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Petition For Stay Of Action —.
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Dear Sir/Madam:
.=,
+

The undersigned respectfully submit this petition requesting that the Commissioner
of Food and Drugs stay the effective date of NDA 20-932, held by Roxane Laboratories, Inc.
(“Roxane”), for the reasons set forth below, and in a Citizen Petition filed
contemporaneously with this Petition and incorporated herein by reference. This petition is
submitted under Section 505 of the Federal Food, Drug and Cosmetic Act and Section 10.35
of FDA’s regulations on behalf of Purdue Pharma L.P. (“Purdue”), holder of approved New
Drug Application 20-553 for OxyContinQ? (oxycodone hydrochloride) Controlled-Release
Tablets, 10 mg, 20 mg, 40 mg, and 80 mg (“OxyContin@”).

A. Decision Involved

The decision which is the subject of this Petition for Stay of Action is the purported
October 26, 1998 approval of New Drug Application 20-932 covering RoxicodoneTM
(oxycodone HC1) Sustained Release Tablets, 10 mg and30 mg (“RoxicodoneTM”), submitted
and held by Roxane. 1 This Petition also involves any contemplated approvals of supplements

1 This Petition for Stay should be filed by the Commissioner and considered as timely for
the purposes stated herein despite the fact that it is being submitted more than 30 days after the
purported effective date of the RoxicodoneTMNDA. (21 C.F.R. $10.35(g)) Petitioner’s ability to
identify the grounds upon which this Petition and the contemporaneously filed Citizen Petition rest
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or amendments and any separate applications submitted by or on behalf of Roxane, or any
other applicant other than Purdue, for any dosage strengths of extended or sustained release
oxycodone tablets.

B. Action Requested

Petitioner requests that the Commissioner stay the effective date of the above-
referenced NDA approvals and pending approvals until the Commissioner has fully
evaluated and ruled on Petitioner’s contemporaneously filed Citizen Petition.

C. Statement of Grounds

FDA regulations provide that a stay shall be granted if all of the following criteria are
met:

(1) The petitioner will otherwise suffer irreparable injury.

(2) The petitioner’s case is not ffivolous and is being pursued in good faith.

.

(3) The petitioner has demonstrated sound public policy grounds supporting the
stay,

(4) The delay resulting from the stay is not outweighed by public health or other
public interests.

21 C.F.R. $10.35(e). Each of these criteria is met.

——

—

was entirely dependent upon the FDA’s release of Summary Basis for Approval information under
the Freedom of Information Act in December 1998, its review by qualified experts and the
recognition by legal counsel of the apparent $505(b)(2) status of the RoxicodoneTMapplication. The
CDER ombudsman and FDA chief counsel’s office were notified by the undersigned, by telephone,
of the issues raised in these Petitions during the week of April 5, 1999, approximately two weeks
after the issues were first identified. Although Roxane has been engaged in promotional activities
regarding its product, it appears that it has not yet introduced the product to the marketplace. Thus,
for the reasons elaborated upon in this Petition, consideration of the Petition and granting of the
relief requested is both legally required and very much in the public interest.

2
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1. Petitioner Faces Imminent, Substantial and Irreparable Injury in the Absence
of a Stay

Purdue holds the original NDA approval for extended release oxycodone tablets,
which ithasmanufactured andsold forover three years. Byvirtue of Purdue’s pioneering
work in this area, it was the first to successfully develop such a product and it holds several
patents covering the product. Purdue’s efforts are described by Mr. Michael Friedman, Vice
President of Purdue, in a Declaration that accompanies this Petition as Exhibit A.

Under the 1984 amendments to the FFDCA, the incentives for pioneer manufacturers
such as Purdue to devote the substantial resources required to develop pioneer products are
preserved by carefully crafted protections against “me too” approvals (i.e., abbreviated
NDAs and “paper” NDAs) for directly competing versions of the pioneer products. These
protections include patent certification procedures that ensure pioneer manufacturers the right
to challenge potential infringement prior to effective approval of competing products. They
also include periods ofnon-patent exclusivity during which FDA is similarly precluded from
issuing effective approvals of “me too” products.

These protections have been violated by the Roxicodonem approval, as outlined in
detail in the accompanying Citizen Petition and the Exhibits attached thereto. As a
consequence, the apparently imminent launch of the RoxicodoneTM products pursuant to their
invalid October 26, 1998 approval threatens to immediately and irreparably erode Purdue’s
legally appropriate, exclusive sales position prior to its competitors’ compliance with the
requisite legal safeguards. The nature of this injury is substantial and irreparable.

The accompanying Declaration of Amanda B. Jones and Affidavit of Craig Hasslinger
(Exhibits B and C respectively) report on marketing efforts now being made by Roxane in
apparent anticipation of the imminent launch of its RoxicodoneT&* product. These include
statements by the Roxane sales force to potential prescribers that Roxane will soon have an
extended release oxycodone product which is “the same product as OxyContin, only

cheaper” and “less expensive than OxyContin.” By engaging in these pre-sales promotional

activities, Roxane is putting itself in a position to quickly jeopardize Purdue’s exclusive
position in the market as soon as Roxane decides to make its product commercially available.

The accompanying Declaration of Michael Friedman outlines the significant and
irreparable types of harm that are expected to result from Roxane’s imminent launch of its
Roxicodonem product. These include, among numerous others, 1) immediate and
substantial lost sales of OxyContin@ and the revenue therefrom, 2) a swift and irrecoverable
erosion in the price of OxyContin@ as Purdue is forced to compete with Roxane’s price and
3) immediate and substantial disruption of the important educational and promotional

3
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fimctions of Purdue’s sales force as they are forced to turn their efforts to unjustified
competitive issues.

Much of the substantial harm that would be caused to Purdue is not easily
quantifiable. Moreover, Purdue’s recovery of~ resulting damages in the event that
Roxane is not enjoined or otherwise precluded from marketing its product would most likely
be contingent on a successful after-the-fact suit for patent infringement. Significantly,
however, Purdue is legally entitled to protection from these damages regardless of whether
it is ultimately able to successfillv prosecute an after-the-fact patent infrin~ement suit.
Under the 1984 amendments to the FFDCA, and FDA’s implementing regulations, Purdue
is entitled to advance notice of Roxane’s purported grounds for believing that either the
RoxicodoneTM product does not infringe Purdue’s patents or the Purdue patents are invalid.
If Purdue then initiates an infringement action within the statutory 45 day timeframe, Roxane
is not entitled to market its product for 30 months or until a final court decision that the
Purdue patents are invalid or not infringed. Launch of the Roxane product in violation of
these statutory protections would permanently and irreparably deny Purdue the substantial
economic benefits of the protections afforded by statute.2

