. these products 10 be new drugs within
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DEPARTMENT OF HEALTH AND the Panel wers placed on dis?‘ia‘y in the product indicated the chemical origin of

HUMAN SERVICES - Dockets Management Branch (HFA- the hormone ingredient. The commeni
' . ' '305), Food and Drug Administration, stated that cosmetic manufacturers may

Food and Drug Administration- rm. 1-23, 12420 Parklawn Br., use corticosteroids such as

21 CFR Part 310 ' o Rackville, MD 20857. - pregnenolone acetate as well as
[Dockst No. 81 N-5144) ; The agency’s 'pmposed regulation, in hormonss (from an animal source)in
RIN 0905-AA0S ‘ the form of a tentative final rule, for the form of tissue extracts in “F.D.A.
, , . OTC topically applied hormoné— acceptable amounts” without fruly
Topicaily Applied siormone-Containing containing drug products was published informing the consumer. The comment
. Drug Products for Over-the-Counter “in the Federal Register of October 2, mentioned that FDA regulations for
Human Us2 © . 1989(54 Fg;&eew). Interested persons msxésetic %r%d;xctslrelquire infthiel
s primage - ‘ were invited to fileb December 1, product’s labe inga listingoi a
;ﬁ?g?‘ﬂFOOd and Drug Administralion,  4gag written Commgynis‘ objections, of ingredients present, but gomplalined_ that
AC’&‘&ON;— Final rule. requests for oral hearing befere the the source of a hormonse ingredient 1S
. - Commissioner of Food and Drugs not required to be disclosed. The
summARY: The Food and Drug regarding the proposal. Interested ‘ comment noted that pes}ple with major
A dministration (FDA) is issuing a fina] ~ POFSODS were invited to file comments. health concerns, a8 1o the case of
gule establishing that any topically on the agency’s economic impact cc:ms:on?—relatad disease such as
applied hormone-containing drug . determination by January 30, 1990. New Cushing’s syndrome O an
“product for vor-the-counter (OTC) data could have been submitted until -~ jmmunosuppressive disorder such as

* human use is not generally recognized October 2, 1990, and comments o7 the ~ Lupus, might prefer to avoid
as safe and effective and is misbranded. new data until December 3, 1890, Final corticosteroids from a hidden source.

YDA is issuing this final rule aftex agency action occurs with the The comment contended that,
considering public comments o the . publication of this final rule on OTC consummers who wish {0 avoid using
agency's proposed regulation, o ien  topically applied D one-containing  Stch producs have a right to know
was jssued in the form of a tontative  9TuB products. - what they are using. The comment
final Tule, and all new data and As discussed in the preamble to the stqted that a product s'labelmglls N
\formation on topic all y"appli od agency’s proposed rule for OTC B mxsleedmg when this information 18 not .
‘hormone-containing drug products that topically applied hormone-containing disclosed and suggested that the agency
have come to the agen cy's attenti on. drug products (54 FR 40618}, the agency - require disclosure of the ghemxcal origin
This final rule is part of the ongoing advised that the drug produets covered of a hormone in @ cosmetic product’s
' review of OTC drug products conducted Dy this regulation would be subjectto - labetllmg. oty i e
by FDA.. ®% " the regulation effective 6 menths after There currently is no provision it

date of publication of the final rule in soctions 601 through 603 of the act (21
the Federal Register. On of after March U.S.C. 361 through 363) that requires

a, 1994, no OTC drug products that are manufacturers of qosmetxc productsto
subject to this final rule may be initially LA

_ EFFECTIVE DATE: March 9, 1994.
FOR FURTHER INFORMATION CONTACT:

william E. Giibertson, Center for Drug disclose the chemical origin ofa

%ZZ%‘igg“Diﬁg %ﬁ?ﬁg%é%% introduced or initially delivered for hon;xor;? iilgga{.lieng“ & C‘;ﬁmetic j
. Trehers Lane, Rockville: MD 20857 introduction into interstate commerce . Procuc abeling, Nor is thex® . s
: 301—-59’4—'5060 e, Ty anless they are the subject of an currently any FDA regulation requinng

approved application. if, in the
any ingredient is determined to be
generally recognized as safe and

. effective for use in an OTC topically
applied hormone-containing drog
product, the agency will promulgate an .
appropriate regulation at that time.

