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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Ecod and Drug Adminisiration
21 CFR Part 310 -
[Dockat Ko, 78N-301D]

' RIN OSOE-ARDE

‘exisrnal Anaigesic Drug Products for
Gysr-the-Counler Human Use; Diaper
Rash Labsiing Claims

agENCY: Food and Drug Administration,
HHS. .

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
rule establishing that any over-ihe-
counter (OTC) external analgesic drug
product for use in the treatment and/or
prevention of diaper rash is not
generally recognized as safe and
offective end is misbranded. FDA is
issuing this final rule after considering
public comments on the agency’s notice
of proposed rulemaking, and all new
data and information on external -
analgesic drug products for use in the
treatrent and/or prevention of diaper
rash that have come to the 8goncy’s
sttention. This final rule is part of the
ongoing review of OTGC drug products
conducted by FDA,

EFFECTIVE DATE: June 18, 1983.

FOR FURTHER SHECRMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-810),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857,
301-~-295-8000.

SUPPLEMENTARY wronaMaTioN: In the
Federal Register of September 7, 1882
(47 FR 36412}, FDA published, under
§ 330.10{a}{(8) (21 CFR 330,10{a}{6}}, an
advance notice of proposed rulemaking
and recpened the administrative record .
for the rulemaking for OTC external
snalgesic drug products, to allow for.
consideration of a statement on OTC
drug products for the treatment of
diaper rash prepared by the Advisory
Review Panel on OTC Migcellaneous
Externsl Drug Products {the Panslj,

_ which was the advisory review penel
responsible for svaluating data on the

active ingredients used for the treatment

of diaper rash. Inicrested persons were

inwited to submit comments by

December 6, 1982, Reply comments in

response to comments filed in the initial

comment period could be submitted by

January 5, 1883.

" In the Federal Registsr of December
28, 1982 (47 FR 57738), in response t0

a request for an extension of time, the

comment period and rsply comment

period for OTC external analgesic drug
products wers extended to February 4,

* 1983, and to March 7, 1983,

wspectiveg. ‘ .

In gecordance with § 330.10{a){10},
the data and information considered by
the Panel, after deletion of a small

arount of trade secret information,

were placed on public displey in the.

Docksts Managsment Branch (HFA-

303), Food and Drug Administration,

rm. 123, 12420 Parklawn Dr.,

Rockville, MD 206857. :
The agency's notice of proposed

rulemaking for OTC extsrnal analgesic

drug products for the treatment and/or

prevention of diaper rash was published
“in ths Federal Ragister of June 20, 1980
(55 FR 25234} Interssted persons were
invited to fils by December 17, 1860,

. writien comments, objections, or

requests for oral heering befors the
Commissioner of Food and Drugs
regarding the proposal. Interested
pErsons wers invited to file comments
on the agency’s economic impact '
determination by December 17, 1980.

_ New data could have been submitted .

uniil june 20, 1991 and comments on
the pew data until August 20, 1961,
Final agency action OCours with the
publication of this final rule on OTC
extarnal analgesic drug preducts for the

- freatment and/or prevention of diaper

rash.
In response to the notice of proposed
rulemsking for GTC external analgesic
- drug products for the treatment and/or
prevention of diaper rash, one '
manufacturer submitted two comments.

. Neither comment discussed active

ingredients or lebeling claims that
would be pertinent to external analgesic

" diaper rash drug products. Both

comments were also submitted to the
thres other rulemakings that include
OTC diaper rash ingredients: O1C
topical antifungal, topicel antimicrobial,
and skin protectant drug products. The
comments addressed skin protectant
active ingredients and labeling claims
and will be discussad in the final
menograph for OTC skin protectant
drug products for the trestment and/or
prevention of diaper rash. Copies of the
comments received are cn public
display in the Dockets Management
Branch (address above). ‘

In the notice of proposed rulemeking
for OTC external enalgesic drug
products, published in the Federal
Register of Februery 8, 1983 (48 FR
5852 at 5368 and 5869), the agency .
stated that drug products containing
external anaigesic active ingredients,’
which are intended for the relisf of pain
and/or itching or for the relief of minor
aches and pains, should not be used cn

children under 2 years of age except as

op

recommended by a physician. Ths
agency discusssd the possibility of
cutanecus sbsorption due to occlusion

of s skin, as from a diaper, and -
mentioned that anslgesic drugs cen be >
corrosive to infants’ skin undsr -
occlusion (48 FR 5864). The agency

added that children at the age of 2 years
are just beginning {0 learn o

communicate verbally in expressing

their symptoms to a parent, whereas
children below the age of Z years {a

major portion of the target population

for digper rash dru§ products} are more.
passive and less able {0 express and
jocalize symptoms to & parsnt.