2. Petitioner’s Case Is Strong, Simple and Compelling, Is Not Frivolous, and Is
Bein~ Pursued In Good Faith

In the contemporaneously filed Citizen Petition, Petitioner has raised serious and
substantial questions regarding the legal propriety of FDA’s October 26, 1998 purported
approval of NDA 20-932 of Roxicodonem. That Petition, based largely on FDA-released
documentation concerning that NDA, provides a compelling basis for concluding that the
RoxicodoneTM application is an application subject to $505(b)(2) of the FFDCA due to the
explicit and implicit reliance by both Roxane and FDA on data from studies that were not
conducted by or for the applicant and to which the applicant does not possess a right of
reference, The factual grounds for this conclusion include 1) explicit references in the
Roxane application to a Purdue-sponsored placebo-controlled clinical study of Purdue’s
OxyContin@ tablets, 2) reliance by Roxane and FDA on “pivotal” studies of RoxicodoneTM
that were premised upon third-party data establishing the effectiveness of “active” treatment

2 Simultaneous with the filing of this Petition for Stay and the accompanying Citizen
Petition, Purdue is also filing an action in federal court requesting judgment that the RoxicodoneTM
SR products will or do infringe a number of Purdue patents. While that action is consistent in all
respects with the position taken in these Petitions, it is based on entirely different legal grounds,
namely the threatened or actual infringement of Purdue’s patents, and therefore neither moots nor
reduces the significance of the issues raised in these Petitions or the immediate need for the relief
sought herein.
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controls; 3) explicit reliance by FDA, documented in the RoxicodoneTM summary basis of
approval documents, on preclinical toxicology studies that FDA required Purdue to conduct
in order to obtain approval of Purdue’s OxyContin@ NDA; and 4) reliance by the FDA on
“studies conducted previously” in patients with renal impairment and hepatic impairment –
an apparent reference to Purdue data generated to satisfy explicit FDA approval
requirements, and other data not generated by or for Roxane. Despite these facts, the
Roxicodonem NDA appears to have been processed by FDA as a tj505(b)(l) application not
subject to the restrictions imposed by $505(b)(2).

As the Citizen Petition explains in detail, the processing of the Roxicodonem
application as a tj505(b)( 1) application and the purported approval thereof on October 26,
1998, render that purported approval null and void and of no effect because, as of that date,
FDA was devoid of authority to approve the application by virtue of Purdue’s three-year,
non-patent exclusivity for extended-release oxycodone tablets under $505(c) (3)(D) (iii) –
which exclusivity did not expire until December 12, 1998. In addition, as the Citizen Petition
filly details, FDA regulations implementing the 1984 amendments to the FFDCA set
bioavailability and bioequivalence standards for products submitted under $505(b)(2), which
standards FDA did not require Roxane to meet because of FDA’s failure to recognize the
$505(b)(2) status of its application. Finally, by virtue of FDA’s erroneous acceptance and
processing of the Roxane application under $505(b)(l), and Roxane’s apparent movement
toward the marketplace, Purdue has been denied the benefit of its statutorily guaranteed right
to notification and an opportunity to bring suit against Roxane for infringement of Purdue’s
patents in advance of the effective approval of the Roxane application.

For these reasons, the standard set forth in the FDA regulations – “petitioner’s case
is not frivolous and is being pursued in good faith” – is readily met.

3. Sound Public Policv Requires That the Requested Stav be Granted
Both the third and the fourth criteria set out in the FDA regulations governing the

granting of the requested stay invoke public policy considerations that are addressed together
in this section.

The incentives for innovation embodied in the 1984 amendments to the FFDCA
would be meaningless if not enforced – and of cold comfort if they are somehow “enforced”
only after competition inappropriately begins. The nature and extent of those incentives have
been resolved entirely by Congress and have been long recognized by FDA. In this very
context, FDA has advised:

u . . . an applicant seeking to submit a so-called ‘full NDA’ and thereby
avoid any exclusivity or patent rights attaching to a pioneer drug must

5
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conduct or sponsor the adequate and well-controlled investigations
necessary to establish the effectiveness of the drug, or, if the applicant
relies on literature for these studies, must obtain rights of reference to the
data. The applicant must conduct, sponsor, or obtain rights of reference
to these studies even if the pioneer applicant relied on literature citations.
Similarly, the applicant must conduct, sponsor, or obtain a right of
reference to all the safety tests without which the application could not be
approved. In general, such tests will include animal carcinogenicity and
reproduction studies, certain animal toxicity studies and some clinical
investigations.” (54 Fed. Reg. at 28891.)

“This interpretation is consistent with Congress’ intent to encourage the
pharmaceutical industry to develop and seek approval of significant new
therapies by conferring periods of exclusive marketing. If exclusivity
could easily be avoided by an application containing only minimal data
generated or purchased by the applicant, the incentive created by the
availability of such exclusivity would decrease considerably.” (Id.)

These statements set forth precisely what is at stake here. FDA has recognized that
applicants in Roxane’s position have two choices – comply with the restrictions on ANDAs
and $505(b)(2) NDAs or submit a truly “fill” NDA that does not rely on anyone else’s data
without consent. A muddy “middle ground” was rejected both by Congress and by FDA as
creating a potential loophole that could be too easily used to thwart the incentives to
innovation essential to the continued development of new drug products at private expense.
The line was drawn clearly and brightly:

“FDA . . . believes that it would be inconsistent with the policies of the
1984 Amendments to allow these applications to rely on the approval of
a listed drug unless they were subject to the listed drug applicant’s patent
rights and exclusivity. Therefore, an application that relies in part on the
approval of a listed drug is, for this purpose, considered an application
described in section 505(b)(2) and must make a certification as to any
relevant patents that claim the listed drug. In addition, the date of
submission and effective approval of these applications may, under section
505(c)(3), be delayed to give effect to any patentor period of exclusivity
accorded the listed drug.” (54 Fed. Reg. at 28892-3.)

In addition, FDA has itself recognized the public interest in restricting the marketing
approval of products that would evade bioequivalence requirements by seeking approvals
under $505(b)(2). It was for these reasons that FDA adopted regulations restricting such
approvals when the applicant has not shown its product to be properly comparable to

6
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previously approved drugs and even forbids such approvals when they would (but for
exclusivity restrictions) reeligible forprocessing as A~As. These restrictions not only
protect the public health by assuring proper consideration of bioequivalence issues but also
protect FDA resources that would otherwise be wasted on more extensive and costly, but
unnecessary, $505(b) (2)reviews of bio-inequivalent products.

In the case of Roxicodonem, as described in the Citizen Petition, on October 26,
1998, FDA purported to “approve” two strengths of RoxicodoneTM, neither of which had
been demonstrated to have comparable effects to the corresponding strengths of Purdue’s
pioneer drug OxyContin@. Yet, as could readily be expected, Roxane is already suggesting
that it will soon be selling “the same product as OxyContin@”. (See Exhibits B and C.) As
FDA has long recognized:

“To allow [a less bioavailable] drug to be approved under section 505(b)(2)
would thwart Congress’ clear intention to require that a duplicate of a listed
drug be shown to be bioequivalent to that listed drug.” (54 Fed. Reg. at
28892.)