. thistypeof 1abeling- .
futgre, . In tyﬁpe notice of pgroposad rulemaking
for topically applied hormone-
containing drug products for OTC use
(54 FR 40618 at 40620}, the agency
discussed the labeling of cosmetic
products containing hormone

_SUPPLEMENTARY INFORMATION: 1n the -
Federal Register of January 5, 1082 (47
FR 430}, FDA published. under -
§330.10(a)(6) (21 CFR 330.10(a)(8}). an
advance notice of proposed rulemaking
that would classify topically applied

- hormone-containing drug products for , y ingredients. The agency stated-that it
OTC human use as not generally 1n response to the proposed rule, 6n€  considers the use of the word
recognized as safe and effective and as cogrqeint‘ifrgm an i“?i;id“‘_ﬁ was  “hormene” in the text of the product’s
being misbranded and would declare ;‘ixblﬁltgisbia;gg};}?e D‘fci?;mem ison  aheling or in the ingredient statement

.. the meaning of section 201{p)ofthe Management Branch (address above}. In ::!Efl ﬁiﬂ%‘&ﬁiﬁ&?xf&%ﬁa

Federal Food, Drug, and Cosmetic Act proceeding with this final rule, the to be regulated as a drug. The agency

{the act) (21 v.sC. '321(p)). The notice agency has considered the issues raised  gated thatifa manufacturer includes.a

was based on the recommendations 0 in the comment. hormone in its cosmetic product, it may

_the Advisory Review Panel on OTG L The Agency’s Conclusions on the designate this i_ngredien'; in the
Miscellaneous External Drug Products Comment . y product’s labeling by any appropriate
{the Panal), which was the advisory . ‘ name. The agency stated that the

_review panel responsible for evaluating One comment expressed concern chemical name is preferable and

data on the active ingredients in this about the presence of steroids and mentioned that the chemical name for-

~ drug class. Interested persons were - steroid derivatives in oTC cosmetic pregnenclone acetate is *‘3—

iny.ited o submit comments by April 5, drug products. The comment mentioned hydmxypregn-.-s—ene—zo—one acetate.”
1982. Reply comments in response {0 the recent purchase of two cosmetic This name would appear in a listing of
comments filed in the initial comment products containing pregnenalone; all ingredients in the product in
pe;ipdcould be submitted by May 5. acetate. The comment stated that the accordance with agency regulations in
1982, PRSI \ name of the ingredient was histed inthe § »01.3 (21 CFR 701.3). Under this

“In accordance with § 330.10(a)(10}, 1abeling of both products, but expressed regulation, an ingredient must be

the data and information considered by ~ concern that the labeling of neither declared in the product’s labeling by the
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" hame specified in the Cosmetics,
-Toiletries, and Fragrances Association

Cosmetic Ingredient Dictionary or, if not

in that dictionary, by the name specified

in several alternative recognized
compendia of chemical substances, The
agency now urges cosmetic product
manufacturers who include hormone
ingredients (or substances containing
hormones) in their products to identify
these substances in their ingredient
declaration using names that are most
likely to be recognized by consumers,

Following the seéquence for designatin

cosmetic ingredients in §701.3(c), the

agency has now determined that the
mast appropriate names to use are those
contained in the “USAN and the USP
dictionary of ug names” listed in

§701.3(cj(2)(v). The names for hormone

ingredients are currently not designated

in agency regulations, Because the

agency’s cosmetic regulations specify a

specific sequence of sources to be

utilized to establish the name to be used
for a cosmetic ingredient when the
- 8gency has not specified a name in

" .§701.30, elsewhere in thig issue of the
Federal Register, the agency is -
‘Proposing to amend §701.39 to
establish the names that would be
permitted to identify hormone
ingredients in cosmetic product
labeling, ,