The sgency reiterated these views in
the notics of propossd rulemaking for
OTC external analgesic drug producis
for the treatment and/or prevention of
diaper rash and concluded that axternal
analgesic active ingredients should not
be present in OTC diaper rash drug
products (55 FR 25234 at 25236 and
25237). No commenis were submitted in -
osition to the agency’s proposal,

the Federal Register of August 25,
1992 (57 FR 38568 at 38573), the agency
published a notice of proposed

. rulemaking stating that certain

ingredients in OTC drug products are
not generally recognized as safe and
offective or ars misbranded. The
ingredients listed in this proposal
included any external enalgesic
ingredients isbeled with claims or
directions for use in the treatment and/™" -
or prevention of disper rash. No '
comments were received on this diaper
rash portion of the proposal. ‘
Bassd on the above, the agency
concludes that no TG external
analgesic drug product isbeled for the
treatment and/or prevention of diaper
rash is generally recognized as safe and
effective. Accerdingly, the agency is
declaring that OTC drug products
lebeled for use in the treatment and/or
prevention of diaper rash should notbe
formulated to contain any externel
analgesic active in dients. | :
The agency emphasizes that this final
rule for OTC external analgesic drug
products, as it relates to OTC diaper
rash drug preducts, does not apply to

- (1} Active ingrsdients included in ths

external analgesic finel monograph, to

_ be published in & future issus of the

Federal Register, thet are Category i
antipruritics for claims other then
diaper rash; and (2) active ingredients
included in both the external analgesic
and skin proteciant rulemakings where

the ingredient is a Category 1skin

protectant making allowable diaper rash
skin protectant claims, .8, sodium
bicarponata.

" Any OTC external analgesic drug
product bearing axy claims or directions .
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Petition to amend the fingl monogmph  reformulatiop and/or relabeling may be

and/or prevention of diaper rash may for OTC externa} analgesic drug needed. The QgeNCy is aware of g ]
not continue tg he initislly introducag products, (See 21 CFR 10.36.} However, limited number of diaper rash drug

~ or delivered for introduction into marketing of Products containing products that contain external analgesic
interstate tommerce unless it ;g the external analgesic active ingredients and  activg ingredients Based op the abova,
subject of an appraved application or bearing'diaper rash claims or directions - the 8gency certifies that thig final rule
abbreviated application {hereinafay - foruse mey not begin or continue while will not have g significant economie
celled application}, The agency is the dats are being svaliiateg by the impact on a substantial number of small
amending 21 CFR part 310 by adding 1o agency. ‘ . . entitigs, . ,
subpart E, new § 310.545()(10)(iv) (21 No comments were racejved in . The agency has determined under 21
CFE 310.545(a)(10)(iv}) 1o include any response to the agency’s Tequest for CFR 25.24(c)(6) that this action is of g
extarnal analgegic drug products Iabeled specific comment on the economic type that does pot individually or
for use in the troatment and/gr impact of thig rulemeking (55 FR 25234 cumulatively havg o significant effect op ;
Brevention of disper rash, Any claims or &t 25237), The agency concludes that the human environment, Therefors,
directions for using an QT externgl thers {S; 110 basis for the Continued . neither ag envircnmenta] assessmant
&nalgesic drug product in the treatment  marketing of any OTC external JAnaigesic. 1or an envircnmengaj impact statement
and/or preventiog of diaper rash shoyld *8 products with claimsg o directions 18 required,

be sliminated from OTC drug products  -for use in the treatment and/or . . : ‘

By June 18, 1993, regardloss zfp whether  pPrevention of diaper rash. As g result of  List of Subjects in 24 CFR Part 310
further testing is undertaken tq fustify this final rule, manulaciurers will nesd Administrative practice and
future use, T \ereafier, any QTG drug to relshe] somg externg] afagﬁgesm drug procedurs, Drugs, Labeling, Medical
product containing any sxternal p}‘odu'cts to delete th'ess claims &;‘zd/gr ~ " devices, Reporting and racqrdkeeping
analgesic activg Ingredient and labeleg démﬁ‘iw‘ﬁngm‘ use Pm;;';‘i?f Eg}‘:mgatmni requirements,

or intended for use in the treatment ofthe fine monograph for OTC externa Therefore, under the Faderal Food,

and/or prevention of diaper rash wil] be analgesic drug products and/or : - : i
emsideﬁed nonmon 0@.355 &ng : reformulate and ralahs] some OTC gkin gﬁgﬁ%d dg?:?é?:g gfhin&ﬁiifsj onier
misbranded under sectiny 502 of the -Drofoctant drug products prior te ofFood and Drugs, 21 CFR part 210 ig

