is not a component of a drug approved by the -
‘Secretary, that appear on a list developed by the Secre-
‘tary through regulations issued by the Secretary under
subsection (d) of this section;

~w... (i) that are manufactured by an establishment that is .

registered under section 360 of this title (including a foreign

establishment that is registered under section 360(i) of this -
title); and ,

; (iti) that are accompanied by valid certificates of analysis

= for each bulk drug substance; s

(B) compounds the drug product using ingredients (other :

“ than bulk drug substances) that comply with the standards
‘of an applicable United: States Pharmacopoeia or National
‘Formulary monograph, if a monograph exists, and the Unit-
‘ed States Pharmacopoeia chapter on pharmacy compound-
- dang; .

(C) does not compound a drug product that appears ona .«

- list published by the Secretary in the Federal Register of
- drug products that have been withdrawn or removed from

- the market because such drug products or components of

.effective; and R
-. (D) does not compound regulary or in inordinate amounts
~(as defined by the Secretary) any drug products that are
:essentially copies of a commercially available drug product.

(2) Definition

- For purposes of paragraph (1)(D), the term “essentially a copy

‘of a commercially available drug product” does not include a

- drug product in which there is a change, made for an identified

* +individual patient, which produces for that patient a significant

~difference, as determined by the prescribing practitioner, be-
655
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tween the compounded drug and the comparable commercially
available drug product.

(3) Drug product

A drug product may be compounded under subsection (a) of
this section only if—

(A) such drug product is not a drug product identified by
the Secretary by regulation as a drug product that presents
demonstrable difficulties for compounding that reasonably
demonstrate an adverse effect on the safety or effectiveness
of that drug product; and .

(B) such drug product is compounded in a State—

() that has entered into a memorandum of understanding
with the Secretary which addresses the distribution of inor-
dinate amounts of compounded drug products interstate and

_provides for appropriate investigation by a State agency of
~complaints relating to compounded-drug products dxstrlbut—
ed outside such State; or

(i) that has not entered into the memorandum of under-
“'standing described in clause (i) and the licensed pharmacist,
_licensed pharmacy, or licensed physician distributes (or

‘causes to be distributed) compounded drug products out of
- the State in which they are compounded in quantities that
'do not exceed 5 percent of the total prescription orders
~dispensed or distributed by such pharmacy or physician.

The Secretary shall, in consultation with the National Associa- '
tion of Boards of Pharmacy, develop a standard memorandum of

understanding for use by the States in complying with subpara-
~ graph (B)().
:(¢) Advertising and promotion
A drug may be compounded under subsec’aon (a) of this section
~only if the pharmacy, licensed pharmacist, or licensed physician does
. not advertise or promote the compounding of any particular drug,

“class of drug, or type of drug. The pharmacy, licensed pharmacist,
or licensed physician may advertise and promote the compounding

~service provided by the licensed pharrnac:st or licensed physician. ’

() Regulations
(1) In general
The Secretary shall issue regulations to implement th1s section.

Before issuing ~regulations to implement subsections

~BY1)AEID), (b)(l)(C) or (b)(3)(A) of this section, the Secre-

tary shall convene and consult an advisory committee on com-

pounding unless the Secretary determines that the issuance of ~
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such regulations before consultation is necessary to protect the
public health. The advisory committee shall include representa-
tives from the National Association of Boards of Pharmacy, the
United States Pharmacopoeia, pharmacy, physician, and con-
sumer organizations, and other experts selected by the Secretary.

(2) Limiting compounding

The Secretary, in consultation with the United States Pharma-
copoeia Convention, Incorporated, shall promulgate regulations
identifying drug substances that may be used in compounding
under subsection (bY(1NA)GEJII) of this section for which a
‘monograph does not exist or which are not components of drug
‘products approved by the Secretary. The Secretary shall include
in the regulation the criteria for such substances, which shall
include historical use, reports in peer reviewed medical litera-
ture, or other criteria the Secretary may identify.

- e} Application L

This section shall not apply to—

(1) compounded positron emission tomography drugs as de-
fined in section 321(ii) of this title; or

(2) radiopharmaceuticals.
() Definition

As used in this section, the term “compounding” does not include -
mixing, reconstituting, or other such acts that are performed in

“accordance with directions contained in approved labeling provided

by the product’s manufacturer and other manufacturer directions

‘consistent with that labeling.

(June 25, 1938, c. 675, § 5034, as added Nov. 21, 1997, Pub.L. 105~115 ‘
Title I, §§ 127(a), 111 Stat. 2328.) e

HISTORICAL AND STATUTORY NOTES

Revision Notes and Leglislative Reports
1997 Acts. House Conference Report

% No! 105-399; see 1997 U.S, Code Cong.
. - and Adm. News, p. 2881.

Effectivé Dates

oy -

1997 Acts. Section 127(b) of Pub.L.

105-115 provided that: “Section S03A of

the Federal Food, Drug, and Cosmetic
Act, added .by subsection (a) {this sec-

. tion], shall take effect upon the expiration

e

of the l-year period beginning on the k
date of the enactmem of thls Act £Nov .

i 21 1997]“ i

Amendments by PubL. 105—-115 thef

" 'Food and Drug Administration Modern-
Jzation Act of 1997, effective 90 days after.
:November 21, 1997, except as: otherwise - .
provided, see section 501 of PublL..

105-115, set out as & note under section:

321 of this title.

" WESTLAW ELECTRONIC RESEARCH
. See WESTLAW guide following the Explanation pages of this volume.
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Demonstration Act of 1978”, and was translated  original “date of enactment of this subsection”
as meaning section 8 of the Enviroamental Re-  and “date of enactment of this section”, which
search, Development, and Demonstration Autho- wag translated as meaning the date of enact-
rization Act of 1978, to reflect the probable ... e Pub.L. 104-170. t
intent of Congress. r L. 104-170, to reflect the probable
) intent of Congress.

Codifications

August 3, 1996, referred to in subsees. (k),
(m)(1)(B), (2)(A), and (p)1), (2), (7), was in the

§ 349. Bottled drinking water standards; publication in Federal Register

(a) Except as provided in subsection (b) of this section, whenever the Administrator
of the Environmental Protection Agency prescribes interim or revised national primary
drinking water regulations under section 1412 of the Public Health Service Act [42

- US.C.A. § 300g-1], the Secretary shall consult with the Administrator and within. 180 -
:days after the promulgation of such drinking water regulations either promulgate

amendments to regulations under this chapter applicable to bottled drinking water or

publish in the Federal Register his reasons for not making such amendments.

[See main volume for text of (b)]

§ 350.  Vitamins and minerals

_a) Authority and limitations of Secretary; applicability: -

[See main volume for text of (1)} :

(2) Paragraph (1) shall not apply in the case of a vitamin, mineral, other ingredient of

-food, or food, which is represented for use by individuals in the treatment or manage-
‘ment of specific diseases or disorders, by childlen, or by pregnant or lactating women.

- ;For purposes of this subparagraph,! the term “children” means individuals who are
}under the age of twelve years. )

[See main volume for text of (b) and (c)]
1 So in original. Probably should be “paragraph”.

SUBCHAPTER V—DRUGS AND DEVICES

Part A—DruGs anp Devices

:§ 351. 'Adulterated drugs and devices

A drug or device shall be deemed to be adulterated—
[See main volume for text of (a) to (e)]
(f) Certain class 111 devices
[See main volume for text of (1)]

(2)(A) In the case of a device classified under section 360c(f) of this title into

class: IIT and intended solely for investigational use, paragraph! (1XB) shall not -

apply with respect to such-device during the period ending' on the ninetieth day
after the date of the promulgation of the regulations prescribing the procedures and
conditions required by section 360j(g)(2) of this title.

~ (B) In the case of a device subject to a regulation promulgated under subsection
(b) of section 360e of this title, paragraph ! (1) shall not apply with respect to such
device during the period ending—

(i) on the last day of the thirtieth calendar month beginning after the month
in which the classification of the device in class 1II became effective under
section 360c of this title, or

(ii) on the ninetieth day after the date of the promulgation of such regula-
tion,

10
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[See main volume for text of (9) to (i)]

1 S0 in original. - Probably should be “subparagraph”.

§ 352. Misbranded drugs and devices

Notes of Decisions

21. - Dangerous when used as prescribed

The Food and Drug Administration (FDA)
may, consistent with the Food, Drug, and Cos-
metic Act (FDCA), regulate many “dangerous”
products without banning them, but the FDA
.may not. conclude that a drug or device cannot
be used safely for any therapeutic purpose and

§ 353. Exemptions and consideration
products

yet, at the same’ time, allow that product to
remain on the market, as such regulation is
incompatible with the FDCA’s core objective of
ensuring that every drug or device is safe and
effective. Food and Drug Admin. v. Brown &

‘Williamson Tobaceo Corp., U.S.N.C.2000, 120

S.Ct. 1291, 529 U.S. 120, 146 L.Ed.2d 121.

for certain drugs, devices, and biologieal

HISTORICAL AND STATUTORY NOTES

:References in Text

Section 357 of this title, referred to in subsec.

@B, was repealed by PubL. 105-115,

Title 1, § 125(b)1), Nov. 21, 1997, 111 Stat.
2325,

Notes of Decisions

‘1. Constitutionality

Speech restrictions imposed ‘by provisions of
:Food and Drug Administration Modernization
Act (FDAMA) that prohibited advertising. par-
tiewlar compounded drugs were more extensive
!than necessary to achieve the asserted govern-
ment interest in provectmg the public health and

* safety and preserving integrity of drug approval -

iprocess, in violation of First. Amendment.
Western States Medical Center v. Shalala, C.A9
2(Nev.) 2001, 238 F.3d 1080.

6. Access restrictions

Coyne Beahm, Inc, v. US. Food & Drug

“Admin., M.D.N.C.1997, 966 F.Supp. 1374, re:

 '1~§ 353a. Pharmacy compounding

1. Advertising

Portion of Food and Drug Modernization Act

““that unconstitutionally restricted advertising of
weompounded drugs was severable from remain-
;der of section of Act regulating pharmacists’

§ 355. New drugs

versed 158 F.3d 155, rehearing and rehearing en

bane denied 161 F.3d 764, {main volume] certio-
rari granted 119 S.Ct. 1495, 526 U.8. 1086, 143
L.Ed.2d 650, affirmed 120 S.Ct. 1291, 529 U.8
120, 146 L.Ed.2d 121

7. Tobacco

Coyne Beahm, Ine. v. US. Food & Drug
Admin.,’ M.D.N.C.1997, 966 F.Supp. 1374, re- :
versed 153 F'.3d 155, rehearing and rehearing en
banc denied 161 F.3d 764, {main volume] certio-
rari granted 119 S.Ct. 1495, 526 U.S. 1086, 143
L.Ed.2d 650, affirmed 120 S.Ct. 1291, 529 Uq
120, 146 L.Ed.2d 121.

NOTES OF DECISIONS

production and distribution of compounded
drugs; remaining sections clearly represented
independent requirements. for production of
compounded drugs, allowing section to be fully -
operative as law even in absence of offending
.speech-related sections. Western States Medi-
cal Center v. Shalala, D. Nev 1999, 69 F.Supp.2d
1288.

'[See main volume for text of (a) and ()]

ing; period for issuance of order

‘j'(c) Period for approval of application; period for, notice, and expedition of hear-

[See main volume for text of (1) and (2)]

(3) The approval of an application filed under subsection (b) of this section whlch
“contains a certification required by paragraph (2) of such subsection shall:be made
effective on the last applicable date determined under the following:

[See main volume for text of (A) to (C)]
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8§ 354. Veterinary feed directive drugs

{a) Lawful veterinary feed directive requirement

(1) A drug intended for use in or on animal feed which is limited
by an approved. application filed pursuant to section 360b(b) of this
title to use under the professional supervision of a licensed veterinari-
an 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 a'lawful veterinary feed directive issued by a licensed
veterinarian in the course of the veterinarian’s professional practice.
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 352(f) of this title.

(2) A veterinary feed directive is lawful ‘if it—

"(A) contains such information as the Sccretary 'fna‘y by rg'éné'ralwm

regulation or by order require; and
(B) is in compliance with the conditions and indications for

use of the drug set forth in the notice pubhshed pursuant to

~ section 360b(i) of this title.

(3)(A) Any persons involved in the distribution or use of animal

feed bearing or containing a veterinary feed directive drug and the
licensed veterinarian issuing the veterinary feed directive shall main-

~ tain a copy of the veterinary feed directive applicable to each such

feed, except in the case of a person distributing such feed to another
person for further distribution. Such person distributing the feed
shall maintain a written acknowledgment from the person to whom
the feed is 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 another person for further distribution
unless that person has provided the same written acknowledgment to

its immediate supplier,

(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 designated by the Secretary, permit
such officer or employee at all reasonable times to have access to and

copy and verify such records.

(C) Any person who distributes animal feed bearing or containing
a veterinary feed directive drug shall upon first engaging in such
distribution notify the Secretary of that person’s name and place of

business. The failure to provide such notification shall be deemed to
be an act which results in the drug being misbranded.
658
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(b) Labeling and advertising

A veterinary feed directive drug and any feed bearing or containing
a veterinary feed directive drug shall be deemed to be misbranded if
their labeling fails to bear such cautionary statement and such other
information as the Secretary may by general regulation or by order
prescribe, or their advertising fails to conform to the conditions and
indications for use published pursuant to section 360b(i) of this title
or fails to contain the general cautionary statement prescribed by the
Secretary.

{c¢) Nonprescription status

Neither a drug subject to this section, nor animal feed bearing or
containing such a drug, shall be deemed to be a prescription article
under any Federal or State law.

{June 25, 1938, c. 675 § 504 as added Oct 9 1996 PubL 104-250, & S(b)
-10 Stat.3155.) -~

HISTORICAL AND STATUTORY NOTES

Revision Notes and Legislative Reports
1996 Acts. House Report No. 104-823,
see 1996 . U.S. Code Cong. and Adm.

News, p. 3540. this title, was repealed by Pub.L. 86-618,

Prior Provisions - Title 1, § 103(a)(2), July 12, 1960, 74 Stat.
A prior section 354, Act June 25, 1938,7 398,

c. 675, § 504, 52 Stat. 1052, which re-

: LIBRARY REFERENCES
Texts and Treatises
Business and Commercial Litigation in Federal Courts'§ 70.2.

WESTLAW ELECTRONIC RESEARCH
See WESTLAW guide {ollowing the Explanation pages of this volume.

8§ 355. New drugs

(a) Necessity of effective approval of application

- No person shall introduce or deliver for introduction into interstate
commerce any new drug, unless an approval of an application filed
pursuant to subsection (b) or (j) of this section is effective with
respect to such drug.

(b) Filing application; contents

(1) Any person may file with the Secretary an application with
respect to any drug subject to the provisions of subsection (a) of this
- section. Such person shall submit to the Secretary as a part of the
application (A) full reports of investigations which have been made to

show whether or not such drug is safe for use and whether such drug
659
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is effective in use; (B) a full list of the articles used as components of
such drug; (C) a full statement of the composition of such drug; (D)
i1 a full description of the methods used in, and the facilities and
controls used for, the manufacture, processing, and packing of such
drug; (E) such samples of such drug and of the articles used as
components thereof as the Secretary may require; and (F) specimens
of the labeling proposed to be used for such drug. The applicant
shall file with the application the patent number and the expiration
date of any patent which claims the drug for which the applicant
'submitted the application or which claims a method of using such
drug and with respect to which a claim of patent infringement could
reasonably be asserted if a person not licensed by the owner engaged
in the manufacture, use, or sale of the drug. If an application is filed
-under this subsection for a drug and a patent which claims such drug
- or a method of using such drug is issued after the filing date but
" before approval of the application, the “applicant shall amend the
pplication to include the information required by the preceding
ntence. Upon approval of the application, the Secretary shall
publish information submitted under the two preceding sentences. !
‘The Secretary shall, in consultation with the Director of the National :
Institutes of Health and with representatives of the drug manufactur:
‘ing industry, review and develop guidance, as appropriate, on the ;
‘inclusion of women and minorities in clinical trials required by ;
clause (A). '

~ (2) An application submitted under paragraph (1) for a drug for
.which the investigations described in clause (A) of such paragraph
- and relied upon by the applicant for approval of the application were
- not conducted by or for the applicant and for which the applicant has
_not obtained a right of reference or use from the person by or for
 whom the investigations were conducted shall also include—

(A) a certification, in the opinion of the applicant and to the
best of his knowledge, with respect to each patent which ¢laims *;
the drug for which such investigations were conducted or which
claims a use for such drug for which the applicant is seeking -;
approval under this subsection and for which information is
required to be flled under paragraph (1) or subsection (c) of this
section—

(1) that such patent information has not been filed,
(i) that such patent has expired,
(111) of the date on which such patent will expire, or

(iv) that such patent is invalid or will not be infringed by
the manufacture, use, or sale of the new drug for which the: §
application is submitted; and
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(B) if with respect to the drug for which investigations de-

scribed in paragraph (1)(A) were conducted information was

filed under paragraph (1) or subsection (c) of this section for a
method of use patent which does not claim a use for which the
applicant is seeking approval under this subsection, a statement
that the method of use patent does not claim such a use.

(3)(A) An applicant who makes a certification described in para-
graph (2)(A)(iv) shall include in the application a statement that the
applicant will give the notice required by subparagraph (B) to—

(i) each owner of the patent which is the subject of the
certification or the representative of such owner designated to

receive such notice, and

(ii) the holder of the approved application under subsection
(b) of this section for the drug which is claimed by the patent or
a use of which is claimed by the patent or the representatlve of
'such holder designated to receive such notice.- s

(B) The notice referred to in subparagraph (A) shall state that an
application has been submitted under this subsection for the drug
with respect to which the certification is made to obtain approval to

~engage in the commercial manufacture, use, or sale of the drug - .
- before the expiration of the patent referred to in the certification.

- “Such notice shall include a detailed statement of the factual and legal *
“-basis of the applicant’s opinion that the patent is not valid or will not

- be infringed. :
. (C) If an application is amended to include a certification de-
. - scribed in paragraph (2)(A)(iv), the notice required by subparagraph
(B) shall be given when the amended application is submitted.

(4)(A) The Secretary shall issue guidance for the individuals who
‘review applications submitted under paragraph (1) or under section
262 of Title 42, which shall relate to promptness in conducting the
. review, technical excellence, lack of bias and conflict of interest, and
- knowledge of regulatory and scientific standards, and which shall
- apply equally to all individuals who review such applications.

(B) The Secretary shall meet with a sponsor of an investigation or:
- an applicant for approval for a drug under this subsection or section

© 262 of Title 42 if the sponsor or applicant makes a reasonable written
request for a meeting for the purpose of reaching agreement on the
design and size of clinical trials intended to form the primary basis of
an effectiveness claim. The sponsor or applicant shall provide infor-
mation necessary for discussion and agreement on the design and
.- size of the clinical trials.
i prepared by ‘the Secretary and made available to the sponsor or
. applicant upon request.

Minutes of any such meeting shall be

661
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(C) Any agreement regarding the parameters of the design and

size of clinical trials of a new drug under this paragraph that is

‘reached between the Secretary and a sponsor or applicant shall be

‘reduced to writing and made part of the administrative record by the

Secretary. Such agreement shall not be changed after the testing
begins, except—

(i) with the written agreement of the sponsor or applicant; or

(ii) pursuant to a decision, made in accordance with subpara-

graph (D) by the director of the reviewing division, that a

substantial scientific issue essential to determining the safety or

effectiveness of the drug has been identified after the testing has

begun.

(D) A decision under subparagraph (C)(ii) by the director shall be

in writing and the Secretary shall provide to the sponsor or applicant

..an opportunity for a meeting at which the director and the sponsor

“or applicant will be present and at which the director will document

the scientific issue involved.

(E) The written decisions of the réviewing division shall be binding -

~upon, and may not directly or indirectly be changed by, the field or
‘compliance division personnel unless such field or compliance divi-

_sion personnel demonstrate to the reviewing division why such

~ decision should be modified.
. (F) No action by the reviewing division may be delayed because of

‘the unavailability of information from or action by field personnel

 unless the reviewing division determines that a delay is necessary to
~ assure the marketing of a safe and effective drug.

. (G) For purposes of this paragraph, the reviewing division is the
~ /division responsible for the review of an application for approval of a

~“drug under this subsection or section 262 of Title 42 (including all

* scientific and medical matters, chemistry, manufacturing, and con-
.trols).

(c) Period for approval of application; period for, notice, and expe-
dition of hearing; period for issuance of order

~ (1) Within one hundred and eighty days after the filing of an
_application under subsection (b) of this section, or such additional
period as may be agreed upon by the Secretary and the applicant, the
- Secretary shall either—

(A) Approve the application if he then finds that none of the

grounds for denying approval specified in subsection (d) of this
section applies, or -
(B) Give the applicant notice of an opportunity for a hearlng
before the Secretary under subsection (d) of this section on the
662
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question whether such application is approvable. If the appli-
cant elects to accept the opportunity for hearing by written
request within thirty days after such notice, such hearing shall
commence not more than ninety days after the expiration of such
thirty days unless the Secretary and the applicant otherwise
agree. Any such hearing shall thereafter be conducted on an
expedited basis and the Secretary’s order thereon shall be issued
within ninety days after the date fixed by the Secretary for filing
final briefs.

(2) If the patent information ‘described in subsection: (b) of this
section could not be filed with the submission of an application
under subsection (b) of this section because the application was filed
before the patent information was required under subsection (b) of
this section or a patent was issued after the application was approved
under such subsection, the holder of an approved application shall

‘any patent which claims the drug for which the application was
‘submitted or which claims a method of using such drug and with

after the date the patent involved is issued. Upon the submission of
~patent information under this subsection, the Secretary shall publish
it

‘section which contains a certification required by paragraph (2) of
-such subsection shall be made effective on the last applicable date
‘ determined under the following:

such clauses, the approval may be made effective immediately.
(B) If the applicant made a certification described in clause
(iii) of subsection (b)(2)(A) of this section, the approval may be
made effective on the date certified under clause (iii).
(C) If the applicant made a certification described in clause
(iv) of subsection (b)(2)(A) of this section, the approval shall be
663

‘respect to which a claim of patent infringement could reasonably be - -
‘asserted if a person not licensed by the owner engaged in the
‘manufacture, use, or sale of the drug. If the holder of an approved "
‘application could not file patent information under subsection (b) of .-
this 'section because it was not required at the time the application’
~~was approved, the holder shall file such information under this -
‘subsection not later than thirty days after September 24, 1984, and if
“the holder of an approved application could not file patent informa-
tion under subsection (b) of this section because no patent had been .
.issued when an application was filed or approved, the holder shall
file such information under this subsection not later than thirty days

(3) The approval of an application filed under subsection (b) of thisi :

(A) If the applicant only made a certlﬁcatlon described in
clause (i) or (ii) of subsection (b)(2)(A) of this section or in both

-file with the Secretary the patent number and the expiration date of

.
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made effective immediately unless an action is brought for in.
fringement of a patent which is the subject of the certification
befare the expiration of forty-five days from the date the notice
provided under paragraph (3)}(B) is received. If such an actiop
is brought before the expiration of such days, the approval may
be made effective upon the expiration of the thirty-month period
beginning on the date of the receipt of the notice provided under
paragraph (3)(B) or such shorter or longer period as the court
may order because either party to the action failed to reasonably
cooperate in expediting the action, except that—

(i) if before the expiration of such period the court de-
cides that such patent is invalid or not infringed, the approv-
al may be made effective on the date of the court decision,

(ii) if before the expiration of such period the court de.
cides that such patent has been infringed, the approval may

" be made effective ‘on suchdate as the court-orders under- -

section 271(e)(4)(A) of Title 35, or

(iii) if before the expiration of such period the court

grants a preliminary injunction prohibiting the applicant
from engaging in the commercial manufacture or sale of the.

