- 2004

USP 27 THE UNITED STATES PHARMACOPEIA

NF 22 THE NATIONAL FORMULARY

By authority of the United States Pharimacopeial =~

. ‘--‘C'Onvention;»Inc_.,.:meeting..at‘Washingron,:D._C.-,-‘-,; R AT
April 12-16; 2000. Prepared by the Council of Experts

- and published by the Board of Trustees =~ .~ "

Official from January 1, 2004

The designation on the cover ofthlspubhcéltlon, “USPNF o

2004,” is for ease of identification only. The publication o
contains two separate compendia: The Pharmacopeia of the =~~~

United States Twenty-seventh Revi ,iqn; and _ﬂ;@,_iNatiggqlf

Formulary, Twenty-second Edition. =~

UNITED STATES PHARMACOPEIAL CONVENTION, INC.
12601 Twinbrook Parkway, Rockville, MD 20852

‘ PROPERTY OF

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

A
RN A . s
i
O ‘5,'.1_) ; * -
: IR R e .o
) . S L d : ; PR . . .
NOTICE AND WARNING , B
- . 4
Concerhing U.S. Patent or Z%adqymrkR_igh;s O . :

The inclusion in the Pharmacopeia or in the Nationial Formulary of a monograph on.any drug invespect to
which patent of trademiark rights fnay exist.shall fiot be deemed, and-is-not intended as, a grant of, or
authority to exercisé, any-tight or privilege protected by such ‘patent or trademark. All such rights and .
privileges are vested in the patent or trademark owher, and no ofher pkisoh may exercise the same without
express permission, authority, or license gecured from such patent or trademark owner,

et

Concerning Use qf USP or NF Text

*'* Use of the USP-NF is subject to the ferms and conditions of the USP-NF License Agreement. Attention
is-called to the fact that USP and NF text is fully copyrighted. Authors and others wishing to use portions
of the fext should request permission to do so from the Secretary of the USPC Board of Trusiees.
Copyright © 2003 The United States Pharmacopeial Convention, Inc,
12601 Twinbrook Paikiway; Rockvifls, MD20852" - "~ -
All rights reserved. .- . 0 -0 TroT SRS T ]
ISSN OT93-7996 ~ *,0 i o ene e et i C
ISBN 1-889788-198 . . . T - T N
Printed in Canada by Webcom Limited, “Torohto, Oitario DR

1
-

WO FUINEosT
WIS A S Ty, ¥ AR AER
', WHASHERY VAX IR

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

' USP 27 Gleneral Notices A}.

S __’?"i:';eneral Notices and
- Requirements

| | Applymg to. Standards Tests
R B Assays and Other Specnﬁcatlons
S | of the Umted States Phannacopela

