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ANDA 76-168

MAR 2 3 2004

TEVA Pharmaceuticals USA
Attention: Philip Erickson
1090 Horsham Rd.

P.O. Box 1090

North Wales, PA 19454

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated May 8, 2001, submitted pursuant to Section 505 (j)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Oxycodone Hydrochloride Extended-release Tablets, 80 mg.

Reference is also made to the tentative approval letter issued
by this office on September 29, 2003, and to your amendments
dated December 19, 2003, and January 14, and February 5, 2004.
We also acknowledge your correspondence dated January 29,
February 18, February 25, and March 4, 2004, addressing TEVA’s
Risk Management Plan (RMP) for this drug product.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioceguivalence has
determined your Oxycodone Hydrochloride Extended-release
Tablets, 80 mg, to be biocequivalent and, therefore,
therapeutically equivalent to the listed drug (Oxycontin®
Extended-release Tablets, 80mg, of Purdue Pharma LP.). Your
dissolution testing should be incorporated into the stability
and quality control program using the same method proposed in
your application. The “interim” dissolution specifications are
as follows:

Dissolution testing should be conducted in 900 mL of
simulated gastric fluid without enzyme) at 37°C using USP
Apparatus I (basket) at 100 rpm. The test product should
meet the following “interim” specifications: '



Time Percent Dissolved

1 hour
4 hours
12 hours NLT e

The “interim” dissolution tests and tolerances should be
finalized by submitting dissolution data from the first three
production size batches. These data should be submitted as a
“Special Supplement - Changes Being Effected” if there are no
revisions to be made to the “interim” specifications or if the
final specifications are tighter than the “interim”
specifications. 1In all other instances, the data should be
submitted in the form of a Prior Approval Supplement.

The reference listed drug product in your application, Oxycontin®
Extended-release Tablets, 80 mg, of Purdue Pharma LP, is subject
to multiple periods of patent protection. The following United
States patents and their expiration dates currently appear in
the agency’s publication entitled Approved Drug Products with
Therapeutic Equivalence Evaluations, the “Orange Book”:

Patent Number Expiration Date
4,861,598 - August 29, 2006
4,970,075 August 29, 2006
5,266,331 October 26, 2007
5,549,912 October 26, 2007
5,656,295 October 26, 2007

5,508,042 April 16, 2013

Your application contains patent certifications to each of these
patents under Section 505_(j)(2)(A)(vii)(IV) of the Act stating
that none of the claims of the 4,861,598, 5,266,331, 5,549,912,
5,508,042, 5,656,295 and 4,970,075 patents will be infringed by
your commercial manufacture, use, or sale of Oxycodone
Hydrochloride Extended-release Tablets 80 mg under this ANDA.
Section 505(j) (5) (B) (iii) of the Act provides that approval
shall be made effective immediately unless an action is brought
against TEVA Pharmaceuticals USA (TEVA) for infringement of omne
or more of the patents which were the subjects of the paragraph
IV certifications. This infringement action must be brought
before the expiration of forty-five days from the date the
notice(s) TEVA provided under paragraph (2) (B) (i) were received
by the NDA and patent holders. You have notified the Agency
that TEVA has complied with the requirements of Section



505(j) (2) (B) of the Act. As a result, litigation was filed
against TEVA in the United States District Court for the
Southern District of New York involving a challenge to the '042
patent, the '912 patent and the '295 patent (Purdue Pharma LP,
The Purdue Frederick Company, The P.F. Laboratories, Inc., The
Purdue Pharma Company, v. TEVA Pharmaceuticals USA, Inc., Civil
Action No. 01-Cv-8507). The Agency recognizes that the 30-month
period identified in section 505(3j) (5) (B) (iii) of the Act,
during which time the Agency was precluded from approving your
product, has expired.

TEVA is eligible for 180-day generic drug exclusivity for
Oxycodone Hydrochloride Extended-release Tablets, 80 mg, as
provided for under the Drug Price Competition and Patent Term
Restoration Act of 1984 (Hatch-Waxman Amendments) in Section
505 (3) (5) (B) (iv) of the Act. This is because the agency has
concluded that TEVA was the first ANDA applicant to submit a
substantially complete ANDA for Oxycodone Hydrochloride

. Extended-release Tablets, 80 mg, containing paragraph IV
certifications to each patent listed in the “Orange Book”. This
exclusivity will begin to run from the date TEVA begins
commercial marketing of the drug product, or upon the decision.
of a court holding the patents which were the subjects of the
paragraph IV certifications to be invalid or not infringed;
whichever event occurs first.

With respect to the “first commercial marketing” trigger for the
commencement of exclusivity, please refer to 21 CFR
314.107(c) (4). The Agency expects that you will begin
commercial marketing of this drug product in a prompt manner.
Please submit correspondence to your application stating the
date you commence commercial marketing of this product, or the
date of a decision of the court holding the relevant patents
invalid, unenforceable or not infringed.

If you have any questions concerning the effective date of
approval of an abbreviated new drug application and the Agency’s
elimination of the requirement that an ANDA applicant
successfully defend a patent infringement suit to be eligible
for 180-days of marketing exclusivity, please refer to the
interim rule published in the November 5, 1998 Federal Register
(Volume 63, No. 214, 59710).

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application reguire an approved
supplemental application before the change may be made.



Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FDA 2253 at the time of their initial use.

Sincerely yours,

Gary Buehler -3{Z>I<9q
Director

Office of Generic Drugs »
Center for Drug Evaluation and Research
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ANDA 76-168
SEP 29 2003

TEVA Pharmaceuticals USA
Attention: Philip Erickson
1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454

Dear Sir:

This is in reference to your abbreviated new drug application
- (ANDA) dated May 8, 2001, submitted pursuant to Section 505 (3)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Oxycodone Hydrochloride Extended-release Tablets, 80 mg.

Reference is also made to your amendments dated May 5, and

July 2, 2003. We also refer to your communications dated
August 3, and November 15, 2001, addressing patent issues noted
below.

We have completed the review of this abbreviated application and
based upon the information you have presented to date, we have
concluded that the drug is safe and effective for use as
recommended in the submitted labeling. However, we are unable
to grant final approval to your application at this time due to
the ongoing patent litigation issues explained below.
Therefore, the application is tentatively approved. This
determination is based upon information available to the agency
at this time (i.e., information in your application and the
status of current good manufacturing practices (cGMPs) of the
facilities used in the manufacture and testing of the drug
product). This determination is subject to change on the basis
of new information that may come to our attention. This letter
does not address notice issues related to the 180-day
exclusivity provisions under section 505(j) (5) (B) (iv) of the
Act.

The listed drug product (RLD) referenced in your application,
OxyContin Controlled-release Tablets, 80 mg, of Purdue Pharma
LP, is subject to multiple periods of patent protection. As

noted in the agency’s publication entitled Approved Drug



Products with Therapeutic Equivalence Evaluations (the “Orange
Book”), U.S. patents 4,861,598 (the ‘598 patent), and 4,970,075
(the '075 patent) are scheduled to expire on August 29, 2006;
U.S. patents 5,266,331 (the ‘331 patent), 5,549,912 (the ‘912
patent), and 5,656,295 (the ‘295 patent) are scheduled to expire
on October 26, 2007; and U.S. patent 5,508,042 (the ‘042 patent)
is scheduled to expire on April 16, 2013. Your application
contains a paragraph IV certification to each of these patents
under Section 505(3) (2) (A) (IV) of the Act stating the patents
are invalid, unenforceable, and that your manufacture, use, or
sale of Oxycodone Hydrochloride Extended-release Tablets, 80 mg,
will not infringe on any of these patents. Section
505(3) (B) (1ii) of the Act provides that approval of an ANDA
shall be made effective immediately, unless an action is brought
against TEVA Pharmaceuticals USA (TEVA) for infringement of one
or more of the patents which were the subjects of the paragraph
IV certifications. This action must be brought against TEvVA
prior to the expiration of forty-five (45) days from the date
the notice TEVA provided under paragraph (2) (B) (i) was received
by the NDA/patent holder(s). You notified the agency that TEVA
complied with the requirements of Section 505(j) (2) (B) of the
Act. As a result, patent infringement actions were filed
against TEVA involving challenges to the ‘912, ‘042, and ‘295
patents. Litigation involving these three patents is currently
underway in the United States District Court for the Southern
District of New York (Purdue Pharma L.P., The Purdue Frederick
Company, The P.F. Laboratories, Inc., The Purdue Pharma Company,
v. TEVA Pharmaceuticals USA, Inc., Civil Action No. 01-CV-8507).
Therefore, final approval for this ANDA cannot be granted until:

1. a. the expiration of the 30-month period provided
for in section 505(j) (5) (B) (iii) since the date
of receipt of the 45-day notice required under
section 505(j) (2) (B) (i), unless the court has
extended or reduced the period because of the
failure of either party to reasonably cooperate
in expediting the action, or,

b. the date of a court decision on the contested
patents [505(j)(5)(B)(iii) (I), (I1), or (III)],
or :

C. all listed patents have expired, and



2. The Agency is assured there is no new information that
would affect whether final approval should be granted.

In orxrder to reactivate this application prior to final approval,
please submit a MINOR AMENDMENT - FINAL APPROVAL REQUESTED 90
days prior to the date you believe the application will be
eligible for final approval. This amendment should include a
justification for why you believe the application should be
approved including, if necessary:

1. A copy of a final order or judgement, settlement
agreement between the parties, licensing agreement
between you and the patent holder, or any other
relevant information, and

2. a. updated information related to labeling or
chemistry, manufacturing and controls data, or
any other change in the conditions outlined in
this abbreviated application, or

b. a statement that no such changes have been made
to the application since the date of tentative
approval.

In addition to the amendment requested above, the agency may
request at any time prior to the final date of approval that you
submit an additional amendment containing the information
requested above. Failure to submit either or, if requested,
both amendments may result in rescission of the tentative
approval status of your application, or may result in a delay in
issuance of the final approval letter.

Any significant changes in the conditions outlined in this
abbreviated application as well as changes in the status of the
manufacturing and testing facilities' compliance with current
good manufacturing practices (cGMPs) are subject to Agency
review before final approval of the application will be made.
Such changes should be categorized as representing either
“major” or “minor” changes, and they will be reviewed according
to OGD policy in effect at the time of their receipt. The
submission of multiple amendments prior to approval may also
result in a delay in the issuance of the final approval letter.

This drug product may not be marketed without final Agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this drug
before the effective final approval date is prohibited under



section 501 of the Act and 21 U.S.C. 331(d). Also, until the
Agency issues the final approval letter, this drug product will
not be listed in the “Orange Book.”

For further information on the status of this application, or
prior to your submission of additional amendments, please
contact Ted Palat, Pharm.D., Project Manager, at 301-594-0338,
for further instructions.

Sincerely yours,

(o

| \
Gary Buehler I Lﬁj
Directoi Ol Fiﬂﬁ j>

Office of Generic Drugs
Center for Drug Evaluation and Research
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IFDH USE IN OPIOID-TOLERANT PATIERTS ONLY l
B only

om ide extendéd-retease tablets, steady-state
plasma cancemﬁ!lons of nxycodune are. achteved wnhm 24 to 36 hours of initiation
of dosing with oxy y d-release tablets. In a study

WARNING:
Oxycodone hydroctleride extended-release {ahiets are ar opioid agonist and
a Schedule il contralled substance with an abuse liability simifar to

10 mg of extended-release tablets every 12
hours to 5 mg of immediate-release oxycodone every 6 hours, the two

represents less than 15% of the total administered dose. This route of elin
may be blocked by a variety of drugs {e.g., certain cargiovascular drugs ir
amiodarone and quinidine as well as polycyclic anti-depressants). Hower
study involving 10 sublects using quinidine, a known inhibitor of cytochron

were found to be _equivalent for AUG and Cpngy, and similar: for Coin (tmuun)
concentrations. There was less f fon in plasma r the

the effects of were
INDICATIONS AND USAGE
o .

Oxycodone can be abused in a manner srmllar to other opioid agonists, fegal or
illicit. This should be
hydrochlonde extended-release Iablels |n slluauuns where the physician or

is aboutan risk of misuse, abuse, or diversion.

tablets are an extended-release
indi of

ed for aa extended period of time.

codone hydrochloride extended-release tablets are NOT intended for use
as 2 pm anaigesic.

Release 80 mg Tablets ARE FOR USE IN
OPIDID TOLERANT PATIENTS ONLY. This tablet strength may cause fatal respiratory
depression when administered to patients not previously exposed to opioids.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TG BE
SWALLOWED WHOLE AND ARE NOT TO BE BROKEN, CHEWED, OR CRUSHED.
TAKING BROKEN, CHEWED, OR CRUSHED OXYCODONE HYDROGHLORIDE
EXTENDED-RELEASE TABLETS LEADS T0 RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

DESCRIPTION

Oxycodone Hydrochloride Extended-Release Tablets are an opioid analgesic

supplied in 80 mg tablet strength for oral administration. The tablet strength

describes the amount of oxycodone per tablet as the hydrochloride salt The
formula for ide is as follows:

MW, 351.82

C1gHaNOgHC!

The chemical formula is 4.5-Epoxy-14-hydroxy-3-methoxy-17-methylmorphinan-
6-one hydrochloride.

Oxycodone is a white, odorless crystalline powder derived irom the opium alkaloid,
thebaine. Oxycodone hydrochloride dissolves in water (1 gin 6 to 7 mL). Itis
slightly soluble in alcohol {octanol water partition coefficient 0.7). Each tablet
contains 80 my of oxycodone hydrochloride. In addition, each tablet contains the
following inactive ingredients: colloidal silicon dioxide, FO&C blue #2 indigo
carmine fake, hypromellose (2208, 100M), iron oxide yellow, lactose anhydrous,
factose monohydrate, magnesium stearate, mlcrocrysvanme celiulose, polyethylene
glycol, itanium dioxide and triacetin.

CULINICAL PRARMACOLOGY

Oxycodone is a pure agonist opioid whose principal therapeutic action is.analgesia.
Other members of the class known as opioid agonists include substances such as
morphine, hydromorphone, fentanyl, codeine, and hydrocodone. Pharmacological

. eﬁecls of npmld aoolllsts mcluqe anxwlysns guphoria, feelings of relaxation,

miosis, and couqh suppressmn as well as
analuesla Like al‘pure opioid agonist analgesics, with increasing doses there is

extended-release tablets than for the i i ...ase

extended-release tablets are an extended-rele:

formulation.”

Plasma Oxycadons By Time

of indicated for the management of i
1o severe pain when a comlnuous around-the-clock analgesic is needet
extended period of time.

Oxyccdons Concentration {ag/m1) Log Scale

0 1 2 3 4 5 6 7 8 9 10 1" 12
. Hours From Desing
—#-10mg —p-20mg -@—40mg -O-B80 mgSingls Dose —{I- 160 mg Single Dosa
%10 mg q12h Steady-Stata

Table 1
Mean (% coelficiont

O hy ide extended-release tablets are NOT intended for 1
prn anakgesic.
Physicians should i in every case, initiating therap

appropriate point along a progression from non—opxom analgesics, such
sterpidal anti y drugs and to opioids in a plan
management such as oulllned by the World Health Organization, the Ag:
Health Research and Quality (formerly known as the Agency for Health Car
and Research), the Federation of State Medical Boards Model Guidelines
American Pain Sogiety.

Oxycodone hydrochloride extended-release tablets are not indicated for pa
immediate post-operative period {the first 12 {0 24 hours following surge
the pain is mild, or not expected to persist for an extended period
Oxycodone hydrochloride extended-release tablets are only indicated f
operative use if the patient is already receiving the drug prior 10 surgery
post-operalive pain is expected to be moderate to severe and persist for an
ed period of time. Physicians should individualize treatment, moving from pi
10 oral analgesics as appropriate. (See American Pain Society guidelines.)
CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in
with known hypersensitivity to oxycodone, or in any situation where opi
contraindicated. This includes patients with significant respiratery depre:
unmonitored settings or the absence of resuscitative equipment), and patic
acute or severe bronchial asthma or hypercarbia. Oxycodone hydre
extended-release tablets are contraindicated in any patient who has o is St

OXYCOOONE HYDROCHLOAIDE EXTENDED-RELEASE TABLETS ARE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CR
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCE
EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEA
ABSORPTION OF A PIJYENTIALLV FATAL DOSE OF OXYCODONE.

d-Release 80 mg Tablets ARE FOR

OPLOID-TOLERANT PATIENTS ONLY. This tablet strength may cause falal re:
when to patients not previously exposed to op

i Rell 80 mg Tablets are for us¢
opioid tolarant patients requiring daily oxycodone equivalent dosages of
Care should be taken in the prescribing of this iablel s
Palients should be inslrucled agains! use by individuals other than the
for whom it was prescribed, as such irappropriate use may have severe

is an opioid agonist of the morphine-type. Such drugs are sough

abusers and people with addiction disorders and are subject to criminal dive
Oxycodone can be abused in a manner SImlla( lo other oplmd agonists, lega
This should be when hydr
extended-release tablets in sitwations where me physician or pharmacist is ¢
about an ingreased risk of misuse, abuse, or diversion.

Trough
Regimen | Dosage Form AUC C, T Conc. i e il
(g hrimLyt (ngnm) (r;'r% (ng/ml) of having paralytic ileus.
Single 10 mg oxycodone WARNINGS
Dose hydrochloride 100.7 10.6 27 na.
extended-release (26.6] [20.1) {44.1)
tablets
20 mg oxycodone ;
hydrochloride 2075 214 3.2 aa.
extended-release [35.9] [36.6] 579}
tablets
40 mg oxycodone
hydrochloride 423.1 39.3 3.1 na.
extended-release | [33.3] 34.0 [77.4)
\ablets : or more.
80 mg oxycodone
hydrochloride 1085.5 98.5 21 na. consequeaces, including death.
edendedrdease | [323] | 1211 ) 23] Misuse, Abuse and Diversion of Opioids
Multiple | 10 mg oxycodone .
Dose hydrochloride 103.6 15.1 - 3 2 12
extended-release [38.6} [31.0 39 5} [48.1}
tablets q12h
§ mg immediate- 99.0. 15.5 46 b 74
release q6h 1362} [28.8] [49.7) 150.9)

increasing analgesta, unlike with mixed agonistantagonists or non-opioid
where there is a limit to the analgesic effect with increasing doses. With pure
opioid agonist-analg , there.is no defined maximum dose; the ceiling to
analgesic effectiveness mposed only by side eﬂects the more serious of which
may include and Y

Central Nervous System

The precise mechanism of the analgesic action is unknown. However, specific CNS
opioid with opioid-like acnvsly have been
identified lhrouqhout the brain and spmal cord and play a role in the anaigesic
effects bf this drug.

o) respua(ory by direct action on brain stem
respi y cenlers The y depression involves both a reduction in the
responsiveness of the brain stem respiratory centers to increases in carbon dioxide
tension and to electrical stimulation.

.. _Oxycodone deprgsses the cough reflex by direct effett-on the cough center in the

medulla.  Antitussive ‘effects may occur.with doses lower than those usually
required for analgesia.

Oxycodone causes miosis, even in total darkmess. Pinpoirt pupils are a sign of opioid

t for single-dose AUC=AUCqf; foFmuttiple-dosé AUC=AUCq.1
* gata obtained while volunteers recéived naltrexore which can enhance absorption

O tended-release tabiets have been reported
aDused by crusnmu chewing, snorting, or injecting the dissolved produc
practices will result in the uncontrolled delivery of the opioid and pose a si
risk 10 the abuser that could result in overdose and death (see WARNI

overdose but are not pathognomonic (e.g., pontine lesions of or
ischemic origin may produce similar findings). Marked mydriasis rather than miosis
may be seen with hypoxia in the setting of oxycodone hydrochioride extended-
release tablets overdose (See OVERDOSAGE).

Gastrointestinal Tract and Oiher Smooth Muscle
[, causes a reduction in motility with an increase in smooth
muscle tone in the antrum of the stomach and duodenum. Digestion of food in the
small intestine is delayed and propulsive contractions are decreased. Propulsive
peristaltic waves in the colon are decreased, whilg tone may be increased to the
point of spasm resuiting in constipation. Other opicid-induced effects may include
a reduction in gastric, biliary and pancreatic secretions, spasm of sphincter of
0ddi, and transient elevations in serum amylase.

Cardiovascular System

1 for single-dose AUC=AUCq.ipy: for multiple-dose AUC=AUCy;
" data obtained while volunteers received naltrexone which"can enhance abserption

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED

Tahie 2 DRUSG ABUSE AND ADDICTION).
Mean [% coefficient Concerns about abuse, addiction, ang diversion should not prevent th
E Trough of pain. The of addiction to opioid analgesics in
Regimen | Dosaga Form AUCeo Cm, Tmac(hrs) | Conc. managed patients with pain has been reported to be rare. However, dat
(ng-hr/mL)t (np/mai) (ng/mL) available to establish the trug incidence of addiction in chronic pain patie
Single 4x40mg : Heaithcare professionals should contact their State Professional Licensir
Dose oxycodone 1935.3 152.0 256 or State Controlled Authority for i ion on how to pre
hydrochloride [34.7) [28.9} [42.3] na detect abuse or diversion of this product.
extended-release ~ interactions with Alsohol and Brugs of Abuse
tablets : S R may be expected to have additive effects when used in conjunc
2xBDhmg. ~1... 7 alcohol, other opioids, or illicit drugs that cause central nervous system: de
oxycodone 18593 1534 - .78 DRUG ABUSE AND ADDICTION
hydrochloride [30.1] [25.1} [69.3} na. ue DI 0 ded-rel it
tablets are a 0! op
extended-refease an abuse fiability similar to and are a Schedule [l su
tablets” . like ine and other opicids used in analgesia, can br
1x 160 mg B and Is subject lo criminal diversion.
oxycodone 1856.4 156.4 254 Drug addiction is ized by use, use for dical {
hydrochloride 130.5) [24.8} [36.4) na and continued use despite harm or risk of harm, Drug addiction is a
extelgglde}rse_!ease disease, utilizing a multi-disciplinary approach, but refapse is common.
“Drug seeking” behavior is very common in addicts and drug abusers. Dru

1actics include emergency calls or visits near the end of office hours. 1
undergo appropriate examination, testing or referral. repeated “loss™ of pres
tampering with prescriptions and reluctance to provide prior medical ri
conlacl |nmrmallon for other treating physician(s). “Doctor shopping™

ions is common among drug abusers and people suffe

FOR RECTAL ADMINISTRATION. Data trom a study involving 21 normal
show that oxycodone hydrochloride extended-release tablets administered per
rectum resulted in an AUC 39% greater and a Cyg 9% higher than tabiets

Oxycodone may produce release of histamine with or without i
release and/or peripheral vasodilation
may include pruritus, flushing. red eyes, sweating, and/or orthostatic hypotension.

- Eticacy
Studies in normal volunteers and patients reveal predictable r between

by mouth. Therefore, thers is an increased nsk of adverse events
with rectal administration.

oxycodone dosage and plasma oxycodone concentrations, as well as between
concentration ang certain expected opioid effects, such as pupillary constriction,
sedation, overall “drug effect”, analgesia and feelings of “relaxation.”
As with all opioids, the minimum effective plasma concentration for analgesia will
vary widely among patients, especially among patients who have been previously
treated with potent agonist opioids. As a result, patients must be treated with
mdlwduallzed titration of dosage to the desired effect The minimum effective
ion of for any individual patient may increase over

Food Etfects

Food has no significant effect on the extent of ion of from
ide extended-release tablets.

Distribution

Following i the volume of di: (Vss) for

was 2.6 Lkg. Oxycodone binding to plasma protein at 37°C and-a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has beer faund in breast milk
{see PRECAUTIONS). \

Melahn lism
is i ized to

time due to an increase in pain, the of a new pain and/or
the development of analgesic tolerance.

G ion - Adverse i

O y ide extended-rel tablets are associated with typical

opioid-related adverse experiences. There is 2 general relationship between
plasma and i of dose-

related opnond adverse expefiences such as nausea, vomiting, CNS effects, and
in talerant patients, the situation is aftered by the

and their The major cil i with an
AUG ratio of 0.6 relative to that of oxycodone. Noroxycodune is reported to be a
considerably weaker analgesic than although

analgesic activity, is present in the plasma only in low concentrations. The correlation
between oxymorphone concentrations and opioid effects was much less tlian that

untreated addiction.
Abuse and addiction are separate and distinct from physical depend
tolerance. Physicians should be aware that addiction may not be accom)
tolerance and of physical in all addicts. ir
abuse of opioids can occur in the absence of true addiction and is charac
misuse for non -medical purposes, oﬂen in combination with other psy
ide extended-rel 1ablets, like othe
have been dlvened for non -medical use. Careful record-keeping of pr
information. including quantity, frequency, and renewal requests is
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-
of therapy, and proper dispensing and storage are appropriate measures
to limit abuse of opioid drugs.

I tabtels are intended for
only. Abuse of the crushed tablet poses a hazard of overdose and de:
risk is increased with concurrent abuse of alcohol and other substanc
parenleral abuse, the \ablet excipients can be expected lo result in lo:
necrosis, Infection, and risk of enc
aad valvular heart injury. Parenleral drug abuse is commonly assoc
transmission of infectious diseases such as hepatitis and HIV.

tablets, as with all opioid

seen with oxy plasma The activily profile of other  Respiratory Depression
metabolites is not known. Respiratory depressrun is me chlef hazard from oxycodone, the active ing
The ion of oxymorphone, but not is mediated by cy 1

development of tolerance to DDIOId -refated side effects, and the ip is not

clinically refevant.

As with all opioids, the dose must be individualized (see DOSAGE AND
ADMINISTRATION), because the effective analgesic dose for some patlents will
be too high to be tolerated by other patients.

Pharmacokinetics and Metabolism

The activity of oxycodone hydrochloride extended-release !ahlets IS pnmamy due
to the parent drug O fablets
are designed to prowde extanded delivery of oxycodane over 12 hours.

Breaking, chewing or crushing oxycodone hydrochloride extended-release tablets
eliminates the extended delivery mechanism and results in the raptd release and
ion of a ially fatal dose of

[ release from extended-release tablets is pH
independent. Oxycodone is well absnrbed from oxycodone hydrochloride extended-
release tablets with an oral bioavailability of 60% to 87%. The relative oral

ide extended-release tablets to immediate-
release oral dosage forms is 100% Upon repeated dosing in normal volunteers in
pharmacokinetic Studies, steady-state levels were achieved within 24 1o 36 hours.
Dose ity and/or bioavailability has been I for the 10 mg, 20 mg,
40 mg. 80 mg, and 160 mg tablet shengms for both peak plasma levels (Crax)

(AUC). O and ¢

P450 2D6 and, as such, its formation can, in theory, be affected by other drups
(see Drug-Drug Interactions).

Excretion

Oxycodone and its metabofites are excreted primarily via the kidney. The amounts
measured in the urine have been reported as fallows: {ree oxycodone up 0 19%;

Resplmory depresswn is a particular problem in elderly or debilitated
usually foliowing large initial doses in non-tolerant patients, or when 0
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significa
obstructive pulmonary disease or cor pulmonale, and in patients having a st
y reserve, hypoxia, hypercapnia, or pre-existing r

up to 50%; free oxy 0%;
<14%; hoth free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Pogulatlons
Elderly

The plasma ions of are only affected by age, being
15% greater in elderly as compared 1o young subjects.
Gender

Female subjects have, on average, plasma oxycodone concentrations up to 25%
higher than males on a body weight adjusted basis. The reasan for this difference
is unknown.

Renal impairment

Data from a pharmacokinetic study involving 13 pauems with mild to severe renal
dystunction (creatinine clearance <60 mL/min) show peak plasma oxycodone and
ions 50% and 20% higher, respectively, and AUC values

and extent of oA

for oxy 60%, 50%. and 40% higher than

primarily in the urine as both j and 0 The

mmrmaab mushinatn canannbhahs | Thie ie zrramnaniad hy an increaca in cadatinn hot

depression. {n such patients, even usual therapeutic doses of oxyco
decrease respiratory drive Io the point of apnea. In these patients alternative |
analgesics should be considered, and opioids should be employed only uni
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide rett

secondary elevation of cerebrosplnal fluid pressure, and may be markedly &

m the presence of head injury, intracranial lesions. or other sources of pi
ial pressure. Oxy P effects on

response and consciousngss which may obscure neurologic signs

increases in intracranial pressure in patients with head injuries.

Hypnlenswe Effect

xtended-rel

se wablets may cause severe hy)
Tnere isan added risk to mﬂlmduals whose ability to maintain blood pre
been compromised by a depleted blood volume, or after concurrent adm
wilh drugs such as phenothiazines or other agents which compromise *

homa Midiamdana mmes neadoss inn in
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JFGUES 1T an EXIEADED PENOO O ime,

codone hydrochloride extended-release tablets are NOT Intended for use
35 a pm analgesic.

Y E Release 88 mg Tablets ARE FOR USE IN
OPIGID TOLERANT PATIENTS ONLY. This tablet strength may cause fatal respiratory
depression when administered to patients not previously exposed to opioids.
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE
SWALLOWED WHOLE AND ARE NOT T0 BE BROKEN, CHEWED, OR CRUSHED.
TAKING BROKEN, CHEWED, OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS TO RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

DESCRIPTION

Oxycodone Hydrochloride Extended-Release Tablets are an opioid analgesic
supplied in 80 mg tablet strength for oral administration. The lablet strength
describes the amount of oxycodane per tablet as the hydrochloride sait. The
structural formula for oxycodone hydrochloride is as follows:

M.W. 351.82

The chemical formula is 4.5-Epoxy-14-hydroxy-3-methoxy-17-methytmorphinan-
§-one hydrochloride.

Oxycodone is a white, odorless crystafline powder derived from the opium alkaloid,
thebaine. Oxycodone hydrochloride dissolves in water (1 g in 6 to 7 mL). Itis
slightly soluble in alcohol (octanol water partition coefficient 0.7). Each tablet
contains 80 mg of oxycodone hydrochloride. tn addition, each tablet contains the
following inactive ingredients: colloidal silicon dioxide, FD&C blue #2 indigo
carmine lake, hypromellose (2208, 100M), iron oxide yellow, lactose anhydrous,
lactose monohydrate, magnesium stearate, microcrystailine cellulose, polyethylene
glycol, titanium dioxide and triacetin.

CLINIGAL PHARMACOLOGY

Oxycodone is a pure agonist opioid whose principal therapeutic action is analgesia.
QOther members of the class known as opioid agonists include substances such as

+_morphine, hydromorphone, fentanyl, codeine, and hydrocedone. Pharmacological

effects of opioid agonists include anxiol

Spi Yy i ipation, miosis, and couih suppression, as well as
analgesia. Like alipure opioid agonist anatgesics, with increasing doses there is
increasing analgesia, unlike with mixed ) ists or non-opioid i

euphoria, feelings of relaxation,

3

Gxycodons Congantratian (ng/mt) Log !

© 1 2 3 & 5 6 7 8 9 W0 1 12
. Hours From Bosing
~8-10mg w-20mg -@-40mg —O-80my Single Dose —{3- 160 mg Single Doss
=3-10 mg q12h Steady-State ;

steroidal anti-i y drugs and to opioids in a plan of pa
management such as outiined by the World Health Organization, the Agency
Health Research and Quality (formerly known as the Agency for Health Care Poli
and Research), the Federation of State Medical Boards Model Guidelines, or ¢
American Pain Society.

Oxycodone hydrochloride extended-release tablets are not indicated for pain in t
immediate post-operative period (the first 12 to 24 hours following surgery), or
the pain is mild, or not expected to persist for an extended period of tim
Oxycodone hydrochloride extended-retease tablets are only indicated for pos
operative use if the patient is already receiving the drug prior to surgery or if
post-operative pain is expected to be moderate to severe and persist for an exten
ed period of time. Physicians should individualize treatment, moving from parenter
to oral analgesics as appropriate. (See American Pain Society guidelines.)
CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in patien
with known hyp itivity to or in any sitvation where opioids a

Table 1 -
Mean [% coelficieni variation] '

contraindicated. This includes patents with significant respiratory depression {
unmonitored settings or the absence of resuscitative equipment), and patients wi
acute or severe bronchial asthma or hy ia. O i
extended-releass tablets are contraindicated in any patient who has or is suspecti

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHEI
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIL
EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEASE AN
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Oxycodoae Hydrochloride Extended-Release 80 mp Tablels ARE FOR USE |
OPI0ID-TOLERANY PATIENTS ONLY. This tablst strengih may cause (atal resplrato
to patients not previously exposed to oplofds,

Releass 88 my Tablets are for use only
opioid tolerant patients requiring daily oxycodone.equivalent dosages of 166 n
or more. Care should be faken in Ihe prescribing of this tablet stremgt
Palignts should be instructed against use by Indlviduals other than the patis
for whom il was prescribed, as such Inappropriate use may have severs matic

is an opioid agonist of the morphine-type. Such drugs are sought by dn.

abusers and people with addiction disorders and are subject to criminal diversion.
Oxycodone can be abused in a manner similar to other opioid agonists, legal or illic
i when ibing or d i i

extended-release tablets in situations where the physician or pharmaist is concernt
about an increased risk of misuse, abuse, or diversion.

Trough
Regimen | Dosage Form AUC C, 1 Conc. i ic i
oghemiyt | (ngmy | o) | o/l °fA";:'I":G":“M'° feus.
Single | 10 mg oxycodone ’ ’ W
Dose hydrochloride 100.7 10.6 27 na.
extended-release [26.6} {20.1} {481}
tablets .
20 mg oxycodone N
hydrochloride 2075 214 3.2 na
extended-release | [35.9) {36.6) (57:9}
tablets when
40 mg oxycodone
hydrochloride 4231 393 31 na.
extended-relgase [33.3) [34.0) {174}
fablets :
80 mg oxycodone
hydrochloride 1085.5 98.5 21 na. tonsequences, Jacluding dealh.
E
exten:gﬂ;lrse_lease 132.3] 1821] 1523) Misuse, Abuse and Diversion of Oploids
Muttiple | 10 mg oxycodone
Dose hydrochloride 103.6 15.1 32 7.2
extended-release | [38.6] [31.0] [€9.5]) {48.1] H
ablets q12h This should be
5 mg immediate~ 99.0, 155 | 716 7.4
release qbh 1362} 288 | [497) | [50.9)

[v: ide extended-release tablets have been reported as beir

where there is a limit {0 the anaigesic effect with increasing doses. With pure
opioid agonist analgesics. there.is no defined maximum dose; the ceiling to
analgesic gffectiveness is imposed only by side effects, the more serious of which

may include and resp y dep

Cenlral Nervous System

The precise mechanism of the analgesic action is unknown. However, specific CNS
opioid receptors for with opioid-ike activity have been
identified throughout the brain and spinal cord and play a role in the analgesic
effects of this drug. .

Oxycodone produces respiratory depression by direct action on brain stem
respiratory centers. The respiratory depression involves both a reduction in the
responsiveness of the brain stem respiratory centers to increases in carbon dioxide

* tension and to electrical stimulation.
- ...Oxycodone depresses the cough reflex by direct effect on the cough center in the

medulla.  Antitussive eifects may occur with doses lower than those usually
required for analgesia.

Oxycodone causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid
overdose but are not pathognomonic (e.g., ponting lesions of hemomhagic or
ischemic origin may produce similar findings). Marked mydriasis rather than miosis
may be seen with hypoxia in the setting of oxycodone hydrochioride extended-
release tablets overdose (See OVERDOSAGE).

Gastroinlestinal Tract and Other Smooth Muscle
0 causes a ion in motility i with an increase in smooth
muscle tone in the antrum of the stomach and duedenum. Digestion of food in the
small intestine is delayed and propulsi ions are . Propulsive
peristaltic waves in the colon are decreased, while tone may be increased to the
point of spasm resulting in conslipation. Other opicid-induced effects may include
a reduction in gastric, biliary and pancreatic secretions, spasm of sphincter of
0Oddi, and transient elevations in serum amylase.

Cardiovascular System

Oxycodone may produce release of histamine with or without associated peripheral
lati i ions ot hi ine release and/or peripheral vasodilation

may include pruritus, fiushing, red eyes, sweating, and/or orthostatic hypotension.

Ci ion - Efficacy ji ¥

Studies in normal volunteers and patients reveal predictable relationships between

oxycodone dosage and plasma oxycodone concentrations, as well as hetween

concentration and certain expected opioid effects, such as pupillary constriction,

sedation, overall “drug eHect”, analgesia and feelings of “relaxation.”

As with ali opioids, the minimum effective plasma concentration for analgesia will

vary widely among patients. especially among patients who have been previously

tfeated with potent agonist opioids. As-a result, patients must be treated with

individualized titration of dosage Lo the desired effect. The minimum- effective

i ion of for any indivi patient may increase over

11or single-dose AUC=AUC( .4 for.multiple-dose AUC=AUCq.T,
~ data obtained while volunteers received naltrexorie which cam enhance absorption

abused by crushing, chewing, snorting, or injecting the dissolved product. The:
practices will result in the uncontrotied delivery of the opioid and pose a significa
risk to the abuser that could result in overdose and death (see WARNINGS ar
DRUG ABUSE AND ADDICTION).

Goncerns about abuse, addiction, and diversion should not prevent the prop-
i of addiction to opioid analgesics in proper
managed patients with pain has been reported to be rare. However, data are n.
available to establish the true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Boar
or State Controlled Substances Authority for information on how to prevent ar

Interactions with Alcohol and Drugs of Abuse
1)

may be expected to have additive effects when used in conjunction wi
alcohol, other opioids, o illicit drugs that cause central nervous system depressio

lease tablets are 2 mu-agonist oploid wl:
2n abuse liablilty simliar to morphine and are a Schedule Y conirolled substanc
Tiki

1 for single-dose AUC=AUCq.iqr. for multiple-dose AUC=AUCy;
* data obtained while volunteers received naltrexone whictr can enhance absorption

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED

e and other opioids used in analgesia, can be abuse

Drug addiction is characterized by compulsive use, use for non-medical purpose
and continued use despite harm or risk of harm. Drug addiction is a treatab
disease, utilizing a multi-disciplinary approach, but relapse is common.

“Drug seeking™ behavior is very common in addicts and drug abusers. Drug-seekir
tactics' include emergency calls or visits near the end of office hours, refusal *
undergo appropriate examination, testing or referral, repeated “loss” of prescription
tampering with prescriptions and reluctance to provide prior medical records «
contact information for other treating physician(s). "Doctor shopping” to obta

Tahle 2
Mean [% coefficient
) N Trough of pain. The
Regimen { Dosage Form AUC.. C, Traax (r8) | Conc.
mohrmiyt | (nomaly | ™ (ng/mi)
Single 4x40 mg , .
Dose oxycodone 1935.3 1520 2.56 ed Su S
hydrochlorlde [34.7} [28.9} [42.3} na detect abuse or diversion of this product.
extended-release
tablets” RS
2x80mg . . .
oxycodone 1859.3 1534 - L78 DRUG ABUSE AND ADDI
hydrochloride [30.1} [25.1} 169.3] na UG ABUSE BIENON
extended-release
tablets”
1x160.mg and is subjecl to criminal diversion.
oxycodone 1856.4 156.4 2.54
hydrochloride [30.5] [24.8] [36.4) na.
extended-release
tablets”

FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal
show that oxycodene hydrochloride extended-release tablets administered per
rectum resulted in an AUG 39% greater and a Cpy 9% higher than tablets
administered by mouth. Therefore, there is an increased risk of adverse events

with rectal administration.

Food Eftects
Food has no significant effect on the extent of ion of
hydrochloride extended-release tablels.

Distribution

Following intravenous administration, the volume of distribution (Vss) for oxycodone
was 2.6 L'kg. Oxycodone binding to plasma protein at 37°C and a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has been found in breast milk
(see PRECAUTIONS).

from

time due 10 an increase in pain, the development of a new pain and/or

the development of anaigesic tolerance.

C ion - Adverse

O i t
y

ppioid-relaled adverse experiences.

tablets are with typical
There is a general relationship between

plasma ion and i i of dose-
refated opioid adverse experiences such as nausea, vomiting, CNS effects, and
respiratory depression. In opioid-tolerant patients, the situation is altered by the
development of tolerance to opioid-related side effects, and the relationship is not
clinically refevant. *
As with all opioids, the dose must be individualized (see DOSAGE AND
ADMINISTRATION), because the effective analgesic dose for some patients will
be too high to be tolerated by other patients.

Pharmacokinetics and Metabolism

The activity of oxycodone hydrochloride extended-release tablets is primarily due
to the parent drug oxycodone. Oxycodone hydrochloride extended-release tablets
are designed to provide extended defivery of oxycodone over 12 hours.

Breaking, chewing or crushing oxycodone hydrochloride extended-release tablets
eliminates the extended delivery mechanism and results in the rapid release and
absorption of a potentially fatal dose of oxycodone.

