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. RIN 9905-AA06 '

Ancrectal Drug Products for Over-the-
Counter Human Use; Final Monograph

ageNcyY: Food and Drug Administration,
HHS.
acTion: Finalrule.

summARY: The Food and Drug . ‘

- Administration (FDA) is-issuing a final
rule in the form of a final monograph
establishing conditions under which
over-the-counter (OTC]) anorectal drug
products are generally recognized a8
safe and effective and not misbranded.

FDA is issuing this final rule after

considering public comments ont the

agency’spropoaed regulation, which
was issued in the form of & tentative
final monograph, and all new data and
information on anorectal drug products
that have come to the agency's
attention. This final monograph is part
of the ongoing review of OTC drug
products conducted by FDA.

£FFECTIVE DATE: August 5. 1891
. FOR FURTHER’INFORMAT&ON CONTACT:

William E. Gilbertson, Center for Drug

Evaluation and Research (HFD-210)

Food and Drug Adminisiration, 5600

Fishers Lane, Rockville, MDD 20857, 301~
. 295-8000: o »

SUPPLEMENTARY INFORMATION: In the

Foderal Register of May 27, 1980 (45 FR

35576), FDA published, under
§ 330.10(2)(8} {21 CFR 330:10{a}{6}}. an

advance notice of proposed rulemaking
to establish a monograph for OTC
anorectal drug produets, together with
the recommendations of the Advisory
Review Panel on OTC Hemorrhoidal
Drug Preducts (the Panel), which was
the advisory review panel responsible -
for evaluating data on the active
ingredients in this drug class. Interested
~ persoms were invited to submit

comments by August 25, 1980. Reply
commen's in response to comments filed
in the initial comment period could be
submitted by September 24, 1980,

“In accordance with § 330.10(a){10}. tke
data and information considered by the
Panel were placed on display in the
Dockets Management Branch (HFA~
305}, Food and Drug Administration, Rm.
4-62,.5600 Fishers Lane; Rockville, MD
20857, after deletionof a small amount -
of trade secret information.

The agency's proposed regulation, in
the form of a tentative final monograph.

for OTC anerectal diug products was

published in the Federal Register of

_ August 15, 1988 (53 FR 30750}, Eaterested
. persons were invited to file by

December 13, 1988, written comments,
objections, or requests for oral hearing
before the Commissioner of Food and
Drugs regarding the proposal. Interested
persons were invited to file comments
on the agency’s economic impast

_determination by December 13, 1988.

New data could have been submitied

. -until August 15,1989, and comments on

the new data until October 15, 1989.
The OTC drug procedural regulations
{21 CFR 330.10) now provide that any

testing necessary to resolve the safety or

effectiveness issues that formerly

. resulted in a Category Il classification,

and submission to FBA of the results of

' that testing or any other data, must be

done during the OTC drug rulemaking

‘process before the establishmentof a

final monograph. Accordingly, FDA is

o longer using the terms “Category I

(generally recognized as safe and -
effective and not misbranded}.
“Category Ii” (not generaily recognized
as safe and effective or mishranded}.
and “Category 1IF" (available data are
insufficient to classify as safe and
effective, and further testing is requived]}
at the final monograph stage, but is
using instead the terms “monograph
conditions” {old Category I} and
“nonmonograph conditions™ fold
Categories 1l and II).

As discussed in the proposed
regulation for OTC anorectal drug
products (53 FR 30756 at 30757), the
agency advises that the conditions
under which the drug products that are
subject to thig menograph will be
generally recognized as safe and
effective and not misbranded
{(snonograph conditions) will be effective
12 months after the date of publication
in the Federal Register. Therefore, on OF
after August 5, 1891, no OTC dirug
product that is subject to the monograph
and that contains a nonmonograph
eondition, i.e., a cendition that would
cause the drug to be not generally
recognized as safe and effective or to be

misbranded, may be initially introduced

or initially delivered for introduction
into interstate commerse unlessit is the
subject of an approved application.
Further, any OTC drug product subjest
to this monograph that is repackaged or
relabeled after the effective date of the

‘monograph must be in complianee with

the monograph regardless of the date
the product was initially introduced or
initially delivered for introduction into
interstate commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date. : :

I response to the proposed rule on
¢'TC anorectal drug products, three
manufacturers submitted comments. A,
request for an oral hearing before the
Commissioner was also received. ’
Copies of the comments and the hearing
reguest received are on publie display in
the Dockets Management Braneh
{address above}. Any additional
information that has come to the
agency's attention since publication of
the proposed rule is -alse on public
display in the Dockets Management
Branch. ’

©One comment, which was gubmitied
ai the very end of the period for the
gubmission of new data, contained the
results of two new clinical studies
conducted to demonstrate the '
effectiveness of live yeast cell derivative
in the relief of hemorrhoidal symptoms.
These studies are currently being
evaluated by the agency. “The status of
this ingredient does not directly relate to

“the other porticns of the final

menograph. Accordingly, in order (@
camplete the publication of the final
monograph for OTC ancrectal drug

" products without undue delay, the

agency is not addressing the data
gubmitted on live yeast cell derivative in
this document. The data will be
addressed as soon as the agency's
review is completed. If the data
establish the effectiveness of live yeast
cell derivative, the monograph will be
amended accordingly. In the interim,
products containing live yeast cell
derivative may remain in the
marketplace and are not subject ta this
final monograph.

The hearing request concerned the
ingredient hydrocortisone. The reguester
asked that: (1) the definition section
£§ 346.3) of the monograph be amended
to provide for a drug that has anti-
inflammatory properties, such as
hydrocortisone; (2} hydrocortisone be
allowed to be combined with-other
appropriate OTC ingredients at o1C
strengths, includinga typical anesthetic
such as pramoxine; and (3} a
combination of hydrocortisone and

. pramoxine, which is presently &

prescription drug at 0.5 percent
wdrocortisone and 1 percent
pramoxine, be switched to OTC use and
be generally recognized as safe and
effective. The comment stated that
general recognition of the safsty and
effectiveness of hydrocortisone-
pramoxine combinationr OTC drug -
products exists in the published
literstare and cited a pumber of
supporting references (Ref. 1). The
requester also noted that the issues it
raised directly relate 10, and are
virtually identical to, the issues in
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another FDA proceeding, “In the matter
of Pramoxine Hydrochloride and
Hydrocortisone Acetate Drug Products,”
Docket No. 88N-0242, published in the
ederal Register of July 1, 1988 (53 FR
5013).

