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PHARMACIA CORPORATION An orally deliverable pharmaceutical composition com-
GLOBAL PATENT DEPARTMENT prises a drug of low water solubility and a pregelatinized
POST OFFICE BOX 1027 starch having low viscosity and/or exhibiting a multimodal
ST. LOUIS, MO 63006 (US) particle size distribution. A process for preparing such a
composition comprises a step of selecting a pregelatinized
(21) Appl. No.: 10/647,501 starch having low viscosity and/or exhibiting a multimodal
particle size profile, and a step of admixing the selected
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PHARMACEUTICAL COMPOSITION EXHIBITING
CONSISTENT DRUG RELEASE PROFILE

RELEASE PROFILE

[0001] This application claims priority of U.S. provisional
application Serial No. 60/407,212 filed on Aug. 30, 2002 and
U.S. provisional application Serial No. 60/479,584 filed on
Jun. 18, 2003.

FIELD OF THE INVENTION

[0002] The present invention relates to orally deliverable
pharmaceutical compositions containing a drug, for example
a selective cyclooxygenase-2 (COX-2) inhibitory drug of
low water solubility, as an active ingredient, to processes for
preparing such compositions, to methods of treatment of
COX-2 mediated disorders comprising orally administering
such compositions to a subject, and to use of such compo-
sitions in manufacture of medicaments.

BACKGROUND OF THE INVENTION

[0003] During the process of seeking approval for and
registering a pharmaceutical product with the Food and
Drug Administration (FDA) in the U.S. and corresponding
regulatory authorities in other countries, a particular candi-
date drug product, for example a tablet, must be shown to
meet certain pre-established in vivo bioavailability and in
vitro dissolution rate criteria. As a quality control measure,
once such a drug product has received FDA or similar
regulatory approval, samples drawn from batches of manu-
factured product must meet the dissolution rate criteria
established during the regulatory approval process.

[0004] Typically, a drug manufacturer performs in-process
or bulk finished product dissolution testing on a manufac-
tured drug product to ensure that each batch of product
meets established dissolution criteria; any drug product not
meeting such criteria cannot be released to market and thus
represents potentially wasted raw materials, labor, energy
and resources. Therefore, from regulatory, production effi-
ciency, financial and human resource perspectives, it is
desirable that lot-to-lot, batch-to-batch and/or inter-tablet
dissolution rate differences, and/or any other dissolution rate
differences potentially present in a given manufacturing
campaign, are negligible or small enough so as not to result
in failure of product to meet pre-established dissolution rate
criteria.

[0005] Furthermore, it is desirable also from safety and
efficacy standpoints that lot-to-lot, batch-to-batch and/or
inter-tablet dissolution rate differences are minimal. Where
substantial variability in drug dissolution exists, some tab-
lets can dissolve very quickly while others dissolve more
slowly. Those tablets exhibiting increased dissolution rate
can provide more rapid in vivo release, which in turn can
lead to higher blood levels of the drug shortly after admin-
istration, with potentially increased risk for undesirable
side-effects. Conversely, those tablets exhibiting decreased
dissolution rate can provide less rapid in vivo release, which
in turn can lead to lower blood levels of the drug shortly after
administration, with potentially increased risk for reduced
therapeutic response.

[0006] The compound 4-(5-methyl-3-phenyl-4-isox-
azolyl)benzenesulfonamide, also referred to herein as val-
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decoxib, was disclosed in U.S. Pat. No. 5,633,272 to Talley
et al. together with processes for preparing this and related
compounds. Valdecoxib has the structure:
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[0007] The compounds reported in above-cited U.S. Pat.
No. 5,633,272, including valdecoxib, are disclosed therein
as useful anti-inflammatory, analgesic and antipyretic drugs
having a high degree of selectivity for inhibition of
cyclooxygenase-2 (COX-2) over cyclooxygenase-1 (COX-
1). Above-cited U.S. Pat. No. 5,633,272 also contains gen-
eral references to formulations for the administration of such
compounds, including orally deliverable dosage forms such
as tablets and capsules.

[0008] European Patent Application No. 0 863 134 dis-
closes orally deliverable compositions comprising a selec-
tive COX-2 inhibitory drug, specifically 2-(3,5-difluorophe-
nyl)-3-(4-methyl-sulfonyl)phenyl)-2-cyclopenten-1-one, in
combination with excipient ingredients including microc-
rystalline cellulose, lactose monohydrate, hydroxypropyl-
cellulose, croscarmellose sodium and magnesium stearate.

[0009] International Patent Publication No. WO 00/32189
discloses orally deliverable compositions comprising a
selective COX-2 inhibitory drug, specifically celecoxib, in
combination with excipient ingredients selected from exten-
sive lists of suitable diluents, disintegrants, binding agents,
wetting agents, lubricants, etc.

[0010] International Patent Publication No. WO 01/41762
describes orally deliverable pharmaceutical compositions
containing, inter alia, valdecoxib and pregelatinized starch
(e.g., National Starch 1500). Pregelatinized starch is a
commonly used excipient in pharmaceutical dosage forms
and is generally employed as a diluent, disintegrant, and/or
binder.

[0011] We have now discovered that pharmaceutical dos-
age forms (e.g., tablets) comprising a drug of low water
solubility (e.g., valdecoxib) and pharmaceutical grade
pregelatinized starch can exhibit the undesirable attribute of
drug dissolution rate variability. As indicated above, drug
dissolution rate variability is particularly undesirable as it
can lead to side effects, lack of therapeutic response in some
patients, and/or production inefficiencies.

[0012] If orally deliverable pharmaceutical dosage forms
comprising a drug of low water solubility (e.g., valdecoxib)
and pregelatinized starch could be prepared exhibiting the
desirable attribute of improved dissolution rate uniformity, a
significant advance in the safety, efficacy and production
efficiency of many pharmaceutical dosage forms would be
realized.

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




