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Cold, Cough, Allergy, Bronchodllator and Antlasthmatlc Drug Products for
AOver-the Counter Human Use Amendment of Monograph for oTC Nasal
Decongestant Drug Products |

AGENCY: Food and Drug Administfeﬁeh, HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug Administration (FDA) is“iss’ui‘n'g;,a final rule to |

amend the final monograph (FM) for over‘ the ’count’er (OTC) /naeel

decongestant drug products (drug products used to reheve nasal congestion

due to a cold, hay fever, or other upper resplratory allergles) to add V

| phenylephrme bitartrate (PEB), both 1nd1v1dually and i m comblnatlon drug

products in an effervescent dosage form, as generally recogmzed as safe and

effective (GRASE). An effervescent dosage form is lntended to be dlssolved

in water before taking by mouth. This final rule is part? of FDA’s ‘ongqing review

of OTC drug preducts. | | | | |

DATES: Effective Date: This rule is effective [ineert'da\te 30 jc“lcix}zfé‘aft‘er ddte of ;

publication in the Federal Register]. | R |
FOR FURTHER INFORMATION CONTACT Mlchael T Benson Center for Drug

Evaluatlon and Research, Food and Drug Admmlstratlon 10903 New

Hampshire Ave., Bldg. 22, rm. 5484, Silver Spring, MD 20993, 301-796-2090.
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SUPPLEMENTARY clNF.OvRM‘ATIOVN:“ |
I. Background
A. Advance Notice of Proposed Rulemaking (ANPR)

1. OTC Cough-Cold Drug Products

In the Federal Register of September 9, 1976 (41 FR 38312), FDA
publish_ed the'repo‘rt of the Advisory Review Panel on OTC. Cotd_, ‘Cough,
Allergy, Broncnodi]ator, and Antiasthmatic Drug Products: (Cough—COld Panel).
That Panel reviewed oral and topical nasal decongestant drug products and
found several active ingredients, including phenylephrine hydrochloride
(PEH), to be safe and effective 1ngred1ents for OTC use (41 FR 38312 at 38399

and 38400) The Cough -Cold Panel d1d not evaluate PEB.

~ 2. OTC Oral Health_ Care 4Drug Products

In the Federal Register of May 25, 1982 (4 7 FR 22760), "FDA published
the report of the Advrsory Review Panel on OTC Oral Cav1ty Drug Products
(Oral Cavrty Panel} That Panel rev1ewed the safety and effectiveness of two
oral nasal decongestant mgredlents PEH and pheny]propanolamrne o
-hydroch]orlde (both in lozenge form for toplcal use), and classified these
ingredients as Category III (more effectiveness data needed) (47 FR 22760 at -~

22911 through 22914) The Oral Cavrty Panel d1d not evaluate PEB.
B. TentatiVe Finol Monograph‘ ( TFM )

1. OTC Cough-Cold Drug Product ‘

In the Federal Reglster of ]anuary 15, 1985 (50 FR 2220), FDA pubhshed

the TFM for OTC nasal decongestant dmg products The TFM proposed PEH
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as a monograph ingfedient; but PEB wasnot addressed due to lack of ava‘i’]able
data. : t

2. OTC Oral Health Care Drug Products

 Inthe F’ederall Registes of }anduary 27, 1988 (53 FR 2436), FDA published
the TFM for OTC ofal, health care V(anesthetiC/ analgesic, ast.l;“'ingent, 'debriding |
agent/oral wonnd cleanser, and demnlcent) drug products. FDA referred the
data on the oral.nasal decongestant ingredients PEH and phenylpropanolamine
hydrochloride in lozenge form for toplcal use to the rulemakmg for OTC nasal
decongestant drug products, because that was the primary ru]emaklng for these

ingredients (53 FR 2436 at 2448 and 24,49)_.

