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[Docket No. 2003N-0539]
Over-the-Counter Drug Products; Safety and Efficacy Revnew B

AGENCY: Food and Drug Administration, HHS

ACTION: Request for data and information.

SUMMARY: The Food and Drug Ad“xﬁmisaaach (FDA) is announci‘ng a call'for o
data for certain categories of ingredients in over- -the-counter (OTC) drug E o

products that are elrgrble for the or1g1na1 OoTC drug review but have not been

reviewed by FDA to date FDA will rev1ew the suhmrtted data and 1nformat10n

Ldey

as part of its ongoing review of OTC drug products to determlne Whether theﬁse S
ingredients and products are generally recognized as safe and effectlve (GRAS/ o
E) for their labeled uses. This document also requests the 1dent1f1catron of other :

categories of OTC drug products that were in the marketplace when the OTC

drug review began on May 11, 1972, or that were marketed before December

4, 1975, and describes FDA’s general regulatory pohcy govermng the marhetmg

of these OTC drug products during the pendency of thls revrew b' * '
oo

DATES: Submit data 1nformat10n and general comments by [msert date 1 80

days after date of pubhcatIon in the Federal Register].

ADDRESSES: Submit data and information directly to the Div1sron of OTC Drug

Products (HFD—-SGO) Center for Drug Evaluatron and Research Food and Drug -

comments in wrrtrng to the DlVlSlOIl of Dockets Management (HFA——SOS), 630 o

cd01175

}

Naofud



.
Fishers Lane, rm. 1061, Rockville, MD 20852 or electromcally to http: //

.
i

www.fda. gov/dockets/ecomments L s

FOR FURTHER INFORMAT!ON CONTACT: Mlchael T’ Benson or Gerald M. Rachanow

“ !

Center for Drug Evaluation and Research (HFD 560] F ood and Drug -

Administration, 5600 Fishers Lane Rookvrlle MD 20857 } ﬂ

w‘
i

SUPPLEMENTARY INFORMATION:

I. Background - o | |
In 1972, FDA established the OTC drug review to evaluate currently
marketed OTC drug products. The frnal regulatmns in part 330 (21 CFR part

EOI (I‘BCOdlfled as o

330) providing for the OTC drug revrew under 21 CFR 13

§ 330.10) were published and made effective in the Federal Reglster of l\/lay

11, 1972 (37 FR 9464). Since that time, FDA has publlshed varlo‘us ‘calls fior' } "
data inviting interested parties to submit data and infornlatidn for the adrhsory o
review panels to review.? Durlng the course of the OTC drug rev1ew adv1sory |

review panels reviewed many of the categones of OTC drug products 1ncluded

in prior call-for-data notices but did not review every Category because of' -

resource limitations.z Table 1 of this dooument lists the categorles of OTé drug

E

that were reviewed by FDA only.

TABLE 1.—CATEGORIES” OF OTC
DRUG PRODUCTS REVIEWED BY 7. o
PANELS AND/OR FDA™ o Lo

AcneAlcohol
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1See 38 FR 31696, November 16, 1973 and 40 FR 38179, August 27 1975

2FDA also identified several categories of marketed OTC drug products that were 1ot
reviewed by the advisory panels and publish subsequent call-for-data notices for those:
product categories. In the Federal Register of December 5, 1989 (54 FR 50240), FDA
published a request for data and information on mgred1ents in eyewash drug products used
for emergency first aid treatment of chemical burns of the eyes. FDA publshed a propoSed
rule for those products in the Federal Register of September 19, 1990 (55 FR 38560), FDA
published a request for data and information on ingredients contained in products bearmg
antiplaque and antiplaque-related claims. The Dental Products Panel completed its review
of the data and information that were submitted, and FDA pubhshed the panel’s report in
the Federal Reglster of May 29, 2003 (68 FR 32232)



W

ity 1 i ke ot A

TABLE

1 —CATEGORIES OF " OTC
DRUG PRODUCTS REVIEWED BY 17

PANELS AND/OR FDA—Contmued

Anorectal
Antacid
Anthelmintic
_Anticaries
Antidiarrheal
Antiemetic
Antiﬂatulent
Antifungal:
Diaper Rash
Nails and Scalp”
Antiricrobial’
A&coho‘s {topical}
. Antiseptics (First aid) -
Antliseptics (Health Care)
Diaper Rash
Mercurials
Antiperspirant
Aphrodisiac
Benign Préstatic Hypemophy
Boil Treatment
Camphorated O#f
Category I} Ingredients (Phase 1)
“Cafégory 11/l Ingredients (Phase 1)
Category 1I/Hf Ingredients (Additionat)
Cholecystokinetic
Corn/Callus Remover
Cold/Cough:
Anticholinergic
Antihistamine
Antitussive
Bronchodilator .,
Expectorant
Nasal Decongestant
Dandruft/Seborrhea/Psoriasis
Daytime Sedative
Deodofant (Intérnal)
Digestive Aid’
Exocrine Pancreatic Insuﬂnmency
External Analgesic’
Dxaper Rash
Fever Blister/Cold Sore
Insect Bites/Stings
Male Genital Desensitizer
‘Poison Ivy/Oak/Summat
Fever Blister/Cold Sore (Internal)
Hair Grower/Loss
Hexachlorophene
Horrmone (topical)

w Avan

»Hypo/Hyperphosphatemia

Ingrown Toenail Relief
insect Repellent (lntemal)
Internal Analgesic:
Leg Muscle Cramps
© Malaria
Overindulgénce
Laxative

