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ACTION: Final rule.

SUMMARY: The Food and Drug Administration (FDA) is issuing a final rule
establishing that any over-the-counter (OTC) drug product containing a |
combination of hydrocortisone and pramoxinehﬁydrochloride (HC1) for

anorectal use is not generally recognized as safe and effectivé and is

misbranded. This comb‘ination product is not curféhtly mka’j:ket‘é(flj OTC. ThlS |
final rule discusses data on the combination of h‘ydrocorti‘spne_and pramoxine
HCI that were still under review when an earlier final rule on ,QT,C,'anQre_ctal o
drug products was issued. This rule is part of FDA’s Qn‘g‘oing"re‘view of OTC

drug products. - o |
DATES: This rule is effective [insert date 30 days fafter date ok'f“pubh'cation in;

the Federal Register].

FOR FURTHER INFORMATION CONTACT: Michael T. Benson, Center for Drug

Evaluation and Research (HFD-560), Food and Dmg Administration, 5600

Fishers Lane, Rockville, MD 20857, 3‘0‘1#82'74—‘22“?22‘.’ S

SUPPLEMENTARY INFORMATION:

O NERY



I. Background |

In the Federal Register of May 27, 1980 (45 FR '3’55:76), FDA publis"hed’
an advance notice of proposed rulemaking to establish a monograph for OTC
anorectal drug products together with the recommendattons of the Advrsory
Review Panel on OTC Hemorrhoidal Drug Products (the Hemorrhoidal Panel),‘
which was the advisory review panel responsible for evaluatmg the data on
the active mgredrents in this class of drugs. The agency 's tentatlve final
monograph (TFM) on OTC anorectal drug products was pubhshed in the |
Federal Register of August 15, 1988 (53 FR 30756) Hydrocortlsone as a smgle
ingredient or in combination with pramoxme HC.l was not discussed in the
TFM. In response to the TFM, the agency receivedla suhmisﬁs‘ion’,’ contain;ng |
data, information, analyses, views, legal argmneﬁté '”an‘d a hea‘rihg request to |
support monograph status for a combination OTC drug product contamlng
hydrocortisone and pramoxme HC] for use as an ant1 1nﬂammatory, |
antipruritic, anesthetic agent (Ref. 1). The requester asked that: (1) The
definition section of the proposed anorectal monograph (§ 346 3 (21 CFR
346.3)) be amended to provide for a drug that has antl 1nﬂammatory propertles
such as hydrocortisone, (2) hydrocortisone be allowed to be Comblned Wlth
other appropriate ingredients at OTC strengths, 1nclud1ng a topvlcal anesthetlc
such as pramoxine HCI and, (3) a combination of hydrocortisone 0.5 percerlt
and 1 percent pramoxine HCl be generally recognized as safe and effective.

When the OTC anorectal drug products final morlograph was published |
on August 3, 1990 (55 FR 31776 at 31779), the hearmg request relatmg to f
hydrocortisone individually and in comblnatlon had not been evaluated and
therefore, was not addressed in that document. After publlcatlon of the f1nal

rule, the agency responded to the submission (Ref. 1) and stated that: (1) It
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does not provide sufficient evidence to demonstrate that each of the active
ingredients in the combination product contnbutes to the claimed effects and
(2) it has not been shown that the combination is generally recogmzed as safe
and effective, whether under the TFM for OTC external analgesic drug
products (48 FR 5852, February 8, 1983), the TFM or FM for OTC anorectal
drug products, current regulations, or the agency’s OTC‘combjnation drug
product guidelines. The agency’s detailed”con’irffeﬁts are on file in the Division
of Dockets Management (Ref. 2).

Subsequently, the requester submitted additional infOrmatioh (Ref. 3). {In
this final rule, the agency responds to the addltlonal 1nformat10n and includes
the combination of hydrocortisone with pramoxme HCI as a nonmonograph
(not generally recognized as safe and effective) anorectal drug product in new
§ 310.545(a)(26)(xi) (21 CFR 310.545(a)(26)(xi)). Ahy s‘u’chpr’oduct m’arkete‘:d
OTC would be subject to regulatory action if initiatly introduced or initially
delivered for introduction into interstate c:om,mefrc;e after the effeetive date of
this final rule.

