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states that “The public disclosure of
information originally supplied by the
Federal government to the recipient for
the purpose of disclosure to the public

is not included * * *” within the
definition of “collection of
information.”

FDA requests public comments on the
information collection provisions
described in this document and set forth
in the following table:

TABLE 1—ESTIMATED ANNUAL REPORTING BURDEN !

Number of Average
Activity Number of responses per Total annual burden per Total hours
respondents respondent responses response
Submission to Docket Number FDA-2008-D-0150 ........... 1 1 1 10 10
Cardiovascular Outcome Claim Supplement Submission ... 25 20 20 400
TOMAL ittt enne | eeereesreesreesrennres | sreesreesneeseeninees | eesireeseenirnenneans | teseeesneenee e 410

1There are no capital costs or operating and maintenance costs associated with this collection of information.

Dated: April 12, 2013.
Leslie Kux,
Assistant Commissioner for Policy.
[FR Doc. 2013—09093 Filed 4-17-13; 8:45 am]
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Determination That the OXYCONTIN
(Oxycodone Hydrochloride) Drug
Products Covered by New Drug
Application 20-553 Were Withdrawn
From Sale for Reasons of Safety or
Effectiveness

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) has determined
that OXYCONTIN (oxycodone
hydrochloride) extended-release tablets
(10 milligrams (mg), 15 mg, 20 mg, 30
mg, 40 mg, 60 mg, 80 mg, and 160 mg)
approved under new drug application
(NDA) 20-553 were withdrawn from
sale for reasons of safety or
effectiveness. The Agency will not
accept or approve abbreviated new drug
applications (ANDAs) for products that
reference NDA 20-553.

FOR FURTHER INFORMATION CONTACT:
Patrick Raulerson, Center for Drug
Evaluation and Research, Food and
Drug Administration, 10903 New
Hampshire Ave., Bldg. 51, Rm. 6368,
Silver Spring, MD 20993-0002, 301—
796-3522.

SUPPLEMENTARY INFORMATION:

I. Background

In 1984, Congress enacted the Drug
Price Competition and Patent Term
Restoration Act of 1984 (Pub. L. 98-417)

(the 1984 amendments), which
authorized the approval of duplicate
versions of drug products under an
ANDA procedure. ANDA applicants
must, with certain exceptions, show that
the drug for which they are seeking
approval contains the same active
ingredient in the same strength and
dosage form as the “listed drug,” which
is a version of the drug that was
previously approved. ANDA applicants
do not have to repeat the extensive
clinical testing otherwise necessary to
gain approval of a new drug application
(NDA).

The 1984 amendments include what
is now section 505(j)(7) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C.
355(j)(7)), which requires FDA to
publish a list of all approved drugs.
FDA publishes this list as part of the
“Approved Drug Products With
Therapeutic Equivalence Evaluations,”
which is known generally as the
“Orange Book.” Under FDA regulations,
drugs are removed from the list if the
Agency withdraws or suspends
approval of the drug’s NDA or ANDA
for reasons of safety or effectiveness or
if FDA determines that the listed drug
was withdrawn from sale for reasons of
safety or effectiveness (21 U.S.C.
355(j)(7)(C); 21 CFR 314.162).

A person may petition the Agency to
determine, or the Agency may
determine on its own initiative, whether
a listed drug was withdrawn from sale
for reasons of safety or effectiveness.
This determination may be made at any
time after the drug has been withdrawn
from sale, but must be made before
approving an ANDA that refers to the
listed drug (§ 314.161 (21 CFR 314.161)).
FDA may not approve an ANDA that
does not refer to a listed drug.

OXYCONTIN (oxycodone
hydrochloride) extended-release tablets,
10 mg, 15 mg, 20 mg, 30 mg, 40 mg, 60
mg, 80 mg, and 160 mg (original
OxyContin), are the subject of NDA 20—
553, held by Purdue Pharma LP
(Purdue) and initially approved on

December 12, 1995. A reformulated
version of these products, OXYCONTIN
(oxycodone hydrochloride) extended-
release tablets, 10 mg, 15 mg, 20 mg, 30
mg, 40 mg, 60 mg, and 80 mg
(reformulated OxyContin), are the
subject of NDA 22-272, also held by
Purdue and initially approved on April
5, 2010. Reformulated OxyContin was
developed with physicochemical
properties that are intended to make the
tablet more difficult to manipulate for
purposes of abuse or misuse. Both
original and reformulated OxyContin
are opioid agonist products indicated
for the management of moderate to
severe pain when a continuous, around-
the-clock opioid analgesic is needed for
an extended period of time.