Federa! Food, Dy : smetic Act promulgation of the fing} monegraph for - PSS
Lo, SR, | St
under section 201(p) of the act 21 the treatment and/gp prevention of PART 310—-NEW DRUGs
U.5.C. 321(p)} for which an approved - dlaper rash, whers sy, products : Nk

application undey o 9CHON 505 of the gt COntain both an externaj anslgesic and 1. The authority citatinpn for 21 CFR
21U e 355) and 21 CPR part 314 of 8 skin protectant active ingredians, The Part 310 continues to read as follows:
( 8.C, PG ) . ‘
the regulationg j¢ required for ﬁ“&‘ﬁfﬁse ffs; OTC Skfﬂ ?mﬁ%ct?nt drug Authority: Secs, 201, 301, 561, 502, 503,
marketing. Therefore, op or after June praducts for Eh? ireatment and/or 505, 508, 507, 512-516, 520, 601{a), 701, 704,
8; 1503, no OTC drug product praggnizona of diaper rash wilj b@ 705, 706 of the Feders] Foed, Drug, ang
containing any exter: al analgesic actiye  Published i1 & futurs issus of the Cosmetic Act (21 U.S.C. 321, 331, 351, 352,
ingredient labsled m’_‘meﬂ ded for use in Eedemlkegister. , . - 353,355, 356, 357, 360b~360f, 360, 361(a),
o tment aoie: onof - Early finglization of the 373874, 375, 376 sacs, 215, a0y 302(a),
;.Ye &S&“ mgn &n b' orp x:m{;a ?.m‘ﬁ‘ g g  Boumonograph statys of external 351, 354-360F of the Public Health Service

o rash may be {eaally introduce anelgasic sctive ingredients having At (42U.5.C. 216, 241, 245() 262, 263b~
o nitially delivered for introduction diaper rash claims will benefit both - 2683n).
into interstate commerce unless i+ is the ONSUImers and Facturare , .
subject of an approved application Consumers o Lenuiacturers, 2. Section 310.545 14 amended b

; i pic : Consumers wifs benefit from the early dds graph (a}{10)(iv), b
Further, any 070 drug product i e acaing new paragr, pi (aj{10)(iv), by
o a8 e removal from the marketplace of ising the introd £
Containing sny active ngredient subject ot : - Fevising the intra uctory text o
Ve ing ' product claims for which safety and Paragraph (g), and by adding new

to this fina] rylg that ig repackaged op ot mram o . 1 : ,
telsheled after the effective date of thig %ﬁ?g’ %‘;?f :f;ﬁ? j‘;f :f gigiizé?i;&gﬁ%ad' Paragraph (d}{8}, to read ag follews:
final rule must be in c@mph&acabmth $avings to consumers, Manufacturers of §310.545 Brug produets Sentaining

the final rule 5 ogrdless of the date the diaper rash drug products will benefit  certain active ingredisnts affered over-the.

product was initially introduced g . from being able tq continue to market Counter (OTC} for certain usae, '
initially deliversg for introduction into products containing othey ingredients fa} % = » :
interstate commerca, M&r;'ufacé.%rers‘ara that have beep Proposed by the agency (10) * = »
urged to comply vok‘untarﬁy with &.ﬂs as being genserally r scognized as gafe {iv} Diaper rash drug products
final ruje a¢ the earliest Possible datg, and sffactivg without manufacturars Any ingrodi (s) labelog vt th‘ g
: s oo B¢ elisctive, w t d 18nt(s] labslg claimg

The agency Points out that incurring additiong] 8xpense of clinica} or digmigxs for use in the &?;mg;t -
bublication of thig final ruls does not - lesting 1o support thege claims. (Seq - and/or prevention of diaper rash,
precluds g manufacturer’s testing gn Proposed §347.19, 45 FR 6820 at gg32 * « ¥ .
axternal analgesic ingredient for diaper (February 15, 1983}, and § 347.10, 55 FR

(d} Any OTC drug product thet g not

rash useg, New, relevant data can be 25204 at 25232} addition, externa] . ’ . b -
; n compliance witk thig section is

submitted tg the 8gency at & later dagg analgosic active ingredisnts wi] remain

as the subjact of ap, application that may  available for gthey claims that kave been subject to {eBulatory action if initig)
provide for Prescription or QT Broposed by the Bgency asbeing . - }ntrodum;d or initially d@}zvered for
marketing statys, (Seq 21 CFR pert 314.) genersally recognized ag safe and introduction into interstate commerce
Asan alternative, wherg there are sffective, withous manufacturerg after the dates spemﬁed 2 paragraphg
adequate datg establishing genseral Incurring additiona] oxpense of clinical ~ (d}(1) thr cugh (d)(9) of this section.
‘scognition of safety snd effectiveness ‘testing to support these claimsg, {See * * * T ‘
‘©or-thess useg such datg may he Propossd § 348.59(b), 48 Fr 5852 at {2} June 18, 1993, for products subject

“submitted in gn appropriate citizen - 3868.} Az noted above, some product to paragraph (@)(10)(iv) of this section,



g0428 Federal Register / Vol. 57, No. 244 / Friday, December 18, 1692 / Rules and Regulations
Dated: October S, 1992,

Michee! R, Tayler,

DeputyCommissionerforPoIicy. : :

- {FR Dogc. 92-30671 Fﬂad,'lz—17-—92; 8:45 am]

BILLING CODE 4180-01-F ’ .