2 .
The agency is currently reviewing the
cited refererices and considering the.. -
request for a hearing. The agency did
not include hydrocortisone in the
tentative final monograph for OTG
ancerectal drug products (53 FR 30758 at
30766) because a claim for
hydrocortisone and hydrocortisone
acetate for the temporary relief of anal
itching is already included in the OTC
external analgesic tentative final
monograph. The external analgesic
tentative final monograph (48 FR 5852;
February s, 1983) includes both
kydrocortisone and hydrocortisone
acetate 0.25 to 0.5 percent and
Pramoxine hydrochloride 0.5 to 1
bercent as proposed monograph
ingredients, However, neither that
monograph nor any other OTC drug -
monograph currently provides for any
OTC combination drug products
containing hydrocortisone and any other
ingredient, Accordingly, such
combination drug products are not
currently legally marketed as OTC drug
products. Resolution of the above issues
related to hydrocortisone does not
lirectly relate to the other conditions
-Toposed in the tentative final
monograph for OTC anorecta] drug
- products, Accordingly, in order to
complete this rulemaking with regard to
the other conditions proposed in the
tentative fina] monograph for OTC
&norectal diug products without undye
delay, the agency is not addressing the
earing request at this time, Resolution
of the related issues in the other FDA
proceeding (Docket No, 88N-9242—gee
above), which is currently pending the
completion of studies by the interested
Pparties, may have a bearing on the
hearing request; If, after reviewing the
information Presented, the agency
determines that g hearing should be
held, it will issue a notice to that effect
irt a subsequent issue of the Federal
Register, ‘

The agency will publish its fina] .
decision on the isgueg related to
hydrocortisone and live yeast gell
derivative in OTC anorectal drug
products in a future issue of the Federa]
Register. Fina] agency action on the
- remainder of the OTC anorectal drug

" products rulemaking occurg with the
publication of thig final monograph,
which is a final rule establishing a

1onograph for OTC anorectal drug
roducts,

Reference ‘ ‘

- {1) Comment No. HERo00001, pages 61 to 65, |
Docket No. 80N-0050, Dockets Management
Branch.

L, The Agency’s Conclusions on the
Commenis :

1. One comment suggested that

346.14(a}(3) be reviged to read:
“Glycerin in solution (provided that the
minimum absolute amount of glycerin is
not less than 10%).” The comment
contended that the language in that
section as now worded (i.e., “The
following active ingredients may be
used as the sole protectant active

. ingredient in'a product if the ingredient

as identified constitutes 50 percent or
more by weight of the final product

* * *.Glycerin in a 20- to 45-percent
{weight/weight) aqueous solution,") is

‘unclear as to what is the accepiable

minimum absolute amount of glycerin
needed to qualify as a protectant active
ingredient. The comment maintained
that the intent of the section is to ;
indicate that 50 percent of a 20-percent
aqueous solution of glycerin is needed to
qualify as a protectant active ingredient
and, that in absolute terms, thig
translates to 10 percent glycerin.

€ agency agrees that the comment
i8 correct about the minimum amount of
glycerin needed to qualify as a sole
protectant ingredient, However, the
comment’s suggested change in
§ 346.14(a)(3) does not consider the
maximum amount of glycerin that may
be presentin a product. If the final
product consisted entirely {100 Percent}
of a 45-percent (weight/weight) aqueocus
solution of glycerin, then the product
could contain 45 percent glycerin
(weight/weight).

€ comment’s proposed revision to
$ 346.14(c)(3) states “glycerin in
solution,” but does not specify an

- 84queous solution. Any product

containing glycerin for use ag an OTC
anorectal protectant in accord with the
monograph cannot he formulated by
including only 10 to 45 bercent glycerin,
Water must be bresent in the finisheqd .
product. In discussing the importance of
aqueous dilutions of glycerin {45 FR
35576 at 35631), the Panel noted that
undiluted glycerin absorbs water and is
somewhat dehydrating and Irritating to
mucous membranes ang Pparticularly to
inflamed skin, The Panel determineg
that a lower concentration of glycerin ig
hecessary for safe use in OTC anorectal
breparations, and that there are no
reports of reactions with 45 percent
Concentrations, The Panel alsg noted
that undiluted glycerin is not effective as
a protectant, whereas a dilution of 20to
45 percent glycerin in water when
applied to skin will Joge water to

epidermal tissue and acts to soften the
skin {45 FR 35631). The Panel also stated
&t 45 FR 35627 and the agency proposed
in the tentative final monograph at 45 FR
30767 that any single protectant active
ingredient in a product must constitute
30 percent or more by weight of the final
product, Thus, if glycerin were used ag -
the sole protectant in a 20-percent
weight/weight aqueous solution, and the
glycerin in aqueous solutien constituted
50 percent of the weight of the final
product, the product would contain 10

-percent glycerin by weight. If glycerin

were used as the sole protectant in a 45-
bercent weight/weight aqueous solution
and the glycerin in aqueous solution

‘constituted 100 percent of the weight of

the final product, the product would
contain 45-percent glycerin, Therefore,
the minimum concentration of glycerin
in a final product would be 10 percent
and the maximum concentration would
be 45 percent. Accordingly, to clarify

is usage, the agency is revising

-§ 846.14(a)(3) to read as follows:

“Glycerin'in & 20- to 45-percent {weight/
weight) aqueous solution so that the
final product contains not less than 10
and not more than 45 percent glycerin
{(weight/weight).” The agency is adding
an additional statement to § 346.14(a)(3)
to make it clear that any combination
product containing glycerin must
contain at jeast this minimum amount of
glycerin, v

2. One comment requested final
authorization regarding the anorecta)
use of 19 grades of Witepsol (cocoa
butter substitutes, hydrogenated coco-
glycerides, and hydrogenated palm
kernal glycerides). The comment
referred to its original citizen petition
and its submissions of additional data.