‘drug until the court decides the issues of patent validity and
infringement and if the court decides that such patent is

‘invalid or not infringed, the approval shall be made effectxve

‘on the date of such court decision. ;

~ In such an action, each of the parties shall reasonably cooperate"
in expediting the action. Until the expiration of forty-five days

 from the date the notice made under paragraph (3)}(B) is re-

- ceived, no action may be brought under section 2201 of Title 28
for a declaratory judgment with respect to the patent. Any

action brought under such section 2201 shall be brought in the -
judicial district where the defendant has its principal place of ;

business or a regular and established place of business.

(D)(i) If an application (other than an abbreviated new drug
application) submitted under subsection (b) of this section for a
~ drug, no active ingredient (including any ester or salt of the
active ingredient) of which has been approved in any other
‘application under subsection (b) of this section, was approved
during the period beginning January 1, 1982, and ending on
‘September 24, 1984, the Secretary may not make the approval of
-another apphcatxon for a drug for which the investigations
‘described in clause (A) of subsection (b)(1) of this section and
- relied upon by the applicant for approval of the application were
‘not conducted by or for the applicant and for which the appl
‘cant has not obtained a right of reference or use from the person.
by or for whom the investigations were conducted effective
\ 664
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before the expiration of ten years from the date of the approval
of the application previously approved under subsection (b) of
this section.

(ii) If an application submitted under subsection (b) of this
section for a drug, no active ingredient (including any ester or
salt of the active ingredient) of which has been approved in any
other application under subsection (b) of this section, is ap-
proved after September 24, 1984, no application which refers to
the drug for which the subsection (b) application was submitted
:and for which the investigations described in clause (A) of
“subsection (b)(1) of this section and relied upon by the applicant
“for approval of the application were not conducted by or for the
apphcant and for which the applicant has not obtained a right of
_reference or use from the person by or for whom the investiga-
_tions were conducted may be submitted under subsection (b) of

v -ﬁjthls section before the expiration of five years from the date of

ection, except that such an application may be submitted under
ubsection (b) of this section after the expiration of four years

t contains a certification of patent invalidity or noninfringement
escribed in clause (iv) of subsection (b)(2)(A) of this section.

ccordance with this paragraph except that, if an action for
patent infringement is commenced during the one-year period
eginning forty-eight months after the date of the approval of the

ubparagraph (C) shall be extended by such amount of time (if
any) which is required for seven and one-half years to have
lapsed from the date of approval of the subsection (b) applica-
jon.

(iii) If an application submitted under subsection (b) of this
ection for a drug, which includes an active ingredient (including
any ester or salt of the active ingredient) that has been approved

ection, is approved after September 24, 1984, and if such
“application contains reports of new clinical investigations (other
than bioavailability studies) essential to the approval of the
- application and conducted or sponsored by the applicant, the
Secretary may not make the approval of an application submit-
~ted under subsection (b) of this section for the conditions of
approval of such drug in the approved subsection (b) application
effective before the expiration of three years from the date of the
- approval of the application under subsection (b) of this section if
- the investigations described in clause (A) of subsection (b)(1) of
‘ 665
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rom the date of the approval of the subsection (b) application if’

The approval of such an application shall be made effective in-

ubsection (b) application, the thirty-month period referred to in.

n another application approved under subsection (b) of this
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this section and relied upon by the applicant for approval of the
‘application were not conducted by or for the applicant and if the
applicant has not obtained a right of reference or use from the
person by or for whom the investigations were conducted.

(iv) If a supplement to an application approved under subsec-
tion (b) of this section is approved after September 24, 1984, and
‘the supplement contains reports of new clinical investigations
(other than bioavailability studies) essential to the approval of
_the supplement and conducted or sponsored by the person sub-

al of an application submitted under subsection (b) of this section
for a change approved in the supplement effective before the
expiration of three years from the date of the approval of the
~supplement under subsection (b) of this section if the investiga-

tions described in clause (A) of subsection (b)(1) of this section
“and relied upon by therapplicant for-approval of the application

“or for whom the investigations were conducted.
_ted under subsection (b) of this section for a drug, which in
‘active ingredient) that has been approved in another application

- period beginning January 1, 1982, and ending on September 24,

" not conducted by or for the applicant and for which the appli
cant has not obtained a right of reference or use from the person
by or for whom the investigations were conducted ‘and which
_refers to the drug for which the subsection (b) application was

- September 24, 1984.

obtain approval for the drug prior to manufacture of the drug in a

scale production facility is necessary to ensure the safety or effective
ness of the drug.

(d) Grounds for refusing application; approval of application; “sub
stantial evidence” defined
If the Secretary finds, after due notice to the applicant in accor-
dance with subsection (c) of this section and giving him an opportu-
666

mitting the supplement, the Secretary may not make the approv- " -

were not conducted by or for the applicant and if the applicant
has not obtained a right of reference or use from the person by

(v) If an application (or supplement to an application) submit- -
~cludes an active ingredient (including any ester or salt of the

~under subsection (b) of this section, was approved during the

. 1984, the Secretary may not make the approval of an application-
+ submitted under this subsection and for which the investigations
 described in clause (A) of subsection (b)(1) of this section and
“relied upon by the applicant for approval of the application were .

“submitted effective before the expiration of two years from |

(4) A drug manufactured in a pilot or other small facility may be .
used to demonstrate the safety and effectiveness of the drug and to |

larger facility, unless the Secretary makes a determination that a full .
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nity for a hearing, in accordance with said subsection, that (1) the
investigations, reports of which are required to be submitted to the
Secretary pursuant to subsection (b) of this section, do not include
adequate tests by all methods reasonably applicable to show whether
or not such drug is safe for use under the conditions prescribed,

recommended, or suggested in the proposed labeling thereof; (2) the

results of such tests show that such drug is unsafe for use under such
conditions or do not show that such drug is safe for use under such

.conditions; (3) the methods used in, and the facilities and controls
-used for, the manufacture, processing, and packing of such drug are

‘inadequate to preserve its identity, strength, quality, and purity; (4)
‘upon the basis of the information submitted to him as part of the
‘application, or upon the basis of any other information before him
‘with respect to such drug, he has insufficient information to deter-
‘mine whether such drug is safe for use under such conditions; or (5)

evaluated on the basis of the information submitted to him as part of

the application and any other information before him with respect to RS
such drug, there is a lack of substantial evidence that the drug will

have: the effect it purports or is represented to have under the
‘conditions of use prescribed, recommended, or suggested in the =
proposed labeling thereof; or (6) the application failed to contain the.
- patent information prescribed by subsection (b) of this section; or (7)
based on a fair evaluation of all material facts, such labeling is false
r misleading in any particular; he shall issue an order refusing to

pprove the application. If, after such notice and opportunity for

hearing, the Secretary finds that clauses (1) through (6) do not apply, -
e shall issue an order approving the application. As used in this
ubsection and subsection (e) of this section, the term “‘substantial-
evidence”” means evidence consisting of adequate and well-controlled: -
vestigations, including clinical investigations, by experts qualified: :
y scientific training and experience to evaluate the effectiveness of '
the drug involved, on the basis of which it could fairly and responsi- -
bly be concluded by such experts that the drug will have the effect it. -
purports or is represented to have under the conditions of use
prescribed, recommended, or suggested in the labeling or proposed
labeling thereof. If the Secretary determines, based on relevant .
science, that data from one adequate and well-controlled clinical

investigation and confirmatory evidence (obtained prior to or after
such investigation) are sufficient to establish effectiveness, the Secre-

evidence for purposes of the preceding sentence.

finding imminent hazard to public health
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tary may consider such data and evidence to constitute substantial

(e) Withdrawal of approval; grounds; immediate suspension upon

The Secretary shall, after due notice and opportunity for hearing to
the applicant, withdraw approval of an application with respect to

.~
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any drug under this section if the Secretary finds (1) that clinical or
other experience, tests, or other scientific data show that such drug ig
unsafe for use under the conditions of use upon the basis of which
the application was approved; (2) that new evidence of clinica]
experience, not contained in such application or not available to the
Secretary until after such application was approved, or tests by new
‘methods, or tests by methods not deemed reasonably applicable
‘when such application was approved, evaluated together with the
‘evidence available to the Secretary when the application was ap-
proved, shows that such drug is not shown to be safe for use under
‘the conditions of use upon the basis of which the application was
‘approved; or (3) on the basis of new information before him with
‘respect to such drug, evaluated together with the evidence available
‘to him when the application was approved, that there is a lack of
‘substantial evidence that the drug will have the effect it purports or is

" “represented to have under the conditions of use prescribed; recom
mended, or suggested in the labeling thereof; or (4) the patent
-information prescribed by subsection (c) of this section was not filed
‘within thirty days after the receipt of written notice from the Secre-
“tary specifying the failure to file such information; or (5) that the at
‘the application contains any untrue statement of a material fac
. Provided, That if the Secretary (or in his absence the officer acting
Secretary) finds that there is an imminent hazard to the public
“ health, he may suspend the approval of such application immediate-'
- ly, and give the applicant prompt notice of his action and afford the
“ applicant the opportunity for an expedited hearing under this subsec-'
tion; but the authority conferred by this proviso to suspend the
- approval of an application shall not be delegated. The Secretary -
“may also, after due notice and opportunity for hearing to the appli-

- ‘cant, withdraw the approval of an application submitted under
- subsection (b) or (j) of this section with respect to any drug under:
i this section if the Secretary finds (1) that the applicant has failed to
: estabhsh a system for maintaining required records, or has repeated—
- ly or deliberately failed to maintain such records or to make required
- reports, in accordance with a regulation or order under subsection’
- (k) of this section or to comply with the notice requirements of
sectlon 360(k)(2) of this title, or the applicant has refused to permlt"
access to, or copying or verification of, such records as required by”
. paragraph (2) of such subsection; or (2) that on the basis of new’
- information before him, evaluated together with the evidence before
{_ him when the application was approved, the methods used in, or the:

" facilities and controls used for, the manufacture, processing, and .

~ packing of such drug are inadequate to assure and preserve its’
~'f1dent1ty strength, quality, and purity and were not made adequate -
within a reasonable time after receipt of written notice from the
668

the Secretary be set aside.
transmitted by the clerk of the court to the Secretary, or any officer
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Secretary specifying the matter complained of, or (3) that on the
basis of new information before him, evaluated together with the
evidence before him when the application was approved, the labeling
of such drug, based on a fair evaluation of all material facts, is false
or misleading in any particular and was not corrected within a
reasonable time after receipt of written notice from the Secretary
specifying the matter complained of. Any order under this subsec-

tion shall state the findings upon which it is based.

E(f) Revocation of order refusing, withdrawing or suspending approv-

al of application
Whenever the Secretary finds that the facts so require, he shall

revoke any previous order under subsection (d) or (e) of this section
refusing, withdrawing, or suspending approval of an application and
ishall approve such application or reinstate such approval, as may be
‘appropriate.

. (g) Service of orders

Orders of the Secretary issued under thls section shall be served 1)y

“in person by any officer or employee of the Department designated =~ -
by the Secretary or (2) by mailing the order by registered mail or by
- certified mail addressed to the applicant or respondent at his last- =~
known address in the records of the Secretary. ;

(h) Appeal from order

An appeal may be taken by the applicant from an order of thé

iSecretary refusing or withdrawing approval of an application under
‘this section. Such appeal shall be taken by filing in the United States

ourt of appeals for the circuit wherein such applicant resides or has
is principal place of business, or in the United States Court of

Appeals for the District of Columbia Circuit, within sixty days after

he entry of such order, a written petition praying that the order of
A copy of such petition shall be forthwith

esignated by him for that purpose, and thereupon the Secretary

shall certify and file in the court the record upon which the order

omplained of was entered, as provided in section 2112 of Title 28.

‘Upon the filing of such petition such court shall have exclusive
jurisdiction to ‘affirm or set aside such order, except that until the

ling of the record the Secretary may modify or set aside his order.

‘No objection to the order of the Secretary shall be considered by the
_court unless such objection shall have been urged before the Secre-
‘tary or unless there were reasonable grounds for failure so to do.’

The finding of the Secretary as to the facts, if supported by substan-

tial evidence, shall be conclusive. If any person shall apply to the

court for leave to adduce additional evidence, and shall show to the
669
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satisfaction of the court that such additional evidence is material and
that there were reasonable grounds for failure to adduce such evi.
dence in the proceeding before the Secretary, the court may order
such additional evidence to be taken before the Secretary and to be
adduced upon the hearing in such manner and upon such terms and
conditions as to the court may seem proper. The Secretary magj

modify his findings as to the facts by reason of the additional
‘evidence so taken, and he shall file wi th the court such modified
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original order. The judgment of the court aftirming or setting aside
anv such order of the Secretary shall be final. Qlll’)lf‘ct to review hv
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‘the Supreme Court of the Umted States upon certiorari or certlflca-
tion as provided in section 1254 of Title 28. The commencement of
proceedings under this subsection shall not, unless specifically or-

dered by the .court to-the contrary, -operate.as a stay of the Secre- .

‘tary’s order.
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‘fic training and experience to investigate the safety and effectiveness
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of a new drug is undertaken, of reports, by the manufacturer or

the sponsor of the investigation of such drug, of preclinical tests.
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proposed clinical testing;

(B) the manufacturer or the sponsor of the investigation of a
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testing obtaining a signed agreement from each of such investi-
gators that patients to whom the drug is administered will be
under his personal supervision, or under the supervision of

investigators responsrble to him, and that he will not supply such
‘drug to any other investigator, or to clinics, for administration to
‘human beings; and '

ustify the

(C) the establishment and maintenance of such records, andv‘

‘the making of such reports to the Secretary, by the manufacture;
or the sponsor of the investigation of such drug, of data (includ-
ing but not limited to. analytlcal reports by lnvestlgators) Ob
tained as the resuit of such investigational use of such drug, as

670

1
|

Such regulations may, within the discretion of the Secre-
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the Secretary finds will enable him to evaluate the safety and
effectiveness of such drug in the event of the filing of an applica-

inn (hY Af thic section
101 (O, O1 tiis sCCuionn.

(2) Subject to paragraph (3), a clinical investigation of a
new drug may begin 30 days after the Secretary has received
from the manufacturer or sponsor of the investigation a
submission containing such information about the drug and
the clinical investigation including—
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(B) adequate information on the chemistry and
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(B)_ The Secretarv shall cr\or‘vFv the basis fnr the clinical

The Secretary shall specify the basis the clinical
hold, including the specific information available to the
‘Secretary which served as the basis for such clinical hold,
and confirm such determination in writing.

(B) For purposes of subparagraph (A), a determination
described in this subparagraph with respect to a clinical
hold is that—

(i) the drug involved represents an unreasonable risk

to the safety of the persons who are the subjects of the -

p]lnn‘q] investication taking into account the aualifica.
HIIICAL Invesiigalion, axing Into account ac quaiiica

tions of the clinical investigators, information about the
drug, the design of the clinical investigation, the condi-
tion for which the drug is to be investigated, and the

health status of the subjects involved; or

(if) the clinical hold should be issued for such other

reasons as the Qm‘retm—v mav hv reculation establish
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(mcludmg reasons estabhshed by regulatlon before No-

vember 21, 1997).

{C) Anv written request to t
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of an investigation that a cli ical hold be removed shall’

receive a decision, in writing and specifying the reasons
therefor, within 30 days after receipt of such request. Any
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such request shall include sufficient information to support .

the removal of such clinical hold.
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‘ “clinical hold”) if the . =
Secretary makes a determination described in subparagraph

PR




21 8355

sgiilationg naragranh (1)
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such exemption shall be conditioned upon the manufacturer,
or the sponsor of the investigation, requiring that experts
using such drugs for investigational purposes certify to such
manufacturer or sponsor that they will inform any human
beings to whom such drugs, or any controls used in connec-
tion therewith, are being administered, or their representa-
tives, that such drugs are being used for investigational

~purposes and will obtain the consent of such human beings
or their representatives, except where it is not feasible or it -
is contrary to the best interests of such human beings,
‘Nothing in this subsection shall be construed to require any
‘clinical investigator to submit directly to the Secretary re-
{ports on the investigational use of drugs.
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administration, the dosage form, or the strength of the new drug
is different and the application is filed pursuant to the approval
of a petition filed under subparagraph (C), such information
respecting the route of administration, dosage form, or strength
with respect to which the petition was filed as the Secretary may
require;

(iv) information to show that the new drug is bioequivalent to
the listed drug referred to in clause (i), except that if the

application is filed pursuant to the approval of a petition filed . .

under subparagraph (C), information to show that the active
ingredients of the new drug are of the same pharmacological or
therapeutic class as those of the listed drug referred to in clause
(i) and the new drug can be expected to have the same therapeu-
tic effect as the listed drug when administered to patients for a

) Abbreviated new drug applications

(1) Any person may file with the Secretary an abbrev1ated apphca—
tion for the approval of a new drug.

-condition of use referred to.in clause.(i); -
(v) information to show that the labehng proposed for the new

(2)(A) An abbreviated application for a new drug shall contain—
(i) information to show that the conditions of use prescribed, -
recommended, or suggested in the labeling proposed for the new
drug have been previously approved for a drug listed under
paragraph (7) (hereinafter in this subsection referred to as a
“listed drug”);
(i)(1) if the listed drug referred to in clause (i) has only one j
active ingredient, information to show that the active ingredient -
of the new drug is the same as that of the listed drug;

(II) if the listed drug referred to in clause (i) has more than
‘one active ingredient, information to show that the active ingre-
dients of the new drug are the same as those of the listed drug,
or

(1ID) if the listed drug referred to in clause (i) has more than
one active ingredient and if one of the active ingredients of the
new drug is different and the application is filed pursuant to the
“approval of a petition filed under subparagraph (C), information
_to show that the other active ingredients of the new drug are the -
“same as the active ingredients of the listed drug, information to
show that the different active ingredient is an active ingredient of
‘a listed drug or of a drug which does not meet the requirements
of section 321(p) of this title, and such other information respect
‘ing the different active ingredient with respect to which the
petition was filed as the Secretary may require;
~ (iii) information to show that the route of administration, the.:
dosage form, and the strength of the new drug are the same as
' 672

“drug is the same as the labeling approved for the listed drug

referred to in clause (i) except for changes required because of
_differences approved under a petition filed under subparagraph
(C) or because the new drug and the listed drug are produced or

_distributed by different manufacturers;

(vi) the items specified in clauses (B) through (F) of subsectlon’ <

' f(b)(l) of this section;
. (vii) a certification, in the opinion of the applicant and- to the

_best of his knowledge, with respect to each patent which claims
- the listed drug referred to in clause (i).or which claims a use for
~such listed drug for which the applicant is seeking approval . @
" under this subsection and for which information is required to be =/

. filed under subsection (b) or (c¢) of this section—
‘ (I) that such patent information has not been filed,
(I1) that such patent has expired,
(III) of the date on which such patent will expire, or
(IV) that such patent is invalid or will not be infringed by

the manufacture, use, or sale of the new drug for which the

application is submitted; and

(viii) if with respect to the listed drug referred to in clause (i) -

- information was filed under subsection (b) or (c) of this section

~ for a method of use patent which does not claim a use for which -

- the applicant is seeking approval under this subsection, a state-
- ment that the method of use patent does not claim such a use.

The Secretary may not require that an abbreviated application con-

tain information in addition to that required by clauses (i) through

(viii).
673
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before the expiration of the patent referred to in the certification

* ‘basis of the applicant’s opinion that the patent is not valid or will no :
. be infringed. ‘

j’ scribed in subparagraph (A)(vii)(IV), the notice required by clause (ii) |
~shall be given when the amended application is submitted.

new drug which has a different active ingredient or whose route of
~administration, dosage form, or strength differ from that of a lis?ed
~drug, such person shall submit a petition to the Secretary seekmg‘
- permission to file such an application. The Secretary shall approve

_ninety days of the date the petition is submitted. The Secretary shall

FOOD AND DRUGS (Ch, 9 :

(B)(i) An applicant who makes a certification described in subpar-
-agraph (A)(vii)(IV) shall include in the application a statement that
the applicant will give the notice required by clause (ii) to— .

(I) each owner of the patent which is the subject of the
certification or the representative of such owner designated to
receive such notice, and

(II) the holder of the approved application under subsection
(b) of this section for the drug which is claimed by the patent or
a use of which is claimed by the patent or the representative of -
such holder designated to receive such notice.

5

(i1) The notice referred to in clause (i) shall state that an applica-
tion, which contains data from bioavailability or bioequivalence
studies, has been submitted under this subsection for the drug with
respect to which the certification is made to obtain approval to
engage in the commercial manufacture, use, or sale. of such dru;

Such notice shall include a detailed statement of the factual and legal |
(iii) If an appﬁcation is amended to include a certification de

(C) If a person wants to submit an abbreviated application for a -

or disapprove a petition submitted under this subparagraph within:

-approve such a petition unless the Secretary finds— ;

(i) that investigations must be conducted to show the safety
and effectiveness of the drug or of any of its active ingredients, :
the route of administration, the dosage form, or strength which::
differ from the listed drug; or _

(ii) that any drug with a different active ingredient may not be
adequately evaluated for approval as safe and effective on th.e ;
basis of the information required to be submitted in an abbrevi
ated application. '

(3)(A) The Secretary shall issue guidance for the individu;al
who review applications submitted under paragraph (1), wll_léh
shall relate to promptness in conducting the review, technical?
excellence, lack of bias and conflict of interest, and knowledge of

674 :
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regulatory and scientific standards, and which shall apply equal-
ly to all individuals who review such applications.

(B) The Secretary shall meet with a sponsor of an investiga-
-tion or an applicant for approval for a drug under this subsection
if the sponsor or applicant makes a reasonable written request
for a meeting for the purpose of reaching agreement on the
design and size of bioavailability and bioequivalence studies
needed for approval of such application. The sponsor or appli-
cant shall provide information necessary for discussion and
agreement on the design and size of such studies. Minutes of
any such meeting shall be prepared by the Secretary and made
available to the sponsor or applicant.

(C) Any agreement regarding the parameters of design and
size of bioavailability and bioequivalence studies of a drug under

‘sponsor or applicant shall be reduced to writing and made part
of the administrative record by the Secretary. Such agreement
'shall not be changed after the testing begins, except— ‘ '

(i) with the written agreement of the sponsor or applicant;
or '

(ii) pursuant to a decision, made in accordance with sub- -
paragraph (D) by the director of the reviewing division, that -
a substantial scientific issue essential to determining the
safety or effectiveness of the drug has been identified after
the testing has begun.

(D) A decision under subparagraph (C)(ii) by the director shall
‘be in writing and the Secretary shall provide to the sponsor or
applicant an opportunity for a meeting at which the director and
the sponsor or applicant will be present and at which the
director will document the scientific issue involved.