_ Menstrual

" pediculicide”

Nailbiting/T! humbsuckmg Déferrent
Nighttime Sleep-aid’
Ophthalmic’
Oral Health Care:
Antiseptic

Oral Micosal Injury
Oral Wound Healing
Plague
Otic:
Drying Water-Clogged Ears -
_Earwax Removal .
‘Swimmer's Ear
Overmdulgence Remedies:
Prevent Inebri atron

Poison Treatment:
Acute Toxic Ingestion Tredtment
Emetic
Salucylamhdes (T nbromsalan)
Siver ™~
Skin Bleaching
Skin Protectant:
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TABLE 1 ———CATEGORIES OF MOTC{
DRUG PROBUETS ﬁevrﬁwﬁiﬁ BT
t"ANELS AND/OR rUA——bontmued e

KU

Astringent
Diaper Rash

. Fever Blister/Cold Sore
Insect Bifss/Stings ™ "
Porson Wy/Oak/Sumac

Smokmg Deterrent

Stimulant

Stomach Acidifier

Sunscreen

Swest Qnm’e of Nitr: a

Sweet Spirits of
Vaginal Coniraceptive
Vaginal Drug Products
Vitamin/Mineral

Wart Remover

Weight Control
Zirconium (Aerosol)

e
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To complete the OTC drug review, FDA is pubhshlng thlS call for data “

notice on the following categories of 1ngredrents: (1) Nasal Vrnorsturlzer drug

s s

products, (2) urinary analgesm/antlseptlc drug products (S)Qurlnary%amdlﬁers

and alkalinizers, (4) aloe vera and urea (5) wrmkle remover products and (6)

Iubricants and vaginal moisturizers. The categorles of OTC drugs in thls notlce o

t

include some of the categories from the 1973 and 1975 ‘notlces that were not

a,mufxyr M #eix

reviewed and several other categones that the agency has 1dent1

never reviewed. These include urlnary analgesms/ antlseptlcs and sahne nasal

products. Interested parties who identify other categories of O"TC drug products

that were in the marketplace when the OTC drug review began on May 11
l

1972, or that were marketed before’ December 4,1975 [see § 330 13) shoui%d

S, oy e v

submit comments regardmg thlS document to the agency about those categorles o

of OTC drug products 1nclud1ng the active 1ngred1ents in thewproducts and

provided if available.

i
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A. Nasa] Mojsturizer‘ DrugProducts

i

The agency con31ders nasal morsturrzer products3 to be drugs when they

contain the following or similar mgredlents Sodrum chlorrde normal sallne
buffered isotonic saline solution, saline phosphate buffer solutron glycerln A: |
number of these nasal moisturizer products have been marketed for several
years with various labeling claims. Such claims 1nclude the followrng

statements:

e‘‘provides soothing moisture tlo dry, 1nﬂamed nasal membranes due to

---1-,<

colds, allergies, low humrdrty, and other minor nasal 1rr1tat10ns

*“‘restores vital moisture to provide prompt rehef for dry, crusted and o

inflamed nasal membranes due to chromc smusrtrs colds low humrdrty,
. w»l i
overuse of nasal decongestant drops and sprays allergres mmor nose bleeds

and other minor nasal 1rr1tat10ns

o g g w;_ﬁw

*‘‘use for dry nasal membranes caused by chromc srnusrtls allergy,

P
o2

asthma, dry air, oxygen therapy

§

st

“‘rhinitis medicamentosa, rhinitis sicca, and atrophic rhinitis for patients”

‘hooked on nose drops’ and glaucoma patients on diuretics having dry nasal

P

capillaries” : L ‘2 |
*“‘a nasal moisturizer formulated to be physmlogrcally compatrble wrth

nasal membranes, prov1d1ng soothmg rehef for clogged nasal passages w1thout‘ o

stinging or burnrng '

3n its report on OTC cold cough allergy, bronchodllator, and antrasthmatlc drugv

products (published in the F ederal Reglster of September 9, 1976 (41 FR 38312)) the panel o

that reviewed these products classified saline phosphate buffer solution as an inactive’
ingredient or pharmaceutical necessity, and did not classify it as a ‘nasal moisturizer. Tbe
panel did not review and evaluate products used as nasal morsturlzers “and these products
were not reviewed and evaluated in the various tentative final an : nographs under
the rulemaking for OTC’ cold, cough, allergy, bronchodllator , and a m
products. U

e et yﬁ._.;)\r.: e .;.
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*‘restores moisture to relieve dry, inflamed nasal membranes due to ]ow

’7“‘

humidity, colds, a]]ergres and overuse ofnasal decongestants .