Using the names established by the ;
agency, consumers who wish to avoid a-
particular cosmetic ingredient, for
medical or other reasons, would be abje
to identify the ingredient contained in a
product. Consumers may also contact
manufacturers of cosmetic products if
they are uncertain whether or not the
product containg a specific hormone
ingredient, The agency also suggests

at consumers with medical conditions
who wish to avoig topical corticosteroid
products consult with a physician or
pharmacist before using a cosmetic
product that they helieve contains g

ormone ingredient. . '

. Because certain Hormone ingredients
may be present in cosmetic products,
the agency believes it would be
appropriate to amend the cosmetic
regulations to identify these hormones
and to specify the upper concentration
limits for those ingredients, Therefore,
elsewhere in this jssue of the Federal
Register, the agency is proposing to -
amend Part 700, ( g CFR part 700) by
adding new § 700.29 entitled “Use of

-certain hormones as ingredients in
cosmetic products.” - )

‘¥, The Agency’s Final Conclusions oh
orC Topically'Applied Hormone- -
Containing Drug Produpts ' :
The agency has determined that a]l
topically applied hormone-conta‘ining

- 8conomic impacts,

drug products for OTC human use are
not generally recognized as safe and
effective and are misbranded, This.
determination includes, but is not
limited to, products that contain
estrogens, progestins, androgens,
anabolic steroids, and adrenal
corticosteroids and synthetic analogs,

“The final regulation also covers

Pregnenolone and Pregnenolone acetate,
steroids that are closely related to
progesterons in chemical structure and
that exert an estrogen-like action on the
skin when applied topically, However,
the final regulation does not include
hydrocortisqne and hydrocortisong
acetate labeled,'represented, or

promoted for GTC topical analgesic use

in accordance with Part 348 (21 CFR
part 348), . ’
Except for drug products containing
hydrocortisone or hydrocortisone
acetate discussed above, any topically
applied hoi‘mone-con‘taining product
bearing any drug claims is considered
misbranded under section 502 of the act
(21 U.5.C. 352) and is a new drug under

section 201{p) of the act for which an .

approved application under section 505
of the act (21 U.8.C. 355) and Part 314
(21 CFR part 314) of the regulations is :
required for marketing, In appropriate

safety and effectiveness, a citizen
petition to establish g monegraph for
OTC topically applied hermone-
containing drug products may be
submitted under § 10.20 (21CFR 10.30)
in lieu of an application, Any OTC drug
product subject to this final rule that is
introduced or initially delivered for
introduction into Interstate commerce
after the effective date of the final rule -
that is not in compliance with the.
regulation is subject to regulatory .
action, :

No comments were received in
Tesponse to the agency’s request for-
specific comment on the economic
impact of this rulemaking (54 FR 40618
at 40621 to 40622), The agency has
examined the economic consequernces
of this final rule in conjunction with
other rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 (48
FR 5808}, the agency announced the -
availability of an assessment of these
The assessment - ‘
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major .
rule according to the criteria established
by Executive Order 12291. The agency

erefore concludes that Nno one of these

Tules, including this final rule for OTC

topically applied hormone-containing B
drug products, is a major rule, . -

- The economic assessment alsg
concluded that the overal] OTC drug
review was not likely to have a
significant economic impact on a
substantial number of smal] entities as

. defined in the Regulatory Flexibility Act -

(Pub. L. 96~354), That assessment
included a discreti{onary\regulatory ,
flexibility analysis in the event that an
individual rule might impose an -
unusual or disproportionate impact on -
small entitieg, However, this particular
rulemaking for OTC topically applied
hormcne-»cont'aining drug products is.
Dot expected to pose such an impact on
small businesses because there are a’
limited number of these types of
products currently being marketed. As-
noted in the proposed rule (54 FR 40618
at 40620), there gre only a few OTC skin
care products containing hormones that
are currently subject to new drug
‘applications, The agency is aware of
only a few other products that are
currently marketed without new drug -
applications, These products would be
able to remain in the market with some

- relabeling in accord with the netice of

pProposed rulemaking for cosmetic.
products containing certain hormone
ingredients, published elsewhere in this
issue of the Federal Register, Therefore,
the agency certifies that this final rule
will not have a significant economic
impact on a substantia] number of small
entities, .