(E) The written decisions of the reviewing division shall be
- binding upon, and may not directly or indirectly be changed by, -
the field or compliance office personnel unless such field or
compliance office personnel demonstrate to the reviewing divi-
sion why such decision should be modified.

(F) No action by the reviewing division may be delayed be-
- cause of the unavailability of information from or action by field
- personnel unless the reviewing division determines that a delay
is necessary to assure the marketing of a safe and effective drug.
(G) For purposes of this paragraph, the reviewing division is
_ the division responsible for the review of an application for
~approval of a drug under this subsection (including scientific
- matters, chemistry, manufacturing, and controls).
' 675
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(4) Subject to paragraph (5), the Secretary shall approve an appli-
cation for a drug unless the Secretary finds—

" (A) the methods used in, or the facilities and controls used for,
the manufacture, processing, and packing of the drug are inade-
quate to assure and preserve its identity, strength, quality, and
purity;

(B) information submitted with the application is insufficient
to show that each of the proposed conditions of use have been
previously approved for the listed drug referred to in the applica-
tion; , ;
 (C)(i) if the listed drug has only one active ingredient, infor-
‘mation submitted with the application is insufficient to show that
the active ingredient is the same as that of the listed drug;

(if) if the listed drug has more than one active ingredient,

“information submitted “with the “application is-insufficient to - .

show that the active ingredients are the same as the active
_ingredients of the listed drug, or
(iii) if the listed drug has more than one active ingredient and

“if the application is for a drug which has an active ingredient

different from the listed drug, information submitted with the
_application is insufficient to show-—

(I) that the other active ingredients are the same as the

active ingredients of the listed drug, or

(II) that the different active ingredient is an active ingre-

dient of a listed drug or a drug which does not meet the
requirements of section 321(p) of this title,

or no petition to file an application for the drug with the
different ingredient was approved under paragraph (2)(C);

(D)(i) if the application is for a drug whose route of ‘adminis-
 tration, dosage form, or strength of the drug is the same as the
" route of administration, dosage form, or strength of the listed
drug referred to in the application, information submitted in the
~ application is insufficient to show that the route of administra-
7 tion, dosage form, or strength is the same as that of the listed
“drug, or ‘

(i) if the application is for a drug whose route of administra-
- tion, dosage form, or strength of the drug is different from that of
- the listed drug referred to in the application, no petition to ﬁ'le
- an application for the drug with the different route of adminis-
_ tration, dosage form, or strength was approved under paragraph

@) i

(E) if the application was filed pursuant to the approval of .af
. petition under paragraph (2)(C), the application did not containl
676 :
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the information required by the Secretary respecting the active
ingredient, route of administration, dosage form, or strength
which is not the same;

(F) information submitted in the application is insufficient to
show that the drug is bioequivalent to the listed drug referred to
in the application or, if the application was filed pursuant to a
petition approved under paragraph (2)(C), information submitted
in the application is insufficient to show that the active ingredi-
ents of the new drug are of the same pharmacological or thera-

(2)(A)(i) and that the new drug can be expected to have the same

tients for a condition of use referred to in such paragraph;

~ (G) information submitted in the application is insufficient to
show that the labeling proposed for the drug is the same as the

tion except for changes required because of differences approved
‘under a petition filed under paragraph (2)(C) or because the

- .manufacturers; L
(H) information submitted in the application or any other

“ingredients of the drug are unsafe for use under the conditions

idients are included;

tlisted drug referred to in the application under this subsection

 published a notice of opportunity for hearing to withdraw ap-

¢ sale for safety or effectiveness reasons;

 (J) the application does not meet any other requirement of
- paragraph (2)(A); or

fact
; 677

peutic class as those-of the listed drug referred to in paragraph.

therapeutic effect as the listed drug when administered to pa-.

‘drug and the listed drug are produced or distributed by different-

.information available to the Secretary shows that (i) the inactive -

prescribed, recommended, or suggested in the labeling proposed
for the drug, or (ii) the composition of the drug is unsafe under -
such conditions because of the type or quantity of inactive
‘ingredients included or the manner in which the inactive ingre-

(I) the approval under subsection (c) of this section of the °

 has been withdrawn or suspended for grounds ‘described in thek',
-first sentence of subsection (e) of this section, the Secretary has

- proval of the listed drug under subsection (c) of this section for
- grounds described in the first sentence of subsection (e) of this:

. section, the approval under this subsection of the listed drug
 referred to in the application under this subsection has been -
withdrawn or suspended under paragraph (6), or the Secretary
. has determined that the listed drug has been withdrawn from -

(K) the application contains an untrue statement of material

~ ~labeling approved -for-the listed-drug referred.to in the applica-. . _

~
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(5)(A) Within one hundred and eighty days of the initial receipt of

an application under paragraph (2) or within such additional period
as may be agreed upon by the Secretary and the applicant, the
Secretary shall approve or disapprove the application.

(B) The approval of an application submitted under paragraph (2) -
shall be made effective on the last applicable date determined under
the following:

(i) If the applicant only made a certification described in
subclause (I) or (11) of  paragraph (2)(A)(vii) or in both such -
subclauses, the approval may be made effective immediately.

(ii) If the applicant made a certification described in sub- -
clause (III) of paragraph (2)(A)(vii), the approval may be made
effective on the date certified under subclause (111). ‘

(iii) If the applicant made a certification described in sub-

“clause (IV) of paragraph-(2)(A)(vii), the.approval shall be made

effective immediately unless an action is brought for infringe-
‘ment of a patent which is the subject of the certification before
the expiration of forty-five days from the date the notice provided
under paragraph (2Q)(B)(i) is received. If such an action is
‘brought before the expiration of such days, the approval shall be
‘made effective upon the expiration of the thirty-month period
beginning on the date of the receipt of the notice provided under
‘paragraph (2)(B)(i) or such shorter or longer period as the court
‘may order because either party to the action failed to reasonably
“cooperate in expediting the action, except that—

(1) if before the expiration of such period the court de-
cides that such patent is invalid or not infringed, the approv-
al shall be made effective on the date of the court decision,

(XD if before the expiration of such period the court
decides that such patent has been infringed, the approval
shall be made effective on such date as the court orders
under section 27 1{e)(4)(A) of Title 35, or

(I11) if before the expiration of such period the court
grants a preliminary injunction prohibiting the applicant
from engaging in the commercial manufacture or sale of the
‘drug until the court decides the issues of patent validity and
‘infringement and if the court decides that such patent is
‘invalid or not infringed, the approval shall be made effective
-on the date of such court decision.
In such an action, each of the parties shall reasonably:

“cooperate in expediting the action. Until the expiration of

forty-five days from the date the notice made under para-

~graph (2)(B)(i) is received, no action may be brought under’

‘section 2201 of Title 28, for a declaratory judgment with
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respect to the patent. Any action brought under section
2201 shall be brought in the judicial district where the
defendant has its principal place of business or a regular and
established place of business.

(iv) If the application contains a certification described  in
subclause (IV) of paragraph (2)(A)(vii) and is for a drug for
which a previous application has been submitted under this
subsection continuing such a certification, the application shall
be made effective not earlier than one hundred and eighty days
after— : ; D

(I) the date the Secretary receives notice from the appli-
cant under the previous application of the first commercial
marketing of the drug under the previous application, or

(II) the date of a decision .of a court in an action de-
scribed in clause (iii) holding the patent which is the subject
of the certification to be invalid ornot infringed; -
whichever is earlier.

(c) It the Secretary decides to disapprove an application, the

Secretary shall give the applicant notice of an opportunity for a
hearing before the Secretary on the question of whether such appli--
cation is approvable. If the applicant elects to accept the opportuni-

ty for hearing by written request within thirty days after such notice,

such hearing shall commence not more than ninety days after the

expiration of such thirty days unless the Secretary and the applicant

‘otherwise agree. Any such hearing shall thereafter be conducted on

‘an expedited basis and the Secretary’s order thereon shall be issued -
within ninety days after the date fixed by the Secretary for filing final
‘briefs. '

(D)(i) If an application (other than an abbreviated new drug

‘application) submitted under subsection (b) of this section for a drug,
‘no active ingredient (including any ester or salt of the active ingredi-
.ent) of which has been approved in any: other application under
“subsection (b) of this section, was approved during the period begin-
‘ning January 1, 1982, and ending on September 24, 1984, the
Secretary may not make the approval of an application submitted-
“under this subsection which refers to the drug for which the subsec-
tion (b) application was submitted effective before the expiration of
: ten years from the date of the approval of the application under
“subsection (b) of this section.

(ii) If an application submitted under subsection (b) of this section

for a drug, no active ingredient (including any ester or salt of the

‘active ingredient) of which has been approved in any other applica-
tion under subsection (b) of this section, is approved after September

679
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24, 1984, no application may be submitted under this subsection
which refers to the drug for which the subsection (b) application was
submitted before the expiration of five years from the date of the
approval of the application under subsection (b) of this. section,
except that such an application may be submitted under this subsec-

tion after the expiration of four years from the date of the approval of
the subsection (b) application if it contains a certification of patent

‘graph. (2)(A)(vii). The approval of such an application shall be made

“action for patent infringement is commenced during the one-year
period beginning forty-eight months after the date of the approval of
the subsection (b) application, the thirty-month period referred to in
“subparagraph (B)(iii) shall be extended by such amount of time (if
__any)_which is required for seven and one-half years to have elapse
. from the date of approval of the subsection(b) application.: - -

| for a drug, which includes an active ingredient (including any ester
or salt of the active ingredient) that has been approved in another

) : the applicant, the Secretary may not make the approval of an
~ approval of such drug in the subsection (b) application effective

. before the expiration of three years from the date of the approval of
. 'the application under subsection (b) of this section for such dru

~ supplement, the Secretary may not make the approval of an ap‘plicalj
" tion submitted under this subsection for a change approved in the
- section.

under subsection (b) of this section for a drug, which i{lclude's
active ingredient (including any ester or salt of the active ingredien

~of this section, was approved during the period beginning January E:

680 :

‘invalidity or noninfringement described in subclause (IV) of para-

effective in accordance with subparagraph (B) except that, if an
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make the approval of an application submitted under this subsection
which refers to the drug for which the subsection (b) application was
submitted or which refers to a change approved in a supplement to
the subsection (b) application effective before the expiration of two
years from September 24, 1984,

(6) If a drug approved under this subsection refers in its approved
application to a drug the approval of which was withdrawn or
suspended for grounds described in the first sentence of subsection

- (e) of this section or was withdrawn or suspended under this para-
‘graph or which, as determined by the Secretary, has been withdrawn
‘from sale for safety or effectiveness reasons, the approval of the drug
'under this subsection shall be withdrawn or suspended—

(A) for the same period as the withdrawal or suspension under
subsection (e) of this section or this paragraph, or

(iii) If an application submitted under subsection (b) of this section.

application approved under subsection (b) of this section, is approved
_ after September 24, 1984, and if such application contains reports of
" new clinical investigations (other than bioavailability studies) essen-
~ tial to the approval of the application and conducted or sponsored by ¢

~ application ‘submitted under this subsection for the conditions of

- (iv) If a supplement to an application approved under subsection
" (b) of this section is approved after September 24, 1984, and the
- supplement contains reports of new clinical investigations (othe'xj
~ than bioavailability studies) essential to the approval of the supple-
" ment and conducted or sponsored by the person submitting the

j : supplement effective before the expiration of three years from"tlfq
" date of the approval of the supplement under subsection (b) of thlS{,

(v) If an application (or supplement to an application) submitt(ié

‘that has been approved in another application under subsection (b)

1982, and ending on September 24, 1984, the Secretary may not

period \of withdrawal from sale or, if earlier, the period ending
on the date the Secretary determines that the withdrawal from
sale is not for safety or effectiveness reasons. -

- (D(A)() Within sixty days of September 24, 1984, the Secreta
-shall publish and make available to the public—

ber 24, 1984; ;

the number of the application which was approved; and

subsection which will refer to the drug published.

 thirty-day period.

- under clause (ii), include such information for such drug.

urposes of this subsection, be considered to have been published

K 1984, whichever is later. :
681

(X) a list in alphabetical order of the official and proprietary -
name of each drug which has been approved for safety and
effectiveness under subsection (c) of this section before Septem-

(IT) the date of approval if the drug is approved after 1981 and

(IIY) whether in vitro or in vivo bioequivalence studies, or
both such studies, are required for applications filed under this

- (i) Every thirty days after the publication of the first list under
clause (i) the Secretary shall revise the list to include each drug
- which has been approved for safety and effectiveness under subsec- -
ion (c) of this section or approved under this subsection during the -

(iii) When patent information submitted under subsection (b) or.
(c) of this section respecting a drug included on the list is to be-
_ published by the Secretary, the Secretary shall, in revisions made

- (B) A drug approved for safety and effectiveness under subsection
;. (c) of this section or approved under this subsection shall, for

nder subparagraph (A) on the date of its approval or September 24,

(B) if the listed drug has been: ~withdrawn»»fromrsale,.fon;the,,‘\,i ERRI

EN
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(C) If the approval of a drug was withdrawn or suspended for
grounds described in the first sentence of subsection (&) of this
section or was withdrawn or suspended under paragraph (6) or if the
Secretary determines that a drug has been withdrawn from sale for
safety or effectiveness reasons, it may not be published in the list
under subparagraph (A) or, if the withdrawal or suspension occurred
after its publication in such list, it shall be immediately removed from :
- such list— o ; ’

(i) for the same period as the withdrawal or suspension under
subsection (e) of this section or paragraph (6), or

(ii) if the listed drug has been withdrawn from sale, for the
period of withdrawal from sale or, if earlier, the period ending
on the date the Secretary determines that the withdrawal from
~sale is'not for safety-oreffectiveness reasons.

A notice of the removal shall be published in the Federal Register.

(8) For purposes of this subsection:

(A) The term ‘‘bioavailability’” means the rate and“extent;;’to
which the active ingredient or therapeutic ingredient is absorbed
from a drug and becomes available at the site of drug action. .

(B) A drug shall be considered to be bioequivalent to a listed
- drug if— ‘

(i) the rate and extent of absorption of the drug do not
show a significant difference from the rate and extent of
absorption of the listed drug when administered at the same:
molar dose of the therapeutic ingredient under similar ex-
perimental conditions in either a single dose or multiple
doses; or : B ‘ .

(ii) the extent of absorption of the drug does not show a
significant difference from the extent of absorption of th
listed drug when administered at the same molar dose of the
therapeutic ingredient under similar experimental condi-,
tions in either a single dose or multiple doses and the
difference from the listed drug in the rate of absorption of
“the drug is intentional, is reflected in its proposed labeling,
is not essential to the attainment of effective body drug’
concentrations on chronic use, and is considered medicall)"‘
insignificant for the drug. g

(9) The Secretary shall, with respect to each application submitté(})
under this subsection, maintain a record of—
(A) the name of the applicant,

(B) the name of the drug covered by the application, .
ARD
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(C) the name of each person to whom the review of the
chemistry of the application was assigned and the date of such
assignment, and

(D) the name of each person to whom the bioequivalence
review for such application was assigned and the date of such
assignment. :

The information the Secretary is required to maintain under this
paragraph with respect to an application submitted under this sub-
section shall be made available to the public after the approval of
such application.

(k) Records and reports; required information; regulations and
orders; access to records

(1) In the case of any drug for which an approval of an application

reports to the Secretary, of data relating to clinical experience and

other data or information, received or otherwise obtained by such-

‘applicant with respect to such drug, as the Secretary may by general

‘regulation, or by order with respect to such application, prescribe on -
~ the basis of a finding that such records and reports are necessary in

‘order to enable the Secretary to determine, or facilitate a determina-
.tion, whether there is or may be ground for invoking subsection (e) of
+this section. Regulations and orders issued under this subsection

~and under subsection (i) of this section shall have due regard for the
_professional ethics of the medical profession and the interests of

patients and shall provide, where the Secretary deems it to be

hom such regulations or orders are applicable, of similar informa-
ion received or otherwise obtained by the Secretary. '

(2) Every person required under this section to maintain records,
nd every person in charge or custody thereof, shall, upon request of
n officer or employee designated by the Secretary, permit such
fficer or employee at all reasonable times to have access to and copy
nd verify such records. = -

I) Public disclosure of saféty a;ld effectiveness data

Safety and effectiveness data and information which has been
ubmitted in an application under subsection (b) of this section for a

.be made available to the public, upon request, unless extraordinary
“circumstances are shown— : . ‘
(1) if no work is being or will be undertaken to have the
application approved,
N 6383

filed- under- subsection..(b)..or (j)..of this.section is in effect, the
applicant shall establish and maintain such records, and make such

.appropriate, for the examination, upon request, by the persons to.

rug and which has not previously been disclosed to the public shall

~
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(2) if the Secretary has determined that the application is not
- approvable and all legal appeals have been exhausted,
(3) if approval of the application under subsection (c) of this
‘section is withdrawn and all legal appeals have been exhausted,
(4) if the Secretary has determined that such drug is not a
new drug, or
(5) upon the effective date of the approval of the first applica-
" tion under subsection (j) of this section which refers to such drug -
or upon the date upon which the approval of an application
under subsection (j) of this section which refers to such drug
" could be made effective if such an application had been submit-
ted.

. (m) “Patent’”’ defined

For purposes of this section, the term “patent” means a patent -
jssued by the Patent and Trademark Office of the Department of |
Commerce. -

(n) Scientific advisory panels : v
(1) For the purpose of providing expert scientific advice and -
recommendations to the Secretary regarding a clinical investiga-
tion of a drug or the approval for marketing of a drug under
section 355 of this title or section 262 of Title 42, the Secretaty
shall establish panels of experts or use panels of experts estab-

~ lished before November 21, 1997, or both. o

(2) The Secretary may delegate the appointment and oversightzv;
authority granted under section 394 of this title to a director of a’.
center or successor entity within the Food and Drug Administra-
‘tion. :

(3) The Secretary shall make appointments to each panel .
established under paragraph (1) so that each panel shall consist

(A) members who are qualified by training and expe
ence to evaluate the safety and effectiveness of the drugs t
be referred to the panel and who, to the extent feasible
possess skill and experience in the development, manufa
ture, or utilization of such drugs;

- (B) members with diverse expertise in such fields as clini
cal and administrative medicine, pharmacy, pharmacology
. pharmacoeconomics, biological and physical sciences, and’

other related professions; )

(C) a representative of consumer interests, and a repre-
sentative of interests of the drug manufacturing industry not-
AR4
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directly affected by the matter to be brought before the
panel; and

(D) two or more members who are specialists or have
other expertise in the particular disease or condition for
which the -drug under review is proposed to be indicated.

Scientific, trade, and consumer organizations shall be afforded
an opportunity to nominate individuals for appointment to the
panels.  No individual who is in the regular full-time employ of
the United States and engaged in the administration of this
chapter may be a voting member of any panel. The Secretary
shall designate one of the members of each panel to serve as
chairman thereof. :

(4) Each member of a panel shall publicly disclose all conflicts
--of interest that member may have with the work to be undertak-

en by the panel. No member of a panel may vote on any matter.

where the member or the immediate family of such member

~could gain financially from the advice given to the Secretary.

~ The Secretary may grant a waiver of any conflict of interest
~‘requirement upon public disclosure of such conflict of interest if
. such waiver is necessary to afford the panel essential expertise,
- except that the Secretary may not grant a waiver for a member

~-of a panel when the member's own scientific work is involved. -

(5) The Secretary shall, as appropriate, provide education and =
“training to each new panel member before such member partici--
.. pates in a panel’s activities, including education regarding re- .

" quirements under this Act and related regulations of the Secre-

“tary, and the administrative processes and procedures related to =~

~panel meetings.

(6) Panel members (other than officers or employees of the
United States), while attending meetings or conferences of a

~ panel or otherwise engaged in its business, shall be entitled to
- receive compensation for each day so engaged, including travel-
‘time, at rates to be fixed by the Secretary, but not to exceed the
“daily equivalent of the rate in effect for positions classified above -
~grade GS~15 of the General Schedule. While serving away from

. their homes or regular places of business, panel members may

.be allowed travel expenses (including per diem in lieu of subsis-
- tence) as authorized by section 5703 of Title 5, for persons in the

. Government service employed intermittently.

(7) The Secretary shall ensure that scientific advisory panels |

" meet regularly and at appropriate intervals so that any matter to
* be reviewed by such a panel can be presented to the panel not

~ more than 60 days after the matter is ready for such review.
LOK
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Meetings of the panel may be held using electronic communica-
tion to convene the meetings.

(8) Within 90 days after a scientific advisory panel makes
recommendations on any matter under its review, the Food and
Drug Administration official responsible for the matter shall -
review the conclusions and recommendations of the panel, and -
notify the affected persons of the final decision on the matter, or

" “of the reasons that no such- decision has been reached. . Each .
" such final decision shall be documented including the rationale
“for the decision. ,

(June 25, 1938, c. 675, § 505, 52 Stat. 1052; 1940 Reorg.Plan No. 1V, § {2, -
eff. June 30, 1940, 5 F.R. 2422, 54 Stat. 1237; June 25, 1948, c. 646, § 32(b),:
62 Stat. 991; May 24, 1949, c. 139, § 127, 63 Stat. 107; 1953 Reorg.Plan

~No: 1; § 5, eff_Apr.. 11, 1953, 18 F.R. 2053, 67 Stat.  631; June 11, 1960
Pub.L. 86-507,:§ 1(18), 74 Stat. 201; Oct. 10, 1962, Pub.L.'87-781; Title
‘8§ 102(b)(d), 103(a), (b), 104(a)~(d)(2), 76 Stat. 781-783, 784, 785; Aug. 16
1972, Pub.L. 92-387, § 4(d), 86 Stat. 562; Sept. 24, 1984, Pub.L. 98-417,
Title I, §§ 101, 102(a)~«b)(5), 103, 104, 98 Stat. 1585, 1592, 1593, 1597; Ma;
13, 1992, Pub.L. 102-282, § 5, 106 Stat. 161; Aug. 13, 1993, Pub.L. 103-80,
'§ 3(n), 107 Stat. 777; Nov. 21, 1997, Pub.L. 105-115, Title 1, §§8 115(a), (b)
117, 119, 120, 124(a), 111 Stat. 2313, 2315, 2316, 2318, 2324.)

HISTORICAL AND STATUTORY NOTES

drug manufacturing industry, review and.
develop guidance, as appropriate, on the.
inclusion of women and minorities in
clinical trials required by clause (A).”

. Revision Notes and Legislative Reports

" 1949 Acts. Senate Report No. 303 and
“House Report No. 352, see 1949 US.
- Code Cong. Service, p. 1248.

1960 Acts. Senate Report No. 1489, ~ Subsec. —(b)4). Pub.L.  105-11
“see 1960 U.S. Code Cong. and Adm. 8§ 119(a), added par. (4).
* News, p. 2356. Subsec. (c)4).. Pub.L. 105-!1

1§ 124(a), added par. {4). )

Subsec, (d). Pub.L. 105-115, § 115(a
‘added “If the Secretary determines;
“based on relevant science, that data from.
_one adequate and well-controlled clinical
‘investigation and confirmatory evidence:
' (obtained prior to or after such investiga-
“tion). are sufficient to establish effectiv
“ness, the Secretary may consider suc
" data and evidence to constitute substan
“tial evidence for purposes of the prec
_ing sentence.”