II. The Agency’s Final Conclusions on Hydrocortlsone Ind1v1dually and in
Combination With Pramoxine HCI for Anorectal Use

The requester contended (Ref 3) that the pi‘o‘po’sed"oo’riiBiﬁétion méet‘s;‘ |

both from a scientific and legal perspectlve the ¢ agency S OTC combmatlon

drug product pohcy in that a oombmatmn of hydrocortlsone (0 25 to 1 percent) o

and pramoxine HCI 1 percent, is generally recognized as safe and effectlve for
use in OTC drug products to relieve symptoms aissociia'tedg with idiopathic
pruritus ani, such as anorectal swelling, pain, itohing,p and buming._The 4
requester asked the agency to amend the OTC ‘exteirnal’ enelgesio drug prodtlots |

TFM and the anorectal drug products FM to include an external analgeeio- |
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anorectal OTC drug product containing the aoti?e ing’rediehtshydrooortisone
and pramoxine HCI. In the alternative, the requester asked for an oral hearing.
The requester’s arguments and the agency’s responses follow:

(Comment 1) Hydrocortisone is a proposed Category I ingredieht and;
therefore, FDA considers it safe and effective for OTC use. The ingredient is
included in the OTC external analgesic drug produots TFM (55 FR 6932 at
6951, February 27, 1990). FDA C/onsiders‘hydrooor‘tisohe safeand effective to
.relieve swelling and itching associated with various skin conditions, including
anal itching (55 FR 6932 at 6933). |

(Agency response) The agenoy agrees that'hi}:ldrooortiSOhe as a single
ingredient is safe and effective for OTC use for the claims propOSed in

§348.50(b) (21 CFR 348.50(b)) (55 FR 6932 at 6951). However, data are lacking

to support any combination drug products containing hydrocortisone with =~~~

other OTC drug active ingredients. Further, the 1990 TFM cited by the |
requester did not include the term \“S‘r}velliugﬂ”as} ahvaooeptabﬂleolaiut. o
(Comment 2) Pramoxine HCl is a Category I"ingre'dieﬁt, and thus F D'A‘ N
considers it safe and effective for OTC use. The ingredient is mcluded 1n B
§346.10(g) (21 CFR 346.10(g)) of the OTC anorectal drug products FM for the
treatment of various anorectal conditions, 1nclud1ng paln burmng, 1toh1ng, |
discomfort, and/or irritation. The requester contended that OTC anorectal drug
products containing pramoxme HCl in the estabhshed dosages of 0.5 to 1
percent that are indicated to relieVe pruritus ani rnay‘he lawfully marketed |
in accordance with the OTC anorectal drug products FM.
(Agency response) Pramoxme HCl0.5t01 pereent is a proposed Category
I ingredient as a local anesthetic in the TFM for OTC external analgesm drug

products (48 FR 5852 at 5867) The requester mentroned that thlS Concentratlon



5 |
range could be used in OTC anorectal drug pro’du’cts V‘Hko“wevier; only a1
percent concentration is included in § 346.10(g) of the OTC anorectal drug
| products monograph as this was the only concentratlon evaluated in that
rulemaking. The agency lacks data to support a lower concentration for |

external anorectal use.

(Comment 3) The agency has the authority to SW1tch the status of a product‘ -

from prescription to OTC when the active 1ngred1ent or the comblnatlon of
active ingredients is determined to be safe and effectlve for OTC use. The
requester cited the Federal Reglster of August 4 1976 (41 F R 32580) and May

11, 1972 (37 FR 9464 at 9470) as sources for that authonty

(Agency response) The agency has made the determlnatlon that the
combination of hydrocortisone and pramoxine HCl is not safe and effective
for OTC use. Therefore, switching the status of the product from prescrlptlon
to OTC is not an option. Although the : agency is not bound by the R
recommendations of its advisory panels, the panels that rev1ewed these )
ingredients did not recognize any combination of “amine” and “caine” type
local anesthetics with hydrocortisone preparations as safe and effective. The
requester has also failed to provide adequate inférn‘laﬁbn”fefsuppoft a
determination that the Comb,inatien is safe and effective. The agency lacks |
sufficient data from available sources to propo'sefa eombina'gienof |
hydrocortisone and pramoxine HCl for OTC use in the applicable OTC drug

rulemakings.