Oxycodone refease from oxycodone hydrochioride extended-release tablets is pH
independent. Oxycodone is well absorbed from oxycodone hydrochloride extended-
release tablels with an oral bioavailability of 60% to 87%. The relative oral

ioavailability of 5 ide extended-release tablets to immediate-
release oral dosage forms is 100%. Upon repeated dosing in normal volunteers in
pharmacokinetic studies, steady-state levels were achieved within 24 to 36 fiours.
Oase proportionality and/or bioavailability has been established for the 10 mg, 20 mg,

ded-rel

Metabelism
Oxy ide is i ized 1o

and their The major il is y with an
AUC ratio of 0.6 relative to that of oxycodone. Noroxycodone:is reported to be a
considerably weaker analgesic than O Jithough i
analgesic activity, is present in the plasma only in low concentrations. The correlation
between oxymorphone concentrations and opioid etlects was much less thian that

P ( is common among drug abusers and people sutering froi
untreated addiction.

Abuse and addiction are separate and distinct from physical dependence ar
tolerance. Physicians should be aware that addiction may not be accompanied t
concuirent tolerance and symptoms of physical dependence in all addicts. In additio
abuse of opioids ¢an occur in the absence of true addiction and is characterized t
misuse for non-medical purposes, often in combination with other psychoacti
Ox y ide extended-release tablets, like other opioid
have been diverted for non-medical use. Careful record-keeping of prescribin
information, including quantity. frequency, and renewal requests is strong
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluatic
of therapy, and proper dispensing and storage are appropriate measures that he
to fimit abuse of opioid drugs.

lease fablets are Intended for oral us
only. Abuse of the crushed tablet poses a hazard ol overdose and death. Th
risk is Increased with concurrent abuse of alcohol and cthor substances. W
parenteral abuse, the tablet exclpients can be expected to result in local llssy
necrosis, intection, and visk of endocarditi
and valvular heart Injury. Parenteral drug abuse Is commonly assoclaled wil
transmission ol infectious diseases such as hapatitls and HIV.

Resplratory depression' is the chief hazard from oxycodone, the active ingredient s

seen with oxy plasma The ic activity profile of other  Respiratory Depression
metabolites is not known.
The ion of but not is mediated by

extended-release tablets, as with all opioid agonist

P450 206 and, as such, its formation can, in theory, be affected by other drugs
(see Drug-Drug Interactions).

Excretion .

Oxycodone and its metabolites are excreted primarily via the kidney. The amounts
measured in the urine have been reported as follows: free oxycodone up to 19%;

Respiratory depression is a particular problem in elderly or debilitated patient
usvally following large initial doses in non-tolerant patients, or when opioids ai
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chron
abstructive pulmonary disease or cor pulmonale, and in patients having a substantial

conjugated oxycodone up to 50%; free oxymorphone 0%;
<14%; hoth free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Populations

Elderly .

The plasma ions of are only affected by age, being
15% greater in elderly as compared to young subjects.

Gender

Female subjects have, on average, plasma oxycodone concentrations up to 25%
higher than males on a body weight adjusted basis. The reason for this difference
is unknown. .

Renal impairment ' :

Datz from a pharmacokinetic study involving 13 patients with mild to severe renal
dysfunction (creatining clearance <60 mL/min) show peak plasma oxycodone and
noroxy ions 50% and 20% higher, respectively, and AUC values

46 mq, 80 mg, and 160 mg tablet strengths for both peak plasma levels (Crnax)
and extent of ion (AUC). O» is i ized and efimi
ji i The

for and 60%, 50%, and 40% higher than

primarily in the urine as both and j
apparent elimination halt-lite ot foliowing the ion of
hydrochloride extended-release tablets was 4.5 hours compared to 3.2 hours for
immediate-release oxycodone.

Absorption

About 60% to 87% ot an orat dose of oxycodone reaches the central compartment
in comparisen to a parenteral dose. This high oral bicavailability is due to low
pre-systemic and/or first-pass metabolism. In normal volunteers, the t1/2 of absorp-

normal subjects, respectively. This is accompanied by an increase in sedation but
not by differences in respiratory rale, pupillary constriction, or several other measures
of drug effect. There was an increase in t1/2 of elimination for oxycodone of only 3 hour
(see PRECAUTIONS).

Hepalic Impairment

Data from a study involving 24 patients with mild to moderate hepatic dysfunction
show peak plasma and Y ions 50% and 20%
higher, i than normal subjects. AUC values are 95% and 65% higher,

tion is 0.4 hours for i lease oral In contrast,

fiydrochloride extended-release tablets exhibil a biphasic absorption pattern with

two apparent absorption half-times of 0.6 and 6.9 hours, which describes the initial

reiease of oxycodone from the tablet followed by a prolonged release.

Dose proportionality has been established for the 10 mg, 20 mg, 40 mg, 80 mg, and

160 mg tablet strengths tor both peak plasma concentrations {Cpay) and extent
ion of

respectively. Oxymorphone peak plasma concentralions and AIC values are lower
by 30% and 40%. These differences are accompanied by increases in some, but
not other, drug effects. The t¥/2 elimination for oxycodone increased by 2.3 hours
(see PRECAUTIONS). .
Drug-Drug Interactions (see PRECAUTIONS)
O i ized i

P450 2D6 to which

of absarption (AUC) (see Table 1 below). Given the short half-tife of elimii

s in part by

y reserve, hypoxia, hypercapnia, or pre-existing respiratot
depression. In such patients, even usual therapeutic doses of oxycodone m:
decrease respiratory drive o the point of apniea. In these patients aftermative non-opio
analgesics should be considered, and oploids should be employad only under caref
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide retention an
secondary elevation of cerebrospinal fluid pressure, and may be markedly exaggerate
in the presence of head injury, intracranial lesions, or other Sources of pre-existin
increased intracranial pressure. Oxycodone produces effects on pupilla
response and consciousness which may obscure neurologic signs of furth
increases in intragranial pressure in patients with head injusies.

Hypotensive Effect

Oxycodone hydrochloride extended-release tablets may cause severe hypotensior
There is an added risk to individuais whos ability to maintain blood pressure h;
been compromised by a depleted blood volume, or after concurrent administratic
with drugs such as phenothiazines or other agents which compromise vasomotc
tone. Oxycodone may produce orthostatic hypotension in ambulatory patient
Oxycodone, like alf opioid ics of the ine-type, should be ini
with caution to patients in circulatory shock, since vasoditation produced by tf
drug may further reduce cardiac output and blood pressure.

PRECAUTIONS

General

Opioid

have a narrow ic index in certain patient population.
when ined with CNS drugs, and should be reserved
cases where the benefits of opioid analpesia outweigh the known risks of respirator
depression, altered mental state, and postural hypotension.
Use of oxycodone hydrochloride extended-release tablets is associated wit
increased potential risks and should be used only with caution in the foliowin
itions: acute ism; tical insutficiency (e.g., Addison
disease); CNS depression or coma; delirium tremens; debilitated patient
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y oM oxy extendéd-release tablets, steady-state
plasma» concentrations of oxycodone are achieved within 24 to 3§ hours of initiation
of dosing with oxycodone hydrochloride extended-releass-tablets. in a study
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0 other opioid agonists, legal or
ibing or dispensing oxycodone
ations where the physician or
of misuse, abuse, or diversion.

blets are an extended-refease
dicaled for the management of
around-the-clock analgesic Is

ilets are NOT intended for use

0 mg Tablels ARE FOR USE IN
ength may cause fatal respiratory
‘eviously exposed to opioids.
LEASE TABLETS ARE TO BE
IKEN, CHEWED, OR CRUSHED.
XYCODONE HYBROGHLORIDE
D RELEASE AND ABSORPTION
{E.

iblets are an opioid analgesic
inistration. The tablet strength
as the hydrachloride sait. The
; as follows:

“CHy

W. 351.62
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| therapeutic action is.analgesia.
ists include substances such as
hydrocodone. Pharmacological
Iphoria, feelings of relaxation,
cough suppression, as well as
- with increasing doses there is

ing 10 mg of extended-release tablets every 12

represents less than 15% of the total administered dose. This route of elimi

may be biocked by a variety of drugs {e.g.. centain cardiovascular drugs including
amiodarone and quinidine as well as polycyclic anti-depressants). However, in a
study invoiving 10 subjects using quinidine, a known inhibitor of 50

coliosi iated with respiratory d ion; orh idi
prostatic hypertrophy or urethral stricture; severe impairment of hepatic, puimonary
or renal function; and toxic psychosis.

hours to 5 mg of immediate-relpase oxycodone every 6 hours, the two treatments D6, the effects of were

were found to be equivalent for AUC and Cpy,. and simitar for Coin {trough) INDICAYIONS AND USAGE

concentrations. There was less in plasma cone ons for the ide extended-release tablets are an extended-release oral
oxycodone hydrochioride extended-release tablets than for lease of ide indicated for the of mods

formuiation.

Plasma Oxycodana By Tima

o v
The ! of may obscure the diagnosis or clinical coufse in
patients with acute abdominal conditions. O may i

in patients with convulsive disorders, and all opioids may induce or aggravate
seizures in some ciinical settings.

1o severe pain when a continuous, around-the-clock analgesic is needed for an
sxtended period of time.

0 ide extended-release tablets are NOT intended for use as a

Oxycodone Concentration {ng/mL) Log Scale

e 1 2 3 &« 35 6 7 8 8 10 1 12
- Hours from Dosing
—W-10mg —y-20mg -@—40mg —O-80mg Single Dose ~[J- 160 mg Singla Dose

~¥-10 mg qI2h Steady-State

prn analgesic.
Physicians should il

in every case, initiating therapy at the

point along a progi from non-opioid analgesics, such as non-
steroidat anti-i y drugs and i 1o opioids in a plan of pain
management such as outlined by the World Health Organization, the Agency for
Health Research and Quality (formerly known as the Agency for Health Care Policy
and Research), the Federalion of State Medical Boards Model Guidelines, or the

with other CNS
Oxycodone hydrochloride extended-release tablets should be used with cautibn
and started in a reduced dosage (173 to 172 of the usyal dosage).in patients who
are concurrently receiving other central nervous system depressants including
ives or ics, general an i iazil othar il
and alcohol. interactive effects resutting in Y i ion,
profound sedation, or coma may result if these drugs are taken in combination with
the usual doses of oxycodone hydrochloride extended-release tablets. -

Interactions with Mixed Agonist/Aniagonist Opioid Analgesics -
i i ics (ie., i butorphanol, and

American Pain Society.

Oxycodone hydrochloride extended-release tablets are not indicated for pain in the
immediate post-operative period (the first 12 1o 24 hours following surgery), or if
the pain is mild, or not expected 1o persist for an extended period of time.
Oxycodone hydrochioride extended-release tablets are only indicated for post-
operative use if the patient is already receiving the drug prior to surgery or if the
post-operalive pain is expected to be moderate to severe and persist for an extend-
ed period of ime. Physicians should individualize Ireatment, moving from parenteral

i }

bupr should be with caution to a patient who has received
or is receiving 2 course of therapy with a pure opioid agonist analgesic such as
oxycodone. In this situation, mixed agonist/antagonist analgesics may reduce the
analgesic effect of oxycodone and/or may precipitate withdrawal symptoms in
these patients.

Surgery and Post: Use
Oxycodone hydrochloride extended-releass Lablets are not indicated for pre-emplive
i i ion pi forihe of post:

pain),

1o oral analgesics as appropriate. (See American Pain Society gui

CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in patients
itivity o or in any silualipn where opioids are

lease tablets ara not indicated for pain in
the immadiate post-operative period (the first 12 to 24 hours following surgety)
for patlents not previously taking the drug, because its safely in this seftiag has
not heen established.

contraindicated. This includes patients with si Y in
unmonitored settings or the absence of resuscitative equipment), and patients with
" - 40 ’

elease tablets are not Indicated for pain in
the post-operativa period If the pain is mild or not expected to persist for an

asthma or
extended-release tablets are contraindicated in any patient who has or is suspected

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE
SWALLOWED WHOLE, AND ARE NOT YO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS COULD {FAD TO THE RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Oxycodone Hydrochloride Extended-Release 80 mg Tablsts ARE FOR USE IN
OPIOID-

peried of ime.

lease tablets are only indicated for post-
recelving lhe drug prior to surgery or If the
L] lo severe and persist for an
i maving
Pain Soclety

operalive use if the patient Is already
post pain is expi lo b
extended period of fime. P
fi to oral ics as

shoutd i

m
guidelines).

Patients who are already receiving oxycedone hydrochloride extended-release
tablets as part of ongoing analgesic therapy may be safely continued on the drug

TOLERANT PATIENTS ONLY. This tablet strength may cause fatal

when 1o patients not previously exposed to oplolds. !

Rel 89 mg Tablets are for uss only in
opioid tolerant patieals requiring dalty oxycodone equivalent dosages of 160 mg

or more. Care should be {aken [n the prescriting of ihis tablet sirength.
Patlents should be instructed against use by Individuals other than the patisnt
for whom it was prescribed, as such inappropriate use may have sevsre medical

is an opioid agonist of the morphine-type. Such drugs are sought by drug

abusers and people with addiction disorders and are subject to criminal diversion.
Oxycodone can be abused in a manner similar to other opioid agonists, fegal or¥icit
“bing or dispensi N

extended-release tablets in situations where the physician or pharmagist i's concerned
about an increased risk of misuse, abuse, or diversion.

with known
Table 1
o d
Mean [% - acute or severe
Regi Dosage Form AUC C, 1 Tég:gh
egimen 053 2 i ic i
(ng-hr/mi)t (ng'/‘?nai) (hmrgs {ng/mL) :;:;:::Ggaraiwc flus.
Single 10 mg oxycodone
Dose hydrochloride 100.7 10.6 27 na.
extended-release 126.6] [20.1] 44.9]
tablets
20 mg oxycodone ;
hydrochioride 2075 21.4 3.2 na.
extended-release {35.9] {36.6] 5779
tablets
40 mg oxycodone
hydrochloride 4234 39.3 kA na.
extended-release {33.3] [34.0] 1774]
tablets
80 mg oxycodone
hydrochloride 1085.5 98.5 2.1 na. consequences, including death.
mergg;ie-l;qlease (32.3) {321 523 Misusa, Abuse and Diversion of Oploids
Multiple |10 mg oxycodone
Dose hydrochloride 103.6 15.1 32 72
extended-release [38.6 {31.0] [69.5} [48.1) H
tablels q12h This should be when
$ mg immediate- 99.0 155 4.6 7.4
release q6h [36:2} 26.8) 49.7} [50.9]

Jonists or non-opioid
rincreasing doses. With pure
naximum dose; the ceiling to
ects, the more serious of which
n.

1known. However, specific CNS
1 opioid-like activity have been
nd play a role in the analgesic

* direct action on brain stem
wolves both a reduction in the
s to increases in carbon dioxide

fett on the cough center in the
15es lower than those usually

1poinit pupils are a sign of opioid
ine lgsions of ic or

¥ for single-dose AUC=AUCq.y; for.muitiple-dase AUC=AUC,.7
* data obtained while volunteers received naltrexorie which can enhance absorption

o ide extended-release tablets have been reported as being
abused by crushing, chewing, snorting, or injecting the dissolved product. These
practices will result in the uncontrolled delivery of the opioid and pose a significant
risk 1o the abuser that could result in overdose and death (see WARNINGS and

Concerns about abuse, addiction, and diversion should not prevent the proper
i of addiction to opioid analgesics in properly
managed patients with pain has been reported to be rare. However, data are not
available to establish the true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Board,
or State Controlled Substances Authority for information on how to prevent and

Interactions with Alcohol and Drugs of Abuse
may be expected to have additive effects when used in conjunction with

aicohol, other opioids, or illicit drugs that cause central nervous system depression.

lease tablets are a mu-agonist opiold with
an abuse liakility simitar to morphine and are a Schedule H controlied substance.

ed mydriasis rather than miosis
done hydrochloride extended-

ed with an increase in smooth
enum. Digestion of food in the
ins are decreased. Propulsive
tone may be increased to the
lid-induced effects may include
etions, spasm of sphincter of

1 without

¥ for single-gose AUC=AUCq.n; for multiple-dose AUG=AUCy.;

and other opioids used In analgesia, can ba abused

Drug addiction is characterized by compulsive use, use for non-medical purposes,
and continued use despite harm or risk of harm. Drug addiction is a treatable
disease, utilizing a multi-disciplinary approach, but relapse is common.

“Drug seeking™ behavior is very common in addicts and drug abusers. Drug-seeking
tactics include emergency quls or visits near the end of office hours, refusal to

Table 2 DRUG ABUSE AND ADDICTION).
Mean [% i
K Trough of pain, The
Regimen | Dosage Form AUC.. C, Tmax (hrs) | Conc.
(ng-hr/mL)t (nq'/'l‘nai) i {ng/mL)
Single 4 x40 mg "
Dosa oxycodone 19353 | 1520 £.56 ]
hydrochioride [34.7) [28.9] {42.3} na. detect abuse or diversion of this product.
extended-release
tablets’ - Z
2x80mg - 8 s34
oxycodone 1859.3 153.4 .78 [ BUSE DDICTI
hydrochloride [30.1] [25.1) 169.3} na. RUG ABUSE AND ADDICTION
extended-release
tablets” fi
1x 160 mg H and Is subject to criminal diversion.
oxycodone 1856.4 156.4 254
hydrochioride [30.5] [24.8] (364} na.
extended-release
tablets™

" data obtained while volunteers received naltrexone whicircan enhance

0XYCODONE HYDROCHLORIDE EXTERDED-RELEASE TABLETS ARE NOT INDICATED
FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal volunteers

undergo testing or referral, repeated “loss” of prescriptions,

ing with p: iptions and to provide prior medical records or
contact information for other treating physician(s). “Doctor shopping” to obtain
additional prescriptions is common among drug abusers and people suffering from

show that oxycodone hydrochloride extended-release tablets admi per
rectum resulted in an AUC 39% greater and a Cpay 9% higher than tablets

and/or peripheral vasodilation
nd/or orthostatic hypotension.

wictable refationships between
ntrations, as well as between
such as' pupillary constriction,
1s of “relaxation.”

:oncentration for anaigesia will
ints who have bgen previously
patients must be treated with
fect. The minimum effective
dual patient may increase over

by mouth. Therefore, there is an increased risk of adverse events
with rectal administration.

Feod Effects

Food has no significant effect on the extent of ion of from
hydrochloride extended-release tablets.

Dlstribution

Following i the volume of di {Vss)for

was 2.6 L/kg. Oxycodene binding to plasma protein at 37°C and a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs. spleen, and brain. Oxycodone has been found in breast milk
{see PRECAUTIONS).

Metabolism
O by is i ized to

I a new pain sy and/or

s are associated with typical
general relationship between
ncreasing frequency of dose-
3, vomiting, CNS effects, and
the situation is altered by the
3ts, and the relationship is not

ualized (see DOSAGE AND
't dose for some patients will

elease tablets is primarily due
oride extended-release tablets
one over 12 hours.

aride extended-release tablets
sults in the rapid release and

ixtended-release tablets is pH
ydone hydrochloride extended-
» 10 87%. The relative oral
-release tablets to immediate-
losing in normal volunteers in
higved within 24 to 36 hours.
ablished for the 10 mg, 20 mg,
th peak plasma levels (Cpay)
" ized and elimi

and their gl . The major ci i ite is noy with an
AUC ratio of 0.6 relative to that of oxycodone. Noroxycodone is reported to be a
considerably weaker analgesic than O ) although i
analgesle activity, is present in the plasma only in low concentrations. The correlation
betwesn oxymorphone concentrations and opioid effects was much less than that
seen with oxycodone plasma concentrations. The analgesic activity profile of other
metabolites is not known.

Abuse and addiction are separate and distinct from physicat dependence and
tolerance. Physicians should be aware that addiction may not be accompanied by
concurrent tolerance and symptoms of physical dependence in ail addicts. In addition,
abuse of opioids can occur in the absence of trus addiction and is characterized by
misuse for non-medical purposes, often in ination with other i
O y ride extended-release tablets, like other opioids,
have been diverted for non-medical use. Carefut record-keeping of prescribing
information, including quantity, frequency, and renewal requests is strongly
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluation
of therapy, and proper dispensing and storage are appropriate measures that help
to limit abuse of opioid drugs.

lease tablets are intended for oral use
anly. Abuse of the crushed tablet poses a hazanf of overdose and death. This
risk is incraased wilh concurent ahuse of alcohol and other With

if dosage are made 0 the , other
drugs given, and the temporary changes in physiology caused by the surgical
intervention (see DOSAGE AND AOMINISTRATION).
Oxycodone hydrochloride extended-release tablets and other morphine-like opi-
oids-have been shown to decrease bowel motility. Neus is a common past-operative
complication, especially after intra-abdominal surgery with opioid analgasia. Caution
should be taken to monitor for decreased bowel motility in post-operative patients’
feceiving opioids. Standard supportive therapy should be implemented.
Use in Pancreatic/Bltiary Tract Disease
Oxycodone may cause spasm of the sphingter of Oddi and should be used with
caution in patients with biliary tract disease, including acute pancreatitis. Opioids
like oxycodone may cause increases in the serum amylase level. -

and Physical
Tolerance is the need for increasing doses of cpioids to maintain a defined effect
such as analgesia (in the absence of disease progression or other external factors).

is by after abrupt
of adrug or upon ion of an Physical and tolerance
are not unysual during chronic opioid therapy.
The opioid i or wil di is by some or all of

the foliowing: restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills,
myalgia, and mydriasis. Other symptoms also may develop, including: imitability,
anxiety, joint pain, inal cramps, ia, nausea,
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rats, or heart
rate.

In general, opioids should not be abruptly discontinved (see DOSAGE AND
ADMINISTRATION: Cessation of Therapy).

frformation for Palienis/Caregivers (see PATIENT INFORMATION at the end of the

package insert) .

1f clinically advisable, patients receiving oxycodone hydrochloride extended-release

tablets or their caregivers should be given the following information by the physician,

nurse, pharmacist, or caregiver:

1. Patients should be aware that oxycodone hydrochloride exiended-release
tablets contain oxycodone, which is a morphine-like substance. .

2. Patients should be advised that oxycodone hydrochloride extended-release
tablets were designed to work properly only if swallowed whole. Oxycodone
hydrochloride extended-refease tablets will release ail their contents at once if
broken, chewed or crushed, resulting in a risk of fatat overdose.

3. Patients should be advised to report episodes of breakinrough pain and
adverse experiences occurring during therapy. Individualization of dosage is
essential to make optimal use of this medication.

4. Patients should be advised not to adjust the dose of oxycadone hydrochloride
extended-release tablets without ing the ibi i

stended-rel

o

Patients should be advised that oxy y

tablets may impair mental and/or physical ability required for the performance

of potentially hazardous tasks (e.g.. driving, operating heavy machinery).

6. Patients should not combine oxy ide extended-rel
tablets with alcohol or other central nervous system depressants (slesp aids,
tranquilizers) except by the orders, of the prescribing physician, because
dangerous addltive effects may occur, resulting in serious injury or death.

7. Women of childbearing potential who become, or are planning to become,
pregnant should be advised to consult their, physician regarding tha effects of
analgesics and other drug use diring pregnancy on themseives and their
unbom child. o

8. Patients should be advised that-oxycodone hydrochloride extended-release
tablets are a potential drug of abuse. They should protect it from theft, and it
should never be given to anyone other than the individual for whom it was prescribed.

9. Patients should be advised that if they have been receiving treatment with
oxycodone hydrochloride extended-retease tablets for more than a tew weeks
and cessation of therapy is indicated, it may be appropriate to taper the
oxycodone hydrochloride extended-release tablets dose, rather than abruptly

discontinue it, due to the risk of precipitating withdrawal symptoms. Their

parenteral abuse, the tablet exclpients can he expected fo result kn local tissue
necrosls, Infection, ¥ and risk of endacardlils
and valvular heart injury. F drug abuse is with
transmisslon of infeclious diseases such as hopatitis and HIV.

Respiratory Depression
Respiratory depression. is the chief hazard from oxycodone, the active ingredient in

extended-release tablets, as with all opioid agonists.

The ion of but not is mediated by cy
P450 206 and, as such, its formation can, in theory, be affected by other drugs
(sea Brug-Drug Interactions).

Excratfon

(xycodone and its metabolites are excreted primarily via the Kidney. The amounts
measured in the urine have been reported as follows: free oxycodone up to 19%;
conjugatad oxycodone up to 50%; free oxymorphone 0%; conjugated oxymorphone
<14%; both free and conjugated noroxycodone have been found in the uring but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Populations

Eiderly .
The plasma ions of are only affected by age, being
15% greater in elderly as compared to young subjects.

Gender

Female subjects have, on average, plasma oxycodone concentrations up to 25%
higher than males on a body weight adjusted basis. The reasen for this difference
is unknown,

Renal Impairment 1 :

Data from a pharmacokinetic study involving 13 patients with'mild to severe renal
dysfunction (creatinine clearance <60 mL/min) show peak plasma oxycodone and
ions 50% and 20% higher, respectively, and AUC values

onjugated metabolites. The

18 adminictratinn of Awmndnnn

for oxycodone, noroxycodone, and oxymorphone 60%, 50%., and 40% higher than
narmal gihiarte rocnertivaly  Thic iz 2rrnmnaniad by an infrmace in eadatinn hat

Respiratory depression is a particular problem in elderly or debilitated patients,
usually following large initial doses in non-tolerant patients, or when opioids are
given in conjunction withother agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chronic
obstructive pulmonary diseass or cor pulmonale, and in patients having a

1) can provide a dose schedule to a gradual di
of the medication.

10. Patients should be i o keep extended-
retease tablets in a secure place out of the reach of children. When oxycodone
hydrochloride extended-release tablets are no longer needed, the unused
tablets should ba destroyed by flushing down the toilet

Use in Drug and Alcohal Addiction

Oxycodone hydrochloride extended-release tablets are an opioid with no
approved use in the of addictive di: . Their proper usage in
individuals with drug or alcohol dependence, either active or in remission, is for the

'

management of pain requiring opioid analgesia. -
: Brug-Drug Interactions
Opioid including extended-release tablets,

decreased respiratory reserve, typoxia, hypercapnia, or pre-existing respiratory
depression. fn such patients, even usual therapeutic doses of oxycodone may
decrease respiratory drive to the point of apnea. In these patients afternative non-opioid
analgesics should be considered, and opicids should be employsd only under caretul
medical supervision at the lowest effestive dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fiuid pressure, and may be markedly exaggerated
in the presence of head injury, intracranial lesions, or other sources of pre-existing
increased intracranial pressure. Oxycodone produces efects on pupillary
response and consciowsness which may obscure neurologic signs of further
increases in intracranial pressure in patients with head injuries.

Hypotensive Etfect .

Oxycodone hydrochlaride extended-release tablets may cause severe hypotension.
There is an added risk to individuals whose ability to maintain biood pressure has
been compromised by a depleted blood volume, or after concurrent administration
with drugs such as phenothiazines or other agents which compromise vasomotor

may enhance the neuromuscular blocking action of skeletal muscle refaxants and
produce an i degree of respi Y i

o is in part to via cy P450 296.
While this pathway may be blocked by a variety of drugs (e.0-, certain cardiovascular
drugs including amiodarone and quinidine as well as polycyelic antidepressants),
such blockade has not yet been shown to be of clinical significance with this agent.
Clinicians should be aware of this possibie interaction, however.

Use with CNS Depressanis

Oxycodone hydrochloride extended-release tablets, like all opioid analgesics.
should be started at 1/3t0 1/2 of the usual dosage in patients who are concurrently
receiving other central nervous system depressants including sedatives or hypnotigs,
general anesthetics, phenothiazines. centrally acting anti-emetics, tranquilizers,
and alcohol because respiratory ion, ion, and profound sedation
or coma may result. No specific i ion between and i
oxidase inhibitors has been observed. but caution in the use of any opioid in
patients taking this class of drugs is appropriate. "
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American Pain Society.

Oxycodone hydrochloride extended-release 1ablets are not indicated for pain in the
immediate post-operalive period (the first 12 to 24 hours foliowing surgery), or it
the pain is mild, or not expected to persist for an extended period of time.
Oxycodone hydrochloride extended-release tablets are only indicated for post-
operative use if the patient is already receiving the drug prior to surgery or if the
post-operative pain is expected to be moderate to severe and persist for an extend-
ed period of time. Physicians should individualize treatment, moving from parenteral
to oral ics as iate. {See ican Pain Society guideli

or is receiving 2 course of therapy with a pure opicid agonist analgesic such as
oxycodone. In this situation, mixed ‘agonisi/antagonist analgesics may reduce the
ic effect of and/or may precipi i in
these patients.
y Surgery and Post-Op Use
Oxycodone hydrochioride extended-release tablets are not Indicated tor pre-emplive
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pain}.

CONTRAIRDICATIONS
Oxycodone hydrochloride extended-release tablets are contraindicated in patients
with known hypersensitivity to oxycodone, or in any situation where opioids are

i -rel tablets are not i for pain in
the immediale post-operative period (the firsl 12 to 24 hours following surgety)
tor patlents not previousty taking the drug, because its salety in this setting has
no! been established.
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DRUG ABUSE AND ADDICTION).

Congcerns about abuse, addiction, and diversion should not prevent the proper
i of addiction to opioid analgesics in properly

managed patients with-pain has been reported to be rare. However, data are not

available to establish the.true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Board,
Authority for i on how to prevent and

Interactions with Aicohot and Drugs of Abuse
O may be expected fo have additive effects when used in conjunction with

alcohol, other opioids, or illicit drugs that cause central nervous system depression.

el \abtets are a mu-agonist oplold with
an abus Itability similar to morphine and are a Schedute |l controlted substance.

1 for single-dose AUC=AUCq.ir; for multiple-dose AUC=AUCq.;

and other opiolds used In anslgesia, can be abused

use, use for non-medical purposes,
and continued use despite harm or risk of harm. Drug addiction is a treatable
disease, utilizing 2 multi-disciplinary approach, but relapse is common.

“Drug seeking” behavior is very common in addicts and drug abusers. Drug-seeking
tactics include emergency calls or visits near the end of office hours, refusal to

Table 2
Mean [% coefficient
K Trough of pain. The
Regimen | Dosage Form AUCoo ¢, Tmax (hrs) | Conc.
(nghermuyt { ginly | T (ng/mi)
Single 4x40mg § .
Dose oxycodone 1935.3 1620 456 or State Controlled Su S
hydrochloride [34.7] 128.9] 42.3] na. detect abuse or diversion of this product
extended-release
tablets” A )~
2x80mg - . . - ;
oxycodone 1859.3 1534 278 DRUG ABU! ND i
hydrochloride [30.1] [25.1] 169.3) na. UG ABUSE AND ADDICTION
extanded-release
tablets” (]
1x 160 mg T and is subject to eriminal diversion.
oxycodong 1856.4 156.4 254 iction is ch: "
nydrochloride |  [305] | [248) | 164) | na Drug addiction s characterized by
extended-release
tablets”

* data obtained while volunteers received naltrexone whichr can enhance

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED
FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal volunteers
show that oxycodone hydrochloride extended-release tablels administered per
rectum resulied in an AUG 39% greater and a Cpgy 9% higher than tablets

peripheral vasodilation
wrthostatic hypotension.

e relationships between

by mouth. Therefore, there is an increased risk of adverse events
with rectal administralion.

* misuse for non-medica! purposes, often in
o !

undergo exami testing o referral, repeated “loss” of prescriptions,

( p ( and to provide prior medical records or
contact information for other treating physician(s). “Doctor shepping” to obtain
additional prescriptions is common among drug abusers and people suffering from
untreated addiction.

Abuse and addiction are separate and distinct from physical dep and

Regimen |  Dosage Form AlC ¢ P Té%:gh extended-release tablets are contraindicated in any patient who has or is suspected . . {ablels are only Indicated fo osi
max : of having paralytic ileus. ic: 1 posl-
{ng-hr/mL)t (ng'/':'nai) (fws) (ng/mL}) WAR:I:GDS e § operative use it the patient is already receiving the drug prior to surgery or i lhe
Single | 10 mg oxycodone : B oE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE v Ive pa led o e lo severs and parsist for an
Dose | _hydrchlorie 1007 106 27 na. SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED. extendsd perod of time. t R s erl, y;':‘g
ended-elezse | [266] ) (201 | [ ! TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE  oijgiines)
e * EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEASE AND | . - 3
20 mg oxycodone . ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE. Patients who are alregdy leclewn_m oxycodong hydroch!onde. extended-release
ydroctionde | 2078 | 24 S5 | M| Ouuodone Hytrachioride Extended Reloase B mg T ARE FOR usE (IS as gart ofongoing analgesi herapy ay b el oo e drug
tablets ? ’ K B OPIOID-TOLERANT PATIENTS ONLY. This tablat strangth may cause falal respiratory  grygs given, and the temporary changes In physiology caused by the surgical
oy - when to patients not previously exposed to opiocids. intervention (see DOSAGE AND ADMINISTRATION).
mg oxycodone Release 80 my Tablets are for use only in . T
i 3 drochl extended-rel I
e:lyf‘;%%h_l{”‘w: o 43233; ggg 37'14 na. opioid tolerant patients requiring dally axycodone equivalent dosages of 160 mp %yscggeg %:e‘; s%cow‘r,lnt%edecfe:see bgmis:\o%ﬁsnemdko:gm%%?g;ﬂ;:m
¢ mhlet: cas 133.3] 134.0] 4] or more. Care should be laken In the pvascrlh_lnu of this tablet slranglh. complication, especially afte intra-abdominal surgery with opioid analgesia. Caution
Palients shouid be instructed agalnst use by Individuals other than the patient g4 he taken to monitor for decreased bowe! motility in post-operative patients:
80 mg oxycodone for whom it was prescribed, as such inappropriale use may have severe medicat receiving opioids. Standard supportive therapy should be implemented.
hydrochloride 1085.5 98.5 3.1 na consequences, including death. Use in Pancreatic/Blllary Tract Diseate
mer}gﬁfgf-'e,“-* 1823} 1211 K23 Misuse, Abuse and Diversion of Opioids Oxycodone may cause ?pasm of the sphincter of Oddi and should be used with
- — is an opioid agonist of the morphine-type. Such drups are sought by drug  caution in patients with biliary tract disease, including acute pancreafitis. Opioids
Multiple | 10 mp oxycodone abusers and people with addiction disorders and are subject to criminal diversion. Yike oxycodone may cause increases in the serum amylase level. N
Dose é:yeﬂ;%%"_lgll:; . [1%’5 [13‘?'2.’] “;39'25] [ -‘178'211 Oxycodone can be abused in a manner similar o other opioid agonists, legal o ilicit. and Physical
wbletsgizn | ’ i - This should be e when p or dispen: e hy e Tolerance is the need for increasing doses of opioids to maintain a defined effect
— - - extended-release tablets in situations where the physician or p 5 suchas a (in the absence of disease progression or other external factors).
5 mg immediate- 99.0. 15.5 1.6 74 about an increased risk of misuse, abuse, or diversion. Physical is man by wi atter " ey
release g6h [36:2] [28.8) [48.7] 50.9] o y ide extended-release tablets have been reported as being  of a drug or upor inistration of an Physical and tolerance
1 for single-dose AUC=AUCqqf- formultiple-dose AUG=AUCq.7 abused by gmshinu, chewing, snorting, or injecting the _di_ssolved product These  are ot unusual during chronic opioid therapy.
- gata obtained while volunteers received naltrexone which cart enhance absorption practices will result in the uncontrolled delivery of the opicid and pose a The opioid absti or wi I sy is by some or all of
| risk {0 the abuser that could result in overdose and death (see WARNINGS and g, following: : yawning iration, chills,

myalgia, and mydriasis. Other symptoms also may develop. 'includino: imitability,
anxiety, he, joint pain, inal cramps, insomnia, nausea,
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rate, or heart
rate.

In general, opioids should not be abruptly discontinued (see DOSAGE AND
ADMINISTRATION: Cessalion of Tharapy).

Information for Patients/Caregivers (see PATIENT INFORMATION at the end of the

package insert)

if clinically advisable, patients receiving oxycodone nydrochloride extended-felease

tablets or their caregivers should bie given the following information by the physician,

nurse, pharmacist, or caregiver.

1. Patlents should be aware that y ide extended-rels
tablets contain which is a morphine-fike

2. Patients should be advised that oxycodone hydrochloride extended-release
tablets were designed to work properly only if swallowed whole. Oxycodone
hydrochloride extended-release tablets will release all their contents at once If
broken, chewed or crushed, resutting in a risk of fata) overdose.

3. Patients should be advised to report episodes of breakthrough pain and
adverse experiences occurring during therapy. Individualization of dosage is
gssential to make optimal use of this medication.

4. Patients should be advised not to adjust the dose of oxycodone hydrochioride
extended-release tablets without ing the ibing p i

5. Patients should be advised that oxycodone hydrochloride extended-release
tablets may impair mental and/or physical ability required for the performance
of potentialiy hazardous tasks {e.g., driving, operating heavy machinery).

6. Patients should not combine oxycodone hydrochloride extended-refease
tablets with alcohol or other central nervous system gepressants (sleep aids,

tolerance. Physicians should be aware that addiction may not be accompanied by

concurrent tolerance and symptoms of physical dependence in all addicts. In addition,-

abuse of opioids can occur in the absence of true addiction and is characterized by
ination with other p: i

15, as well as between
5 pupillary constriction.
elaxation.”

ration for analgesia will
10 have been previously
s must be treated with
The minimum effective
Hient may increase over

Food Eliects v
Food has no significant effect on the extent of ion of oxy from

y ide extended-release tablels. .
Distribution

Following intravenous administration, the volume of distribution {Vss)for oxycodone
was 2.6 L/xg. Oxycodone binding to plasma protein at 37°C 2nd a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skaletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has been found in breast milk
(see PRECAUTIONS).

Metabolism
0

v pain sy and/or

associated with typicat
1l relationship between
ing trequency of dose-
Aiting, CNS effects, and
tuation is altered by the
1d the relationship is not

:d {see DOSAGE AND
. for some patients will

3 tablets is primarily due
extended-release labiets
yver 12 hours.

extended-release tablets
in the rapid release ang

ded-release tablets is pH
+ hydrochioride extended-
87%. The relative oral
3se tablets to immediate-
g in normal voisnteers in
ed within 24 to 36 hours.
hed tor the 10 mg, 20 mg,

y is i ized to

and their gl . The major ck i te is y with an
AUC ratip of 0.6 refative to that of oxycodone. Noroxycodone:is reporied to be 2
considerably weaker analgesic than oxycodone. Qxymorphone, afthough possessing
analgesic activity, is present in the plasma only in low concentrations. The cormelation
between oxymorphone concentrations and opioid effects was much less thian that

Y y extended-release tablets, ike other opioids,
have been diverted for non-medical use. Gareful record-keeping of prescribing
information, including quantity, frequency, and renewal requests is strongly
advised.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation
of therapy, and proper dispensing and storage are appropriate measures that help
to limit abuse of opioid drugs.

b tablets are intended for oral use
only. Abuse of the crushed tablet poses 3 hazard of overdose and death. This
visk is Increased with concurrent abuse of atcehol and other Wilh

5) except by the orders of the prescribing physician. because
dangerous additive effects may occur, fesulting in serious injury or death.

7. Women of childbearing potential who hecome, or are planning to become,
pregnant should be advised to consult their physician regarding the effects of

analgesics and other drug use during pregnancy on themselves and their ©

unborn child.

8. Patients shoutd be advised that oxycodone hydrachloride extended-release
tablets are a potential drug of abuse. They should protect it from theft, and it
should never be given to anyone other than the individual for whom it was prescribed.

9. Patients should be advised that if they have been receiving treatment with
oxycodone hydrochloride extended-release tablets for more than a few weeks
and cessation of therapy is indicated, it may be appropriate to laper the
oxycodone hydrochloride extended-release tablets dose, rather than abruptly
discontinue it, due to the risk of precipitating withdrawal symptoms. Their

parenteral abuse, the lablet excipients can be axpected to resvit in local tissue

necresls, intection, and visk ot endocarditis

and valvular heart Injury. Parenteral drug abuse Is commonly associated wilh

transmisslon of inleclious diseases such as hepatilis and HIV.

Respiralory Deprassion

Resplratory depression is the chief hazard from oxycodone, the active ingredientin
ide extended-release tablets, as with all opicid agonists.

seen with oxy plasma The ic actvity profile of other
metabolites is not known.
The ion of oxymorp! , but not is medhated by ¢y

P450 206 and, as such, its formation can, in theory, be affected by other drugs
{see Drug-Drup Interactions).

Excretion :

Oxycodans and its metabolites are excreted primarily via the kidney. The amounts
measured in the vrine have been reported as follows: free oxycodone up to 19%;
conjugated oxycodone up to 50%; free oxymorphone 0%; conjugated oxymorphone
<14%; both free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for agults.

Special Populations

Eiderly

The plasma ions of oxy are only affected by age, being
15% greater In elderly as compared to young subjects.

Gender

Female subjects have, on average, plasma up to 25%

piratory is a particular problem in elderly o debilitated patients,
usually following large initial doses in non-tolerant patients, or when opioids are
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chronic
i y disease of cor and in patients having a i

p can provide a dose schedule to a gradual di
of the medication.