The citizen petition and most of the
additional submissiong were fully
discussed in paragraph 19 of the
tentative final menograph (53 FR 30758
at 30763). The remaining information
was designated in the tentative final
manograph as being under review and is
discussed below. ,

Since the petition was submitted, an

- official monograph for “hard fat” has

been included in *The National
Formulary™ {NF) (Ref. 2J. The agency
has determined that all of the 19 grades
of Witepsol ingredients meet the
requirements for melting range, acid
value, iodine value, saponification
value, hydroxyl value, and
unsaponifiable matter listed in the
official NF monograph for hard fat,
Accordingly, the agency is including the
Witepsol ingredients in the OTC final
monograph under the official NF -
compendial designation of “hard fat,”

18 name replaces the descriptions
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previouslty used or propased by the
comment, i.e, cocoa butter substitutes,
hydrogenated coco-glycerides, and
hydrogenated pahm kernel glycerides.
The agency bas the fellowing specific
comments on an effectiveness study that
was conducted on ore hundred subjects
(Ref. 1). The velar surfaces of the ayms
were used as test sites, with sites of 3
square centimeters randomiy assigned
to each test product. Control sites were
alse used. Twenty materials were
tested: 19 gradesof Witepsol and cogoa
butter. Thickness of application varied

. from 0.0C7 to 007 millimeters cn &

random basis.
Trans-epidermal waterloss {an
acceptable means of estimating the
effeciiveness of anorectal proie ctanis)
 was determined by & method in which
the vapor pressure above the chosen
area of skin/is measured without use of

' carriergas currents oF gravimeiric
analysis of the conlents ofan .
unventilated chamber (Ref. 3k The
results are based on the estimation of
the vapor-pressure gradient immediately
ahove the skin and are presented in the
following table:

Meam .

Product pescent pumber of

(Wien- umber of | reductionin subiects

. sof subjects wang- showing no

gradel epidesmal eftact

water loss

EQ75 eneed 04 415 20

E076 ..o 84 433 i8
o4 506 4
229 443 | - 3
gt 385 24
82 387 ¢ 15
o4 454 18
83 448 : 16
@5 ¥ 432 ¢ 18
88 512 ¢ 18
gt b 462 19
o4 525 ]
a3 431 1%
o4 455 az
oo 413 17
88 408 19
82 384 &2
83 383 2%
89 357 22
93'L 3086 28

The data demonstrate that the
Witepsol-type ingredients perform in
similar fashion to cocea butter end may
be considezed effective as skin
protectants.

Based on the above discussiorn, the
agency has determined that the
Witepsol ingredients may be included as
monograph ingredients under the
designation of “hard fat” in this OTC
anorectal drug products final
monograph. The ingredient “hard fat” is
being listed in paragraph (a} of § 348.14
of the monograph under the heading

*Protectant active ingredients” and
chould be considered in the same
manner as apy other protectant active
ingredient listed in that paragraph.

The agency's detailed comments and
evaluations of the above data are on file
in the Dockets Management Branch {Ref.
4}

References

{1} Letter from B. Paglioeca, Kay-Fries, Int..
to FDA, coded LETO15. Docket Ne. 80N-0059,
Dockets 3anagement Branch.

{2} “The United States Pharmacopaeia XXH

and The National Formulary XV, United
States Pharmacopeial Convention, Inc.,
Rockville, MD, p. 1931, 1989, .
(3} Nilsson, G.E. “pazdice} and Biclogical
Engineering end Computing,” 1977.
(4) Latter from W.E. Cilherison, FDA to
T K, Maggio, Dynamit Kobel of America, Inc.,
coded LET 922, Dockst Ne. 80]4-0059,
Dockets Management Branch.

Ii. Agency Initiated Change

In the advance notice of proposed
rulemaking for OTC anorectal drug
products, the Panel recommended the
following warning for products
containing aluminum hydroxide gsl (45
FR 35576 at 25628) or kaolin (45 FR
35632} “Kemaove petrolatum or greasy
ointment before using this product
because they interfere with the ahility of
this product to adhere properly to the
ckin area.” That warning was included
in the Panel’s recommended monograph
in § 346.56({c}{1) and in the tentative Bnal
monograph in § 348.50(c}{8]-

Despite the above warning, § 34822 of
the Panel’s recommended monograph
and § 346.22(a) of the tentative final
monograph provided that any of the
protectant ingredients could be
combined. The agency did not receive
any comments on this issue following
publication of the Panel's report and the
tentative final monograph. The ageney
has determined that aluminus
hydroxide gel and kaolin should not be
combined with any “greasy” ingredient.
The following monegraph ingredients
are “greasy” in nature and therefore
should not be combined with elumipum
hydroxide gel or kaolin: Cocoa butter
cod liver oil, hard fat, lanclin, mineral
oil, petrolatum, shark liver oil, and white
petrolatums. Accordingly. the agerey ig
stating in § 346.22(a} of this final
monograph that “Any two. three, oz four
protectan identified in § 346.14 may¥ be
combined, except alominum bydroxide
gelin § 346.14{a){1) and kaclin in
§ 348.14{a}{5} may not be comhined with
any ingredient in % 346.14{a) (2} £4). (6L
(7). (8} and {10}, and (b2} and (3}
pravided that the combined percentage
by weight of all protectants in the
combination is at least 5¢ percent of the -
final product (e.g.. 1 gram of a 2 gram

Ingredients co!

dosage unit). Aoy protectant ingredient

included in the combination must be
pregent at & level that contributes at
least 12.5 percent By weight fe.g.. 025
gram of a 2-gram dosage unit), except
ood liver oil and shark liver oil. If an
ingredient in § 346.14(b} is included in
the combination, it must not exceed the
coneentration Hmit gpecified In

§ 348.14{b}.”

