THE UNITED STATES PHARMACOPEIA
THE NATIONAL FORMULARY

By authority of the United States Pharmacopeial
Convention, Inc., meeting at Washington, D.C.,
March 8-10, I 990 Prepared by the Commmee of
Revision and publzshed by the Board of Trustees

Official from January 1, 1995

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

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

DOCKET

_ ARM

NOTICE AND WARNING

Concerning U.S. Patent or Trademark Rights

The inclusion in the Pharmacopeia or in the National Formulary of a monograph on any
drug in respect to which patent or trademark rights may exist shall not be deemed, and is
not intended as, a grant of, or authority to exercise, any right or privilege protected by such
patent or trademark. All such rights and privileges are vested in the patent or trademark
owner, and no other person may exercise the same without express permission, authority, or
license secured from such patent or trademark owner.

Concerning Use of USP or NF Text

Attention is called to the fact that USP and NF text is fully copyrighted. Authors and
others wishing to use portions of the text should request permission to do so from the
Secretary of the USPC Board of Trustees.

© 1994  The United States Pharmacopeial Convention, Inc.
12601 Twinbrook Parkway, Rockville, MD 20852.
All rights reserved
ISSN 0195-7996
ISBN 0-913595-76-4 (cloth)
0-913595-81-0 (leather)

Printed by Rand McNally, 1133 County Street, Taunton, MA  02780-3795

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

sp 23 General Information / Pharmaceutical Dosage Forms (1151) 1949
U

SUSPENSIONS

. are liquid preparations that consist of solid par-

susP_‘“"‘:sn:dathrOUBh“‘ a liquid phase in which the purli?:?es
jicles dis luble. Dosage forms officially categorized as Suspen-
e 101 80 Jesignated as such if they are not included in other
Gons mciﬁ . categories of suspensions, such as Oral Suspensions,
nore spcsuspcf"i"“s' ctc. (see these other categories). Some sus-
Topical re prepared and ready {or use, while others are prepared
v‘"s")-':mixt“"s intended for constitution just before use with
3s soli riate vehicle. Such products are designated “for Oral
30 3PP The term, Milk, is sometimes used for sus-
Suspen {n aquEOUS vehicles intended for oral administration (e.g.
pensions Magnesia). The term, Magma, is often used to dcscri%é
Milk ofions of inorganic solids such as clays in water, where there
;uspcn; dency for strong hydration and aggregation of the solid
is'a,;; rise to gel-like consistency and thixotropic rheological be-
“cior (¢.8.» Bentonite Magma). The term, Lotion, has been used
a“gcgofi“ many topical suspensions and emulsions intended
. application 10 the skin (c.g., Calamine Lotion). Some sus-

asions are pre ared in sterile form and are used as Injectables,
l)cwcll as for ophthalmic and otic administration. These may be
of two types: ready to use or intended for constitution with a
rescribed amount of Water for Injection or other suitable diluent

fore use by the designated route. Suspensions should not be

injected intravenously or intrathecally. !

Suspensions intended for any route of administration should
contain suitable antimicrobial agents to protect against bacteria,
yeast, and mold contamination (see Emulsions for some consid-
eration of antimicrobial preservative properties that apply also to
Suspensions). By its very nature, the particular matter in a sus-
pension may settle or sediment to the bottom of the container
upon standing. Such sedimentation may also lead to caking and
wlidification of the sediment with a resulting difficulty in redis-
persing the stzrcnslon upon agitation. To prevent such problems,
suitable ingredients that increase viscosity and the gel state of
the suspension, such as clays, surfactants, polyols, polymers, or
sugars, should be added. It is important that suspensions always
be shaken well before use to ensure uniform distribution of tgc

solid in the vehicle, thereby ensuring uniform and proper dosage.
Suspensions require storage in tight containers.

Oral Suspensions

Oral Suspensions are liquid preparations containing solid par-
ticles dispersed in a liquid vehicle, with suitable flavoring agents,
intended for oral administration. Some suspensions labeled as
Milks or Magmas fall into this category.

Topical Suspensions

Topical Suspensions are liquid preparations containin solid
mrticles dispersed in a liquid vehicle, intended for application
W the skin. Some suspensions labeled as Lotions fall into this

Qlcgory,
Otic Suspensions

Otic Suspensions are liquid preparations containing micronized
Particles intended for instillation in the outer ear.