The reliefrequested in this Petition for Stay and in the accompanying Citizen Petition affords
the only way to secure all of the important public and private interests embodied in the 1984
amendments and its implementing regulations.3

4. Conclusion

For the foregoing reasons, Petitioner respectfully requests that the requested stay be
promptly issued. Because of the apparently imminent launch of the RoxicodoneTM product,
and the harm that will immediately flow from that action, we request action on this Petition
for Stay by Wednesday, May 26, 1999, Since appropriate agency officials are familiar with
the issues raised in this Petition and have previously been informed by Petitioner of the
specific factual circumstances that are involved (see footnote 1, above), we believe that this
is adequate time for the agency to make an appropriate response. In the event a response is

3 We are not aware of the extent to which Roxane may have disclosed, or FDA reviewers
may have independently understood, the legal and regulatory necessity that a 505(b)(1) application
must stand entirely on its own and not rely, in the absence of an appropriate right of reference, upon
another party’s data before it maybe approved without complying with the safeguards applicable
to $505(b)(2) applications. Regardless, however, the importance of the interests at stake in
preserving the incentives to innovation and the public health protections embodied in the restrictions
on approvals of $505(b)(2) applications clearly outweigh any concern that the parties involved may
have innocently but erroneously believed they were complying with the applicable standards.
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not received by that date, however, we intend to seek immediate relief, including issuance
of the requested stay, in an appropriate federal court, having exhausted, to the extent possible
and practicable, our administrative remedies.

Respectfidly submitted,

Alan H. Kaplan

Richard S. Morey

m4
Peter R. Mathers

.
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DECLARATION OF MICHAEL FRIEDMAN

___

.

___

---

.m.

1. 1 am an officer of Purdue Pharma L.P. (“Purdue

Pharma”) and of The Purdue Frederick Company (“Purdue

Frederick”) .

2. I joined Purdue Frederick in 1985 as a Vice

President responsible for licensing and acquisitions. Sir.ce

1988, I have been a Group Vice President of Purdue Frederick.

3. I am also a Vice President of Purdue Pharma, a

position I have held since that company was formed in 1991.

4. My current responsibilities include sales,

marketing and business development for both Purdue Frederick and

Purdue Pharma.

5. Purdue Frederick, Purdue Pharma and its related

Us. companies (collectively “Purdue”) together are a mid–sized,

privately-owned, research-based pharmaceutical company. Since

1973, Purdue’s headquarters have been in Norwalkr Connecticut.

Purdue also maintains a research and development facility in

Ardsley, N.Y., a manufacturing facility in Totowa, N.J. and

employs more than 1,700 people in the U.S.

6. I earned a B.A., with honors, from Brooklyn

College in 1970. I earned an M.B.A. from the University of



Connecticut in 1976. I am currently working toward a doctorate

in the field of business administration at Pace University.

7. This affidavit is offered in support of Purdue

Pharma’s Petition For Stay Of Action which seeks a stay of the
a

effective date of the approval of New Drug Application 20–932,

and any supplements or amendments to that application or any

other pending applications for extended release oxycodone tablets

other than those submitted by Purdue. I have been informed by

counsel for Purdue that it is their opinion that the Food and

Drug Administration (“FDA”) approval of Roxane’s NDA 20–932 was

legally deficient and is void and invalid. While I have no

qualifications to address this question, I do know that, whether

it is correct or not., the effect of Roxane’s entry to the market

will be to cause irreparable injury to Purdue and its marketing

of OxyContin@. Except as otherwise stated, this Declaration is

based on my personal. knowledge, and on information that was

gathered for me at my request from Purdue’s files.

OXYCONTI~ TABLETS

8. This affidavit concerns Purdue’s commercially

successful OxyContin@ Tablets (“OxyContin@”) , a controlled-

release oxycodone analgesic which is the subject of NDA 20-553,

first approved by the FDA on December 12, 1995, and the effects

--
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on Purdue as a consequence of FDA permitting the marketing of

competing controlled–release oxycodone analgesic tablets.

PURDUE AND ITS REIATED
COMPANIES PIONEERED THE USE OF

CONTROLLED-RELEASE OPIOIDS TO TREAT PAIN

9. One of Purdue’s sister companies in the United

Kingdom, Napp Pharmaceuticals Group, Ltd., began research on the

treatment of moderate-to-severe pain in the 1970s. At that time,

patients treated with opioids were limited to “immediate-release”

forms . An immediate-release opioid, e.g., liquid or tablet, gets

into the bloodstream in a relatively short period of time and

usually provides pain relief for a limited period of time (e.g.,

4–6 hours) . As a result, immediate-release opioids need to be

taken frequently (e.g., 4-6 times a day) .

10. Immediate-release opioids suffer several

disadvantages . First, because they require frequent dosing,

immediate-release opioids are inconvenient. This inconvenience

enhances the risk that the patient will fail to take the

medication at the appropriate time or at all. This lack of

patient compliance increases the likelihood that the patient will

experience unnecessary pain. Habitual non–compliance can

complicate the overall treatment process.

11. Because they provide only a few hours of pain

relief, immediate-release opioids frequently do not permit the

3



.-

.—

patient to sleep through the night. The patient often has to (1)

intentionally get up in the middle of the night to take the next

dose, (2) run the risk that the recurrence of pain may cause

awakening during the night, or (3) sleep through the night, but

awaken in the morning in pain. None of these options is

acceptable . Chronic fatigue and anxiety, which result from these

shortcomings of immediate-release opiods, can amplify the

patient’s experience of pain.

12. To address these shortcomings, Napp Pharmaceutical

Group, Ltd. developed an oral “controlled-release” delivery form

for morphine. The morphine is combined with non–

pharmacologically active ingredients that release the drug over

time as the tablet passes through the patient’s gastrointestinal

tract.

13. In 1984, Purdue introduced MS Contin@ Tablets

(“MS Contin@”), the first controlled–release morphine product in

the United States. In contrast to immediate-release opioids

which are dosed every 4–6 hours, MS Contin o needs to be taken

only once every 8–12 hours. MS Contin tablets have gone through

the FDA approval process.

14. The benefits of MS Contin@ over immediate-release

morphine include (1) greater convenience to the patient (usually

permitting the patient to take the medication once in the morning

and once at night) , (2) better pain management due to increased

4
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compliance, and (3) the ability to sleep through the night and

awaken without pain.

15. Purdue’s MS Contin@ product became the standard

for cancer pain relief. MS Contin@ accounted for over 70% of all

oral controlled-release morphine prescriptions filled at retail

pharmacies in the United States at year end 1998.1

16. Despite the success of MS Contin@ in controlling

pain, Purdue believed that morphine products had disadvantages.

One serious disadvantage is that many people appear to perceive

morphine as an addictive narcotic drug used only as a last resort

for terminally ill cancer patients. Because of this perception,

Purdue felt that some doctors were reluctant to prescribe MS

Contin@ for moderate to severe non-cancer pain for fear of making

the patient more anxious about his or her condition. In

addition, a patient told that he or she was to receive morphine

might believe that he or she had an incurable terminal condition.

17. To address the need for a better way to treat

moderate–to–severe pain, Purdue began research to develop a

controlled-release single-entity oxycodone product.

*The source of this information is IMS International
(“IMS”) . IMS buys data from retail pharmacies throughout the
United States regarding drugs purchased at those pharmacies. IMS
then analyzes that data which it in turn sells to pharmaceutical
companies and other buyers. IMS data is the leading company
providing such independent data to the pharmaceutical industry.