. xmv

FDA currently desires addltlonal data on whtch totmake a determmatlonm’\: T
as to the safety, effectiveness, and labehng of these products There may be

other labeling statements or formulatlons of the products that are marketed as , o

OTC nasal morsturlzers FDA con31ders many of these clalms to be drug ‘c aims

and believes these products should be regulated under fhe monograph for OTC

B. Urinary Ana]gesic/An’tj's'ep‘t}'c Drug ProdLiCts"

FDA is also aware that products marketed as urmary analgesms/antlseptlcs -

and products for too erQHent burnlng and pamful urmatlo have been |

marketed for a number of years, but have not yet been evw xlu ed ’as part of

the OTC drug review.4 Other products marketed for these uses for a’n‘umber | o

of years contain methylene blue and phenazopyrldlne‘hydrochlorlde“ (HC%T

Phenazopyridine HCI has had a dual prescnpnon/ OTC marketmg status AN

based on the ingredient’s extensive marketing history in the United States tha e
i ' .

predates the 1951 Durham-Humphrey Amendments to the F ederall Food :gbr’ug, |

T G

and Cosmetic Act (the act). FDA revrewed phenazopyrldme“H /sulfonamldem'm,’

combination products under the Drug Efficacy Study ImpIementatmn (DESI

12056) for the treatment of urinary tract 1nfect10ns caused'b ﬁal sulfo*\ amic
susceptible organism when relief of : symptoms of pain, burnlng"w «

is needed. None of the smgle entlty phenazopyrtdlne HCI drugs marketed

g
Y

......

1A product contalmng methenamme sodxum sa}xcylate sahcylamlde ‘and benzmc acrd
was submitted in response to the 1973 and 1975 call-for-data notices mentioned previously,
but has not been reviewed to date. This submission is out-of-date and needs to be updated
before the agency begms its review of these products

i
i
:
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that time or now have been the subject of an ‘approv_e:d new drug ,applicatton
(NDA). : s &
In the Federal Reglster of ]uly 29, 1983 (48 FR 34516] FDA Puhhshe L
. [T |

a DESI notice contarnrng condrtrons for approval and 1 m rketmg of

e

phenazopyridine- contarnmg drug products (srngle entltles or frxed

combinations). The notice announced certarn requrred labehngp statements for A o
phenazopyridine-containing drug products mdlcated for use in rehevmg
symptoms assocrated with a urrnary tract 1nfect10n and certam requlred

labeling for all phenazopyrldme contalnrng drug products ’FDA#recommended |

the following labehng requrrements for phenazopyrrd
products (single entltles or fixed combmatlons) for use 1n the treatment of |

urinary tract infections:

1. The followmg 1nformat10n shall be dlsclosed m the INDICATION e

section (adapted to the labehng of partlcu]ar drug produ ts):

urinary tract infection with phenazopyrrdme HC] ora combmatlon drug “
| ys hecause

product containing phenazopyridine HCl should not ex: ee
there is lack of evidence that the combmed admmlstratlon of phenazopyrldme R
HCI and an antibacterial provides greater beneflt than admlnlstratlon of the ,

H
) ¥

antibacterial alone after 2 days. - | | S -

2. The part of the INDICATION ‘section’ pertammg to the use of the prgoductw B
in urinary tract infections shall also refer to the DOSAGE and
ADMINISTRATION section.

3. In its dosage and dosmg 1nterva1 recommendatlons pertarmng to the use ‘ |
of the product in urinary tract mfectlons the DOSAGE and ADMINISTRA‘TION"M -

section shall show that the product is only 1nd1cated for up to 2 days (the

wwwu
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The DESI notice also contamed the followmg labehng requrrement tlor aH
drug products contalmng phenazopyrrdme ; |

The following statement shall be included in the CARCENOGENESIS subsectlon o \

of the PRECAUTION section of the labehng 5
L

Long-term administration of phenazopyridine hydrochlorrde has mduced |
neoplasia in rats (large intestine) and m_tce (liver). Althougu no assocratron between
A *: T . o b e A }n\v.,’« e P f P R T P

phenazopyrldme hydrochlorlde and human neoplasra has heen reported adeqhate o

. { .

This 1ntormat10n came irom a Natronal Cancer Instrtute technlcal report o

(Ref. 1). FDA is not aware of any epldemrologlcal studles that have heen done }

since the report was published i in 1978.

e gl

The 1983 DESI notice states that the product consrdered (Azo GantanoI) e

contained 500 milligrams (mg) of sulfamethoxazole (antlbacterlal component)
and 100 mg of phenazopyrrdme HCl (analgesrc component) per tahlet and thls -

gy Mot
combination is effective only for the first 48- hour treatment perrod (four tablets -

initially followed by two tablets every 12 hours W1th the last dose - |

administered at 36 hours). There is no evrdence that the phenazopyrldme HCl

component has a beneficial effect on symptoms beyond {18 hours./Therefe‘;re,

after initial treatment with the combination product, further treatment should L

be continued only with the sulfonamide.

m@.ﬂ.,;y. .

The way the labeling mformatron appeared m the notlce 1nd1cated that R

§~«>, ; ,t, LR

200 mg of phenazopyridine was the prescrrptron dose Products contammg e

lesser amounts (e.g., 190 or 195 mg) have been marketedﬁﬁTC The
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(Ref. 2) does not contain the required carcmoge‘neSm statement on the outer o

package labeling but does have the statement ina package msert 1nc1uded o

inside the package.