C. Final Monogmph (FM) OTC Cough-Cold Drug Products |
In the Federal Register of August 23, 1994 (59 FR 43386) FDA pubhshed
~ the FM for OTC nasal decongestant drug products. ‘The monograph included
- PEH as GRASE for oral and top‘ical use as a nasal decongestant (2 1: CFR"' | N
341.20(a)(1) and (b)(8)). The mdnagraph‘did ‘hdat“specify speCIflc oral dosage
forms FDA acknowledged that PEB was submltted as an oral nasal |

decongestant active 1ngredlent in an effervescent comblnatxon tablet for OTC

use. FDA noted that PEB was not revxewed by the Cough Cold Panel or

included in its report and was not addressed in the FM for OTC nasal

decongestant drug products (59 FR 43386 at 43394 and 43395) FDA rev1ewed

data on PEB submitted in a comment and conclgded that ;t,hQ ‘d,ata were

inadequate to deniOnstrate the safety and effectiveness of PEB in an"

effervescent dosage form as an OTC oral nasal decongestant mgredlent
Consequent]y this 1ngred1ent was not 1ncluded 1n the FM. o

On March 20, 2002, a manufacturer submltted a citizen petltlon to amend

the OTC nasal decongestant FM to 1nclude the 1ngred1ent PEB inan T



effervescent tablet as GRASE for use as a smglemgredlentormcomhmatlon o
with any monograph cough-cold active ingredient. The petition included:

e Domestic and international marketing experience to meet FDA’s material
time and extent criteria for inclusion in an OTC drug monograph (see 21 'CFR'
330.14) -

e In vitro and in vivo studies to demonstrate comparability of PEB with
PEH, an approved monograph active ingredient

* A proposal that PEB would provide consumers with g;reater'choice in
combmatron nasal decongestant/ analgesm cough cold formulatlons |

In the Federal Register of November 2, 2004 (69 FR 63482) FDA pubhshed
a proposed rule to amend the F M for OTC nasal ‘decongestant products to add
PEB in an effervescent tablet as a single ingredient or in combination with
aspirin and chlorpheniramine maleate. A drug manufacturer and'an individual
submitted comments, which included several issues that are discus‘sed in
section II of this document. | |
II. The Agency’s Conclusion on the Comments |

(Comment 1) One Comment asked FDA to expand the defmltlon of an
effervescent dosage form. FDA. had proposed the fol]owmg defmltlon for an
effervescent tablet “A tablet 1ntended to be dlssolved in water before
administration. It contains, in addition to the ac_,tlye cl_ngredlent(s), mlxtures of
acids (citric acid, tartaric acid) and sodium bicarbonate, which releases carbon
dioxide when disstﬂved in water.” | | R |

The comment vrequested that FDA revise the proposed definition of
effervescent tablet to permit additional inactive ingredients, claiming that its
suggested revision would provide greater formulaiti;on ﬂexibﬂity. The comment
based its revised definition upon deflmtlonsfrom phvarmaceutical texts and -

reference books, including the United States Pharmacopeia (U.S.P.), the |
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British/European Pharmacopeia (BP/EP), and other pharmacopelal mdrvrdual
monographs The comment requested that FDA revise the defmltron of | -
effervescent tablet as follows: “A tablet mtended to be drssolved or dlspersed |
in water before administration. It generally contarns in addltlon to the active
1ngred1ent( ), mixtures of ac1ds/ac1d salts (c1tr1c acrd tartarrc ac1d mallc acid, |
or any other suitable acid or acid anhydrlde) Whrch release carbon d10x1de
when mrxed w1th water. Occasronally, the actlve mgredlent 1tself could act
~as the ac1d or alkali metal compound necessary for effervescent reactron
FDA declines the request 'to.re‘vise the definition of effervescent tablet to
permit additional inactive ingredients, but is eSEpan'ding the’definition'_‘in a
'drfferent manner to provide manufacturers greater formulatron ﬂex1b1l1ty |
FDA’s defmltlon in the OTC nasal decongestant FM i is substantrally the same
as the definitions for effervescent tablets in the U.S.P. (Ref. 1) and for |
| effervescent tablets and granules in the FDACenter for Drug "r“fi}alu'ati’bn and
Research (CDER) Data Standards Manual (Ref. 2). All of these definitions
~describe a dosage form that contains citric acid,tartaric acid, and "so:_dium ”
bicarbonate as inactive ingredients to pr(jduce'}th"e:effer\rescent:e,' and "the
product releases gas (carbon d‘ioxide)'y\rhen added to water.