Subsec. (i). Pub.L. 105-115, § 117(1)

© . 1962 . Acts. Senate Report’ No. 1744
and Conference Report No. 2526, sce
1 1962 U.S. Code Cong. and Adm. News, p:
12884,

1972 Acts. Senate Report No. 92-924,
“see 1972 U.S. Code Cong. and Adm.
' ‘News, p. 2963. :
1984  Acts. House  Report  No.
. 98-857(Parts 1 and II), see 1984 U.S.
" Code Cong. and Adm. News, p. 2647.
. 1992 Acts. House Report No: 102-272,
“‘see 1992 U.S. Code Cong. and Adm.

News, p. 103. ~redesignated former pars. (1) to (3) a8
. 1997 Acts. House Conference Report - gubpars. (A) to (C), respectively.
.7 "No. 105-399, see 1997 U.S. Cod¢ Cong.  gubeec. - ()(1). PubL. ‘105-115
_ and Adm. News, p. 2881. '§ 117(2), (3), inserted “(1)” after "0’
Amendments “and struck out, “Such regulations shall,
1997 Amendments. Subsec. (b)(1).  provide that such exemption shall be con-
Pub.l. 105-115, § 115(b), added “The - ditioned upon the manufacturer, or fhe_
- Secretary shall, in consultation with the .sponsor of the investigation, requiring
Director bf the National Institutes of ' 'that experts using such drugs for investl
Health and with representatives of the -gational purposes certify to such man

).

“er, That regulations”” and inserted in lie

Pub.L. 102-282, § 5, added par. (8).

Ch. 9 FOOD, DRUG AND COSMETIC ACT k

facturer or sponsor that they will inform
any human beings to whom such drugs,
or any conirols used in connection there-

‘with, are being administered, or their

representatives, that such drugs are being

-used for investigational purposes and will
‘obtain the consent of such human beings
or their representatives, except where
:they deem it not feasible or, in their pro-
. fessional judgment, contrary to the best

interests of such human beings. Nothing

“in this subsection shall be construed to
require any clinical investigator to submit
“directly to the Secretary reports on the
- investigational use of drugs.”

Subsec. (()(2) to (4). Pub.L. 105-115,

§ 117(4), added pars. (2) to (4).
" . Subsec. G)2XA)).

Pub.L. 105-115,
119(0)2)A), . substituted  “(7)" - for
Subsec. ()(3).  PubL. - 105-115,
ll9(b)(1~)(B), added par. (3). ’

Subsec. (§)(4) to (9). Pub.L. 105115,

'§ 119(b)(1)(A), redesignated former pars.
(3)to(8) as (4) to (9):

. Subsec. ()4 Pub.L. 105-115,
§ 1190)2)(B), -substituted “(5)” for
: ll‘(4)}i.' -
Subsec.  ()(4X1). PubL. ~105-115,
21108 119(b)2)(C), substituted “(6)” | for
“(s)".
Subsec. (X7XC). - Pub.L.  105-115,-

- § 119(b)2XD), substituted “(6)" for “(5)”
“- each place it occurred.

Subsec. (n).

1993

~ ()(6)A)G). Pub.L. 103-80, § 3(n)(1)(A), |
corrected a typographical error in the .
original by substituting “Secretary” for :

“Secretry”’.

Subsec. ()(6)(A)iii). Pub.L.

Subsec. . (k)(1). Pub.L.
§ 3(n)(2), struck out ‘““: Provided, howev

thereof a period and “Regulations”.
1992 Amendments. Subsec. ~ ()8

1984 Amendments. Subsec.

®)".

Subsec. - (b)(1). l;ub.L.

- . and (B), respectively.

] Pub.L. 105-115, § 120, /
‘added subsec. (n).

Amendments. Subsec.

103-80, -
§ 3(n)(1)(B), . inserted a comma  after -
‘- “published by the Secretary”.

103-80, -

(a)..
b.L. 98-417, § 102(b)(1), added “‘or;
(). following “‘pursuant to subsection

98-417,
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sions of subsec. (b) as par. (1) thereof and
redesignated existing cls. (1) through (6)
of par. (1) as so redesignated as cls. (A)
through (F) thereof, respectively.

Pub.L. 98-417, § 102(a)(1), added re-
quirement that the applicant file with the
application the patent number and the
expiration . date of any patent which
claims the drug for which the applicant
submitted the application or which
claims a method of using such drug and
‘with respect to which-a claim of patent
infringement could reasonably be assert-
ed if a person not licensed by the owner
‘engaged in the manufacture, use, or sale
“of the drug, that the applicant amend the
“application to include such information if
an application is filed under this subsec-
‘tion for a drug and a patent which claims

‘approval “of the application, and that,
<upon approval of the application, the Sec-
i retary publish the information submitted.
& Subsec. (b)2), (3).
£8 103(a), added pars. (2) and (3).
Subsec. (c)(1). Pub.L. 98-417,
§ 102(a)(2), designated the existing provi-
¢ sions of subsec. (c) as par. (1) thereof and

~ former pars. (1) and (2) as subpars. (A)
Pub.L. 98-417, § 102(b)(2), substituted
‘5"'subsection (b) of this section” for “this
subsection’”.

. Subsec. - (c)2). Pub.L. 98417,

~§ 102(a)(2), added par. (2). :
Subsec. (c)(3). -  'Pub.L. 98-417,

°§ '103(b), added par: (3). R
Subsec. - (d)}6). Pub.L. 98-417,

©.§102(a)(3XA), added cl. (6) relating to
the failure of the application to contain
© the patent information prescribed by sub-
sec. (b) of this section. Former cl. (6)
¥ was redesignated (7).

Subsec.  (dX7). Pub L. 98-417,
§ 102(a)(3)(A), redesignated former cl. (6)
as (7).

. . Pub.L. 98-417,
§ 102(2)(3)XB), added, in the first sen-
tence covering the grounds for withdraw-

7 (4) relating to the failure to file the patent
information prescribed by subsec. (c) of
this section within 30 days after the re-

. ceipt of written notice from the Secretary

'§ 103(a), designated the existing provi- : specifying the failure to file such informa-

ART

Pub.L. 98-417,°

“in par. (1) as so designated redesignated.

al of approval by the Secretary, a new cl..

“such-drug ora'method of using suchdrug. .. . .
iis issued after the filing date but before.

~
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““under the age of twelve years.
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otiginal “date of enactment of this subseetion”
and “date of enactment of this section”, which
was translated as meaning the date of enaet-
ment of Pub.L. 104-170, to reflect the probable
intent of Congress.

Demonstration Act of 1978”7, and was translated
as meaning section 8 of the Environmental Re-
search, Development, and Demonstration Autho-
vization Act of 1978, to reflect the probable
intent of Congroess.
Codifications

August 3, 1996, referred to in subsecs. (ko
N1B), 2)A), and (p)1), 2),.(T), was in the

§ 349. Bottled drinking water standards;: publication in Federal Register

(a) -Except, as provided in subsection (b) of this section, whenever the Administrator
of the Environmental Protection Agency preseribes interim or revised national primary
drinking water regulations under seetion 1412 of the Public Health Service Act [42
"US.CA. §300g-1], the Seeretary shall consult with the Administrator and within 180

days after the promulgation of such. drinking water regulations either promulgate

amendments to regulations under this chapter applicable to bottled drinking water or
publish in the Federal Register his reasons for not making such amendments.

[See main voliume for text of (b)]

§ 350. Vitamins and minerals

.- , () Avthority an dﬁmnmionsr0FSecretary;~~applicability;,... RS P

[See inain volwme for text of (1)} :

(2) Paragraph (1) shall not apply in the case of a vitamin, mineral, ottier ingredient of ;

I food, or food, which is represented for use by individuals in the treatment or manage-:

-ment. of specific diseases or disorders, by childven, or by pregnant or lactating women.:

{ For purposes of this subparagraph,! the térm “children” means . individuals who are

[See main. volunie for text of (b) and (c)]

1S in original. " Probably should be “paragffph’i ’

SUBCHAPTER V—DRUGS AND DEVICES
Pakr A=Dugics anp DEvices
§ 351. - Adulterated drugs and deviées

A drug or device shall be deemed to be adulterated—
[See ma’i:n zvol'zc?ﬁe for text of () to (e)]

(f) Certain class IH devices k

[See main wvolume for text,' of (1)]

(2i(A) In the ease of a device classified under-section 360c(f) of this title intb

class 111 and intended solely for investigational use, paragraph! (1XB) shall.not R

apply with respect to such device during the period ending on the nineticth day
* after-the date of the promulgation of the regulations preseribing the procedures and
conditions required by section 360j(g)(2) of this title. :
(B) -In the case of a device subject to a regulation promulgated under subsection
(b) of section 360 of this title, paragraph ! (1) shall not apply with respect to such
device during the period ending—

(i) on the last day of the thirtieth calendar month beginning after the month :

in which the classification of the device in class III became effective under
seetion 360c of this title, or

(ii) on the nineticth day after the date of the promulgation of such regula- :

tion,
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whichever gecurs later.

21 § 355

[See muain volume for text of (g} to ()]

1 8oin original. Probably should be “subparagraph™

§ 352. Misbranded drugs and devices

Notes of Decisions

27. Dangerous when used as prescribed

The Food and Drug Administration (FDA)
may, cousistent’ with the Food, Drug, and Cos-
metic Act (FDCA), regulate many “dangerous”
products. without banning them, but the FDA
may not conclude that a drug or device cannot

‘be used safely for any therapeutic purpose and

§ 353. Exemplions and consideration

products

HISTORICAL AND

References in Text
Section 357 of this title, referred to in subsec.

(g)4)B)(), was repealed by Pub.L.: 105-115,

yet, at the same titne! aflow that. product to
remain on the market, as such regulation is
incompatible with the FDCA's core objective of
ensuring that every drug or device is safe and
effective. Food and Drug Admin. v. Brown- &
Williamson Tobaceo Corp., . USIN.C2000.0 120
8.Ct. 1201,529 U.S. 120, 146 1. Ed.2d 121.

for certain drugs, devices, and biological

STATUTORY NOTES
Title I, § 125(b)(1), Nov. 21, 1997, 111 Stat.
2325. : . :

Notve‘s’ of Decisions -

1. Censtitutionality

Speech restrictions-imposed by: provisions .of

Food and' Drug Administration Modernization

Act (FDAMA) that prohibited advertising par-

.. ticular compounded drugs were more extensive

than necessary. to achieve the asserted govern-

“’ment interest in protecting the public heaith and

safety and preserving integrity of drug approval
process, ‘in  violation  of First Amendment.
Western States Medical Center.v. Shalala, C.A.9

(Nev.) 2001, 238 F.3d 1090,

6. . Access restrictions

“ Coyne Beahm; Ine. v. U.S. Food & Drug
Adinin., M.D.N.C.1997, 966 F.Supp. 1374, re-

: § 353a. Pharmacy compounding

S L Advertising

Portion of Food and Drug Modernization Act
that unconstitutionally restricted advertising. of

. compounded drugs was severable from remain-

der of section of Act regulating pharmacists’

“§ 355.  New drugs

versed 153 F.3d 155,k1‘ehearing and rehearing en i

banc denied 161 F.3d 764, [main volume] certio-
rari ‘granted 119 S.Ct. 1495, 526 U.S. 1086, 143
L.Ed.2d 650, affirmed 120.5.Ct. 1291, 529 U.S.
120, 146 L.Ed.2d 121.

‘7. . Tebacco
Coyne Beahm, Ine. v. 1.8, Food & Drug

“Admin., ‘M.D.N.C.1997, 966 F.Supp. 1374, re--

‘versed 153 F.3d 155, rehearing and rehearing en
i bane denied 161 F.3d 764, {main volume] certio-
rari granted 119 S.Ct. 1495, 526 U1.S. 1086, 143
S L.Ed.2d 650, affirmed 120 8.Ct. 1291, 529 Us.
-120, 146 L.Ed.2d 121.

NOTES OF DECISIONS

production - and ‘distribution of compoeunded
:drugs;: remaining. sections - clearly represented
‘independent - requirements  for production- of
.compounded drugs, allowing section to be Hully
operative as'law even in absence of offending
‘speech-related sections. Western States Medi-
zxgenter v. Shalala, D.Nev.1999, 69 F.Supp.2d

[See main volume fm: text of (a) and (b)/

ing; period for issuance of order

: (¢) Period for approval of application; period for, notice, and expedition of hear-

. [See main volume for text of (1) and (2)]

(3) The approval .of an agplication filed under subsection (b) of this section which
contains a certification ‘required by paragraph (2) of such subsection shall be- made
effective on the last applicable date determined under the following:

[See main volwine for text of (4) to (C)]
11
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(D)) 1f an application (other than an abbreviated new drug application) submit—
ted nnder subsection (b) of this section for a drug, no active ingredient, (including
any ester orisalt of the active ingredient} of which has been approved in any ot!}er
application under subsection (b) of this section, was approved during tbe period
beginning January 1, 1982; and ending on September 24, 1984, the Secretary may
not make the approval of another application for a drug for which the investigations
deseribed in clause (A) of subsection (b)(1) of this section and relied upon by the
‘applicant for approval of the application were not conducted by or for the-applicant
and for which the applicant.has not obtained a right of refercnce or use from the
person by or for whom the investigations were conducted effective befoge thg
expiration of ten ycars from the date of the approval of the application previously
“approved under subsection (b) of this section.

[See main volwme for text of (1) and ()]

(iv) If a supp}exynent tg* an - application appraved ainder’ subsection (b) of this
- seetion is approved after September 24, 1984, and. the supplement contains reports
of new clinical investigations (other than bicavailabilty I*studies) essential to the
approval of the supplement and conducted or sponsored by the person subrr}ittipg
“the supplement, the Secretary may not make the approval of an application
submitted under subsection (b) of this seetion for a change approved in the
“supplement effective before the expiration of three years fx‘qm the date of .the
__approval of the supplement under subsection (b) of this section if the investigations
escribed in elause (A) of subsection (b)(1) of this section and relied upon by the

nd'if the applicant has not obtained a right of reference or use from the person by
r for whom the investigations were conducted.

'z [See main volume for text of (v); (4 (d) to (W]

E *(ifExemptions of drugs: for research; discretionary and mandatory conditions; - "}

direct reports to Secretary

" (1Y The Secretary shall promulgate regulations for exempting from the operation of -

“the foregoing subsections of this section drugs intended solely for invest.igationa} use by - %

" Lexperts qualified by scientific training and experience to investigate the safety and

. ~effectiveness of drugs. Such regulations may, within the diseretion of the Seqretary,

' among other conditions relating to the protection of the public health, provide for
“" conditioning such exemption upon— .

[See main volume for text of (A)]

(B) thé manufacturer or the sponsor of the investigation pf anew drug proposed
to be dist¥ibuted to investigators for clinical testing obtaining a signed, agreement

from each of such investigators that patients to whom the drug is administered will
be under his personal supervision,’ or under- the -supervision of ipvestigators
responsiblé to him, and that he will not supply such drug to any other investigator,
or to clinies, for adininistration to human beings;

(C) the establishment and maintenance of such records, and the making of such
reports to.the Secretary, by the manufacturer or the sponsor of the investiggtion of
‘such drug; of data (including but not limited to analytical reports by investigators)
“obtained as the result of such investigational use of such drug, as the Secretary
“finds will enable him to evaluate. the safety and effectiveness of such drug in the
“event of the filing of an application pursuant to subsection (b) of this section; and

(I} the submission to the Secretary by the manufacturer or the sponsor of the
investigation of a new drug of a statement of intent regarding whether the
" manufacturer or sponsor has plans for assessing pediatric safety and. efficacy.

[See main volume for text of (2) to (4); () to ()]

(m) “Patent” defined .
For purposes of this section, the term “patent” means a patent issued by the United
States Patent and Trademark Office,
[See main volume for text of (n)]

(As amended Nov. 29, 1999, Pub.L. 106-113, Div. B, § 10006a)9) {Title 1V, § 4732(b)(11)], 113 Stat.
1536, 1501A-584; Jan, 4, 2002, Pub.L. 107-109, § 15(e)(1), 115 Stat. 14200
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pplicant for approval of the application were riot conducted by or-for-the applicant. .4 ...
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1 Se in original. -Probably should be “bicavailability”.

HISTORICAL AND STATUTORY. NOTES

Revision Notes and Legislative Reports

1999 Acts. Statement by President, see 1999
U.S. Code Cong. and Adm. News, p. 290.

Amendments
2002 Amendments. Subsee. ()XB) to (D).
Pub.L. 107-109; '§ 15(c)(1), struck “and” at the
end. of subpar. (H(1(B) struck the period and
inserted *; and” at the end of subpar. (C), and
added subpar. (D).
1999 Amendments. Subsee. (m).  Publ.
106-113 8 4732(b)(1 D] struck out “Patent and
“Trudemark Office of the Department of Com-
“merce” and inserted “Uhited States Patent and
Trademark Office™.
Effective and Applicability Provisions
1999 Acts. Amendment by Pub.L. 106-113
- [§.4T32(h)(11)), effective 4 months after the date
of enactment of this Act {Nov. 29, 1999, which is
i the date of enactment of Pub.L. 106-113, 113

-3, Constfuction with othier laws
Generic drug manufacturer’s application to
~compete with patented drug under Abbreviated

~“hoodwink” patentee into.bringing infringement

“miss’its own complaint in order to prevent judg-
‘ment of invalidity or noninfringement, where

“with ANDA application stated that generic drug
“did not infringe upon patent, and patentee was
«+ aware .of noninfringing methods for producing
« generic drug;. such judgment in action involving;
< second filer would not “prematurely” ‘trigger
;¢ first filer's period in which to exclusively market,
.. 'generic form of patented drug. Minnesota Min;
-and Mfg. Co. v. Barr Laboratories, Inc.; D.Minn.
2001, 139 F.Supp.2d 1109. :

9. ' Rules and regulations

Interpretation' by the Food and Drug Admin:
istration (FIJA) of its own regulations governing
Abbreviated New Drug Applications (ANDAs)
for generic version of prescription drug as per-
mitting reliance by the FDA upon: warnings on
the generic ‘product’s container and labeling: in
making its decision as to whether the product is
safe for use despite substitution of a different
preservative was not plainly erroneous and was
completely faithful to the statute that the regu-
lations were promulgated to implement. Zene-
ca, Inc. v, Shalala, C.A4 (Md.) 2000, 213 F.3d
161,

13. Exclusive marketing period

Food and Drug Administration’s (FDA) deci-
i sion to bar drug manufacturers from marketing
- generic version of brand name drug until 180
~ days after (1) first challenger of pioneer manu-
7 facturer's patent marketed its generie version or

~New: Drug Application (ANDA) process did not -

suit, and thus patentee was not entitled to dis-

“manufacturer’s: notice to patentee in connection:

1.(2) patent was declared invalid was arbitrary -
¢ and capricious interpretation of statutory exclu- -
--sivity incentive where first challenger, after hav-
ing obtained declaration of patent invalidity, had ¢
- settled with pioneer manufacturer and was man- ©

13

Stat. 1501, which in Div. B, § 1000(a)($). enacted
into law this Act as an Appendixj; see PubiL.
106-113 [§ 4731}, set out as a note under section
1 of Title 35.

Transfer of Functions

Report to Congress on Palient Access to
New Therapeutic Agents for Pediatrie Can-
cer. Pub.L. 107-109, § 15(:0), .Jan. 4, 2002, 115
Stat. 1421, provided that: “Not dater than Janu-
ary 31, 2003, the Secretary of Health and Hu-
man Services, acting through the Commissioner
of Food and Drugs and in consultation with the
~Director of the National Institutes of Health,

shall submit to the Commiittee on Health! Edu- ~

teation, Labor, and Pensions of the Senate and
"the Committee on Energy and-Commerce of the
‘House of Representatives a report on patient

access to new therapeutic agents for pediatric
. cancer, including access to single patient use of
< new therapeutic agents.”

- Notes of Decisions
: " ifacturing brand name ditig underticense. - My-

lan Pharmaceuticals Inc. v. Henney; D.D.C.2000,
94:F.Supp.2d 36. .

Food and: Drug Administration (FDA) could

grant 180-day period of exclusivity to generic

drug manufacturer producing 75 milligram ge-
inerie version of ranitidine hydrochloride, - for
streatment of heartburn, even though exclusivity
thad previously been granted for higher doses of
“generic version of drug for treatment of ulcers.
Apotex, Inc. v. Shalala, D.D.C1999, 53
ZF.Supp.2d 454, affirmed.

#16.  Investigatory drugs

Statute requiring Food and Drug Administra-
tion (FDA), upon request, to disclose safety and
7 effectiveness “data and information which has
{ been submitted in a drug application that was
- subsequently abandoned by its sponsor, unless

Cextraordinary circumstances are shown, did not

Capply to investigational ‘new drug applications

- 2(INDs), which: are submitted prior to clinical
“itesting, but applied only to new drug applica-
3 tions (NDAs).. Public Citizen Health Research

_:Group v. Food & Drug Admin., C.A.D.C.1999,
11185 F.3d 898, 337 U.S.App.D.C. 343.

©19. Generic alternative

Finding of Food and Drug Administration

i (FDA) that generic version of anti-epilepsy

drug, which was capsule-shaped tablet in a gela-
tin shell, was a capsule, rather than a tablet, was

‘not inconsistent with United States Pharmaco-

“.poeia (USP) definition of capsule, and was not
arbitrary and capricious, where drugs-had same
physical appearance and method of administra-
i‘tion, so generic drug could be deemed to. have
same dosage form as, and be therapeutic equiva-
lent of, anti-epilepsy drug for purpose of abbre-
viated new drug application (ANDA). Warner-
Lambert Co. v. Shalala, C.A.D.C.2000, 202 ¥.3d
326, 340 U.S.App.D.C. 103.

~



§10.25

may request a ruling from the Asso-
ciate Commissioner for Public Affairs
whose decision is final, subject t,o judi-
cial review under §20.46.

(3) -Material listed in  paragraph
H2XE) (a) and (b) of this section may
be disclosed under a protective order
issued by the administrative law judge
or other presiding officer at a hearing
referenced in paragraph (j)2)i). The
administrative law: judge or presiding
‘officer shall permit ‘disclosure of the
data only in camera and only to the ex-
tent necessary for the proper conduct
of the hearing. The:administrative law
judge . or presiding officer shall direct
to whom the information is to be made
available (e.g., to parties or partici-
pants, or only. to counsel for parties or

participants),“and’ persons not specifi-

cally permitted access to the data will’
be excluded from the in camera part of
the proceeding. The administrative law:

judge or other presiding officer may:
impose other conditions or safeguards.:
The limited availability of material
under this paragraph does not con-.

stitute prior disclosure to the public as.
defined in §20.81, and no information’

. -subject to a particular order is to be_,
“submitted to or received or considered:

by FDA in support of a petition or
other request from any other person.