FDA issued a Comphance Pohcy Guide on October 1 1980 (Ref 3) rev1sed¥c o o

on May 22, 1987 (Ref 3), that addressed urmary tract preparatrons contammg

phenazopyridine HCl. FDA adv1sed ‘that 1t was not takmg regulatory actrbn V

. i:,

against products containing this 1ngred1ent and Iacklngand lackmg a

1
4

[ TR " L LA LT

prescription legend or full- dlsclosure labehng [based on ’t“:etr deferral to:“he‘

e L« .
) .

OTC drug review]. :
FDA has a number of questions and issues that it plans to consider vghen o
it evaluates phenazopyridine HCI for urinary tract analgesic/antiseptic use as

part of this review.

1. Is this condition appropriate for self medicatiyoni’?::%b o 0
2. If the answer to the first question is yes, should the product labehn
mention the possible need for treatment W1th an antlbacterla} drug also';> ='

. t«.'

3.Is there a Vahd basm for havmg smgle 1ngred1ent prescrlptlon products a

7?, L RS SOV N

with a 200 mg dosage and OTC products w1th a 190 to 195 mg dosage? Wbat o

data support these dosages"’ - R

4. Have any eptdemlologlcal studies been done smce 1978 that addregs

the neoplasia findings in the’ Natronal Cancer Instltute techmcai report (Ref

1)? ‘ o | ‘i

O R TR

5. Are the neoplasia fmdmgs of sufﬁc1ent concern to restrlct thls drug to
. 4 . g
prescription status? |

t

E ‘ W et
R

B

6. Do consumers adequately understand the requlred carc1nogenes1s L

labeling statement'? If the answer is no how should thlS statement be rev1$ed? R



the outer package ]abehng, oris it adequate that it appear only ina paokage I

insert? S . S f;, . ;
s

8. Provide updated safety data both from the hterature and frorn adverse o

F
event reports for the last 20 years, espeolally those adverse events reported

to companies that market these products.

FDA invites parties interested in the OTC status of thrs 1 Vgredrent to

>szr g e o e

!

submit their answers to these questrons and any supportlng data to the ,
Division of Dockets Management as comments to this notlce so that thlS

information will be publicly avallable when F DA revrews thrs mgredrent

e ,‘Mg« ﬁw.«?4 B

Adverse event reports should not 1nclude names or telephone numbers

Gy o e e

C. Urinary Acidifiers and AIka]mzzers

FDA is also aware of OTC drug products that have been marketed as ; o

r o
urinary acidifiers and urinary alkalinizers. Ammomum ohlorrde and asco%rblc, |

acid have been used as OTC urrnary amdrﬁers and sodlum blcarbonate has o

been used as an OTC urinary alkahnlzer These produo s have not been

ot
o+

3 » . oY i E Es.:{«:,m)s‘x\ R A T
included in any previous CaH‘,erTq%ta;,3}9’51‘3@9?&,,9:3 part “ofthe O'I\'C“drug rev%ew. -

Therefore, at this time FDA invites interested persons to submit data or
information on these and any other ingredients for use as OTC urinary

acidifiers and alkalinizers.

e ol s e s e
T B T

D. Aloe Vera and Urea

Aloe vera has been present ina Vanety of OTC drug produots It has been |

listed as both an active and maotlve 1ngred1ent It has been marketed as a skln N ‘

the vagina. The Advrsory Review Panel on OTC Contraceptrves and Other

o
f

Vaginal Drug Produots (Vaginal Drug Produots Panel) plaoed stabrhzed aloe

- ,?
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1

vera in Category III (for effectlveness) for the rehef of minor lrrrtatlons of he

vagina (advance notice of proposed rulemaf[(mg (ANPR ), 48 FR 46694 at

46711 to 46712, October 13, 1983) ‘The panel mentroned that treatment of
t

minor burns, insect bites, and other condrtrons in Whrch a wet dressmg of aloe

t

vera is used has been wrdely reported and handed down from generatron to |

generation. FDA withdrew this ANPRM i 1n the Federal Reglster of F ebruary S
Ee v
3, 1994 (59 FR 5226), because recommended Iabehng 1nd1catrons and ;

.t
wt

ingredients used for minor 1rr1tatron 1tchmg, or soreness are not unlque o the ‘

vaginal area and are already berng con31dered in otherOTC C rug rulemakmgsw o

T A
T e Ry T e, o SO 4 e
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(e.g., antifungal, antimicrobial, and external analgesrc) Therefore FDA o

:
t

planned to consider the 1ngred1ents and 1nd1cat10ns from the vagma] drug S o

products ANPRM in those other rulemakmgs as approprlatw 1

submissions for aloe vera were made to the other rulemakrngs Because there )
s he v A Jestetn { N

may not have been an adequate opportunlty for 1nterested partles to subrrpt ‘

data and information on aloe vera to those rulemakmgs FDA 1nv1tes'1nterested

parties to submit any avallable data and mformatron at hrs 1rne“ e,oredrt

finalizes the monographs for OTC toprcal antlmrcroblal and external analgesml* o

drug products The monograph for OTC toplcal antlfungaI drug products rs e
finalized (21 CFR part 333, subpart C), 50 any interested partres should suhmrt o

any data and mformatlon on aloe Vera for thrs use as a petrtlon to amend the f i -

L
}

final monograph. : S o e : R i :;