FDA is not rev1smg the def1n1t10n in the manner suggested by the comment

because the agency has concerns about the comment s proposed use of the term -

“any other suitable acid or acid anhydride " This term is not suffiCiently
specific to ensure consistency with the current regulatory requlrements for
inactive 1ngredrents Under § 330. 1(e) (21 CFR 330 1( ), a product is reqnlred
- to contain only sultable inactive 1ngred1ents that meet certam crlterla These
_inactive ingredients must be safe 1n the amounts admlnlstered and must not N

interfere with the effectiveness of the preparatron or with suitable testsor
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assays to determine if the product meets its professedstandardsof 1dent1ty, “
strength, quahty, and purlty The comment d]d not submlt data to demonstrate
- that the additional inactive 1ngred1ents 1t requests are safe in the amounts | |
admlnrstered or that they do not mterfere wrth the effectxveness of the
preparation or w1th sultable tests or assays FDA is not aware of any such data
for effervescent dosage forms that contain PEB. FDA is also not aware of PEB
~as the actlve Ingredlent in these products actlng as the ac1d or alkah metal
compound necessary for effervescent reactron Accordlngly, FDA is H6t

~adding this requested lnformatlon to the deftnltlon at thls trrne

Interested partres should contact U S P for any change i in the compendtal
definition of an effervescent tablet that Would apply to all such products The
~definition in § 341 3(i) apphes only to products contammg PEB covered by thrs )
FM. Interested partles who w1sh to 1nclude a PEB effervescent dosage forrn e
that contains dlfferent inactive 1ngred1ents than those hsted 1n the deflnltron |

in this FM may provrde FDA specific data on such a product S

FDA is expandrng the deflnltlon of effervescent tablet by replacmg
- “effervescent tablet” in §341 3(1) of the proposed rule wrth effervescent
k dosage forrn in thrs frnal rule We are makrng thls change to provrde greater o

' formulatron ﬂex1b1hty to permlt other effervescent dosage forms (e g granules /'

~and powders) to be marketed. The FDA CDER Data Standards Manual (Ref

2) defines an effervescent granule as “a small partlcle or gram contalnrng a
med1c1nal agent in a dry mrxture Y The pharmacokrnetrc data prov1ded
for the PEB effervescent tablet dosage form would also support use oofan

effervescent granule or powder dosage form based on the smaller partlcle srze

of these dosage forms. Accordlngly, the defr i:tltlon 1n § 341 3(1) now reads

“Effervescent dosqge form. A dosage form rntended, to be drssolved .l.n,water
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before administration. It contains, in addition tothe active ingredient(s),
mixtures of acids (citric acid, tartar:ic acidk) and sodium b’icarboriate,' Whlch
- release carbon dioxide when drssolvedln Water”lncon]unctlon with this‘ |
change, we have also changed theproposed ‘active” ingredient d’e;sCription:
“phenyl ephrine’bi’t:artrate leffervescent tablet " in § 341 20(a)(4) to
“phenylephrine bitartrate effervescent dosage form"’ in this FM.
(Comment 2) One comment requested FDA to allow PEB as an oral nasal ,

‘ decongestant in all comblnatlon products contalnmg an oral nasal o
decongestant when formulated as an effervescent tablet and labeled in

.accordance with 21 CFR 341. 80 and 21 CFR 341 85 The comment, contended
| that PEH is 1ncluded asa GRASE oral nasal decongestant 1ngredrent 1n the
: monograph for OTC Cold Cough, Allergy, Bronchodrlator and Antrasthmatrc
B ‘Drug Products and is included in 17 perrnrtted combmatlons The comment o
further stated that F DA acknowledged in the proposed rule that both
phenylephrlne salts (bitartrate and hydrochlorlde) have srmllar safety and
efficacy profrles and could be used in effervescent tablets 1nterchangeably
without any clinically srgmfrcant 1mpact on the performance of the
- formulations studied ‘The comment provided in-vitro data demonstratiné o
comparable recovery of the actlve 1ngred1ent followmg dlssolutlon in various