. Patients should be i 0 keep Y extended-
release tablets in a secure place out of the reach of children. When oxycodone
hydrochloride extended-release tablets are no longer needed, the unused
tablets should ba destroyed by flushing down the toilet

Use In Drug and Algohal Addiction

Oxycodone hydrochioride extended-release tablets are_an opioid with no

approved use in the of addictive di Their proper vsage in

individuals with drug or alcohol dependence, either active of in remission, is for the

management of pain requiring opioid analgesia. E

Dn;u-Dmn Inle!zcllpns

=1

i
decreased respiratory reserve, hypoxia, hypercapnia, or pre-gxisting respiratory
depression. !n such patients, even usual therapeutic doses of oxycodone may
decrease respiratory drive to the point of apnea. In these patients aiternative non-opioid
analgesics should be considered, and opioids shoutd be employed only under careful
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant eflects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fiuid pressure, and may be markedly exaggerated
in the presence of head injury, intracranial lesions, or other sources of pre-existing

higher than males on a body weight adjusted basis. The reason for this difference
is unknown.

Renal impairment H

Data from a pharmacokinetic study involving 13 patients with mild to severe renal

dysfunclion (creatinine clearance <60 mi7min) show peak plasma oxycodone and

eak plasma levels {Cmay)
e and e

igated metabolites. The
ministration of oxycodone
smpared 10 3.2 hours for

; the central compartment
yavailability is due to low
Jnteers, the t1/2 of absorp-
. In contrast, oxycodone
« absorption pattern with
which describes the initial
inged release.

20 mg, 40 mg, 80 mg, and

”tor ¥ and oxy

50% and 20% higher, respectively, and AUC values
oy 60%, 50%, and 40% higher than
normal subjects, respectively. This is accompanied by an increase in sedation but
not by differences in respiratory rate, pupiliary constriction, or several other measures
of drug effect. There was an increase in 11/2 of elimination for oxycodone of only 1 hour
(see PRECAUTIONS).

Hepatic Impairment

Data from a study involving 24 patients with mild to moderate hepatic dysfunction
show peak plasma oxy and Y [ Sons 50% and 20%
higher, respectively, than normat subjects. AUC values are 95% and 65% higher,
respectively. Oxymorphone peak plasma concentrations and AUC vatues are lower
by 30% and 40%. These dillerences are accompanied by increases in some, but
not other, drug effects. The 1V/2 elimination for oxycodone increased by 2.3 hours
(see PRECAUTIONS).

Drug-Drug Interactions (see PRECAUTIONS)
O is ized i

which

rations {Cpa,) and extent
1 half-lite of elimination of

in part by ¢y P450 206 to oxy

pressure.  Oxycodone produces effects on pupillary
response and® consciousness which may obscure neurologic signs of further
increases in intracranial pressure in patients with head injuties.

Hypolensive Eftect

Oxycodone hydrochloride extended-release tablets may cause severe hypotension.
There is an added risk to individuals whose ability to maintain blood pressure has
been compromised by a depletad blood volume, or after concurrent administration
with drugs such as phenothiazines or other agents which compromise vasomotor
tone. Oxycodone may produce orihostatic hypotension in ambulatory pa}iem.s.

Opioid including y extended-release tablets,
may enhance the neuromuscular blocking action of skeletal muscle relaxants and
produce an i degree of respiratory depressi

Oxy is ized in part to via ¢y P450 206.
While this pathway may be blocked by a variety of drugs {e.0., certain cardiovascutar
drugs including amiodarone and quiniding as well as polycyclic antidepressants),
such blockade has not yet been shown to be of clinicat significance with this agent.
Clinicians should be aware of this possible interaction, however.

Use with CNS Depressants
Oxycodone hydrochloride extended-release tablets, like all opioid analgesics.
should be started at 173 to 1/2 of the usual dosage in patients who are concurrently
receiving other central nervous system depressants incluging sedatives ot hypnotics,
general anesthetics, phenothiazines, centrally acting anti-emetics, tranquilizers,
and aicoho! because iratory depressi ion, ang profound sedation
or coma may result. No specific i between I
oxidase inhibitors has been observed, but caution in the use of any opioid in
patients taking this class of drugs is appropriate.

genesi i of Fertillty !
Studies of to evaluate its carcinogenic potential have not been conducted.

Oxycodane, like afl opioid of the ",,,’,_shpuld be

with caution to patients in clrculatory shock, since by the

drug may turther reduce cardiac output and blood pressure..
PRECAUTIONS

General
Opicid have a narrow ic index in certain patient populations,
ially when ined with GNS dep. drugs, and should be reserved tor

[y, was not ic in the following assays: Ames Saimonella and E. coli
test with and without metabolic activation at doses of up 1o 5000 meg, chromosemai
aberration fest in human lymphocytes in the absence of metatolic activation at
doses of up to 1500 mcg/mL and with activation 48 hours after exposure at doses
of up to 5000 mcg/mL, and in the /7 vivo bone mariow micronucleus test in fice
(at plasma levels of up to 48 mcg/mL). Oxycodone was clastogenic in the human

cages where the benefits of opioid analgesia outweigh the known risks of resp y
depression, altered mental state, and postural hypotension.

Use of oxycodone hydrochloride extended-refease tablets is associated with
increased potential risks and should be used only with caution in the i

| assay in the presence of metabolic activation in the
human chromosomal aberration test (at greater than or equal to 1250 mog/mt) at
24 but not 48 hours of exposure and in the mouse lymphoma assay at doses of
50 meg/mL of greater with metabolic activation and at 400 mcg/mL or greater

conditions: acute alcoholism; adrenacortical insufficiency (e.g., Addison’s
disease); CNS depression or coma; delirium tremens; debilitated patients;

without

1
'
i




Pregnancy

Teratogenic Effects-Category B: Regroduction studies have been performed in rats
and rabbits by oral administration at doses up to 8 mg/kg and 125 mg/kg. respectively.
These doses are 3 and 46 times 2 human dose of 160 mg/day. based on mg/kg
basis. The results did niot reveal evidence of harm to the fetus dug to oxycodone.
There are, however, no adequate ang well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response.
this drug should be used during pregnancy only if clearly needed.

Labor and Delivery
0

ydro tended-rel tablets are not for use

in women during and immediately prior to labor and delivery because oral opioids

may cause respiratory depression in the newbom. Neonates whose mothers have

heen taking oxycodone chronically may exhibit respiratory depression and/or

withdrawal symptoms, either at birth and/or in the nursery.

Nirsing Mothers

Low concentrations of oxycodone have been detected in breast milk. Withdrawal

symptoms can occur in breast-feeding infants when maternal administration of an

opioid analgesic is stopped. Ordinarily, aursing should not be undertaken while 2

patient is receiving oxycodone hydrochloride extended-release tablets because of

",'Q nossibility of sedation and/or respiratory depression in the infant.

Pedialric Use

Safety and i of extended-release tablets

have not been established in pediatric patients befow the age of 18. It must be
that i ded-release lablets cannol be

crushed or divided for administration.

Geriatric Use

In controlied pharmacokinetic studies in elderly subjécts (greater than 65 years)
the clearance of oxycodone appeared to be slightly reduced. Compared to young
aduits, the plasma concentrations of oxycodone were increased approximately
5% (see PHARMACOKINETICS AND METABOLISM). Of the total number of subjects
(445) in clinical studies of oxycedone hydrochloride extended-release tablets, 148
(33.3%) were age 65 and older (including those age 75 and ofder) while 40 (9.0%)
were age 75 and older. In clinical trials with appropriate initiation of therapy and
dose titration, no untoward or unexpected side effects were seen in the elderly
patients who received oxycodone hydrochloride extended-release tablets. Thus,
the usual doses and dosing intervals are appropriate for these patients. As with all
opioids, the starting dose should be reduced to 1/3 to 172 of the usual dosage in
debilitated, tolerant patients. iratory ion is the chief hazard in elderly
or debilitated patients, usually following large initial doses in non-tolerant patients,
or when opioids are given in conjunction with other agents that depress respiration.

Laboratory Menitoring

Due to the broad range of plasma concentrations seen i clinical populations. the
varying degrees of pain, and the development of tolerance, plasma oxycodone
rmeasurements are ustally not helpful in clinical management. Plasma concentrations
of the active drug substance may be of value in selected, unusual or complex cases.

Hepatic Impairment
A study of oxycodone hydrochioride extended-release tablets in patients with
hepatic impairment indicates greater plasma concentrations than those with normat
Junction. The initiation of therapy at 1/3 to 1/2 the usual doses and carefui dose
titration is warranted.

Renal tmpairment

The.pure opioid antagonists such as naloxone or naimefene are specific antidotes
against i y depression from opioid dose. Opioid ists should
not be administered in the absence of clinically significant respiratory or circulatory

ormore. Lare Shouid O€ TdKen L INe PrEsCrining ol His 1duict 3cHyul. ¥ aucus

shauld be instructed against use by individuals other than the patient for

whom it was prescribed, as such inappropriate use may have severe medical
i ing death.

depression secondary to oxycodone overdose. In patients who are
dependent on any opioid agonist including oxycodone hydrochloride extended-
release tablets, an abrupt or complete reversat of opioid effects may precipitate an
acute abstinence syndrome. The severity of the withdrawal syndrome produced will
depend on the degree of physical dependence and the dose of the antagonist
administered. Please see the prescribing information for the specific opicid
antagonist for details of their proper use.

DOSAGE AND ADMINISTRATION

General Principles

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPI0ID
AGONIST AND A SCHEDULE |} CONTROLLED SUBSTANCE WITH AN ABUSE
LIABILITY SIMILAR T0 MORPHINE.

GXYCODONE, LIKE MORPHINE AND OTHER OPIDIDS USED iN ANALGESIA, CAN BE
ABUSED AND IS SUBJECT TO CRIMINAL DIVERSION.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS T0 THE RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Supplemental Aqalgesia

Most patients given around-the-Clock therapy with extended-release opioids may
need to have immediate-release medication available for exacerbations of pain or
to prevent pain that occurs predictably during certain patient activities (incident
pain).

Maintenance of Therapy

The intent of the titration period is to establish a patient-specific q12h dose that will
maintain adequate analgesia with acceptable side effects for as long as pain refief
is necessary. Should pain recur then the dose can be incrementally increased to
re-establish pain control. The method of therapy adjustment outlined above should
be employed to re-establish pain coatrol.

During chroni¢ therapy, for pain sy , the i
need for around-the-clock opioid therapy should be reassessed periodically (e..,
every § 10 12 months) as appropriate.

Cessation of Therapy

When the patient no longer requires iherapy with oxycodone hydrochloride extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of wi in the i patient.

I treating pain itis vital to assess the patient regularly and sy Therapy

should also be reguiarly reviewed and adjusted based upon the patient’s own-

reports of pain and side effects and the health professional's clinical judgment.

Oxycodone hydrochloride extended-release fablets are indicated for the management of
moderae to severe pain requiring treatment with a strong opioid for i

from de Exiended-Release Tablsls to Parenteral

Gpiolds
To avoid overdose, conservative dose conversion ratios should be followed.

SAFETY AND HANDLING
Oxycod i

around-the-clock analgesia for an extended period of time. The extended-release
nature of the ion allows the oxy ide exiended-release tablets
to be effectively administered every 12 hours (see CLINICAL PHARMACOLOGY;
PHARMACOKINETICS AND METABOLISM). While symmetric {same dose AM and
PM), around-the-clock, q12h dosing is appropriate for the majority of patients,
some patients may benefit from asymmetric (different dose given in AM than in
PM) dosing, tailored to their pain pattern. Itis usually appropriate to treata patient
with only one opioid for around-the-clock therapy.

y extended-release tablets are solid dosage forms that
contain which is a Like i is
controlled under Schedule I of the Controfied Substances Act.

Oxycodone. hydroshloride extended-release tablets have been targeted for theft
and diversion by criminals. Heaithcare professionals should contact their State
Professional Licensing Board or State Controlled Substances Authorily for infor-
mation on how to prevent and detect abuse or diversion of this product.

HOW SUPPLIED
0 t

Physicians should individualize treatment using a plan of pain
such as outlined by the World Heaith Organization, the American Pain Society and
the Federation of State Medical Boards Model Guidelines. Health care professionals
should follow approp pain incij of careful and
ongoing monitoring [See BOXED WARNINGS).

Initiation of Therapy E

\tis critical to initiate the dosing regimen for each patient individually, taking into
account the patient's prior opioid and non-opioid analgesic treatment. Attention
should be given to:

the general condition and medical status of the patient;

the daily dose, potency and kind of the analgesic(s) the patient has been taking:
the reliabifity of the conversion estimate used to calculate the dose of oxycodane;
the patient's opioid exposure and opioid tolerance (if any);

special safely issues iated with i Y i
extended-release tablets doses at or exceeding 160 mg qi2h (see Special

Ll ol

In patients with renal impairment, as d by d i

(<60 mL/min), the concentrations of oxycodone in the plasma are approximately
50% higher ¢han in subjects with normal renal function. Dose initiation should follow
aconservative approach. Dosages should be adjusted according to the clinical situation.

Gender Differences .
In pharmacokinetic studies, opioid-naive females demonstrate up to 25% higher
average plasma ions and greater of typical opioid adverse
events than males, even after adjustment for body weight. The clinical relevance
of a difference of this magnitude is low for a drug intended for chronic usage at
individualized dosages. and there was no male/female difference detected for efficacy
or adverse events in clinical trials.

ADVERSE REACTIONS

The safety of y ide extended:rel tablets was in
double-blind clinicat trials involving 713 patients with moderate to severe pain of
various etiologies. in open-iabel studies of cancer pain, 187 patients received oxycodone
hydrochioride extended-release tablets in total daily doses ranging from 20 mg to
640 mg per day. The average total daily dose was approximately 105 mg per day.

Serious adverse reactions which may be iated with y
extended-release tablet therapy in clinical use are those observed with other opioid
ics, including respi y ion, apnea, i y arrest, and (to an
even lesser degree) circulatory depression, hypotension, or shock (see OVERDOSAGE).
The non-serious adverse events seen on initiation of therapy with oxycodone
hydrochioride extendedelease tbleis are typlcal oplold side extects. These events
are dose-dependent, and their frequency depends upon the dose, the clinical setting,
the patient’s level of opioid tolerance, and host factors specific to the individual.
They should be expected and managed as a part of opioid analgesia. The most frequent
(>5%) include: constipation, nausea, somnolence. dizziness, vomiting, pruritus,
headache, dry mouth, sweating, and asthenia.
In many cases the frequency of these events during initiation of therapy may be
inimized by caretul individualization of starting dosage, slow titration, and the
avoidance of large swings in the plasma concentrations of the opioid. Many of
these adverse events will cease or decrease in intensity as oxycodone hydrechloride
extended-release tablets therapy is continued and some degree of tolerdnce is
developed.’

Clinical trials comparing oxycodone hydrochloride extended-release tablets with

immediate-release oxycodone and placebo, revealed a similar agverse event profile
between oxycodone hydrochloride extended-release tablets and immediate-release
oxycodone. The most common adverse events (>5%) reported by patients at least
once during therapy were:

Table 3
Oxy iate-Refeast Placebo
Hydrochloride (n=225) (n=45)
. Extended-Release Tabiets
(n=227) .
(%) (%) (%)
Constipation 23 -2 7
Nausea 23 27 1
Somnolence 23 24 4
Dizziness = 13 16 9
Pruritus 13 12 2
Vomiting 12 14 7
Headache 7 ' 8 7
Dry Mouth 6 7 2
Asthenia” [ 7 -
Sweating 5 6 2

The following adverse experiences were reported in oxycodone hydrochloride
extended-release tablets treated patients with an incidence between 1% and 5%. In
descending order of frequency they were anorexia, hervousness, insomnia, fever,
ion, diarrhea, inal pain, ia, rash, anxiety, euphoria, dyspnea,
postural hypotension, chills, twitching, gastritis, abnormal dreams, thought
abnormalities, and fiiccups.
The following adverse reactions occurred in less than 1% of patients involved in
chinical trials or were reported in post marketing experience:
General: accidental injury, chest pain, facial edema, malaise. neck pain, pain
Cardiovascutar: migraine, syncope, vasodilation, ST depression
igesti i i disorder, i

apzetite, nausea and vomiting, stomatitis, ileus'
Hemic and Lymphatic: lymphadenopathy

for Extended-Release Tablets, 80 mg): and
6. the balance between pain control and adverse experiences.

Care should be taken to use low initial doses of oxycodone hydrochloride extended-
release tablets in patients who are not already opioid-tolerant, especially those who
are receiving concurrent treatment with muscie relaxants, sedatives, or other CNS
active medications (see PRECAUTIONS: Drug-Drug Interactions).

For initiation of oxycodone hydrochloride extended-release tablets therapy for
patients previously taking opioids, the conversion ratios from Foley, KM. [NEJM,
1985; 313:84-95), found below, are a reasonable starting point, aithough not verified
in well-controtled, multipie-dose trials.

Oxycodone hydrochloride extended-release tablets should be individually fitrated

to a dose that provides adequate analgesia and minimizes side effects.

1. Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.

2. When converting from oxycodone, divide this 24-hour oxycodone dose in half
10 obtain the twice a day (q12h) dose of oxycodone hydrochioride extended-
release tablets.

3. Round down to a dose which is appropriate for the tablet strength available
(80 mg tablets).

4. Discontinue all other around-the-clock opioid drugs when oxycodone
hydrochloride extended-release tablets therapy is initiated.

5. No fixed conversion ratio is likely to be satisfactory in all patients, especially
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, and close observation and frequent titration
are indicated unti! patients are stable on the new therapy.

Table 4 ;
Multiplication Factors tor Converling the Daily Dose of
Prior Oploids to the Daily Dose of Oral Oxycodone®
(Mg/Day Prior Opioid x Factor = Mg/Day Orat Oxycodone)

Oral Prior Opioid K Parenteral Prior Opioid

Oxycodone - 1 —
Codeine 0.15 —
Hydrocodone 09 —
Hydromorphaone 4 20
Levorphanol 75 - 15
Meperidine 0.1 04
Methadone 15 3
Morphine 0.5 3

*To be used only for conversion io oral oxycodone. For patients receiving high-dose
parenteral opioids, a more conservative conversion is-warranted. For example, for
tigh-dose parenteral morphine, use 1.5 instead of 3 as a multiplication factor.

1n all cases, supplementat analgesia (see below) shouid be made available in the
form of a suitable short-acting analgesic.

Y y Extended-Refease Tablets, 80 mg are green, film-coated,
oval, convex tablets debossed with 93" on one side and “33° on the other side.
They are avaifable in bottles of 100.

Store at controlled room temperature, between 20° and 25°C (58° and 77°F) (see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a chitd-
resistant closure (as required).

CAUTION
DEA Order Form Required.

Il
PATIENT INFORMATION C
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mp

Read this Information carefully betore you take oxycodone hydrochloride
extended-release tablels. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition or your treatment. Only you and
your doctor can degide if oxycodone hydrochloride extended-release tablets are
right for you, Share the important information in this leafiet with members of your
household. -

What Is The Mos! Imporiant Information i Should Know About Oxycodone
Hydrechloride Exiended-Release Tablets?
. Use : o
tells you to.

| tablets the way your doctor

Use y i {ablsts only for the condition
tor which it was prescribed.

tablets are not for occasional
{"as needed”) use.

«  Swallow the tablets whole. Do not break, crush, dissolve, o chew them
before ing. Oxy y ide extended-release fablets work
propery over 12 hours only when swallowed whole. If a tablet 1s broken,
crushed, dissolved, or chewed, the entire 12 hour dose will be absorbed
info your Bocy all at once. This can be dangerous, causing an overdose,
and possibiy death.

eep ¥ tablets out of the reach of

children. Actidental overdose by a child is dangerous and may result in death.

«  Prevent thet and misuse. Oxycodone hydrochloride extended-release tablets
contain a narcotic painkiller that can be a target for people who abuse prescription
medicines. Therefore, keep your tablets in a secure place, to protect them
from theft. Never give them 1o anyone else. Sefiing or giving away this medicine
is dangerous and against the law.

What are i Release Tablels?

Oxycodone hiydrochloride extended-release tablets come in several strengths and

contain the medicine oxycodone (ox-e-KOE-done). This medicine isa painkilter like
phi [t ide extended-release tablets treat moderate to

severe pain that is expected to last for an extended period of time. Use oxycodone

hydrochloride extended-reiease tablets regularly during treatment. They contain

enough medicing to fast for up to twelve hours.

Who Should Not Take Oxycodone Hydrochloride Extended-Release Tablets?
Do not take i I tabi

«  your doctor did not prescribe oxycodone hydrochloride extended-release tablets -

for you.
o your pain is mild or will go away in a few days.
«  your pain can be oy ional use of other

«  you havé severe asthma of Severs kung problems. -
«  you have had a severe allergic reaction to codeine; hydrocodofe, diydrocodeine,

or oxycodone (such as Tylox*, Tylenol with Codeine™, or Vicodin®®). A severe:

allergic reaction includes 2 severe rash, hives, breathing probtems, of dizziness.
«  you had surgery less than 12 to 24 hours ago and you weré not taking
oxycodone hydrochioride extended-release tablet;‘iust before surgery.
Your doclor should know about all your medical conditlons before deciding if

Oxycodone hydrochloride extended-refease tablets can be safely used i
with usual doses of non-opioid analgesics and analgesic adjuvants, provided care
is taken to select a proper initial dose (see PRECAUTIONS).

Conversion from Transdermal Fentanyl to
Release Tablels

Eighteen hours following the removal of the transdermal fentanyt patch, oxycodone
hydrochloride extended-release tablets treatment can be initiated. Although there
has been no systematic assessment of such conversion, a conservative oxycodone
dose, approximately 10 mg q12h of oxycodone hydrochloride extended release
tablets should be initially substituted for each 25 meg/hr -fentanyl transdermal
patch, The patient should be followed closely for early titration, as there is very
limited clinical experience with this conversion.

Managing Expected Opioid Adverse Experiences

Most patients receiving opioids, especially those who are opioid-naive, will experience
side effects. Frequently the side effects from oxycodone hydrochloride extended-
release tablets are transient, but may require evaluation and management. Adverse
gvents such as ipation should be antici and treated agoressively and
prophylactically with a stimulant laxative and/or stool softener. Patients do not
usually become tolerant to the constipating effects of opioids.

Other opioid-related side effects such as sedation and nausea are usually self-limited
and often do not persist beyond the first few days. If nausea persists and is

y extended-release tablets are cight for you and what dose
is best. Teil your doctor about all of your medical problems, especially the ones
listed below: ST

« trouble breathing or lung problems

« head injury '

« liver or kidney problems

«  adrenal giand problems, such as Addison’s disease

«  convulsions or seizures

= alcoholism

» hallucinations or other severe mental problems

«  pastor present substance abuse or drug addiction

it any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochloride extended-release
tablets.

W you are pregnant or plan 1o hecome pregnant, talk wilh your doctor. Oxycodone
hydrochloride extended-release tablets may not be right for you. Tell your doctor
it you are breast feeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Teli your declor about ail the medicines you take, including prescription and

to the patient, with anti tics or other may relieve these
symptoms and shouid be considered.
‘of Dosage

edema, | edema,

d i Y 1yp ia,
syndrome of inappropriate antidiuretic normone secretion, thirst

Nervous: abnormal gait, agitation, amnesia, pressi
lability, inati ypeckinesi malaise,
seizures, speech disorder, stupor, tinnitus, tremor, vertigo. withdrawal syndrome wi
or without seizures

RJspiralnry'. cough increased, pharyngitis, voice alteration

Skin: dry skin, exfoliative dermatitis, urticaria

Special Senses: abnormat vision, taste perversion

Urogenital: amenorthea, decreased _Iibido. dysutia, hematuria, impotence, polyuria,

Once therapy is initiated, pain relief and other opioid effects should be frequently
assessed. Patients should be titrated to adequate effect (generally mild or no pain
with the regular use of no more than two doses of supplemental analgesia per 24
hours). Patients who experience breakthrough pain may require dosage adjustment
or rescue medication. Because steady-state plasma concentrations are approximated
within 24 to 36 hours, dosage adjustment may be carried out every 1 to 2days. It
is most appropriate to increase the q12h dose, not the dosing frequency. There is
no clinical information on dosing intervals shorter than ql2h. As a guideline,
except for the increase from 10 g to 20 mg ¢12h, the total daily oxycodone dose
usually can be increased by 25% to 50% of the current dose at each increase.

It signs of ive opioid-refated adverse are observed, the next dose
wnmes b eadinod U thic adi feads tn i ia, a

non-pr vitamins, and herbal supplements. They may cause

serious medical problems when taken with oxycodone hydrochioride extended-release

tablets, especially if they cause drowsiness.

How Shauld 1 Take id -Retease Tablels?

«  Foilow your doctar's directions exactly. Your doctor may change your dose
based on your reactions to the medicine. Do not change your dose unless
your doctor tells.you to change it. Do not take oxycodone hydrochioride
extended-release tablets more often than prescribed.

«  Swatlow the tablets whole. Do not break, crush, dissolve, or chew before
swallowing. U the lablets are not whale, your body will absorb loo much
medicine at one time. This can lead to setigus problems, Including over-
dose and death.

«  {you miss 3 dose, take it as soon as possible. If itis almost time for your next
dose, skip the missed dose and go back to your requiar dosing schedule. Do
ot take 2 doses at once unless your doctor teils you to.

e cmm =8 avinmdnna mall e Ineal amarasney sumber ar nnisan control center
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« Do not drive, operate t
dangerous aclivities
Oxycodone hydrochiori
+ Do notdrink alcohol wi
tablets. ft may increas
+ Do not take other medi
include prescription and
Be especially careful at

What are the Possible Side
Tablets?

Call your daclor or gel me:
«  your breathing slows o
*  you feel faint, dizzy, co
Some of the common side
tablets are nausea, vomiting
sweating, weakness, and h
continued use.

There is a risk of abuse or
drugs in the past, you may
again while using oxycodo
know how often patients wit
but the risk has been repor

These are not all the possible
tablets. For a complete lis

General Advice About Oxy
« Do not use oxycodon:
tor which it was not p
« Do not give oxycodont
even if they have the
cause severe medical

«  Store oxycodone hyd
temperature, between
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Norsing Mothers

Low concentrations of oxycodone have been detecled in breast milk. Withdrawal
symptoms can ‘occur in breast-feeding infants when maternal administration of an
opioid analgesic is stopped. Ordinarily, nursing should not be undertaken white a
patient is receiving oxycodone hydrochloride extended-release tablets because of
the possibility of sedation and/or respiratory depression in the infant.

Pediatic Use

Satety and i of ide extended-release tablets

have not heen eslabllshed in pediatric paoems below the age of 18. It must be
k tablets cannot be

crushed or dlvlded for administration,

Geriatric Use
In controlled pharmacokinetic studies in elderly subjects (greater than 65 years)
the clearance of oxycodone appeared to be slightly reduced. Compared to young
adillts, the plasma concentrations of were
15% (see PHARMACOXINETICS AND METABOLISM). Of the total number of subjects
(445) in clinicat studies of oxycodone hydrochloride extended-release tablets, 148
(33.3%) were age 65 and older (including those age 75 and older) while 40 (9.0%)
were age 75 and older. In clinical trials with appropriate initiation of therapy and
dose titration, no untoward or unexpected side effects were seen in the elderly
patients who received oxycodone hydrochloride extended-release tablets. Thus,
the usual doses and dosing intervals are appropriate for these patients. As with all
opioids, the starting dose should be reduced to 1/3 10 172 of the vsual dosage in
tolerant patients. Y ion is the chief hazard in elderly
or debilitated patients, usually lollowma large initial doses.in non-tolerant patients,
or when opioids are given in conjunction with other agents that depress respiration.

Laboratory Monltoring

Due to the broad range of plasma concentrations seen in clinical popuiations, the
varying degrees of pain, and the development of tolerance, plasma oxycodone
measurements are usualty not helpful in clinical management. Plasma concentrations
of the active drug substance may be of value in selected, unusual or complex cases.

Hepallc Impaisment
A study of oxycodone hydrochioride extended-release tablets. in pamants with
hepatic impaimnent indicates greater plasma concentrations than those with normal
{nction. The initiation of therapy at 1/3 to 1/2 the usual doses angd careful dose
titration is warranted.

Renal Impairment

OXYCODONE, LIKE MORPHINE AND OTHER OPIOIDS USED IN ANALGESIA, CAN BE
ABUSED AND )S SUBJECT TO CRIMINAL DIVERSION.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS TO THE RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

In treating pain it is vita! to assess the patient reguiarly and Therapy

De employes 10 re-estaDNSN pam conwol.

Ouring chronic therapy, for
need for around-the-clock opioid therapy snould be reassessed penodrcally [{X'
every 6 to 12 months) as appropriate.

Cessation of Therapy

When the patient no longer requires therapy with oxycodone hydrochloride extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of wil in the patient.

should also be regularly reviewed and adjusted based upon the patient’s own
reports of pain and side effects and the health professional’s clinical judgment

Oxycodone hydrochloride extended-release tablets are indicated for the management of
moderate to severe pain requiring treatment with a strong opioid for

rom ide Extended-Release Tablets {o Parentera)
Dpioids

. To avoid overdose, conservative dose conversion ratios should be followed.

SAFI:'I’Y AND HMIDLIN_G

around-the-clock analgesia for an extended period of time. The extended-release
nature of the ion allows the ide extended-release tablets
to be effectively administered every 12 hours. (see CLINICAL PHARMACDLOGY,
PHARMAGCOKINETICS AND METABOLISM). While symmetric (same dose AM and
PM), around-the-clock, q12h dosing is appropriate for the majority of patients,
some patients may benefit from asymmetric {ditferent dose given in AM than in
PM) dosing, t2ilored to their pain pattern. Itis usually appropriate to treat a patient
with only one opioid for around-the-clock therapy.

e.xlended release tablets are solid dosage forms that
contzln whicl Like is
controlled under Schedule lI ol the Controlled Substances Act

Oxycodone hydrochloride extended-release tablets have been targeted for theft
and diversion by criminals. Healthcare professionals should contact their State
Professional Licensing Board or State Controlled Substances Authority for infor-
mation on how to prevent and detect abuse or diversion of this product.

HUW SUPPLIED

Extended-Release Tablets, 80 my are green, film-coated,

Physicians should individualize treatment using a plan of pain
such as outlined by the World Health Organization, the American Pain Society and
the Federation of State Medical Boards Model Guidelines. Health care professionals
shouid follow appropriate pain management principles of caretul assessment and
ongoing monitoring {See BOXED WARNINGS).
Initiation of Therapy
itis criltical to initiate the dosing regimen for each patient individually, taking into
account the patient’s prior opioid and non-opioid analgesic treatment. Attention
should be given to:

the general condition and medical status of the patient;

the daily dose, potency and kind of the analgesic{s) the patient has been taking;

the patient’s opioid exposure and opioid tolerance (if any);

oval convex tablels debossed with “93" on one side and “33" on the other side.
They are available in botttes of 100.

Store at controlléd room temperature, between 20° and 25°C (68° and 77°F) {see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a child-
resistant closure (as required).

CAUTIOR
DEA Order Form Reguired.

PATIENT INFORMATION C
OXYCODONE HYDROGHLORIDE EXTENDED-RELEASE TABLETS, 80 mp

2.
3. the refiability of the conversion estimate used to calculate the dose of oxycodone;
4
5.

special safety issues with ion to

extended-release tablets doses at or exceeding 160 rno qi2h (see Special |

for ide Extended-Release Tablets, 80 mg); and

In patients with renal impai as evi By
(<60 mL/min), the concentrations of oxycodone inthe plasma are approximalely

.50% higher han in subjects with normal-renal furiction. Dose initiation should follow'

a conservative approach. Dosages should be adlusted according to the clinical situation.

Gender Diflerences

In pharmacokinetic studies, opioid-naive females demonstrate up to 25% higher
average plasma greater freg) of typical opioid adverse
events than males, even after adjustment for body wemhL The clinical relevance
of a difference of thls magnitude is low for a drug intended for chronic usage at
individualized dosages, and there was no maleffemale GMerence detected for efficacy
or adverse events in clinicat trials.

ADVERSE REACTIONS .

The safety of oxy ide extended:relgase tablets was in
double-blind clinical trials involving 713 patients with moderate to severe pain of
various etiologies. In open-label studies of cancer pain, 187 patients received oxycodone
hydrachloride extended-release tablets in total daity doses ranging from 20 mg to
640 mg per day. The average total daily dose was approximately 105 mg per day
Serious adverse reactions which may be i with

extended-release tablet therapy in clinical use are those observed with other opioid
analgesics, including respiratory depression, apnea, respiratory arrest, and (1o an
even lesser degree) circulatory depression, hypotension, or shock (see OVERDOSAGE).

The non-serious adverse events seen on initiation of therapy with

6. the balance between pain control and adverse experiences.

Care should be taken to use low initiat doses of oxycodone hydrochioride extended-
refease tablets in patients who are not already opioid-tolerant, ially those who

Read this carefully before you fake oxycodone hydrochloride
extended-release tablets. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition of your treatmem. Only you and
your doctor can decide if d tablets are
right for you. Share the |mponanl information in this leaflet with members of your

are receiviag concurrent treatment with muscle relaxants, sedatives, or other CNS
active megications (see PRECAUTIONS: Drug-Drug Interactions).

For initiation of oxycodone hydrochloride extended-release tablets therapy for
patients previously taking opioids, the conversion ratios from Foley, KM. (NESM,
1985; 313:84-95), found below, are a reasonable starting point, although not veritied
in well-controlled, multiple-dose trials.

Oxycodone hydrochloride extended-release tableis should be individually fitrated

to a dose that provides adequate analgesia and minimizes side effects.

1. Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.

2. When converting from oxycodone, divide this 24-hour oxycedone dose in half
1o obtain the twice a day (q12h) dose ol oxycodone hydrochloride extended-
release tablets.

3. Round down to a dose which is appropriate for me tablet strength available
(80 mg tablets).

4. Dlsconunue aII omer around the-clock oplold drugs when oxycodone

n|
hydrochloride exiended-release tableis are typlcal oplold side effects. These events
are dose-dependent, and their frequency depends upon the dose, the clinical setting,
the patient's level of opioid tolerance, and host factors specific to the individual.
They should be expected and managed as a part of opioid analgesia. The most frequent
(>5%) include: constipation, nausea, somnolence, dizziness, vomiting, pruritus,
headache, dry mouth, sweating, and asthenia.

In many cases the frequency of these events during initiation of therapy may be
careful i of starting dosage, slow titration, and the
avoidance of large swings in the plasma concentrations of the opioid. Many of
these adverse events will cease or decrease in intensity as oxycodone hydrochloride
extended-release tablets therapy is continued and some degree of tolerance is
developed.
Clinical trials extended-release tablets with
immediate-release oxycodone and placebo revealed a similar adverse event proﬁle

i tablets therapy is initiated.

What Is The Mos! important Information | Should Know About Oxycodone
Hydmchlorlde Extended-Release Tablets?
Use I
tells you to.

tablets the way your doctor

ylend

Use oxy i d-release fablets only for the condition

for which it was prescribed.

. 5 Hod.rale
{“as needed”) use.

«  Swallow the lablels whole. Do not break, crush, dissolve, or chew them
before extended-release tablets work
properly over 12 hours only when swallowed whole. Il @ fablet is broken,
crushed, dissolved, or chewed, the entire 12 hour dose will be absorbed
inlo your bogy all aI once. This can be danperous, causing an overdose,
and possibly death.

*  Keep | tablets out of the reach of
childres. Actidental overdose hy achild is dangerous and may result in death.

*  Prevent theit and misuse. O: xtended-release tablets
contain a narcglic painkiller that can be a tarqer for people who ahuse prescription

Tnerefore, keep your tablets in a secure place, to protect them

tablets are not for ncoaslonal

5 No fixed conversion ratio is likely to be y in all patients,
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, ang close observation and freguent titration
are indicated until patients are stable on the new therapy.
Table 4
Mulliplication Factors for Converting the Daily Dose of
Prior Opiolds fo the Daily Dose of Oral Oxycodone™
(Mg/Day Prior Opioid x Factor = Mg/Day Oral Oxycodone)

between oxycodone hydrochioride extended-release tablets and i
oxycodone. The most common adverse events (>5%) reported by patients at least
once during therapy were:

Table 3
0 iate-Rell Placebo
Hydrochloride (n=225) {n=45)
~ Extended-Release Tablets
{n=227)
(%) %) (%)
Constipation 23 26
Nausea 23 27 1"
Somnolence 23 24 4
Dizzingss - 13 16 9
Pruritus 13 12 2
Vomiting 12 14 7
Headache 7 ' 8 7
Dry Mouth [3 7 2
Asthenia 6 7 -
Sweating 5 6 2

The following adverse experiences were reported in oxycodone hydrochloride
extended-release tablets treated patients with an incidence between 1% and 5%. In
descending order of lrequenq{ Ihey were anorexia, nervousness, insomnia, fever,
ion, diarrhea, pain ia, rash, anxiety, euphoria, dyspnea,
postural hypotension, chills, twitching, gastritis, abnormal dreams, thought
abnormalities, ang hiccups.
The following adverse reactions occurred in less than 1% of patients involved in
cltnical trials or were reported in post marketing experience:

General: accidental injury, chest pain, facial edema, malaise, neck pain, pain
Cardiovascular migraing, syncope, vasodifation, ST depression

eructation, disorder, i
apgetite, nausea and vomiting, stomatitis, lleus

Hemic and Lymphalic: lymphadenopathy

Oral Prior Opioid Parenteral Prior Opioid
Oxycodone 1 —
Codeine 0.15 —
Hydrocodone 0.9 —
Hy 4 20
Levorphano! 75 15
Meperidine u 1 - 04
Methadone 1.3 3
Morphine 05 3

*To be uged only for conversion o oraf oxycodone. For patients receiving high-dose
parenterabepioids, a more conservative conversion is-warranted. For example, for
high-dose parenteral morphine, use 1.5 instead of 3 as a multiplication factor.

In all cases, supplemental analgesia (see below) should be made available in the
form of a suitable short-acling analgesic.

wtended-rel

from theft. Never give them to anyone else. Selllna or giving away this medicine
is dangerous and against the law.

wnal are Rel Tablels?

ide extended-rel tablets come in several strengths and
contam the medlcme oxycodone (ox-e-KOE-done). This medicine is a painkilter like
extended-release tablets treat moderate to
severe pain (hal is expected to last for an extended period of time. Use oxycodone
tiydrochloride extended-release tablets regularly during treatmént. They contain
enough medicine 1o fast for up to twelve hours.

Who Shoufd Noi Take

Release Tahlets?
i

Do not take ol tablets
«  your doctor did not prescribe Y ide extended-release tablets
for you.

*  your pain is mild or will go away in a few days.

= your pain can be controlled by occasional use of other painkliers.

= you have severe asthma or severe lung problems.

«  you have had a severe allergic reaction to codeine, hydrocodone, dihydrocodeine,
or oxycodone (such as Tylox™, Tylenol with Codeine™, or Vicodin™). A severe
aliergic reaction includes a severe rash, hives, breathing problems, or diziness.

« you had surgery less than 12 to 24 hours ago and you were not taking
oxycodone hydrochloride extended-release tablets just before surgery.

Your doclor should know about all your medical conditlons before deciding if

Oxy tablets can be safely used
wnh usual doses of non-opioid analgesics and analgesic adjuvants, provided care
is taken to select a proper initial dose (see PRECAUTIONS).

trom Fentanyl to
Release Tablels
Eighteen hours following the removal of the transdermal fentanyt patch, oxycodone
hydrochloride extended—release tablets treatment can be initiated. Although there

extended-release tablets are right for you and what dose
is best Tefl your doctor 2bout all of your medical problems, especially the ones
listed below:

«  ftrouble breathing or lung problems

= head injury

« liver or kidngy problems

» adrenal gtand problems, such as Addison’s disease

has been no sy of such a conservative

dose, approxil 10 mg q12h of ide extended release
tablets should be initially subsluuted for each 25 meglhr fentanyl transdermal
patch. The patient should be followed closely for early titration, as there is very
limited clinical experience with this conversion.

Managing Expected Opioid Adverse Experiences

Most patients receiving opioids, especially those who are opioid-naive, will experience
side effects. Frequently the side effects from oxycodone hydrochioride extended-
release tablets are transient, but may require evaiuation and management. Adverse
events such as constipation should be anticipated and treated aggressively and
prophylactically with a stimufant laxative and/or stoo! softener. Patients do not
usually become tolerant to the constipating etfects of opioids.

Other opioid-related side effects such as sedation and nausea are usually self-limited
and often do not persist beyond the first few days. K nausea persists and is

. ions or seizures

» alcoholism

« halluginations or other severe mental problems

«  past or present substance abuse or drug addiction

It any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochioride extended-release
tablets.