Urea has been marketed as an antlprurltrc and kerato]ytlc 1n a number of "

. i R
topical products, with claims that range from “drug (reheves 1tch1ng) to :

“cosmetic” (for total body dry skin c care, soﬁen dry rough Shln) Severa]

=
% R
submissions on products contalnrng urea Were made to the Advrsory Rev1ew

Panel on OTC Miscellaneous External Drug Products 7but that panelﬁdrd not



data or lnformatlon on urea have been subrnltted to the rulemakmg for OTC

external analgesic drug products At this time, FDA ] 1nV1tes any 1nterested

drug product or for any other QTC drutgwusﬁe. 7

E. Wrinkle Remover Products

Whether a wrinkle remover product should be reguﬂlatem as a drug ora

(
i

cosmetic depends on the clalms the manufacturer makes for the product ’The o

regulation of cosmetics is covered in 21 CFR part 700. Manufacturers of t&]esew"‘“ﬂww

products should examine their labehng for these products and to determme .

f ;

if the products products should be submltted to the OTC drug revrew for

“\iﬁ* —
%

evaluation. Manufacturers shOuld determine 1f the 1ngredlents in those B

products affect the structure of the skin in some physmlogrcal way and t us,;: Co

should be submltted for review as drug 1ngred1ents sectron ‘(see sectlon E |

sytm.m»osum N

201(g)(1)(C) of the act (21 U. S CM §§T(g)( CD) ﬁ or ‘éféfhp e, some products e

marketed since 1971 contain alpha hydroxy acrds and beta hydroxy ac1ds

PRANFER tifx_;, B LN I TR

These ingredients are 1ncluded in thlS request for data and in ormatlon

F. Lubricants and Vagma] Mmstunzers

The Vagmal Drug Products “Panel revrewed OTC dr( g p’oducts for ’a S

number of vaglnal uses (48 FR 46694) However those uses dld not mclué'i;e:y

vaginal lubricant or moisturizer. A number of products are marketed as a

lubricant, personal lubricant, or lubricating }elly These productswhave uses thatl

include: “For’ personal lubrication When Vagrnal dryness causes drscomfort ”

“acts as a mmsturlzer for vaginal dryness » “gnhances the comfort and ease

of intimate activity,” and “enhan ces sexual pleasure by addmg to the body s .

i

A L R
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natural lubrication.” Other products are fﬁéri&ét"éd ’Laé lubncatmg splerm‘lcldesw
: ng;*:?/smf:;% S o B

[lubricant plus nonoxynol-9] ¢ or as a lubrlcant w1th nonoxynol 9 These j
tlvizﬂ ('Jl: [

products have claims that state sperm1c1de nonoxynol 9 plus safe Water-
1

soluble personal lubr1cat10n feels natural and helps enhance sexual pleasure l

lubncatmg protectlon agamst unplanned pregnancy and :

pleasure by adding to the body’s natural Iubl"l(:altlon,’not a contfaﬁc‘éiitiizéf

however, because it may kill some sperm, it should not be used f pregn ‘ncy/

is desired.” FDA considers claims related to rellef of dlscomfort and clau‘ns

related to the comfort and ease of sexual act1v1ty to be drug ;clalms as they

relate to the mitigation or treatment of dlsease (section 201(g)(1)(B of the act)

R T R VAN NP N U P

or use of a product to affect the structure or functlon of the body (sectlon

201(g)(1)(C) of the act).

2 Fara

"“For [or eases]ﬁil R

t

Some of these lubricant product‘s el\soﬂhevé él\aiiﬁs” such as.

insertion of rectal thermometers, enemas, douches and smular types of
%

nozzles, [and tampons and condoms]” and * W1dely used in gynecologlcal and“

hospital procedures.” Such clalms mal(e these products medlcal dev1ce s J}a Vd o

R SO 2

FDA has regulated them as such since 1976 FDA\rwgulatmns in.

’z;w ;,;:»)gz;;:w,,h;.y,‘»‘;V\, PP SRS
lubricant” states: “A patlent lubrlcant 1s a dev1ce 1ntended lor medlcal,, T
s >{tk RN N AN
N AP '

purposes that is used to lubrlcate a body orlﬁce to famhtate entry ofa |
diagnostic or therapeutic device.” Claims related to msertmnof or fac1hta§t1ng

B
a3

use of rectal thermometers, enernas, douches, tampons; and condoms are’

TR i

considered device claims and are not 1nclui e aslpart oftlus:call for data.&

As these products with device clalms can also have drug clalms as d1scussed

g g
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part of this call for data.

b e B

Products marketed as a vaginal mmsturlzer have cIalms such as

“replenishes your natural moisture for days at a tnne,” “w1th regular use

- !’
s g DR gy B T s u;

provides contmuous vaginal morsture for most women ” and “saf Atlmmedlate

relief of vaginal dryness.” F DA also con31ders these to bemdrug clalms beCause

they discuss affectmg the structure or functlon of the body and in some tases;

may relate to the mitigation of a disease. Thus they are also part of thls call
for data. FDA does not cons1der these uses of lubncants or vagmal mmstun%ers

S W ek B

to be cosmetic claims because they do not relate to “cleansmg, beautlfym“g,

promoting attractiveness, or altering the appearance” (see sectron 201(1) cf tﬁe : M : 4\

act).