1iL. Summary ef Changes From the
Propased Rule

1. The agency is revising the
designation of the concentrations for
glycerin in § 348.14(a)3} for clarity. {Sce
comment I above]

2. The agency is adding hard fatto
§ 348.14{a} of the final monograph. (See
comment 2 above.]

3. The agency is revising the permitted
combinations of protectants n
g 346.22(a} to be consistent with the
warning in § 346.50(c}(8]. (See Part 18
“Agency Initiated Change” above.}

[V. The Agency’s Final Conclusions on
OTC Anorectat Drug Products

Based o the available evidenee, the
agency is issuing 8 final monograph
establishing conditions ander which
OTC anerectal drug products are
generally recognized as safe and
effactive and not misbranded. The
agency has determined that the
following active ingredients are a
monograph condition for their respective
drug class: Local anesthetics—
benzocaine, benzyl alcohol, dibucaine,
dibucaine hydrochioride, dyclonine
hydrochloride, Hdocaine, pramoxine
hydrochloride, tetracaine, an
{stracaine hydrochloride;
vaseonstrictors—ephedrine sulfate,
epinephrine. epinephrine hydrechioride,
and phenylephrine hydrochloride;
protectants—aluminum hydroxide gel,

- galamine, cocoa butten cod Bver oif,

glyeerin, hard fat, kaolin, lanclin,
mineral oil, petrelatum, shark Hver ail.
topical starch, white petrolatum, and
zinc oxide; analgesics, anesthetics, and
anﬁpmiﬁes—cami}hor. funiper tar, an
menthok astringents—calemine,
hamamelis water, and zinc oxide: and
keratolytics—aleloxa and resorcinol.
With the exception of hydrocortisong
and live yeast cell derivative, all other
ingredients for anorects} use whether o
not considered in this rulemaking are
considered nonmonograph ingredients.
idered in this :
rulemaking were: local anesthetics—
diperodon and phenacaine
hydrochloride; vasconstricier—
epinephrine undecylenate; protectants—
bismuth exida, bismuih subcarbonate,
bismuth subgaliate, bismuth subnitrate,
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and lanolin alechols; counterirritanigw
campher {greater than 3 f011perceny),
bydrastis, menthgl {1.25to 16 percent),
and turpentine-of} {rectified) (5 10 59
bercent); astringents—tannic acid;
wound healing agents—cholecaleiferc],
cod liver oil, peruvian balsar, shark
liver oil, and vitamin A; antisepticg—
boric acid, boreglyceris, hydrastis,
phenel, Tesorcinel, and sodium salicydic
acid phenclate; keratolytics—

- Precipitated suffur and sublimed sulfur:
antichoiinergﬁcs-@a*tmpme and
beliadonna extract; and miscellanecus
ingrediems-mﬁinscnia extract,
Echerichia coli vaccines, lappa extract,
leptendra extract, and mullein, Any
prodict markated fop useasanQTC

CFR part 346) may be considered & new
drug within the meaning of section
201(p) of the Federai Food, Drug, and
Cosmetic Act fihe act) 21 US.C 32t{ph
and misbranded under section 502 of the
act{21 ¥s.c, 352) and may not be
marketed for thig use unless it is the
subject of an approved application. Ap
appropriate gitizen pelition to amend the
monograph may also he submitted under
21 CFR 10.30.

In the Federal Register of May 1, 1088
(51 FR 16258), the agency published a
final rule changing itg labeling policy for
- stating the indications for use of OTC

drug products. Under21 CFR -330.1fc}{2),
the label and labeling of OTC drug ;
Produets.are required to containina
prominent and conspicuous location,
either {1} The specific wording on
indications for use esizblished vnder an
OTC drug monograph, which may
appear within a boxed area designated
“APPRDVED USES™ {2) other wording

meets the statutory prohibitions againgt
false or misleading labelin , which ghal]
neither appear within aboxed area nop
be designated “APPROVED USES™; or
(3] the approved monograph language on
indications, which ‘may-appear within g
boxed area designated “APPROVED
USES,* plus alternative langunage
describing indications for yse that is not
false or misleading, which shali appear
elsewhere in the lebeling. Al other OTC
drug labeling required by 2:monograph
or-other regulation {e:g. statement of
identity, warnings, and directions) must
appearin the speific ‘wording
established under the OTC drug
monograph or pther regulation where
exact language has been established
and identifisd fby-qaomﬁonmarks, g,
21 CFR 20183 01 330.1(g). The final rule
in this decument jig subject to the
labeling provisiong in % 330.24cj{2),

- The agency is removing the existing |
labeling requirementsg of

& 310.201(a}(23)(v}{5} {21 CFR
310.201 @)23)(v)(by zelating to
dyclonine h ochioride upon the ‘
effective date of the final monograph for
OTC anorectal drug prodacts, In
addition, the agency is reviging § 359:20
{21.CFR 369.20) by removing the.
reference 1o regtal Preparations from the
entry for “BELLADONNA
PREPARATIONS » + * and by
removing the entry for “RECTAL
PREPARATICONS FOR EXTERNAL
USE.” These regulations are being
revised because the above entries are
superseded by this fing} monograph for
OTC anoractal drug products.

No comments were Tecsived in
response to the agency’s request for
specific comment on the economic
impact of this rulemaking {53 FR 30758
at 30780}, The agency has examined the
economic consequences of this finalnile
in conjunction with other ruleg resulting
from the OTC drug review. In a notice
publisked in the Federal Register of

* Pebruary 8, 1833 {48 FR 5808}, the -agency

announced the availability of ag

. @ssessment of these econemic impacts,

The essessment determined that the
combined impacts of ait ‘the rules
resulting from the OTC drug review do

- Dot constitute a major rule aceording to

‘the criteria established by Executive
Order 12291, The agency therefore
concludes that no one of these rules,
including this final rule for QTC
anorzctal drug products, is a major rule,

The economic ‘agsessment alse
concluded that the overal] OTC drug
review was not Iikely to bave a
significant ‘economic impact on g
substantial number.of small entities as
defined in the Regulatory Flexibility Acy
{(Pub. L. 96-354). That assessment
included g discretionary regulatory
flexibility analysis in the event that an
individual rule might impose an unusus]
or dispropertionate impact on small
entities. Howewer, thig particular
rulemaking for OTC anorecial
products is not expected to pose such AR
impact on small businesses, Therefore,
the agency ceriifies that this final rule
will not have.a significant ‘2conomic
impact on a substy tial number of small
entities,

The agency has carefully eonsidered
the potentia] environmental effects of
this action. FDA has concluded that the

~ action will not have a significant impact

- on the human environment, and that an

environmenta} impact statement iz net.
required. The agency's finding of np
significant impact and the evidence °
supporting that finding, ‘contained in an
envircnmental assessment, may be seen

in‘the Dockets Management Branch
(address above) between © a.m, and §
p.m., Monday through Friday. This
action was considered under FDA's final
rule implementing the Natianal ’
Environmentai Palicy Act {21 CFR part
25},

List of Subjects
21 CFR Part 310
Administrative practice and

- procedure, Drugs, Labeling, Medicat

devices, Reporting and recordkeeping
raquirements, .
21 CFB Part 346 _
Anarectal drug products, Labeling,
Gveraﬂzwaﬂnie’rdmgs,
21 CFR Pars 369
Labeling, Meadical devices, Over-the-
counter drugs.