In correspondence dated August 10,
2010, Purdue notified FDA that it had
ceased shipment of original OxyContin,
and FDA subsequently moved original
OxyContin to the “Discontinued Drug
Product List” section of the Orange
Book. On April 16, 2013, FDA approved
a supplemental application for
reformulated OxyContin, approving
changes to the product labeling that
describe certain abuse-deterrent
properties of the reformulated product.

Several parties have submitted citizen
petitions under 21 CFR 10.30,
requesting that the Agency determine
whether original OXYCONTIN
(oxycodone hydrochloride) extended-
release tablets were voluntarily
withdrawn from sale for reasons other
than safety or effectiveness.?

Based on the information available at
this time, FDA has determined under
§ 314.161 that original OxyContin was

1Varam, Inc., Docket No. 2011-P-0473 (June 9,
2011) (10, 15, 20, 30, 40, 50, 80, and 160 mg);
Sheppard, Mullin, Richter & Hampton LLP, Docket
No. 2010-P-0540 (Oct. 8, 2010) (10, 15, 20, 30, 40,
60, and 80 mg); Lachman Consultant Services, Inc.,
Docket No. FDA-2010-P-0526) (Sept. 30, 2010) (10,
15, 20, 30, 40, 60, 80, and 160 mg). Lachman also
submitted a petition in 2001 concerning just
Purdue’s 2001 withdrawal of the 160 mg strength.
Docket No. FDA-2001-P-0473 (formerly Docket
No. 2001P-0426) (Sept. 18, 2001).
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withdrawn from sale for reasons of
safety or effectiveness. FDA has reached
this determination following a careful
review and analysis of the following
information: (1) The citizen petitions
described previously; (2) the comments
submitted to the dockets associated with
these petitions; (3) the Agency records
and other information concerning
original and reformulated OxyContin
and the withdrawal of original
OxyContin; and (d) data, literature, and
other information concerning
postmarketing adverse events associated
with original OxyContin, reformulated
OxyContin, and other extended-release
oxycodone products.

II. Initiatives To Address Abuse of
Opioid Analgesics

Opioid analgesics are an important
component of modern pain
management. Abuse and misuse of these
products, however, has grown into a
public health epidemic. According to
the Centers for Disease Control and
Prevention, sales of prescription opioids
in the United States increased over 300
percent from 1999 to 2008 (Ref. 1).
Overdose deaths involving these
products increased commensurately
over the same period, from 4,000 to
14,800 (Refs. 1 and 2). In 2008
prescription opioids were involved in
more overdose deaths than heroin and
cocaine combined (Ref. 3). In 2010 the
number of overdose deaths in which
prescription opioids were involved rose
to 16,651, which represented more than
75 percent of all overdose deaths
involving prescription drugs (Ref. 4).

FDA, together with other Federal
agencies, is working to address this
large and growing problem while
ensuring that patients in pain have
appropriate access to opioid analgesics.
FDA has worked to improve the labeling
of OxyContin and other opioid
analgesics to better warn prescribers and
patients of the serious risks associated
with abuse and misuse. FDA also has
worked extensively with the sponsors of
OxyContin and other extended-release
or long-acting prescription (ER/LA)
opioid analgesics to address these risks
through a classwide risk evaluation and
mitigation strategy (REMS) http://
www.fda.gov/downloads/Drugs/
DrugSafety/PostmarketDrug
Safetylnformationfor
PatientsandProviders/UCM311290.pdf.

This REMS, approved on July 9, 2012,
requires sponsors of ER/LA opioids to
make available training for health care
professionals on proper prescribing
practices and also to distribute
educational materials to prescribers and
patients on the safe use of these
medications.

FDA considers the development of
opioid analgesics that can deter abuse
and misuse to be a public health
priority. Opioid analgesics can be
abused orally or by injection, snorting,
or smoking and also may be misused in
therapeutic contexts. Products may be
designed to deter one or more of these
methods of abuse or misuse. Following
mandates in the 2011 White House
prescription drug abuse prevention plan
(Ref. 5) and section 1122(c) of the Food
and Drug Administration Safety and
Innovation Act (Pub. L. 112—-144) (126
Stat. 1075), FDA recently issued a draft
guidance to industry on the evaluation
and labeling of potentially abuse-
deterrent opioid analgesics (Ref. 6).