(Comment 4) Combination products Contalmng hydrocortlsone and

the concentration range for hydrocortlsone up to1 percent Spe(nflcally, the

agency has the obligation to reconsider Combmatmn products when it



determines that all of the 8CUV8 1ngred1ents contamed in the comblnatron are B
Category I, and an interested person has requested the combmatlon be |
considered under a partrcular OTC drug rulemakmg proceedmg (21 CFR )
§330.10(a)(7) and (a)(12)) (21 CFR 330.10(a)(7) and (a)(12)). |
(Agency response) The agency disagrees. The agency’s proposal to ihcrease
the maximum concentration of hydrocbrtisone from t).5 to 1 percent occurred
in the rulemaking for OTC external analgesic drug 'pfo‘dii‘éts”béé’ed on data fd‘n -
the smgle ingredient and not on combination products ‘There wereno
proposed hydrocortisone combinations in that rulemakmg The data on the
combination of hydrocortisone 1 percent and pramoxme HC] were submrtted
to the rulemaking on OTC anorectal drug products and had not been rev1ewed "
by the agency at the time it published the amendment to the OTC external
analgesrc TFM on February 27, 1990 (55 FR 6932) extendmg the strength of
hydrocortisone up to 1 percent. The agency pubhshed the FM on OTC
anorectal drug products on August 3, 1990 {55 FR 31776 at 31 777), in Wthh
it stated that hydrocortisone combinations were Nunderrewew and the agency’s
evaluation would be reported separately in the future Simulteﬁeous
pubhcatmn of the agency’s evaluation of the smgle 1ngredlent hydrocortlsone
in the rulemaking for OTC extermial analgesm drug products and N

hydrocortlsone-pramoxme HCI combinations in the rulemaklng for OTC

anorectal drug products would have delayed pubhcatlonoftheanorectalFM T

for several years.

(Comment 5) Prior to completing the FM for O‘TC’“éXterhaI anal‘gesicdrhg S

products, the agency should conduct a retrospectlve analy31s of prevmusly
reviewed (or “should have been revrewed”) hydrocort1sone Combmatlons L

marketed before 1979.
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(Agency response) The agency previously reviewed,'combinationdrug
products containing hydrocortisone and pramoxine HCI submitted duri‘ng:the
1970s and 1980s. In a notice of proposal to withdraw approval of'abbréviaited
new drug applications for fixed combination drug products contamlng :
hydrocortlsone acetate and pramoxine HCI, the agency found no ev1denoe’ that
pramoxine HCI contributed an effect to the combination drug produCt (53 FR
25013, July 1, 1988).

(Comment 6) The agency has consistently applied its combination policy,

except with respect to a hydrocortisone and pramoxine HC']‘”oo:thina’tion.’"T}”’idew

agency did not require additional data in support of the effectlvenessof o
combinations in the monographs for OTC antamd (mmethmone a'nd’aiki” o
antacid), cough-cold (ingredients }from differe‘n't fEp}giarma(‘:ologif'(‘:al groups),
laxative (bulk and stimulant laxatives), and anorectaldrugproduots {not
requiring final formulation testing of oombinationiproducts’and' accepting the
combinations as formulated).
- (Agency response) The agency has consistently focused onthe safety aind
effectiveness of each active ingredient, the rat’ioii_lalhé‘fof”ooh’oilri‘enf othéfa‘p}‘f;,
the contribution each ingredient makes to theﬂodmbinyat’ion; and the markéfing
history to support Category I classification of combinations; Markéting history
for the products cited by the requester proVided‘fmore’ éxtenSiVe data than ﬂvz\’zere
available for a combination of hydi‘oco‘r‘t\iysoné‘ anfdﬂjpfamoXihéwHCI for anorectal
use. There was an extensive marketing history for oomblnatlons ofan antamd
and simethicone, an antiﬂatulent, ingredients with different indications. “The'
agency required additional data for a number of Cough -cold oomblnatlons 1n -
the TFM for those produots (53 FR 30522, August 12 1988) The combmatlons -