It you are pregnant or plan to become pregnant, talk with your doctor. Oxycodone
hydrochloride extended-release tablets may not be right for you. Tell yeor doctor
if you are breast leeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Tell your doclor about all the medicines you take, including prescription and

to the patient, treatment with anti-emetics or other modalities may relieve these
and should be i

of Dosage

Metabolic and Nutritional: ion, edema, i edema,
y of inap i idiuretic hormone secretion, mlrsl

Nervous: abnorma gait, agitation, amnesia, i

lability, malaise,

seizures, speech disorder, stupor, tinnitus, tremor, vertigo, withdrawal syndrome with
or without seizures

Ri—fspiralory:_ cough increased, pharyngitis, voice alteralion
Skin: dry skin, exfoliative dermatilis, urticaria ’
Special Senses: abnormal vision, taste perversion

Once therapy is initiated, pain relief and other opioid effecis shoutd be trequently
assessed. Patients should be titrated to adequate effect (generally mild or no pain
with the regular use of no more than two doses of supplemental analgesia per 24
hours). Patients who experience breakthrough pain may require dosage adjusiment
or rescue medication. Because steady-state plasma concentrations are approximated
within 24 to 36 hours, dosage adjustment may be carried out every 1 to 2 days. It

is most appropriate to increase the q12h dose, not the dosing frequency. Thereis -

no clinical information on dosing intervals shorter than qi2h. As a guideline,
except for the increase from 10 mg to 20 mg g12h, the total daily exycodone dose
usually can be increased by 25% to 50% of the current dose at each increase.

0 > amenorrhea, libido, dysuria, polyuria, i signs of ive opioid-related adverse are ooserved the next dose
ufinary relenuon urination rmpalred may be reduced. If this leads to il
OGVERDOSAGE dose of lmmedrate release oxycodone may be glven Allernahvely non-opioid
Acute ge with can be y 0se should be made to
somnolence progressing o stupor or coma, skeletal muscle ﬂacud"y “cold and obtain an appropriate balance between pain relief and opioid-related adverse
clammy skin, coestricted pupils, y and death. experiences.

Deaths due to overdose have been reported with abuse and misuse of oxycodone
hydrochloride extended-release tablets, by ingesting, inhaling, or injecting the
crushed tablets. Review of case reports has indicated that the risk of fatal overdose
is further i extended-release tablets are
abused concurrently with alcohol or other CNS depressants, including other opioids.

In the treatment of oxycodone overdosage primary attention should be given to the
re-establishment of a patent alrway and of assisted or

M significant adverse events occur before the therapeutic goa! of mild or no pain is
achieved, the events should be treated aggressively. Once adverse events are
under control, upward titration should continue to an acceptable level of pain control.
During periods of initial fitration,
frequent contact is recommended helween pl\ysu:ran other members of the
health-care team, the patient and the caregiver/family.

Supportive oxygen and vasop ) should be employed in

Special Extended-Release Tablets, 80 mg
(For use in opiolg- loleranl palients only)

the management of circulatory shock and pulmonary edema overdose

80 mg Tahlels are tor use only in

as indicated. Cardiac arrest or arrhythmras may require cardiac massage or

pioid-tolerant palients daily dosages of 160 mg

vitamins, and herbal supplements. They may cause

serrous medical problems when taken with oxycodone hydrochloride extended-release

tablets, especially it they cause drowsmess

How Should 1 Take Oxy -Re) Tablets?
Follow your doclor’s directions exactly. Your doctor may change your dose
based on your reactions o the medicine. Do not change your dose unless
your doctor tefls. you t change it. Do not take oxycodone hydrochloride
extended-release tablets more often than prescribed,

»  Swallow the lablets whole. Do not break, crush, dissolve, or chew before

_  swallowing. I the tablels are not whole, your body will absorb too much

megicine at one time. This can lead to serious problems, including over-
dose and dealh.

-  Myou miss adose, take it as soon as possible. ) itis almost time for your next
dose, skip the missed dose and go back to your regular dosing schedule. Do
not take 2 doses at once unless your doctor tells you to.

« Incase of ovendose, call your local emergency Rumber or poison control cenler
right away.

- Review your pain regutarly with your doclor to determine if you still need
oxycodone hydrachloride extended-refease tablets.

H you continue 10 have pain or holhersome side effecls, call your doclor.

Stopping oxy ded-release lablets. Consult your doctor
for instructions on how to stop this medicine slowly to avmd uncomlonable symptoms.
You should no! stop taking g-rel tablets afl at
once if you have been taking it for more than 2 !ew days.

Aher you stop laking ded-rel
the unused tablels down the toilel.

tablets, fiush

* you feel faint, dizzy, confused,

Some of the common side effects
tablets are nausea, vomiting, dizzine
swealing, weakness, and headache
continued use.

There is a risk of abuse or addictio
drugs in the past, you may have a :
again while using oxycodone hydr
know how often patients with contini
but the risk has been reported to b

These are notall the possible side effi
tablets. For a complete list, ask yo

General Advice Ahaut Oxycodone
Do not use oxycodone hydroc
for which it was not prescribet

+ Do not give oxycodone hydroct
even if they have the same sy
cause severe medical problem

«  Store oxycodone hydrochloric
temperature, between 20° and

This leaflet summarizes the mc
hydrochloride extended-refease tat
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professionals.
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pure opioid antagonists such as naloxone or nalmefene are specific antidotes
inst respiratory depression from opioid overdose. Opioid antagonists should
be administered in the absence of clinically signilicant respiratory or circulatory
ression secondary 1o oxycodone overdose. In patients who are physically
endent on any opioid agonist including oxycodone hydrochloride extended-
ase tablets, an abrupt or complete reversal of opioid effects may precipitate an
te abstinence syndrome. The severity of the withdrawal syndrome produced will
end on the degree of physical dependence and the dose of the antagonist
rnistered. Piease see 1he prescribing information for the specific opioid
1gonist for details of their proper use.

SAGE AND ADMINISTRATION

ierat Principles

{CODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPIOID
INIST AND A SCHEDULE I} CONTROLLED SUBSTANCE WITH AN ABUSE
BILITY SIMILAR TO MORPHINE.

'CODONE, LIKE MORPHINE AND OTHER OPI0IDS USED IN ANALGESIA, CAN BE
JSED AND IS SUBJECT TO CRIMINAL DIVERSION.

(CODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
ALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
ING SROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
‘ENDED-RELEASE TABLETS LEADS TO THE RAPID RELEASE AND ABSORPTION
A POTENTIALLY FATAL DOSE OF OXYCODONE.

"gating pain itis vital to assess the patient regularly and systematically. Therapy
uld aiso be regularly reviewed and adjusted based upon the patient's own
Jrts of pain and side effects and the health professional’s clinical judgment.
codone hydrochloride extended-refease tablets are indicated for the management of
derate to severe pain requiring treatment with a strong opioid for

ormore. Care should be taken in the prescribing of this lablet sireagth. Palients
should be instructed against use by individuals other than the patient for
whom it was prescribed, as such inappropriate use may have severe medical
consequences, including death.

Supplemental Analgssia

Most patients given around the-clock therapy with extended-release oprmds may
need to have i available for of pain or
to prevent pain that occurs predrcrably during certain patient activities (incident
pain).

Maintenance of Therapy

The intent of the titration period is to establish a patient-specific q12h dose that will
maintain adequate analgesia with acceptable side effects for as long as pain reliet
is necessary. Stould pain recur then the dose can be incrementally increased to
re-establish pain control. The method of therapy adjustment outiined above should
be employed to re-establish pain controf.

During chronic therapy, for non-ca pain . the

need for around-the-clock opioid therapy shouid be reassessed penodlcaﬂy (e 9.,
every 6 to 12 months) as appropriate.

Cessalion of Therapy

When the patient no longer requires merapy with oxycodone hydrochiotide extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of in the p patient.

from ide Extended-Release Tablots to Parenteral

Opioids
To avoid overdose, conservative dose conversion ratios should be followed.

SAFETY AND HANDLING

and-the-clock analgesia for an extended period of time. The extended-release
Ireof the ion allows the ded 1ablels
se effectively administered every 12 hours (see GUNICAL PHARMACOLOGY:
ARMACOKINETICS AND METABOLISM). While symmetric (same dose AM and
). around-the-clock, q12h dosing is appropriate for the majority of patients,
2 patients may benefit from asymmetric {different dose given in AM than in
) dosing, tailored to their pain pattern. It is usually appropriate to treat a patient
1 only one opioid for around-the-clock therapy.

y extended release tablets are Solrd dosage forms that
contarn which is is
controlled under Schedute n of the Controlled Substances Act

Oxycodone hydrochloride extended-release tablets have been targeted for theft
and diversion by criminals. Healthcare professionals should contact their State
Professional Licensing Board or State Controfled Substances Authority for infor-
mation on how to prevent and detect abuse or diversion of this product.

HDW SUPPLIED

Extended-Release Tabiets, 80 mg are green, fiim-coated,

sicians should individualize treatment using a plan of pain
h as outlined by the World Health Organization, the American Pain Society and
Federation of State Medical Boards Model Guidelines. Health care professionais
uld follow appropriate pain management principles of careful assessment and
oing monitoring [See BOXED WARNINGS}.
iation of Therapy
; critical 1o initiate the dosing regimen for each patient individually, taking into
ount the patient’s prior opioid and non-opioid analgesic treatment. Attention
utd be given to:

the general condition and medicat status of the patient;

the daily dose, potency and king of the analgesic(s) the patient has been laking;
the reliability of the conversion estimate used to calculate the dose of oxycodone;
the patient’s opioid exposure and opioid tolerance (if any);

oval convex Tablets debossed with “93" on one side and “33" on the other side.
They are availabie in botties of 100.

Store at controlled mom temperature, between 20° and 25°C (68° and 77°F) (see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a chlld-
resistant closure (as required).

CAUTION
DEA Order Form Required.

PATIENT INFORMATION C
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
Raad lhls Inlurmahon carelully before you take oxycodore hydrochloride

special safety issues iated with ion to ide
extended release tablets doses at or exceeding 160 mg q12h (see Special
for Extendad-Release Tablets, 80 mg); and

the bafance between pain control and adverse experiences.

e should be taken to use low initial doses of oxycodone hydrochloride extended-
ase tablets in patients who are not already opioid-tolerant, especially those who
receiving concurrent treatment with muscla relaxants, sedatives, or other CNS
ve medications (see PRECAUTIONS: Drug-Drug Interactions).

ion of oxycodone hydrochloride extended-release tablets therapy for
ients previously taking opioids, the conversion ratios from Foley, KM. [NEJM,
15; 313:84-95, found below, are a reasonable starting point, although not verified
vell-controlled, multiple-dose trials.
rcodone hydrochioride extended-release tablets should be individually titrated
1 dose that provides adeguate analgesia and minimizes side effects.
Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.
When Converting from oxycodone, divide this 24-hour oxycodone dose in half
to obtain the twice a day (q12h) dose of oxycodone hydrochlonde extended-
release tablets.
Round down 1o a dose which is appropriate for the tablet strength available
(80 mg tablets).
Discontinue all other around-the-clock opioid drugs when oxycodone
fhydrochloride extended-release tablets therapy is initiated.
No fixed conversion ratio is likely to be sati y in all patients,
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, and close observation and frequent titration
are indicated until patients are stable on the new therapy.
Table 4
Multiplication Factors for Canverting the Daily Dose ol
Prier Opioids 1o the Daily Dose of Oral Oxycodone*
{Mg/Day Prior Opioid x Factor = Mg/Day Orat Oxycodone)

Oral Prior Opioid Parenteral Prior Opioid

rcodone 1 —
feine 0.15 —

irocodone 0.9 —
iromorphone 4 20

mrphanol 75 15

peridine 0.1 04

thadone 1.5 3

rphine 05 3

) be used oni to oral For patients receiving high-dose

enteral opioids, a more conservative conversion is.warranted. For example, for
h-dose parenteral morphine, use 1.5 instead of 3 as a multiplication factor.

1ll cases, supplemental analgesia (see below) should be made available in the
m of a suitable short-acting analgesic.

tablets. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition of your treatment. Only you and
your doctor can decide if oxycodone hydrochloride extended-release tablets are
right for you. Share the important information in this leaflet with members of your
household.

What Is The Most: Imgoriant Informalion 1 Should Know About Oxycedone
Hydrochloride Extended-Release Tablets?
«  Use i

L tablets ihe way your doctor
tells you fo.

s Use ide extended-rel
for which il was prescribed.

. i !
(“as needed") use.

«  Swatlow the Iablels whole. Do not break, crush, dissolve, or chew them
before extended-release tablets work
properly over 12 hours only when swallowed whole. If a tablet is broken,
crushed, dissolved, or chewed, 1@ enlire 12 hour dose witl be absorbed
into your body all at once. This can be dangerous, causlng an overdose,
and possibly death.

«  Keep i I tablets out of the reach of
chitdren. Actidental overdose by a child is dangerous and may result in death.

«  Prevent theft and misuse. Oxycodone hydrochloride extended-reiease tablets
contain a narcotic painkiller that can be a target for people who abuse prescription
medicines. Therefore, keep your tablets in a secure place, to protect them
from theft Never give them to anyone else. Selling or giving away this medicine
is dangerous and against the faw.

\Mhal are Rell Tablets?

ide extended-rel tablets come in several strengths and
conram the megicine oxycodone (ox—e-KOE done) This medicine is a painkiller like

morphine. O d-rel tablets treat 1o

severe pain that is expected 1o last for an extended period of time. Use oxycodong

hydrochloride extended-release tablets regularly during treatment. They contarn
enough medicine to last for up to twelve hours.

Who Should Not Take

tablets only for the condition

1ablels are nol for occasional

a
Reled! Tahlels?

Do not take I tablets if

«  your doctor did riot prescribe oxycodone hydrochloride extended-release tablets -
for you.

*  your pain is mild or will go away in a few days.

*  your pain can be by ional use of other

«  youhave severe asthma or severa lung problems.

«  you have had a sévere allergic reaction to codeine, hydrocodone, dinydrocodeine,
or oxycodone (such as Tylox™, Tylenol with Codeine*, or Vicodin™*). A severe
allergic reaction includes a severe rash, hives, breathing probiems, or dizziness.

*  you had surgery less than 12 to 24 hours ago and you were not taking

| tablets just before surgery.

Your docler shnuld know about all your medical corditlons before deciding if

ide extended-release tablets are right for you and what dose

fcodone hydrochloride extended-release uhlers can be safely used
id

provided care

h usual doses of
aken o select a proper mrnal dose (see PHECAUHDNS)
nversion from Fentanyl to y ide Extended-

lease Tablets
hteen hours following the removal of the fentany! patch,
frochloride extended-release tablets treatment can be initiated. Although there

is best Tell your doctor about all of your medicat problems, especially the ones
listed below:

*  trouble breathing or lung problems

* head injury

« liver or kidney problems

« adrenal gland problems, such as Addison’s disease

; been no of such a conservative

se, approximately 10 mg g12h of oxycodone hydrochloride extended release
fets should be initially substituted for each 25 meg/hr fentanyl transdermal
ch. The patient should be followed closely for earty fitration, as there is very
ited clinical experience with this conversion.

naging Expected Opioid Adverse Experiences

st patients ceceiving opioids, especially those who are opioid-naive, wilt experience
e eHects. Frequently the side effects from oxycodone hydrochloride extended-
2ase tablets are transient, but may require evaluation and management. Adverse
ints such as constipation should be anticipated and treated aggressively and
iphylactically wilh 2 stimuiant laxative and/or stool softener. Patients do not
sally become tolérant 1o the constipating effects of opioids.

rer opioid-related side effects such as sedation and nausea are usually self-limited
1 often do not persist beyond the first few days. If nausea persl_sls andis

. ions of seizures

«  alcoholism

« hallucinations or other severe mental problems

«  past or present substance abuse or drug addiction

If any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochloride extended-refease
fablets.

fiyou are pregnant or pian to become pregnant, talk with your doctor. Oxycadone
hydrochloride extended-release tablets may not be right for you. Yeil your doctor
if you are breast feeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Tell your doctor about all the medicines you lake, including prescription and

the patient, with anti-emetics or other may relieve these
nptoms and should be considered.

lividualization of Dosage

ce therapy is initiated, pain relief and other opioid effects should be frequently
sessed. Patients should be titrated to adequate effect (generally mild or no pain
h the regular use of no more than two doses of supplemental analgesia per 24
urs). Patients who experience breakthrough pain may require dosage adjustment
rescue medication. Because steady-state plasma concentrations are approximated
hin 24 to 36 hours, dosage adjustment may be carried out every 1o 2 days. It
Tnost appropriate to increase the q12h dose, not the dosing frequency. There is
clinical information on dosing intervals shorter than q12h. As a guideling,
sept for the increase from 10 mg to 20 mg q12h, the total daily oxycodone dose
Jally can be increased by 25% to 50% of the current dose at each increase.
igns of excessive oprold -related adverse experrences are observed, the next dose

to: a

s ho radunad nalnacia 2

vitamins, and herbal supplements. They may cause
senous medical problems when taken with oxycodone hydrochloride extended-release
tablets, especially if they cause drowsiness.

How Should 1 Take rd Rell Tablels?
Follow your doclos’s directions exactly. Your doctor may change your dose
based on your reactions to the medicine. Do not change your dose unless
your doctor tefls.you to change it. Do not take oxycodone hydrochloride
exiended-release tablets more often than prescribed.

«  Swallow the tablets whole. Do nol break, crush, dissolve, or chew before
swallowlng. H the tablels are not whole, your body will absorh teo much
medicine at one time. This can lead to serious problems, including over-
dose and death.

«  Hyou miss a dose, take it as Soon as possible. If it is almost time for your next
dose, skip the missed dose and go back to your regular dosing schedule. Do
not take 2 doses at once unless your doctor tells you to.

What Should 1 Avoid While Taking i Rel
Tablets?
« Do not drive, operate heavy machinery, or participate in any other possibly

dangerous activities until you know how you react to this medicine.
Oxycodone hydrochloride exdended-release tablets can make you sleepy

« Do not drink alcoho! while using
tablets. It may increase the chance of getting dangerous side effects.

« Do nol fake olher medicines wr(hnul your doctor's approval. Other medicines
d

include vitarmins, ang

Be especially careful about products that make you sleepy
What are the Possible Side Etfacts of
Tablets?

Call your doctor or get medical belp right away if
*  your breathing slows down
= you feel faint, dizzy, confused, or have any other unusual symptoms

Some of the common side effects of oxycodone hydrochloride extended-release

tablets are nausea, vomiting, dizziness, drowsiness, conStipation, itching, dry mouth,

sweating, weakness, and headache. Some of these side effects may decrease with
continued use.

There is a risk of abuse or addiction with narcotic painkiliers. If you have abused
drugs in the past, you may have a higher chance of developing abuse or addiction
again while using oxycodone hydrochloride extended-release tablets. We do not
imow how often patients with continuing (chronic) pain become addicted to narcolics,
but the risk has been reported to be small.

These are notall the possible side effects of oxycodone hydrochloride extended-release

tabiets. For a complete list, ask your doctor or pharmacist

Gereral Advice Aboul Rel Tabiets
« Do not use oxycodone hydrochloride extended-refease tablets for conditions
for which it was not prescribed.

« Do not give oxycodone hydrochloride extended-release tablets to other people,

even if they have the same symptoms you have. Sharing is illegal and may
cause severe medical problems, including death.

~  Store oxycodone hydrochloride extended-release tablets at controlled room

temperature, between 20° and 25°C (68° and 77°F) (see USP).

This leaflet summarizes the most important information about oxycodone
hydrochloride extended-release tablets. If you would like more information, falk
with your doctor. Also, you can ask your pharmacist or doctor for information
about I tablets that is written for health
professionals. *

*Tylox and Tyleno! with Codeine are brand names of ORTHQ-MCNEIL
PHARMACEUTICAL.
**Vicodin is a brand name of ABBOTT-LABORATORIES.
Manufactured By:
TEVA PHARMACEUTICALS USA
Sellersville, PA 18960

1ss. 6/2003
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. PATIENT £ :-.RMATION C
OXYCODONE HYDROCHLORIDE EXTERDED-RE.EASE TABLETS, 80 mg

Read this Information caretully before you take oxycodons hydrochloside
exiended-release tablets. Also read the information you get vith your refilis.
There may be something new. This information does not take the place of tatking
with your doctor about your medical condition of your ‘treatment. Only you and
your doctor can decide if oxycodone hydrochloride extended-reigase tablets are
right for you. Share the important information in this leaflet with members of your
househoid.

What fs The Most Important I
Belegs

e tablets whole. Do not break, crush, dissoive, of chew them

g ing. Oxy y ide extended-release tablets work

property over 12 hours only when swallowed whole. I 3 tablet is hroken,
crushed, dissolved, or chewed, the eatire 12 hour dose will be absorbed
into your body all at once. This can be dangerous, causing an overdose,
and gossibly death.

«  Keep oxy y ide extended-release tablets aut of the reach o
children. Accidental overdose by a child is dangerous and may esult in déath:

«  Prevent theft and misuse. Oxycodone hydrochtoride extended-release tablets
contain a harcotic painkiller that can be a target for people who abuse prescription
medicines. Therefora, keep your tablets in a secure place, to protect them
from theft. Never give them to anyone else. Selling or giving away this medicine
is dangerous and against the law.

What.Zre Oxy ydrochlorid Release Tablets?

Oxycodone hydrochioride extended-release tablets come in several strengths and

contain the medicine oxycodone {ox-e-KOE-done). This medicine is a painkiller like
i Oxy y loride extended-release tablets treat moderate to

severe pain that is expected to last for an extended period of time. Use oxycodone

hyde hloride extended-release tablets regularly during treatment. They contain

enough medicine to fast for up to twelve hours. N

Who Should Not Take forid d-Rilease Tablels?

Do not take ¥ rid ded-release tablats If
+  your doctor did not prescribe oxycodone hydrochloride extended-release tablets
for you. . .

< your pain is mild or will go away in a few days.

- your pain can be controlled by occasional use of ather painkiliers.

«  you have severe asthma or severe lung problems.

«  you have had a severe allergc reaction to codeine, hydrocodone, dihydrocodeine,
or oxycedone (such as Tylox™, Tylenol with Dedeine™, of Vicodin™*). A sewere
allergic reaction includes a severe rash, hives, Breathing problems, or dizziness.

« you had surgary less than 12 to 24 hours ago and you were not taking
oxycodone hydrochloride extended-release tablets just before surgery.

You- doctor should know aboul 2l your medical conditions before deciding it

oxycodone hydrochioride extended-release tablets are right for you and what dose

is best. Tell your doctor about all of your medical problems, especially the ones
listed below:

« trouble breathing of lung problems

«  head injury

o liver or kidney problems

« adrenal gland problems, such as Addison’s disease

«  convulsions o seizures

« alcoholism

< haliucinations or other severe mentat problems

«  pastor present substance abuse or drug addiction

It any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycogone hydrochloride extended-release
tablets.

I you are pregnant or plan to become pregnant, talk with your doctor. Oxycodone
tydrachloride extended-release ‘tablets may not be right for you. Yell your doctor
if you are breas! feeding. Oxycodone hydrochloride extended-release tablets wilt
pass through the mitk and may hiarm the baby.

Teli your doctor about ail the medicines you take, including prescription and
non-prescription medicines. vitamins. and herbal supplements. They may cause
serious medical problems when taken with oxycodone hydrochloride extended-release
tablets, especially if they cause drowsiness.




How Should | Taks Oxycol Release Tablets?

+  Follow your doctor's directions exaeily. Your doctor may change your dose
based on your reactions to ir¢ medicine. Do not change your dose unless
your doctor tells you to change it. Do not take oxycodone hydrochloride
extended-release tablets more often than prescribed.

+  Swallow the tablets whale. Do not break, crush, dissoive, or chaw before
swallowing. H the tablets are nol whole, your body will absorb too much
mediciae 2t ane time. Tiiis can load {o serious groblems, including aver-
dose and death.

+  Ilyou miss a dose, }km 33,5000 a5 passmle If it is almost time for your next
dose, skip the missgiE3de‘adl-goback to your reuular dosing schedule. Do
ot taxe ~ doses arong:a unlessyonr ddctonteils you to.

*  tncase of oventogs; WI ynur Iocal emerﬂency nmﬂﬁérg( paison control center

dght away. .
< Review your pain- rsgularly wlm your dnda( o ¢
oxycodone hydrochlorigé extended—rdease  tilifets.

# you continue to have pain or bolhs:some‘sfduﬂg@s. cal|

Stopping xiended-release tablets? COnsngmU doctor

for mstructions on how to stop this metficine slowdy to avoid um:omfor\'aﬂ ié symploms.

You should not stop taking oxycodone hydrochloride extended-release tablets afl at

once if you have been taking it for more than a few days.

After you stop taking lease tablets, tlush
the unused 1ablets down the toilet. -

What Should { Avoid While Taking Release
Tablels?

= Do not drive, operate heavy machinery, or participate in aay other possibly
dangerous aclivilies until you know how you react to this medicine.
Oxycodone hydrochloride extended-release tablets can make you sleepy.

« Do not drink alcho! while uslng elease
tablels. it may increase the chance of geiting dangerous side effects.

< Donotiake other medicines without your doclor's approval. Other medicines
include and vitamins, and
Be especially c.areful about products that make you sleepy.

What ar?e the Possible Side Etfects of Oxycodone Hyﬂmchlurids Extended-Release

Tablets’

Call your doctor or get medical hielp right away ll A A

«  your breathing slows down

*  you feel faint, dizzy, confused, or have any other unusual symptoms.

Some of the common side.effects of oxycodone hydrochloride extended-release
tablets are nausea, vomiting, dizziness, drowsingss, constipation, itching, dry mouth,
sweating, weakness, and headache. Some of these side effects may decréase with
continued use.

There is a risk of abuse or addiction with narcotic painkillers. If you have abused
drugs in the past, you may have a higher chance of developing abuse or addiction
again while using oxycodone hydrachloride extended-refease tablets. We do not
know how often patients with continuir(chronic) pain become addicted to narcotics,
but the risk has been reported to be small.

These are not all the possible side effects of oxycodone fiydrochioride extended-refease
tablets. For a complete list, ask your doctor or pharmacist.

Geneml Advice Aboul Release Tablets,
Do not use ide extended-rel tablets mr wndmons
for which it was not prescribed.

« Do not give oxycodone hydrochloride extended-release tablets to other people,
even if they have the same symptoms you have. Sharing is illegal and may
cause severe medical prabtems, including death.

»  Store oxycodone hydrochloride extended-release tablets at controfled room
emperature, between 20° and 25°C (68° and 77°F) {see USP).

This leaftet izes the most i ion about
hydrochloride extended-release tablets. it you would like more information, talk
with your doctor. Also, you ¢an ask your pharmacist or doctor for information
about oxycodone hydrochioride extended-release tablets that is written for health
professionals.

*Tylox and Tylenol with Codeine are brand names of ORTHO-MCNEIL
PHARMACEUTICAL.
“*Vicodin is a brand name of ABBOTT LABORATORIES.
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: January 11, 20(11\’
Applicant's Name: Teva Pharmaceuticals USA
Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg and 160 mg
Labeling Deficiencies:
1. GENERAL COMMENT

As addressed in the last deficiency letter, pending resolution of the Citizen Petition filed on
September 18, 2001, regarding Oxycontin® (Oxycodone Hydrochloride) Extended-
Release Tablets, 160 mg, we defer labeling comments specifically associated with your
proposed 160 mg tablets.

2. CONTAINER — 100s

a. We note that you did not respond to our comment "Please assure that your
container systems include a tamper-evident seal. We refer you to 21 CFR
1302.06." in the iast deficiency letter. Please respond.

b. We note that you submitted your draft container labels for the 80 mg strength only.
Please include your proposal for the 160 mg strength in your next submission if
you are still seeking for the approval of 160 mg tablets.

3. PATIENT INFORMATION LEAFLET

a. . Please submit you proposal for this labeling piece to be in accordance with the
attached patient information leaflet approved on January 15, 2002 for the
reference listed drug, Oxycontin Controlled Release Tablets . In addition, describe
your plans for supplying the patient information leaflet with your product, e.g., how
many leaflets you will supply for each container size and how these leaflets will be
supplied for dispensing to the patients.

b. Please ensure that the full text of this patient information is also reprinted
at the end of the insert labeling. In addition, this patient information must be
referred to in the PRECAUTIONS, Information for Patients subsection.

See 21 CFR 201.57(f)(2) for guidance.

4. INSERT
a. DESCRIPTION
As we addressed in the last deficiency letter, we note that you have not listed all

inactive ingredients found in your components and composition statements (i.e.,
T e -. Please revise and/or comment.’

b. DRUG ABUSE AND ADDICTION - Include the following subsection immediately
following the "Respiratory Depression" subsection.

Head Injury

Oxycodone may cause severe hypotension. There is an added risk to individuals
whose ability to maintain blood pressure ahs been compromised by a depleted
blood volume, or after concurrent administration with drugs such as
phenothiazines or other agents which compromise vasomotor tone. Oxycodone



may produce orthostatic hypotension in ambulatory patients. Oxycodone, like all
opioid analgesics of the morphine-type, should be administered with caution to
patients in circulatory shock, since vasodilation produced by the drug may further
reduce cardiac output and blood pressure.

C. PRECAUTIONS
See comment (a) under PATIENT INFORMATION LEAFLET

d. DOSAGE AND ADMINISTRATION
i. General Principles - Sixth paragraph, second sentence:

...allows the oxycodone tablets to be... [rather than —

i. Initiation of Therapy - ltem #1 following the paragraph "Oxycodone...side
effects.".

...estimates (see Table 4 below), multiply... [rather than "
e. HOW SUPPLIED
See comment (b) under PATIENT INFORMATION LEAFLET.

Please revise your labels and labeling, as instructed-above and submit in draft.

- We will not request final printed insert labeling until we are able to provide adequate
response to your Citizen Petition regarding Oxycontin® (Oxycodone Hydrochloride) Extended
Release Tablets, 160 mg.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes-

hitp:/ivwwy.fda.govicder/ogd/rid/iabeling review branch.himl

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

William Peter Rickman

Acting Director '

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: A copy of Patient Information Leaflet approved for Oxycontin Controlled Release Tablets



NOTES/QUESTIONS TO THE CHEMIST:

Refer to the comment (a) under CONTAINER.

FOR THE RECORD:

1.

020553
020553
020553
020553
020553
020553

MODEL LABELING — OxyContin controlled-release tabiets (20-553/S-022 and S-024). The insert
labeling was last approved on July 18, 2001. The patient information leaflet (S-024) was approved
January 15, 2002.

The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength.
Itis NOT a subject of a USP monograph.

The sponsor used the “extended-release” tablets to describe their product as opposed to
“controlled-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
inconsistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). See comment
under DESCRIPTION.

Patent Data

001 4861598 AUG 29,2006
001 4970075 NOV 13,2007
001 5266331 FEB 05,2008
001 5508042 APR 16,2013
001 5549912 FEB 05,2008
001 5656295 FEB 05,2008

Exclusivity Data

‘There

is no unexpired exclusivity for this product.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

7.

The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas. the sponsor
proposed only 80 mg and 160 mg strengths. The 80 mg and 160 mg tablets ARE FOR USE IN
OPIOID TOLERANT PATINETS ONLY. “Dose proportionality information” (i.e., the comparison
between different strengths tablets) under “CLINICAL PHARMACOLOGY, Pharmacokinetics and
Metabolism” has been retained including all tables per team leader’s advice. This decision was

made at the time or review of ANDA 75-923 (Endo). However, any other specific information

associated with other strengths than 80 mg & 160 mg has bee carved out.

The innovator's 160 mg is now discontinued and placed in the D/C section of the O.B. The
sponsor filed a Citizen Petition on September 18, 2001 to find out whether Oxycontin E-R tablets,
160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy. Refer to the
general comment. The following is the e-mail correspondences in this regard (1/28/02).

Question to Cecilia:



-l

10.

11.

12.

13.

14.

15.

16.

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Bob:

Cecelia-

It was an attempt on their part to appear to be dealing with the severe

abuse and misuse probiem that is occurring with Oxycontin. So it is

technically a safety reason. However, it is not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most

misused. We have been dealing with this mess nearly every day for a few

months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other

opiate-related issues on June 14th and 15th and hope you can attend.

Please let others in OGD who might be interested in attending this

meeting know as well.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F) brief excursions permitted
between 150C (590F) and 300C (860F).

ANDA: CRT
DISPENSING STATEMENT
RLD — Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required).

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s for both strengths

The tablets have been accurately described in the HOW SUPPLIED section as required by 21 CFR
206,et al. See Vol.B.1.2, P.3951(80 mg) and B.3.10, p.3659. :

SCORING - Both RLD and ANDA unscored.
CONTAINER/CLOSURE
Container - HDPE

Closure — 100s (CRC, ~ cap) with Liner (p.3893, B .1.2 & p.3627, B.3.10 (160 mg))

RLD employees a specific delivery form of *— - tablet. ANDA proposes tablets The

sponsor did not include any specific information associated with the “ ~ tablet.

Teva is the manufacturer of this drug product.
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o REVIEW OF PROFESSIONAL LABELING
< : DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: May 8, 2001
Applicant's Name: Teva Pharmaceuticals USA
Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg
Labeling Deficiencies:.
1. GENERAL COMMENT

Include the phrase “[see USP]’ in the storage temperature statement.

2. CONTAINER - 100s
a. See GENERAL COMMENT above.
b. We encourage the increase of prominence for the statements “Swallow tablets

whole. Do not crush or chew.” by printing in bold face type or any other means.

C. Piease assure that the controlled substances symbol appear clear and large
enough. We refer you to 21 CFR 1302.04 for guidance.

d. Please assure that your container systems include a tamper-evident seal. We
refer you to 21 CFR 1302.06. '

3. INSERT
a. GENERAL
i. Please note that the insert labeling for the reference listed drug,
OxyContin® was last approved on July 18, 2001. Please revise your
insert labeling in accordance with the attached OxyContin® insert labeling. In
addition, we have the following comments.

ii. It is preferable to use'the term *mcg” rather than " — throughout the text.

jiil. It is preferable to use the term “to” rather than a hyphen when expressing
a numerical range.

iv. Revise to read “mL" rather than “— throughout the text.
V. Halicize the terms in vivo throughout the text.
vi. We believe that the information regarding dose proportionality for all

strengths should be included in your insert labeling including the tables.

b. DESCRIPTION

i. ...4,5-Epoxy14 - ... [note upper case “E” per USP 24]



ii. Revise the molecular weight to read “351.82" per USP 24.

iii. We note that you have not listed all inactive ingredients found in your

components and composition statements (i.e.,
—— . Please revise and/or comment.

iv. Last paragraph, last sentence — Revise to read:

Each tablet contains 80 mg of oxycodone hydrochloride. In addition,
each tablet contains the following inactive ingredients: colloidal...

C. CLINICAL PHARMACOLOGY - Pharmacokinetics and Metabolism

This is a subsection heading. Please reduce the prominence so that it is
differentiated from section headings.

d. INDICATIONS AND USAGE

...tablets are an extended-release oral... [add "extended-release"]
e. HOW SUPPLIED

See GENERAL COMMENT above.

Please revise your labels and labeling, as instructed above, and submit 4 draft copies for a
tentative approval or 12 final printed copies for a full approval of this application. If draft labeling
is provided, please be advised that you will be required to submit 12 final printed copies of all
labels and labeling at least 60 days prior to full approval of this application. in addition, you
should be aware that color and other features (print size, prominence, etc) in final printed labeling
could be found unacceptable and that further changes might be requested prior to approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following
website for any approved changes-

http:/Aww.fda.gov/cder/ogd/rid/tabeling review branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314. 94(a)(8)(iv)
please provide a side-by-side comparison of your proposed labeling with your last submission
with all differences annotated and explained.

William Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: A copy of last approved innovator's insert labeling



NOTES/QUESTIONS TO THE CHEMIST:

Refer to the comment (d) under CONTAINER.

FOR THE RECORD:
1. MODEL LABELING - OxyContin controlled-release tablets (20-553/S-022). The insert labeling
was last approved on July 18, 2001.
2. . ItisNOT a subject of a USP monograph.
3. The sponsor used the “extended-release” tablets to describe their product as opposed to

“controlled-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

4, The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to
be inconsistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2.

5. Patent Data

No

No

N N X
020553 001 4861598 AUG 29,2006
020553 001 4970075 NOV 13,2007
020553 001 5266331 FEB 05,2008
020553 001 5508042 APR 16,2013
020553 001 5549912 FEB 05,2008
020553 001 5656295 FEB 05,2008

Exclusivity Data
There is no unexpired exclusivity for this product.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

6. The innovator markets 10, 20, 40, 80, and 160 mg strengths whereas the sponsor proposed only
80 mg strength. The 80 mg and 160 mg tablets ARE FOR USE IN OPIOID TOLERANT
PATINETS ONLY. “Dose proportionality information” (i.e., the comparison between different
strengths tablets) under “CLINICAL PHARMACOLOGY, Pharmacokinetics and Metabolism” has
been retained including all tables per team leader’s advice. This decision was made at the time
or review of ANDA 75-923 (Endo).

7. Since two tablets of 80 mg can be administered in lieu of one 160 mg tablet, we will retain any
specific information pertaining to the 160 mg tablet.

8. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlied room temperature 20-250C (60-770F); brief excursions permitted
between 150C (590F) and 300C (860F).

ANDA: CRT, See general comment.



9. DISPENSING STATEMENT
RLD — Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required). '

10. PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s.

11 The tablets have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. See Vol.B.1.2, P.3951.

12. SCORING - Both RLD and ANDA unscored.
13. CONTAINER/CLOSURE
Container - HDPE

Closure — 100s CRC. — cap) with Liner (p.3893, B .1.2)

14, RLD employees a specific delivery form of * ——-— tablet. ANDA proposes” tablets.

The sponsor did not include any specific information associated with the “—— tablet.

15. Teva is the manufacturer of this drug product.

te of Submission: May 8, 2001
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(This review supersedes the one prepared on 8/1/01)

EVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 76-168

Date of Submission: May 8, 2001 and July 25, 2001

Applicant's Name: Teva Pharmaceuticals USA

Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg and 160 mg

Labeling Deficiencies:

1. GENERAL COMMENT

Include the phrase “[see USPT in the storage temperature statement.

»,7 2. CONTAINER - 100s

! a. See GENERAL COMMENT above.

i b.

Valhard

- We encourage the increase of prominence for the statements “Swallow tablets
v whole. Do not crush or chew.” by printing in bold face type or any other means.

C. Please assure that the controlled substances symbol appear clear and large
enough. We refer you to 21 CFR 1302.04 for guidance.

d. Please assure that your container system$-inciude a tamper-evident seal. We
refer you to 21 CFR 1302.086.

e. We encourage you to differentiate your drug products of different strengths by
using boxing, contrasting colors, and/or some other means.

3. INSERT

a. GENERAL

Vi,

Please note that the insert labeling for the reference listed drug,
OxyContin® was last approved on July 18, 2001. Please revise your
insert labeling in accordance with the attached OxyContin® insert
fabeling. In addition, we have the following comments.

It is preferable to use the term “mcg” rather than ‘~ throughout the
text.

Itis preferable to use the term “to” rather than a hyphen when
expressing a numerical range.

Revise to read “mL” rather than “~ throughout the text.
Italicize the terms in vivo throughout the text.

We believe that the information regarding dose proportionality for all
strengths should be included in your insert labeling including the tables.



b. DESCRIPTION
i. ...4,5-Epoxy14 - ... [note upper case “E” per USP 24]
ii. Revise the molecular weight to read “351.82" per USP 24.

jii. We note that you have not listed all inactive ingredients found in your

components and composition statements (i.e., '
. Please revise and/or comment.

iv. Last paragraph, last sentence — Revise to read:

Each tablet contains 80 mg of oxycodone hydrochloride. In addition,
each tablet contains the following inactive ingredients: colloidal...

o CLINICAL PHARMACOLOGY - Pharmacokinetics and Metabolism

This is a subsection heading. Please reduce the prominence so that it is
differentiated from section headings. '

d. INDICATIONS AND USAGE

...1ablets are an extended-release oral... [a;:ld "extended-release"]
e. HOW SUPPLIED

See GENERAL COMMENT above.

Please revise your labels and labeling, as instructed above, and submit 4 draft copies for a
tentative approval or 12 final printed copies for a full approval of this application. If draft labeling
is provided, please be advised that you will be required to submit 12 final printed copies of all
labels and labeling at least 60 days prior to full approval of this application. In addition, you
should be aware that color and other features (print size, prominence, etc) in final printed
labeling could be found unacceptable and that further changes might be requested prior to
approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following
website for any approved changes-
http://www.fda.gov/cder/ogd/rid/labeling_review_branch.htmi

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission
with all differences annotated and explained.

William Peter Rickman -

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaiuation and Research

Attachment: A copy of last approved innovator's insert labeling



NOTES/QUESTIONS TO THE CHEMIST:

Refer to the comment (d) under CONTAINER.

FOR THE RECORD:

1.

2.

MODEL LABELING — OxyContin controlled-release tablets (20-553/S-022). The insert labéling
was last approved on July 18, 2001.

The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength.

Itis NOT a subject of a USP monograph.