Ophthalmic Suspensions
(See Ophthalmic Preparations).

SYRUPS
See Solutions.

SYSTEMS

ing oon years, a f dosage forms have been developed
:l::"g Mmodern tec'hng?(:n ?ctlixgt alloxgs for the uniform release <l)r
°‘l?:<; 45 drugs to the body. These products ta:re ;?-T'rll}:rr‘x y
dermg) g;‘;f:mystems. The most widely used of these
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Transdermal Systems

Transdermal drug delivery systems arc sclf-'comzuncd,.dlscrclc
dosage forms that, when applied to intact skin, are designed to
deliver the drug(s) lhrough the skin to the systemic _cnrcula‘lilon.
Systems typically comprise an outer covering (barrier), a drug
reservoir, which may have a rate controlling membrane, a contact
adhesive applied to some or all parts of the system and the system/
skin interface, and a protective liner that is removed bcforcda
plying the system. The activity of these systems is defined in
terms of the release rate of the drug(s) from the system. The
total duration of drug release from the system and the system
surface area may also be stated. .

Transdermal drug delivery systems work by diffusion: the drug
diffuses from the drug reservoir, directly or through the rate
controlling membrane and/or contact adhesive if present, and
then through the skin into the general circulation. Typically,
modificd-release systems are designed to provide drug elivery
at a constant rate, such that a true steady state blood concen-
tration is achieved and maintained until the system is removed.
At that time, blood concentration declines at a rate consistent
with the pharmacokinetics of the drug. -

Transdermal drug delivery systems arc applied (o body areas
consistent with the labeling Tor the product(s). As long as drug
concentration at the system/skin interface remains constant, the
amount of drug in the dosage form does not influence plasma
concentrations. The functional lifetime of the system is defined
by the initial amount of drug in the reservoir and the release rate
from the reservoir.

NOTE—Drugs for local rather than systemic effect are com-
monly applied to the skin embedded in glue on a cloth or plastic

backing. These products are defined traditionally as plasters or
tapes.

Ocular System

Another type of system is the ocular system, which is intended
for placement in the lower conjunctival fornix from which the
drug diffuses through a membrane at a constant rate over a seven-
day period (e.g., Pilocarpine Ocular System).

Intrauterine System

An intrauterine system, based on a similar principle but in-
tended for release of drug over a much longer period of time,

i.e., one year, is also available (e.g., Progesterone Intrauterine
Contraceptive System).

TABLETS

‘Tablets are solid dosage forms containing medicinal substances
with or without suitable diluents. They may be classed, according
to btlhc method of manufacture, as compressed tablets or molded
tablets .

The vast majority of all tablets manufactured are made by
compression, and compressed tablets are the most widely used
dosage form in this country. Compressed tablets are prepared
by the application of high pressures, utilizing steel punches and
dies, to powders or granulations. Tablets can be produced in a
\J;l; :ﬁngly'of SIrZ:;, shape;, and surface markings, de(rending

e design of the punches a ies -5
it el J} nd dies. Capsule-shaped tablets

to as caplets. Boluses are large tablets
intended for veterinary use, usually fi i )
Molded tablets are pre Y S anbosls

red b i
under low pressure into dipa y forcing dampened powders

! ¢ cavities. Solidi i
crystal bridges built up during the s\?blgc‘ Lo b oo

and not upon the compaction force. quent drying process,

Tablet triturates are small, usually cylindrical, molded or com-
pressed tablets. Tablet triturates were traditionally used as dis-
pensing tablets in order to provide a convenient, measured quan-
tity of a potent drug for compounding purposes. Such tablets
are rarely used today. H po&ormic tablets are molded tablets
r(nalc}::c‘flron\:l :;rqgllcet:dy ;r} readily wat;r-soluble ingredients and
or i ed for use in maki i -
podcrm)n'c injection. They Rt o e i

> injectio are employed orally,
drug availability is required such ags ii the casz 00r Moy ilogi

Tablets, ‘sublingually. i
Buccal tablets are intended to be inserted in the buccal
and sublingual tablets are intended to be inserted b::ea‘:?\u:lll‘é
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