G. Categories of Unreviewed Drug Products and Ingrechents

The categories of unreviewed drug products hsted in the foHowmg o

products. This list is not intended to be all-lncluswe Manufacturers of drug

products in categories not prevxously rev1ewed or that contam 1ngredxents not

listed herein should submit approprlate 1nf0rmat10n to FDA’.NM e

Wi

Ammonia’as a reflex st»mulant o i
Ammoma mhalants aromatxc spirits of am- i
monid . . b

Bed-wetting de(errents L
Belladofna i

: Blemlsh remedies (excludmg topncal acne ac-
tive ingredienits i 21 CFR 310.545(a){1) S
“and 333.310) e e . A
‘Allantoin, aloe vera gel, Galdmine, ethytal- ™ -
"~ cohol, eugeno! menthol, oil of euca- B ) ;

lyptus, oil of pepperman! propylene gly-

col, st alkylarytpolyether sulfonate, .

titanium dioxide, triclocarban, welosan e e
" Breasf creams (for use when' niirsing) ™~ o . !

Cetyl alcohol, cocoa butter, cod liver oil,”
dimethicone, glycenn glyceryl monostea-
rate, hard fat, lanobn mineral oil, petro-
latum, whité petrolatum

Bunion remedies
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Drawing salves (excludmg producls labeled
for the'tréatnignt 6f boils in 21 CFR L
310.531) —includés products labéled for
the drawing or removal of splinters, slivers,
or similar items .
Ergot fluid’ extract »chthammol 1umper tar
(o# of cade), magnesium sulfate , pine. tar,
o . fosin, rosin cerale, sulfur ’
"Foot baims, baths, and creams (excluding

.. fopical anttfungal “active” mgredlents in'21
CFR 310 545(a)(22) and 333 210)
—including claims for reliéving foof muscle
strains and soreness from working out
Amyl salicylate, benzalkoniom chloride,

benzocaine, cajepul oil, carbolic acid, d- *
isobuty! phenoxy ethoxyethyldxmethyl !

- benzyl amrmonium chlonde essenua} oils,”
formalin, glyceryl monostearate, 8-~ "
hydroxyqunnohne iodized’ botamca! oil,
iron sulfate, 1sopropy! alcohdl, Tandlin, “fth-
ium chioride, magnesmm ‘sulfate,” methyl ’
salicylate, natural pine needle oil, 5-ben-
zyl-p-chlorophenol, oil of eucalyptus, oif
of peppermint, oil of thyme, potassium jo-
dide, propylene alycol, sodium bxcarbon-
ate, sodium chioride, sodium )

_ hypochloride; 306|urn lauryt sulfate, so~
dium sesquxcarbonate sodium sulfate,
tale, tragacanth mvcnage trisodium phos-
phate, water soluble chlorophyllins, witch
hazel, zinc oxide

Impotency cures

~ Yohimbine, yohimbine hydrochlonde

lmpregnated body wraps for ‘weight reduction
Aming acids, colfagen magnesium sulfate’ "

Lubricants and ‘vaginal moisturizérs ”

Benzoic acid, carbomer §34P, carbopol

940, chiérhiexidine g!uconafe gluéono

delta lactone, ‘glycerin, hydrogenated

“palm oil glyceride, hydroxyethylceliulose,

mineral oil, natrosol 250H, nonoxynol-9,

polycarbophll polysorbate 60, poly-

ethylene glycol 300, polyquaternium, pro-

pylene glycol, sodium hydroxide, sorbic

“dcid, sorbitol

Medlcated bath preparations

* Acetylated lanolin, alkyl aryl polyethér 1
hol, benzophenone 3, colloidal suifur cot-
tonseed oil, di- |sopropyl “set
drometrizole, iron sulfate, |sopropyl myris- ~
tate, |sopropy! pa1rmtate isostearic acid,
lanolin alcohols extract; lanclin 0|l Tquvd "
petrolatum, fithium chiorlde magnesmm i
sulfzite, mineral oil, natural and essential
oils, nonoxynol-5, ogtgxyriol-3, PEG-4
dilaurate, PEG-8 dioleate, PEG—40 sorbi-
tan peroleate, PEG-200 dilaurate, Peru

. balsam, PPG=15, pine needle oil, potas- -

" sium »odlde steary! ether oleth-2, sodium
bvcarbonate sodium carbonafe, sodium”
chloride, sodlum hyposulfate, sodmm lau-
ryl sulfate, sodium sesquncarbonate s0-
dium sulfaté, tar J’étrnate vitamin E,

“water $oluble chlorophyﬂ‘ns '
Nasal moistufizers”

Glycerin, buffered i isolonic saline solution,
buffer solution, igotonic sa?me solution,”
normal saline, sodium chioride, saline
phosphate

Nonam«mncroblal skin® wound cleansers (pre- o

“viously fisted as “Délergénts™)

Tincture of Green  Soap, phenol sodium,
pofoxamer 188"

Prickly heat products

«~  Aluminum hydroxide gel, zinc carbonate,
 zing oxsde

Skin'protectant biister guard ~
Beta-hydroxyquinolone, eugenol, pyroxylin

solution

* Uréitiral creams for ‘males
Urinary acidifiers’
Ammonium chloride, ascorbic acid
. Urinary akalinizers ™
Sodium bicarbonate
Urinary’ analgesrcs/antusept»cs