in the laxative TFM (50 FR 2124 at 2152 and 2153, ]anuary 15, 1985)kand
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anorectal FM involve ingredients with the same’ind}ication.,ThedAdviSOIy |
Review Panel for OTC Lax’afive Drug'Products (LaXative Panel) looked at
laxative combinations and determined that each active 1ngred1ent had to make
a contribution toward laxation. The Laxative Panel recommended monograph
status only for combinations it determined had éuffiCient data. FDA agre’ed:
with the Panel’s recommendation,and the agency has reqoested additiOnal
data to support other laxative combinations. The Hemorrhoidal Panel
evaluated and recommended combinations of anorectal ingrédients (45 FR
35576 at 35673), but did not evaluate hydrocortisone beoause information on
that ingredient was not submitted for its reviewﬁ.?The Advisory Review Panel
on OTC Topical Analgesic, Antirheumatic, Otic,';Biifn;‘and’Su‘nb‘nrn Prevention
and Treatment Drug Products (Topical Analgesié Panel) disouys‘sed | |
combinations of external analgesic ingredients, /‘inol’ud‘ing‘vhydlfooorvtisone;and‘ ’} ‘\
pramoxine HCI, but did not recommend this combination for monograph status
(44 FR 69768 at 69790, December 4, 1979). | |

The agency has not always accepted a panel’s reconlrnendat’ion”thaf B
specific combinations should be allowed, without haVing a‘d‘eq‘uate Supporfing |
data. For example, the Advisory Review Panel on OTC Ant‘imvicrohial (I1) Drug
Products recommended monogfaph status for conibinations of up to ‘three |
antifungal 1ngred1ents and hydrocortlsone or hydrocort1sone acetate 05t01
’percent (47 FR 12480, March 23, 1982) The agency dlsagreed w1th that panel S
reoommendatlons because the agency found that these Comblnatlons lacked
adequate evidence of effectlveness (47 FR 12480 at 12481) The rulemaking
for antifungal drug products has been Completed:’ and, because adequate data
were not provided to support this combination, i;:t\'f,er‘na'ins' nonnionograph. No~

combination containing hydrocortisone has beeni’ foundto be generally o
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recognized as safe and effective for OTC use. Thus, the agency is"conSiSteht
in requiring additional data to support this hydrgocortisoﬁe-’pr‘a’rhokihe HC]
combination. | -

(Comment 7) Currently marketed prescriptionzproducts containing 1
percent or less hydrocortisone and 1 percent pramoxine HCl meet the
combination policy implemented by the age'ncy.i The OTC drug kcorhbinatio;n | |
policy standards are satisfi’e"d because the acti‘\’ze;iugredients are Category I,iare
present in the established dosage range, and each tngredient represents a
different therapeutic category. The requester also mentloned a prev1ously :
submitted clinical protocol (Ref. 3) that was not 1n1t1ated because this protocol

was suspended following a meeting with FDA (Ref 4)

(Agency response) The agency’s requrrements for OTC drug combmatlon
products in § 330.10(a)(4)(iv) also include that each active 1ngred1ent makes
a contrlbutlon to the product s claimed effect(s). The agency has nodata
showing that the combination of hydrocortlsone and pramoxine HCI has been
clinically tested against each individual active ingredient and a placeho’.’ As
the agency discussed in its January 13, 1994, Ietter to the requester (Ref. 2)
the submitted data did not include these types of studles Further, the studles k'
from the literature d1d not 1nvolve a patlent populatlon where the product 1s
‘intended for OTC use, nor were they for the proposed OTC anorectal -
indication. Therefore, based on the avallabl‘edata, the agerlcy‘ 1s unable to
conclude that each active ingredient makes a coﬁtributiohto theproduct’s -

claimed effect(s) and that this combmatlon is generally recogmzed as safe and

effective. After the agency recelved a letter 1nd1cat1ng that the requester s chent o

had suspended an ongoing study of the combmatron :(Ref. 4),‘ the agenc‘y‘ Ways ) B

under the impression that there was no longer interest in having the protocol
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reviewed. The requester should notify the agency if there is still 1nterest1n o

conducting the appropriate study and having the protoco’l reviewed.

(Comment 8) The combination of 1 percent orless hydrooortisone andivl
percent pramoxine HCl is warranted because‘hydroo(‘)rtisone isa therapeut;i‘c
equivalent of other active antlprurltlc mgredlents that may be combined with
a local anesthetic such as pramoxine HCL. In the past the agency has permrtted |
active mgredrent substitutions with pharmaoologmal olasses F urther Whlle the‘
method of action of hydrocortisone is different than other antipruritic agents,
the requester suggests that it can be properly combined wrthlocal a‘nesthetijcs,’
because it is therapeutically eqnivalent, if not s@p‘arior, to ’other”:approved |
antipruritic agents. | - | “