5
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18. That development program cost in excess of $40

million and resulted in Purdue’s OxyContin@ product, which I

understand is covered by a number of patents.

19. OxyContin@ has been approved by the FDA for the

management of moderate–to-severe pain where use of an opioid

analgesic is appropriate for more than a few days. This approved

indication encompasses both cancer pain and non-malignant pain

such as arthritis pain, back pain and post–operative pain.

OxyContin@ provides the advantages of a controlled-release opioid

product without the disadvantages of morphine. For example,

OxyContin@ is not morphine and does not suffer from the stigma

attached to morphine. OxyContin@ also provides the

pharmacological benefits of oxycodone without the side effects

and dosage limitations associated with “combination products”

such as Endo Pharmaceuticals Inc.fs Percodan@ and Percocet@.

(See also Exhibit 1, the approved package insert for OxyContin@. )

20. FDA approved and Purdue introduced OxyContin@ in

the United States in December 1995.

PURDUE’S OXYCONTINQHAS BEEN COMMERCIIULY SUCCESSFUL

21. During its first year on the market (1996), Purdue

sold $49 million of OxyContin@ –– twice Purdue’s initial

forecast. Sales totaled $145 million in 1997, and $301 million
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in 1998. (See Exhibit 2.) Purdue forecasts 1999 sales of

approximately $600–650 million.

22. OxyContin@ accounted for half of Purdue’s total

sales in 1998.

23. In only three years on the market, OxyContin@ has

made substantial gains. In 1998, OxyContin@ constituted

approximately 37% of the dollar sales of non–injectable strong

opioids sold in the U.S. at retail pharmacies. By contrast,

Purdue’s MS Contin@ product, which has been on the market for 14

years, constituted approximately 19% of such products.z

24. Currently, over 54,000 prescriptions for

OxyContin@ are filled by retail pharmacies in the United States

each week. This represents roughly 37% of the prescriptions for

non–injectable strong opioids filled by retail pharmacies in the

United States.3

25. OxyContin@ has succeeded because it works. There

is a growing body of clinical research and anecdotal reports that

OxyContin@ has dramatically improved the quality of life for

people who had been debilitated by chronic pain.

2 Source of the data is IMS.

3 Source of the data is IMS.
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PURDUE HAS WE A Substantial INVESTMENT
TO DE~LOP OXYCONTIN@AND TO EDUCATE DOCTORS

AEOUT ITS USE AND BENEFITS

26. Purdue has spent substantial time and money to

develop the market for OxyContin@ and to educate doctors,

patients and other caregivers about its potential to help people

live with pain.

27. Like most prescription drugs, OxyContin@ is

marketed to doctors and hospitals by a sales force. Purdue

spends substantial time and money to train its sales force,

including a rigorous 26–week training and field sales development

program. The first three weeks of the program is exclusively

dedicated to teaching the new sales representative about the

biology of pain, the nature of the conditions for which

OxyContin@ is appropriate, the characteristics of the known

methods of treating pain (with and without drugs) , and the laws

relating to controlled substances.

28. Purdue’s sales representatives are capable of

discussing and reviewing with doctors, pharmacists and hospital

personnel the proper and safe administration of OxyContin” and

the treatment Gf side effects. Purdue’s sales representatives’

knowledge of their products has recently been recognized by long

term care pharmacy executives, who identified Purdue as having

one of the four most knowledgeable sales forces in the United

States in 1998. (Exhibit 3).

8
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29. In response to the success of OxyContin@, Purdue

dramatically increased the size of its sales force. In late

1995, when Purdue introduced OxyContin@, Purdue’s sales force

numbered roughly 325. Currently, the sales force numbers roughly

625.

30. In furtherance of its commitment to education,

Purdue sponsors continuing medical education programs and

lectures given by eminent pain management specialists. These

programs and lectures cover the principles and guidelines of pain

management and are attended by physicians, pharmacists, nurses

and other health care professionals throughout the United States.

The cost of these educational programs is high. In 1998, Purdue

spent over $7 million on medical education; in 1999 the figure is

expected to exceed $12 million.

31. Purdue also sponsors a national program called

Partners Against Pain@ to increase public awareness of options

for the treatment of pain. Partners Against Pain@, which

maintains a web site, makes literature and information available

to caregivers, patients and their families.

32. Purdue additionally sponsors an Indigent Patient

Assistance Program to make OxyContin@ available to patients ~’ho

might otherwise not be able to afford it.

_=
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33. In total, through the end of 1998, Purdue has

spent over $207 million related to the marketing and sales of

OxyContin@.

34. Purdue is not the only company that has invested

in the promotion of OxyContin”. Since 1996, OxyContin@ has been

sold as part of a co–promotion arrangement with Abbott

Laboratories Hospital Products Division (“Abbott”) .

35. Under the Purdue–Abbott agreemen~, P-~rdue supplies

the Abbott sales representatives with training materials and

promotional materials. Abbott’s personnel sell Purdue’s

OxyContin” product to hospitals as well as surgeons and

anesthesiologists .

OXYCONTIfl FUELS PURDUE’S FUTURE GROWTH

36. As stated above, OxyContin@ accounted for half of

Purdue’s revenues in 1998. The revenue stream OxyContin@

generates presents many growth opportunities for Purdue.

37. Purdue plans to make OxyContin@ increasingly

available around the world through its related companies. This

will require Purdue to make substantial investments of time and

money to develop the

clinical trials, and

materials .

necessary regulatory submissions, additional

appropriate educational and promotional

.
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_-



_-

n

38. Purdue uses, and plans to continue using, its

profits from OxyContin@ sales to fund and expand its research and

development activities. The profits from OxyContin@ have

permitted Purdue to continue to research and develop innovative

pain therapies and, for the first time, to research and develop

new therapies for the treatment of underlying diseases such as

cancer and diabetes. In addition, Purdue is using the profits

from OxyContin@ to fund research and development of new chemical

entities and bio-pharmaceutical agents.

39. Purdue already has made substantial commitments in

support of these goals. For instance, at year end 1995, when

OxyContin@ was introduced, Purdue employed 151 research and

development personnel. By year end 1998, that number more than

doubled to 409. One hundred fifty-one research employees joined

Purdue in 1998 alone.

40. Purdue’s expansion also includes acquisition of

additional facilities. At year end 1995, when OxyContin@ was

launched, Purdue operated its research and development activities

in 90,000 square feet of a facility in Yonkers, New York. Since

then, Purdue has moved its research and development activities

into two new laboratory buildings in Ardsley, New York totaling

135,000 square feet. The acquisition and renovation costs of the

Ardsley buildings exceeded $31 million. Purdue also intends to

occupy one additional research building in Ardsley. That

11
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building will provide an additional 40,000 square feet of space

following acquisition and renovation at a cost expected to exceed

$10 million. In addition, a bio–pharmaceutical business in

Princeton, New Jersey was recently acquired for $3.9 million.

Purdue expects an additional $11.4 million to be spent on

equipment and capital improvements at that site during 1999. The

Princeton facility will provide 56,850 square feet of additional

space for bio–pharmaceutical research.

41. The growth fueled by OxyContin@ is not limited to

research and development. Purdue’s overall employee population

has grown from 918 at year end 1995 to greater than 1700 today.