{44 FR. 22323, Apr. 13, 1979, as amended at 46";

‘FR 8455, Jan. 27, 1981: 49 FR 7363. Feb. 29,
1984; 54 FR 9034, Mar. 3, 1989: 59 FR 14363,
Mar. 28,.1994;:64 FR 69190, Dec.:10, 1999; 65 FR.
56477, Sept. 19, 2000: 66 FR 56035. Nov. 6, 2001:
. 66 FR 66742, Dec. 27, 2001)

' §10.25 Inmitiation of
proceedings.

administrative

An administrative proceeding may be

initiated in the following three ways: .
(a) An interested person may petition;
‘the Commissioner to issue, amend, or:

revoke a regulation or order, or to takef;,

or refrain from taking any other form
of -administrative action. A petition
must be either: (1) In the form specified
* in other applicable FDA regulations,
e.g., the form for a color additive peti-
tion in §71.1, for a food additive peti-

tion in §171.1, for a new drug applica-:

tion in §314.50, for a new animal drug:
application in §514.1, or (2) in the form
for a citizen petition in §10.30.

(b) The Commissioner may initiate a -
proceeding to issue, amend, or revoke a

92

21 CFR Ch. | (4-1-02 Edition)

regulation or order or take or refrain
from taking any other form of adminis-
trative action. FDA has primary juris-
diction to make the initial determina-
tion on issues within its statutory
mandate, and will reguest a court to
dismiss, or to hold in abeyance its de-
termination of or refer to the agency
for administrative determination, any
issue which has-not previously been de-
termined by the agency or which, if it
has previously been determined, the
agency concluded should be reconsid-
ered and subject to a new administra-
tive determination. The Commissioner
may utilize any of the procedures es-
tablished in this part in reviewing and
making a determination on any matter

initiated under this paragraph: .
“""(¢) The Commissioner will institute a

proceeding to determine whether to
issue, amend, or revoke a regulation or
order, or take or refrain from taking
any other form of administrative ac-
tion whenever any court, on its own

“initiative, holds in abeyance or refers
‘any matter to the agency for an admin-

istrative determination and the Com-

~missioner concludes that an adminis-
.trative determination is feasible with-
.in agency priorities and resources.

‘[44 FR 22323, Apr. 13, 1979, as amended at 54'

FR 9034, Mar. 3, 1989]

:§10.30 Citizen petition.

(a) This section applies to any pe‘m-

‘tion submitted by a person (including a
‘person who is not a citizen of the
‘United States) except to the extent
‘that other sections -of this chapter:
-apply different requirements to a par-:
‘ticular matter.

(b) A petition (including any attach-
ments) must be submitted in accord-

ance with §10.20 and in the following

form:
(Da.t,e)

Docket,s Mana.gement Branch Food andbjy
:‘Drug Administration, Department of Health:
‘and Human Services. rm. 1-23, 12420 Park~‘

‘lawn Dr., Rockviile. MD 20857.
CITIZEN PETITION

The undersigned submits this petir,ionk,

under . (relevant statutory sections. if
known) of the _

which authority has been delegated to the

(Federal Food, Drug.
and Cosmetic Act or the Public Health Serv-
ice Act or-any-other statutory provision for.

g -
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Food and Drug Administration, HHS

Commissioner of Food and Drugs under 21
CFR 5.10) to request the Commissioner of
Food and Drugs to ______ (issue, amend, or
revoke a regulation or order or take or re-
frain from taking any other form of adminis-
trative action).

A. Action requested

(1) If the petition requests the Commis-
sioner to issue, amend, or revoke a regula-
tion, the exact wording of the existing regu-
lation (if any) and thesproposed regulation or
amendment requested.)

((2) If the petition requests the Commis-
sioner to issue, amend, or revoke an order, a
copy of the exact wording of the citation to
the existing order (if any) and the exact
wording requested for the proposed order.)

{((3) If the petition requests the Commis-
sioner to take or refrain from taking any

other form of administrative action. the spe-

cific action or relief requested.)

B. Statement of grounds

(A full statement. in a well organized for-
mat; of the factual and legal grounds on

which the petitioner relies, including all rel-
evant information and views on which the:
petitioner relies;. as well as representative.
information known to the petitioner which®

is unfavorable to the petitioner's position,)

C. Environmental impact

(A) Claim for categorical exclusion under:

§§25.30, 25.31, 25.32, 25.33, or §25.34 of this

_ chapter or an environmental assessment:
. under §25.40 of this chapter.) :

.D.: Economic impact

(The following information is to be sub-
mitted only when requested by the Commis-:
sioner following review of the petition: A"
statement of the effect of requested action :

" on: (1) Cost (and price) increases to industry.
government. and consumers; (2) productivity:

of wage earners. businesses, or government;
(3) competition: (4) supplies of important

materials, products, or services; (5) employ-

ment: and (6) energy supply or demand.)

E. Certification

The undersigned certifies, that, to the best
knowledge and belief of the undersigned, this.
petition includes all information and views:

on which the petition relies, and that it in-

cludes representative ‘data and information.’
known to the petitioner which are unfa,vor-\

able to the petition.
(Signature) .
(Name of petitioner)
(Mailing address) .
(Telephone number)

(¢c) A petition which appears to meet
the requirements of paragraph (b) of
this section and §10.20 will be filed by

‘petition considering both the category:

ute.

“rently take appropriate action (e.g..:

"+ dicating why the agency has been un-

§10.30

the Dockets Management Branch,
stamped with the date of filing, and as-
signed a docket number. The docket
number identifies the file established
by the Dockets Management Branch
for all submissions relating to the peti-
tion, as provided in this part. Subse-
quent submissions relating to the mat-
ter must refer to the docket number

and will be xiled in the docket file. Re-

lated petitions may be filed together
and given the 'same docket number.
The Dockets Management Branch will
promptly notify the petitioner in writ-
ing of the filing and docket number of
a petition. ,

(d) An interested person may submit
written comments to the Dockets Man-

“agement Branch on a filed petition,

which comments become part of the
docket file. The comments are to speci-
fy the docket number of the: petition:
and may support or oppose the petition:
in whole or in part. A request for-alter- -

tion must be submitted as a sepa.rate
pet;ltion 5

(e)(1)_The Commissioner shall, in ac- .
cordance. with paragraph (e)2), rule
upon each petition filed under para-
graph (c) of this section, taking into:
consideration (i) available agency re-
sources for the category of subject:
madtter, (ii) the priority assigned to the

of -subject matter involved and the:
time reguirements established by stat-

(2) Except as provided in paragraph.
(e)(4) of this section, the Commissioner
shall furnish a response to each peti-
tioner within 180 days of receipt of the
petition. The response will either:

(1) Approve the petition, in which
case the Commissioner shall concur-

publication of a FEDERAL REGISTER no-:
tice) implementing the approval; ;
(i1) Deny the petition; or
(iil) Provide a tentative response, in-

able to reach a decision on the peti-
tion, e.g., because of the existence of
other agency priorities, or a need for:
additional information. The tentative

response may also indicate the likely ¢’
ultimate agency response, and may

native or different administrative ac- =

‘overall work of the agency, and (iii). S




§10.30

specify when a final response may be
furnished.

(3) The Commissioner may grant or
deny such a petition, in whole or in
part, and may grant such other relief
or take other action as the petition
warrants. The petitioner is to be noti-
fied in writing of the Commissioner’s
decision. The decision will be placed in
the public docket file in the office of
the Dockets Management Branch and
may ‘also be in the form of a notice
published in the FEDERAL REGISTER.

(4) The Commissioner shall furnish a
response to each petitioner within 90
days of receipt of a petition filed under

section 505(3X2XC) of the act. The re-

sponse - will either approve or dis-

approve the petition. Agency action on:
- a-petition-shall ‘be governed by §314.93°

of this chapter.
(f) If a petition filed under paragraph

(¢) ‘of -this section requests the .Com--

missioner to issue, amend, or revoke a
regulation, §10.40 or §10.50 also apply.

‘(€)' A petitioner may supplement,

amend, or withdraw a petition in writ-

ing without agency approval and with-*
out prejudice to resubmission at any-.
time until the Commissioner rules on*
the petition, unless the petition has

been referred for a hearing under parts

12, 13, 14, or 15. After a ruling or refer-

ral, a petition may be supplemented,

amended, or withdrawn only ‘with the -

approval of the Commissioner. The
Commissioner - may approve
drawal,
against resubmission of'the petition.

(1) In reviewing a petition the Com-.*
~ missioner may use the following proce-
“dures:

(1) Conferences, meetings, discus-
sions, and correspondence under §10.65.

(2) A bearing under parts 12 13, 14, 15,

or-16.

(3) A FEDERAL REGISTER notice re-

questing information and views.

(4) A proposal to issue, amend, or re-
voke a regulation, in accordance with
. '§10.40 or §12.20.

(5) Any other specific public proce-
dure established in this chapter and ex-
pressly applicable to the matter.

(i) The record of the administrative
proceeding consists of the following:

%4

with-:
with or without prejudice

21 CFR Ch. 1 (4-1-02 Edition)

(1) The petition, including all infor-
mation on which it relies, filed by the
Dockets Management Branch.

(2) All comments received on the pe-
tition, including all information sub-
mitted as a part of the comments.

(3) If the petition resulted in a pro-
posal to issue, amend, or revoke a regu-
lation, all of the documents specified
in §10.40(g).

(4) The record, consisting of any
transcripts, minutes of meetings, re-
ports, FEDERAL REGISTER notices, and

other documents resulting from the op-

tional procedures specified in para-
graph-(h) of this section, except a tran-
script of a closed portion of a public ad-
visory committee meeting.

(5) The. Commissioner’s .decision..on.

‘the petition, including all information

identified or filed by the Commissioner:
with the Dockets Management Branch
as _part of the record supporting the de-

cision.

(6) All documents filed with the:
Dockets - Management Branch under

§10.65(h).

(T) If a petition for reconsideration or:
for a stay of action is filed under para- .
graph «(j) of this section, the adminis-

trative record specified in §10.33(k) or
§10.35(h).

(3 The administrative record speci-
- fied in paragraph (i) of this section is .
the exclusive record for the Commis-i:
: sioner’s decision. The record of the ad-.
. ministrative proceeding closes on the:
date of the Commissioner’s decision™:
. unless some other date is specified.
Thereafter any interested person may."
submit ‘a petition for reconsideration’:
~under §10.33 or a petition for stay of ac-
» tion under §10.35. A person who wishes *
to rely upon information or views not
included in the administrative record .
¢ shall submit them to the Commissioner
. with a new petition to modify the deci-
; sion in accordance with this section.

(k) This section does not apply to the -
referral of a matter to a United States.’
attorney for the initiation of court en-: -
- forcement action and related cor-
-respondence, or to requests,
‘tions, and recommendations made in-

sugges-

formally in routine correspondence re-
ceived by FDA. Routine correspond-
ence does not constitute a petition

Food and Drug Administration, HHS

within the meaning of this section un-
less it purports to meet the require-
ments of this section. Action on rou-
tine: correspondence does not c¢on-
stitute final administrative action sub-
ject to judicial review under §10.45.

(1) The Dockets Management Branch
will maintain a :chronological list of
each petition filed under this section
and §10.85, but not of petitions sub-
mitted elsewhere in the agency under
§10.25(a)(1), showing:

(1) The docket number;

(2) The date the petition was filed by
the Dockets Management Branch;

(3) The name of the petitioner;

(4) The subject matter involved; and

:{5),The disposition of the petition. *
[44' FR 22323, Apr. 13, 1979, as amended at 46

FR 8455. Jan. 27. 1981: 50 16656. Apr. 26, 1985:
54 FR 9034. Mar. 3, 1989: 57 FR 17980, Apr. 28.

1992: 59 FR 14364. Mar. 28. 1994: 62 FR 40592,
July 29, 1997: 66 FR 6467. Jan. 22. 2001: 66 FR
112848, Mar. 1,:20011. B

§10.33 Administrative reconsideration

of action.

(a) The Commissioner may at any’
time reconsider a matter, on the Com--

missioner's own initiative or on the pe-

‘tition of an interested person. i
- (b) An interested person may request’:
reconsideration of part or all of a deci-
sion of the Commissioner on-a petition :
‘submitted under §10.25. Each request
for reconsideration must be submitted -
in accordance with §10.20 and in the:
following form no later than 30 days:
after the date of the decision involved. :

The Commissioner may, for good cause;

permit a petition to be filed after 30

days. In the case of a decision pub-
lished in the FEDERAL REGISTER, the

sion.
(Date)

Dockets Management Branch. Food and
Drug Administration, Department of Health
and Human Services, rm. 1-23, 12420 Park-
lawn Dr.. Rockville. MD 20857.

PETITION FOR RECONSIDERATION

[Docket No.3

The undersigned submits this petition for
reconsideration of the decision of the Com-
missioner of Food and Drugs in Docket No.

“petition to which it relates.

<tion when the Commissioner deter-
mines it isin the public interest and in:

- Commissioner determines all of the fol-
~.lowing apply:

- relevant information or views con- |
tained in the administrative record '@ -

§10.33

A. Decision involved

(A concise statement of the decision of the
Commissioner which the petitioner wishes to
have reconsidered.)

B. Action requested

(The decision which the petitioner requests
the Commissioner to make upon reconsuler-
ation of the matter.)

C. Statement of grounds

(A full statement, in a well-organized for-
mat, of the factual and legal grounds upon
which “the petitioner relies. The grounds:
must demonstrate that relevant infcrmation.
and views contained in the administrative
record were not previously or not adeguately
considered by the Commissioner.

(No new information or views may.be; mw ot s
' cluded in a petition for reconsideration.)

(Signature) R R
(Name of petmoner)

{Mailing address) =~ -
‘(Telephone number)

(¢) A petition for reconsmeramon re -
lating to a petition submitted under:

§10.25(a)(2) is subject ‘to the require-

ments of §10.30 (¢) and (d); except that i
it is filed in the same docket file as the

(d) The Commissioner shall promptly :
review a petition for reconsideration.
The Commissioner:may grant the peti- -

the interest of justice. The Commis--
sioner shall grant a petition for recon
sideration in any proceeding ‘if the.

(1) The .petition demonstrates that:

‘were not previously or not adequately

day of publication is the day of deci- ~ COnsidered.

(2) The petitioner’s position is notj :

= frivolous and is being pursued in good:
- faith.

(3) The petitioner has demonstrated.

- sound public policy grounds supportmg
- reconsideration.

(4) Reconsideration is not outweighed:

by public health or other public inter- . .
. ests.

(e) A petition for reconsideration:

. may not be based on information and

views not contained in the administra-.

~tive record on which the decision was
‘made. An interested person who wishes " :
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§10.35

to rely on information or views not in-
cluded in the administrative record
shall submit them with a new petition
to modify the decision under §10.25(a).

(f) The decision on a petition for re-
consideration is to be in writing and
placed on public display as part of the
docket file on the matter in the office
of the Dockets Management Branch. A
determination to grant reconsideration
will be published in the FEDERAL REG-
ISTER if the Commissioner’s original
decision was 50 published. Any other
determination to grant or deny recon-
sideration may also be published in the
FEDERAL REGISTER. :

(g) The Commissioner may consider a
petition for reconsideration only before
‘the : petitioner brings legal action in
“the courts to review the action, except
that a petition may also be considered
if the Commissioner has denied a peti-
tion for stay of action and the peti-

tioner has petitioned for judicial re--

view of the Cominissioner’s action and
requested the reviewing court to grant

a stay pending consideration of review.:

A " petition for reconsideration sub-
mitted later than 30 days after the date

of the decision involved will be denied

as untimely unless the Commissioner

permits the petition to be filed after 30
days. A petition for reconsideration:
will be considered as submitted on the:’
day it is received by the Dockets Man- -

agement:Branch.

the reconsideration .of all or part of a
matter at any time after it has been
decided or action has been taken. If re-

courts, the Commissioner may request

the agency or hold its review in abey-
ance pending administrative reconsid-

the proceeding is to :include all addi-
tional documents relating to such re-
consideration.

and rule on the merits of the matter
under §10.30(e). The Commissioner may
reaffirm, modify, or overrule the prior
decision, in whole or in part, and may
grant such other relief or take such
other action as is warranted.

() The Commissioner's reconsider-

ation of a matter relating to a petition

(h) The Commissioner may - initiate

view of the matter is pending in the

that the court refer the matter back to':

eration. The administrative record of:

(1) After determining to reconsider a
matter, the Commissioner shall review

21 CFR Ch. | (4-1-02 Edition)

submitted under §10.25(a)(2) is subject
to §10.30 (f) through (hy), (j), and (k).

(k) The record of the administrative
proceeding consists of the following:

(1) The record: of the original petition
specified in §10.30(1).

(2) The petition for reconsideration,
including all information on which it
relies, filed by the Dockets Manage-
ment Branch.

(3) All comments received on the pe-
tition. including all information sub-
mitted as a part of the comments.

(4) The Commissioner’s decision on
the petition under paragraph (f) of this
section, including all information iden-
tified or filed by the Commissioner
with the Dockets Management Branch
as part of the record supporting the de-
cision.

(5) Any FEDERAL REGISTER notices or
other documents resulting from the pe-
tition.

(6) All documents filed with the

Dockets: Management Branch under

§10.65(h). :

(T) If the Commissioner reconsiders

the matter, the administrative record
relating to reconsideration specified in
§10.30(D).

f44 FR 22323, Apr. 13. 1979, as amended at 46
FR 8455, Jan. 27. 1981; 59 FR 14364, Mar. 28,
1994: 66 FR 6467. Jan. 22, 2001: 66 FR 12848.
Mar. 1, 20011

§10.35 Administrative stay of action.

(a) The Commissioner may at any
time stay or extend the effective date
of an action pending or following a de-
cision on any matter.

(b) An interested person may request
the Commissioner to stay. the effective
date of any administrative action. A
stay may be requested for a specific

. time period or for an indefinite time

period. A request for stay must be sub-
mitted in accordance with §10.20 and in
the following form no later than 30
days after the date of the decision in-
volved. The Commissioner may, for

-good cause, permit a petition to be

filed after 30 days. In the case of a deci-
sion published in the FEDERAL REG-

(ISTER, the day of publication is the

date of decision.
(Date)

Dockets Management. Branch, Food and
Drug Admintstration, Depurtment of Health

Food and Drug Administrafion, HHS

and Human Services, rm. 1-23. 12420 Park-
lawn Dr.. Rockville. MD 20857,

PETITION FOR STAY OF. ACTION

The undersigned submits this petition re-
questing that the Commissioner of Food and
Drugs stay the effective date of the following
matter.

4. Decision involved

(The specific administrative action being
taken by the Commissioner for which a stay
is requested, including the docket number or
other citation to the action involved.)

B. Action requested
(The length of time for which the stay is

requested. which may be for'a specific or in-:

definite time period.) )
. Stdtement of grounds

(A full statement. in- a well-organized for-
mat, of the factual and legal grounds upon
which the petitioner relies forthe stay.)
(Signature)

(Name of petitioner)
(Mailing address)
(Telephone number)

(¢) A petition for stay of action relat-
ing to a petition submitted under
§10.25(a)2) is subject: to the require-

ments of §10.30 (¢) and (d), except that
it will be filed in the same docket file @

as the petition to which it relates.

(d) Neither the filing of a petition for .
a stay of action nor action'taken by an
interested person in.accordance with :
any other administrative procedure in '
this part or in any other section of this.
“chapter, e.g.. the filing of a citizen pe- _
tition under §10.30 or a petition for re- '

consideration under §10.33 or a reguest
for an advisory opinion under §10.85,
will stay or otherwise delay any ad-

ministrative action by the Commis- -

sioner, including enforcement action of
any kind, unless one of the following
applies:

(1) The Commissioner determines
that a stay or delay is in the public in-
terest and stays the action.

(2) A statute requires that the matter -

be stayed.

(3) A court orders that the matter be
stayed.

(e) The Commissioner shall promptly
review a petition for stay of action.
The Commissioner may grant or deny a
petition, in whole or in part; and may
grant, such other relief or take such
ollier action as s warranbed by Lhe pe

§10.35

tition. The Commissioner may grant a
stay in any proceeding if it is in the
public interest and in the interest of
justice. The Commissioner shall grant
4 stay in any proceeding if all of the
following apply:

(1) The petitioner will otherwise suf-
fer irreparable injury. :

(2) The petitioner’s case is not frivo-
lous and is being pursued in good faith.

(3) The petitioner has‘demonstrated
sound public policy grounds supporting
the stay.

(4) The delay resulting from the stay
is not outweighted by public health or
other public interests.

(f) The Commissioner’s decision on- &
petition for stay of action is to be in
writing and placed on public display as
part of the file on the matter in the of-
fice of the Dockets Management
Branch. A determination to grant a'
stay will ‘be published in the FEDERAL
REGISTER if the Commissioner’s origi-
nal decision was so published. Any
other determination to grant or to
deny a stay may also be published in
the FEDERAL REGISTER.

() A petition for a stay of action:

submitted later than 30 days after the

date of the decision involved will be de-

nied as untimely unless the Commis--
sioner permits the petition to be filed
after 30 days. A petition for a stay of
action is considered submitted on the’

day it is received by the Dockets Man-~

agement Branch.

(h) The record of the administrative®

proceeding consists of the following:
(1) The record of the proceeding to

which the petition for stay of action is :

directed.

(2) The petition for stay of action, in--

cluding all information on which it re-

- lies, filed by the Dockets Management
: Branch.

(3) All comments received on the pe-

“ tition, including all information sub-

mitted as a part of the comments.
(4) The Commissioner's decision on

‘the petition under paragraph (e) of this

section, including all information iden-

tified or filed by the Commissioner

with the Dockets Management Branch

.as part of the record supporting the de-

cision,

(8) Any FEDERAL REGISTER notices or
other documents resulting from the pe-
tition.




}25.16

he proposed action may significantly
Jfect the quality of the human envi-
-onment. and whether an EIS will be
srepared. If significant effects requir-
ng the preparation of:an KIS are iden-
tified. FDA will prepare an EIS for the
action. in accordance ‘with the proce-
dures in subparts D and E-of this part.
If significant effects requiring the
preparation of an EIS are not identi-
fied. resulting in a decision not to pre-
pare an EIS, the responsible agency of-
ficial will' prepare a FONSI in accord-
ance with §25.41.

(c) Classes of actions that individ-
wally or cumulatively do not signifi-
cantly affect the quality of the human
environment ° ordinarily -are excluded
from the requirement to prepare an EA
" or an EIS. The classes of actions that
© qualify as categorical exclusions are

set forth in §§25.30, 25.31. 25.32. 25.33. or
. 25.34.

(d) A person submitting an applica-
tion or petition of a. type subject to
categorical ~exclusion under §§25.30.
25.31.  25.32, 25.33. or 25.34. or proposing
to dispose of an article as provided in

'§25.30(d) or 25.32(h), is not required to
submit an EA if the person states that
the action requested qualifies fora cat-
egorical exclusion. citing - the par-
ticular - categorical -exclusion that' is
claimed. and states that to the appli-
cant's knowledge. no extraordinary cir-
cumstances exist.

$25.16 Public health and safety emer-
gencies. :

" There are certain regulatory actions.

that. because of their immediate im-
portance to the public health or safety.
may make full adherence to the proce-
dural provisions of NEPA and CEQ's
regulations impossible. For such ac-
tions. the responsible agency official:
shall consult with CEQ about alter-
native arrangements before the action
is taken, or after the action is taken. if

time does not permit prior consulta-

tion with CEQ.