The sponsor used the “extended-release” tablets to describe their product as opposed to

~ “controlled-release” used by the innovator. These two terms can be used interchangeably per

020553
020553
020553
020553
020553
020553

Patent Data

USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same
as the innovator. .

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to
be inconsistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). See comment
under DESCRIPTION.

001 4861598  AUG 29,2006
001 4970075  NOV 13,2007
001 5266331  FEB 05,2008
001 5508042  APR 16,2013
001 5549912  FEB 05,2008
001 5656295  FEB 05,2008

Exclusivity Data

There

is no unexpired exclusivity for this product.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

7.

The innovator markets 10, 20, 40, 80, and 160 mg strengths whereas the sponsor proposed only
80 mg and 160 mg strengths. The 80 mg and 160 mg tablets ARE FOR USE IN OPIOID
TOLERANT PATINETS ONLY. “Dose proportionality information” (i.e., the comparison between
different strengths tablets) under “CLINICAL PHARMACOLOGY, Pharmacokinetics and
Metabolism” has been retained including all tables per team leader's advice. This decision was
made at the time or review of ANDA 75-923 (Endo).

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted



10.

1

12.

13.

14.

15.

between 150C (590F) and 300C (860F).

ANDA: CRT, See general comment.
DISPENSING STATEMENT

RLD — Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required). :

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s for both strengths

The tablets have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. See Vol.B.1.2, P.3951(80 mg) and B.3.10, p.3659.

SCORING - Both RLD and ANDA unscored.
CONTAINER/CLOSURE
Container - HDPE

Closure — 100s (CRC, —cap) with Liner (p.3893, B .1.2 & p.3627, B.3.10 (160 mg))

RLD employees a specific delivery form of “~——tablet. ANDA proposes: - tablets.
The sponsor did not include any specific information associated with the *rommmmastablet,

Teva is the manufacturer of this drug product.

Date of Review: August 9, 2001 Date of Submission: May 8, 2001 & July 25,

2001 '
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Primary Reviewer: Chan Park C/ W Date: ' / a/ o /
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: January 11, 2002
Applicant's Name: Teva Pharmaceuticals USA
Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg and 160 mg
Labeling Deficiencies:
1. GENERAL COMMENT
As addressed in the last deficiency letter, pending resolution of the Citizen Petition filed on
September 18, 2001, regarding Oxycontin® (Oxycodone Hydrochloride) Extended-
* Release Tablets, 160 mg, we defer labeling comments specifically associated with your
proposed 160 mg tablets.
2. CONTAINER - 100s
a. We note that you did not respond to our comment "Please assure that your
container systems include a tamper-evident seal. We refer you to 21 CFR
1302.06." in the last deficiency letter. Please respond.
b. We note that you submitted your draft container labels for the 80 mg strength only.
Please include your proposal for the 160 mg strength in your next submission if

you are still seeking for the approval of 160 mg tablets.

3. PATIENT INFORMATION LEAFLET

a. Please submit you proposal for this labeling piece to be in accordance with the

' attached patient information leaflet approved on January 15, 2002 for the
reference listed drug, Oxycontin Controlled Release Tablets . In addition, describe
your plans for supplying the patient information leaflet with your product, e.g., how
many leaflets you will supply for each container size and how these leaflets will be
-supplied for dispensing to the patients.

b. Please ensure that the full text of this patient information is also reprinted
at the end of the insert labeling. In addition, this patient information must be
referred to in the PRECAUTIONS, Information for Patients subsection.

See 21 CFR 201.57(f)(2) for guidance.

4. INSERT
a. DESCRIPTION
As we addressed in the last deficiency letter, we note that you have not listed all

inactive ingredients found in your components and composition statements (i.e.,
- . Please revise and/or comment.

=

b. DRUG ABUSE AND ADDICTION - Include the foIIowing subsection immediately
following the "Respiratory Depression" subsection.

Head Injury

Oxycodone may cause severe hypotension. There is an added risk to individuals
whose ability to maintain blood pressure has been compromised by a depleted
blood volume, or after concurrent administration with drugs such as
phenothiazines or other agents which compromise vasomotor tone. Oxycodone



may produce orthostatic hypotension in ambulatory patients. Oxycodone, like all
opioid analgesics of the morphine-type, should be administered with caution to
patients in circulatory shock, since vasodilation produced by the drug may further
reduce cardiac output and blood pressure.

C. PRECAUTIONS
See comment (a) under PATIENT INFORMATION LEAFLET

d. DOSAGE AND ADMINISTRATION
i. General Principles - Sixth paragraph, second sentence:

...allows the oxycodone tablets to be... [rather than " —

ii. Initiation of Therapy - ltem #1 following the paragraph "Oxycodone...side
effects.”.

...estimates (see Table 4 below), multiply... [rather than " ===
e. HOW SUPPLIED
See comment (b) under PATIENT INFORMATION LEAFLET.

Please revise your labels and labeling, as instructed above and submit in draft.

We will not request final printed insert labeling until we are able to provide adequate
response to your Citizen Petition regarding Oxycontin® (Oxycodone Hydrochloride) Extended
Release Tablets, 160 mg.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes-

hito.//www fda.gov/cder/ogd/rid/labeling review branch.htmi

To facilitate revieW of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side conPaRison of your-proposed labeling with your last submission with

all differences annotated and e aineg.
/‘ /'
v <l /
_a-" Se” \.j;

William Peter Rickman\\)

Acting Director :
Division of Labeling and Program Suppo
Office of Generic Drugs :
Center for Drug Evaluation and Research

Attachment: A copy of Patient Information Leaflet approved for Oxycontin Controlled Release Tablets



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: May 7, 2002
Applicant's Name: Teva Pharmaceuticals USA
Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg and 160 mg
Labeling Deficiencies:
1. CONTAINER - 100s

a. We encourage the increase of prominence for the statement "for use in opioid
tolerant patients".

b. We encourage you to differentiate your drug products of different strengths by
using boxing, contrasting colors, and/or some other means.

2. INSERT
PRECAUTIONS (Information for Patients/Caregivers) - Revise to read:
(see PATIENT INFORMATION at the end of the package insert)

3. PATIENT INFORMATION - How Should | Take Oxycodone Hydrochloride Extended
Release Tablets?

We believe that your drug product does not contain a specific delivery form of *~———
tablet" used by the innovator. Please delete the last bullet and/or comment.

Please revise your labels and labeling, as instructed above. We will not request final printed insert
labeling until we are able to provide adequate response to your Citizen Petition regarding
Oxycontin® (Oxycodone Hydrochloride) Extended Release Tablets, 160 mg.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes- :
hitp:/Awww.fda.gov/cder/ogd/rid/labeling _review branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

Yy,
»’ o

William Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




FOR THE RECORD:

1. MODEL LABELING — OxyContin controlled-release tablets (20-553/S-022 and S$-024). The insert
labeling was last approved on July 18, 2001. The patient information leaflet (S-024) was approved
January 15, 2002.

2. The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength.
3. It is NOT a subject of a USP monbgraph.
4, The sponsor used the “extended-release” tablets to describe their product as opposed to

“‘controlied-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

5. The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg).  ======js

and USP preferred name for {  amemmmmcmenes is Triacetin.

Patent Data

020553 001 4861598 AUG 29,2006
020553 001 4970075 NOV 13,2007
020553 001 5266331 FEB 05,2008
020553 001 5508042 APR 16,2013
020553 001 5549912  FEB 05,2008
020553 001 5656295 FEB 05,2008

= e R R e e e e e T oy e e et D T e e LR iz T T T T T T T T

Exclusivity Data
There is no unexpired exclusivity for this product. _

‘The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph v
Certification against all these patents.

4,861,598 Controlled release bases for pharmaceuticals
4,970,075 Controlled release bases for pharmaceuticals
5,266,331 Controlled release oxycodone compositions
5,508,042 Controlled release oxycodone compositions
5,549,912 Controlled release oxycodone compositions
5,656,295 Controlled release oxycodone compositions

7. The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas the sponsor
proposed only 80 mg and 160 mg strengths. The 80 mg and 160 mg tablets ARE FOR USE IN
OPIOID TOLERANT PATIENTS ONLY. “Dose proportionality information” (i.e., the comparison
between different strengths tablets) under “CLINICAL PHARMACOLOGY, Pharmacokinetics and
Metabolism” has been retained including all tables per team leader’s advice. This decision was
made at the time or review of ANDA 75-923 (Endo). However, any other specific information
associated with other strengths than 80 mg & 160 mg has been carved out.

8. The innovator's 160 mg is now discontinued and placed in the D/C section of the O.B. The
sponsor filed a Citizen Petition on September 18, 2001 to find out whether Oxycontin E-R tablets,
160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy. Refer to the



10.

11.

general comment. The following is the e-mail correspondences in this regard (1/28/02).
Question to Cecilia:

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld for the reasons of safety or efficacy).

Answer from Bob:
Cecelia-

It was an attempt on their part to appear to be dealing with the severe
abuse and misuse problem that is occurring with Oxycontin. So it is
technically a safety reason. However, it is not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most
misused. We have been dealing with this mess nearly every day for a few
months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other
opiate-related issues on June 14th and 15th and hope you can attend.
Please let others in OGD who might be interested in attending this
meeting know as well. -

The following is another e-mail sent to Cecelia Parice on 6/3/02.
Cec,

The following is the e-mail I sent to you on 1/28/02. Have we responded to the sponsor yet?
Please be reminded that | was told from HFD-170 (Dr. McCormick) that "The innovator does not
market the 160 mg strength anymore, but the innovator has NOT withdrawn this strength according
to Dr. McCormick (Division Director of HFD-170).". However, it is found in the D/C section of the
Orange Book. I-am confused. We are in the process of approving 160 mg Oxycodone tablets from
Endo. I guess there is no problem approving the 160 mg strength from Teva as well. Thanks,

Teva filed a citizen's petition for on Septembér 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Don Hare to the above e-mail on 6/3/02.

Once the RLD has been moved to the Discontinued Section of the Orange Book, whether it has

been officially withdrawn or not, OGD is not permitted to approve an ANDA for this drug product

until the determination as to why the drug product was withdrawn form the market and its finding
published in the FR Notice. | will check with Dave Read's shop to determine the status of Teva's
Petition. Don

The innovator does not market the 160 mg strength anymore, but the innovator has NOT
withdrawn this strength according to Dr. McCormick (Division Director of HFD-170). The
innovator's labeling for Oxycontin still retains all information on 160 mg strength. Therefore, it
appears safe to assume that there is no specific safety problem related to the 160 mg tablets. In
addition, the labeling indicates that two of 80 mg tablets are equivalent to one 160 mg tablet.

We are in the process of approving 160 mg Oxycodone tablets from Endo (ANDA 75-923).
However, it now appears that we can't approve the 160 mg strength until we get a response
to Teva's CP on 160 mg Oxycontin tablets. :

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted
between 150C (590F) and 300C (860F).



ANDA: CRT
12. DISPENSING STATEMENT
RLD - Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required).

13. PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s for both strengths

14. The sponsor will use the ~=e—s=m=e=""manufactured by —seneme t0 meet the requirement of
21 CFR 1302.06.

15. The tablets have been accurately described in the HOW SUPPLIED section as required by 21 CFR
206,et al. See Vol.B.1.2, P.3951(80 mg) and B.3.10, p.3659.

~16. SCORING - Both RLD and ANDA unscored.
17. CONTAINER/CLOSURE
Container — HDPE
Closure ~ 100s (CRC, =—cap) with Liner (p.3893, B .1.2 & p.3627, B.3.1b (160 mg))

18. RLD employs a specific delivery form of “ ~—== tablet. ANDA proposec .. m=—=— tablets. The
sponsor did not include any specific information associated with the ‘—— tablet.

19. Teva is the manufacturer of this drug product.
Date of Review: June 3, 2002 Date of Submission: May 7, 2002
Primary Reviewer: Chan Park ) / Date:
A
Acting Team Leader: Lillie Golson ' Date:

cc:
ANDA: 76-168
DUP/DIVISION FILE
HFD-613/CPark/LGolson (no cc) .
VAFIRMSNZ\TEVA\LTRS&REWV\76168na4.LABELING. doc
Review



(This AP summary supersedes the one prepared 8/8/03)
(APPROVAL SUMMARY)
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: February 5, 2004

Applicant's Name: Teva Pharmaceuticals USA |

Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg ‘

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

CONTAINER LABELS - 100s

Satisfactory in FPL as of 7/2/03 submission (vol. 6.1, attachment 2)

PROFESSIONAL PACKAGE INSERT LABELING

Satisfactory in FPL as of 7/2/03 submission (voi. 6.1, attachment 3, Rev. 6/03)

PATIENT PACKAGE INSERT LABELING

Satisfactory in FPL as of 7/2/03 submission (vol. 6.1, attachment 4, Rev. 6/03)

| REVISIONS NEEDED POST-APPROVAL - INSERT (Adverse Reactions)

1. Table 3:
Add "Tablets" to the title of second column to read "Immediate-Release Tablets".

2, Revise the "General” subsection of ADVERSE REACTIONS section to read "pain, and symptoms
associated with either on anaphylactic or anaphylactoid reaction” as instructed by the Agency.
[Add ",and symptoms associated with either on anaphylactic or anaphylactoid reaction"]. The
sponsor made a commitment to this revision in the amendment dated 2/5/04.

BASIS OF APPROVAL.:

Was this approval based upon a petition? No _

What is the RLD on the 356(h) form: OxyContin® controlled-release tablets (20-553/8-035).

The insert labeling was last approved on November 20, 2003. The patient information leaflet (S-024) was

approved January 15, 2002.

NDA Number: 20-553

NDA Drug Name: OxyCotin® tablets

NDA Firm: Purdue Pharma L.P.

Date of Approval of NDA Insert and supplement #:



S-035/November 20, 2003 (package insert)
S-024/January 15, 2002 (patient information leaflet)

Has this been verified by the MIS system for the NDA?

Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Side-by-side comparisons

Other Comments:

The sponsor withdrew the proposal for the 160 mg strength.

FOR THE RECORD:

1.

MODEL LABELING — OxyContin controlied-release tablets (20-553/S-035). The insert labeling
was last approved on November 20, 2003. The patient information leaflet (S- 024) was approved
January 15 2002.

The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength. Then,
the sponsor withdrew the proposal for the 160 mg strength in the amendment of May 5,
2003. See FTR 8 & 10 below.

Itis NOT a subject of a USP monograph.

The sponsor used the “extended-release” tablets to describe their product as opposed to
“controlled-release” used by the innovator. These two terms can be used interchangeably per -
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). ===

- and USP preferred name for = - ~is Triacetin.

Patent Data

020553
020553
020553
020553
020553
020553

U-443 -

004 4861598  AUG 292006 IV No

004 4970075 AUG 29,2006 Iv No
004 5266331 OCT 26,2007 v No
004 5508042 APR 16,2013 U-443 \" No
004 5549912 OCT 26,2007 Iv No
004 5656295 OCT 26,2007 U-443 IV ° No

Management of moderate to severe pain when a continuous, around-the-clock analgesic is

needed for an extended period of time.



" Exclusivity Data _
There is no unexpired exclusivity for this product.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

4,861,598 Controlled release bases for pharmaceuticals
4,970,075 Controlled release bases for pharmaceuticals
5,266,331 Controlled release oxycodone compositions
5,508,042 Controlled release oxycodone compositions
5,549,912 Controlled release oxycodone compositions
5,656,295 Controlled release oxycodone compositions

7.

The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas the sponsor
initially proposed only 80 mg and 160 mg strengths, but withdrew the 160 mg strength later on.
The 80 mg and 160 mg tablets ARE FOR USE IN OPIOID TOLERANT PATIENTS ONLY. “Dose
proportionality information” (i.e., the comparison between different strengths tablets) under
“CLINICAL PHARMACOLOGY, Pharmacokinetics and Metabolism” has been retained including all
tables per team leader’s advice in the past. This decision was made at the time or review of ANDA
75-923 (Endo). However, any other specific information associated with other strengths than 80
mg has been carved out.

The innovator's 160 mg is now discontinued and placed in the D/C section of the O.B. The
sponsor filed a Citizen Petition on September 18, 2001 to find out whether Oxycontin E-R tablets,
160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy. The
following is the e-mail correspondences in this regard (1/28/02).

Question to Cecilia:

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld for the reasons of safety or efficacy).

Answer from Bob: .
Cecelia-

it was an attempt on their part to appear to be dealing with the severe
abuse and misuse problem that is occurring with Oxycontin. Soitis
technically a safety reason. However, itis not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most
misused. We have been dealing with this mess nearly every day for a few
months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other
opiate-related issues on June 14th and 15th and hope you can attend.
Please let others in OGD who might be interested in attending this
meeting know as well.

The following is another e-mail sent to Cecelia Praise on 6/3/02.
Cec,

The following is the e-mail | sent to you on 1/28/02. Have we responded to the sponsor yet?
Please be reminded that | was told from HFD-170 (Dr. McCormick) that "The innovator does not
market the 160 mg strength anymore, but the innovator has NOT withdrawn this strength according
to Dr. McCormick (Division Director of HFD-170).". However, it is found in the D/C section of the
Orange Book. | am confused. We are in the process of approving 160 mg Oxycodone tablets from
Endo. | guess there is no problem approving the 160 mg strength from Teva as well. Thanks,

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of



10.

1.

12.

13.

14.

discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let .
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Don Hare to the above e-mail on 6/3/02.

Once the RLD has been moved to the Discontinued Section of the Orange Book, whether it has
been officially withdrawn or not, OGD is not permitted to approve an ANDA for this drug product
until the determination as to why the drug product was withdrawn form the market and its finding
published in the FR Notice. | will check with Dave Read's shop to determine the status of Teva's
Petition. Don '

Answer from Dave Read to Don Hare on 6/3/02

Don-

| discussed this with Wayne last week, and | regret to report that the situation is a little complicated.
As you know, there are 10, 20, 40, 80, and 160 mg tablets of OxyContin. According to Wayne,
Purdue Frederick dropped the 160 in response to the well-publicized concerns about the abuse of
OxyContin (the 160s apparently had the biggest street value), that PF did this to show they were not

insensitive to the concerns and were willing to do their part.. The big question — is that a "safety"
reason for purposes of 314.161? As far as | know, that question has not been answered yet.

Dave

The innovator does not market the 160 mg strength anymore, but the innovator has NOT
withdrawn this strength according to Dr. McCormick (Division Director of HFD-170). The
innovator's labeling for Oxycontin still retains all information on 160 mg strength. Therefore,
it appears safe to assume that there is no specific safety problem related to the 160 mg tablets. In
addition, the labeling indicates that two of 80 mg tablets are equivalent to one 160 mg tablet. -

We are in the process of approving 160 mg Oxycodone tablets from Endo (ANDA 75-923).
However, it now appears that we can’t approve the 160 mg strength until we get a response
to Teva's CP on 160 mg Oxycontin tablets. We will not request final printed labeling until we
are able to provide an adequate response to Teva's petition.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted
between 150C (590F) and 300C (860F). '

ANDA: Container - Store at controlied room temperature, between 15° and 30°C (59° and 86°F)
[see USP]. '

Insert Labeling - Store at controlled room temperature, between 20° and 25°C (68° and
77°F) (see USP). See GENERAL comment above.

DISPENSING STATEMENT
RLD - Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required). :

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s

The sponsor will use the * e | manufactured by = === to meet the requirement of
21 CFR 1302.06.



15.

The tablets have been accurately described in the HOW SUPPLIED section as required by 21 CFR
206,et al. See Vol.B.1.2, P.3951(80 mg). ‘

16. SCORING - Both RLD and ANDA unscored.

17. CONTAINER/CLOSURE
Container — HDPE
Closure — 100s (CRC, — cap) with Liner (p.-3893,B .1.2)

18. RLD employs a specific delivery form of - tablet. ANDA proposes ™" tablets. The
sponsor did notinclude any specific information associated with the mes== - tablet.

19. Teva is the manufacturer of this drug product.

20. The sponsor proposed one PPI per a bottle of 100 tablets. | called the firm and spoke with Mr.
Philip Erickson on this proposal on August 8, 2003. He stated that their proposal is the same as the
innovator's.

21. The sponsor is i.n the process of getting approval for the Risk Management Program. It was
submitted per the new drug division to follow the lead of the innovator and is currently under review
by the division.

22 OGD will issue an AP letter prior to the implementation of the Risk Management Program.
However, OGD will not permit marketing of this drug product until after the implementation of the
approved RPM.

Date of Review: 2/12/04 Date,of Submission: July 2, 2003 & 2/5/04

Primary Reviewer: Chan Park

o Date 2//1/y/

Team Leader: Lillie Golson™ "\ | . Date: > /1
e ~ 27/ Sy

CC:

ANDA: 76-168

DUP/DIVISION FILE

HFD-613/CPark/LGolson (no cc)
VAFIRMSNZ\TEVA\LTRS&REW\76168AP#2. L ABELING.doc
Review



(NOT FINAL, CITIZEN'S PETITION NEEDS TO BE RESOLVED)
(TENTATIVE APPROVAL SUMMARY)
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission:; June 25, 2002
Applicant's Name: Teva Pharmaceuticals USA

Established Name: Oxycodone Hydrbchloride Extended-Release Tablets, 80 mg and 160 mg
APPROVAL SUMMARY (List the package size, stréngth(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? No
CONTAINER LABELS -100s

Satisfactory in draft as of 6/25/02 submission

PROFESSIONAL PACKAGE INSERT LABELING:

Satisfactory in draft as of 6/25/02 submission

PATIENT PACKAGE INSERT LABELING:

Satisfactory in draft as of 6/25/02 submission

REVISIONS NEEDED POST-APPROVAL.:

None

BASIS OF APPROVAL:

Was this approval based upon a petition? Yes No (Not sure yet)
What is the RLD on the 356(h) form: Oxycontin®

NDA Number: 20-553

'NDA Drug Name: Oxycontin®

NDA Firm: Purdue Pharma L.P.

Date of Approval of NDA Insert and supplement #:

July 18, 2001/S-022 (Package insert)

January 15, 2002/S-024 (PPI)

Has this been verified by the MIS system for the NDA?
Yes



Was this approval based upon an OGD labeling guidance?  No

FOR THE RECORD:

1. MODEL LABELING — OxyContin controlied-release tablets (20-553/S-022 and S-024). The
insert labeling was last approved on July 18, 2001. The patient information leafiet (S-024) was
approved January 15, 2002.

2. The spo'nsor has submitted an amendment on July 25, 2001 adding the 160 mg strength.
3. . It is NOT a subject of a USP monograph.
4. The sponsor used the “extended-release” tablets to describe their product as opposed to

“controlled-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same
as the innovator.

5. The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to
be consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). ===, is

ind USP preferred name for * ww.s : - is Triacetin.

RV : S TN i

020553 001 4861598 AUG 29,2006
020553 001 4970075 NOV 13,2007
020553 001 5266331 FEB 05,2008
020553 001 5508042 APR 16,2013
020553 001 5549912 FEB 05,2008
020553 001 5656295 FEB 05,2008

Exclusivity Data

There is no unexpired exclusivity for this preduct.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

4,861,598 Controlled release bases for pharmaceuticals
4,970,075 Controlled release bases for pharmaceuticals
5,266,331 Controlled release oxycodone compositions
5,508,042 Controlled release oxycodone compositions
5,549,912 Controlled release oxycodone compositions
5,656,295 Controlled release oxycodone compositions

7. The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas the sponsor
proposed only 80 mg and 160 mg strengths. The 80 mg and 160 mg tablets ARE FOR USE IN
OPIOID TOLERANT PATIENTS ONLY. “Dose proportionality information” (i.e., the comparison
betwean different strengths tablets) under “CLINICAL PHARMACGOLOGY, Pharmacokinatics and
Metabolism” has been retained including all tables per team leader's advice. This decision was
made at the time or review of ANDA 75-923 (Endo). However, any other specific information

agenriatar with nthar etrannthe than 20 ma 2 180 ma hae haan rovvad nid
aesegiaegwin omersengine man sy mg s sy mgn en canvaa gut.

AN EA




tablets, 160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy.
The following is the e-mail correspondences in this regard (1/28/02).

Question to Cecilia:

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please

let me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld for the reasons of safety or efficacy).

Answer from Bob:
Ceceiia-

It was an attempt on their part to appear to be dealing with the severe
abuse and misuse problem that is occurring with Oxycontin. So it is
technically a safety reason. However, it is not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most
misused. We have been dealing with this mess nearly every day for a few
months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other
opiate-related issues on June 14th and 15th and hope you can attend.
Please let others in OGD who might be interested in attending this
meeting know as well.

9. The following is another e-mail sent to Cecelia Praise on 6/3/02.
Cec,

The following is the e-mail | sent to you on 1/28/02. Have we responded to the sponsor yet?

Please be reminded that | was told from HFD-170 (Dr. McCormick) that "The innovator does not

market the 160 mg strength anymore, but the innovator has NOT withdrawn this strength
according to Dr. McCormick (Division Director of HFD-170).". However, it is found in the D/C
section of the Orange Book. | am confused. We are in the process of approving 160 mg Oxycodone
tablets from Endo. | guess there is no problem approving the 160 mg strength from Teva as well.
Thanks,

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please

let me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Don Hare to the above e-mail on 6/3/02.

Once the RLD has been moved to the Discontinued Section of the Orange Book, whether it has
been officially withdrawn or not, OGD is not permitted to approve an ANDA for this drug product
until the determination as to why the drug product was withdrawn form the market and its finding
published in the FR Notice. | will check with Dave Read's shop to determine the status of Teva's
Petition. Don

Answer from Dave Read to Don Hare on 6/3/02
Don-

| discussed this with Wayne last week, and | regret to report that the situation is a little
complicated.

As you know, there are 10, 20, 40, 80, and 160 mg tablets of OxyContin. According to Wayne,

Purdue Frederick dropped the 160 in response to the well-publicized concerns about the abuse
of OxyContin (the 160s apparently had the biggest street value), that PF did this to show they were
not insensitive to the concerns and were willing to do their part. The big question -- is that a "safety"
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reason for purposes of 314.161? As far as | know, that question has not been answered yet.
Dave

The innovator does not market the 160 mg strength anymore, but the innovator has NOT
withdrawn this strength according to Dr. McCormick (Division Director of HFD-170). The
innovator's labeling for Oxycontin still retains all information on 160 mg strength. Therefore, it
appears safe to assume that there is no specific safety problem related to the 160 mg tablets. In
addition, the labeling indicates that two of 80 mg tablets are equivalent to one 160 mg tablet.
We are in the process of approving 160 mg Oxycodone tablets from Endo (ANDA 75-923).
However, it now appears that we can’t approve the 160 mg strength until we get a response
to Teva's CP on 160 mg Oxycontin tablets. We will not request final printed labeling until we
are able to provide an adequate response to Teva's petition.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted
between 150C (590F) and 300C (860F).

ANDA: CRT
DISPENSING STATEMENT
RLD - Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required).

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA — 100s for both strengths

The sponsor will use the .  manufactured by —————— to meet the requirement
21 CFR 1302.08.

The tablets have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. See Vol.B.1.2, P.3951(80 mg) and B.3.10, p.3659.

SCORING Both RLD and ANDA unscored.

CONTAINER/CLOSURE

Container — HDPE

Closure — 100s (CRC, — cap) with Liner (p.3893, B .1.2 & p.3627, B.3.10 (160 mg))

RLD employs a specific delivery form of * <= tablet. ANDA proposes: — " tablets. The
sponsor did not include any specific information associated with the “~—— tablet.

Teva is the manufacturer of this drug product.

‘Date of Review: July 22, 2002 : Date of Submission: June 2552002

Primary Reviewer: Chan Park (/ /.{’wl/(_/ Date: 7/ 2/ /¢

Acting Team Leader: Lillie GolsoW /@"//.V Date: /3 // o




This review supersedes the TAP summary prepared on 7/22/02.

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: May 5, 2003
Applicant's Name: Teva Pharméceuticals USA
Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg and 160 mg

Labeling Deficiencies:

~1.© GENERAL COMMENT
a. We acknowledge that you withdrew your proposal for the 160 mg tablet.
b. Revise the storage temperature statement to read "Store at 20 to 25°C (68 to

77°F). [See USP Controlled Room Tem perature]" .

C. Upon further review, we have the following comments on your container labels
submitted on June 25, 2002.

i. See comment (b) above.

ii. We encourage you to revise to read "Each film- coated tablet contains:".
add "film-coated")

i, Revise to read "... Do not break, crush or chew". [add "break”]
2. INSERT
a. GENERAL
Replace the term /=" appearing in the innovator's labelina with
"oxycodone HCIl extended-release tablets" rather than " ““‘""’_.d throughout the
text of your insert labeling.

b. TITLE

Please increase the prominence of the boxed statement. -

c. DESCRIPTION
Please revise " = “= {0 read "Hypromellose“ and
include its substitution type and its viscosity type as required by USP. We refer you
to USP 26.

d. CLINICAL PHARMACOLOGY

i. Delete the subsection heading "
i. Absorption:

Revise the first sentence of the second paragraph to read "...20 mg,

40 mg, 80 mg, and 160 mg tablet strengths for...". We belleve that it may
be beneficial to the health practitioners to include all strengths in the text
regarding dose proportionality although you will not be marketing the



160 mg strength. We also refer you to the third paragraph of the
"Pharmacokinetics and Metabolism" subsection.

ii. Table 1 - Multiple Dose

10 mg oxycodone hyd‘rochloride extended-release tablets q12h [add
"extended-release"]

iv. Inciude Table 2 as found in the innovator’s labeling. Please refer to the
comment d(ii) above.

e. DRUG ABUSE AND ADDICTION (Head Injury) - Revise to read:

The respiratory depressant effects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fluid pressure, and may be markedly
exaggerated in the presence of head injury, intracranial lesions, or other sources
of pre-existing increased intracranial pressure. Oxycodone produces effects on
pupillary response and consciousness which may obscure neurologic signs of
further increases in intracranial pressure in patients with head injuries.

f. ADVERSE REACTIONS - Table 3:
Add "Tablets" to read "... Extended-Release Tablets". [2 instances]
g.  HOW SUPPLIED '

i. We encourage the Inclusion of the name and place of business and the
revision date.

ii. See GENERAL comment above.

4 PATIENT INFORMATION LEAFLET
a. Who Should Not ... tablets if - 5 bullet:
Include a disclaimer for Tylex, Tylenol with Codeine, and Vicodin" at the end of the
labeling. ) :
b. We encourage the inclusion of the storage temperature statement.
C. Please describe your plans for supplying the patient information leaflet with your

product, e.g., how many leaflets you will supply for each container of 100 tablets
and how these leaflets will be supplied.

Please revise your labels and labeling, as instructed above, and submit 4 draft copies for a tentative
approval or 12 final printed copies for a full approval of this application. If draft labeling is provided,
please be advised that you will be required to submit 12 final printed copies of all labels and
labeling at least 60 days prior to full approval of this application. In addition, you should be aware
that color and other features (print size, prominence, etc) in final printed labeling could be found
unacceptable and that further changes might be requested prior to approval.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for
the reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to
the daily or weekly updates of new documents posted on the CDER web site at the following
address - '

htip://www.fda.gov/cder/cdernew/listserv.htmi




To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),

please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

William Peter Rickman
Director

Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



FOR THE RECORD:

1. MODEL LABELING — OxyContin controlled-release tablets (20-553/S-022 and S-024). The insert
labeling was last approved on July 18, 2001. The patient information leaflet (S-024) was approved
January 15, 2002.

2. The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength. Then,
the sponsor withdrew the proposal for the 160 mg strength in the amendment of May 5,
2003. See FTR 8 & 10 below.

3. itis NOT a subject of a USP monaograph.

4. The sponsor used the “extended-release” tablets to describe their product as opposed to
“controlled-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

5. The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
_consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). r—swuis
—_—— and USP preferred name for ' ~eessepmcmswa, is Triacetin.

6. Patent Data

e Q
020553 004 4861598 AUG 29,2006
020553 004 4970075 AUG 29,2006
020553 004 5266331 OCT 26,2007

020553 004 5508042 APR 16,2013 U-443
020553 004 5549912 OCT 26,2007 :
020553 004 5656295 OCT 26,2007 U-443

Exclusivity Data
There is no unexpired exclusivity for this product.

The sponsor’s patent and exclusivity statements are accurate. The sponsor has filed Paragraph IV
Certification against all these patents.

4,861,598 Conirolled release bases for pharmaceuticals
4,970,075 Controlled release bases for pharmaceuticals
5,266,331 Controlied release oxycodone compositions
5,508,042 Controlled release oxycodone compositions
5,549,912 Controlied release oxycodone compositions
5,656,295 Controlled release oxycodone compositions

7. The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas the sponsor
initially proposed only 80 mg and 160 mg strengths, but withdrew the 160'mg strength later on.
The 80 mg and 160 mg tablets ARE FOR USE IN OPIOID TOLERANT PATIENTS ONLY. “Dose
proportionality information” (i.e., the comparison between different strengths tablets) under
“CLINICAL PHARMACOLOGY, Pharmacokinetics and Metabolism” has been retained including all
tables per team leader’s advice in the past. This decision was made at the time or review of ANDA



75-923 (Endo). However, any other specific information associated with other strengths than 80
mg has been carved out.

The innovator's 160 mg is now discontinued and placed in the D/C section of the O.B. The
sponsor filed a Citizen Petition on September 18, 2001 to find out whether Oxycontin E-R tablets,
160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy. The
following is the e-mail correspondences in this regard (1/28/02).

Question to Cecilia:

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response fo this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld for the reasons of safety or efficacy).

Answer from Bob:
Cecelia-

It was an attempt on their part to appear to be dealing with the severe
abuse and misuse problem that is occurring with Oxycontin. So itis
technically a safety reason. However, it is not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most
misused. We have been dealing with this mess nearly every day for a few
months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other
opiate-related issues on June 14th and 15th and hope you can attend.
Please let others in OGD who might be interested in attending this
meeting know as well.

The following is another e-mail sent to Cecelia Praise on 6/3/02.
Cec,

The following is the e-mail | sent to you on 1/28/02. Have we responded to the sponsor yet?
Please be reminded that | was told from HFD-170 (Dr. McCormick) that "The innovator does not
market the 160 mg strength anymore, but the innovator has NOT withdrawn this strength according
to Dr. McCormick (Division Director of HFD-170).". However, it is found in the D/C section of the
Orange Book. | am confused. We are in the process of approving 160 mg Oxycodone tablets from
Endo. | guess there is no problem approving the 160 mg strength from Teva as well. Thanks,

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Don Hare to the above e-mail on 6/3/02.

Once the RLD has been moved to the Discontinued Section of the Orange Book, whether it has
been officially withdrawn or not, OGD is not permitted to approve an ANDA for this drug product
until the determination as to why the drug product was withdrawn form the market and its finding
published in the FR Notice. | will check with Dave Read's shop to determine the status of Teva's
Petition. Don

Answer from Dave Read to Don Hare on 673[02

Don-

| discussed this with Wayne last week, and | regret to report that the situation is a little complicated.

As you knoW, there are 10, 20, 40, 80, and 160 mg tablets of OxyContin. According to Wayne,
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Purdue Frederick dropped the 160 in response to the well-publicized concerns about the abuse of
OxyContin (the 160s apparently had the biggest street value), that PF did this to show they were not
insensitive to the concerns and were willing to do their part. The big question -- is that a "safety”
reason for purposes of 314.161? As far as | know, that question has not been answered yet.

Dave

The innovator does not market the 160 mg strength anymore, but the innovator has NOT
withdrawn this strength according to Dr. McCormick (Division Director of HFD-170). The
innovator's labeling for Oxycontin still retains all information on 160 mg strength. Therefore,
it appears safe to assume that there is no specific safety problem related to the 160 mg tablets. In
addition, the labeling indicates that two of 80 mg tablets are equivalent to one 160 mg tablet.

We are in the process of approving 160 mg Oxycodone tablets from Endo (ANDA 75-923).
However, it now appears that we can't approve the 160 mg strength until we get a response
to Teva's CP on 160 mg Oxycontin tablets. We will not request final printed labeling until we
are able to provide an adequate response to Teva's petition.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted

“between 150C (590F) and 300C (860F).

ANDA: Container - Store at controlled room temperature, between 15° and 30°C (59° and 86°F)
[see USP]. '

Insert Labeling - Store at controlled room temperature, between 20° and 25°C (68° and
77°F) (see USP). See GENERAL comment above.

DISPENSING STATEMENT
RLD - Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required).

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA - 100s

The sponsor will use the <——-———— | manufactured by ~— . to meet the requirement of
21 CFR 1302.06.

~The tablets have been accurately described in the HOW SUPPLIED section as required by 21 CFR

206,et al. See Vol.B.1.2, P.3951(80 mg).

SCORING ~ Both RLD and ANDA unscored.
CONTAINER/CLOSURE

Container — HDPE .

Closure — 100s (CRC, — cap) with Liner (p.3893, B .1.2)

RLD employs a specific delivery form of “.= tablet. ANDA proposes® =—=—~—~=tablets. The
sponsor did not include any specific information associated with the “ =" tablet.

Teva is the manufacturer of this drug product.
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(APPROVAL SUMMARY)

Jon /Jéag&j % /A S by M

DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-168 Date of Submission: July 2, 2003

Applicant's Name: Teva Pharmaceuticals USA

Established Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and‘ Labeling? Yes

CONTAINER LABELS - 100s

Satisfactory in FPL as of 7/2/03 submission (vol. 6.1, attachment 2)

PROFESSIONAL PACKAGE INSERT LABELING

Satisfactory in FPL as of 7/2/03 submission (vol. 6.1, attachment 3, Rev. 6/03)

PATIENT PACKAGE INSERT LABELING

Satisfactory in FPL as of 7/2/03 submission (vol. 6.1, attachment 4, Rev. 6/03)

REVISIONS NEEDED POST-APPROVAL - INSERT (Adverse Reactions) - Table 3:

Add "Tablets" to the title of second column to read "Immediate-Release Tablets”.

BASIS OF APPROVAL: |

Was this approval based upon a petiton? No

What is the RLD on the 356(h) form: OxyContin® controlled-release tablets (20-553/5-022 and S-024).
The insert labeling was last approved on July 18, 2001. The patient information leaflet (S-024) was
approved January 15, 2002.

NDA Number: 20-553

NDA Drug Name: OxyCotin® tablets

NDA Firm: Purdue Pharma L.P.

Date of Approval of NDA Insert and supplement #:
S-022 and S-024/July 18, 2001 & January 15, 2002

Has this been verified by the MIS system for the NDA?
Yes

Was this approval based upon an OGD labeling guidance? No



Basis of Approval for the Container Labels: Side-by-side comparisons
Other Comments:

The sponsor withdrew the proposal for the 160 mg strength.

FOR THE RECORD:

1. MODEL LABELING — OxyContin controlled-release tablets (20-553/S-022 and S-024). The insert
labeling was last approved on July 18, 2001. The patient information leaflet (S-024) was approved
January 15, 2002.

2. The sponsor has submitted an amendment on July 25, 2001 adding the 160 mg strength. Then,
the sponsor withdrew the proposal for the 160 mg strength in the amendment of May 5,
2003. See FTR 8 & 10 below.

3. Itis NOT a subject of a USP monograph.

4, The sponsor used the “extended-release” tablets to describe their product as opposed to
“controlled-release” used by the innovator. These two terms can be used interchangeably per
USP. However, “extended-release” appears to be an official description of release formulation
other than immediate-release form. We will not ask the sponsor to revise this term to be same as
the innovator.

5. The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 3581, B.1.2 (80 mg) & p.3374, B.3.10 (160 mg). — .is

— and USP preferred name for (~ - . is Triacetin.

6. Patent Data

NO O NO =X
020553 004 4861598 AUG 29,2006
020553 004 4970075 AUG 29,2006
020553 004 5266331 OCT 26,2007

020553 004 5508042 APR 16,2013 U-443
020553 004 5549912 OCT 26,2007
020553 004 5656295 OCT 26,2007 U-443

U-443 - Management of moderate to severe pain when a contlnuous around-the-clock analgesic is
needed for an extended period of time.

Exclusivity Data
There is no unexpired exclusivity for this product.

~ The sponsor’s patent and exclusivity statements are accurate. The sponsor has flled Paragraph v
Certification against all these patents.

4,861,598 Controlled release bases for pharmaceuticals
4,970,075 Controlled release bases for pharmaceuticals
5,266,331 Controlied release oxycodone compositions
5,508,042 Controlled release oxycodone compositions
5,549,912 Controlled release oxycodone compositions
9,656,295 Controlled release oxycodone compaositions

7. The innovator markets 10, 20, 40, 80 (160 mg is discontinued) strengths whereas the sponsor
initially proposed only 80 mg and 160 mg strengths, but withdrew the 160 mg strength later on.



The 80 mg and 160 mg tablets ARE FOR USE IN OPIOID TOLERANT PATIENTS ONLY. “Dose
proportionality information” (i.e., the comparison between different strengths tablets) under
“CLINICAL PHARMACOLOGY, Pharmacokinetics and Metabolism” has been retained including all
tables per team leader’s advice in the past. This decision was made at the time or review of ANDA
75-923 (Endo). However, any other specific information associated with other strengths than 80
mg has been carved out.