As a result, Purdue has outgrown the five headquarters buildings

it currently occupies in Norwalk, Connecticut. Next year,

following a $20-30 million renovation, Purdue will move its

headquarters into a newly acquired $77 million building in

Stamford, Connecticut . That building, which formerly housed

GTE’s world headquarters, will provide over 500,000 square feet

of office space.

42. Monies generated by sales of OxyContin@ also

support expansion of Purdue’s manufacturing facilities.

Construction of a new manufacturing facility in North Carolina is

well underway. That facility will produce OxyContin@ as well as

other Purdue products.

12
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43. In addition, Purdue uses its profits from

OxyContin@ to support its ongoing search for additional products

that Purdue can “in-license” from others and ftirther develop into

marketable products.

44. All of these commitments and expenditures were

made with the understanding that Purdue’s patented OxyContin@

product would continue unimpeded to generate a healthy stream of

profits. That same understanding has led Purdue to position

itself for continued growth fueled by OxyContin@ products.

PURDUE WILL SUFFER IRREPARABLE
HARM IF ROXANE IS

ALLOWED TO SELL THE ROXICODONE” SR PRODUCT

.4s

45. In my opinion, if OxyContin@ is forced to compete

with Roxane’s Roxicodonem SR product (“Roxicodonew SR”), the

damage will be

46.

Roxicodone’” SR

great and irreparable.

To summarize what is discussed below in detail, if

were to enter the market it will take sales that

would otherwise be made by Purdue. Competition with Roxane will

force Purdue to lower its prices, which will reduce Purdue’s

profits. Even if Rcxicodonem SR is subsequently removed from the

market, Purdue will not be able to restore its prices to prior

levels . This is so because once the industry becomes accustomed

to lower prices, it will be difficult for Purdue to adjust its

prices without incurring harsh criticism. The resulting

13
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reduced profits will substantially disrupt Purdue’s research and

development activities, and will curtail Purdue’s ability to fund

educational activities relating to the improved treatment of

pain. Furthermore, Purdue’s sales force will have to direct its

efforts toward defending against RoxicodoneT” SR, reducing the

time available to affirmatively promote OxyContin@ and provide

value and education for physicians. All of this works to tarnish

Purdue’s good name and goodwill.

ROXICODONE” SR WILL
TAKE OXYCONTI@’S SALES

47. As stated above, OxyContin@ constituted

approximately 37% of non-injectable strong opioids sold in the

Us. in 1998. OxyContin@ is the only controlled–release

oxycodone product now available. Purdue’s OxyContin@ will compete

head–to–head with Roxicodone’” SR, which is also a controlled-

release oxycodone product. OxyContin@ is sold throughout the

United States. For that reason, virtually every sale of

Roxicodonem SR will represent a lost sale of OxyContin@.

48. Roxicodone’” SR is to be marketed by Roxane.

Roxane is an affiliate of Boehringcr Germany. Boehr~nge~ Germany

represents that it is the largest privately held pharmaceutical

company in the world with 1997 sales totaling $4.7 billion. In a

letter distributed to healthcare providers, Roxane describes the

substantial role to be played by Boehringer Germany in the

14



marketing of pain control products: “Through Roxane Laboratories,

the company [Boehringer Germany] will continue to focus its

development and marketing effort toward . . . pain

management/palliative care . . . in the United States.” (Exhibit

4). Roxane and its affiliated companies will be very strong

competitors, based on their size and resources alone.

ROXICODONE” SR WILL CAUSE IRRECOVERABLE
EROSION OF THE PRICE OBTAINED ON OXYCONTI@

_.=.

.

49. Purdue and Roxane each sell a controlled–release

morphine product, Purdue’s MS Contin@ and Roxane’s Oramorph SR@

Tablets (“Oramorph SR@”) . In the past Roxane has chosen to

compete with Purdue in the controlled-release analgesic market by

offering its product. for a lower price. On Roxane’s Internet

website, Roxane makes a point of touting the price savings from

Oramorph SR@ in contrast to MS Contin@” (See Exhibit 5).

50. Today, the Boehringer defendants appear to be

positioning Roxicodonem SR as a lower cost alternative to

OxyContin@. According to reports from Purdue’s sales force,

Roxane sales personnel are representing Roxicodonem SR as, “the

same product as OxyContin@, only ChedpPr.” (See e.g., Affidavit

of Craig Hasslinger and Declaration of Amanda B. Jones) .

51. Based on this, Purdue has every reason to believe

that Roxane will undercut Purdue’s price on OxyContin@ in order

to position Roxicodonem SR in the market. This is particularly

15
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likely given that OxyContin@ has already been on the market for

over three years.

52. As a result, Purdue likely will have to

substantially reduce its prices on OxyContin” in order to remain

competitive . If Purdue is forced to reduce its price on

OxyContin@ in order to compete with Roxicodone” SR, Purdue will

not be able to restore its original Pricing structure if

6
Roxicodonem SR is subserzuer;tlv removed from the market. The

market simply will not tolerate a substantial price increase

after becoming accustomed to lower prices. Furthermore, after

watching Purdue reduce its prices in order to compete with

Roxicodone’” SR, some may incorrectly view Purdue as a company

whose products are priced unfairly. For this reason, the damage

to Purdue will not end if Roxicodonem SR is removed from the

market after a period of marketing, nor will it be easy to

quantify the amount of damage moving forward into the future.

53. Because of this, I believe that the damage to

.

A

Purdue that is likely to be caused

competition between OxyContin@ and

immediate and irreparable.

by price erosion from

Roxicodonem SR will be

ROXICODONE” SR WILL DISRUPT
PURDUE’S BUSINESS PLANS

54. Competition with Roxane will disrupt the

activities of Purdue’s (and Abbott’s) sales forces. Doctors and

16
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hospital administrators have only limited time, if any, for each

sales call. Instead of spending their limited time with doctors

affirmatively promoting OxyContin” and providing education and

training, the sales force will need to spend its time trying to

persuade doctors and hospitals to prescribe Purdue’s OxyContinQ

instead of Roxicodone’” SR.

55. If Roxane takes Purdue’s existing OxyContin@

customers, Purdue will also lose the chance to develop or

continue business relationships with those customers.

56. The loss of sales and profits will also keep

Purdue from pursuing its plans to expand its business further.

Our continuing research and development activities and our “in-

licensing” of potential new products from other companies are

funded from current income. If that income falls, then those

projects will necessarily have to be curtailed.

57. If sales of OxyContin@ and related products fall

sufficiently, Purdue will also have to reduce the size of its

sales force and research staff, thereby wasting the money and

time that Purdue has spent to train those employees.

Furthermore, morale and the affected j.ndividual.s will suffer.

_-

MARKETING OF ROXICODONE” SR
WILL DAMAGEPURDUE’S GOODWILL

58. Purdue has priced its products fairly, to
.-.

recognize their value to doctors and patients and also to allow

17
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Purdue to recoup the millions of dollars that it has spent

developing OxyContin@ and the market for it. As far as I am

aware, Roxane has spent little or no money to develop a market

for a controlled-release oxycodone product, and is now trying to

take free advantage of Purdue’s

with regard to such a product.