Title ........... ... .. ... . 3 Ingredients and Processes ................ 5
) Water ...........0................... 6
“Official” and “Official Articles” ...... .3 poscn el LRI e :
Products Not Marketed in e United States [ T Debwdmed lonol 01T
Nutritional and Other Dietary Supplements .. ... .. 3 Denatured Alcohol . . . . . oo R y:
z . : Added Substances . ...................... 6
At"““c W_elghts and Chemical Formulas 3 Nutritional and Dietary Supplements . .......... 6
Additional Ingredients . ................... 6
Abbreviations . ..... ... ... ... ... . ..., ... 4 Inert Headspace Gases . ..................: 6
Abbreviated Statements in Monographs ., ..... ... 4 Colors ..\ v e 6
Ointments and Suppositories ... .... e 6
Significant Figures and Tolerances ......... 4 -
Equivalence Statements in Titrimetric Procedures 4 Testsand Assays ................. ... ... 6
Tolerances .......ut 4 Apparatus . ....... .. ... 6
Interpretation of Requitements . .............. 4 SteamBath ........................... 6
WaterBath ™ ........................... 6
General Chapters ....................... 4 Foreign Substances and Impuarities .. ...... ... 6
Other Impurities . ....................... 7
Pharmacopeial Forum ................... 5 PHOCGAUIES oo - oo 7
harmacopeial Previews .. ... .............. 5 ]T:;lank Determination ... g
In-Process Reviston ...................... 5 Delmgcator """"""""""""""" 2
Stimuli {o the Revision Process ., ............ 5 HBHOM = & ocv e e Tt
Nomenclature ... .......... ... " 5 _ Drying to Constant Weight ................. 8
Interim Revision Announcement . ............ 5 Emztéoﬂm 0 Tests T g
Official Reference Standards .. .............. 5 CRLICALON AESIS L
S ) Ignition to Constant Weight .. ............ ... 8
Upplement ...................... ... .. Indicators ..., ... . . ... ... ... 00, 8
pp nt : 3 Logarithms ........................... 8
Microbial Strains . .., ................... 8
Reagent Standards ...................... 5 Negligible ........................0" 8
: ‘ ] Odor  ....... ... . i i, 8
Reference Reagents 5 Pressure Measurements . ............... ... : 3
""""""""""" Solutions . ....... ., .. . 8
Specific Gravity . ..................\ .. .. 8
Usp Reference Standards ................ 5 TemPeratures .. ...ty nt e 8
U ‘ ] TimeLimit . .............. ... 0o ... 8
ni Vacuum ... e 8
Sof Poteney ...................... .. 5 Water ; . . ... 2
Water and Loss on Drying ................. 8
Test Results, Statistics, and Standards . ...... .. 8
Description ... ........................ 9
Selubility .................., e, 9
Interchangeable Methods .. .......... e 9



https://www.docketalarm.com/

2 General Notices - USP 27

Prescribing and Dispensing ......... e 9 Storage under Nonspecific Conditions . . . . . e 10
: Labeling ... .d ........... A . %g
) o Amount of Ingredient per Dosage, mit. . . (
Preservation,’ Packagmg, Storage, and T . Use of Leadmglgi\nd Terminal Zerds .. ... e 10
Labehng .................... Vv e 9 Labeling of Salts of Drugs.  ......... G 10
Containers . ......»...- e e e e 9 . - Labeling Vitamin-Containing Produets ... .. 10
Tamper~Reszstant Packagmg A ST L 9. . ;. <Labeling Parenteral and Topical Preparations ... . - 10
Lipht-Resistant Container ... .. ... e -9 " Labeling Blectrolytes . ........ e .1l
Well-Closed Container ) : 9 Tabeling Aleohol ... ..o 11
Tight Container, .« .v. . oo 9 Special Capsules and Tablets ...... e 1
Hetmetic Conltainer - : 9 Expiration Date and Beyond-Use Date  ........ " 11
Single-Unit Container’ , 9 Pharmacentical Compounding ... .. v v v 3
Single-Dose Container .. ... ... i ene e e 9
Unit-Dose Container ... ... e 9  Vegetable and Animal Substances ......... 11
Unit-of-Use Confainer .. ......c0nv TP 9 Foreign Matter . ........c.ovvorrrereren 11
‘Multiple-Unit Container . ......ovcvevrernen %g Preservation . . ... ..o oo v iran s 11
Multiple-Dose Container . ... ..covver e . - : :
Storage ’I‘emperatule and Hum]dlty e 10 . Welghts and Measures .. .....c s 12
"FIEBZEY o v e v e e e 1007 ‘ :
Cold ... .... s R s ig‘ Concentratmns ......................... 12
Caol oo.oos s EERRERRE S LR S P Percentage Measurements .. ..........«..o- 12
Room Temperature Seealee e AR 13 Percent Weight in Weight ... ... vonieenn 12
. Controlled Room Temperature R R ‘Percent Weight in Volume .. ........ e 12
- Warm . e ek e Vawemeew e 00100 Percent Volume in Volume ... .. N 12
Bxcessive Heat ... v v i on v nonas Ve 10 g
Protection from Freezing ..........: e 10
Dry Place . .....-..- e e R 10