solutlon medra of effervescent tablets formulated w1th erther PEH or PEB 1n N

the presence or absence of other common cough/ cold actrve lngredrents

FDA agrees with the comment In the Federal Regrster of Ianuary 15, 1985
(50 FR 2220], FDA affirmed the Cough_-Cold Panel recommendatrons for
numerous combinations c,o,ntaining an 'oral nasal Jdecongestant van'd’ other, ac_tive |
ingredients. PEH was one of those actlve 1ngredlents In the proposed rule of

the current rulemakrng (69 FR 63482 at 63485 November 2 2004) FDA
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acknowledged that the two phenydlephf‘i‘fi’e“‘ Sa]ts meffeTVBscenttab]ets could
be used interchangeably. The simi-’larity in the rate and extent of absorption
of PEH and PEB in the efferveseent tablets a]lowsFDA to conclud,ﬁlhat the
bioavailability of the phenylephrine salts in the effervescent tablets is
comparable (69 FR 63482, Novemher 2, 2004). With regard to PEB“ and other
combinations: |
e PEH is 31m1]arly bloavallable to PEB as stated prevrously -and in- v1tro

dissolution data demonstrate that recovery of phenylephrme from formu]atlons
of either salt is virtually 1ndlst1ngu1shab]e (PEH v PEB). F DA beheves that PEB
would have also been among the 1ngredlents recommended for inclusionin

the same combinations as PEH, had the Cough Cold Panel con51dered that -
| ingredient. Accordlngly, FDA is 1nclud1ng PEB i in an effervescent dosage form
as a permitted active ingredient as follows:

e In the sa_m_e types of combination products as the Other oral nasal
decongestant active ingredients under§§‘341.4o (bk)“, (c). (e). (g). (i), (j), (m), (n),
(). (@). @, (s). (), (9, (), (@a), and (BB), -

. Wlth ]abelmg for combmatlon products under §341 85 (b)(l) (’b):(z)',’ .
()(3), and (0)3). - Bt R

(Comment 3) One comment contended that FDA should not approve PEB
for OTC use untﬂ an off1c1al compendlum ex1sts to defme the quahty and
purity of its effervescent dosage form. FDA does not agree w1th the comment s
suggestion. PEB as a drug substance became off1c1al in the U S P.on August |
- 1, 2005 (Ref. 3). FDA’s regulation in 21 CFR 330.14(i) sets forth crrterla and
procedures for clas.sifying OTCdrlugs as GRASEand notmlsbranded It \sta«tves_ |
that "‘avny active ingredient or hotanical drug'suhstance included‘in a final OTC

drug monograph * *.* must be recognized in an doffi_ci‘al USP-NF drug



monograph that sets forth its standards of 1dent1ty, strength quallty, and
purity.” While FDA’s regulatlon mentlons aU.S. P -N.F. drug monograph for '

the active rngredrent it does not also requlre a U. S P —N F) drug monograph -

| for the actrve rngredrent in a specrflc dosage form Accordrngly FDA concludes |

that a U.S.P. compendral monograph for the PEB drug substance 1s a suffrcrent o
basis for 1nclud1ng PEB as an actrve 1ngred1ent in an effervescent tablet or other

effervescent dosage form in the FM for. OTC nasal decongestant drug products

III. Submlssmn of Pharmacokmetlc Data for Other Sohd Dosage Forms of PEB o

FDA notes in the proposed rule that the rate and extent of absorptlon after '
| the first dose of PEB capsules are not srmllar to PEH capsules. FDA is w1lhng
to con31der pharmacokrnetrc data i 1n support of other PEB sol1d dosage forms
(e g., capsule or noneffervescent tablet granule or powder) and 1nv1tes |
interested persons to submit such data in the form of a petrtlon under 21 CFR
+10.30 to amend the monograph for OT C nasal decongestant drug p_roducts. '

IV. Labeling Change from the Proposed Rule

At the time of the proposed rule, sinusitis would have been a permrtted

- effervescent dosage form as an oral nasal decongestant Subsequently FDA

revised the labehng for these products. In the Feder’al,,Reglster of October 11

2005 (70 FR 58974) FDA published a frnal rule to ehmrnate the term
“sinusitis” from the labellng of OTC nasal decongestant drug products |