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

' Administrative?rocedm*e Adt,

subchapter D of chapter 1 of title 21 of
the Code of Federal Regulations is
amended in parts 319, 348, and 389 a5
followes: ,

PART 310-—REW BRUGS

1. The authority citatien for 21 CER
part 310 confinezs 4o read ag follows:

Authority: Secs, 201, 361, 50%, 502, 603, 505,
508, 507, 512-5186, 520,:60%(a), 701,708,705, P08 ;
of the Federal Food, Drag, and Cosmetic At
(21 U8.C. 32, 331, 351,352, 353, 353, 358, 357,
360b~350f, 380f, 361{a3, 371, 374, 375, 376);
5208, 213, 301, 362{a}, 351, 354-260F of the
Public Health Service At F42U8.C. 218, 243,
242(a), 2562, 2633)-26311}

§ 310.201 [Amencied]

2. Section 310201 Exemption for
certain drugs limited by new-drug
applications %o prescription sale ig
amended by *emoving paragraph
{(a}{23ivith) ‘and reserving it.

3. Part 348, eonsisfing of 8§ 346.1 1o
346.52 is added to read ag followse:

PART 346—ANORECTAL DRUG
PRODUCTS FOR ‘OVER-THE-COUNTER
HUMAN UsE

Subpart A—Genarat Provisionz

. See,

3431 ‘Scope,
3483 Definttions,

. Subpart B—Active Ingredients
1 348.10 Loedl anesthetic active ingredients,

346.12 Vaseconstrictor. active ingredients,

346.14 Protectant active ingredients, -

Analgesic, anesthetic, apd
anﬁpmiﬁnavﬁveingmﬁiemsu

346.18 . Astringent active ingredients, .

346,20 - Keratolytic active ingradients,
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346,22 Permitted combinations of anorectal
‘ active ingredients. s

Subpart C—Labeling
34650 Labeling of anorectal drug products.
346,52 Labeling of permitted combinations
of anorectal active ingredients.
Authority: Secs. 201, 501, 502, 503, 505, 510,
701 of the Federal Food, Drug, and Cosmetic
Act {21 U.8.C. 321, 351, 352, 353, 355, 366, 371)-

Subpart A—General Provisions

§346.1 Scope. o

{a} An over-the-counter anorectal drug
product in a form suitable for external
{topical) or intrarectal {rectal)
administration is generally recognized
as safe and effective and is not

misbranded if it meets each condition in

this part and each general condition
established in § 330.1 of this chapter. -

(b) References in this part to
regulatory sections of the Code of
Federal Regulations are to chapter I of
title 212 unless otherwise noted.

§346.3 Definitions.

As used in this part:

{a) Analgesic, anesthetic drug. A
topicelly {externally) applied drug that
relieves pain by depressing cutaneous
sensory receptors.

{b) Anorectal drug. A drug that is used
to relieve symptoms caused by
anorectal disorders in the anal canal,
perianal area, and/or the lower rectal
areas.

{c) Antipruritic drug. A topically
{externally) applied drug that relieves
itching by depressing cutanecus $Ensory
recepiors.

{d) Astringent drug. A drug thatis

applied topically (externally) to the skin

or mucous membranes for & local and
Yimited protein coagulant effect.

{e) External use. Topical application
of an anorectal drug product to the skin
of the perianal area and/or the skin of
the anal canal.

(f) Intrarectal use. Topical application
of an anorectal drug product to the
mucous membrane of the rectum.

(g) Keratolytic drug. A drug that
causes desquamation (looseriing) and
debridement or sloughing of the surface
~ gells of the epidermis.

() Local anesthetic drug. A drug that
produces local disappearanceof pain,
burning, itching, irritation, and/or
discomfort by reversibly blocking nerve
conduction when applied to nerve tissue
in appropriate concentrations.

{i) Protectant drug. A drug that
provides a physical barrier, forming a
protective coating over skin or mucous
membranes. '

G) Vasoconstrictor. A drug that
causes temporary constriction of blood
vessels.

- Subpart

§ 346.10

B-—Active ingredients

Local anesthetic active

ingredients.
The active ingredient of the product

consists

of any of the following when

used in the concentration or within the
concentration range established for each
ingredient: i

{a) Benzocaine % to 20 percent.

(b) Benzyl slcohol 1 to 4 percent.

{c) Dibucaine 0.25 to 1 percent.

(d) Dibucaine hydrochloride 0.25 to i

percent.

(e) Dyclonine hydrochloride 0.5 to1l

percent.

(f) Lidocaine 2 to 5 percent.
{g) Pramoxine hydrochloride 1

percent.

(h) Tetracaine 0.5 to 1 percent.
(i) Tetracaine hydrochloride 0.5 to 1

percent.

§346.12

vasoconstrictor active

ingredients.

The active ingredient of the product
consists of any of the following when
used in the concentration or within the
concentration range established for each
ingredient.

{a) Ephedrine sulfate 0.1 to 1.25

percent.

(b) Epinephrine 0.005 to 0.01 percent.

(c) Epinephrine hydrochloride 0.005 to

0.01 percent.
{d) Phenylephrine hydrochloride 0.25

percent.
§ 346.14

Protectant active ingredients.