R S R T PN

t




Benzonc acxd methenamlne methy!ene
= hlue, phenazopyhdme phenazopyridine
.. . HCl, salicylamide, sodium salicylate
Wet dressrngs (excluding astringent active in-
grédients’in 21 CFR 3107545( {a)(18)(i) and” "
34790y 77 o
Aloe vera, calciim polysulfide, calcium
Ihnosulfate ‘Bxyquinoline sulfate, sodxum”: ’

‘?,
H
i
;,
i
3
N
f

Sodium chiofide solution. sterie sodium
) chloride solution
Wrinkle remavers ®"
- Alpha hydroxy acids’
Alpha-hydroxycaprylic acid, alpha-
hydraxyoctanoic acid, alpha-
hydroxyethanoic acid and ammonium
alpha-hydroxyetianoate, alpha hydoxy
and botanical complex, glycolic acid,
- glycolic amd ‘ahd ammoniim glycolate,
“glycomer in crosslinked Tatty acids alpha
nutrium, hydroxycaprylic acid, L-alphahy-"" "~ ™ ~
droxy acid, factic acid, mixed fruit acid,
sugar cane extract, tri-alpha hydroxy frun
acids, triple fruit acid
Beta hydroxy acids”
Beta hydroxybutanonc acid, salicylic acid?,
trethocanic acid, ropic acid
Alpha and béta hydroxy acids
Citric acid, mialic acid
. Other mgredvents
Egg albumin, magnesiim a!ummum srllcate
protein, sodium silicate’

- <»-{§ Ot T S

1From a chemist’s perspéctive, based on it& ~~ = °
chemical "strucilire;” salicylic acid is nof & true "
betd hydroxy acid. Howéver, cosmetic compa--
nies often refer to this ingredient as a beta hy-
- droxy acid, Consequently, many consumers
thmk of it as one as well

II1. Categones That will Not Be Rev1ewed . S

S
. o o

¥
et e e e

A. Categories Reclassified or Considered as Foods
The categories “salt substltutes,”“salttablets and “sweeteners wdre

inquired whether ¢ oral electrolyte replacement products and welght
increasing” products would be included in the rev1ew because these product
S

categories were not mentioned i in the 1973 and 1975 call- for-data notices Oralw

electrolyte replacement products intended to treat cllarrhea are regulated as

medical foods under sectlon 529(b)(3) of the act (21 U S C ’SBOee(b)(B) and 21 ’ N

R

CFR 101.9(j)(8)), and products for welght gam are conSIdered foods (21

U.S.C. 301 et seq.).




and changed its regulatory approach accordlngly (Ref 4) These products

xr e oo

include a spray-on dressing that does not contain a drug component and

,,,,,,

: <
. N ‘7 T N TN PN
“device 1ncoroorat1n9 a dru compon‘ent wrtb the combzﬁatron pred"ct bavlng

o
=
Cu

a wound dressing with an antrmlcrobral agent lhese products are : : '

considered combmatlon products regulated by the Cente for 'Devrces anf

Radiological Health (CDRH)," usmg dev1ce authontles underthe act b

A liquid bandages is defined in 21 CFR 880. 5”090“ as *‘}a sterlle dev1ce that .

is a liquid, semiliquid, or powder and liquid comblnatlon used to cover a‘n

opening in the skm or as a dressmg for burns The devrce is also used as’ a

topical skin protectant.” A medical adheswe tape and adheswe bandage

} R R RO B
defined in 21 CFR 880.5240 ast o L b
- B B FE . \_:§: R

“xx * 3 device intended for medrcal purposes that con31sts of a strlp of fabm c

material or plastic, coated on one 31de w1th an adheswe and may 1nclude a pad

of surglca} dressing without a dlsrnfectant The devrceis used to cover and protect

Pt vy
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wounds, to hold together the skm edges of a wound to support an m)ured part of

the body, or to secure ob]ects to the skin.”

5The categorles “hqurd bandages (sprays)—-protectlve skin preparations” and * med cal d
bandages” were in the 1975 call-for-data notice (40 FR 38179 at 38181), which hstedWZS o
active ingredients possibly used in these products. These ingredients in products '
specific uses would not be conSIdered OTC drug actrve 1ngred1ents coTT :




FDA invites the suhmission of_data,‘pth‘Ii'shye)dw and unpubhshed andother o

information, pertment to all active mgredlents in these and other ehglble

OTC drugs for human use are generally recogmzed as safe and effectlve and

not misbranded under their recommended condltrons of use, and

oy g

* Provide all interested Dersons an opportumty to present for con31deratlon

the best data and information avallable to support the stated vclalms for these .

i e
;

products. Any relevant data and mformatlon on these drug products that may

Eo;.

data notices should be updated and resubmltted to facﬂltate F DA’ reV1evrv of

these products. TN CETINY U

é»"x

have been submitted to earher rulemakmgs or 1n response tolearher ca]t

FDA also requests manufacturers to 1dent1fy other OTC drug products that
still need to be reviewed to determme 1f they are GRAS/E for OTC use. {Fo\ V