ITI. Assessment of Abuse-Deterrent
Properties of Reformulated OxyContin

All forms of opioid analgesic abuse
are dangerous, and non-oral routes of
abuse are particularly dangerous.
Intranasal and intravenous opioid abuse
is associated with serious adverse
events including addiction, overdose,
and death (Refs. 7, 8, and 9).
Intravenous opioid abuse is associated
with HIV and hepatitis B and C
infection risk (Ref. 10). Further, as
stated in the OxyContin labeling (see
section 9.2), injection of OxyContin
excipients “can result in death, local
tissue necrosis, infection, pulmonary
granulomas, and increased risk of
endocarditis and valvular heart injury.”
The label is available at http://
www.accessdata.fda.gov/drugsatfda
docs/label/2013/022272s50161bl.pdf.
Intranasal opioid abuse is associated
with nasal, palatal, and pharyngeal
necrosis (Refs. 7 and 11).

Original OxyContin was often abused
by manipulating the product to defeat
its extended-release mechanism,
causing the oxycodone to be released
more rapidly. Original OxyContin also
was manipulated for therapeutic
purposes, for example, by crushing the
product to sprinkle it onto food or to
administer it through a gastric tube. As
noted in the boxed warning of the
labeling, disruption of the tablet and
controlled-release mechanism for abuse
or misuse ‘“‘can lead to rapid release and
absorption of a potentially fatal dose of
oxycodone.”

FDA has conducted an extensive
review of data available to the Agency
regarding reformulated OxyContin,
including in vitro, pharmacokinetic,
clinical abuse potential, and
postmarketing study data. The data
show that, when compared to original
OxyContin, reformulated OxyContin has
an increased ability to resist crushing,
breaking, and dissolution using a variety
of tools and solvents. The data also

demonstrate that, when subjected to an
aqueous environment, reformulated
OxyContin gradually forms a viscous
hydrogel. The data also indicate that
insufflation of finely crushed
reformulated OxyContin was associated
with lower “liking” compared to finely
crushed original OxyContin in
recreational opioid users with a history
of intranasal drug abuse. FDA
concludes, based on these data and our
review of all data and information
available to the Agency at this time, that
the physicochemical properties of
reformulated OxyContin are expected to
make abuse via injection difficult and
are expected to reduce abuse via the
intranasal route. In addition,
reformulated OxyContin also may deter
certain types of misuse in therapeutic
contexts.

Additional postmarketing studies
intended to assess the impact of
reformulated OxyContin on abuse and
misuse in the community also have
been conducted; some of these are still
ongoing. FDA has reviewed the
available data from these studies and
has concluded that they suggest, but do
not confirm, a reduction in non-oral
abuse. The Agency will continue to
review data from these studies as they
become available, as well as any other
relevant data that may be developed in
the future.

FDA has long considered the abuse
potential of a drug in numerous
regulatory contexts. Where appropriate,
FDA may take into account abuse
potential as part of the safety profile of
a drug when weighing its benefits and
risks. In this case, FDA has considered
the abuse potential as part of the
Agency’s determination of whether the
original formulation of OxyContin was
withdrawn from sale for reasons of
safety or effectiveness. This approach is
particularly appropriate here in light of
the extensive and well-documented
history of OxyContin abuse.

Original OxyContin has the same
therapeutic benefits as reformulated
OxyContin. Original OxyContin,
however, poses an increased potential
for abuse by certain routes of
administration, when compared to
reformulated OxyContin. Based on the
totality of the data and information
available to the Agency at this time,
FDA concludes that the benefits of
original OxyContin no longer outweigh
its risks. FDA has determined that
OXYCONTIN (oxycodone
hydrochloride) extended release tablets,
10 mg, 15 mg, 20 mg, 30 mg, 40 mg, 60
mg, 80 mg, and 160 mg (approved under
new drug application 20-553), were
withdrawn from sale for reasons of
safety or effectiveness. Accordingly, the
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Agency will remove OXYCONTIN
(oxycodone hydrochloride) extended-
release tablets (10 mg, 15 mg, 20 mg, 30
mg, 40 mg, 60 mg, 80 mg, and 160 mg)
approved under NDA 20-553 from the
list of drug products published in the
Orange Book. FDA will not accept or
approve ANDAs that refer to these drug
products.