{a) The following active ingredients
may be used as the sole protectant
active ingredient in a product if the
ingredient &s identified constitutes 50
percent or more by weight of the final
product. In addition, the following active
ingredients may be used in
concentrations of less than 50 percent
by weight only when used in
combinations in accordance with
§ 346.22 (a), {b), or (n).

(1) Aluminum hydroxide gel.

{2) Cocoa butter.

(3) Glycerin in & 20- to 45-percent
(weight/weight] aqueous solution 8o
that the final product contains not less
than 10 and not more than 45 percent
glycerin {weight/weight}. Any.
combination product containing giycerin
must contain at least this minimumn
amount of giycerin. ‘

(4) Hard fat.

(5) Kaolin.

{6) Lanolin.

(7) Mineral oil.

(8) Petrolatum.

{9) Topical starch.

(10

may not

) White petrolatum. ’
{b) The following active ingredients

be used as a sole protectant

ingredient but may be used in
combination with one, two, or three
other protectant active ingredients in
accordance with § 346.22 (a), (b), (n}:
and (o) and with the following
limitations:

{1) Calamine not to exceed 25 percent
by weight per dosage unit (based on the
zinc oxide content of calamine).

(2) Cod liver oil, provided that the
product is labeled so that the amount of
the product that is used in a 24-hour
period represents a quantity that
provides 10,000 1.S.P. units of vitamin A
and 400 U.S.P. units of cholecalciferol.

" (3) Shark liver oil, provided that the
product is labeled so that the amount of
the product that is used in a 24-hour
period represents a quantity that
provides 10,000 U.S.P. units of vitamin A
and 400 U.S.P. units of cholecalciferol.

(4} Zinc oxide not to exceed 25
percent by weight per dosage unit.

§ 346.15 Analgesic, anesthetic, and
antipruritic active ingredients._

The active ingredient of the product
consists of any of the following when
used within the concentration range
established for each ingredient:

(a) Camphor 0.1 to 3 percent.

{b} Juniper tar1 to 5 percent.

(c) Menthol 01101 percent.

§346.18 Astringent active ingredients.

The active ingredient of the product
consists of any of the following when
used within the concentration range
established for each ingredient:

(a) Calamine, within a concentration
range ¢f 510 25 percent by weight per
dosage unit (based on the zinc cxide
content of calamine).

(b) Hamamelis water, “The National
Formulary X1,” 10 to 50 percent.

{c) Zinc oxide, within a concentration
range of 5 t0 25 percent by weight per
dosage unit.

§ 346.20 Keratolytic active ingredients.

The active ingredient of the product
consists of any of the following when '
used within the concentration range
established for each ingredient:

{a) Alcloxa 0.2 to 2 percent.

(b) Resorcinol 110 3 percent.

§ 348.22 Permitted combinations of
anorectal active ingredients.

(a) Any two, three, or four protectants
sdentified in {(a) § 346.14 may be
combined, except aluminum hydroxide
gelin § 346.14(a)(1) and kaolin in
§ 346.14(a)(5) may not be combined with
any ingredient in & 346.14(a) (2}, {4), (6),
(7). (8) and {10), and (b) {2) and {3},
provided that the combined percentage
by weight of all protectants in the
combination is at least 50 percent of the
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final preduct{eg., 1 gramof a 2-gtam

dosage unit). Any protectant ingredient

included in the combination must be
present at a level that contributes at
least 12,5 percemt by weight {e.g., 0.25
gram of a Z-gram dosage unif), except

- cod liver oil and shark liver oil. i an
ingrodient in § 348.14(b} is ‘included in
the combination, it must net exceed the
Concentration limit specified in :

§ 346.14(b). :

(b} Any single anorectal ingredieny
identified in 3 '346.19, 846.12, 3468, -
546.18, or 346.20 may be tombined with
up to four protectants in accordance
with paragraph {a) of this section,

{c) Any single local anesthetic .
identified in-§ 348.10 may be combined
with any single vasoconstrigtor - :
identified in § 84612,
- {d) Any single local anesthelic -

ideatified in § 326.10 may be combined
with any single asiringent identified in
§ 3458.13.

() Any single lopal anesthetic
identified in § 346 10 may be combined
with any single keratolytic identified in
§348.20. .

(f) Any single vasoconsiricior
. identified in § 346,12 may be combined
with any single astringent identified in
§ 8463, )

{g) Any single analgesic, anesthetic,
and antipruritic identified in § 34818
may be combined with any single
astringent identified i § 346.18.

(h) Any single amalgesic, anesthetig,
and antipruritic identified in § 345.18
may be combined with any single
keratolytic identified in § 348.20,

{i) Any single astringsntidentified in
§ 346.18 may be combined with any :
single keratolytic identified in §.346.20,

(i) Any single local anesthetic
identified in § 348.19 may be combined
with any gingle vaseconstricior
identified in £ 546.12 and with any single
astringent identified in § 348.18.

() Any single 1ocal anesthetic
identified in § 346.10 may be combined
with any single ‘astringent identified in
§ 346.18 and with any gingle keratolytic
identified in § 348,20, ‘

(1) Any single vasoconstsicior
identified in § 34512 may be combined
with any single analgesic, anesthetic,
and antipruritic identified in § 348,15
and with any single astringent identified
- in § 346.18, i

{m) Any single analgesic, anosthetic,
andantipruritic identificd in§ 34518
may be-combined with -any singls

astringent identified in § 345.18 and with .

any gingle kera*w}yticidenﬁfied in
§ 346.2q, S

(n) Any combination of ingredients
listed in paragraphs (c) through (m) of -

this section may be combined with up to .