OTC drug products that shouldhave been submltted for rev1ew butifor”wmch

,,(.m «.y/w»‘«« O Y oo o g 2 V\c - ot g R e dea el e b e

products to be GRAS/E for OTQ HSF:WII} a i rdance W1th sectlon ZOl(p) of the

act, such drug products would be considered new drugs and W?Pldaeeds n

PRSI

NDA to be marketed

drugs as GRAS/E and not misbjranded.f"fhe p/rb6eaufes;"i’éiéﬁ£{fféa"i‘ﬁ“‘t}"iat r@ule
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apply to OTC drugs 1n1t1ally marketed in the Umted States after the OT6 dru - .

review began in 1972 and to OTC drugs w1thout any U S marketlng
experience. This notrce is not 1ntended to apply to mgredrents covered y the

additional cr1ter1a and proceduresldentlfred 1n, that rule.

This notice also does not apply to new chemrcal

previously been marketed for OTC use, regardless of the clalms‘ 'These .

products should be submitted to FDA for evaluation i in an NDA under 21 CFR o

part 314. o f
< S

Manufacturers submlttlng data and mformatron in response to thrs call for .

Em ; BN

data should include any mformatlon (e g 1nformatlon showmg when the

O L

product was first marketed in the Unlted States) relatmg to the regulatory

status of their product under the general regulatory polrcy descrrbed 1n the | ’/ N

next section of this document. If such mformatlon dow

to be inadequate, such products may be at rlsk of regulatory actlon by FDA

V. General Regulatory Policy ;

N i

In order for a product to be ellgrble for the OTC drug revrew that began S

on May 11, 1972, the product or srmllarly formulated and labeled products

E R e R N 4

had to be marketed as OTC drugs at the | 1ncept10n of the OTC drug revrew

which date was later extended to on or before December 4 1975 Prescrlptlon

drug products were also ehgrble for the review, as long as they contrnued to

3H L oL L,

be marketed on a prescription basis while FDA evaluated data to ascertamk

whether the ingredient or»combin\ationj ofingredients i the pr‘odu‘ t'co R

proposed as GRAS/E for OTC use.

t
trtres that have npt ) -
% LTIV e LT

FDA may exercise its enforcement dlscretron to permlt OTC drug products ‘R -

that do not have a an approved NDA durlng the pendency of the OTC drug -

review to be marketed prov1ded the followrng condrtlons are met

k
b
i
T
s
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1. The product or similarly formu]ated and Iabeled‘prodn‘dts:\‘/vere )

marketed as OTC drugs at the inception of the OTC drug review on May i

o ,.x;«-:? s

1972, a date that Was later extended to on or before December 4 1975 (see o ( ~

- -«‘v»«

§330.13).

b
2. Such product does not constitute a hazard to health.

3. The product formulatlon is not regarded regarded t “be a prescrlptton
% ) ‘« Lo
drug within the meaning of sectlon 503(b) of the act (21 U S C 353(b)) ’

i
' f

4. The product is an OTC drug and does not bear c]alms for serlous dlsease |

conditions that require the attention and superv151on of a hcensed practltloner. S

To be considered in this rev1ew e1ght copxes of the data and 1nformatlon o -

L Teme e T, Sa e e

must be submitted, preferably bound, mdexed and on standard 51ze pape‘\” - B

(approximately 8 by 11 inches). FDA suggests that all submlssmns be m the i ; V ‘d

!

format described in § 330. 10(a)(2)

?
e

In accordance with § 330. 10(a)(z) FDA will handle all submltted’datia and:) o

information as conf1dent1al except the genera] comments submltted to th
docket in response to this notice and the answers to the questlons and specrflc |
information requested on phenazopyrldlne HC] in sectlon H B of thrs

- E [y
e}
K

document. FDA wants the answers to the questions and the specrflc
information on phenazopyridine HCl to be pubhcly ava1lable when it revélews \

this ingredient so that all 1nterested parties w1ﬂ have access to thlS mformatmn ,(
and be able to participate fully in the deliberations. However FDA wrll put o

all submitted data and 1nformatlon on pubhc dlsplay in the DlVlSlOIl of Dockets -

Management (see ADDRESSES) 30 days after pubhcatlon of any proposed rules / Wi \

resultlng from the review of the submltted materlal except to the extent that o

the person submitting it demonstrates that it falls w1th1n the confldentlalfty

provisions of 18 U.S.C. 1905, 5 U. S C 552(b) or sectro



Products (see ADDRESSES) Data submltted after the closmg of the comment

t E7 e atie o, A 0 dd Bestd e L e B e e @

period (see DATES sectlon) W1H not be con81dered except by petltlon under 21

PR N SR IR I

CFR 10.30. Interested persons may submtt wrltten or electronlc comments to N

the Division of Dockets Management before the clos ng date T: \

copies of all malled Comments are to be submltted Indrvrduals submlttmg

written comments or anyone’ Smelttlng electromc Comments may submlt one

copy. Comments are to be identified with the docket number found 1n

bw zi?ckﬂetS L

in the heading of thls dooument and may be accompanled by a supp ortin g L

bt umtfmﬁ )»t b ﬁ

memorandum or brref Réceived comments may be seen in the D1v1sron of

Dockets Management between 9 a. m and 4 p m Monday through Frlday

S e e s e
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