The innovator's 160 mg is now discontinued and placed in the D/C section of the 0.B. The
sponsor filed a Citizen Petition on September 18, 2001 to find out whether Oxycontin E-R tablets,
160 mg was withdrawn voluntarily or withheld from the reasons of safety or efficacy. The
following is the e-mail correspondences in this regard (1/28/02).

Question to Cecilia:

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld for the reasons of safety or efficacy).

Answer from Bob:
Cecelia-

It was an attempt on their part to appear to be dealing with the severe
abuse and misuse problem that is occurring with Oxycontin. Soitis
technically a safety reason. However, it is not clear that the highest

dose is the most abused; and it certainly doesn't seem to be the most
misused. We have been dealing with this mess nearly every day for a few
months now. Let me know if you need any more specific information.

We are having an advisory committee meeting to discuss this and other
opiate-related issues on June 14th and 15th and hope you can attend.
Please let others in OGD who might be interested in attending this
meeting know as well.

The following is another e-mail sent to Cecelia Praise on 6/3/02.
Cec,

The following is the e-mail | sent to you on 1/28/02. Have we responded to the sponsor yet?
Please be reminded that | was told from HFD-170 (Dr. McCormick) that "The innovator does not
market the 160 mg strength anymore, but the innovator has NOT withdrawn this strength according
to Dr. McCormick (Division Director of HFD-170).". However, it is found in the D/C section of the
Orange Book. | am confused. We are in the process of approving 160 mg Oxycodone tablets from
Endo. | guess there is no problem approving the 160 mg strength from Teva as well. Thanks,

Teva filed a citizen's petition for on September 18, 2001 requesting the determination of
discontinuation of the RLD 160 mg product. Do we have a response to this petition yet? Please let
me know. thanks, (The sponsor wants to know whether Oxycontin E-R tablets, 160 mg was
withdrawn voluntarily or withheld from the reasons of safety or efficacy).

Answer from Don Hare to the above e-mail on 6/3/02.

Once the RLD has been moved to the Discontinued Section of the Orange Book, whether it has
been officially withdrawn or not, OGD is not permitted to approve an ANDA for this drug product
until the determination as to why the drug product was withdrawn form the market and its finding
published in the FR Notice. | will check with Dave Read's shop to determine the status of Teva's
Petition. Don

Answer from Dave Read to Don Hare on 6/3/02

Don-
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| discussed this with Wayne last week, and | regret to report that the situation is a little complicated.

As you know, there are 10, 20, 40, 80, and 160 mg tablets of OxyContin. According to Wayne,
Purdue Frederick dropped the 160 in response to the well-publicized concerns about the abuse of
OxyContin (the 160s apparently had the biggest street value), that PF did this to show they were not
insensitive to the concerns and were willing to do their part. The big question — is that a "safety"
reason for purposes of 314.161? As far as | know, that question has not been answered yet.

Dave

The innovator does not market the 160 mg strength anymore, but the innovator has NOT
withdrawn this strength according to Dr. McCormick (Division Director of HFD-170). The
innovator's labeling for Oxycontin still retains all information on 160 mg strength. Therefore,
it appears safe to assume that there is no specific safety problem related to the 160.mg tablets. In
addition, the labeling indicates that two of 80 mg tablets are equivalent to one 160 mg tablet.

We are in the process of approving 160 mg Oxycodone tablets from Endo (ANDA 75-923).
However, it now appears that we can’t approve the 160 mg strength until we get a response
to Teva's CP on 160 mg Oxycontin tablets. We will not request final printed labeling until we
are able to provide an adequate response to Teva's petition.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

RLD: Store at controlled room temperature 20-250C (60-770F); brief excursions permitted
between 150C (590F) and 300C (860F).

ANDA: Container - Store at controlled room temperature, between 15° and 30°C (59° and 86°F)
[see USP].

Insert Labeling - Store at controlled room temperature, between 20° and 25°C (68° and
77°F) (see USP). See GENERAL comment above.

DISPENSING STATEMENT
RLD — Dispense in tight, light-resistant container.

ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant
closure (as required).

PACKAGING CONFIGURATIONS

RLD: 100s and unit-dose of 25s
ANDA —-100s

& manufactured. by 'f-%é—sto meet the requirement of

The sponsor will use the
21 CFR 1302.06.

The tablets have been accurately described in the HOW SUPPLIED section as required by 21 CFR
206,et al. See Vol.B.1.2, P.3951 (80‘mg).

SCORING — Both RLD and ANDA unscored.
CONTAINER/CLOSURE

Container — HDPE

Closure - 100s (CRC <~ cap) with Liner (p.3893, B .1.2)

RLD employs a specific delivery form of ;-—- . tablet. ANDA proposes '“=====*{ablets. The
sponsor did not include any specific information associated with the “~= " tablet.

Teva is the manufacturer of this drug product.



20. The sponsor proposed one PPl per a bottle of 100 tablets. | called the firm and spoke with Mr.
Philip Erickson on this proposal on August 8, 2003. He stated that their proposal is the same as the
innovator's.

Date of Review: August 8, 2003
e
Primary Reviewer: Chan Park

Team Leader: Lillie Golstm /@/
A

CC:

ANDA: 76-168

DUP/DIVISION FILE

HFD-613/CPark/LGolson (no cc)
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CHEMISTRY REVIEW NO. 1

ANDA # 76-168

NAME AND ADDRESS OF APPLICANT
Teva Pharmaceuticals USA
Attention: Phillip Erickson R.Ph.
1090 Horsham Road

P.O. Box 1090

North Wales PA 19454

LEGAL BASIS FOR SUBMISSION
The reference listed drug is Oxycontin. The NDA holder is
Purdue Pharma L.P.

SUPPLEMENT (s) N/A

PROPRIETARY NAME 7. NONPROPRIETARY NAME
N/A , Oxycodone Hydrochloride

SUPPLEMENT PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:
Orig. Submission May 8, 2001
New Correspondence July 3, 2001
Gratuitous Amendment

- for New Strength July 25, 2001

PHARMACOLOGICAL CATEGORY - 11. Rx or OTC
Analgesic Rx -

‘RELATED IND/NDA/DMF (s)

DOSAGE FORM ~14. POTENCIES
Extended release tablet 80 mg

CHEMICAL NAME AND STRUCTURE
4,5~epoxy-14-hydroxy-3-methoxy—17-methylmorphinan-6-0One-
hydrochloride

RECORDS AND REPORTS
N/A

COMMENTS
FIRST GENERIC.



18.

15.

CONCLUSIONS AND RECOMMENDATIONS

Not approvable; Major

REVIEWER: DATE COMPLETED:

A.Langowski 09/04/01
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CHEMISTRY REVIEW NO. 2

ANDA 76-168

NAME AND ADDRESS OF APPLICANT
Teva Pharmaceuticals USA
Attention: Phillip Erickson R.Ph.
1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSTION
The reference listed drug is Oxycontin. The NDA holder is
Purdue Pharma L.P.

SUPPLEMENT (s) N/A

'PROPRIETARY NAME 7. NONPROPRIETARY NAME

N/A Oxycodone Hydrochloride

SUPPLEMENT PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:
Orig. Submission May 8, 2001
New Correspondence July 3, 2001
Gratuitous Amendment

for New Strength - July 25, 2001

Amendment Jan 11, 2002
PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Analgesic Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCIES
Extended release tablet 80 mg and 160 mg

CHEMICAL NAME AND STRUCTURE
4,5-epoxy-l4-hydroxy-3-methoxy—17-methylmorphinan-6-0One-
hydrochloride

RECORDS AND REPORTS
N/A

COMMENTS
FIRST GENERIC.



18.

19.

CONCLUSIONS AND RECOMMENDATIONS

Not approvable; pending Bio.

REVIEWER: DATE COMPLETED:

A._.Langowski 02/13/02
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CHEMISTRY REVIEW NO. 3

ANDA 76-168

NAME AND ADDRESS OF APPLICANT
Teva Pharmaceuticals USA
Attention: Phillip Erickson R.Ph.
1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION
The reference listed drug is Oxycontin. The NDA holder is
Purdue Pharma L.P.

SUPPLEMENT (s) N/A

PROPRIETARY NAME 7. NONPROPRIETARY NAME
N/A Oxycodone Hydrochloride’

SUPPLEMENT PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:

Orig. Submission May 08, 2001
New Correspondence Jul 03, 2001
Gratuitous Amendment

for New Strength Jul 25, 2001
Amendment ~Jan 11, 2002
Amendment May 07, 2002
Amendment Jun 25, 2002
Amendment Dec 04, 2002
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM _ 14. POTENCIES
Extended release tablet 80 mg and 160 mg

CHEMICAL NAME AND STRUCTURE
4,5-epoxy-l4-hydroxy-3-methoxy—17-methylmorphinan-6-One-
hydrochloride

RECORDS AND REPORTS
N/A



17. COMMENTS
FIRST GENERIC

18. CONCLUSIONS AND RECOMMENDATIONS
Approvable - pending Citizen’s Petition

19. REVIEWER: DATE COMPLETED:

A.Langowski 08/12/02;12/16/02
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1. CHEMISTRY REVIEW NO. 4

2. ANDA 76-168

3. NAME AND ADDRESS OF APPLICANT
Teva Pharmaceuticals USA
Attention: Phillip Erickson R.Ph.
1090 Horsham Road
P.O. Box 1090
North Wales, PA 19454

4. . LEGAL BASIS FOR SUBMISSION )
The reference listed drug is Oxycontin. The NDA holder is
Purdue Pharma L.P.

5. SUPPLEMENT (s) N/A
6. PROPRIETARY NAME 7. NONPROPRIETARY NAME
N/A Oxycodone Hydrochloride
8. SUPPLEMENT PROVIDE FOR: N/A
9. AMENDMENTS AND QOTHER DATES:
Orig. Submission May 08, 2001
New Correspondence Jul 03, 2001
Gratuitous Amendment
for New Strength Jul 25, 2001
Amendment Jan 11, 2002
Amendment . May 07, 2002
Amendment Jun 25, 2002
Amendment Dec 04, 2002
Amendment May 05, 2003
Amendment July 2, 2003
10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic Rx

12. RELATED IND/NDA/DMF (s)

Kyt
e RO
e A A M DA T E TR N

13. DOSAGE FORM 14. POTENCIES
Extended release tablet 80 mg

15. CHEMICAL NAME AND STRUCTURE
4,5-epoxy-14-hydroxy-3-methoxy—17-methylmorphinan-6-0ne-
hydrochloride




16. RECORDS AND REPORTS
N/A

17. COMMENTS
FIRST GENERIC

18. CONCLUSIONS AND RECOMMENDATIONS

Approvable
18. REVIEWER: DATE COMPLETED:
A.Langowski 08/04/03

2595 342
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CHEMISTRY REVIEW NO. 5

 ANDA 76-168

" NAME AND ADDRESS OF APPLICANT
Teva Pharmaceuticals USA
Attention: Phillip Erickson R.Ph.
1090 Horsham Road . '
P.O. Box 1090 -

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION ‘ _ _ _
The reference listed drug is Oxycontin. The NDA holder is
Purdue Pharma L.P. ' : '

- SUPPLEMENT (s) N/A

PROPRIETARY NAME o 7. NONPROPRIETARY NAME

N/A S Oxycodone Hydrochloride

SUPPLEMENT PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:

Orig. Submission May 08, 2001

New Correspondence Jul 03, 2001
' Gratuitous Amendment: '

v for New Strength Jul 25, 2001
Amendment Jan 11, 2002
Amendment o - "May 07, 2002
Amendment - ’ - Jun 25, 2002
Amendment -~ " Dec 04, 2002
Amendment : , May 05, 2003
Amendment = .. July 2, 2003
Amendment {(minor) - - Dec 19, 2003 _ W
Amendment (tele) , Jan'?ﬁ, 200{?;;%4543
PHARMACOLOGICAL CATEGORY ~11. Rx or OTC

~Analgesic _ : . Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM ' ‘ .._ 14. POTENCIES
Extended release tablet - 80 mg
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CHEMICAL NAME AND S

TRUCTURE

4,5-epoxy-14-hydroxy-3-methoxy—17- methylmorphlnan 6-0Onie-

hydrochloride

RECORDS AND REPORTS

N/A

'COMMENTS
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Oxycodone Hydrochloride ER Tablets Teva Pharmaceuticals USA
80 mg : North Wales, PA

ANDA 76-168 Submission Date: 05/08/01
Reviewer: Z.Z. Wahba

V:\firmsnzZ\TEVA\let&rev\76168S.501

Review of Bioequivalence Studies, Dissolution Data and Waiver Requests
(Electronic Submission)

Introduction

Indication: the management of moderate to severe pain.
Type of Submission: Original
RLD: Purdue Pharma LP's OxyContin® 80 mg Tablets.

Background

Oxycodone hydrochloride is a strong opioid analgesic. It is well absorbed with a bioavailability of
60% to 87%. Upon repeated dosing in normal volunteers, steady-state levels were achieved within
24 - 36 hours. Dose proportionality has been established for the 10-mg, 20-mg and 40-mg tablet
strengths for both peak plasma levels (Cmax) and extent of absorption (AUC). Oxycodone is
extensively metabolized and eliminated primarily in the urine as both conjugated and unconjugated
metabolites. The apparent elimination half-life of oxycodone following the administration of
OxyContin was 4.5 hours compared to 3.2 hours for immediate-release oxycodone. The most
common adverse experiences reported in controlled clinical trials included: constipation, nausea,
somnolence, dizziness, vomiting, headache, dry mouth, asthenia, and sweating (PDR 2000).
Oxycodone is currently available as OxyContin® in 10-mg, 20-mg, 40-mg and 80-mg controlled-
release tablets marketed by Purdue Pharma LP. ’

BIOEQUIVALENCE STUDY UNDER FASTING CONDITIONS
Protocol No.: 315-31,

Study Information

STUDY FACILITY INFORMATIO

Clinical Facility: '

Medical Director: .
Clinical Study Dates: 02/21/01 to 03/03/01
Analytical Facility AT ~
Principal Investigator: -

Analytical Study Dates: 03/09/01 to 03/21/01

TREATMENT INFORMATION

Treatment ID: A B

Test or Reference: T R
Product Name: Oxycodone HC1 ER Tabs OxyContin®



Dietary Restrictions:

Activity Restrictions:

Drug Restrictions:

Blood Sampling:

Manufacturer: TEVA Pharmaceuticals USA The PF Laboratories, Inc.
Manufacture Date: 1/16/01 N/A
Expiration Date: N/A 8/04
Full Batch Size: ———— units N/A
Batch/Lot Number: 1313-157 7I3N1
Potency: 98.2% 96.5%
Content Uniformity: 100.2% 98.7%
Strength: 80 mg 80 mg
Dosage Form: tablet tablet
Dose Administered: - 80 mg 80 mg
Study Condition: fasting fasting
Length of Fasting: 10 hours 10 hours
RANDOMIZATION : DESIGN
Randomized: Y Design Type: CTOSSOVer
No. of Sequences: 2 Replicated Treatment N
’ Design:
No. of Periods: 2 Balanced: Y
No. of Treatments: 2 Washout Period: 7 Days
DOSING SUBJECTS
Single or Multiple Dose:  single IRB Approval: Y
Steady State: N Informed Consent Y
Obtained:
Volume of Liquid Intake: 240 mL No. of Subjects Enrolled: 30
Route of Administration: Oral No. of Subjects 29
Completing:
Dosing Interval: hr No. of Subjects Plasma 29
Analyzed:
Number of Doses: N/A No. of Dropouts: 1
Loading Dose: mg Sex(es) Included: male
Steady State Dose Time:  N/A Healthy Volunteers Only: Y
Length of Infusion: N/A No. of Adverse Events: 0

The use of foods or beverages containing alcohol or caffeine/xanthine
was prohibited for 48 hr prior to and during each period of
confinement. The use of foods or beverages containing grapefruit or
grapefruit juice was prohibited for 72 hr prior to and during each

confinement.

Subjects were not permitted to lie down for the first 4 hours following
drug administration.
No prescription medications within 14 days prior to or during the
study. No OTC medications within 7 days prior to or during each
study period. Exceptions may be allowed at the discretion of the
Sponsor providing it had no impact on the study.

Blood samples (10 mL EDTA) were collected during each study
period at Hour O (predose), and at 0.5, 1, 2,3, 4, 5, 6,7,8,10,12, 16,
24, 36, and 48 hours postdose.



Demographic Data

e 30 subjects enrolled.

e 29 subjects completed.

e Gender: 30 males

e Race: 25 Caucasians, 2 Blacks, 1 American Indian, 1 Asian,
and 1 Hispanic.

e Age: Average 36 years (20-55 years)
Zero subjects < 18 years
23 subjects between 18-40 years
7 subject between 41-64 years
zero subjects between 65-75 years
zero subjects between > 75 years

e Height (cm): Average 177 (163-192)

o  Weight (kg): 77.9 (59.9-95.5)

- Dropouts:
SUBJECT NO.:

REASON:"

PERIOD:
REPLACEMENT:

19

Dropped by Investigator prior to dosing in Period 2 due to ongoing
headache and nausea

2

N

Note: Each subject received a single oral dose of the opiate antagonist ReVia® (naltrexone) tablet (50
mg dose) taken with 240 mL of water at 15 hours and 3 hours prior to each dose of oxycodone HCL.

Adverse Events:

Eight subjects experienced a total of nineteen (19) adverse events during this study. All medical events were
“mild. The adverse events were judged as 14 drug-related, 1 probably drug-related, and 4 unrelated
drug-related (page 289, volume C1.2). -

Analytical Method (Not to be Released Under FOI)

Pre-Study Assay Validation:

~ ANALYTE:

ASSAY METHOD:
MATRIX:

INTERNAL STANDARD:
SENSITIVITY:
STANDARD CURVE
HIGHEST CONC.:
STANDARD CURVE
LOWEST CONC.:
SPECIFICITY:




PRE-STUDY ASSAY VALIDATION

Parameter Quality Control Samples Standard Curve
Samples
QC or Std. Curve Conc. - —
(ng/mL) r R { |
Intra Day Precision (%CV) I / ]
Intra Day Accuracy (% of { _J {
change) § j
Inter Day Precision (%CV) ST T R ]
Inter Day Accuracy (% of ; i /
change) | P i,w
Linear Range (ng/mL) ? g
Sensitivity/LOQ (ng/mL) ¢4 J
Recovery (%) ' — '
Stability §ﬂ" ,7
‘ ? |
Specificity i J
[ A—
S
DURING STUDY ASSAY VALIDATION FOR FASTING STUDY
Parameter Quality Control Samples “|$m®MCMWSme I

(ng/mL)
Inter Day Precision (%CV)

Inter Day Accuracy (% of
change) ]
Linear Range (ng/mL) '

Sensitivity/LOQ (ng/mL) -

QC or Std. Curve Conc. j
I |
{

Pharmacokinetic:

The plasma concentrations and pharmacokinetic parameters of

oxycodone under fasting conditions were analyzed using SAS-GLM
The pharmacokinetic parameters

procedure for analysis of variance.
for oxycodone are summarized in the tables below:



Table #1
Mean Plasma Concentrations (ng/mL)
of Oxycodone Under Fasting Conditions (n=29)

MEAN1 sD1 MEAN2 sD2 RMEAN12
TIME HR
0 0.00 0.00 0.00| . 0.00 .
0.5 9.68 5.34 11.45 7.01 0.85
1 31.02 9.45 38.62 15.37 0.80
2 48.56 12.71 55.07 15.64 0.88
3 59.11 15.60| . 58.86 16.08 1.00
4 61.38 14.89 57.53 14.85 1.07
5 65.86 15.48 58.75 14.58 1.12
6 59.44 14.12 52,24 12.73 1.14
7 55.34 13.09 47.85 12.48 1.16
8 50.54 13.05 43.23 12.42 1.17
10 42,11 12.64 34.38 10.21 1.22
12 33.86 11.58 28.63 7.78 1.18
16 20.01 7.23 20.22 5.77 0.99
24 7.66 3.84 10.85 4.18 0.71
36 1.31 1.06 2.07 1.31 0.63
48 0.24 0.28 0.44 0.41 0.55

MEAN1=Test MEAN2=Reference MEAN12=Mean T/R
Table #2

Summary of Pharmacokinetics Parameters (Oxycodone)
Under Fasting Conditions

MEAN1 SD1 MEAN2 sD2 RMEAN12
PARAMETER
AUCI 855.44 231.62 846.01 210.00 1.01
AUCT 851.70| 231.02 841.03 208.88 1.01
CMAX 68.47 16.25 62.48 14.90 1.10
KE 0.15 0.02 0.14| 0.02 1.09
*LAUCI 825.10 0.28 ©819.18 0.27 1.01
*LAUCT 821.43 0.28 814.32 0.27 1.01
*LCMAX 66.68 0.23 60.71 0.25 1.10
THALF : 4.83 0.86 5.29- 1.08 0.91
TMAX 4.66 0.82 3.37 1.33 1.38

UNIT: AUC=NG HR/ML CMAX=NG/ML  TMAX=HR THALF=HR KE=1/HR
* The values represent the geometric means (antilog of the
means of the logs) .



Table #3

L.SMeans and 90% Confidence Intervals
(Oxycodone)
LSM1 LSM2 RLSM12 LowCcI12 | UPPCI12
PARAMETER
LAUCI 832.06 819.18 1.02 95.69 107.82
LAUCT 828.33 814.32 1.02 95.84 107.96
LOMAX 66.87 60.71 1.10 103.90 116.78

LSMEAN1=LS mean test

Low CI 12=Lower C.IL for T/R

UNIT: AUC=NG HR/ML

LSMEAN2=LS mean ref.
UPP CI 12=Upper C.I. for T/R
CMAX=NG/ML

Comment on the fasting study (Oxycodone): »

Under fasting conditions, the mean plasma oxycodone levels for the test and reference products were
-~ comparable to each other as shown in Table #1 and Figure #1. The 90% confidence intervals for the

geometric mean ratios of AUCt, AUCI and Cmax were within the acceptable range of 80-125%

(Table #3).

BIOEQUIVALENCE STUDY UNDER NON-FASTING CONDITIONS
Protocol No.: 315-30

Study Information
STUDY FACILITY INFORMATION

Clinical Facility:

Medical Director: T

Clinical Study Dates: 02/17/01 to 02/27/01

Analytical Facility e e T ——

Principal Investigator: U,

Analytical Study Dates: 03/06/01 to 03/16/01

TREATMENT INFORMATION :

Treatment ID: A B
Test or Reference: T R
Product Name: Oxycodone HC1 ER Tabs OxyContin
Manufacturer: TEVA Pharmaceuticals USA The PF Laboratories, Inc.
Manufacture Date: 1/16/01 N/A
Expiration Date: N/A 8/04
Batch/Lot Number: 1313-157. 7J3N1
Strength: 80 mg 80 mg
Dosage Form: Tablet Tablet
Dose Administered: 80 mg 80 mg
Study Condition: Fed Fed
Length of Fasting: Overnight Overnight
Standardized Breakfast: Y Y



RANDOMIZATION DESIGN

Randomized: Y Design Type: Crossover
No. of Sequences: 2 Replicated Treatment N
_ Design:
No. of Periods: 2 Balanced: Y
No. of Treatments: 2 Washout Period: 7 days
DOSING : SUBJECTS

Single or Multiple Dose:  single IRB Approval: Y

Steady State: N Informed Consent Y
Obtained:

Volume of Liquid Intake: 240 mL No. of Subjects Enrolled: 30

Route of Administration: Oral No. of Subjects 30
Completing:

Dosing Interval: hr No. of Subjects Plasma 30
Analyzed:

Number of Doses: N/A No. of Dropouts: 0

Loading Dose: mg " Sex(es) Included: male

Steady State Dose Time: N/A Healthy Volunteers Only: Y

Length of Infusion:

Dietary Restrictions:

Activity Restrictions:

Drug Restrictions:

N/A No. of Adverse Events: 0

The use of foods or beverages containing alcohol or caffeine/xanthine
was prohibited 48 hrs & the use of foods or beverages containing
grapefruit or grapefruit juice was prohibited for 72 hrs prior to and
during each period of confinement.

The subjects were not to engage in strenuous exercise during the
confinement period and subjects were not permitted to lie down for the
first 4 hours following drug administration.

No prescription medication within 14 days prior to or during the study.
No OTC medication within 7 days prior to or during the study -
exceptions were allowed at the discretion of the sponsor providing it
did not impact the study.

Blood Sampling: Blood samples (10 mL EDTA) were collected during each study
period at Hour 0 (predose), andat0.5,1,2,3,4,5,6,7, 8,10, 12, 16,
24, 36, and 48 hours postdose. :
Demographic Data e 30 subjects enrolled.

e 30 subjects completed.
e Gender: 30 males
e Race: 27 Caucasians, 1 Black, 1 White Non-Caucasian, and 1
Hispanic. '
e Age: Average 37 years (24-53 years)
Zero subjects < 18 years
19 subjects between 18-40 years
11 subject between 41-64 years

zero subjects between 65-75 years




zero subjects between > 75 years
e Height (cm): Average 176 (165-187)
e Weight (kg): 78.9 (67.9-93.4)

Dropouts:
No Dropouts Reported

Note: Each subject received a single oral dose of the opiate antagonist ReVia® (naltrexone) tablet (50
mg dose) taken with 240 mL of water at 15 hours and 3 hours prior to each dose of oxycodone HCI.

Adverse Events:

Nine subjects experienced a total of sixteen (16) adverse events during this study. All medical events were
mild to moderate. The adverse events were judged as 7 drug-related, 1 probably drug-related, 1
possible drug-related, 1 unlikely drug-related, and 6 unrelated drug-related (page 1992, volume C1.6).

Assay Methodology: (NOT TO BE RELEASED UNDER FOI)

DURING STUDY ASSAY VALIDATION FOR FASTING STUDY

Parameter ’ | Quality Control Samples | Standard Curve Samnles
%

QC or Std. Curve Conc. —

(ng/mL)

Inter Day Precision (%CV)
Inter Day Accuracy (% of
change)

Linear Range (ng/mL) » : , j
Sensitivity/LOQ (ng/mL) § —

Pharmacokinetic:

The plasma concentrations and pharmacokinetic parameters of
oxycodone under non-fasting conditions were analyzed using SAS-GLM
procedure for analysis of variance.

The plasma concentrations and pharmacokinetic parameters, AUCt,
AUCi, Cmax, Tmax, Kel, T1/2 are summarized in the Tables below:

APPEARS THIS WAY
ON ORIGIMAL



Table #4
Mean Plasma Concentrations (ng/mL)
of Oxycodone Under non-fasting Conditions (N=30)

MEANA SDA MEAN2 sD2 RMEAN12

TIME HR

0 0.00 0.00 0.00 0.00 .
0.5 4.18 4.04 5.40 6.75 0.77
1 22.62 14.92 25.17 18.20 0.90
2 56.52 19.15 56.01 18.87| 1.01
3 77.07 19.92 72.14 16.55 1.07
4 80.75 18.27 73.50 13.68 1.10
5 87.20 19.59 73.61 15.41 1.18
6 77.22 17.49 65.29 14.96 1.18
7 71.70 19.44 60.08 15.38 1.19
8 62.27 16.27 55.07 15,14 1.13
10 47.72|  16.22 41.71 13.14 i.14
12 ‘ 34.90 11.45 33.81 12.03 1.03
16 19.76 8.51 22.74 8.26 0.87
24 7.00 3.95|  10.59 4.42 0.66
36 1.11 0.88 1.91 1.35 0.58
48. 0.25 0.29 0.45 0.44 0.56

1=Test-NonFast 2=Ref.-NonFast
UNIT: PLASMA LEVEL=NG/ML TIME=HRS
Table #5

Summary of Pharmacokinetics Parameters (Oxycodone)
Under Fasting and Non-Fasting Conditions

MEAN1 sD1 MEAN2 | SD2 RMEAN12
PARAMETER
AUCI 968.69| 243.98| 961.93| 231.89 1.01
AUCT ' 965.12| 243.45|. 957.17| 230.18 1.01
CMAX 91.12 18.27 80.85 13.37 1.13
KE 0.15 0.03 0.13 0.02 1:10
*LAUCI 938.59 0.26 934.32 0.25 1.00
*LAUCT | 935.01 0.26| 929.80 0.25 1.01
*| CMAX 89.21 0.22 79.70 0.18 1.12
THALF 4.80 0.78| 5.29 0.98 0.91
TMAX 4.57 1.01 3.53 1.17 1.29

1=Test-NonFast 2=Ref.-Nonlast

UNIT: AUC=NG HR/ML CMAX=NG/ML TMAX=HR THALF=HR KE=1/HR
* The values represent the geometric means (antilog of the means of the lo gs).’

Comment on the non-fasting study

Under non-fasting conditions, the mean plasma oxycodone levels for the test and reference products
were comparable to each other as shown in Table #1 and Figure #1. The T/R geometric mean ratios
(RMEAN1/2) for AUCt, AUCI, and Cmax were within the acceptable range of 0.8-1.25% (Table #5).
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Dissolution(Not to be released under FOI)

IN VITRO DISSOLUTION TESTING

Drug: Oxycodone Hydrochloride Extended-Release Tablets

Dose Strength: 80 mg :

Firm: TEVA Pharmaceuticals USA

Submission Date: May 8, 2001

File Name: Oxycodone Hydrochloride Extended-Release Tablets, 80 mg

I. Conditions for Dissolution/Release Testing:

USP 23 Apparatus: 1 Medium: Intestinal Fluid, Simulated, TS (no enzyme)
RPM: 100 Volume: 900 mL
No. Units Tested: 12 Assay Method: —

Reference Drug: OxyContin® (Oxycodone Hydrochloride Controlled-Release Tablets), 80 mg

II. Results of In Vitro Dissolution/Release Testing:

Test Product: Lot No.: 1313-157 Reference Product: Oxyconti‘®
Sampling Strength: 80 mg Lot No.: 7J3N1
Times ' Strength: 80 mg
(in) Mean % Range % CV Mean % l Range % CV
30 19.2 o < 5.1 27.5 1.7
60 29.6 52 37.7 1.3
120 45.2 4.8 50.0 1.5
240 66.7 4.4 64.7 1.5
480 89.4 ) 3.4 81.8 ‘ = 1.2
720 98.0 3.1 91.7 1.0

Content Uniformity (10 Uniis); Potency Assay:
Test Product Lot = Content Uniformity Méan = 100.2%, RSD = 3.1%; Assay = “~ .
Reference Product Lot = Content Uniformity Mean = 98.7%, RSD = 0.5%; Assay = ———

IN VITRO DISSOLUTION TESTING

Drug: Oxycodone Hydrochloride Extended-Release Tablets
"Dose Strength: 80 mg

Firm: TEVA Pharmaceuticals USA

Submission Date: May 8, 2001

I. Conditions for Dissolution/Release Testing:

USP 23 Apparatus: 1 Medium: Gastric Fluid (no enzyme)
RPM: 100 Volume: 900 mL
No. Units Tested: 12 Assay Method: ~ ~

Reference Drug: OxyContin® (Oxycodone Hydrochloride Controlled-Release Tablets), 80 mg

II. Results of In Vitro Dissolution/Release Testing:

Test Product: Lot No.: 1313-157 Reference Product: Oxycontin®

Sampling Strength: 80 mg Lot No.: 7J3N1

Times Strength: 80 mg

(min) Mean % T Range % CV Mean % | Range % CV
30 184 i 57 279 1.6
60 28.8 6.0 39.1 1.2
120 44.6 6.0 52.9 1.3
240 67.1 5.7 69.7 1.4
480 90.7 43 88.4 1.4
720 99.0 4.0 98.4 - — 1.0




IN VITRO DISSOLUTION TESTING

Drug: Oxycodone Hydrochloride Extended-Release Tablets
Dose Strength: 80 mg

Firm: TEVA Pharmaceuticals USA

Submission Date: May 8, 2001

1. Conditions for Disselution/Release Testing:

USP 23 Apparatus: 1 Medium: Phosphate Buffer pH 3.0
RPM: 100 Volume: 900 mL
No. Units Tested: 12 Assay Method: ™

Reference Drug: Oxycontin® (Oxycodone Hydrochloride Controlled-Release Tablets), 80 mg

II. Results of In Vitro Dissolution/Release Testing:

Test Product: Lot No.: 1313-157 Reference Product: Oxycontin®

Sampling Strength: 80 mg Lot No.: 7J3N1

Times : Strength: 80 mg

(min) Mean % Range % CV Mean % I Range % CV
30 19.1 - : 7.5 292 ~ 1.4
60 29.9 7.0 40.5 14
120 46.3 6.5 54.4 1.2
240 - 68.2 5.0 71.1 1.1
480 90.5 2.9 89.4 1.0
720 97.6 2.8 98.8 0.9

IN VITRO DISSOLUTION TESTING

Drug: Oxycodone Hydrochloride Extended-Release Tablets-
Dose Strength: 80 mg

Firm: TEVA Pharmaceuticals USA

Submission Date: May 8, 2001

I. Conditions for Dissolution/Release Testing:

USP 23 Apparatus: 1 Medium: Acetate Buffer pH 5.0°
RPM: 100 Volume: 900 mL _
No. Units Tested: 12 Assay Method: "« .

Reference Drug: OxyContin® (Oxycodone Hydrochloride Controlled-Release Tablets), 80 mg

II. Results of In Vitro Dissolution/Release Testing:

Test Product: Lot No.: 1313-157 Reference Product: Oxycontinﬁ

Sampling Strength: 80 mg ' Lot No.: 7J3N1

Times Strength: 80 mg

(min) Mean % Range % CV Mean % I Range % CV
30 19.2 : 44 304 — M 1.7
60 29.2 4.6 41.9 1.3
120 44.1 4.5 56.1 1.1
240 65.1 4.1 73.0 1.1
480 88.0 . 2.8 91.3 1.1
720 97.0 2.3 100.3 ” 1.0
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IN VITRO DISSOLUTION TESTING

Drug: Oxycodone Hydrochloride Extended-Release Tablets
Dose Strength: 80 mg

Firm: TEVA Pharmaceuticals USA

Submission Date: May 8, 2001

I. Conditions for Dissolution/Release Testing:

USP 23 Apparatus: 1 : Medium: Water
RPM: 100 Volume: 900 mL
"No. Units Tested: 12 Assay Method: =

Reference Drug: Oxycontin® (Oxycodone Hydrochloride Controlled-Release Tablets), 80 mg

II. Results of In Vitro Dissolution/Release Testing:

Test Product: Lot No.: 1313-157 Reference Product: Oxycontin®

Sampling Strength: 80 mg Lot No.: 7J3N1

Times Strength: 80 mg

(min) Mean % [ Range ! % CV Mean % Range % CV
30 19.2 4.9 27.1 - 2.0
60 29.8 5.1 37.6 1.2
120 45.9 4.8 50.2 1.0
240 674 3.8 65.4 1.2
480 87.2 ) 3.1 82.0 1.0

(N— -

720 914 - 3.2 90.8 ' 0.9

Comments on the Dissolution:

1.

The firm proposes dissolution testing in 900 mL of Simulated Intestinal Fluid without enzyme
using USP 24 apparatus I (basket) at 100 rpm. The test product should meet the following
tentative specifications:

Time (minutes) Mean (% of claim)
60

240 —

480 - NLT —

2. DBE proposes a different method, based on in-house information (ANDA 65-923), and

discussion with Dr. Nhan Tran, the DBE liason to the USP. For the sake of consistency, the
following method using 0.1N HC1 and specifications may be suggested to the firm. Dr. Tran
pointed out that the USP prefers to use simulated gastric fluid without enzyme, which is
~similar to 0.1N HCI. The firm submitted acceptable dissolution data in simulated gastric fluid
without enzyme (see second dissolution data table, above). These data were used to
determine the proposed specifications.

Therefore, DBE requests that the dissolution testing may be conducted in 900 mL of 0.1N
HClI at 37°C using USP Apparatus I at 100 rpm.

1 hour
4 hours ‘ —_—
12 hours NLT —

13



GENERAL COMMENTS:

1. The firm’s in vivo bioequivalence study conducted by Teva Pharmaceuticals on its
Oxycodone Hydrochloride Extended Release Tablet, 80 mg, under nonfasting conditions is
acceptable. The T/R geometric mean ratios are within the acceptable range of 0.80-1.25 for
AUC(0-t), AUCinf and Cmax. '

2. The dissolution testing conducted by the firm on its Oxycodone Hydrochloride Extended
Release Tablet, 80 mg, Lot # 1313-157, is acceptable. The dissolution testing method using
900 mL of Simulated Intestinal Fluid without enzyme appears to be adequately discriminating
for routine dissolution testing for Oxycodone Hydrochloride Extended Release Tablet, 80 mg.

3. All inactive ingredients in the formulation were found to be within approved safety limits
(FDA Inactive Ingredient Guide, January 1996).

DEFICIENCY COMMENT:

The CDER’s Guidance for Industry Bioavailability and Bioequivalence Studies for Orally
Administered Drug Products General-Considerations, posted October 27, 2000, states that replicate
design bioequivalence studies are recommended for modified release products. The firm should
explain why it conducted a two-way crossover design for its fasting bioequivalence study on
Oxycodone Hydrochloride Extended Release Tablet, 80 mg, instead of using a replicate design.

APPEARS THIS Way
ON ORIGIHAL
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RECOMMENDATIONS:

1. The bioequivalence study under fasting conditions conducted by Teva Pharmaceuticals USA,
on its Oxycodone Hydrochloride Extended Release Tablet, 80 mg, lot #1313-157, comparing
it to Purdue Pharma's OxyContin® Extended Release Tablet, 80 mg, has been found
mcomplete for the reason given in the deficiency comment.

2. The dissolution testing conducted by the firm on its Oxycodone Hydrochloride Extended
Release Tablet, 80 mg, lot #1313-157, is acceptable.

3. The dissolution testing should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted in 900 mL of 0.1N HCl at 37°C
using USP Apparatus I (basket) at 100 rpm. The test product should meet the following
tentative specifications:

1 hour , e
4 hours —_—
12 hours NLT —

The firm should be informed of the deficiency comment and recommendatibns.

Zakaria Z. Wahba, Ph.D. oa

Review Branch III _

Division of Bioequivalence - . i\::.\"'\\ﬁ'i
_A_" Y o

RD INITIALLED BDAVIT / , ' (I g _ / |

FT INITIALLED BDAVIT (S W D+~ Date 15/10/3]

Concur: M/ Date: 10| 15{ 200 |
Dale P. Conner, Pharm.D.
Director _
Division of Bioequivalence

f

LPPEARS THIS WAY
GN ORIGINAL
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BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT
ANDA: 76-168 APPLICANT: TEVA Pharmaceuticals USA
DRUG PRODUCT: Oxycodone HCl Extended Release Tablet, 80 mg

The Division of Bioequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiency has been identified:

The CDER’s Guidance for Industry Bioavailability and Bloequlvalence
Studies for Orally Administered Drug Products General-
Considerations, posted October 27, 2000, states that replicate
design bioequivalence studies are recommended for modified-release
products. Please explain why you used a two-way crossover design
for your fasting biocequivalence study instead of a replicate
design.

Sincerely vyours,

/k}/QcJ*:“J“
Dale P. Conner, Pharm. D.
Director, Division of Bioeguivalence
Office of Generic Drugs
Center for Drug Evaluation

16



CC:

ANDA #76-168

ANDA DUPLICATE

DIVISION FILE

HFD-651/ Bio Drug File

HFD-658/ Reviewer Z. Wahba
HFD-658/ Bio team Leader B. Davit

V \firmsnz\TEV A\let&rev\76168S.501

_Endorsements: (Final with Dates)
HFD-658/ Z. Wahba 2. (0 1o[4}C)
HFD-658/ B. Davit 415 IR

HFD-650/D. Conner,ﬁ,, %ﬁlwo'
BIOEQUIVALENCY - DEFICIENCY

FASTING STUDY (STF)
Clinical Sit* * T

FOOD STUDY (STP)
Clinical Sit:~ —

Outcome Decisions: IC — Incomplete
Winbio comments:  STF — Incomplete
STA— Incomplete

submission date: May 08, 2001

Strength: 80 mg
Outcome: IC

Strength: 80 nig
QOutcome: AC

KPPEARS THIS WAY

ON ORIGINAL
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BIOEQUIVALENCY COMMENTS TC BE PROVIDED TO THE APPLICANT
ANDA: 76-168 APPLICANT: TEVA Pharmaceuticals USA
DRUG PRODUCT: Oxycodone HCl Extended Release Tablet, 80 mg, 160 mg

The Division of Bioequivalence has completed its review and has no
further questions at this time.

- We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of simulated
gastric fluid without enzyme at 37°C using USP Apparatus 1 (basket)
at 100 rpm. The test product should meet the following tentative
specifications:

1 hour - I
4 hours - -
12 hours NLT ~—

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
biceguivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

uw/
i%gl Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 76-168 SPONSOR : Teva Pharmaceuticals
DRUG AND DOSAGE FORM: Oxycodone Extended-Release Tablets

STRENGTH(S): 80 mg, 160 mg

TYPES OF STUDIES: Single-dose fasting and postprandial studies.