(Agency response) The agency’s response under sectron H comment 6 of
this document applies here also. The requester’s. behef that the comblnatlon
of an antipruritic/analgesic with a local anesthetic is permitted by imp}ication‘ '
is incorrect. Section 346.22 (21 CFR 346.22) prov1des for the combrnatlon of
an “‘antipruritic/analgesic and a local anesthetic with an astrlngent » The
ingredients under proposed § 348.10 (48"FR'585~2' at 5868) are classified as |
“analgesic/anesthetic/antipruritic.” e e e

Listed combinations of external analgesic active in‘gredi‘ents under
proposed § 348.50 include ingredients listed under § 348 10(a) (b) and (c)
exclude hydrocortisone preparatrons which are hsted under proposed
§ 348.10(d)(1) as hydrocortisone and under (d)(2) as hydrocortisone 'ace'tatef '
The Topical Analgesic Panel classified hydrocortisgo'nep,reparatifons in a listing
of 1ngredlents that depress cutaneous sensory receptors (analgesrcs
anesthetics, and antipruritics) (44 FR 69768 at 69865 Deoember 4, 1979) The

agency subdivided the analgesrc anesthehc antlprurrtlc 1ngred1ents mto ,
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separate classes, i.e., ”caine”type local anesthetlcs,'alcohols anidl(etones:, :
antihistamines, and hydrocortison’e preparations (48 FR'5’852‘at‘;5867 ’and'5868,
February 8, 1983). The Toprcal Analgesrc Panel drd not have adequate data
to consider hydrocortisone and pramoxine HCl mterchangeable and the
agency has no basis to recommend their 1nterch‘angeab1l1ty and inclusion in

any OTC drug product monograph.

(Comment 9) If the agency is unable to conclude from the 1nformatron e

presented that the proposed combination is Category I, the agency should grant
a hearing in this matter.

 (Agency response) The agency has evaluated all of the evidence in support B
of a combination of hydrocortlsone and pramoxme HCl in the admrnrstratlve ‘

record for the rulemaking for OTC anorectal drug products submrtted on behalf o

of the requester’s client. The ¢ agency has dlscussed this mformatron in 1ts letter S

of January 13, 1994 (Ref. 2) and in this document. Ih,e,sagency does not find
an oral hearing warranted. | |
HI. Analysis of Impacts

FDA has examined the impacts of this finalﬁiule under Executive Order
12866, the Regulatory Flexibility Act (5 U.S.C. 6l)iﬁ¥61"2), and the Unfu,nded
Mandates Reform Act of ‘1995 (2 U.S.C. 1501 et seq.). Executive Order 12866 | |
directs agenc1es to assess all costs and benefits of avarlable regulatory o
alternatives and, when regulatlon is necessary, to select regulatory approaches
that maximize net benefits (mcludrng potentral economic, envrronmental T
public health and safety, and other advantages dlstrrbutwe 1mpacts and 1
equity). Under the Regulatory Flex1b111ty Act, 1f a rule has a srgnlfrcant 1mpact
on asubstantral,number of csmall entities, an a‘gency must analy;z:eregulatory

options that would minimize any significant 1mpact of the ,'rulej on small



entities. Section 202(a) of the Unfunded Mandates RefOl”mActof 1995 féq{nres -
that agencies prepare a written statement of antizcifpated costs and benefits | ‘k -
before proposing any rule that may result in an expendtture in"anjy ’oneuyear’ )
by State, local, and tribal governments, in the aggregate or by the private |
sector, of $100 million (adjusted annually for inflation). The frnal rule that led
to the development of this supplemental final rule was published in 1990,

before the Unfunded Mandates Reform Act of 1995 was. enacted The agency '

explains in this final rule that the fmal rule wﬂl not result in anexpendlture

in any one year by State, local, and tribal governments, in the aggregate, or

by the private sector, of $100 mi]lion. | |
The agency concludes that this final rule is consistent with the prlncrples

set out in the Executive order and in these two statutes The f1na1 rule is, not

a significant regulatory action as deflned by the Executlve order and S0 is not N

sub]ect to review under the Executlve order. Further smce thlS flnal rule

makes no mandates on government entities and w111 result 1n expendltures less

than $100 million in any one year, FDA need not prepare addltlonal analyses

under the Unfunded Mandates Reform Act. o |
The purpose of this final rule is to estabhsh that OTC anorectal drug

products containing a combination of hydrocortlsone and pramoxme HCI are

not generally recognized as safe and effective. Because no such products are

currently marketed OTC, the flnal rule erl not have an economrc 1mpact on

any entity (no reformulations or relabehng are necessary) and Wlll not requ1re
any new reporting or recordkeepmg activities. | ‘
The agency has no alternative course of actlon as the data are 1nadequate

to support monograph status for thlS comblnatron product Therefore no

additional professional skills are needed The Commlssmner of Food and Drugs
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certifies that this final rule will not have a srgnlflcant economic 1rnpact on

a substantial number of small entities. No further analysrs is requ1red under

the Regulatory Flexibility Act (5 U.S.C. 605(b)). ‘
IV. Paperwork Reduction Actof1995