Accordingly, FDA has revised the 1ntroductory language of §§ 341 85(b)(2) and /V

, (b)(3) of the proposed rule to replace the term “sinusitis” W1th “nasal

- congestion.” Sections 341 85(b)(2) and (b)(3) of the flnal rule now read as o "

, follows

“§ 341.85 Labeling of perm‘ikttyed combmaﬂonsofacnv
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(b)(2) For permItted combmatlons Contammg an ana]geSJc on t1pyretic
active ingredient * * * when ]abe]ed for relief ofhay fever/a]]ergic rhmms anwd/
or nasal congestion symptoms N -

(b)(3) For permitfed combmatmns contamlng anﬂora] ana]geSJc antipyreth |
active ingredient * * * when labeled for relief of general cough-cold symptoms
and/or the comrhOn cold and for relief of hby'féx}eﬁdfle}g}‘aﬂii‘ni’zis a‘nd/‘or |
nasal COHgQStIOI‘I symptoms | - - |
W Summary of Agency Changes o

1. FDA is changing the definition of“‘eff‘erves‘centtab"]et"’:inv§ 341 3(1)to

“‘effervescent dosage form.” In con]unction With this change FDA 1s changing .
the active mgredlent description 1n § 341 20(a)(4) from “Phenylephrme |
bitartrate in an effervescent tab]et to “Phenylephrine bitartrate in an
- effervescent dosage form” (see section‘II,commen’t 1 of thlsdocument) |

2.Tn the proposed rule, FDA proposed to amend § 341.40(b), (c), (¢), (g),
(i), (§), (m), (n), (p), (@), (), (s), (1), (x), (y), (aa), and (bb) to excludGPEBln - "
§ 341.20(a)({4)“. Norf\t:that FDA iswallowing PEBln all of these combmations :
there is no need to amend these paragraphs because the existingjlangnage S
~ therein a]ready refers to all nasal decongestant active ingredients i m §341 20( ).

3. FDA is ehmmating proposed § 341 40 (cc) because the comblnation 1s |
now covered by § 341 40(c). With the ehmmation of proposed § 341 40(cc) the
proposed amendments of the headings in § 341. 85( )(1) (b)(l) (b)(z) (b)( )
and (c)(3) to add § 341 40(cc) are no longer needed and are w1thdrawn o
However the headmgs in § 314. 85(b)(2) and (b)(B) are being rev1sed as | -
dlscussed in section IV of this document. B ‘ o
VI. Analysis of Impacts }

FDA has examined the impacts of thi,‘s" finalb,ru]”e,vun,der Executive Order

12866, the Regulatory Flexibility Act (5U.S‘.C.y ti:(‘)’l—'ﬁ'l 2), and the Unfunded
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Mandates Reform Actbf 1995 (PubthaW 104*4) Executive Order 12866 i
directs agencies to assess all costs and benefits of available regulatory | : .'
alternatives and, When regulation is necessary, to select regulatory approaches
that maximize net benefits (1ncludmg potential economic, envrronmental

public health and safety, and other advantages distributive impacts and

equity). Under the Regulatory Flexrbihty Act 1f the rule has a srgnificant S

economic 1mpact on a substantial number of small entrties an agency must
analyze regulatory options that would minimize any srgmflcant impact of the

rule on small entities Sectlon ZOZ(a) of the Unfunded Mandates Reform Act :

of 1995 requires that agencres prepare a written statement of antrcrpated costs B

and benefits before enactmg any rule that may result m ' n expenditure in any
one year by state local and tribal governments in the aggregate or by private

sector, of $100 milhon (ad)usted annually for mflation)

FDA believes that this final rule is consrstent w1th the principles setout
in Executive Order 12866 and in these two statutes ThlS final rule is not a
srgnificant regu]atory action as defmed by the Executive order and soisnot
subject to review under the Executlve order As dlscussed in thls sectron FDA
“has determmed that this fmal rule w1ll not have a srgmficant economic 1mpact\
on a substantlal number of small entities. The Unfunded Mandates Reform Act
of 1995 does not requrre FDA to prepare a statement of costs and benefits for
&this flnal rule because the final rule is not expected to result in any 1-year |

expenditure that would exceed $100 l'IlllllOD ad]usted for mflatron The current o

threshold after adjustment for inﬂation is $115 million, USing the most CUle"eynt e