59. Nevertheless, if

prices to compete, then Purdue,

educational and marketing efforts

Roxane forces Purdue to lower its

as discussed above, may be

harshly and incorrectly criticized as a company whose products

are overpriced. This would damage Purdue’s reputation in the

market for OxyContin@’ and for

cannot be estimated.

ROXICODO-

___

other products, in ways that

SR’S PRESENCE MAY
EMBOLDEN OTHER POTENTIAL COMPETITORS

TO SEEK APPROVAL OF CONTROLLED-RELEASE OXYCODONE PRODUCTS

60. The market for controlled–release oxycodone,

pioneered by Purdue, has grown steadily from 1996 to date. If

Roxane is allowed to market RoxicodoneTM SRI other pharmaceutical

manufacturers, seeing the success of OxyContin@ and the approval

of RoxicodoneTM SR, may also try to market controlled release

oxycodone products of thei~ own. An ir,flux of other competing

products would cause further lost sales and lost profits.

-_
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ROXICODONE” SR
SALES OF OTHER

61. Patients treated

WILL ALSO HURT
PURDUE PRODUCTS

with controlled–release opioids

like OxyContin” sometimes experience pain known as “breakthrough

pain.” Breakthrough pain is pain that occurs because the dosage

of controlled–release opioid is too low. Breakthrough pain

patients on OxyContin@ may be treated using a “rescue dose”

immediate-release analgesic.

62. For patients taking Purdue’s OxyContin@,

breakthrough pain is commonly treated with Purdue’s

for

of an

immediate-release oxycodone products, Oxy-IR@ Tablets (“Oxy-IR@”)

or OxyFast@ Solution (“OxyFast@”) . In conjunction with

OxyContin@, Purdue’s sales force promotes Purdue’s Oxy-IR@ and

OxyFast@ immediate-release products for treatment of breakthrough

pain. Sales of Oxy-IR@ have increased with sales of OxyContin@,

from $451,000 in 1996 to $3,578,000 in 1998, an overall increase

of 693%.4 Purdue introduced OxyFast@ in October 1998. Purdue

expects that sales of OxyFast@ will climb with sales of

OxyContin@. Lost sales of OxyContin@ will cause reduced sales

of Oxy–IR@ and OxyFast” as well.

4 In 1996, OxyContin@ gross sales totaled $48,930,000 and
gross sales of Oxy-IR@ totaled $451,000. In 1997, OxyContin@
gross sales climbed to $144,827,000 (a 196% increase over 1996)
and Oxy-IR@ gross sales jumped to $1,709,000 (a 279% increase
over 1996) . In 1998, gross sales of OxyContin@ achieved

$301,236,000 (a 108% increase over 1997) and gross Oxy-IR@ sales
commensurately reached $3,578,000 (a 109% increase over 1997) .
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63. In addition, patients who take opioids for pain

relief frequently become constipated. As a result, physicians

are encouraged to anticipate patients’ constipation and to treat

it with Purdue’s Senokot@ laxative. Sales of Purdue’s Senokot@

laxatives have grown in tandem with sales of OxyContin”,

increasing from $35,418,000 in 1996 to $48,675,000 in 1998, an

overall increase of 37.4%.5 Lost sales of OxyContin@ will cause

reduced sales of Senokot@.

ROXANE AND ITS AFFILIATED COMPANIES WILL CONTINUE
IN THEIR OTHER CURRENT PROFITABLE BUSINESSES

EVEN IF ENJOINED IN THIS ACTION

64. Roxicodonem SR has not been commercially

introduced as of this time. Accordinglyr postponing the debut of

Roxicodone’M SR is unlikely to meaningfully harm Roxane when

compared to the harm that not postponing it would cause Purdue.

65. Roxane’s morphine-based, controlled-release

product, Oramorph SR@ accounted for only about 2–3% of sales of

non–injectable strong opioids in the U.S. in 1998.6 Preventing

5For instance, in 1996, OxyContin@ gross sales totaled

$48,930,000 and gross sales of Senokot@ totalea $35,418,000. In
1997, OxyContin@ gross sales climbed to $144,827,000 (a 196%
increase over 1996) and Senokot@ gross sales jumped to
$42,377,000 (a 19.6% increase over 1996). In 1998, gross sales
of OxyContin@ achieved $301,236,000 (a 108% increase over 1997)
and gross SenokotQ sales commensurately reached $48,675,000 (a
14.9% increase over 1997) .

G Source of data is IMS.
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the marketing of Roxicodone’” SR will not affect Roxane’s ability

to sell Oramorph@ SR.

66. Roxane and its affiliated companies are a

multinational pharmaceutical company whose 1997 sales totaled

$4.7 billion. (Exhibit

affected by preventing

PREVENTING
IS

4). These sales will not be significantly

Roxane from selling Roxicodonem SR.

THE MARKETING OF ROXICODONEm SR
IN THE PUBLIC INTEREST

67. Purdue has been able to meet the growing demand

for controlled-release oxycodone. Purdue anticipates that demand

over the 5–year period 1999-2004 will continue to grow. Purdue

anticipates no trouble meeting this expected future increased

demand. If Roxane is not permitted to sell Roxicodone’” SR, the

public will still be able to obtain from Purdue as much

controlled–release oxycodone as it demands.

68. In addition, the public interest favors not

permitting the marketing of Roxicodonem SR at this time. If this

product is permitted to be marketed and subsequently withdrawn

from the market, this will create a disruption for doctors and

patients, who will then have to find a new pain-treatment method,

whether it is Purdue’s OxyContin@ or some other form of

treatment. It is obviously undesirable to disrupt patients’ pain
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DESCRIPTION

OxyCiIntin” (oxycodone hydrochloride comolled-
release) tablets are an oplold analgestc supplied
in 10 mg, 20mg,40rng,and80mg Mblet
strengths for oral administration. The tablet
strenglhs describe the amount of cx’~codone
per tablet as the hydrochloride salt. The ~iructural
formula for oxycodone hydrochloride IS as
follows: ““0 ‘-+--+.

,@-./

cl fJli21N04” Hcl MW351.83

The chemical formula is 4, 5-epoxy-1 4-hydroxy-
3-methoxy-17-methy lmorphinan-6-one
hydrochloride.

Oxycodone is a white, odorfess crystalline pow-
der derived from the opium alkaloid, UIebaine.
Oxycodone hydrochloride dissolves in water (1
g in 6 to 7 mL). ft is slightty soluble in alcohol
(octanol water partiion coefficient 0.7). The
tablets contain the following inadve ingredients:
ammonio methacrylate copolymer, hydroxy-
propyl methylcellulose, lactose, magnesium
stearate,povidone, red iron oide (20W-
tablet only), stearyl alcohol, talc, Wnium diox-
ide, triacetin, yellow iron oxide (40 mg strength
tablet onty), yellow iron otide with FD&C blue No.
2 (80 mg s~ength tablet only), and other ingre-
dients.