IV. References

The following references have been
placed on display in the Division of
Dockets Management (HFA—-305), Food
and Drug Administration, 5630 Fishers
Lane, Rm. 1061, Rockville, MD 20852,
and may be seen by interested persons
between 9 a.m. and 4 p.m., Monday
through Friday, and are available
electronically at http://
www.regulations.gov. (FDA has verified
the Web site addresses in this reference
section, but FDA is not responsible for
any subsequent changes to the Web sites
after this document publishes in the
Federal Register.)
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Dated: April 12, 2013.
Leslie Kux,
Assistant Commissioner for Policy.
[FR Doc. 2013-09092 Filed 4-16—13; 4:15 pm]
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Health Resources and Service
Administration

Advisory Committee on
Interdisciplinary, Community-Based
Linkages; Notice of Meeting

In accordance with section 10(a)(2) of
the Federal Advisory Committee Act
(Pub. L. 92-463), notice is hereby given
of the following meeting:

Name: Advisory Committee on
Interdisciplinary, Community-Based
Linkages (ACICBL).

Dates and Times: April 22, 2013, 8:30
a.m.—5:00 p.m., April 23, 2013, 9:00
a.m.—5:00 p.m.

Place: Health Resources and Services
Administration, U.S. Department of
Health and Human Services, 5600
Fishers Lane, Rockville, Maryland
20852, Room 18-57.

Status: The meeting will be open to
the public.

Purpose: The members of the ACICBL
will begin discussions to develop the
legislatively mandated 13th Annual
Report to the Secretary of Health and
Human Services and Congress. The
Committee members will focus on the
working topic: Optimizing the
Interprofessional Team Member’s
Contributions to Population Health. The
Committee has invited Dr. John Gilbert,
former Principal and Professor Emeritus
at the University of British Columbia,
Canada; Ms. Rachel Watman, Senior
Program Officer, The John A. Hartford

Foundation; Dr. John Bulger, Chief
Quality Officer, Geisinger Health
System; Dr. Paul McGann, Deputy Chief
Medical Officer for Innovation Grants,
Centers for Medicare & Medicaid
Services; Dr. Thomas Edes, Director of
Home and Community-Based Care, U.S.
Department of Veterans Affairs; and Dr.
Alex Camacho, Deputy Director, Office
of Performance Measurement, Health
Resources and Services Administration.
The meeting will afford committee
members with the opportunity to
identify and discuss population health;
interprofessional education, care and
competencies; and best practices and
the like in an effort to formulate
appropriate recommendations for the
Secretary and the Congress.

Agenda: The ACICBL agenda includes
an overview of the Committee’s general
business activities, presentations by and
dialogue with experts, and discussion
sessions specifically for the
development of recommendations to be
addressed in the 13th Annual ACIGBL
Report. The agenda will be available 2
days prior to the meeting on the HRSA
Web site (http://www.hrsa.gov/
advisorycommittees/bhpradvisory/
acicbl/acicbl.html). Agenda items are
subject to change as priorities dictate.

SUPPLEMENTARY INFORMATION: Members
of the public and interested parties may
request to provide comments or register
to attend the meeting by emailing their
first name, last name, and full email
address to
BHPRAdvisoryCommittee@hrsa.gov or
by contacting Ms. Crystal Straughn at
301—-443-3594. Registration is first
come, first served as space is limited.

FOR FURTHER INFORMATION CONTACT:
Anyone requesting information
regarding the ACICBL should contact
Dr. Joan Weiss, Designated Federal
Official within the Bureau of Health
Professions, Health Resources and
Services Administration, in one of three
ways: (1) Send a request to the following
address: Dr. Joan Weiss, Designated
Federal Official, Bureau of Health
Professions, Health Resources and
Services Administration, Parklawn
Building, Room 9C-05, 5600 Fishers
Lane, Rockville, Maryland 20857; (2)
call (301) 443—-6950; or (3) send an email
to jweiss@hrsa.gov.

Dated: April 11, 2013.
Bahar Niakan,

Director, Division of Policy and Information
Coordination.

[FR Doc. 2013—09135 Filed 4-17-13; 8:45 am]
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