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

D
A

ey o

A

I e - ! S e IRTEITL
.. The:General Notices and Requirements. (hereinafier referred to-a
the General Nofices) and general requirements appearing in General
Gliapters. provide in. summary -form. itic -basic. guidelines for the
interpretation and applicdtion of the standards, fests, assays, and-other
specifications of the United States Pharmacopeia and eliminate the
rieed . to .Tepeat throughout the. book: those requirements. that dre
peitinent in numerous instances. Whete no specific language: is given
to:the confrary; dhe requirements. under: the ‘General Notices and
General Chapters apply. - - nr ey
.. Where-exceptions to the.General Notices or General Chapters are
made, fhie wording in the individual monograph takes precedence:ind
specifically. indicates the directions or the intent. Foemphasize that
such exceptions do exist, the General Notices or General Chaptersin
soine places employ where indicated a qualifying expression such as
Sunless. otherwise specified.”. In the individual monographs, it:is
ynderstood. that the specific:iwording of standards,.tests, assays, and
other specifications is binding wherever deviations from the General
-Notices -or . General .Chapters-&xist whether or not.a statement of
exception is.made.: o0 oo o ot L R

The full title of this publication, including its supplenients,is The
Pharmacopeia_of .the United States of America, Twenty-Seventh
Revision,.This title may, be abbreviated-to Lnited States Phaymaco-
peia, Twenty-Seventh. Revision,; or to. USP, 27. {The: United. States
Pharmacopeia,. Twenty-Seventh. Revision, ; supersedes -all ; eatlicr

revisions. Where the term USP is used, without further qualifieation,
during the period i which this Pharmagopeia is official; it refers.only
tp- ISP 27-and-any supplement(s) thereto.sThe same titles; with:no
further distinction, apply equally to print or electronie presentation of
these contents. Tl e e el S e ke

_ The .word ‘“offidial”, 4s used ih this Pharmacopeid or with
refererice hereto, is synonymous with - “Pharmagopeial”’; with

“USP”, and with “compendial”.. -, . ' .

~“The desigtation “USP” in_conjunction with the official title or
elsswhere on the label of an articie *indicates that 2 mjonograph is
iﬁclﬁdéd"in the USP and that the article gyse,; purpoits to corfiply with
‘911 “applicable ez, USP statidatds. “They gipor dégignation

“USP?” 45y o1 the labiel ‘may‘ nat and, yg, does not constitute a
representation, endorseiment, or incorpotation by the manufacturer’s
labelifig of the inforinational” material contaifed - if the” TSP
monégraph, nor does it constituté assurance by USP that the article
is known to comply with USP standards. An article may only purport
10 comply with a USP standard Aor other requirements x 7 whin the
article’ is recognized'in the USP. The standards apply equally to
aiticles bearing the official tities or names derived by transposition of
the defihitive words of official 1itlés o transposition in the order of the
namés of two or more ‘active ingredients in official titles, whether or
tiot the added designation “JSP” is used. Names considered to be
synonyms of the official titles may not be used for official titles.

" Although both compendia, the United States Pharmacopeia and
the National Formulary, currently are published under one cover,
they remain separate compendia. The designation USP--NF or similar
combination may be used on the label of an article, provided the label
also bears a staterpent such as “Meets NF standards as published by
the USP,” indicating the particular conipenidium to which the article
Buiflorts to apply, T T

Whete an article differs from the standaids of stiéngth, qualily, and

Purity, as detérminied by the application of thie assays.dnd tests set
forth for it in the Pharmacopeia, its difference shall be plainly stated
on its label, Whete an ‘afticle fails o comply’ in identity with. the
Identity preseribed i the USP, or” confains an added substance that
Inferferes with the prescribed dssays anid tests, such arficle shall’be
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General Notices 3

Articles listed herein aré official and the standards set forth in:the
monographs apply to them only when the arlicles are intended or
labeled for use as diugs, as nuttitional or dietary supplements, or as
medical devices and when bought, sold, or dispensed for these
purposes or when labeléd ag conforming to this Pharmacopeia,