(2003) Imphcrt Price Deflator for the Gross Domestic Product

The purpose of this fmal rule is to mclude PEB in the monograph for OTC

nasal decongestant drug products ThlS fmal rule w1ll allow manufacturers i
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who market products containing this ingredient in foreign countries and

manufacturers who Would hke to market products containmg thls 1ngred1ent S

~in the Unrted States to enter the market place under the OTC drug monographf: o

1nstead of a new drug appllcatlon (NDA) Cost savmg

marketing without an NDA. | S
Marketing a'néw OTC drug product contarnlng PEBIS optlonal for any -

interested manufacturer. ’The costs”'would; inyolvethe‘Sta‘iida‘rdmstartup costs B

associated wrth marketlng any new product under an OTC drug monograph

Manufacturers will not incur any costs determlmng how to state the product s

‘labeling because the monograph amendment provrdes that 1nformat10n ThlS -

final rule i is not expected to requrre any new reportmg and recordkeepmg
activities. Therefore no addltional professronal skills w1ll be needed

FDA considered but rejected theoption of not including PEB ini_the |
monograph because it considers the'da‘tapresented supportlve of ’monograph
status. The ingredient became official in the USP onAugustlZOOS (Ref.
N . R

This analy51s shows that FDA has con31dered the burden to small entitles. ” )
FDA does not consider an exemptron for small entltles necessary because those )

manufacturers can enter the market place hke larger entlties anytlme after thrs

FM becomes effectlve Therefore FDA certlfles that thrs frnal rule w1ll not have ) )

a significant economic impact on a substantial number of small entities. No

 further analysis is required under the Regulatory FleXIbrlltl“amt(5 USC |

605(b)). o e ' o i

VII. Paperwork Reductlon Act of 1995 -
FDA concludes that the labehng requlrementsln thrs document are’noit s

subject to review by the Office of Management and Budget because they do
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not constitute a collectlon of information” under the Paperwork Reductlon
Act of 1995 (44 U.S.C. 3501 et seq) Rather the monograph Iabehng isa
“public disclosure of information origi‘nal]y supplied by the Federal |
- Government to the recrplent for the purpose of drsclosure to the pubhc (
CFR 1320.3(c)(2)). |
VIII. Envrronmenta] Impact o

FDA has 'determihed underéﬁl:" CFR2531 (a) that this actronls df é‘ type’ “
*that does not individually or cumulatively have a significant effect on the
human environment. Therefore, neither an environmental assessment nor an

\ envrronmental impact statement 1s requrred
IX. Federahsm

FDA has ana]yzed thls fma] rule in accordance wrth the prmc1ples set

. forth in Executlve Order 13132 FDA has determlned that the ru]e wrl] have o

a preemptrve effect on State law. Sectron 4(a) of the Executlve order requrres o

agencies to construe * % * 3 Federal statute to preempt State Iaw only where

the statute contam‘s an express preemption provrslon or there is -some other -

- clear evidence that the Congress mtended preemptlon of State law or where
the exercise of State authority conflicts Wlth the exercise of Federal authortty
under the Federa] statute ” Sectlon 751 of the Federal Food Drug, and
Cosmetic Act (the act) (21 U S. C 379r] is an express preemptlon prov1srony B
Section 751(a) of the act (21 U S. C 379r(a)) provrdes that x % x no State or
pohtlcal subdivision of a State may estabhsh or continue in effect any
requirement— * * * (1) that relates to the regulatlon of a drug that is not sub]ect
to the requrrements of sectron 503( )(l) or 503(ﬂ(1)( ) and (2] that 1s dtfferent
from or in addrtlon to or that is otherwrse not 1dent1ca1 with, a requrrement
under this Act, the Poison Preventlon Packagmg Act of 1970 (15 U S.C. 1471