- astringent may not have a total weight

four protectants in accordance with
paragraph (a) of this section, i

(e} Any product containing calamine |
for use as a protectant andforesan |
astringentand/or containing zinc oxide |
for use as a protectant andforasan |

of zincoxide exceeding 25 percent by
weight per dosage unit,

Subpart C—Labeiing . ;

£ 345.50 Labeling of anorecta; drug
products, ‘

The labeling of the product contdins
the following information for anorectal
ingredients identified in §8 34s.10,
346.12, 348.14, 346.18, 345.18, and 846.20,
and for combinations of anerectal
Ingredients identified in. $.34B.22. Unless
otherwise specified, the labeling in this
subpart is applicable to anorectal drug
preducts for both external and
intrarecial use. ,

(a) Ssafemem»ofid&nﬁty. The labeli
of the product contains the established
name of the drug, if any, and identifies
the product as “ancrectal
(hemmz’rhoid&l),“ “hemorrhoidal,” ,
“kBemorrhoidal {anorectal) finsest dosage
form, e.g,, cream, Jotion, or ointment),”

(b} Indications. The labeling of the
product states, under the head;
“Indications,” any of the phrases listed
in paragraph {b) of this 'section, as
appropriate. Other truthful and
nonmisleading statements, describing
only the indications for use that have
been established and listed in this
paragraph, may also be used,.as .
provided in § 350.1{c}{2) of this chapter,
-subject to the provisions of section 502
of the Fadera] Food, Drug, and Cosmetic:
Act (the act) relating 1o wxishranding and
the prohibition in section 301{d} of the
act against the introduction or delivery
for intreduction into interstate
commerce of unapproved new drugs in
viclation of section 505{a) of the act.

(1) (“For the temporary relief of
“Gives temporary relief of * or “Helps
relieve the”) {As an ‘option, select-one or
both of the following: “local” or
“‘anorectal”) {select one ormore of the
following: “discomfort,” “itching"or
“Itching and disgomfort,” followegd by

- *“in the pesianal arey” or “associated
- with” {selest-one ‘ormore of the

following: “hemamhoids,"’f‘?anﬁrec‘tai
disorders,” “inflamed hemorrhoidal
tissnes,” “anorectal inflammation,”
“hemorrhoida] ‘tissues,"” ar“\piles
(hemorth oide)." ) :

(2) Additional indications. Indications
applicable to each active ingredient of
the product may be combined to .
eliminate duplicative weords or phrases
so that the resulting indication is clear
and understandable. In addition to the -

following: «

" with meist anorectal conditi

indicationidentificd in Pparagraph [b}{1)
of this section, the labeling of the )

- product intended for external or

intrarectal vse may also contain the
following indications, as Appropriate,
(1) For products for external use only

- con taining any ingredient identified in

§346.10. “For the temporary relief of”
(select one or more of the following:
“pain,” “soreness,” or “burning”),

(i) For products containing
epinephrine or epinephrine ‘
bydrochloride Fdentified in §.5346.12 &)
and fc} for external use.only, ond for
Products containing ephedrine suifate or
phenylephrine fydrochioride idenitified
in § 346,12 fa) and {d). o

{A) “Temporarily reduces the swelling
associated with” {select one of the
irritated hemorrhoidal tissue
and other anorectal disorders” or
Virritation in hemorrhoids and-other
anorectal disorders”), -

(B) “Temporarily shrirks
hemorrhoidal tissue _ -

(i) For products forexternal use only
containing glycerin identified in
§246.14(a){3) and for products for
externcl andjor intravectal use
containing any protectant identified in
§346.14(a) (2), (%), {6} through (10), end
{5} (1) through (4). R

(A) “Temporarily forms a proteciive

- coating ever inflamed tissues to help

prevent drying of tissyes™

(B) “Temporarily protects Irritated
areas.”

{C) “Temporarily relieves buraing”

(D) "Provides temporary relief from
skin irritations.” K

(E} “Temporarily provides a coating
for relief of anorectal discomforis,™

(F) “Temporarily protects the
inflamed, irritated anorecial surface”
(selecione of the following: “te help
make bowel movements less painful” or
“from irritation and abrasion during
bowel movement”), ‘

(G) “Temporarily protects inflamed
Perianal.gkin,” - .

(H) “Temporarily relieves the

‘Symptoms of perianal skin irritation ™

(iv) Fbrmdwts#mtainﬁ:g uminum
Aydroxide gel ddentifiod in§345, 1ttaiiy)
and for products containing kaolin
Iidentified in'§ 346.14(a)(5). “Forthe
temporary relief of itching asscciated

mﬂ’
(V) For products for-external use ondy
containing any analgesic, anesthetic,
and-antiprurisic Identified in § 34616, .

{A) "For the tempor. reliefaf”
{select-one or both of the following:
“pain” or “burning™). - '

- (B) "“Can help ‘diskaciimm%p‘a%nf’
{C) “May provide a cooling .~

-senigation.”:
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{vi) For products for external use only
containing hamamelis water identified
in § 346.18(b), and for products for -
external use and/or intrarectal use .
 containing calamine or zinc oxide

 identified in § 346.18 (a) and (c).
(A} “Aids in protecting irritated
gnorectal areas.” .

{B) “Temporary relief of” (select one .
or both of the following: “irritation” or
“burning”). . . }

{vii) For products for external use
only containing any ingredient
identified in § 346.20. The indication in
paragraph (b)(1) of this section applies.

{c) Warnings. Warnings applicable to
each active ingredient of the product
may be combined to eliminate

duplicative words or phrases so that the
resulting warning is clear and
understandable. The labeling of the
product contains the following warnings
under the heading “Warnings™

{1) “If condition worsens of does not
improve within 7 days, consult a
doctor.”

{2) “Do not exceed the recommended
daily dosage unless directed by a
doctor.” ' :

{3) “In case of bleeding, consult a
doctor promptly.”

{4) For producis for external use only.
“Dg not put this product into the rectum
by using fingers or any mechanical
device or applicator.” ‘

(5) For products for intrarectal use o
be used with a special applicator such
" as a pile pipe or other mechanical
device. "Do not use this product with an
applicator if the introduction of the
applicator into the rectum causes
additional pain. Consult a doctor
promptly.”

(8) For products for external use only
containing any local anesthetic
. identified in § 346.10, menthol identified
in § 346.16(c}, or resorcinol identified in
§ 346.20(b). “Certain persons can
develop allergic reactions to ingredientis
in this product. If the symptom being
treated does not subside or if redness,
irritation, swelling, pain, or other
symptoms develop or increase,
discontinue use and consult a doctor.”

(7) For products con taining any
vasoconstrictor identified in § 346.12. (i)
“To not use this product if you have -
heart disease, high blood pressure, -
thyroid disease, diabetes, or difficulty in
urination due to enlargement of the
prostate gland unless directed by a
doctor.” .