_WM9TH~~U*INm
010 TOLERANT PATIENTS ONLY

CLINICAL PHARMACOLOGY

Central Nervous System

Oxycodone is apure agonist opioid whose prin-
cipal therapeutic action is analgesia- Other thef-
apeulic effects of oxycodone include amdotysis,
euphoria and feelings of relaxaMn. Like aJ pure
opioid agonists, there is no ceiling efWt to anal-
gesia, such as is seen with patlial agonists or
non-opioid analgesics.

The precise mechanism of the analgesic action
is unknown. Howwet specific CNS @ MCeP-
tors for endogenous compounds with opioid-
Iike activity have been identlied throughout the
brain and spinal cord and play a role in the anal-
gesic effects of this drug.

Oxycodone produces respiratory depression by
direct action on brain stem respirato~ centers.
The respiratq depression invotves both a reduc-
tion in tie responsiveness of the brain stem res-
plrato~ centers to increases in carbon dioxide

Oxycodone depresses me cough reflex by direct
effect on the cough ,cen[er In [he medulla.
Ai7tltUSSiVe dfeCtS may occur Wh doses lower
than those usually requr?c for analgesla.

Oxycodone causes TIOSIS even n ?otaldarkness
Pinpoint pupIls are a sgn of op[old overdose
but are not pathognomomc. Marked mydnasls
rather than mlosls may be seen due to hypoxia
m overdose stuations.

Gastrointestinal Tractand Other Smooth Muscle

Oxycodone causes a reducuon in mot!ltty asso-
ciated wrth an increase in smooth muscle tone
In the antrum of the stomach and duodenum.
Digestion of food in tie small intestine ISdelayed
and propulsive contractions are decreased.
Propulsive peristaltic waves in the colon are
decreased, while tone may be Increased to the
gmintof spasm resultkig in conmpabon. OWr opi-
oid-induced effects may include a reduction in
gasbic, biliary and pancreatic secrebons, spasm
of sphincter of Oddi, and transient elevations in
serum amylase.

Cardiovascular System

Oxycodone may produce release of histamine
wiltI or without associated peripheml vasodilation.
ManiWQtions of histarmne release andor periph
etal vasodilation may Include pruntus, flushing,
red eyes, sweating, an~or orthostatic hypoten-
sion.

Corrcerrtration-ffficacy Relationships
(Ptwrnacodynamics)

Studies in normal volunteers and patients reveal
predictable relationships between oxycodone
dosage and plasma oxycodomeconcentmWs, as
weil as between concentmtkm and ctin expect-
ed opioid effects. In normal volunteers these
include pupillary consti~on, sedation and over-
all “drug Me& and in patknts, analgesia and feel-
ings of “rebxation.” In non-tolerant patients, anal-
gesia is not usually seen at a plasma oxycodone
concentration of less than 5-10 n~mL.

As with all opioids, the minimum effedve plasma
concerlntion for analgesia WIIIvary widely among
Palknts, especially among palients who have been
previously Bested wiM potent agonist opioids. As
a result.patients need to be treated with individu-
alized Won of dosage to tJe desired effect. The
minimum effective analgesic concetion of oxy-
codone for any individual patient may increase
with repeated dosing due to an increase in pain
anrVor the development of tolerance.

Concentration—Adverse Experience
Relationships

OxyContin tablets are associated with typical opi-
old-related adverse experiences similar to those
seen WA Imrrwdiate-rvleaSeoxycodone and all opl-
oids. There is a general relationship between

lncreaslflg~r]ccdofie~!as~)acorflcerm]on 3M
lncre:smg ‘rEqIJePcy cf ccse-re!ated ocod adverse

experiences such as “a~sea vomrbrq, ICW effecs
and respiratory depr!?sslon, In Opiold-!olerafit

Pabents, tie srtuabon IS Xtered by 13e development
of tolerance:0 oplold-re!ated SiC!edfeCtS, and Ihe
relationship IS poorly understood.

As wth all opioids, !he dose must be mdlwduallzed

(see DOSAGEAND ADMINISTRATION),because
the effectwe analgesic dose for some pat]ents WIII
be too high to be !oleraled by other patients.

PHARMACOKINETICS ANO METABOLISM

The actirty of OxyComn’ (oxycodone hydrochlo-
ride con~olled-releasej lablets ISpnmanly due !0
the parent drug oxycodone. OxyContmUolets are
designed to provide controlled delivery of oxy-
codone over 12 hours. Oxycodone IS well
absorbed from OxyContin tablets wrth an cral
bioavailability of from 60% to 87%. The relative
oral bioavadability of OxyConbn to immectiate-
release oral dosage forms is 100%. Upon repeat-
ed dosing m normal volunteers, steady-state
levels were achieved wthm 24-36 hours Dose
proportionality has been established for the 10
mg, 20 mg, 40 mg, and 80 mg tablet strengths
for both peak plasma levels (Cmu) md extent
of absorption (AUC). Oxycodone IS extensively
metabolized and elimmated primarily m the urine
as both conjugated and unconjugated metabo-
Iites, The apparent elimmabon half-life of oxy-
codone following the admmtratIon of OxyCorrM
was 4.5 hours compared to 3.2 hours for Imm*
diate-release oxycodone.

Absorption

About 60% to 87% of an oral dose of oxycodone
reaches tie central compartment in comparison
to a parenteral dose. This high oral bioavallabd-
~ is due to low pre-systemic andor first-pass
metabolism. In normal volunteers the tvz of
absorption is 0.4 hours for immediifelwse oral
oxycodone. In corms.st OWotin tabl~ efiib-
fl a biphasic absorption pattern with two appar-
ent absorption half-times of 0.6 and 6.9 hours,
which describes the initial release of oxycodone
from the tablet followed by a prolonged release.

Plasma Oxycodone By Time

Dose proportionality has been established for the
10~,20~,~~,tiWmgWld~@s
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for both peak plasma :oncentratlons ~CmMI
and eflent of absorption (AUCI (see Table 1
below) Gwen the short half-life of ehmmabon of
oxycodone from OxyCorItIn steady-state plasma
concent7abons of oxycodone are achieved wth-
In 24-36 hours of Inltiatlofl of dosing with

OxyConmI tablets In a study comparing 10 mg

of OxyContm every 12 hours 105 mg of lmme-
d!ate-release oxycodone every 6 hours, [he two
treatments were found to be equivalent for AUC
andCmU,andslmllar for Cmln (troughj con-
centrauons. There was less fluctuabon m plas-
ma concer’rtnbons for the OxyContn tablets UIan
for the lmmedlate-release formulation,

Table 1

Mean /% coefficient vanatjon]
TW

q- UC cm
wm

L& cm
,q. w!lwr ,rXylnl Iwml

S* W
loqcl@lBl Im;[mtjl ‘06[2011 27[441] ‘IL
20q cl-@Xm 2075(3s91 2f4i~5] ]2[579] ~~

Jomgu@?lMl 123I !323) 393[340} ll~il 71
wlrqa@7m“ IC&5:32J 985[3211 21 [5231 ,L

WKlrkm
loq@QM
l~qlm 103613861 151[31OI 32[E45] 72[44!1, ””
sq~
‘UUX@l 990[3621 155[2881 1614971 74[5u9~

tfor singledose AUC=AUCO.i~i for mMipk-
dose AUC=AUC~T

●data obtained while volunteers received nal-
texone which can enhance absorption.

mod Effeck
In conlmt to immediate-release formulations,
food has no slgnilicant effect on the absorpdon
of Oxycodclnefrom Ox@lM. Oxycodone release
from OxyContin tablets is pH independent.