- An atticle is deemed, fo be:recognized in.this Pharmacopeia when a
‘manograph for the articlé is published in it, including its supplements,

-addgnda, orother interim revisions, and an official date is generally or

specifically assigned to it. R PR L L
. The following terminology is used for distingnishing -the articles
for which menographs ate provided: an afficial substance is an dctive
drug entity, a recognized nuirient, 3 dietary-supplementingzedient, or
a-pharmaceutic ingredient (see also, NF-22) or- a component .of a

“finished device for which the monogtaph title.includes np indication

of.the nature of the finished form; an official preparation is a drug
product, a mutritional supplement, dietary supplement,, or a finished
device, It is the. finished or pattially finished (e.g.,’as.in the casg of a
sterile -solid. to. be.,constituted - info_a selution for administiation)
preparation or product of one or more official substances formuilated
for use on.or for the patient ot consumer; an article is an iter. for
which a moniograph is provided; whether an official substance or an
official preparation. " .0 T
ADesignating Conformance. with Official Standards—When ‘the
letters “USP” or “NI?” or “USP-NE” are utilized on the label of an
article to indicate complianee with compendial standards, the lefters
shall appear in conjungtion with the official title of the article or,when
appropriate, with the ingredients contained therein, The letfers are not
to be enclosed in any symbol such-as a circle, square, etc., and must

appear in block capital letters., ... - ... S
If a dietary supplement purports to. be or is represented as -an
official product and such clajry i§ determined by USP not to be made
in good faith, it is the. policy of the. USP to seek appropriate legal
redress, apsezr oo et Lo LU
Products Not Marketed ih the Unitéd States—Interest in the USP
outside the United States: has always- existed. From time. to time,
monographs may. be.adopted for articles not-legally marketed inthe
United States as a service to-authorities:in-othér countries where USP
standards are recognized and-applied. ‘Appearance of any such
monograph does not:grant any marketing rights whatsoever, and the
status of the article in the United States must be checked with the U.S.
Food and Drug Administration-in the event 6f any. question. 3
Nutritional and- Other Dietary'Sipplemerits—The designationl of
an official preparation containing one ot more recognized nuttients or
dietary supplemént inigrédients ‘as” “USP” or the use of ‘the
designation “USP" it Gonjutiction with the titls of such nutritional
or dietary supplement preparation may be made only if the
preparation meets Lally sper the applicable requirements contal;ned
in the individial thondpraph and ‘general chapteis. ™ Any langiage
modifying orlimitiig tis repfesentation’ shall big dccomparied by a
stitefent indicating that the article is“not USP”, and indicating how
thie afticle differs fiom the stantards of strength, quality, or purity as
détérilined by the application of the fests™and ‘assays et forth in the
compendia. 5 yser; Any additional‘ingredient’ih such drticle that i¥ not
recognized in the Pharmacopeia and for which nutritional value s
claimed shall not be represented nor imply that such ingredient is of
USP quality orrecognizéed by USPIf a pieparation does not comply
with “all sgses applicable requirements but contains nutrients or
‘diétary supplement ‘ingrediénts that are recognized i the “USF, the
fariicle may not designate the ‘individual nutrients of-ingrédients” as
gomplying with USP standards’ or ‘beitig 'of USP:‘quality ‘without
desigiiating on 'the.label that the arficle itself does not Cornply with

TSP standards.# - G .

" ATOMIC WEIGHTS AND CHEMICAL FORMULAS -+
N N L N S B I O A PRI
. The atdmicweights used:in computing molecular weights and:the
factors in the: assays and elsewhere are-those recomniended in-1997
by ‘the TUPAG :Cominission .on -Atomic: Weights “and' Isotopic
Abundances: Chemical formulas, otherthan those'in the Definitions,
testa and assavs. are siven for pumoses. of ‘information and
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