et seq.), or the Fair Packaglng and Labehng Act (15 U.S.C. 1451 et seqr).”
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Currently, this provision operates to preempt States frorn‘ impoSing‘
requrrements related to the regulatlon of nonprescrrptlon drug products (See |
Section 751(b) through (e) of the act for the scope of the express preernptlon
provision, the exernptlon procedures and the except1ons to the provrslon )
This final rule would add PEB, 1nd1v1dually and in comblnatron drug productsv
when used in effervescent dosage form to the FM for OTC nasal decongestant
drug products Although this final rule would have a preernptxve effect in that |
it would preclude States from promulgatmg requrrements related to these PEB |

drug products that are different from or in addrtlon to, or not otherwise |

identical with a requirernent in the final rule, this "’isféeﬁiﬁt‘i\}é“é"ffeé’t is

- consistent wrth ‘what Congress set forth in sectron 7 51 of the act. Sectlon 751(a)

of the act dlsplaces both State leglslatlve requ1rements and State common law | o

duties. We also note that even where the express preernptlon provrsron 1s not -

applrcable 1mphed preernptlon may arlse See GeJerv Amencan Honda Co
‘529U8861(2000) F
FDA believes that the preemptrve effect of the frnal rule would be

consistent with Executlve Order 13132 Sec‘uon 4(e) of the Executtve order
‘provides that ¢ when an agency proposes to act through ad]udlcatlon or o
rulemaklng to preernpt State law the agency shall provrde all affected State
~and local offrcrals notice and an opportunlty for approprlate part1c1patron in

,, the proceedmgs FDA provrded the States w1th an opportunlty for approprlate
‘ part1c1pat10n in thrs rulemalqng when it sought 1nput from all stakeholders |
through pubhcatlon of the proposed rule in the Federal Reglster of November
2, 2004 (69 FR 63482] FDA recelved no cornrnents from any States on the

proposed rulemaking.
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In addition,on ]une,lg, 2006, F'DA"'S‘"DkiVision" of“Fe_deral' andState | \

Relations provided notice Vi-a‘fax' andke’ma‘il‘transmission to elected officia]s

of State governments and thelr representatlves of natlona] organrzatlons The - '

notice prov1ded the States with further opportunlty for comment on the rule
It advised the States of the pubhcatlon of the proposed ruIe and encouraged
'State and local governments to review the notice and to provrde any comments
to Docket No. 1976N-0052N, opened in the November 2 2004 Federal
Register notice, by a date 30 days from the date of the notrce (1 e by ]uly
19, 2006), or to contact certarn named 1nd1v1duals FDA recerved no comments /
in response to this notice. The notice has been frled,ln Docket No. 1976N—
0052N. D |

In conclusron FDA believes that it has comphed Wrth all of the apphoable
requirements under the Executrve order and has determrned that the |
preemptive effects of this rule are conSIStent,WIth,Execut;ye.grder,l31,32, o
X. Effective Date

This final rule becomes effectrve [msert date 30 days after date of
publication in the Federa] Reglster]

XI. References

The foHowmg references are on display in the Drvrslon of Dockets

Management (HFA—-BOS) Food and Drug Admmlstratron 5630 Flshers Lane A

rm. 1061, Rockvrlle MD 20852 under Docket No 1976N—~()052N and may be |

seen by rnterested persons between 9 a.m. and 4 p m., Monday through Frlday .

(FDA has verrfred the Web srte address but is not responsrble for subsequent

1. The Umted States Pharmacopem 29—Nat10nal Formu]ary 24 The Unlted States |

| Pharmacopelal Conventlon Inc Rockvrlle MD pp 3005, 2006 SRR




2. CDER Data Standards Manual (see sections ‘éht“i“t"l‘éd""""Tabf‘l'é;t'" Effervescent” and
‘! Granule Effervescent”) at http //www fda gov/cder/dsm/D]?G/drgOOZO1 htm '

3. The Umted Sz‘ates Pharmacopem 28——Naz‘10na] Formu]ary 23 Supp]ement 2 -

The Umted States Pharmacopela] Conventlon Inc Rockvﬂle MD, pp 3520 2005

Labelihg; OVer—the-counter drugs.“ |
® Therefore, under the Federal Food, Drug;_and Co‘srrretic Act arrdu‘nder'
aurhority ‘delegat‘ed io' the“kcem'mresioner"df F ood and Drugle CFRpart341
is amended as follows: - | B e

PART 341-—-COLD COUGH ALLERGY BRONCHODILATOR AND

ANTIASTHMATIC DRUG PRODUCTS FOR OVER THE COUNTER HUMAN A

USE
m 1. The authority citation for 21 CFR part 341 continues to read as follows:
Authority: 21 U.S.C. 321, 351, 352,1353,'355; 3460,' 371.

m2. Sectlon 341.3 is amended by addlng paragraph (1) to read as follows

§341. 3 Definitions.