$25.20 Actions reguiring preparation
of an environmental assessment.

Any proposed action of a type speci-
fied in this section ordinarily requires
at least the preparation of an EA. un-
less it is an action in a specific class

244
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that qualifies for exclusion under
§§25.30. 25.31. 25.32..25.33, or 25.34:

(a) Major recommendations.or re-
ports made to Congress on proposals
for legislation in instances where the
agency hasg primary responsibility for
the subject matter involved.

(b) Destruction or other disposition
of articles condemned after seizure or
whose distribution or use has been en-
joined. unliess categorically excluded in
§§26.30(d) or 25.32(h).

(c) Destruction or other disposition
of articles following detention or recall
at agency request. unless categorically
excluded in $§25.30td) or 25.32th).

(d) Disposition of FDA laboratory
waste materials. unless categorically
excluded in§25:30¢m). . .

(e)” Intramural and extramural re-
search supported in whole or in part
through contracts. other agreements.
or grants, unless categorically ex-
cluded in §25.30 (e) or (f).

(f) Establishment by regulation of la-
beling requirements. .a standard. or a
monograph. unless categorically ex-
cluded in §§25.30(k) or 25.31 (a). (by, (¢)
(h). (i). or (j). or 25.32 (a) or (D).

(g) Issuance. amendment, and en-

forcement of FDA regulations. or an:

exemption or variance from FDA regu

lations, unless categorically excluded ¢
Sin §25.30 (hy, (b, or (. or §25.32 (e). (8), .

(n). or (p).
(h) Withdrawal of existing approval
of FDA-approved articles. unless cat
egorically excluded in §§25.31 (d) or (k
25.32(m). or 25.33 (g) or (h). .

(i» Approval of food additive petition
and color additive petitions, approva
of requests for exemptions for inves:
tigational use of food additives, th
granting of requests for exemptio
from regulation as a food additiv
under §170.39 of this chapter.
lowing notifications submitted undel
21 U.S.C. 348(h) to become effective. un
less categorically excluded in §25.32(b,
(e, (i), G (K. (1 (o) (q), or (D).

unavoidable poisonous or deleteriou
substances in food or in packaging ma

. terials to be used for food. :
(k) Affirmation of a food substance 2
GRAS for humans or animals.
FDA's initiative or in response to a pe
tition. under parts 182, 184, 186, or 5820
this chapter and establishment

(j) Establishment of a tolerance ford

Food and Drug Administration, HHS

amenfiment of a regulation for aprior-
_sancmoned food ingredient, as defined
in 1§§ 170.3(1) and 181.5(a) of this chapter.
unless categorically excluded i
D). (k). or (r). n §25.32
(l)_ Approval of NDA's, abbreviated
a.pp_hcamons, applications for —mar-
keting approval of a biologic product,

’}sup‘plements to such applications. and
factions on IND’s. unless categorically
-excluded in §25.31 (a). (b): (c). (&), or (1).

(m) Approval of NADA's. abbreviated

‘applications, supplements, an i
Mooy . d actions

“cluded under §25.33 ta). (¢). (d), or (e).

unless categorically ex-

(n) Approval of PMA's for medical de-

. vices. notices of completion of PDP’s
for medical devices. authorizations to
.commence clinical investigation under
;:E fﬁggroved PDP, or applications for
{ . unless categorically ‘e

in §25.34. v excluded

(62 FR 40592, July 29. 1997. as amended at 65

:FR 30355. May 11. 2000}

§25.21 Extraordinary circumstances;
As required under 40 CFR 1508.4, FDA

-will réquire at least an EA for

wil ' any spe-
cific action that ordinaril

“excluded if oMy

. cumstances indicate that the specific

extraordinary cir-

roposed action may ‘significantly af-

~fect the quality of the human environ-

ent (see 40 CFR 1508.27 for example

s P : s
f significant impacts). Examplesp of
s;w(l; extraordinary circumstances in-
ude:

() Actions for which available data

(b)' Actions that adversely affect a
pecies or the critical habitat of a spe-
es fietermined under the Endangered
pecies Act or the Convention on
ter_national Trade in Endangered
ipecies of Wild Flora and Fauna to be
ndangered or threatened or wild flora
fauqa that are entitled to special
frotection under some other Federal

; -22 Actlons requiring the -
] g h prepara:

tion of an environmental i
nt lmpact

() There are no categories of agency
ons that routinely significantly af-
the quality of the human environ-

§25.30

mept and that therefore ordinarily re-
quire the preparation of an EIS.

_(b) EIS’s are prepared for agency ac-
mong wl}en evaluation of data or infor-
mation in an EA or otherwise available
to the agency leads to a finding by the
responsmlg agency official that a pro-
posed athon may significantly affect
the guality of the human environment.

Subpart C—Categorical
‘Exclusions

§25.30 General.

The classes of actions listed i i
secmon'and §§25.31 through 25.‘21 t;lrl:
ca.t;ggor;ca.llyk excluded and, therefore
ordinarily do not require the prepara.:
_m?n oé an EA or an EIS:

a) Routine administrative an =
agement activities. including {iingxl)ae‘;:l—
tions. and issuance of field compliance
‘programs, program circulars, or field
investigative assignments.
mgr)\)t Reipmmendation for an enforce-
. action t initi i
Thent act, 0 be initiated in a Fed-
reg;)ﬂ?gency request;s for initiation of

{d) Destruction or disposition o

;FI')A-regula,t:ed article cgndemned fa?tg{
.;sex_zure or the distribution or use of
«y,’whlch 'has been enjoined or following
‘;,detentlon or recall at agency request if
‘the method of destruction or disposi-
ition 01'~ the article, including packaging
:material, is in compliance with all
/Federal, State, and local requirements
- (@) Extramural = contracts, other
fagreem{ints, or grants for statistical
;and epidemiological studies, surveys

sand inventories, literature sea

~and report and manual preparatigghe:r:
sany other ‘studies that will not reéult
:in the production or distribution of any
{subst,_a,nce and, therefore, will not re-
-sult in the introduction of any sub-
2 stance into the environment,

(f)y Extramural contracts, other

~agreements, and grants for research for
fsuch purposes as to develop analytical
methods or other test methodologies.

(g) Activities of voluntary Federal-

state cooperative programs, including
s1ssuance of model regulations proposed
~for State adoption.

(h) Issuance, amendment. or revoca-

rt‘xon o{ procedural or administrative
: regulations and guidance documents.
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§25.31

including procedures for submission of
applications for product development.,
testing and investigational use. and ap-
proval.

(i) Corrections and technical changes
in regulations.

(j) Issuance of CGMP regulations.
HACCP regulations, establishment
standards. emergency permit control
regulations, GLP regulations. and
issuance or denial of permits. exemp-
tions. variances, or stays under these
regulations.

(k) Establishment or repeal by regu-
lation of labeling requirements for
marketed articles if there will be no in-
crease in the existing levels of use or
‘change in the intended uses of the
product or its substitutes.

(1) Routine maintenance and minor
construction activities such as:

(1) Repair to or replacement of equip-
ment or structural components (e.g..
door. roof. or window) of facilities con-
‘trolled by FDA,;

(2 Lease extensions.
'succeeding leases:

(3) Construction or lease construc-
tion of 10,000 square feet or less of oc-
.cupiable space,

(4) Relocation of employees into ex-
‘isting owned or currently leased space:
. (5) Acquisition of 20.000 square feet or
‘less -of occupiable space in a structure
that was substantially completed be-
fore the issuance of solicitation for of-
fers; and
© (8) Acquisition of between 20.000
‘square feet and 40,000 square feet of oc-
cupiable space if it constitutes less
than 40 percent of the occupiable space
in a structure that was substantially
.completed before the solicitation for
‘offers. i
. (m) Disposal of low-level radioactive
‘waste materials (as defined in the Nu-
‘clear Regulatory Commission regula-
‘tions at 10 CFR 61.2) and chemical
‘waste materials generated in the lab-
‘oratories serviced by the contracts ad-
‘ministered by FDA. if the waste is dis-
‘posed of in compliance with all.applica-
‘ble Federal. State, and local require-
‘ments.

renewals, or

[[62 FR 40692, July 29. 1997. as amended at 65
(FR 56479. Sept. 19. 2000]
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§25.31 Human drugs and biologics.

The classes of actions listed in this
section are categorically excluded and.
therefore, ordinarily do not require the
preparation of an EA or an EIS:

(a) Action on an NDA. abbreviated
application. application for marketing
approval of a biologic product. or a
supplement to.such applications. or ac-
tion on an OTC monograph. if the ac-
tion ‘does not increase the use of the
active moiety.

(by Action on an NDA. abbreviated
application. or a supplement to such
applications. or action on  an oTC
monograph. if the action increases the
use of the active moiety. but the esti-
mated concentration. of the substance
at the point of entry into the agquatic
environment will be below 1 part per
billion. :

(¢) Action on an NDA. abbreviated
application. application for marketing
approval of a biologic product. or a
supplement to such applications. or ac-
tion on an OTC monograph, for sub-
stances that occur naturally in the en-
vironment when the action does not
alter significantly the concentration or
distribution of the substance. its me-
tabolites. or degradation products in
‘the environment.

(d) Withdrawal of approval of an NDA
or an abbreviated application.

(e} Action on an IND.

(f) Testing and release by the Center
for Biologics Evaluation and Research
of lots or batches of a licensed biologic
product.

(g) Establishment of bioequivalence
requirements for a human drug or a
comparability determination for a bio-
logic product subject to licensing.

(h) Issuance, revocation, or amend-
ment of a standard for a biologic prod-
uct.

(i) Revocation of a license for a bio-
logic product.

(j) Action on an application for mar-
keting approval for marketing of a bio-
logic product for transfusable human
blood or blood components and plasma.

(62 FR 40592. July 29. 1997. as amended at 63
FR 26697. Mav 13. 1998: 64 FR 399, Jan. 5. 1999}

§25.32 Foods, food additives, and color
additives.

The classes of actions listed in this

section are categorically excluded and.

24R
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therefore, ordinarily do not require the
preparation of an EA or an EIS:

(a) Issuance, amendment, or repeal of
a food standard.

(b) Action on a request for exemption
for investigational use of a food addi-
tive if the food additive to be shipped
under the request is intended to be
used for clinical studies or research.

(c) Approval of a color additive peti-
tion to change a provisionally listed
color additive to permanent listing for
use in food, drugs, devices, or cos-
metics.

(d) Testing' and certification of
batches of'a color additive.

(e) Issuance of an interim food addi-
tive regulation. .

(f) Affirmation of a food substance as
GRAS for humans or animals on FDA's
initiative or in response to a petition,
under parts 182, 184, 186, or 582 of this
chapter, and establishment or amend-
ment of a regulation for a prior-sanc-
tioned food ingredient, as defined in
§§170.3(1) and 181.5(a) of this chapter, if
the substance or food ingredient is al-
ready marketed in the United States
for the proposed use.

(g) Issnance and enforcement of regu-
lations relating to the control of com-
municable diseases or to interstate
conveyance sanitation under parts 1240
and 1250 of this chapter.

(h) Approval of a request for diver—
sion of adulterated or misbranded food
for humans or animals to use as a.mmal
feeds.

(i) Approval of a food additive petl-
tion or GRAS affirmation petition, the’
granting of a request for exemption:
from regulation as a food additive
under §170.39 of this chapter, or allow-
ing a notification submitted under 21
U.8.C. 348(h) to become effective, when '
the substance is present in finished:
food-packaging material at not greater.
than 5 percent-by-weight and is ex-
pected to remain with finished food-.
packaging material through use by
consumers or when the substance is a
component of a coating of a finished
foqd-packaging madterial.

_(1) Approval of a food additive peti--
tion or GRAS affirmation petition, the
granting of a request for exemption
from regulation as a food additive
}mder §170.39 of this chapter, or allow-
ing a notification submitted under 21

§25

U.8.C. 348(h) to become effective, wh
the substance is to be used as a'com]
nent of a food-contact surface of p
manent or semipermanent equipmeé -
or of another food-contact article :
tended for repeated use.

(k) Approval of a food additive pe
tion, color-additive petition, or GR:
affirmation petition, or allowing a b
tification submitted under 21 U.S.
348(h) to become effective, for su
stances added directly to food that a -
intended to remain in food through i
gestion by consumers and that are n. -
intended to replace macronutrients . .
food. :
(1) Approval of a petition for colora

ditives used in contact lenses; suture™

filaments used as supporting haptics :
intraocular lenses, bone cement, and i -

other FDA-regulated products havir .

similarly low levels of use.

(m) Action to prohibit or otherwis
restrict or reduce the wuse of a sul
stance in food, food packaging. or cos.

metics. S

() Issuance, amendment, or revocs .

tion of a regulation pertaining to ir:
fant formulas. Eo
(0) Approval of a food additive peti i
tion for the intended expression prod. :
uct(s) present in food derived from ne\i* :
plant varieties. [
(p). Issuance, a.mendment, Or Tevoca:
- tion of a regulation in response to ii..
reference amount petition as describec -
in §101.12(h) of this chapter, a nutrien::
content claim petition as described ir:’
§101.69 of this chapter, a health clain:
petition as described in §101.70 of thic
chapter, or a petition pertaining to the.

label declaration of ingredients as de- :

-scribed in §101.103 of this chapter. :
(q) Approval of a food additive peti-

tion, the granting of a request for ex-.. -

;emption from regulation as a food ad- -

ditive under §170.39 of this chapter, or

‘allowing a notification submitted”
under 21 U.S.C. 348(h) to become effec-
"tlve‘ for a substance registered by the..::
Environmental Protection Agency:
under FIFRA for the same use re-

quested in the petition, request for ex-"".

-emption, or notification. B
(1) Approval of a food additive peti-
tion, color additive, GRAS affirmation
pepition, or allowing a notification sub-
mitted under 21 U.8.C. 348(h) to become
effective for a substance that occurs



s AU

§314.53

(3) No relevant patents. If the appli-
cant believes that there are no patents
which claim the drug or the drug prod-
uct or which claim a method of using
‘the drug product and with respect to
which a claim of patent infringement
could reasonably be asserted if a person
‘not licensed by the owner of the patent
-engaged in the manufacture, use, or
sale of the drug product, it shall so de-
~clare.

(4) Authorized signature. The declara-
“tions required by this section shall be
signed by the applicant or -patent
owner, or the applicant’'s or patent
owner’s attorney, agent (representa-

. tive), or other aunthorized official.
(d) When and where to submit patent
- information—(1) Original application. An
.applicant shall submit with its original
“application submitted under this part,
including an application described in
section 505(b)(2) of the act, the infor-

-mation described in paragraph (¢} of
“two copies of each submission of patent

“information, ‘an archival copy and a
.copy for the chemistry, manufacturing,
“and controls section of the review

this -section on each drug (ingredient),
“.drug product (formulation and com-
. ‘position), and. method of use patent

;issued before the application is filed .
with FDA and for which patent infor-

*mation is required to be submitted -
“.search, Food and Drug Administration,

-/, under this section. If a patent is issued

but before the application is approved,

mit the required patent information in

§314.60.

#submit patent information required
“under paragraph (c) of this section for
“a patent that claims the drug, drug

- product, or method of use for which ap- -
< proval is sought in any of the following -

.:-supplements:
(A) To change the formulation;
(B) To add a new indication or other

‘" condition of use, including a change in.

+ route of administration;
(C) To change the strength;

(D) To make any other patented’

. change regarding the drug, drug prod-
uct, or any method of use.
: (ii) If the applicant submits a supple-
" ment for one of the changes listed
' under paragraph (d)X2)(i) of this section
- and existing patents for which informa-
" tion has already been submitted to
" FDA claim the changed product, the

“‘after the application is filed with FDA
- Dr., Rockville, MD 20857. The applicant

he applicant shall, within 30 days of 5
he date of issuance of the patent, sub- -

an amendment to the application under .

(2) Supplements. (i) An applicant shall -

“ument Room.
(6) Identification. Each submission of:

21 CFR Ch. | (4-1-02 Edition)

applicant shall submit a certification
with the supplement identifying the
patents that claim the changed prod-
uct.

(ii1) If the applicant submits a sup-
plement for one of the changes listed
under paragraph (d)(2)(i) of this section
and no patents, including previously

‘submitted patents, claim the changed

product, it shall so certify.

(iv) The applicant shall comply with
the requirements for amendment of
formulation or composition and meth-

“od of use patent information under
* paragraphs (c)2)(il) and (d)X8) of this
section.

3) Patent information deadline. If a

patent. is issued for a drug, drug prod-
_uct, or method of uge after an applica-

tion is approved, the applicant shall

“submit to FDA the required patent in-
“formation within 30 days of the date of
~jgsuance of the patent.

(4) Copies. The applicant shall submit

copy, to the Central Document Room,
Center for Drug Evaluation and Re-

Park Bldg., rm. 2-14, 12420 Parklawn

shall submit the patent information by
letter separate from, but at the same
time as, submission of the supplement.

mitted to FDA as of the date the info
mation is received by the Central Doc

' patent information, except informatio
submitted with an original applicatio
and its mailing cover shall bear promi
nent identification as to its conten
i.e., “Patent Information,” or, if su
mitted after approval of an applica

tion, “Time Sensitive Patent Informa-

tion.” .
(e) Public disclosure of patent informa

tion. FDA will publish in the list the

patent number and expiration date
each patent that is required to be, a
is, submitted to FDA by an applican

and for each use patent, the approved

indications or other conditions of u

covered by a patent. FDA will publish
‘such patent information upon approval

1N

(5) Submission date. Patent informa-:
““tion- shall be considered to be su

Food and Drug Administration, HHS

of the application, or, if the patent in-
formation is submitted by the appli-
cant after approval of an application as
provided under paragraph (d)2) of this
section, as soon as possible after the
submission to the agency of the patent

‘information. Patent information sub-
mitted by the last ‘working day of a

month will be opublished in that
month’s supplement to the list. Patent
information received by the agency be-
tween monthly publication of supple-
ments to the list will be placed on pub-
lic display in FDA’s Freedom of Infor-
mation Staff. A request for copies of

“the file shall be sent in writing to the

Freedom of Information Staff (HFI-35),
Food: and Drug Administration, rm.
12A-16, 5600 Fishers Lane, Rockville,
MD 20857.

(f) Correction of patent information er-
rors. If any person disputes the accu-
racy or relevance of patent information
submitted to the agency under this sec-
tion and published by FDA in the list,
or believes that an applicant has failed
to submit required patent information,

¢y in writing stating the grounds for
disagreement. Such notification should
be directed to the Drug Information
Services Branch (HFD-84), Center for
Drug Evaluation and Research, Food
and Drug Administration, 5600 Fishers

drug application holder that:the cor-
rectness of the patent information or
omission of patent information be con-

mation in response to FDA'’s request,
the agency will not change the patent
information in the list. If the new drug
application holder does not change the

patent information submitted to FDA, °

a 505(b)(2) application or an abbre
viated new drug application under sec-
tion 505(j) of the act submitted for a
drug that is claimed by a patent for

which information has been submitted
- not for the indications approved for the

must, despite any disagreement as to
the correctness of the patent informa.
tion, contain an appropriate certifi
cation for each listed patent.

[63 FR 50363, Oct. 3, 1994]
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$314.54 Procedure for submission of
an application requiring investiga-
tions for approval of a new indica-
tion for, or other change from, a

(a) The act does not permit approval
of an abbreviated new drug application
for a new indication, nor does it permit
approval of other changes in a listed
drug if investigations, other than bio-
availability or bioeguivalence studies,
are essential to the approval of the
change. Any person seeking approval of
a drug product that represents a modi-
fication of a listed drug (e.g., a new in-
dication or new dosage form) and for
which investigations, other than bio-
-availability or bioequivalence studies,
‘are-essential to -the approval .of the
;cha.nges may, except as provided in
‘paragraph (b) of this section, submit a

',:505(b)(2) application. This application
-need contain only that information

-needed to support the modification(s)
.of the listed drug.

(1) The applicant shall submit a com-

;:plete archival copy of the application
‘that contains the following:

that person must first notify the agen-
:§314.50(a), (b), (¢), (d)A), (d)3), (e), and
1(®), except that §314.50(d)(D)(1i)(c) shall
~contain the proposed or actual master
’;;production record, including a descrip-
“tion of the equipment, to be used for
- the manufacture of a commercial 10t of

Lane, Rockville, MD 20857. The agency :E'(t;he drug product.

will then request of the applicable new -

(1) The information required under

(ii) The information required under

£§314.50 (A)(2), (AX¥) (if an anti-infective

drug), (d)}(5), (d)(6), and (f) as needed to

~support the safety and effectiveness of

firmed. Unless the application holder ‘the drug product.

withdraws or amends its patent infor-

(1i1) Identification of the listed drug

Zfor which. FDA has made a finding of

safety and effectiveness and on which
finding the applicant relies in seeking

Zapproval of its proposed drug product

by established name, if any, propri-
etary name, dosage form, strength,
route of administration, name of listed
drug’s - application holder, and listed
drug’s approved application number.
(iv) If the applicant is seeking ap-
proval only for a new indication and

listed drug on which the applicant re-
lies, a certification so stating.
(v) Any patent information required

- under section 505(b)(1) of the act with
& respect to any patent which claims the

1M1
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drug for which approval is sought or a

method of -using such drug and to

which a claim of patent infringement
“could reasonably be asserted if a person
‘not licensed by the owner of the patent
‘engaged in the manufacture, use, or
:sale of the drug product.

. (vi) Any patent certification or state-
ment required under section 505(b}2) of
sthe act with respect to any relevant
-patents that claim the listed drug or
+that claim any other drugs on which
=investigations relied on by the appli-
.cant for approval of the application
were conducted, or that claim a use for
the listed or other drug.

(vii) . If the applicant believes. the
change for which it is seeking approval
is entitled to a period of exclusivity,
the information required under
§314.50(j).

(2) The applicant shall submit a re-
view copy that contains the technical
sections described in §314.50(d)(1), ex-
cept that §314.50(d)(1)(ii)}(c) shall con-
. tain the proposed or actual master pro-
duction record, including a description
of the equipment, to be used for the
manufacture of a commercial lot of the
drug product, and paragraph (d)(3), and
the technical sections described in
paragraphs (d)(2), (d)(4), (d)5), (4X6),
and (f) when needed to support the

to be separately bound with a copy of
~(a), (b), and (¢) and a copy of the pro-
.. posed labeling.

. (8) The
- drug), (@)(5), (d)(6), and (f) for the listed
+ +drug on which the applicant relies shall

~ section.

the technical

{. archival and review copies of the appli-
¢ ¢ cation.