The agency has determined under 21 ,
CFR 25.24(c)(6) that this action is of a
type that does not individually or
cumulatively have a significant effect on
the human environment, Therefore, -
neither an environmental assessment
nor an environmenta] Impact statement
isrequired. -

 List of Subjects in 21 CFR Part 310

Administrative practice and '
procedure, Drugs, Labeling, Medical
devices, Reporting and recordkeeping -
requirements, )

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under

authority delegated to the Commissioner .

of Food and Drugs, 21 CFR part 310 is

amended gs follows: _
PART 310—NEW DRUGS

1. The authority citation for 21 CFR -
[Part 310 continues to read as follows;

Authority: Secs, 201, 301, 501, 502, 503,
505, 5086, 507, 512-516, 520, 601(a), 701, 704,
705, 721 of the Federal Food, D ,and ’
Cosmetic Act (21u.s.c 321, 331, 351, 352,
353, 355, 356, 357, 360b-360f, 360j,

351, 3564-360F of the Public Health Service
Act (42 U.s.C. 216, 241, 242(a), 262, 263b—
263n).
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2. New § 310,530 is added to subpart
Etoread as follows: » :

§310.530 Topicauy»app!ied hormone-
containing drug products for over-the-
counter {(OTC) human use.

- {a) The term “hormone” is-used
broadly to describe a chemical
substance formed in some organ of
body, such as the adrenal glands or the
pituitary, and carried to another organ
or tissue, where it hasa specific effect.
Hormones include, for example,
estrogens, progestins, androgens,
anabolic steroids, and -adrenal
corticosteroids, and synthetic analogs.
Estrogens, progesterons, pregnenoclone,
and pregnenolone acetate have been
present as ingredients in OTC drug

roducts marketed for topical use as

ormone creams. However, thereisa
1ack of adequate data to establish i}
effectiveness for any OTC drug use of
these ingredients. Therefore, with the
exception of those hormones identified

in paragraph (e} of this section, any OTC
* drug product containing an ingredient

offered for use as a topically applied .
“hormone cannot be considered generally

recognized as safe and effective for its
 intended use. The intended use of the

- product may be inferred from the

: praduét’s labeling,

promotional

material, advertising, and any other

relevant factor. The use

~ “hormone” in
in the ingredient
_implied drug claim. The

“of the word.

the text of the labeling or
statement is an

claim implied

by the use of this term is that the

product will have a
other physiclogi
Therefors, reference
*hormone cream’”’ OF any

the labeling indicating that “hormones’’

cal effect

therapeutic or some

on the body.

toa product as @

statement in

gre present in the product, or any
statemnent that features or

the presence of & hormone ingredient in

the product,

claim that the

structure or

be a dru

emphasizes

will be considered to be a
therapeutic claim for the product, or 8

preduct will affect the
function of the body,

will consequently cause the product to

and

ug. -
{b) Any OTC drug product that is

labeled, represented, or promoted as a
d hormone-containing

with the exception

topically applie
product for drug use,

of those hormones identifiedin

paragraph (e) of
as a pew drugw
section 201{p) o

ithin the meaning of
f the act, for which an

approved application or abbreviated

application un
and Part 314 of

der section 505 of the act
this chapter is required

for marketing. In the absence of an

this section, is regarded

approved new drug application or
abbreviated new drug application, such.~
product is also ‘misbranded under
section 502 of theact. ’

{c) Clinical investigations designed to
obtain evidence that any drug product
labeled, represented, or promoted for
OTC use as a topically applied
hormone-containing drug product is .
safe and effective for the purpose
intended must comply with the -
requirements and procedures governing
the use of investigaticnal new drugs set
forth in Part 312 of this chapter.

(8) After March 9, 1994, any such
OTC drug product initally introduced
or initially delivered for introduction
into interstate commerce that isnotin
compliance with this section is subject
to regulatory action. ,

(e) This section does not apply to
hydrocortisone and hydrocortisone ’
acetate labeled, represented, of

‘promoted for OTC topical use in

accordance with Part 348 of this
chapter. : :
Dated: September 2, 1993.

Michael R. Taylor,

Deputy Commissioner for Policy.

[FR Daoc. 93-21946 Filed 9-8-93; 8:45 am]
BILLING CODE 4180-01-F ,