CLINICAL STUDY SITE:
ANALYTICAL SITE: -
STUDY SUMMARY: Acceptable fasting and postprandial studies (for the 80 mg and 160 mg strengths)

DISSOLUTION: The dissolution data for the 80 mg and 160 mg are acceptable.

DSI INSPECTION STATUS
Inspection needed: _No - | Inspection status: Inspection results:
First Generic No Inspection requested: (date)
New facility No Inspection completed: (date)
For cause '
Other

PRIMARY REVIEWER: Zakaria Z. Wahba ~ BRANCH: III

INITIAL: < 2 DATE: 5\7‘69\

TEAM LEADER: Mamata Gokhale, Ph.D BRANCH: I

INITIAL: 7 paTE: 2l %OL

DIRECTOR, DIVISION OF BIOEQUIVALENCE: Dale P. Conner, Pharm.D.

INITIAL : /ﬂ%/ DATE : /I /g[ &2~
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OXYCODONE HYDROCHLORIDE Teva Pharmaceuticals USA

EXTENDED-RELEASE TABLETS North Wales, PA
80 mg and 160 mg Submission Date:
ANDA 76-168 07/25/01
Reviewer: Z.Z.Wahba 01/11/02

VMirmsnz\TEV Allet&rev\76168A0701 .doc

Study Amendment on the 80 mg Strength
And

Review of Two Additional Bioequivalence Studies, Dissolution Data on the 160 mg Strength

(Electronic Submission)

Bachground

1.

The firm previously submitted two in vivo bioequivalence studies (single-dose under fasting
and fed conditions) comparing its test product Oxycodone Hydrochloride Extended Release
Tablet, 80 mg, to Purdue Pharma's OxyContin® Extended Release Tablet, 80 mg. The
submission was reviewed and was found incomplete by the Division of Bloequlvalence (the
review date 10/15/2001) due to deficiency comment.

In this submission, the firm has responded to the deficiency comment and included additional
information in the current submission.

In addition, the firm submitted two bioequivalence studies under fasting and non-fasting
conditions, comparing its Oxycodone Hydrochloride Extended Release Tablet, 160 mg,
strength to the reference product Purdue Pharma's OxyContin® Extended Release Tablet, 160
mg.

The RLD Purdue Pharma's OxyContin® Extended Release Tablet, 160 mg, is on the
discontinued drug product list in the 2002 Orange Book.

On 09/18/01, the firm submitted a Citizen Petition (CP) for Oxycodone Hydrochloride
Extended Release Tablet, 160 mg. The CP is seeking determination whether Purdue Pharma's
OxyContin® Extended Release Tablet, 160 mg, was withdrawn from the market for safety or
effectiveness reasons.

The approval of the 160 mg strength is pending on the approval of the Citizen Petition for the
RLD Purdue Pharma's OxyContin® Extended Release Tablet, 160 mg. The Citizen Pet1t1on
is currently being reviewed.

DEFICIENCY COMMENT

On 10/24/01,the DBE requested the firm to respond to the following comment:
CDER’s Guidance for Industry Bioavailability and Bioequivalence Studies for Orally Administered
Drug Products General-Considerations, posted October 27, 2000, states that replicate design



bioequivalence studies are recommended for modified-release products. Please explain why you used
a two-way crossover design for your fasting bioequivalence study instead of a replicate design -

RESPONSE TO THE DEFICIENCY COMMENT

To minimize the risk of respiratory depression associated with opioid analgesics (such as
oxycodone), the firm conducted the bioequivalence study as two-way crossover design. In this way
of design the subjects received two doses of the drug instead of the four doses required by a replicate
design study.

Note: Currently, the DBE has dropped its requirements for conducting replicate design
bioequivalence studies for modified-release products, as per recommendation from the meeting of the

advisory committee for Pharmaceutical Science (11/29/01).

The firm’s response to the deficiency comment is acceptable.

BIOEQUIVALENCE STUDY UNDER FASTING CONDITIONS (160 mg)
Protocol No.: 315-32

Study Information

STUDY FACILITY INFORMATION

Clinical Facility:

Principal Investigator: e :

Clinical Study Dates: 05/10/01 to 05/27/01

Analytical Facility SRS

Analytical Study Dates: | 06/01/01 to 06/12/01

TREATMENT INFORMATION

Treatment ID: A B
Test or Reference: T R
Product Name: Oxycodone HCl OxyContin®
Manufacturer: TEVA Pharmaceuticals USA The PF Laboratories, Inc.
Manufacture Date: 04/30/01 N/A
Expiration Date*: N/A ' 11/30/03
Batch Size: ———= Nit§ N/A
Batch/Lot Number: 1404-003 9V5l1
Potency: 99.6% 101.9%
Content Uniformity: 100.6% 101.4%
Strength: 160 mg 160 mg
Dosage Form: Tablet Tablet
Dose Administered: 1X160 mg 1X160 mg
Study Condition: Fasting fasting
Length of Fasting: 10 hours 10 hours

*The information reported in pages 111 (volume B3.2) and 1773 (volume B3.7).



RANDOMIZATION DESIGN

Randomized: Y Design Type: CIOSSover
No. of Sequences: 2 Replicated Treatment Design: N

No. of Periods: 2 Balanced: N

No. of Treatments: 2 Washout Period: 7 Days
DOSING SUBJECTS

Single or Multiple Dose: | single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: | 240 mL No. of Subjects Enrolled: 30
Route of Administration: | oral No. of Subjects Completing: 28

The use of foods containing alcohol or caffeine/xanthine was prohibited 48 hr prior to
& during each period of confinement. The use of foods or beverages containing
grapefruit was prohibited for 72 hr prior to & during each confinement period.

Dietary Restrictions:

Subjects were not permitted to lie down for the first 4 hours following diug
administration unless necessitated by an adverse event. Subjects were not to engage
in strenuous exercise during the confinement period of the study.

Activity Restrictions:

No prescription medication within 14 days period to or during the study. No OTC
medication within 7 days prior to or during the study - exceptions were allowed at the
discretion of the sponsor providing it did not impact the study.

Drug Restrictions:

Blood Sampling: Blood samples (10 mL EDTA) were collected during each study period at Hour 0
(predose), and at 0.5,1,2,3,4,5, 6,7, 8, 10, 12, 16, 24, 36, and 48 hours postdose.
Demographic Data* e 30 healthy subjects enrolled.

e Gender: 30 males

e Race: 25 Caucasians, 3 Hispanic, 2 Blacks
o Age: Average 45 years (21-75 years)

Zero subjects < 18 years

14 subjects between 18-40 years

11 subject between 41-64 years

5 subjects between 65-75 years

zero subjects between > 75 years

Height (in): Average 71.0 (64.5-77.5)

o Weight (Ib): 178.7 (128.0-211.0)

*Information on pages 172- |
173, vol. B3.3

Note: Each subject received a single oral dose of the opiate antagonist ReVia® (naltrexone) tablet (2
X 50 mg dose) taken with 240 mL of water at 15 hours and 3 hours prior to gach dose of oxycodone
HCI. Naltrexone was administered to block the opioid adverse effects associated with high dose of

oxycodon.

Dropouts:

SUBJECT NO.: 1 10

REASON: Subject vomited after naltrexone admin. and | Subject has a positive cotinine
was dropped by the principal investigator. result at Period 2.

PERIOD: 2 : 2




| REPLACEMENT: [N | N

Adverse Events:
Eight subjects experienced a total of twenty-one (21) adverse events during this study. All medical events
were moderate. The adverse events were judged as 9 possibly drug-related, 9 probably drug-related,

and 3 unrelated drug-related (page 274, volume B3.3).

Analytical Assay (Not to be Released Under FOI)

ANALYTE: T
ASSAY METHOD: :

MATRIX:

INTERNAL STANDARD:

SENSITIVITY:

STANDARD CURVE HIGHEST CONC.:

STANDARD CURVE LOWEST CONC.:

R**2 IS GREATER THAN: .

(\‘“«w\__._~

SPECIFICITY:

STUDY ASSAY VALIDATION (Not to be released under FOI)

(Note: the assay validation for oxycodone was previously demonstrated in two biostudies for the 80
mg strength)

Parameter Quality Control Samples
QC or Std. Curve Conc. T -
(ng/mL) r
Intra Day Precision (%CV) '
Intra Day Accuracy (% of
change)
Inter Day Precision (%CV)
Inter Day Accuracy (% of
change)
Linear Range (ng/mL)
Sensitivity/LOQ (ng/mL)
Recovery (%) _
Stability™* i

*The information on pages 322-529, volume B3.3.



DURING STUDY ASSAY VALIDATION FOR FASTING STUDY*

Parameter 1 Quality Control Samples | Standard Curve Samples 1
QC or Std. Curve Conc. r’ —
(ng/mL) ! -
Inter Day Precision (%CV) 1 i
Inter Day Accuracy (% of : j
change) :

Linear Range (ng/mL) i _
Sensitivity/LOQ (ng/mL) T

*The information on pages 348-349, volume B3.3.

**There was one anomalous value (one out of 20 QC samples) for the —, quality control on
standard curve OXY_008 which caused the high value of coefficient of variation. The standard curve
OXY-008 met the acceptance criteria (page 345, volume B3.3).

Pharmacokinetic:

The plasma concentrations and pharmacokinetic parameters of oxycodone under fasting conditions
were analyzed using SAS-GLM procedure for analysis of variance.

PK Results:
Mean Plasma Concentrations: Table 1, Figure 1
Pharmacokinetic Parameters:  Tables 2 and 3

PK Parameter 90% Confidence Intervals Geometric T/R Ratios Root MSE
(=27) (n=27)

LAUCt 93.56-102.52% 0.98 0.09827255

LAUCi 93.43-102.95% 0.98 0.10047493

LCMAX 89.87-99.27% 0.94 0.10688170

Comments:

¢ There were no measurable drug concentrations in the pre-dose samples. There was no
observation of a first measurable drug concentration as Cmax.

o The reviewer recalculated pharmacokinetic parameters. The reported values are in agreement
with those obtained by the reviewer.

» The 90% confidence intervals for log transformed AUCO-t, AUCO-inf, and Cmax are within
acceptable limits of 80-125%. :

* Subject #28, vomited approximately 10 hr and 11.5 hrs after dosing (test product), in period 1.
According to the CDER Guidance, "Bioavailability and Bioequivalence Studies for Orally
Administered Drug Products — General Considerations" (10/2000), subject #28, should be
deleted from the statistical analysis. However, if subject #28 is included in the statistical analysis,
the outcome decision on the application will remain the same (see Table #4).

Conclusion: The fasting study is acceptable.



BIOEQUIVALENCE STUDY UNDER NON-FASTING CONDITIONS (160 mg)

Protocol No.: 315-33

Study Information -

STUDY FACILITY INFORMATION

Clinical Facility:

Principal Investigator: E i

Clinical Study Dates: 05/11/01 t0 05/21/01 _

Analytical Facility

Analytical Study Dates: ’ 05/25/01 to 06/11/01

TREATMENT INFORMATION

Treatment ID: ' A B

Test or Reference: T R
Product Name: Oxycodone HC1 OxyContin®
Manufacturer: TEVA Pharmaceuticals USA The PF Laboratories, Inc.
Manufacture Date: 04/30/01 N/A
Expiration Date: N/A 11/30/03
Batch Size: ———— units N/A
Batch/Lot Number: 1404-003 9V5l1
Strength: 160 mg 160 mg
Dosage Form: ~ Tablet Tablet
Dose Administered: 1X160 mg 1X160 mg
Study Condition: Fed Fed
Standardized Breakfast: Y Y
RANDOMIZATION DESIGN

Randomized: Y Design Type: Crossover
No. of Sequences: - 2 Replicated Treatment Design: N

No. of Periods: 2 Balanced: N

No. of Treatments: 2 Washout Period: 7 Days
DOSING ‘ SUBJECTS

Single or Multiple Dose: | single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: | 240 mL No. of Subjects Enrolled: 30
Route of Administration: | oral No. of Subjects Completing: 25

Dietary Restrictions: | The use of foods containing alcohol or caffeine/xanthine was prohibfted 48 hr prior
to & during each period of confinement. The use of foods or beverages containing
grapefruit was prohibited for 3 days prior to the study.

Activity Restrictions: | Subjects were not permitted to lie down for the first 4 hours following drug
administration unless necessitated by an adverse event. Subjects were not to
engage in strenuous exercise during the confinement period of the study.




Drug Restrictions: No prescription medication within 14 days prior to or during the study. No OTC
medication within 7 days prior to or during the study - exceptions were allowed at
the discretion of the sponsor providing it did not impact the study.

Blood Sampling: Blood samples (10 mL. EDTA) were collected during each study period at Hour 0
(predose), and at 0.5,1,2,3,4,5,6,7,8, 10, 12, 16, 24, 36, and 48 hours postdose.

Demographic Data* e 30 healthy subjects enrolled.

e Gender: 30 males
e Race: 27 Caucasians, 2 Blacks, 1 Asian
e Age: Average 27 years (19-57 years)
Zero subjects < 18 years
26 subjects between 18-40 years
14 subject between 41-64 years
Zero subjects between 65-75 years
) zero subjects between > 75 years
*Information on pages e Height (in): Average 71.5 (65.0-76.0)
1782-1783, vol. B3.7 o Weight (Ib): 173.9 (146.0-206.0)

Note: Each subject received a single oral dose of the opiate antagonist ReVia® (naltrexone) tablet (2
X 50 mg dose) taken with 240 mL of water at 15 hours and 3 hours prior to each dose of oxycodone
HCI. '

Dropouts:

Adverse Events:

SUBJECT NO.: 1 17 20

REASON: Subject was dropped | Subject was dropped | Subject was dropped
after oxycodone prior to oxycodone prior to Period 2 for
dosing due to adverse | dosing due to an personal reasons
events adverse event

PERIOD: 1 2 1

REPLACEMENT: N N N

SUBJECT NO.: 25 28

REASON: Subject was dropped | Subject was dropped
prior to oxycodone prior to oxycodone
dosing due to an dosing due to an
adverse event. adverse event.

PERIOD: 2 2

REPLACEMENT: N N

Fourteen subjects experienced a total of thirty-five (35) adverse events during this study. All medical events
were moderate. The adverse events were judged as 5 probably drug-related, 14 possibly drug-related,
2 unlikely drug-related, and 14 unrelated to drug-treatment (page 1890-1891, volume B3.7).



DURING STUDY ASSAY VALIDATION FOR NON-FASTING STUDY*
(Not to be released Under FOI)

Parameter Quality Control Samples | Standard Curve Samnles |
QC or Std. Curve Conc. j
(ng/mL)

Inter Day Precision (%CV)
Inter Day Accuracy (% of
change)

Linear Range (ng/mL)
Sensitivity/LOQ (ng/mL)
*The information on pages 1997-1998, volume B3.7.

I

Pharmacokinetic:

The plasma concentrations and pharmacokinetic parameters of oxycodone under non-fasting
conditions were analyzed using SAS-GLM procedure for analysis of variance.

PK Results:
Mean Plasma Concentrations: Table 5, Figure 2
Pharmacokinetic Parameters;  Tables 6 and 7

Geometric T/R Ratios (n=23): AUCO0-t  0.97
AUCO-inf 0.97
Cmax 0.89

Comments:

e There were no measurable drug concentrations at 0 hr. There was no observation of first
measurable drug concentration as Cmax. .

¢ The T/R geometric mean ratios for AUCt, AUCi, and Cmax, were all within the acceptable range
of 0.8 to 1.25.

» The reviewer recalculated pharmacokinetic parameters. The reported values are in agreement
with those obtained by the reviewer.

e The firm reported that 90% confidence intervals for log transformed AUCO-t, AUCO-inf, and
Cmax are within acceptable limits of 80-125%, but they are not currently required by DBE for
non-fasting BE studies. ‘

¢ Subject #15, vomited approximately 1.33 hr after dosing (reference treatment, period 1). Subject
#21, vomited approximately 10 hrs after dosing (reference treatment, period 1), and 10.5 hrs after
dosing (test treatment, period 2). According to the CDER Guidance, "Bioavailability and
Bioequivalence Studies for Orally Administered Drug Products — General Considerations"
(10/2000), subjects #15, and 21, should be deleted from the statistical analysis. However, if
subjects #15, and 21 are included in the statistical analysis, the outcome decision on the
application will remain the same (see Table #8).

Conclusion: The post-prandial bioequivalence study is acceptable.



Formulation (Not to be released under FOI)

Formulation information is provided in Table 10.
All inactive ingredients in the formulation were present at or below the levels cited in the FDA
Inactive Ingredient Guide (1996) for approved drug products.

Dissolution (Not to be released under FOI)

The dissolution information is provided in Tables #10-14, below.

The firm proposes dissolution testing in 900 mL of Simulated Intestinal Fluid without enzyme
using USP 24 apparatus I (basket) at 100 rpm. The test product should meet the following
tentative specifications:

Time Mean (% of claim)
1 hour e

4 hours -

8 hours NLT——

For the sake of consistency, the Division of Bloequlvalence proposes the following method (The
innovator method):

Media:  Simulated gastric fluid without enzyme
Volume: 900 mL
Apparatus: USP Apparatus 1 (Basket) at 100 rpm

Based on the firm's submitted dissolution data (Table #10), the DBE proposes the following
specifications.

1 hour
4 hours T
12 hours NLT =,

The dissolution testing is acceptable.

APPEARS THIS WAY
ON GRIGINAL



Pire

RECOMMENDATIONS:

1. The single-dose, fasting bioequivalence study and the single-dose post-prandial
bioequivalence study conducted by Teva Pharmaceuticals USA, on its Oxycodone
Hydrochloride Extended Release Tablet, 80 mg (lot #1313-157), comparing it to Purdue
Pharma's OxyContin® Extended Release Tablet, 80 mg (lot #7J3N1), have been found
acceptable by the Division of Bioequivalence. These studies demonstrate that the test
product, Teva's Oxycodone Hydrochloride Extended Release Tablet, 80 mg, are bioequivalent
to the reference product, Pharma's OxyContin® Extended Release Tablet, 80 mg, under
fasting and non-fasting conditions.

2. The single-dose, fasting bioequivalence study and the single-dose post-prandial
bioequivalence study conducted by Teva Pharmaceuticals USA, on its Oxycodone
Hydrochloride Extended Release Tablet, 160 mg (lot #1404-003), comparing it to Purdue
Pharma's OxyContin® Extended Release Tablet, 160 mg (lot #9V51), have been found
acceptable by the Division of Bioequivalence. These studies demonstrate that the test
product, Teva's Oxycodone Hydrochloride Extended Release Tablet, 160 mg, are
bioequivalent to the reference product, Pharma's OxyContin® Extended Release Tablet, 160
mg, under fasting and non-fasting conditions.

3. The dissolution testing conducted by the firm on its Oxycodone Hydrochloride Extended
Release Tablet, 80 mg (lot #1313-157) and 160 mg (lot #1404-003), is acceptable.

4, The dissolution testing should be incorporated into the firm's manufacturing controls and

stability program. The dissolution testing should be conducted in 900 mL of simulated gastric
fluid without enzyme at 37°C using USP Apparatus 1 (basket) at 100 rpm. The test product
should meet the following tentative specifications:

1 hour A
4 hours tavacy
12 hours NLT e

Zalars 2 WDednoe

Zakaria Z. Wahba, Ph.D.
Review Branch II1
Division of Bioequivalence

RD INITIALLED MGOKHALE
FT INITIALLED MGOKHALE WWQ”\ Geldale Date 3/ F /o2

Concur: M‘J‘_& Date: 3’ 7| 002

Dale P. Conner, Pharm.D.
Director
Division of Bioequivalence
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Table #1
Mean Plasma Concentrations (ng/mL)
of Oxvcodone Under Fasti_ng Conditions (n=27)

MEAN1 SD1 MEAN2 sp2 RMEAN12
TIME HR
0 0.00 0.00 0.00 0.00 .
0.5 19.56 11.51 32.29 21.42 0.61
1 57.56 17.61 91.42 28.37 0.63
2 95.15 21.71| 128.34 28.25 0.74
3 108.40| . 25.76| 130.22 29.63 0.83
4 118.81 26.34] 129.25 30.17 0.92
5 126.49 28.55|  125.61 30.51 1.01
6 120.45 30.54| 114.49 27.88 1.05
7 107.55 21.82]  104.87 25.95 1.03
8 100.12 31.36 99.78 24.21 1.00
10 80.37 22.82 82.82 25.03 0.97
12 65.66 21.29 63.17 21.96 1.04
16 40.53 16.72 37.77| 17.18 1.07
24 13.64 7.97 10.48 6.23 1.30
36 2.35 2.11 1.74 1.48 1.35
48 0.56 0.65 0.40 0.43 1.38

MEANI1=Test MEAN2=Reference MEANI12=Mean T/R

UNITS: PLASMA LEVEL=NG/ML, TIME=HRS

APPEARS Ti1S WAY




FIG P—1. PLASMA OXYCODONE LEVELS
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Table #2

Summary of Pharmacokinetics Parameters (Oxycodone)

Under Fasting Conditions* (n=27)

MEAN1 SDA MEAN2 SD2 RMEAN12

PARAMETER

AUCI 1653.87 476.61 1693.58 477.04 0.98
AUCT 1647.55 473.14 1676.15 470.82 0.98
CMAX 129.96 28.20 137.54 28.79 0.94
KE 0.14 0.03 0.16 0.03 0.92
THALF ©5.00 0.90 4.64 1.00 1.08
TMAX 4.97 0.98 3.27 1.11 1.52

UNITS: AUC=NG HR/ML, CMAX=NG/ML , TMAX=HR, T/2=HR
*The values represent the arithmetic means.

Table #3
LSMeans and 90% Confidence Intervals

(Oxycodone, Under Fasting Conditions) (n=27)

LSM1 LSM2 RLSM12 LOWCI12 | UPPCI12
PARAMETER
LAUCI 1586.17 1617.39 0.98 93.43 102.95
LAUCT 1580.54 1613.80 0.98 93.56 102.52
LCMAX 127.23 134.71 0.94 89.87 99.27

LSM1=LS mean test LSM2=LS mean reference
Low CI 12=Lower C.I. for T/R

UPP CI 12=Upper C.I. for T/R
UNIT: AUC=NG HR/ML CMAX=NG/ML
* The statistical analysis excluded subject #28 (vomited)

Table #4
LSMeans and 90% Confidence Intervals*

- {Oxycodone, Under Fasting Conditions) (n=28)

LSM1 Lsm2 RLSM12 LOWCI12 UPPCI12
PARAMETER
LAUCI 1567.44 1619.70 0.97 91.83 101.99
LAUCT 1561.97 1616.17 0.97 91.99 101.54
LCMAX 126.562 135.32 0.93 88.86 98.37

LSM1=LS mean test LSM2=LS mean reference
Low CI 12=Lower C.I. for T/R
UNIT: AUC=NG HR/ML

* The statistical analysis included subject #28 (vomited)

UPP CI 12=Upper C.I. for T/R
CMAX=NG/ML

13



: Table #5
Mean Plasma Concentrations (ng/ml.)
of Oxycodone Under Non-Fasting Conditions (n=23)

MEANT SD1 MEAN2 sD2 RMEAN12

TIME HR .

0 0.00 0.00 0.00 0.00 .
0.5 ' 4.17 4.38 10.29 13.15 0.41
1 24.97 17.86 47.33 37.16 0.53
2 110.47 49.12|  135.38 54.99 0.82
3 154.33 60.65| 181.13 57.97 0.85
4 160.01 53.86|  189.90 51.83 0.84
5 171.91 70.21  192.61 52.83 0.89
6 161.30 49.14|  169.17 48.35 0.95
7 141.43 45.54|  144.97 51.83 0.98
8 126.86 38.82{  131.75 52.95 0.96
10 97.73 33.96 89.53 35.60 1.09
12 69.71 31.14 62.80 28.85 1.11
16 35.72 18.65 32.01 17.48 1.12
24 9.92 6.32 8.52 5.73 1.16
36 1.47 1.35 1.30 1.39 1.14
48 0.26 0.36 0.24 0.42 1.12

MEANI1=Test MEAN2=Reference MEAN12=Mean T/R

UNITS: PLASMA LEVEL=NG/ML, TIME=HRS

LPPEARS THIS WAY
OGN ORIGINAL



FIG P—2 . PLASMA OXYCODONE LEVELS
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Table #6

Summary of Pharmacokinetics Parameters (Oxycodone)

Under Non-Fasting Conditions* (n=23)

MEAN1 SD1 MEAN2 sD2 RMEAN12
PARAMETER
AUCI 1856.96| 670.85| 1915.11 658.61 0.97
AUCT 1853.61 669.19| 1910.83| 656.80 0.97
CMAX 187.74 58.93| 207.67 51.66 " 0.90
KE 0.16 0.02 0.17 0.03 0.99
THALF 4.31 0.64 4.30 0.73 1.00
TMAX 4.74 0.96 4.26 0.96 1.11

UNITS: AUC=NG HR/ML, CMAX=NG/ML , TMAX=HR, T/2=HR
*The values represent the arithmetic means.

Table #7
LSMeans Ratios and 90% Confidence Intervals*

(Oxycodone, Under Non-Fasting Conditions) (n=23)

LSM1 LSM2 RLSM12 LOWCI12 | UPPCI12
PARAMETER
LAUCI 1756.45 1808.64 0.97 93.20 101.19
LAUCT 1753.34 1804.50 0.97 93.28 101.22
LCMAX 179.32 201.28 0.89 83.68 94.86

LSMI1=LS mean test LSM2=LS mean reference

Low CI 12=Lower C.IL for T/R UPP CI 12=Upper C.I for T/R
UNIT: AUC=NG HR/ML CMAX=NG/ML
RLSM12=LS mean test/LS mean reference

*The statistical analysis excluded subject #15, and 21 (vomited).

Table #8
LSMeans Ratios and 90% Confidence Intervals*
(Oxycodone) (n=25)

LSM1 LSm2 RLSM12 LOWCI12 UPPCI12
PARAMETER
LAUCI 1757.10 1690.36 1.04 92.24 117.15
LAUCT 1753.99 1686.37 1.04 92.28 117.23
LCMAX 177 .44 201.92 0.88 82.80 93.26

LSM1=LS mean test L.SM2=LS mean reference
Low CI 12=Lower C.I. for T/R

UNIT: AUC=NG HR/ML

RLSM12=LS mean test/LS mean reference
* The statistical analysis included subject #15, and 21 (vomited).

UPP CI 12=Upper C.I. for T/R
CMAX=NG/ML
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Dissolution Methods / Results
(information on pages 116-133, volume B3.2)

Table #10

Dissolution Method: USP

Dissolution Medium: Simulated gastric fluid without enzymes
Volume: 900 mL

Dissolution Apparatus: 1 (basket)

Test : REFERENCE

Lot No.: 1404-003 Lot No.: 9V51

Strength: 160 mg tab Strength: 160 mg tab

No. of Units: 12 ' No. of Units: 12
Time(min) | Mean Range %CV Mean | Range - %CV
30 16.89 - 4.08 | 34.44 1 117
60 26.55 4.24 48.17 i ] 1.06
120 42.13 3.57 64.91 ) 0.85
240 65.48 1.9 84.46 { 1093
480 91.13 0.73 103.51 , 1 10.73
720 99.45 . 0.83 107.14 0.82
Table#11
Dissolution Method: USP
Dissolution Medium: Simulated intestinal fluid without enzymes -
Volume: 900 mL
Dissolution Apparatus: I (Basket)

Test ' REFERENCE

Lot No.: 1404-003 Lot No.: 9V51

Strength: 160 mg tab Strength: 160 mg tab

No. of Units: 12 No. of Units: 12
Time(min) | Mean | Range %CV Mean | Range %CV
30 18.68 — =~ _14.33 33.9 e f 1.78
60 28.35 i [3.58 ’ 46.5 j 1.44
120 43.38 | 1322 61.68 i 1.23
240 64.61 i 133 79.42 % 1.08
480 : 88.26 L % 0.83 1 97.23 4 | 10.93
720 97.22 1 |08 103.77 b— 7 0.74




Table#12

Dissolution Method: USP

Dissolution Medium: Phosphate buffer pH 3.0
Volume: 900 mL

Dissolution Apparatus: I (Basket)
Test REFERENCE
Lot No.: 1404-003 Lot No.: 9V51

Strength: 160 mg tab
No. of Units: 12

Strength: 160 mg tab
No. of Units: 12

Time(min) | Mean | Range %CV Mean | Range %CV
30 18.42 ™ 4.92 36.25 - -~ | 1.39
60 28.58 i/ i 4.27 50.43 ’ 3 0.93
120 144.49 i _ 3.52 67.22 1 1085
240 67.6 ! P 1154 86.33 i 109
430 91.41 [ _|TToss 104.22 J 0.7
720 98.82 o ] 1.24 108.54 0.66
Table#13
Dissolution Method: USP
Dissolution Medium: Acetate buffer pH 5.0
Volume: 900 mL
Dissolution Apparatus: I (Basket) '

Test REFERENCE

Lot No.: 1404-003 Lot No.: 9V51

Strength: 160 mg tab Strength: 160 mg tab

No. of Units: 12 No. of Units: 12
Time(min) | Mean Range %CV Mean | Range %CV
30 17.66 - 5.67 35.18 o 1.03
60 27.62 4.99 48.9 ; 0.59
120 42.9 4.19 65.12 a | [0.73
240 64.57 2.38 83.58 ; 0.66
480 | 87.89 1.4 101.34 L 1 10.68
720 96.97 B 1.33 106.73 i — | 0.86

APPIARS THIS WAY
ON ORIGINAL

19




Table#14

Dissolution Method: USP
Dissolution Medium: Water
Volume: 900 mL

Dissolution Apparatus: I (Basket)

Test REFERENCE

Lot No.: 1404-003 Lot No.: 9V51

Strength: 160 mg tab Strength: 160 mg tab

‘| No. of Units: 12 No. of Units: 12

Time(min) | Mean | Range %CV Mean | Range %CV
30 18.46 6.59 33.55 124
60 2748 { 7\ Tos 16.41 074
120 42.63 i [7.36 61.89 o X
240 64.27 5.03 79.08 0.74
480 84.48 [ 4.85 94.68 B 0.77
720 89.15 , 468 97.9 — ~Tos3

RPPEARS TS WAY
O GRIGIRAL



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-168 APPLICANT: TEVA Pharmaceuticals USA
DRUG PRODUCT: Oxycodone HCl Extended Release Tablet, 80 mg, 160 mg

The Division of Bioequivalence has completed its review and has no
further questions at this time.

We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of simulated
gastric fluid without enzyme at 37°C using USP Apparatus 1 (basket)
at 100 rpm. The test product should meet the following tentative
specifications: ‘

1 hour o
4 hours
12 hours NLT cem

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
biocequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

N Cataot
'fqu Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation
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CC: ANDA #76-168
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-658/ Reviewer
HFD-658/ Bio team Leader

V\Mirmsnz\TEV A\let&rev\76168 A0702.doc

Endorsements: (Final with Date?
HFD-658/ Z. Wahba 2t> 2/7/9 %
HFD-658/ M. Gokhale 4w 31F (02—

HFD-650/ D. Connerf, Mt o502

BIOEQUIVALENCY - Acceptable submission date: May 08, 2001

1. Study Amendment, 01/11/02 Strength: 80 mg
Outcome: AC
2. Fasting Study (STF), 07/25/01 Strength: 160 mg
Clinical Sit: - Outcome: AC
3. Food Study (STP), 07/25/01 Strength: 160 mg
- Clinical Sit;  ~—"""""""""""" Outcome: AC

Outcome Decisions: AC — Acceptable

EPPEARS THIS WAY
¢ ORIGINAL
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 76-168 SPONSOR : Teva Pharmaceuticals
DRUG AND DOSAGE FORM: Oxycodone Extended-Release Tablets
STRENGTH(S): 80 mg, 160 mg
TYPES OF STUDIES: Single-dose fasting and postprandial studies.
CLINICAL STUDY SITE:
ANALYTICAL SITE:

STUDY SUMMARY: Acceptable fastmg and postprandial studies (for the 80 mg and 160 mg strengths)

DISSOLUTION: The dissolution data for the 80 mg and 160 mg are acceptable.

DSI INSPECTION STATUS

Inspection needed: _No Inspection status: Inspection results:
First Generic _No - | Inspection requested: (date)

New facility No Inspection completed: (date)

For cause

Other

PRIMARY REVIEWER: Zakaria Z. Wahba  BRANCH: II

INITIAL: < &M DATE: 5\7 ‘QQ\

TEAM LEADER: Mamata Gokhale, Ph.D  BRANCH: III

INITIAL: N4 pate: 2! ;]7% L

DIRECTOR, DIVISION OF BIOEQUIVALENCE: Dale P. Conner, Pharm.D.

INITIAL : M/ DATE : // /g[ﬁ 2
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Telecon Record

Date: 9/10/01

ANDA: 76-168

Firm: TEVA Pharmaceuticals USA

Drug: Oxycodone Hydrochloride Tablets, 160 mg
FDA Participants: : Paras Patel

Industry Participants: Philip Erickson

Phone: 215-591-3000

Agenda:

1. Paras requested the following information:

» The firm has to submit a citizen’s petition to determine if Oxycontin® Tablets
160 mg by Purdue Pharma has been withdrawn for reasons of safety and/or
efficacy.

The electronic Orange Book and current available camulative supplement has not yet
entered Purdue Pharma’s Oxycontin® Tablets 160 mg in the discontinued section.

APPEARS THIS WAY
ON ORIGINAL



RECORD OF TELEPHONE CONVERSATION

ANDA #: 76-168

DATE: June 19, 2001

TIME: : 9:30 am

DRUG: | Oxycodone HCI ER Tablets

FIRM: | Mr. Philip Erickson for TEV A Pharmaceuticals USA

FDA PARTICIPANTS: Emily Thomas
PHONE NUMBER: 215-591-3141
TOPIC: ’ Data needed

I asked Philip to provide a clarification on three items for this application. The.patent
certification needs to be revised to remove 4 of the 6 patents addressed, there are only 2
patents covering the 80 mg product. Also on the FDA Form 3455 there was no box
checked off as to their financial certification, so I'm not sure if it is needed at all,
according to FDA Form 3454 I don't believe there were any arrangements made. Lastly,
the COA and information needed for inactive ingredient colliodal silicon dioxide is
missing. Philip agreed to look into these items and amend or clarify the information for
me. He will fax in the information needed with 10 business days and follow with a hard

copy.

APPEARS THIS way
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APPLICATION NUMBER:
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CORRESPONDENCE
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Corporate Headquarters: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA ) .-+ Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 R Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

May 8, 2001 | 6@6 )C&)(/)D O(/

Gary Buehler, Director Bloequlvalence Electronic Document
Office of Generic Drugs i
Food and Drug Administration
Document Control Room
Metro Park North I

7500 Standish Place, Room 150

Rockville, MD 20855-2773

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg

Dear Mr. Buehler:

We submit herewith an abbreviated new drug application for the drug product OXYCODONE
HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg.

Enclosed are archival and review copies assembled in accord with Office of Generic Drugs February 1999
Guidance for Industry: Organization of an ANDA (OGD #1, Rev. 1). These copies are presented in a total
of 23 volumes; 11 for the archival copy and 12 for the review copy. Two separately bound copies of the
finished product analytical methodology and validation data- are included in accord with 21 CFR
314.50(e)(2)(i).

The application contains a full report of two in vivo bioequivalence studies. These studies compared
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg manufactured by TEVA
Pharmaceuticals USA to the reference listed drug, OxyContin® (oxycodone controlled-release tablets), 80
mg under both fasting and post-prandial conditions.

An Entry and Validation Application format Bioequivalence ESD for the above referenced ori gmal new drug
application will be provided under separate cover in the near future.

We look forward to your review and comment. Should there be any questions regarding the information’ .-

contained herein, please do not hesitate to contact me by phone at (215) 591-3141 or by facsimile at (215)
591-8812. '

Sincerely,

/{4 Cocarfers fro0

PE/ib
Enclosures



MENIA:

VA

N Corporate Headquarters: Philip Erickson, R.Ph. t(‘
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs '
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms ‘

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

June 1, 2001

NEW CORRESP
Gary Buehler, Director
Office of Generic Drugs ' BIOEQUIVALENCE ELECTRONIC
Food and Drug Administration SUBMISSION DOCUMENT
Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
BIOEQUIVALENCE ELECTRONIC SUBMISSION DOCUMENT

Dear Mr. Buehler:

Reference is made to our original abbreviated new drug application dated May §, 2001 for
Oxycodone Hydrochloride Extended-Release Tablets, 80 mg.

We submit herewith a Bioequivalence Electronic Submission Document (Entry and Validation
Application) for the above referenced original abbreviated new drug application. TEVA
Pharmaceuticals USA hereby declares that the data contained in the electronic submission is
identical to that included in the paper submission. Any differences have been noted in the
accompanying companion document. '

We look forward to your review and comment. Should there be any questions -regarding the
information contained herein, please do not hesitate to contact me by phone at (215) 591-3141 or by

facsimile at (215) 591-8812.

Sincerely,

Enclosures

N:\GENERICS\PENN\FDACORE\oxycodone\Corresp\EVA Submission5-01\Ltr_Comp_bio_EVA.wpd
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Corporate Headquarters: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 . Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600 PIEW GORE
July 3, 2001 NC | @f
Gary Buehler, Director ' NEW CORRESPONDENCE ’
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North II
7500 Standish Place, Room 150 ' e )
Rockville, MD 20855-2773 \3

\
ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg q
NEW CORRESPONDENCE |

Dear Mr. Buehler:

We submit herewith a new correspondence to the above-referenced pending ANDA in response to
aJune 19,2001 telephone request made by Emily Thomas of your office to Philip Erickson, Director
of Regulatory Affairs, TEVA USA. Ms.Thomas phoned regarding several items needed for
completion of the review for acceptance of our filing dated May 8, 2001. The items are addressed
below in the order in which they were presented in the aforementioned conversation.

1. Ms.Thomas commented that a raw material procedure manual and Certificate of

] 7 - - » cac R S S - 4 an v o A N B E A
L | |
purposes.

2. Form 3455: Disclosure: Financial Interests and Arrangements of Clinical
Investigators was inadvertently provided. As requested, copies of the “Statement of
Financial Interests” are included in Attachment 1 for —— Principal
Investigator of =~ —- - The enclosed forms are intended to

replace pages 135 and 137 respectlvel‘ ; ote that their pagination matches that

of the original subm1§51on tﬁ&




ANDA #76-168

Oxycodone Hydrochloride Extended-Release Tablets, 80 mg
New Correspondence

Page 2 of 2

3. In deference to your request for a revised Patent Certification, we wish to merely
provide clarification. Our Patent Certification was originally presented based on the
assumption that U.S. Patent 4,861,598, U.S. Patent 4,970,075, U.S. Patent 5,266,331
and U.S. Patent 5,549,912 were submitted for listing in the Orange Book for this
Reference Listed Drug (RLD), but for some reason were not listed. Should it be
determined that the aforementioned patents are not applicable to the involved RLD,
we comumit to revise our certification as necessary. To further support the above
assumption is the fact that currently distributed innovator labeling for the RLD lists
each of these patents.

If there are any further questions, please do not hesitate to contact me at (215)591-3141 or via
facsimile at (215)591-8812.

Sincerely,

PE/ib
Enclosures

APPEARS THig was
ON ORiGIn



ANDA 76-168

TEVA Pharmaceuticals USA .
Attention: Philip Erickson UL -5 2001
1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454

Illl”lllllllllllllllllll”lll”

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated
June 19, 2001 and your correspondence dated July 3, 2001.

NAME OF DRUG: Oxycodone Hydrochloride Extended-release Tablets,
80 mg

DATE OF APPLICATION: May 8, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: May 8, 2001

You have filed a Paragraph IV patent certification, in
accordance with 21 CFR 314.94(a) (12) (i) (A) (4) and Section
505(3) (2) (A) (vii) (IV) of the Act. Please be aware that you need
to comply with the notice requirements, as outlined below. In
order to facilitate review of this application, we suggest that
you follow the outlined procedures below:

CONTENTS OF THE NOTICE

~You must cite section 505(j) (2) (B) (ii) of the Act in the notice
and should include, but not be limited to, the information as
described in 21 CFR 314.95(c).

SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):



Send notice by U.S. registered or certified mail with return
receipt requested to each of the following:

1) Each owner of the patent or the representative designated
by the owner to receive the notice.

2) The holder of the approved application under section 505 (b)
of the Act for the listed drug claimed by the patent and
for which the applicant is seeking approval.

3) An applicant may rely on another form of documentation only
if FDA has agreed to such documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the
following:

In accordance with 21 CFR 314.95(b), provide a statement
certifying that the notice has been provided to each person
identified under 314.95(a) and that notice met the content
requirements under 314.95(c).

In accordance with 21 CFR 314.95(e), provide documentation of
receipt of notice by providing a copy of the return receipt or a
letter acknowledging receipt by each person provided the notice.