% * * * *
(i) Effervekscént dosage form. A ddsage form‘irltended to be'disSoIved in

water before administration. I\t,confains; in addltlon to the_:a_ctt‘_r_i}/eingredient(s],

mixtures of acids (citric acid, tartaric acid) and so’dium bicar‘t;(jnate, which |

release carbon dioﬁide when dissolved in water. R

m 3. Section 341 20is amended by addlng paragraph (a) (4) to read as follows

§341.20 ' Nasal decongestant actlve mgredlents ﬁp S

* ’;,k* X ox A
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- (4) Pheny]ephrihe bi'tartratein, an\effervescent"pdo‘s'a"ge form.

* * * * K

m 4. Section 341.80 is amended by rev1smg the headmgs in paragraphs( )(1)(1)‘ e

and (c)(1)(ii}, and by adding paragraph (d)(1)(iii) to read as foHows

§341 .80 Labelmg of nasal decongestant drug products -

(C) * % X
(1) Ora] nasal decongestants———(l) For prod ucts con tammg pheny]ephrme
hydroch]onde pseudoephedrme hydroch]onde pseudoephedrme su]fate or

pheny]ephrme b1tartmte Jdentlﬁed m §341 20 [a](l] through [a](4] When |

tox * * * *

(11) For products contammg pheny]ephrme hydroch]ondem o

pseudoephedrme hydroch]onde pseudoephedrme squate or'phenylephrme o

b1tartrate ldentIerd in §341 20 (a)(l} through [a)(4} When ]abe]edfor chJIdren o

‘under 12 years ofage * ok

% xx * %
(d); ‘'
(iii) For products Contammg pheny]ephrme b1tartrate 1dent1fled m o
| $ 341 20{ a )( 4 ] Include mformatmn on the number of dosage unlts and the |
quantity of water the dosage umts are to be drssolved in prlor to admlmstratlon

as shown in the followmg table

pyve | s T T TR T
Adults and children 12 years of age and over o R mﬂhgrams svery 4 hours not to exceed 62.4 ms!hgrams in 24 hours -
Children 6 1o U“def 12 years of age - 7.8 mnlllgrams every 4 hours not lo exceed 312 mt!hgrams in 24 hours R
Children under 6 years of age I I Ask a doctor o T o

"Headings are not reqmred to appear in the product’s Iabelmg e
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m 5. Section 341.85 is amended by févis”i'n“g thé‘:’héa’d}ings’ in Vpafagré‘phsl(b)(éjl
and (b)(3). Fe e e D
§341.85  Labeling of permitted comblnatlons of ac’uve Ingredlents -

(b) * % % |

(2) For permitted combinations containing an analgesic-antipyretic active
ingredient identified in § 341.40 (a), (c), (f}, (g), (m), (q), '@am when labeled
for relief of hay fever/a]]ergm rh1n1t1s and/or nasa] congestlon sym ptoms

(3) For permltted combmat]ons coﬁtémmg dn ora] ana]geszc ant1p‘yre‘t10 o

active mgred]ent 1dent1f16d in §341 40 [a] {c} [f] [g] (m} (q) and (r) When

***

labeled for rehef of genera] cough co]d symptoms and/or the common co]d and o

‘*k**

for rehef of hay fever/a]]ergzc thmtzs and/or nasa] Congestmn sym ptoms

* . Xk Lk
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Dated: 7 ZV/O’
July 24, 2006
Jeffrey 8%7
Assistant ommissioner for Policy.
[FR Doc. 0677777 F‘lled ??—??—06 8:45 am}
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