~ This final rule contains no collections of information. Therefore, clearance

by the Office of Management and Budget underfthefPéﬁéri‘)vo‘rk‘R’eduction Act
of 1995 is not required. | |
V. Environmental Impact

The agency has determined under 21 CFR 25. 31(a) that thls action is of

a type that does not individually or cumulatlvely have a significant effect on

the human environment. Therefore, neither an environmental assessmentnor

an environmental impact statement is required.
VI. Federalism

' FDA has analyzed this final rule in accordance with the principles set

forth in Executive Order 13132. FDA has determmed that the rule does not

contain policies that have substantial direct effects on the States z,..QD,th@ -

relationship between the National GovernmentaﬂdtheﬁtatBS,Or onthe

distribution of power and responsibilities among the VariOusletIelsof

government. Accordingly, the agency ha/sy conclpded that therule doesnot I

contain policies that have federalism implications as defined in the Executive

order and, consequently; a federlal,ism summary irnpact statement is not
required. e
VII References |

The following references are on d1splay in the DIVISIOII ’of Dockets | |
Management (HFA-305), Food and Drug Admlnlstratlon 5630 Flshers Lane : |
rm. 1061 Rockville, MD 20852 in Docket No. 1980N—-0050 and may be seen o

by interested persons between, 9 a.m. and 4 p.m"., Monda}’ through F,nd,a}’- ‘
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1. Comment No. HER1.
2. LET26.
3. Comment No. C25.

4. OTCvol. 12FR3.
List of Subjects in 21 CFR Part 310

Administrative practice and procedure, Drugs, 'Labelking,: Medical devioes::,p "
Reporting and recordkeeping requirements.

m Therefore, under the Federal Food, Drug, and Cosmetlc Actand under
authority delegated to the Commissioner of Food and Drugs 21 CFR part 310

is amended as follows:
PART 310—NEWDRUGS . == = =
m 1. The authority citation for 21 CFR part 310 continues to read as follows:

Authority: 21 U.S.C. 321, 331, 351, 352, 353, 355, 360b-360f, 360j, 361(a), 371,

374, 375, 379¢; 42 U.S.C. 216, 241, 242(8),’262, 263b—263n.

2. Sectlon 310.545 is amended by adding paragraph (a)(26)(x1) by rev1smg

paragraph (d) introductory text, by rev1smg paragraph (d)(13) ’ and’by addmg -

paragraph (d)(37) to read as follows:

§310.545 Drug products contalnlng certam actlve mgredlents offered over-the-

counter (OTC) for certaln uses.
(a) *. ok )k

(26) * k%

(xi) Combination drug products. Any comhiﬁa’tioh drug product containing

hydrocortisone and pramoxine hydrochloride. . |

* * * * *
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(d) Any OTC drug product that is thiIiCQ,I’I?inlian’c»e’ wit“h‘ fhis Séc‘tibﬁ‘fs* -

subject to regulatory action if initially introduced or initially delivered for

introduction into interstate commerce after the dates speciﬁed in paragraphs
(d)(1) through (d)(37) of this section. k

* * * * *

(13) August 5, 1991, for ’pro’d"uct’s ‘subjec‘t /{o Tpar’a‘grapkh (a)‘(2‘6)kof t’his_

section, except for those that contain live yeast cell derivativeanda

combination of hYdrocortisone and pramoxine hydrOchloride. ;
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(37) [Insert date 30 days after date ofpubhcatlon in the Federal Reglster] R

for products subject to paragraph (a)(ZG)(Xl) of thls Sectlon S

Dated: 4 G%’ 2 :
T ve0s | . CERTIFEDTOBEATRUE
REUSE 5 o -~ COPYOF THE ORIGINAL
oLr . —wles
N R o o

/A
Jeff;e Shuren;
Assistant Commissioner for quigy.
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