{il) “Drug interaction precaution. Do
not use this product if you are presently
taking a prescription drug for high blood
pressure or depression, without first
consulting your doctor.” .
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(iii) For products containing ephedrine
sulfate identified in § 346.12(a). “Some
users of this product may experience
nervousness, tremor, sleeplessness,
nausea, and loss of appetite. If these
symptoms persist or become worse,
consult your doctor.” ) ‘

(8) For products con taining aluminum
hydroxide gel iden tified in § 346.14(a)(1)
and for products containing kaolin
identified in § 346.14(c)(5). “Remove
petrolatum or greasy ointment before
using this product because they interfere
with the ability of this product to adhere
properly to the skin area.”

(9) For products for external use only
containing resorcinol identified in
§ 346.20(b). Do not use on open wounds
near the anus.”

(d) Directions. Directions applicable
to each active ingredient of the product
may be combined to eliminate
duplicative words or phrases so that the
resulting information is clear and
understandable. The labeling of the
product contains the following
information under the heading -
“Directions™

(1) “Adults: When practical, cleanse
the affected area” {select one or both of
the folicwing: “with mild soap and
warm water and rinse thoroughly” or
“by patting or blotiing withan ,
appropriate cleansing pad”). “Gently dry
by patting or blotting with toilet tissue
or a soft cloth before application of this
product.” [Other appropriate directions
in this section may be inserted here.}

Children under 12 years of age: consult

& doctor.”

(2) For products for external use only.
“Apply externally to the affected area”
{insert appropriate time interval of
administration as identified in
paragraphs (d)(6), (7}, (8), or (9] of this
gection). :

{3) For products for external use that

* gre pads containing anorectal

ingredients, “Gently apply to the
affected area by patting and then
discard.”

(4) For products for intrarectal use
that are wrapped suppositories.
»Remove wrapper before inserting into
the rectum.”

{5) For products for in trorecial use
that are to be used with a special
applicator such as a pile pipe or other
mechanical device. "FOR

 INTRARECTAL USE: Attach applicator

to tube. Lubricate applicator well, then
gently insert applicator into the rectum.”

{6) For products for external use only
containing any of the local anesthetics
identified in § 346.10; analgesics,
anesthetics, and antipruritics iden tified
in § 346.16; or alcloxa or resorcinol

identified in §346.20. Apply tothe
affected area up to 6 times daily.

(i) For products for external use only
containing dibucaine-or dibucaine
hydrochloride identified in § 346.10 (c] -
and (d).-Apply to the affected area up to
3 or4 times daily. - - ‘

{ii) For products for external use only’
containing pramoxine hydrochloride -
identified in § 346.10(2). Apply to the .
affected area up to 5 times daily. -

¥4 For products-containing .
vasoconstrictors identified in § 346.12.
Apply to the affected area up to 4 times
daily.

(8) For products for external use only
containing glycerin identi fied in
§ 346.14(aj(3) or hamamelis water
identified in § 346.18(b), and for
products for external and/or intrarectal
use containing any protectant identified
in § 346.14(a)(1), (2), (4). (), (6), (7), and
{9), and (b)(1), (2), (3), and (4), or any
astringent identified in § 346.18(a) and
(c). Apply to the affected area up to 6
times daily or after each bowel
movement, .

{8} For products containing petrolatum
or white petrolatum identified in
§ 346.14(a)(8) and (10). Apply liberally to
the affected area as often as necessary.

{e) The word “physician” may be
substituted for the word “doctor” in any
of the labeling statements in this
section.

§346.52 Labeling of permitted
combinations of anorectal active
ingredients.

Indications, warnings, and directions
for use, respectively, applicable to each
ingredient in the product may be
combined to eliminate duplicative
words or phrases so that the resulting
information is clear and understandable.

(a) Statement of identity. For &
combination drug product that has an
established name, the labeling of the
product states the established name of
the combination drug product, followed
by the statement of identity established
in § 346.50(a). For a combination drug
product that does not have an
established name, the labeling of the
product states the statement of identity
established in § 346.50(a). :

(b) Indications. The 1abeling of the
product states, under the heading
“Indications,” the indication(s) for each
ingredient in the combination, as
established in the indications sections of
this subpart.

{c) Warnings. The labeling of the
product states, under the heading
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“Warnings,” the warning(s) for each - PART 369--INTERPRETATIVE L
ingredient in the combination, as . . ‘ STATEMENTS RE WARNINGS ON -
established in the warnings sections of DRUGS AND DEVICES FOR OVER-

. this subpart, . THE-COUNTER SALE '

(d) Directions. The labeling of the 4. The authority citation for21 CFR
product states, under the heading . : 1
“Directions,” directions that conform to Ppart 369 continues to read as follows: .
the directions established for each . Authority: Secs, 201, 301, 501, 502, 503, 505,
ingredient in the directions secticns of 508, 507, 701 of the Federal Food, Drug, and
this subpart. When the time intervals or  Cosmetic Act (21 U.S.C. 321, 331, 351, 352, 353,
. age limitations for administration of the 355, 356, 357, 371). = ‘
- individual ingredients differ, the . .
directions for the combination product -  §389.20 [Amended] , -
may not-exceed any maximum dosage - 5. Section 369.20 Drugs; recommended - ‘
limits established for the individual warning and caution statements is
ingredients in the applicable OTC drug ‘amended by removing the statement,
monograph. , S “See also Rectal Preparations for -

additional warnings,” from the entry for - -

“BELLADONNA PREPARATIONS AND

PREPARATIONS OF ITS ALKALOIDS o .

(ATROPINE, HYOSCYAMINE, AND

 SCOPOLAMINE (HYOSCINE)}; .

HYOSCYAMUS, STRAMONIUM,
THEIR DERIVATIVES, AND RELATED
DRUG PREPARATIONS” and by -
removing the entry “RECTAL
PREPARATIONS FOR EXTERNAL
USE.”.

f Dated: May:ils, 1990. -
James 8. Benson,

; Acting.Commissioner of Food and Drugs,

[FR Doc, 90-18140 Filed 8-2-90;.8:45 am},
BiLLING CODE 4160-01-3 : o