(b) An application may not be sub--

mitted under this section for a drug

119

'§314.55 Pediatric use information,

ivided in paragraphs (b), (c), and (d) of
‘“this section, each application for a new
‘active ingredient, new indication, néw
:dosage form, new dosing regimen, or
‘new route of administration shall con-
‘tain data that are adequate to assess

»product for the claimed indications in
w+all relevant pediatric subpopulations,

~for which the drug is safe and effective.
Where the course of the disease and the
“effects of the drug are sufficiently
~similar in adults and pediatric pa

modification. Bach of the technical -

sections in the review copy is required from adequate

% studies in adults usually supplemented
- with other information obtained in pe-
~rdiatric patients,

) . . —kinetic studies. Studies may not be
information - required by &

§314.50 (d)(2), (d)(4) (if an anti-infective

the information required under §314.50 -

“needed in each pediatric age group, if
“:data from one age group can be extrap-
2.0lated to another. Assessments of safe-

i 'ty and effectiveness required under this
be satisfied by reference to the listed v a1

drug under paragraph (a)1)(iif) of this - yesents a meaningful therapeutic ben-

] ;-efit over existing treatments for pedi-

(4) The applicant shall submit a field 5
copy of the application that contains' ‘using appropriate formulations for
section described in each age group(s) for which the assess-
§314.50(d)1), a copy of the information:
required under §314.50(a) and (c), and .
certification that the field copy is a': on its own initiative or at the request
true copy of the technical section de-:

scribed in §314.50(d)(1) contained in the::
-effectiveness described in paragraph (a)

21 CFR Ch. | (4~1-02 Edition)

product whose only difference from the -
reference listed drug is that:
(1) The extent to which its active in- |
gredient(s) is absorbed or otherwise
made available to the site of action is 3
less than that of the reference listed
drug; or i
(2) The rate at which its active ingre-
dient(s) is absorbed or otherwise made "
available to the site of action is unin-
tentionally less than that of the ref-\
-erence listed drug. a
(57 FR 17982, Apr. 28, 1992; 57 FR 61612, Dec.

28, 1992, ag amended at 58 FR 47351, Sept. 8,
11993; 59 FR 50364, Oct. 3, 1994]

(a) Required assessment. Except as pro-

the safety and effectiveness of the drug

tients, FDA ‘may conclude that pedi-
atric effectiveness can be extrapolated
and well-controlled

such  as pharmaco-

section for a drug. product that rep-
atric patients must be carried out
ment is required.

(b) Deferred submission. (1) FDA may,

of an applicant, defer submission of
some or all assessments of safety and

of this section until after approval of
the drug product for use in aduits. De-
ferral may be granted if, among other

food and Drug Administration, HHS

reasons, the drug is ready for approval
in adults before studies in pediatric pa-
tients are complete, or pediatric stud-
{es should be delayed until additional
safety or effectiveness data have been
collected. If an applicant requests de-
ferred submission, the request must
provide a certification from the appli-

‘cant of the grounds for delaying pedi-

atric studies, a description of the

“planned or ongoing studies, and'evi-
dence that the studies are being or will
‘be conducted with due diligence and at
‘the earliest possible time.

(2) If FDA determines that there is

‘an adequate justification for tempo-
‘rarily delaying the submission of as-
sessments of pediatric safety and effec-
““tiveness, the drng product may be ap- '
proved for use in adults subject to the
'requirement that the applicant submit
“".the required assessments within a spec-
“rified time.

(©) Waivers—(1) General.

(2) Full waiver. An applicant may re-

© quest a walver of the requirements of .
.. paragraph (a) of this section if the ap-
- plicant certifies that:
© (i) The drug product does not rep-:
" resent a meaningful therapeutic ben~ :
. efit over existing treatments for pedi-
i -atric patients and is not likely to be.
¢ .used in a substantial number of pedi-
. ‘atric patients;
(1i) Necessary studies are impossible -
or highly impractical because, e.g., the'
number of such patients is so small or:

geographically dispersed; or

(ili) There is evidence strongly sug-‘

gesting that the drug product would be

- “ineffective or unsafe in all pediatric’

age groups.

(8) Partial waiver. An applicant may:
request a waiver of the requirements of
paragraph (a) of this section with re-
spect to a specified pediatric age group,.
-if the applicant certifies that: :
(i) The drug product does not rep-

resent a meaningful therapeutic ben-
efit over existing treatments for pedi-
atric patients in that age group, and is
not likely to be used in a substantial

number of patients in that age group;

“atric’ formulation,
~cover only those pediatric age groups
‘requiring that formulation. If a waiver
©is granted because there is evidence
“that the product would be ineffective
. or unsafe:in pediatric populations, this
~information will be included in the
- product’s labeling.

; FDA may
“grant a full or partial waiver of the re-
~quirements of paragraph (a) of this sec--
“'tion on its own initiative or at the re-
““quest of an applicant. A request. for a
- waiver must provide an adeguate jus-
“ootification.

§314.55

(i1) Necessary studies are impossible
or highly impractical because, e.g., the
number of patients in that age group is
so small or geographically dispersed;

(ii1) There is evidence strongly sug-.
.gesting that the drug product would be

ineffective or unsafe in that age group;
or :

(iv) The applicant can demonstrate
that reasonable attempts to produce a
pediatric formulation necessary for
that age group have failed.

(4) FDA action on waiver. FDA shall

- grant a full or partial walver, as appro-

priate, if the agency finds that there is
a reasonable basis on which to con-
clude that one or more of the grounds
for waiver specified in paragraphs (c)(2)
or (¢)(3) of this section have been met.

'If a waiver is granted on the ground

that it is not possible to develop a pedi-
the - waiver will

(5) Definition of ‘‘meaningful thera-

* peutic benefit”. For purposes of this sec-

tion and §201.23 of this chapter, a drug

- will be considered to offer a meaningful
+.therapeutic benefit over existing thera-

pies if FDA estimates that: -

{d) If approved, the drug would rep- .

resent & significant improvement in

the treatment, diagnosis, or prevention

of a disease, compared to marketed

: products adeguately labeled for -that

use in the relevant pediatric popu-
lation. Examples of how improvement
might be demonstrated include, for ex-
ample, evidence of increased effective-
ness in treatment, prevention, or diag-
nosis of disease, elimination or sub-
stantial reduction of a treatment-lim-
iting drug reaction, documented: en-
hancement of compliance, or evidence
of safety and effectiveness in a new
subpopulation; or

(ii) The drug is in a class of drugs or
for an indication for which there is a
need for additional therapeutic op-
tions. :

(d) Exemption for orphan drugs. This
section does not apply to any drug for
an indication or indications for which
orphan designation has heen granted

113
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Provided, 'That the preparations de-
scribed in this paragraph contain one
or more nonnarcotic active medicinal
ingredients in. sufficient :proportion to
confer upon the preparation valuable
medicinal gualities other than those
possessed by the narcotic drug alone.

(b) Drugs containing chlorobutanol,
‘intended for external use only.

(c) Epinephrine solution, 1 percent,
preserved with chlorobutanol and in-
tended for use solely as a spray.

(d) Combination drugs listed in part
329 as exempted from section 511 of the
act.

{39 FR 11736, Mar. 29, 1974, as amended at 55
FR 11581, Mar. 29, 1990] :

PART  330—OVER-THE-COUNTER
(OTC) HUMAN DRUGS WHICH
ARE GENERALLY RECOGNIZED
AS SAFE AND EFFECTIVE AND
NOT MISBRANDED

Subpart A—General Provisions

Sec.

330.1 General conditions for general rec- .
i _:set forth in part 207 of this chapter.

ognition as safe, effective and not mis-
branded.
330.2 Pregnancy-nursing warning.
330.3 Imprinting of solid oral dosage form
! drug products.
330.5 Drug categories.

Subpart B—Administrative Procedures

330.10 Procedures for classifying OTC drugs
“ as generally recognized as safe and effec-

‘tive and not misbranded, and for estab-:

lishing monographs.

33011 NDA deviations from applicable’s
monograph.
330.12 Status of ~ over-the-counter (OTC):.

drugs previously reviewed under the}

Drug Efficacy Study (DESI).

’ 330.13 Conditions for marketing ingredients‘“;’

recommended for over-the-counter (OTC) . t4in the labeling describing the ‘Indi-

330.14 Additional criteria and procedures for':: cations” that have been established in

use under the OTC drug review.

classifying OTC drugs as generally recog-

nized as safe and effective and not mis- =

branded.

360, 371.

SOURCE: 39 FR 11741, Mar. 29. 1974, unless’

otherwise noted.
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Subpart A—General Provisions

§330.1 General conditions for gemeral
recognition as safe, effective and
not misbranded.

An over-the-counter (OTC) drug list-
ed in this subchapter is generally rec-
ognized as safe and effective and is not
misbranded if it meets each of the con-
‘ditions contained in this part and each
of the conditions contained in any ap-
-plicable monograph. Any product
‘which fails to conform to each of the
‘conditions contained in this part and
in an applicable monograph is liable to
‘regulatory action.
(a) The product is manufactured in
. compliance with current good manu-
“facturing practices, as established by
. parts 210 and 211 of this chapter. :
~ (b) The establishment(s) in which the
“drug ‘product is manufactured is reg-
~istered, and the drug product is listed,

in compliance with part 207 of this
: chapter. It 1is requested but not re-
‘‘guired that the number assigned to the
.product pursuant to part 207 of this
““chapter appear on all drug labels and in
;:all drug labeling. If this number is

‘used, it shall be placed in the manner

(¢)(1) The product is labeled in com-

““pliance with chapter V of the Federal

‘Food, Drug, and Cosmetic Act (the act)
:and subchapter C et seq. of this chapter,
including the format and content re-
‘quirements in §201.66 of this chapter.

“An OTC drug product that is not in
“compliance with chapter V and sub-
‘chapter C, including §201.66 of this
“‘chapter, is subject to regulatory ac-
"tion. For purposes of §201.61(b) of this

chapter, the statement of identity of

"4 the product shall be the term or phrase

“used in the applicable OTC drug mono-
‘graph established in this part.

(2) The “Uses” section of the label
i and labeling of the product shall con-

an applicable OTC drug monograph or
alternative truthful and nonmisleading

“‘statements describing only those indi-

;.. cations for use that have been estab-
AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 365,.:

lished in an applicable monograph, sub-

. ject to the provisions of section 502 of

the act relating to misbranding and the
prohibition in section 301(d) of the act
against the introduction or delivery for

ann

Food and Drug Administration, HHS

introduction into interstate commerce
of unapproved new drugs in violation of
section 505(a) of the act. Any other la-
beling under this subchapter and sub-
‘chapter C et seq. of this chapter shall be
‘stated in the exact language where
‘exact language has been established

“and identified by gquotation marks in

‘an applicable OTC drug monograph or
~by regulation (e.g., §201.63 of this chap-

“ter), except as provided in paragraphs
(1) and (j) of this section.

(d) The advertising for the product
.prescribes, recommends, or suggests its

‘use only under the conditions stated in
“the labeling.

" (e) The product contains only suit- -
; able inactive ingredients which are
_safe in the amounts administered and
‘do not interfere with the effectiveness °
of . the preparation or with suitable
“tests or assays to determine if the
“iproduct meets its professed standards :
:‘of identity, strength, quality, and pu-
. irity. Color additives may be used only
in accordance with section 721 of the -
- act and subchapter A of this chapter. i
7. (f) The product container and con- .
< tainer components meet the require- -
“ments of §211.94 of this chapter. :
"~ (®) The labeling for all drugs contains :
‘-the. general warning: “Keep. out of
“i reach of children.” [highlighted in bold -
~typel. The labeling of drugs shall also .
“'state as follows: For drugs used by oral ..
..administration, “In case of overdose, "
- get medical help or ‘contact a Poison:
. ‘Control Center right away’’; for drugs.
—.used topically, rectally, or vaginally:
% and not intended for oral ingestion, ‘‘If’
t'swallowed, get medical help or contact .
" a Poison Control Center right away”;.
“and for drugs used topically and in-
- tended for oral use, ‘‘If more than used:
for (insert intended use, e.g., pain) ‘‘is.
.-accidentally swallowed, get medical
' help or contact a Poison Control Cen-:

ter right away.” The Food and Drug,

. Administration will grant an exemp-.

tion from these general warnings where
appropriate upon petition, which shall

: be maintained in a permanent file for

public review by the Dockets Manage-
ment Branch, Food and Drug Adminis-
tration, rm. 1-23, 12420 Parklawn Dr.,
Rockville, MD 20857.

(h) Where n6 maximum daily dosage
limit for an active ingredient is estab-
lished in this part, {4 i3 used in a prod-

§330.1

uct at a level that does not exceed the
amount reasonably required to achieve
its intended effect. :

(i) The following terms may be used
interchangeably in the labeling of OTC
drug products, provided such use does
not alter the meaning of the labeling

that has been established and identi-

fied 'in an applicable monograph or by
regulation. The following terms shall

.not be used to change in any way the
-title, ' headings,
_quired under §201.66(c)(1) through (cX9)
“of this chapter:

and subheadings re-

@) ‘“Abdominal” or “stomach’ (in
context only).

(2) “Administer” or ‘‘give”.

(3) ‘*Aggravate(s)” or ‘make(s)

sworse”,

(4) “Application of this product” or

“applying’.

(5) ‘“‘Are uncertain or ‘‘do not

“know"”, :

(6) “*Ask” or “‘consult” or “‘contact’.

(7) Asking” or “‘consulting’’.

(8) ‘“*Assistance” or ‘‘help” or “aid’

(9) “Associated with” or “due to” or
‘“‘caused by”’.

(10) *“‘Avoid contact with eyes” or

= ‘*do not get into eyes’.

(11) **Avoid inhaling” or ‘‘do not in-

> hale™. .

(12) “Before a doctor is consulted” or

“without first consulting your doctor”
‘or “consult your doctor before’.

(13) “*‘Beverages’’ or ‘“‘drinks”.

(14) “*Clean” or “‘cleanse’’.

(15) “*Consulting” or ‘‘advising™.

(16) “Continue(s)” or ‘‘persist(s)” or

-*‘is ‘persistent” or‘‘do(es) not go away"”’

or *“lagt(s)’’.

(17 “Daily” or “‘every day’’.

(18) *“Develop(s)”’ or *“begin(s)"” or
‘“‘oceur(s)”’.

(19) *Difficulty” or “trouble”.

(20) “Difficulty in urination’” or
“‘trouble urinating”’.

(21) “Discard” or “‘throw away”’.

(22) *Discontinue” or *stop’” or
“gquit”.

(23) “‘Doctor”’ or “‘physician”.

(24) “Drowsiness” or ‘the drowsiness
effect”.

(25) “Drowsiness may occur’” or ‘‘you
may get drowsy’’.

(26) ‘‘Enlargement of the” or ‘‘an en-
larged’’.

(27) “‘Especially in children” or espe-
cially children".

onry
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(28) “Exceed’ or ‘‘use more than’ or
‘go beyond’’.

(29) “Exceed recommended dosage”
or ‘‘use more than directed”.

(30) “Excessive” or “‘too much’.

(31) “Excitability may occur” or
““you may get excited”.

(32) “Experience’’ or ‘‘feel”.

(33) “For relief of”’ or ‘‘relieves’’.

(34) “For temporary reduction of” or
‘‘temporarily reduces”.

(35) “For:-the temporary relief of”’ or

. *‘temporarily relieves’’.
(36) “For the ftreatment of’ or
. t‘treats”.
- (3T) “Frequently” or “‘often”.
- (38) ‘“Give to”’ or ““use in"’.
~(39) “Immediately’ or “right away”’
< oor“‘directly”.

(40) “Immediately”’ or “‘as soon as”’.

. (41) “Immediately following’’ or
& “right-after’.

(42) “Improve(s)”’ or ‘‘get(s) better”
or “make(s) better”.

. (43) “‘Increased’’ or *‘more”’.

(44) ‘“Increase your risk of” or
‘‘cause”.

(45) “‘Indication(s)’’ or “Use(s)”.

(46) *“‘Inhalation” or “puff’’.

(4T) ““In persons who’’ or “if you” or
“if the child”.

(48) “Instill” or “‘put’”.

(49) “Is (are) accompanied by" or
‘“‘vou also have” (in context only) or
“‘(optional: that) occur(s) with”.

(50) “‘Longer” or ‘“‘more’’.

(61) “Lung”’ or “pulmonary”

(62)- ‘*Medication(s)” or ‘‘medi-

- cine(s)” or “drug(s)”’.

(63) *“Nervousness, dizziness, or

‘sleeplessness occurs” or ‘‘you get nerv-

_ous, dizzy, or sleepless’’.

(64) “Not to exceed” or ‘“do not ex-
ceed” or ‘‘not more than”.
- (65) “Obtain(s)” or ‘“‘get(s)”.

(56) *‘Passages” or ‘‘passageways’’ or
‘tubes’’.

(57) “Perforation of”’ or ‘‘hole in”.

(68) “‘Persistent’” or ‘“‘that does not
.80 away’’ or ‘‘that continues’ or ‘‘that
‘lasts’.

(69) “Per day”’ or ‘‘daily’’.

(60) “Presently’’ or “now’.

(61) ‘*Produce(s)’’ or ‘‘cause(s)”.

(62) “Prompt(ly)”’ or “quick(ly)” or
““right away'’.

(63) ‘“‘Reduce’ or ‘“‘minimize’.

(64) ‘‘Referred to as’ or ‘“‘of”.

(66) “‘Sensation” or ‘‘feeling’.
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(66) “Solution” or “liquid”

(67) “*Specifically” or “definitely’.

(68) “Ta.ke” or uusen or “give”

(69). “Tend(s) to recur” or ‘‘reoc-
cur(s)”’ or ‘“return(s)’ or ‘‘come(s)
back™.

(70). “To avoid contamination” or
“avoid contamination’ or ‘‘do not con-
taminate’’.

(71) “To help” or *‘helps’’.

(72) “Unless directed by a doctor” or
“except under the advice of a doctor”
or ‘‘unless told to do so by a doctor’’.

(73) “Use caution’ or “be careful”.

(74) “Usually” or ‘‘generally” (in
context only).

75) “You” (“Your’) or ‘““the child”
#(*the child’s’’). ‘

(76) ““You also have” or ‘occurs
with”.

(77 ‘“When practical” or ‘“‘if pos-
sible’.

(78) ““Whether” or “if”.

(79) “Worsen(s)’ or “*get(s) worse’’ or
“make(s) worse’’.

(3> The following connecting terms

~may be deleted from the labeling of
- OTC drug products, provided such dele-

tion does not alter the meaning of the

‘labeling that has been established and

identified in an applicable monograph

cor by regulation. The following terms

shall not be used to change in any way

‘ the specific title, headings; and sub-

headings required under §201.66(c)(1)

through (c)(9) of this chapter:

(1) “And". .

(2) “*As may occur with”.

(3) ““Associated” or ‘‘to be associ-
ated”.

(4) “Consult a doctor’’.

(6) “Discontinue use’’.

(6) “*Drug Interaction Precaution’’.

(M *“Due to”.

(8) “Except under the advice and su-

‘pervision of a physician’.

(9) *If this occurs’.

(10) ““In case of".

(11) “Notice’’.

12) “0or”.

(13) *Occurring with’'.

(14) **Or as directed by a doctor”.

(15) “Such as’’.

(16) **Such as occurs with".

(17) “Tends to”.

(18) *“This product’’.

(19) *“Unless directed by a doctor”.

(20) “While taking this product” or
“before taking this product’”.
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(21) “Within".

{39 FR 11741, Mar. 29, 1974, as amended at 40
FR 11718, Mar. 13, 1975; 40 FR 13486, Mar. 27,
1975; 42 FR 15674, ‘Mar. 22, 1977; 46 FR 8459,
Jan. 27, 1981; 50 FR 8996, Mar. 6, 1985; 51 FR
16266, May 1, 1986; 55 FR 11581, Mar. 29, 1990;

59 FR 4000, Jan. 28,1994; 59 FR 14365, Mar. 28,
'1994; 64 FR 13294, Mar. 17, 1999]

§330.2 Pregnancy-nursing warning.

A pregnancy-nursing warning for

“OTC drugs is set forth under §201.63 of
:this chapter.

- [47 FR 54758, Dec, 3, 1982}
/§330.3 Imprinting of solid oral dosage

form drug products.

A requirement to imprint an identi-

: fication code on solid oral dosage form
¢ drug products is set forth under part
' 206 of this chapter.

* [58 F'R 47959, Sept. 13, 1993}
'§330.5 - Drug categories.

Monographs promulgated pursuant to

; the provisions of this part shall be es-
" ‘tablished in this part 330 and following

- parts and shall cover the following des-
" ignated categories:

(a) Antacids.
(b) Laxatives.
(¢) Antidiarrheal products.
(d) Emetics.
(e) Antiemetics.
(f). Antiperspirants.
‘(g) Sunburn prevention and treat-

"/ mient products.

(h) Vitamin-mineral products.
(i) Antimicrobial products.

(j) Dandruff products.

(k) Oral hygiene aids.

(1) Hemorrhoidal products.
(m) Hemadtinics.

products.
(0) Analgesics.
(p) Sedatives and sleep aids.
(q) Stimulants.
(r) Antitussives.
(s) Allergy treatment products.
(t) Cold remedies.
(u) Antirheumatic products.
(v) Ophthalmic products.
(w) Contraceptive products.

ucts.

such as analgesics, antiseptics, etc.

© §330.10

(z) Miscellaneous (all other OTC

drugs not falling within cne of the

above therapeutic categories).

Subpart B—Administrative
Procedures

$330.10 Procedures for classifyim eﬁ
OTC drugs as generally recognize
as safe and effective and not mis-
branded, and for establishing mono-

graphs.

For purposes of classifying over-the-
counter (OTC) drugs as drugs generally
recognized among qualified experts as
safe and effective for use and as not
misbranded drugs, the following regu-
lations shall apply:

{a)-Procedure for establishing OTC drug
monagraphs—(1) Advisory review panels.

- The Commissioner shall appoint advi-
.sory review panels of qualified experts

to evalnate the safety-and effectiveness
of OTC drugs, to review OTC drug la-
beling, and to advise him on the pro-
mulgation of monographs establishing

-conditions under which OTC drugs are

generally recognized as safe and effec-
tive and not misbranded. A single advi-
sory review panel shall be established
for each designated category of OTC

‘drugs and every OTC drug category
“will be considered by a panel. The
‘members of a panel shall be gualified
‘experts (appointed by the ‘Commis-
'sioner) and may include persons from
“1ists submitted by organizations rep-
‘resenting professional, consumer, and
‘industry -interests. The Commissioner
“shall designate the chairman of each
‘panel. Summary minutes of all meet-
:ings shall be made. ‘

' (2) Request for data and views. The
“Commissioner will publish a notice in
‘(n) Bronchodilator and antiasthmatic

the FEDERAL REGISTER requesting in-

_terested persons to submit, for review
Zand evaluation by an advisory review
 panel, published and unpublished data
¢and information pertinent to a des-
~ignated category of OTC drugs. Data
.~ and information submitted pursuant to
.a published notice, and falling within
_the confidentiality provisions of 18
+17.8.C. 1905, 5 U.8.C. 552(b), or 21 U.S.C.
. 331(j), shall be handled by the advisory
(x) Miscellaneous dermatologic prod- @

review panel and the Food and Drug .