A designation on the exterior of the envelope and above the body
of the cover letter should clearly state "PATENT AMENDMENT".
This amendment should be submitted to your application as soon
as documentation of receipt by the patent owner and patent
holder is received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application
that is plainly marked on the cover sheet “PATENT AMENDMENT with
the following:

If litigation occurs within the 45-day period as provided for in
section 505(7j) (4) (B) (1ii) of the Act, we ask that you provide a
copy of the pertinent notification.

Although 21 CFR 314.95(f) states that the FDA will presume the
notice to be complete and sufficient, we ask that if you are not
sued within the 45-day period, that you provide a letter



immediately after the 45 day period elapses, stating that no
legal action was taken by each person provided notice.

You must submit a copy of a court order or judgement, or a
settlement agreement, or a settlement agreement between the
parties, whichever is applicable, or a licensing agreement
between you and the patent holder, or any other relevant
information. We ask that this information be submitted promptly
to the application. '

If you have further questions you may contact Gregg Davis,
Chief, Regulatory Support Branch, at (301)827-5862.

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Jeen Min
Project Manager
(301) 827-5849

Sinceftely yours,

fes Z;&

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs !

Center for Drug Evaluation and Research
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Corporate Headquarters: ‘ Philip Erickson, R.Ph. -
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
Phone: (215) 591 3000

North Wales, PA 19454-1090
(/ /m Nes sxéﬂ)/)}/"’lc/
FAX: {215) 591 8600 5‘050 7() O
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July 25, 2001 2
Bioequivalende
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Gary Buehler, Director Electromc Submlsswn Document :
Office of Generic Drugs ORIG AMENDMEAR 5.'[”./27,'4‘ '
Food and Drug Administration N

Document Control Room /4 c

Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
UNSOLICITED AMENDMENT - ADDITION OF 160 mg STRENGTH

Dear Mr. Buehler:

We submit herewith an amendment to our above-referenced pending abbreviated new drug application
for the addition of the 160 mg strength of the drug product OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS to this file. Please note that this submission is presented in the
basic format of an ANDA for ease of your review.

In support of this amendment, we have provided Chemistry, Manufacturing, and Controls (CMC)
documentation relevant to the 160 mg strength and updated CMC documentation applicable to the 80
mg tablets.

Two separately bound copies of the finished product analytical Ihethodology and validation data are
included in accord with 21 CFR 314.50(e)(2)(1). '

The application contains a full report of two in vivo bioequivalence studies. These studies compared
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 160 mg manufactured by-
TEV A Pharmaceuticals USA to the reference listed drug, OxyContin® (oxycodone controlled-release
tablets), 160 mg under both fasting and post-prandial conditions.

An Entry and Vahdauon Apphcatmn format Bloequwalence ESD for the above referenced original




ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
UNSOLICITED AMENDMENT-ADDITION OF .160 mg STRENGTH
PAGE 2 of 2

We look forward to your review and comment. Should there be any questions regarding the

information contained herein, please do not hesﬁate to contact me by phone at (215) 591-3141 or by
facsimile at (215) 591-8812.

Sincerely,

Enclosures
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Corporate Headquarters: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

August 3, 2001

Gary Buehler, Director PATENT INFORMATION
Office of Generic Drugs : ‘

Food and Drug Administration ,
Document Control Room ' NEW COHREéP
Metro Park North 1I .
7500 Standish Place, Room 150 IQC'

Rockville, MD 20855-2773

ANDA # 76-168 |

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
RECEIPT OF NOTICE UNDER SECTION 505(j)(2)(B)(I) and 21 CFR 314.95

Dear Mr. Buehler:

TEV A Pharmaceuticals USA provided a Notice of Certification of Non-Infringement of U.S.
Patent Nos. 4,861,598, 4,970,075, 5,266,331, 5,549,912, 5,508,042 and 5,656,295 to the holder
of NDA 20-553 for OxyContin®, Purdue Pharma L.P., in accord with 214.95(b). In addition, a
courtesy copy was provided to the patent assignee, Euro-Celtique, S.A., Luxembourg.

The purpose of this communication is to request clearance to provide Federal Express Tracking
Documentation as evidence of receipt of Notice of Certification by Euro-Celtique, S.A.,
Luxembourg, in lieu of a United States Postal Service return receipt, in accord with 21 CFR
314.95(e).

Y_ouir review of this request is appreciated. Response to this request may be made to my attention
or by telephone at (215) 591-3141 or via facsimile at (215)591-8812.

Sincerely,

PE/jb
Enclosure
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TEVA PHARMACEUTICALS USA R FAX: (215) 591-8812
1090 Horsham Road, P.O. Box 1090, North Wales, PA 19454 .7 %
Phone: (215) 591-3000°

TO: Lt. Greg Davis " . | DATE:  August 23, 2001
Y-\ |company: Foa A
@ FAX NUMBER: 301-594-1174 FROM: Philip Erickson, R.Ph.
\? NO.OF PAGES: 1 | DIRECTLINE: 215-591-3141
ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
RECEIPT OF NOTICE UNDER SECTION 505()(2)(8)(1) and 21 CFR 314.95

Dear Lt. Davis:

TEVA Pharmaceuticals USA is providing a Notice of Certification of Non-Infringement of U.S. Patent Nos.
4,861,598, 4,970,075, 5,266,331, 5,549,912, 5,508,042 and 5,656,295 to the holder of NDA 20-553 for
"~ IxyContin®, Purdue Pharma L.P., in accord with 214.95(b) with regard to the 160 mg strength. In addition, a
- copy is being provided to the patent assignee, Euro-Celtique, S.A., Luxembourg.

The purpose of this communication is to inform you of our intent to utilize Federal Express Tracking
Documentation as evidence of receipt of Notice of Certification by Euro-Celtique, S.A., Luxembourg, in lieu of
a United States Postal Service retumn receipt, in accord with 21 CFR 314.95(e). We refer you to your previous
approval of this request as made for the 80 mg strength on 7/19/01. Conditions of this ana.noemem have not
changed, nor have the parties involved, only thc strenﬂth of procluct

Response to this correspondence may be made to my attentlon or by telephone at (215) 591-3141 or via
facsimile at (215) 591-8812. — “&

M«ﬁ

Philip Ergkson, R.Ph. ‘
Director, Regulatory Affairs, Solid Oral Dosage Forms

Sincerely,

PROMPT DELIVERY IS APPRECIATED

N [OTICE: The documents accompanying this telecopy transmission from TEVA Pharmaceuticals USA contains information
el elonging to the sender. The information is intended only for the use of the individual or entity named above. If you are not
’ e intended recipient, you are hereby notified that any disclosure, copying, distribution, or the taking of any action In reliance

A the contents of this telecopied information is strictly prohibited. If you have received this telecopy in error, please
" immediately notify the sender by telephone to arrange for the return of the original document.
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LAW OFFICES
KLEINFELD, KAPLAN AND BECKER

1140 NINETEENTH STREET, N.W.

WEST COAST OFFICE:
ONE MARKET STREET
STEUART TOWER, SUITE 1450

THOMAS O. HENTELEFF
RICHARD S. MOREY
PETER O. SAFIR

KINSEY S. REAGAN SAN FRANCISCO, CA 24105-13i3
PETER R. MATHERS WASHINGTON’ D.C. 20036-6606 TELEPHONE (4[5) 538-0014
BONNIE A. BEAVERS FACSIMILE (4i5) 538-0016
DANIEL R. DWYER TELEPHONE (202) 223-5120

GLENN E. DAVIS

CRESCOTT M. LASSMAN FACSIMILE (202) 223-5619 VINCENT A. KLEINFELD
STACY L. EHRLICH E-MAIL: kkb@Kkkblaw.com 1907-1993
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November 5, 2001

NOTIFICATION OF FILING OF ACTION
FOR PATENT INFRINGEMENT '

Office of Generic Drugs (HFD-600)
Food and Drug Administration
7500 Standish Place

Rockville, MD 20855-2773

RE: ANDA No. 76-168
Oxycodone Hydrochloride

Dear Sir or Madam:

Pursuant to Section 314.107(f) (2) of the regulations, this is
to notify you that an action for patent infringement relevant to
the above referenced ANDA No. 76-168 was filed by the patent owners
on September 14, 2001.

On or about August 6, 2001, the owners of patents 4,861,598
(‘598 patent), 4,970,075 (‘075 patent), 5,266,331 (‘331 patent),
5,549,912 (‘912 patent), 5,656,295 ('295 patent), and 5,508,042
(‘042 patent) listed in the Orange Book for OxyContin® (Oxycodone
Hydrochloride Extended-Release Tablets) received notice pursuant
to Section 505(j) (2) (B) of the Federal Food, Drug and Cosmetic Act
(“the Act”) dated August 3, 2001 from Teva Pharmaceuticals USA,
-Inc., applicant for the above referenced ANDA.

Based on the submission of the above referenced ANDA, Purdue
Pharma L.P., The Purdue Frederick Company, The P.F. Laboratories,
Inc. and The Purdue Pharma Company (the patent owners of the '912
patent, the ‘042 patent and the ‘295 patent) on September 14, 2001,
filed a complaint against Teva Pharmaceuticals USA, Inc. for
infringement of these patents in the United States District Court
for the Southern District of New York, Case Number 01-CIV-8507.



KrLEINFELD, KAPLAN AND BECKER

Office of Generic Drugs (HFD-600)
November 5, 2001
Page 2

Under Section 505(3j) (5) (B) (iii1) of the Act and Section
314.107(b) (3) of the regulations, based on the filing of this
action, the above referenced application may not be made effective
until February 6, 2004 (i.e., 30 months from August 6, 2001),
unless the court extends or reduces this period.

Yours very truly,

<

Richard S. Morey
Peter R. Mathers

Counsel for Purdue Pharma L.P.,
The Purdue Frederick Company,
The P.F. Laboratories, Inc. and
The Purdue Pharma Company
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Administrative Offices: ' Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600 ) MT //6 P

November 15, 2001 ////

: NEW CORRESP
Gary Buehler, Director N PATENT INFORMATION
Office of Generic Drugs -

Food and Drug Administration
Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS 80 mg and 160 mg
RECEIPT OF NOTICE OF CERTIFICATION OF NON-INFRINGEMENT/END OF 45-DAY
CLOCK/LEGAL STATUS-US PATENT Nos. 4,861,598; 4,970,075; 5,266,331; 5,549,912;
5,508,042; and 5,656,295

Dear Mr. Buehler:

Teva Pharmaceuticals USA (Teva) hereby certifies that a Notice of Certification of Non-
Infringement of U.S. Patent Nos. 4,861,598; 4,970,075; 5,266,331; 5,549,912; 5,508,042; and
5,656,295 was provided to Purdue Pharma L.P., as the holder of NDA 20-553 for OxyContin® 80
mg Tablets, and Euro-Celtique, S.A., as the owner of the patents, in accord with 314.95(c).

Please note that an August 3, 2001 request to provide Federal Express Tracking Documentation
as evidence of receipt of Notice of Certification by Euro-Celtique, S.A., Luxembourg, in lieu of a
United States Postal Service return receipt, in accord with 21 CFR 314.95(e), was approved by
Peter Rickman of the Agency on August 16, 2001.

In accord with 21 CFR 314.95(e), Teva is hereby providing documentation of the receipt of the
above-referenced August 3, 2001 Notice of Certification for U.S. Patent Nos. 4,861,598;
4,970,075; 5,266,331; 5,549,912; 5,508,042; and 5,656,295 (Attachment 1). In accord with
314.95(1), the first day of the 45-day period provide for in section 505(j)(4)(B)(iii) of the Act is
August 7, 2001, the first day after the recelpt of Notice. Therefore, the 45-day period ended on
September 20, 2001.




ANDA #76-168

OXYCODONE HYRDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg

RECEIPT OF NOTICE OF CERTIFICATION OF NON-INFRINGEMENT/END OF 45-DAY CLOCK/LEGAL
STATUS-US PATENT Nos. 4,861,598, 4,970,075, 5,266,331, 5,549,912, 5,508,042, and 5,656,295

Page 2 of 2 '

We hereby inform the Agency of a suit filed by Purdue Pharma L.P. against Teva concerning
U.S. Patent Nos. 5,549,912; 5,508,042; and 5,656,295. The suit, Civil Action No. EQ14, was
filed on September 14, 2001 in the Southern District Court of New York. The aforementioned
suit was filed within the 45-day period. Teva hereby commits to provide notification of the
outcome of this suit in an appropriate submission to this application. A copy of the complaint is
provided in Attachment 2.

If there are any questions regarding the information presented herein, please do not hesitate to
contact me at (215) 591-3141 or via facsimile-at (215) 591-8812.

Sincerely,

PE/jb
Enclosures
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Corporate Headquarters:
TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090

Philip Erickson, R.Ph.
Director, Regulatory Affairs
Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

NG

September 21, 2001 NEW CORRLSP

Gary Buehler, Director CORRESPONDENCE TO A PENDING APPLICATION
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North I

7500 Standish Place, Room 150

Rockville, MD 20855-2773

ANDA # 76-168
OXYCODONE HYDROCHLORIDE EXTENDED RELEASE TABLETS, 80mg
CORRESPONDENCE TO A PENDING APPLICATION

Dear Mr. Buehler:

In accord with a telephone conversation with Paras Patel this morning we are providing a copy of
the Citizen Petition from dated September 18, 2001 requesting
determination of withdrawal of the RLD 160 mg product. Hard copy will follow via Federal
Express. ——— has also been requested to forward original hard copy.

Should you have any questions or comments, please do not hesitate to contact me by phone at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely, |
é | R0
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600 /}/ Nkﬁ) 0
. 0~

X \
January 8, 2002 2EW COPRESP \ \,M
Gary Buehler, Director NC PATENT INFORMATION
~ Office of Generic Drugs '

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS 80 mg and 160 mg
RECEIPT OF NOTICE OF CERTIFICATION OF NON-INFRINGEMENT/END OF 45-DAY
CLOCK/LEGAL STATUS-US PATENT Nos. 5,549,912; 5,508,042; 5,656,295, 4,861,598;
4,970,075 and 5,266,331

Dear Mr. Buehler:

TEVA Pharmaceuticals USA (TEVA) hereby certifies that a Notice of Certification of Non-
Infringement for U.S. Patent Nos. 5,549,912; 5,508,042; 5,656,295; 4,861,598; 4,970,075 and
5,266,331 was provided to Purdue Pharma L.P., as the holder of NDA 20-553 for OxyContin®
160 mg Tablets, and Euro-Celtique, S.A., as the owner of the patents, in accord with 314.95(c).

Please note that an August 23, 2001 request to provide Federal Express Tracking DocumentaigiggR Ql‘a’ 3

as evidence of receipt of Notice of Certification by Euro-Celtique, S.A., Luxembourg, in lie ’?\B\E
United States Postal Service return receipt, in accord with 21 CFR 314.95(e), was appro fed by ™

Lt. Greg Davis of the Agency on November 2, 2001. '

In accord with 21 CFR 314.95(¢), TEVA is hereby providing documentation of the receipt P4
above-referenced November 8, 2001 Notice of Certification for U.S. Patent Nos. 5,549,912
5,508,042; 5,656,295; 4,861,598; 4,970,075 and 5,266,331 (Attachment 1). In accord with"
314.95(1), the first day of the 45-day period provided for in section 505(j)(4)(B)(iii) of the Act is
November 14, 2001, the first day after the receipt of Notice. Therefore, the 45-day period ended
on December 28, 2001.

We hereby inform the Agency of a suit filed by Purdue Pharma L.P. against TEVA concerning
U.S. Patent Nos. 5,549,912; 5,508,042 and 5,656,295. The suit, Civil Action No. CV 11212, was
filed on December 6, 2001 in the Southern District Court of New York. The aforementioned suit
was filed within the 45-day period. TEVA hereby commits to provide notification of the

\/%\\3



ANDA #76-168 -

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg

RECEIPT OF NOTICE OF CERTIFICATION OF NON-INFRINGEMENT/END OF 45-DAY CLOCK/LEGAL
STATUS-US PATENT Nos. 5,549,912, 5,508,042, 5,656,295, 4,861,598; 4,970,075 and 5,266,331

Page 2 of 2

outcome of this suit in an appropriate submission to this application. A copy of the complaint is
provided in Attachment 2.

No action for infringement of U.S. Patent Nos. 4,861,598; 4,970,075 and 5,266,331 within the
meaning of section 505()(5)(B)(iii) of the Act was brought against TEVA within the required
45-day period. Resultant from Purdue Pharma L.P. failing to undertake legal action within the
45-day period, they have waived their right to pursue future legal endeavors under the scope of
the Waxman-Hatch Act regarding these patents.

If there are any questions regarding the information presented herein, please do not hesitate to
contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

é’%w

Sincerely,

PE/jb
Enclosures
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Administrative Offices: ’ Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

January 11, 2002
v ORIG AENDMENT -

Gary Buehler, Director N / " C MAJOR AMENDMENT

Office of Generic Drugs :

Food and Drug Administration

Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
MAJOR AMENDMENT-RESPONSE TO OCTOBER 24 and NOVEMBER 2, 2001 REVIEW
LETTERS

Dear Mr. Buehler:

We submit herewith a major amendment to the above-referenced pending ANDA. The subject
of thls amendment 1s our response to comments from the Office of Generlc Drugs (OGD

order in which it was presented in your review letter dated October 24, 2001 and the chg A
comments and updated labeling are provided in response to your review letter dated Nfy
2,2001. Copies of these two letters are enclosed in Attachment 1.

Bioequivalency Deficiency

rephcate design, which deviated from the October 2000 Guidance for Industry
Bioavailability and Bioequivalence Studies for Orally Administered Drug Products- General
Considerations. Discussions were held with the Contract Research Organization (CRO) and
the Investigational Review Board (IRB) associated with the fasting study regarding the risk
to human volunteers enrolled as subjects.

A common hazard with many opioid analgesics is respiratory depression. To try to avoid this
hazard, each study volunteer was administered 50 mg of Naltrexone, 15 hours prior to
dosing, followed by another 50 mg, 3 hours prior to dosing. Typically, patients not currently
taking opioids are started with doses of 10 mg every 12 hours. The volunteers of this study
received 80 mg at each dosing period and to minimize the risk for the



ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg

MAJOR AMENDMENT-RESPONSE TO OCTOBER 24 and NOVEMBER 2, 2001 REVIEW LETTERS
Page 2 of 3

volunteers,-a two way crossover design was employed. As such, each volunteer received two
80 mg doses instead of the four doses required by a replicate design study.

Additionally, the two-way crossover study design was compared to a replicate study design.
Since the statistical endpoint was to be achieved through average bioequivalence calculations
for both types of studies, the two-way crossover study would be expected to yield
comparable results to the replicate design.

Chemistry & Labeling:
A. Deficiencies

1. Asrequested, the ——=——=evgspecification has been revised from - testing to
a5 the mean value for all samples tested, with an RSD of NMT e

2. In response to your request that we implement a control test to ensure that the tablet

e

-

P

UwIVUYY.

Tablets Loss On Drying (average of 2 tests)
— ——

l - . -

1 S

* Testing was performed 7 months after =~ process

Although the -~ - LOD result was generated 7 months after the - process,
it is a worst case scenario in that the tablets were stored in the warehouse exposed to
desiccants. The tablets stored in these bottles would not be expected to lose any
additional moisture. Additionally, the product’s acceptable stability results further
demonstrate that the differences in LOD are insignificant. Please note that the parameters
for the coating process will be validated to further ensure that the tablets will be subjected
to comparable moisture as that experienced by the pivotal batch.

3. The stability limit for total impurities has been reduced from NMT ——o to NMT —, to
be consistent with the data obtained. The updated stability limit may be found in the
Finished Product Stability Protocol provided in Attachment 2. An updated Finished
Product Procedures Manual also containing the revised specification is provided in
Attachment 3.



ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg

MAJOR AMENDMENT-RESPONSE TO OCTOBER 24 and NOVEMBER 2, 2001 REVIEW LETTERS
Page 3 of 3

4. Updated stability data for Oxycodone Hydrochloride Extended-Release Tablets, 80 mg -
and 160 mg is provided in Attachment 2.

B. Acknowledgments

1. We acknowledge that results of the establishment evaluation request and review of the in-
vivo bioequivalence studies are pending.

2. Samples will be available upon request for methods validation, which will be conducted
by the appropriate FDA Regional Laboratory.

3. The title of the analytical testing procedure has been revised. A copy of the Oxycodone
Hydrochloride Extended-Release Tablets, 80 mg and 160 mg Finished Product
Procedures Manual (Version 3.0) is provided in Attachment 3. Please note that all
references to strengths other than the 80 mg and 160 mg have been removed.

4. We acknowledge that our July 25, 2001 amendment for the addition of 160 mg strength
has changed the status of our application to a MAJOR amendment and that the

amendment will be reviewed when we respond to the above deficiencies.

C. Labeling Deficiencies

Four copies of draft insert labeling and four copies of draft product container (100s) labeling,
which incorporates the revisions recommended from the Labeling Branch’s November 2,
2001 review letter, are enclosed in Attachment 4. To facilitate review of this submission and
in accord with 21 CFR 314.94(a)(8)(iv), we have provided a comparison document of our
proposed labeling with that of our last submission in Attachment 5. This comparison
annotates both minor format changes and the revisions recommended in your deficiency
comments.

We acknowledge that further changes in our labels and/or labeling based upon changes in the
approved labeling of listed drug may be made upon further review of the application prior to
approval. We also acknowledge that final printed labeling will not be requested until the
Agency responds to the Citizen Petition regarding Oxycontin® (Oxycodone Hydrochloride)
Extended-Release Tablets, 160 mg.

The information provided herein represents, in our opinion, a complete response to your letters
of October 24 and November 2, 2001 and is submitted towards the continued review of this
pending ANDA. If any additional information or clarification is needed, please do not hesitate to
contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

g Eictoer™

Sincerely,

PE/ b
Enclosures
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 ' Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600 le m

May 7, 2002

MEN

Gary Buehler, Director MINOR AMEND
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

ANDA # 76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
MINOR AMENDMENT —-RESPONSE TO APRIL 5, 2002 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a minor amendment to the above-referenced pending ANDA. The subject
of this amendment is our response to comments from the Office of Generic Drugs (OGD)
pertaining to this application. Our response to the chemistry comments presented in your review
letter dated April 5, 2002 are presented first followed by the response to the labeling comments.
A copy of this letter is enclosed in Attachment 1.

Chemistry Deficiencies:

We acknowledge that the Division of Chemistry has no further questions at this time and that our
Bioequivalence Amendment dated January 11, 2002 is still under review by the Division of
Bioequivalence. We note that any changes made to the chemistry, manufacturing and controls
section of our application as a result of outstanding bioequivalency deficiencies must be
submitted and could result in the response being considered a MAJOR Amendment.

We also note that no final action regarding our application will be taken until a final decision has
been reached regarding our Citizen’s Petition dated September 18, 2001.

Labeling Deficiencies:
1. We acknowledge that labeling comments specifically associated with our proposed 160 mg

tablets will be deferred until the Agency responds to the Citizengég‘i{)fgn regarding
Oxycontin® (Oxycodone Hydrochloride) Extended-Release Tablets, 1405t \

MAY()RZOUZJ%__ M
oGL / CDER .
AL




ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
MINOR AMENDMENT — RESPONSE TO APRIL 5, 2002 REVIEW LETTER

Page 2 of 2

2. CONTAINER - 100s

a. In conformance with 21 CFR 1302.06, we assure that our container systems include a
tamper-evident seal. The seal used is ~*="""Tmanufactured by .~ """

b. Please note that we are still seeking approval of the 160 mg tablets and we refer you to
the draft container labels for the 160 mg strength in our amendment for the addition of
the 160 mg strength submitted on July 25, 2001. Four copies of 160 mg strength draft
container (100s) labeling, which incorporates the revisions recommended from the
Labeling Branch’s November 2, 2001 review letter, are provided in Attachment 2.

3. PATIENT INFORMATION LEAFLET N et

a. Four copies of the proposed draft patient information leaflet/in accord¥nce with the
patient information leaflet approved on January 15, 2002 for the reference listed drug are
provided in Attachment 3. Two patient information leaflets y(/ﬂl be supplied for the 100s

container size. The leaflets will be provided by attaching them to the package 1nsert;? %@

b. The full text of the patient information leaflet is reprinted at the end of the insert labelipg
and referred to in the PRECAUTIONS, Information for Patients subsection. /

4. INSERT
a. Please note that all of the inactive ingredients Md{n our insert.
corresponds to the listing fo¢” | ~ .. The four
digit number refers to the percentage confent o The - - -
groups, calculated on 2 ~——=. The substitution type (" - w “alter)

the 1nact1ve ingredient itself, and therefore 1s ot specified on our package insert.
- = is the preferred name for Triacetin by the European Pharmacopoeia.

This name is not listed on our package insert, as the USP preferred name is Triacetin.

b. The Head Injury subsection was added immediately after the “Respiratory depression”
subsection of DRUG ABUSE AND ADDICTION. All labeling comments are addressed
in the four copies of the proposed draft insert labeling provided in Attachment 4.

In accordance with 21 CFR 314.94 (a) (8) (iv), a side-by-side comparison of our proposed
labeling with our last submission (or with the reference listed drug as applicable) with all
differences annotated and explained is provided in Attachment 5.

This information is submitted towards the continued review of this pending ANDA. If any
additional information or clarification is needed, please do not hesitate to contact me at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jb
Enclosures

/s
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS,
80 mg and 160 mg

MINOR AMENDMENT - RESPONSE TO APRIL 5, 2002 REVIEW LETTER

In accord with the 21 CFR 314.94(d)(5), TEVA Pharmaceuticals USA hereby certifies that the field

copy is a true copy of the technical section of this submission and has been provided to the
- Philadelphia District Office.

(e ot oy 22002
ilip %Es\oﬂ R Ph. Date / !
Directox, Regulatory Affairs '

Solid Oral Dosage Forms
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Administrative Offices . Philip Erickson, R.FTh.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591-3141
Fax: (215) 591-8812

June 25, 2002

Gary Buehler, Director Mﬁ AMENDMEN] LABELING AMENDMENT
Office of Generic Drugs I Pfﬁ

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
LABELING AMENDMENT - RESPONSE TO JUNE 7, 2002 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a labeling amendment in response to a letter dated June 7, 2002 from the
Labeling Review Branch. For ease of review, a copy of the review letter is included in
Attachment 1.

Labeling Deficiencies:

1. Container — 100s

a. We have increased the prominence of the statement, “for use in opioid tolerant patients”
as requested.

b. Itis TEVA Pharmaceuticals USA’s practice to differentiate our drug products of different
strengths by using contrasting colors.

Please find four copies of draﬁ container labels and a comparison to our previous revision in
Attachment 2.

2. The insert has been revised as requested. Four copies of draft package insert labeling and a
comparison to our previous revision is provided in Attachment 3.

RECEIVED
JUN 2 6 2007
OGD/CDER



ANDA #76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
LABELING AMENDMENT — RESPONSE TO JUNE 7, 2002 REVIEW LETTER

PAGE 2 of 2

3. We have removed the comment referring to the “ ~————__" from the patient information
leaflet as it does not apply to our drug product, as requested. Please find four copies of draft
patient information leaflet as well as a comparison to our previous revision in Attachment 4.

We acknowledge that final printed insert labeling will not be requested until an adequate
response is provided to our Citizen Petition regarding Oxycontin® (Oxycodone Hydrochloride)
- Extended-Release Tablets, 160 mg.

This information is submitted for your continued review of this pending ANDA. If there are any
further questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile at (215)
591-8812. :

PE/jb
Enclosures
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

December 4, 2002

Gary Buehler, Director TELEPHONE AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North II | NQ

7500 Standish Place, Room 150 i

Rockville, MD 20855-2773

ANDA #76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
TELEPHONE AMENDMENT — RESPONSE TO NOVEMBER 12,2002 REVIEW LETTER

Dear Mr. Buehler: .

We submit herewith a telephone amendment to the above-referenced pending ANDA in response
to a review letter dated November 12, 2002 from the Division of Bioequivalence and a telephone
conversation on November 25, 2002 with Steven Mazzella of the Division of Bioequivalence.
The referenced review letter is provided in Attachment 1 for ease of review.

Per your request, a Finished Product Procedures Manual and Stability Protocol are provided in
Attachment 2 which contain updated Drug Release specifications.

We note that the bioequivalency comments provided in the communication are preliminary and
subject to revision after review of the entire application.

The information herein represents, in our opinion, a complete response to the November 12,

© 2002 review letter and is submitted towards the continued review of this pending ANDA. If any
additional information or clarification is needed, please do not hesitate to contact me at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/ib -
Enclosures RECEIVED

DEC ¢ g 2002
OGD /CDER




eV

Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS,
80 mg and 160 mg

TELEPHONE AMENDMENT — RESPONSE TO NOVEMBER 12,2002 REVIEW
LETTER

In accord with the 21 CFR 314.94(d)(5), TEV A Pharmaceuticals USA hereby certifies that the field

copy 1s a true copy of the technical section of this submission and has been provided to the
Philadelphia District Office.

@M%@é ‘ |\ Rk

Philip Erigksbn, R.Ph. Date
Director, Regulatory Affairs

Solid Oral Dosage Forms
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

July 2, 2003

Gary Buehler, Director LABELING AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North 1T EMFY

7500 Standish Place, Room 150 ORIG AME __'ﬁMENT
Rockville, MD 20855-2773 N iﬁw

ANDA #76-168
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
LABELING AMENDMENT - RESPONSE TO MAY 30, 2003 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a labeling amendment in response to a letter dated May 30, 2003 from the
Labeling Review Branch. For ease of review, a copy of the review letter is included in
Attachment 1.

Labeling Deﬁciencies:
1. General Comment

a. The storage temperature statement has been revised to read “Store at controlled room
temperature, between 20° and 25°C (68° and 77°F) (see USP)” as per TEVA format.

b. The container label has been revised as requested. Twelve copies of final printed labels
and a comparison to our previous revision are provided in Attachment 2.

2. Insert

a. In accord with 21 CFR 201.57 (£)(2), the full text of the patient information leaflet is
~ reprinted at the end of our package insert. Therefore, the name and address of our
business along with the revision date is included at the end of the package insert.

co The insert has been revised as requested. Twelve copies of final printed pac%@&lhﬁ@iﬁg
“ ‘and a comparison to our previous revision are provided in Attachment 3. ,
JUL 0 3 2003

OGD/CDER



ANDA #76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
LABELING AMENDMENT — RESPONSE TO MAY 30, 2003 REVIEW LETTER
PAGE 2 of 2

3. Patient Information Leaflet

a. Each container of 100 tablets will have one patient information leaflet glued to the bottle
along with the package insert.

The patient information leaflet has been updated as requested. Please find twelve copies of the

~ final printed patient information leaflet as well as a comparison to our previous revision in
Attachment 4.

This information is submitted for your continued review of this pending ANDA. If there are any

further questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile at (215)
591-8812.

Sincerely, .

@W% [v.a-

PE/jb
Enclosures
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Administrative Offices: Pl_lilip Erickson, R.Ph. .
TEVA PHARMACEUTICALS USA Dlrector, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

ORIG AMENDMENT

December 19, 2003

N / il
Gary Buehler, Director MINOR AMENDMENT -
Office of Generic Drugs FINAL APPROVAL REQUESTED

Food and Drug Administration
Document Control Room
Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg RECEIVED
MINOR AMENDMENT - FINAL APPROVAL REQUESTED

DEC 2 2 2003
- OGD/CDER

We submit herewith a Minor Amendment - Final Approval Requested to the above-referenced
ANDA in accord with a letter from the Office of Generic Drugs dated September 29, 2003 which
granted tentative approval of this file. Updated information related to chemistry, manufacturing
and controls data is provided as follows:

Dear Mr. Buehler:

The ~ has changed their name from
Please find a cover letter stating this name change in Attachment 1. An updated letter of
authonzatlon for DMF No. 1+ is also provided in Attachment 1 reflecting this name change.

The raw material chromatographic purity method and specifications have been updated to
accommodate the use of the raw material manufacturer’s specifications for known and unknown
impurities. The following table summarizes the old specifications vs. the new specifications:

Old New
Individual Impurities NMT === Ind1v1dua1 Unknown Impunty NMT
Total Impurities NM Towmes ) , ez NIME § s
~ . SN\ 1Y |

Total Impun’ues NMT s

Please see Attachment 2 for the updated Raw Material Procedures Manual (Version 2.0) and
Attachment 3 for the accompanying cross validation report titled “Oxycodone Hydrochloride,
USP Assay and Chromatographic Purity Cross Validation Protocol”.



ANDA 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
MINOR AMENDMENT — FINAL APPROVAL REQUESTED

Page 2 of 2

The Finished Product Laboratory Procedures Manual was updated to remove the 160 mg
strength for clarity purposes (Attachment 4).

The Finished Product Stability Protocol provided in Attachment 5 was updated to remove
reference to the 160 mg strength product. An updated 24 month Stability Summary Report for
the 80 mg strength 1s provided in Attachment 6.

Please note that final printed labeling (container labels, package insert and patient information
leaflet) was provided in our July 2, 2003 Labeling Amendment.

The information provided herein is submitted towards the continued review and approval of this
pending ANDA. If any additional information or clarification is needed, please do not hesitate to
contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely, .
gt
PE/jb

APPEARS THIS way
ON ORIGINAL
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS,
80 mg

MINOR AMENDMENT - FINAL APPROVAL REQUESTED

In accord with the 21 CFR 314.96 (b), TEVA Pharmaceuticals USA hereby certifies that the field
copy is a true copy of the technical section of this submission and has been provided to the
Philadelphia District Office.

%M&%/ /@@W%f, / ? 2003

Philip Eric I/{kson R.Ph— - Date
Director, Regulatory Affairs
Solid Oral Dosage Forms
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' Administrative Offices: ' Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA . Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 ~ Solid Oral Dosage Forms

North Wales, PA 19454-1090

Direct Dial: {215) 591 3141
Direct FAX: (215) 591 8812
philip.erickson@tevausa.com

ORIG AMENDMENT

Febru.auv~ 18, 2004
y | MM

Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
AMENDMENT -RISK MANAGEMENT PROGRAM COMMITMENT/REQUEST FOR
FINAL APPROVAL '

Dear Mr. Buehler:

We submit herewith an amendment to the above referenced tentatively approved ANDA in
accord with the recommendations received from the agency during a teleconference on February
12, 2004. Specifically, we wish to convey our agreement to provide the agency with a
comprehensive Risk Management Program proposal, that reflects refinements to that which we
had previously submitted, for your consideration. This proposal will be submitted within one
month after receipt of final approval of our ANDA. Additionally, we agree to provide a finalized
Risk Management Program (RMP) within two months of receipt of final approval. Our RMP will
address the four key elements presented by the agency as they pertain to our intended market
audience and will incorporate appropriate changes based on any comments received by Teva
after review of our proposal. Having provided these commitments in accord with your recent
request, we respectfully request final approval of ANDA 76-168 without further delay. Should-
you have additional questions or comments please do not hesitate to contact me via telephone at
(215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE
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Administrative Offices: Deborah A. Jaskot, M.S., RAC

TEVA PHARMACEUTICALS USA Executive Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090

North Wales, PA 19454-1090

Phone: (215) 591 3142
~ FAX: (215) 591 8812

March 5, 2004 " NFW CORRESP

. McC
Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 76-168 OXYCODONE EXTENDED RELEASE TABLETS, 80 mg
PROPOSED RISK MANAGEMENT PROGRAM

Dear Mr. Buehler:

Enclosed is Teva’s proposed Risk Management Program (RMP) prepared in accord with
comments provided to us during the February 12, 2004 teleconference. Teva has made every
effort to incorporate Dr. Rappaport’s recommendations and we believe that the proposed RMP
will prove to be an effective safeguard in the market place and add to Purdue’s program in an
effort to prevent abuse, misuse, addiction, overdose and diversion of oxycodone ER tablets.

Seven copies are provided in order to accommodate a multi-office review (five under separate
cover mailed directly to Ted Palat.)

We look forward to action on this proposal within the one month timeframe committed to in the
February 12 call. Teva stands ready to address any comments or questions.

Sincerely,
 SHIPUA g
DAIJ J R,
Enclosure Ly b
P
¢, Ly N
R TRD
U



ANDA 76-168

OFFICE OF GENERIC DRUGS

Food and Drug Administration
HFD-600, Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773
Fax: 301-594-0180

FAX TRANSMISSION COVER SHEET

APPLICANT: TEVA Pharmaceuticals TEL:

ATTN: Philip Erickson | FAX: 215-591-8812
FROM: Ted Palat - PROJECT MANAGER: 301-827-5849
Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated May 8, 2001, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Oxycodone Hydrochloride
Extended-release Tablets, 80 mg.

We are pleased to inform you that this application is TENTATIVELY APPROVED!

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination; copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.

G o3
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Direct Dial: (215) 591 3141
Direct FAX: (215) 591 8812
philip.erickson@tevausa.com

May 5, 2003

Gary Buehler, Director NEW CORRESPONDENCE
Office of Generic Drugs

Food and Drug Administration ORIG AN\ENDMENT

Document Control Room .

Metro Park North IT & \ B
7500 Standish Place, Room 150 7 : Q”m
Rockville, MD 20855-2773

ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg and 160 mg
NEW CORRESPONDENCE — REQUEST FOR WITHDRAWAL OF 160 mg STRENGTH

Dear Mr. Buehler:

We hereby submit a new correspondence to the above-referenced abbreviated new drug
application to respectfully request the w1thdrawal of Oxycodone Hydrochloride ER Tablets
160 mg from this application.

Additionally, please find enclosed newly created draft insert labehng that is spec1ﬁc to only the
80 mg extended release strength.

This information is submitted towards the continued review of this pending ANDA. If any
additional information or clarification is needed, please do not hesitate to contact me at (215)
591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/cj
Enclosures
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

ANDA # 76-168

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS,
80 mg and 160 mg

NEW CORRESPONDENCE - REQUEST FOR WITHDRAWAL OF 160 mg STRENGTH

In accord with the 21 CFR 314.96(b), TEVA Pharmaceuticals USA hereby certifies that the field
copy is a true copy of the technical section of this submission and has been provided to the
Philadelphia District Office.

hilip E of, R.Ph.
Director, Regulatory Affairs
Solid Oral Dosage Forms
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Sheet

Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Rockville, Maryland

Date: A’/ﬁ-ﬁ s o )

To: 4\[)% l/l\é 9\/\} dL(n/\)

phone:_ /0 SC =y v _NS§-(G/-580 o~
From: C,//] AN -'pav)k_ |

Phone: 301-827-5846 Fax: 301-443-3847

Re: ANDA 75—/6?

Number of Pages:
(Including Cover Sheet)

Comments:

v-eﬁ;jg defcions o the phoe Coll

A
?his document is intended only for the use of the party to whom
it is addressed and may contain information that is privileged, -
confidential, and protected from digclosure under applicable law,
If you are not the addressee, or a person authorized to deliver
the document to the addresgee, this communication is not
Quthorized. If you have recasived this document in error,
immediately notify us by telephone and return it to us at the
above address by mail. Thank you.
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Administrative Offices: Deborah A. Jaskot, M.S., RAC
TEVA PHARMACEUTICALS USA Executive Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090
Phone: (215) 591 3142
FAX: (215) 591 8812
January 29, 2004
Gary Buehler, Director TELEPHONE AMENDMENT
Office of Generic Drugs
Food and Drug Administration ORIG A ENDMENT
Document Control Room N
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-168 ,
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
TELEPHONE AMENDMENT — RESPONSE TO JANUARY 23, 2004 REQUEST

Dear Mr. Buehler:

We submit this telephone amendment to the above-referenced tentatively approved ANDA for
the purpose of providing Teva’s plan for a Risk Management Program (RMP) for Oxycodone
HCI Extended-Release Tablets. The program was designed to incorporate the elements that you

communicated in a teleconference call with Philip Erickson on January 23, 2004. A description
of Teva’s RMP is herewith enclosed.

It is Teva’s understanding from documents published from the DEA, the GAO and the FDA that
RMPs are optional but strongly encouraged for the marketing of opioid products. Based on this,
Teva is working diligently to implement our program. Also, based on the optional nature of

RMPs, Teva fully anticipates receiving final approval of ANDA 76-168 on February 6, 2004,
which is the end of the 30-month stay period.

We therefore submit our planned program for your review with our commitment to implement
~ the program promptly pending any comments you may have on the content.

Lastly, Teva is concurrently submitting comments to the Petition for Stay of Approval filed by
Purdue Pharma. These comments include further rationale for Teva’s position with regard to our

eligibility for approval on February 6, 2004 as well as justification for our pos1t1on that the
petition lacks merit and should be denied.

Please review our RMP plan and provide any comments that you may have. Independent of this
review, we expect final approval of this application on February 6, 2004.

RECEIVED
JAN 3 0 2004
OGD/CDir



ANDA #76-168
Oxycodone HC1 ER Tablets, 80 mg
Telephone Amendment

Should you have any questions regarding the information contained herein, please contact me
directly at (215) 591-3142 or via facsimile at (215) 591-8812.

Sincerely,
Deborah Jaskot _
Executive Director, Regulatory Affairs

Enclosures

cc: Daniel Troy