.-Administration as confidential until
(y) Dentifrices and dental products

publication of a proposed monograph

~-and the full report(s) of the panel or

ano
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til the. Commissioner places the
nel’s recommendations on public dis-
1y at the office of the Dockets Man-
ement Branch. Thirty days there-
ter such data and information shall

made publicly available and may be
swed at the office of the Dockets
anagement Branch of the Food and
‘ug Administration, except to the ex-
nt that the person submitting it
monstrates that it still falls within
e confidentiality provisions of one or
ore of those statutes. To be consid-
ed, eight copies of the data and/or
ews on any marketed drug within the
ass must be submitted, preferably
sand,-indexed, and.on:standard sized
wper (approximately 8% x 11 inches).
hen requested, abbreviated submis-
ons should be sent. All submissions
-ust be in the following format:

OTC DRUG REVIEW INFORMATION

kI. Label{s) and all labeling {preferably .

ounted and filed with the 'other data—fac-
mile labeling is acceptable.in lieu of actual
)ntainer labeling).
JI1. A statement setting forth the quan-
ties of active ingredients of the drug.
II1. Animal safety data.
. Al Individual active components.
1. Controlled studies.
- 2. Partially’ controlled or uncontrolled
udies.
©'B. Combinations of the individual active
- ymponents.
- 1.-Controlled studies.
2. Partially: controlled or uncontrolled
Cosudies. :
77 C. Finished drug product.
1. Controlled studies.

2. Partially controlled -or uncontrolled::

sudies.

IV. Human safety data.

A. Individual active components.
1. Controlled studies.

2. Partially controlled or uncontrolled

tudies.

3. Docamented case reports. Identify ex-

ected or frequently reported side effects.
4. Pertinent marketing experiences that

““nay influence a determination as to the:

afety of each individual active component.

5. Pertinent medical and scientific lit-

rature.

. B. Combinations of the individual active

_;omponents.

1. Controlied studies.

2. Partially controlled or uncontrolled
iwudies.

3. Documented case reports. Identify ex-
sected or frequently reported side effects.

4. Pertinent marketing experiences that
nay influence a determination as to the
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safety of combinations of the individual ac-
tive components.

5. Pertinent medical and scientific lit-
erature.

C. Finished drug product.

1. Controlled studies.

2. -Partially controlled or uncontrolled
studies.

3. Documented case reports. Identify ex-
pected or frequently reported side effects.

4, Pertinent marketing experiences that
may influence a determination as to the
safety of the finished drug product.

5. Pertinent medical and scientific lit-
erature.

V. Efficacy data.

A. Individual active components.

1. Controlled studies,

2. Partially controlled or uncontrolled
studies. . ) :

3. Documented case reports. Identify: ex-
pected or frequently reported side effects.

4. Pertinent marketing experiences that
may influence a determination on the effi-
cacy-of each individual active component.

5. Pertinent medical and scientific lit-
erature.

B. Combinations of the individual active
components.

1. Controlled studies.

2. Partially controlled or uncontrolled

; studies.

3. Documented case reports. Identify ex-

: pected or frequently reported side effects.

4. Pertinent marketing experiences that

~ may influence & determination on the effi-
! cacy-of combinations of the individual active
© components.

5. Pertinent medical and scientific lit-
erature.

C. Finished drug product.

1..Controlled studies.

2. Partially controlled or uncontrolled
studies.

3. Documented case reports. Identify ex-
pected or frequently reported side effects.

4. Pertinent marketing experiences that
may influence a determination on the effi-
cacy of the finished drug product.

5. Pertinent medical and scientific lit-
erature.

VI. A summary of the data and views set-
ting forth the medical rationale and purpose
(or lack thereof) for the drug and its ingredi-
ents and the scientific basis (or lack thereof)
for the conclusion that the drug and its in-
gredients have been proven safe and effective
for the intended use. If there is an absence of
controlled studies in the material submitted,
an explanation as to why such studies are
not congidered necessary must be included.

VII. An officilal United States Pharma-

" copeia (USP)-National Formulary (NF) drug

monograph for the active ingredient(s) or bo-
tanical drug substance(s), or a proposed

Food and Drug Administration, HHS

standard for inclusion in an article to be rec-
ognized in an official USP-NF drug mono-
graph for the active ingredient(s) or botan-
ical drug substance(s). Include information
.showing that the official or proposed
‘compendial monograph for the active ingre-
‘dient or botanical drug substance 18 con-
‘sistent with the active ingredient or botan-
‘ical drug substance used in the studies estab-
1lishing safety and effectiveness and with the
cactive ingredient or botanical drug sub-
/stance marketed in the OTC product(s) to a
~material extent and for a material time. If
| differences exist, explain why.

. (3) Deliberations of an advisory review
- panel. An advisory review panel will
“‘meet as often and for as long as is ap-
~propriate to review the data submitted

* to it and o prepare a report containing |
=its ~conclusions :and recommendations .
i to-the Commissioner with respect to
t-the safety and effectiveness of the
- “drugs in a designated category of OTC -
i“drugs. A panel may comsult any indi-

‘ “yidual or group. Any interested person

‘oral views to the panel; such Tequest
‘may be granted or denied by the panel.

- “.gsented to the :panel. Any interested
person may present written data and
views which shall be considered by the
: ~-panel. This information shall be pre-

. sented to the panel in the format set
" forth in paragraph (a)(2) of .this section

“lreview by a panel.

‘“in reviewing the conclusions and rec-

ommendations of the panel and the .

% . . published proposed, tentative, and the:
< final monographs, shall apply the fol-.
~lowing standards to determine general
recoghition that a category of OTC:

.. drugs is safe and effective and not mis-
- branded: :
() Safety means a low incidence of
adverse reactions or significant side ef- -

- fects under adequate directions for use
and warnings against unsafe use as

well as low potential for harm which

may result from abuse under condi-
tions of widespread availability. Proof

y ﬁma.y request an opportunity to present -

: ' Such requests for oral presentations
- ;should be in written form including a
“summarization of the data to be pre- =~

~and within the time period established .
for the drug category in the notice for

§330.10

of safety shall consist of adequate tests
by methods reasonably applicable to
show the drug is safe under the pre-
scribed, recommended, or suggested
conditions of use. This proof shall in-
clude results of significant human ex-

perience during marketing. General
‘recognition of safety shall ordinarily

be based upon published studies which

“may be corroborated by unpublished
<gtudies and other data.

(ii) Effectiveness means a reasonable

- expectation that, in a significant pro-
' portion of the target population, the

pharmacological effect of the drug,

:'when used under adequate directions
.for use and warnings against unsafe

use, will provide clinically significant

‘relief of the type claimed. Proof of ef-
fectiveness shall consist of controlled
:clinical investigations as 'defined in
§314.126(b) of ‘this chapter, unless this
“requirement is waived on the basis of a
- showing that it is not reasonably appli-
icable to the drug or essential to the va-

idity of the investigation and that an
lternative method of investigation is

-adequate to substantiate effectiveness.
‘Investigations may be corroborated by

nartially controlled or wuncontrolled

-studies, documented clinical studies by

qualified experts, and reports of signifi-
ant human experience during - mar-
keting. Isolated case reports, random

~experience, and reports lacking the de-

tails which permit scientific evalua-
tion will not be considered. General
recognition of effectiveness shall ordi-

‘- 'narily be based upon published studies
(4) Standards for safety, effectiveness,:
“and labeling. The advisory review panel, ..
in reviewing the data submitted to it

.+ "and preparing its conclusions and rec-:
‘. ommendations, and the Commissioner,

which may be corroborated by unpub-
lished studies and other data.

(iii) The benefit-to-risk ratio of a
drug shall be considered in determining

-safety and effectiveness.

(iv) An OTC drug may combine two
or more safe and effective active ingre-

~dients and may be generally recognized

as safe and effective when each active
ingredient makes a contribution to the
claimed effect(s); when combining of
the active ingredients does not de-
crease the safety or effectiveness of
any of the individual active ingredi-
‘ents; and when the combination, when

“used under adequate directions for use
_and warnings against unsafe use, pro-

vides rational concurrent therapy for a
significant proportion of the target

- population.
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(v) Labeling shall be clear and truth-
ful in all respects and may not be false
or misleading in any particular. It
shall state the intended uses and re-
sults of the product; adequate direc-
tions  for proper use; and warnings
‘against unsafe use, side effects, and ad-
‘verse reactions in such terms as to
‘render them likely to be read and un-
“derstood by the ordinary individual, in-
.cluding individuals of low comprehen-
sion, under customary conditions' of
purchase and use.

- (vi) A drug shall be permitted for
“OTC sale and use by the laity unless,
‘because of its toxicity or other poten-
tial for harmful effect or because of the
“method or collateral measures nec-
“essary to its use, it may safely be sold
<-and used only under the supervision of
“a practitioner licensed by law to ad-
_minister such drugs.
. (5) Advisory review panel report to the
Commissioner. An advisory review panel
““may submit to the Commissioner a re-
.port containing its conclusions and
“recommendations with respect to the
.- conditions under which OT'C drugs fall-

.ing within the category covered by the

~‘panel are generally recognized as safe
“and effective and not misbranded. In-
~ cluded within this report shall be:

© ) A recommended monograph or

- monographs covering the category of @

. OTC drugs and establishing conditions

under which the drugs involved are .

“ generally recognized as safe and effec-

“tive and not misbranded (Category. I)...
+This monograph may include any con-.
i -ditions relating to active ingredients,’
- labeling indications, warnings and ade-:

‘quate 'directions for use,.prescription.
‘or OTC status, and any other condi-}
tions necessary and appropriate for the.
safety and effectiveness of drugs cov-.

ered by the monograph.

(ii) A statement of active ingredi-
ents, labeling claims or other state-
ments, or other conditions reviewed:
and excluded from the monograph on

the basis of the panel’s determination
that they would result in the drug’s
" not being generally recognized as safe
and effective or would result in mis-
branding (Category II). ;
(iii) A statement of active ingredi-
ents, labeling claims or other state-
ments, or other conditions reviewed
and excluded from the monograph on
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the basis of the panel’s determination
that the available data are insufficient
to classify such condition under either
paragraph (a)5) (1) or (ii) of this sec-
tion and for which further testing is
therefore required (Category III). The
report may recommend the type of fur-
ther testing required and the time pe-
riod within which it might reasonably
be concluded. ,

(6) Proposed monograph. After review-
ing the conclusions and recommenda-
tions of the advisory review panel, the
Commissioner shall publish in the FED-
ERAL REGISTER a proposed order con-
taining:

(i) A monograph or monographs es-

‘tablishing conditions under which a

category of OTC drugs ora specific or

specific OTC drugs are generally recog-
‘nized as safe and effective and not mis-
“branded (Category I).

(ii) A statement of the conditions ex-

“‘cluded from the monograph on the
“basis of the Commissioner’s. determina-
. tion that they would result in the
“drug’s not being generally recognized
".a8 safe and effective or would result.in

misbranding (Category II).
(iif) A statement of the conditions

-excluded from the monograph on the
 basis of the Commissioner’s determina-
. tion that the available data are insuffi-

cient to classify such conditions under
either paragraph (a)(6)(i) or (ii) of this
section (Category III).

(iv) The full report(s) of the panel to

‘the Commissioner. The proposed order
.shall specify a reasonable period of
time within which conditions falling

within paragraph (a)(6)(iil) of this sec-
tion may be continued in marketed
products while the data necessary to
support them are being obtained  for
evaluation by the Food and Drug Ad-

.ministration. The summary minutes of

the panel meetings shall be made avail-
able to interested persons upon re-
quest. Any interested person may,
within 90 days after publication of the
proposed order in the FEDERAL REG-

ISTER, file with the Dockets Manage-

ment Branch of the Food and Drug Ad-
ministration written comments in trip-
licate. Comments may be accompanied
by a memorandum ‘or brief in support
thereof. All comments may be reviewed
at the office of the Dockets Manage-
ment Branch between the hours of 9
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j a.m. and 4 p.m., Monday through Fri-

| day. Within 30 days after the final day’

i for  submission of comments, reply

comments may be filed with the Dock-.

-gts Management Branch; these com-
; ments shall be utilized to reply to com-
| _ments made by other interested per-

-The Commissioner may satisfy .this re-
squirement by publishing in the FED-
‘ERAL REGISTER a proposed order sum-
~marizing the full report of the advisory
‘review panel, containing its conclu-

;full public comment before under-
“taking his own evaluation and decision
~on the matters involved.

!
‘ :sions and recommendations, to obtain

ot & () Tentative final monograph.

(i) After: reviewing all comments,

; reply comments, and any new data and

Jinformation or, alternatively, after re-
-viewing "a  panel’s recommendations,
~the Commissioner shall publish in the

! ' FEDERAL REGISTER a tentative order
: i ‘containing a monograph establishing

. conditions under which a category of

;. tive ‘and not misbranded. Within 90 -
| days, any interested person may file i
-’ < with the Dockets Management Branch,
+.Food and Drug Administration, written - monograph and will be considered by
~~.comments or written objections speci- ' the Commissioner ‘only after a final
‘-monograph has been published in the
.. FEDERAL
~<Commisisoner finds that good cause
:has been shown that warrants earlier
-consideration.

“statement of the grounds therefor. A
- request for an oral hearing may accom-
ipany such objections.

- Commissioner’s determination that

. being generally recognized as safe and

i under paragraph (a)6)iv) of this sec-

tion or when the Commissioner has -

. evaluated and concurs with a panel’s
recommendation that a condition be

"% excluded from the monograph. Within

-sons and not to reiterate a position.

“fying ‘with particularity the omissions
(o1 additions .requested. These objec-:
‘tions are to be supported by a brief:

(iiy The Commissioner may also pub-:
7 lish in the FEDERAL REGISTER a sepa-’
‘7 rate tentative order containing a state-
o] ment of those active ingredients re-:
toiviewed and proposed to be excluded:.
..-from the monograph on the basis of the

they would result in a drug product not’

~effective or would result in mis-
~ branding. This order may be published:
¢ when no substantive comments in op- :
-+ position to the panel report or new .
1, data and information were received by .
+i-. . the Food and Drug Administration: -

§330.10

90 days, any interested person may file
with the Dockets Management Branch,
Food and Drug Administration, written
objections specifying. with oparticu-
larity the provision of the tentative
order to which objection is. made.
These objections are to be supported by
a brief statement of the grounds there-
for. A request for an oral hearing may
accompany such objections.

- -(ii1) Within 12 months after pub-

.lishing a tentative order pursuant to
‘paragraph (a)(7)(i) of this section, any
“interested . person may file with the
‘Dockets Management Branch, Food
and Drug Administration, new data
-and information to support a condition
<excluded from the monograph in- the
+tentative order.

(iv) Within 60 days after the final day

~for submission of new data and infor-
» mation, comments on the new data and
~information may be filed with the
"Dockets ' Management Branch, Food
P .rand Drug Administration.

i -OTC drugs or specific OTC drugs are .
.7 .-generally recognized as safe and effec- '

(v) New data and information sub-
mitted after the time specified in this

- paragraph but prior to the establish-

ment of a final monograph will be con-

ssidered as a petition to amend the

REGISTER  unless  the

(8) Oral hearing before .the Commis-

-sioner. After reviewing objections filed
‘in- response to the tentative {final
- monograph,  the Commissioner, if he
: finds reasonable grounds in support

thereof, shall by notice in the FEDERAL

- REGISTER schedule an-oral hearing. The
notice scheduling an oral hearing shall
- specify the length of the hearing and

how the time shall be divided among
the parties requesting the hearing. The

- hearing shall be conducted by the Com-

missioner and may not be delegated.

(9) Final monograph. After reviewing
the objections, the entire administra-
tive record including all new data and
information and comments, and consid-
ering the arguments made at any oral
hearing, the Commissioner shall pub-
lish in the FEDERAL REGISTER a final
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rder icontaining a monograph estab-
ishing conditions under which a cat-
gory of OTC drugs or a specific orspe-

850 O LA QIUES O & 3pPUCLA0

1ﬁc ‘OTC drugs are generally recog-
ized as safe and effective and not mis-
randed. The monograph shall become
ffective as specified in the order. :
(10) Administrative record. (i) All data
nd information to be considered in
ny proceeding pursuant to this sec-
ion shall be submitted in response to
he reqguest for data and views pursu-
nt to paragraph (a)2) of this section,
n response to any other notice pub-
ished in the FEDERAL REGISTER, Or ac-
:epted by the panel during its delibera-
-ions pursuant to paragraph (a)@) of
his section or submitted to the Dock-
ts Management Branch as part of the
:omments during the 90-day period and

“0-day rebuttal comment period per- .
nitted pursuant to paragraph (a)6) of -
“his section or submitted to the Dock- :
“ts Management Branch during the 12- |

nonth period or as part of the com-
‘nents during the 60-day period per-
‘nitted pursuant to paragraph (a)7) of
:his section.

(ii) The Commissioner shall make all
lecisions and issue all orders pursnant
;0 this section solely on the basis of
“she administrative record, and shall
10t consider data or information not

ncluded as part of the administrative
‘ecord.

- (iil) The administrative record shall
s»onsist solely of the following mate-
“~jal: All notices and orders published in
. he FEDERAL REGISTER, all data and
siews submitted in response to the re-

:-juest published pursuant to paragraph ;

2 a)(2) of this section, in response to any

- sther notice published in the FEDERAL

REGISTER, or accepted by the panel
““iuring its deliberations pursuant to
Ziparagraph (aX3) of this section, all
. ‘minutes of panel meetings, the panel
“report(s), all comments and rebuttal
‘somments submitted on the proposed

" ‘monograph and all new data and infor- .
““mation submitted pursuant to para-
s:zraph (a)6) of this section, all objec-
~tions submitted on the tentative final -

. s monograph and all new data and infor-
. mation and comments submitted puar-
o3uant to paragraph (a)(7) of this sec-

~ tion, the complete record of any oral:
" public hearing conducted pursuant to.
- "paragraph (a)8) of this section. all:’
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other comments requested at any time
by the Commissioner, all data and in-
formation for which the Commissioner
has reopened. the ' administrative
record, and all other material that the
Commisgioner includes in the adminis-

trative record as part of the basis for

‘the Commissioner’s decision.

(11). Court appeal. The monograph
contained in the final order constitutes
final agency action from which appeal
lies to the courts. The Food and Drug
Administration will request consolida-

‘tion of all appeals in a single court.

Upon court appeal, the Commissioner
may, at his discretion, stay the effec-

-tive date for part or all of the mono-
s:graph pending appeal and final court
~adjudication.

(12) Amendment of monographs. (1) The

‘Commissioner may propose on the
‘Commissioner’s own

initiative to

‘amend or repeal any monograph estab-
“lished pursuant to this section. Any in-
‘terested person may petition the Com-
smissioner for such proposal pursuant

0 §10.30 of this chapter. The Commis-
ioner may deny the petition if the
ommissioner finds a lack of safety or
ffectiveness employing the standards

aragraph (a)(11)'of this section shall
pply), or the Commissioner may pub-
ish a proposed amendment or repeal in
he FEDERAL REGISTER if the Commis-
ioner finds:general recognition of safe-
v and effectiveness employing the

ection. Any interested person may,
within 90 days after publication of the
roposed order in the FEDERAL REG-

ment Branch, Food and Drug Adminis-
ration, written comments in trip-

- licate. Comments may be accompanied
‘by a memorandum or brief in support
thereof. All comments may be reviewed -

in the Dockets Management Branch be-
tween the hours of 9 a.m. and 4 p.m,,

- Monday through Friday. After review-

ing the comments, the Commissioner

 shall publish a final order amending
- the monograph established under the
" provisions of paragraph (a)9) of this .

section or withdraw the proposal if

comments opposing the amendment.

are persuasive. A new drug application

tandards in paragraph (a)4) of this °

STER, file with the Dockets Manage- :
" iconsent.
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may be submitted in lieu of, or in addi-
tion to, a petition under this para-
graph.

(1i) A new drug application may be
submitted in lieu of a petition to
amend the OTC drug monograh only if
the drug product with the condition
that is the subject of the new drug ap-
plication has not been marketed on an
interim basis (such as under the provi-

sions of paragraph (a)6)(iii) of this sec-
-tion), all clinical testing has been con-

ducted pursuant to a new drug applica-
tion plan, and no marketing of the

“product. with the condition for which
‘approval is sought is undertaken prior
-to approval of the new drug applica-
“tion.-The -Food .and Drug Administra-
~tion shall handle a new drug applica-
“tion as a petition for amendment of a

monograph, and shall review it on that

- basis, if the provisions of this para-
_graph preclude approval of a new drug
application but permit the granting of
“such a petition.

(b) Regulatory action. Any product

which fails to conform to an applicable
monograph after its effective date is
;{39 FR 11741, Mar. 29, 1974, as amended at 55

(c) Information and data submitted ' FR 11581, Mar. 29,1990

under this sectior. shall include, with
" respect to each nonclinical laboratory f)§330'12 Status of
+ study contained in the application, ei- -

ther a statement that the study was
conducted in compliance with the good

laboratory practice regulations set 'ff:fvviewed in the Drug Efficacy Study (a

~review of drugs introduced to the mar-
ket through new drug. procedures be-
. tween 1938 and 1962). A careful review
~has been made of the reports on these
- drugs . to determine those drugs for
-+ which implementation may be deferred
~-without significant risk to the public

liable to regulatory action.

forth in part 58 of this chapter, or, if .
- ‘the study was not conducted in compli-

‘ance with such regulations, a brief:
:statement of the reason for the non-

compliance.
(d) [Reserved]

(e) Institutional review and informed:
Information and data sub--
‘mitted under this section after July 27, OTC drug advisory review panels and
11981, shall include statements regard-
ing each clinical investigation involv-:
ing buman subjects, from which the in-
“ formation and data are derived, that it
either was conducted in compliance:
~ with the requirements for institutional
review set forth in part 56 of this chap-:
. ter, or was not subject to such require-:’
ments in accordance with §§56.104 or:
56.105, and that it was conducted in®
compliance with the requirements for:
informed consent set forth in part 50 of-

this chapter.
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(f) Financial certification or disclosure

statement. Any clinical data submitted

under this section must be accom-

panied by financial certifications or

disclosure statements or both as re-
quired by part 54 of this chapter.

(39 FR 11741, Mar. 29, 1974, as amended at 39
:FR 39556, Nov. 8, 1974; 42 FR 19141, Apr. 12,
1977, 42 FR 54800, Oct. 11, 1977: 46 FR 8460,
#8955, Jan. 27, 1981; 46. FR. 14340, Feb. 27, 1981;
46 FR 21360, Apr. 10, 1981; 46 FR 47738, Sept.
29, 1981; 50 FR 7516, Feb. 22, 1985; 55 FR. 11581,
“Mar. 29, 1990; 63 FR 5253, Feb. 2, 1998; 67 FR
+3073, jan. 23, 2002]

'§$330.11 NDA deviations from applica-

ble monograph.
A new drug application requesting

“approval .of an OTC drug deviating in
rany respect from a monograph that has
{become final shall be in the form re-
7 quired by §314.50 of this chapter, but
“ishall include a statement that the

product meets all conditions of the ap-
plicable monograph except for the devi-

‘ation for which approval is requested
‘'and may omit all information except
‘that pertinent to the deviation.

(OTC) drugs o\::l-the-countes
previo reviewe
?ﬁlggll‘) the Drug Effigacy Study

(a) There were 420 OTC drugs re-

health, pending review by appropriate

promulgation of a monograph.

(b) On and after April 20, 1972, a num-
ber of notices were published in the
FEDERAL REGISTER concerning pre-
viously unpublished OTC drugs re-
viewed by the National Academy of
Sciences-National Research Council

Drug Efficacy Study Group. Only the
-evaluations and comments of the pan-

els were published, with no conclusions
of the Commissioner of Food and

~ Drugs. Those publications were for the

purpose of giving interested persons

915