Distrrbtion

Following irrtravenous administration, the vol-
ume of distib~on (VSS) for oxycodone was
2.61Ag. Oxycodone binding to plasma protein at
37°C and a pH of 7,4 was about 45%. Once
absorbed, oxycodone is disbibuted to skektal
muscle, liver, intestinal tract lungs, spleen and
brain. Oxycodone has been found in breast milk
(see PRECAUTIONS).

Metabolism

Oxycodone hydrochloride is extensively rnetab
olized to nomxycodone, oxyrno@mne, and Ilwir
glucuronides. The major circulating metatdte
ISnoroxycodone with an AUC mdo of 0.6 rektive
to fJat of oxycodone, Nomxycodone is reported
to be a constiem.bty weaker analgesic than oxy-
codone. Oxymorphone, although possessing
analgesc activrty, is present in If?-eplasma oniy in
low conce-s. The comiation between oxy-
morphone concermtjons and opioid effects was
much less than UIat seen with oxycodone plas-
ma concerrtmons. The analgesic activity profile
of other metabolizes is not known at present.

The fcrmation of oxymorphone, but not noroxy -
cocone, IS medlaied by CYP2D6 and as such its
formanon can, m theory be affected by other
drugs (see Orug-Orug Interac?]ons).

Excretion

Oxycodone and Its metabolizes are excreted pn-
manly via the k!dney. The amounts measured in
the urine have been reported as follows: free
oxycodone up to 19%: conjugated oxycodone up
to 50%; free oxymorphone 0%: conjugated 0~-
morphone s 14%; both free and conjugated
noroxycodone have been found in tie urine but
not quantified. The total plasma clearance was
0.8 Umin for adutts,

Special FOpulations

Elderty

The plasma concentrations of oxycodone are
only nominally affeded by age, being 15% greater
in elderfy as compared to young sub@ts. There
were no differences in adverse event reporting
between young and elderfy subjects,

Gender

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

Renal Imp”nnent

Preliminary data from a study involving patients
with miid to severe renal dysfunction (creatinine
cleamce <60 mUmin) stww peak plasma oxy-
codone and nomxycodone concentrations 50%
and 20% highet respectively and AUC values for
oxycodone, nomxycodone and oxymorphone
60%, 50% and 40% higher than normal sub-
jects, respectvety. This is accompanied by an
increase in sadaton bul not by dflemnces in res-
piratory rate, pupill~ constMion, Oi sweral
other measures of drug effect. There was an
irmaseirtv20feiW@ion foro%ycodmeofonty
1 hour (See PRECAUTIONS).

Hepatic Impatient

pre{imin~ data from a study involving patients
w~ mild to modemte hep~c dysfumtion show
peak plasmaoxycodone and noro%ycodone COK
centmtim50% and20%h@ec res$MWy, ti
normal subjects. AUC values are 95% and 65%
highe[ respec~ely, Oxymorphone peak plasma
concentrations and AUC values are lower by
30% and 40%. These differences are accompa-
med by increases in some, but not other, drug
effects. The tvZ elimination for oxycodone
increased by 2.3 hours (see PRECAUTIONS).

Rectal Administration

Rectal administration of OxyContin tablets is M
recommended. Preliminary data from a study
revolving 21 normal volunteers, show OxyContin
tablets administered per rectum resulted in an

AIJC jg”h grea[er and a CTU 9Q0 Tlqrer Om

!able?s 3cmlnlsiered by tmoulh see WECJ,L -
TIONS)

Drug-L)rug Interacoons (see PRECAU7101VS)

Oxycodone ISmetabolized m part wa CYP2C16m
oxymorphone which represents less than 15% of
the total admmtstered dose This route of ellmi-
nabon can be blocked by a variety of drugs (e.g.
certain cardiovascular drugs and antl-depres-
SMItS).pat]efltS recewmg such drugs concomF-
tantiywth oXYcOtifldo not appear to present dif-
ferent therapeubc profiles than other pauents

CLINICAL TRIALS

OxyCont.in’ (oxycodone hydrochloride coMJolled-
release) tablets were evaluated in studies revol-
ving713 patients with etther cancer or non-can-
cer pain, All patients recewing OxyContm were
dosed ql 2h, Efficacy comparable to other forms
of oral oxycodone was demonstrated m chmcal
studies using pharmacokinetic, pharmacody -
namlc and eticacy outcomes. The outcome of
these trials Indicated: (1) a posfive relationship
behveen dose and plasma oxycodone concen-
fMiOtI, (2) a positive relationship between plas-
ma oxycodone concentmion and analgesia. and
(3) an observed peak to bough varition m plas-
ma concenhation with OxyContin lying within
the observed range established with qid dosing
of immediate-release oxycodone m clmcal pop-
ulations at the same totil dally dose.

In clinical trials, OxyContin tablets were substi-
tuted for a wide variety of analgesics, including
acetaminophen (APAP), aspmn (ASA), other
non-steroidaJ anti-inflammatory drugs (NSAIOS),
opioid combination products and SMW- opi-
olds, pnmanly morphine. In cancer patients
receiving adequate opioid thefapy at baseline, pan
intensity scores and acceptability of therapy
remamed uncham$?clby bansfer to OxyCodn. For
non-cancer pain patients who had moderate to
severe pain at baselii on p’n opiout tierapy, pairI
control and acceptability of therapy Improved
with the introduction of fixed-interval therapy
with OxyContin,

Use in Cancer Wn

OxyContin was studied in three double-blind,
controlled clinical trials involving 341 cancer
patients and several open-label trials WIUIther-
apy duradons of over 10 months.

Two, double-blind, controlled climcal studies
indicated that OwCOtin dosed ql 2h produced
mlgesii efhcacy equivalentto immediate-mlease
oxycodone dosed qld at the same total 6atly
dose. Peak and rough plasma concentranons
attained were similar to those attained W17Jimme-
diate-release oxycodone at equwalent total dally
doses. Wti tilmtionto analgesic effec! and prop-
er use of rescue medication. nearly everj patient
achieved adequate pam control wth OxyConun
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jn :~E :nlra jiU(ly 3 ,Coucle-oilrd ac:~ve-ccn -
7WW crossover nal, ~m@mm aosed Q12hwas
s~c’~~:0 2e ?qwaient :r Wicacy and safery !0
mrneclate-re!ease omjccmone dosed Qldat [he
same !Otaldally @ose Panenls were able to be
v!rared 10 an acceptable analgeslc effect wrth
wmer@yComn or lmmeciate-celease oxycodone
*lTi30tn !reatrTents !lrovlamg siable pam con-
rm wmm 2 days In mosl oanents

In pallents with cancer ?aln !he total dally
OxyContIn doses Iested ranged from 20 mg 10
E-10mg per day The average toraI d~ly dose was
approximately I 05 mg per day

Stud/es m Non-Cancer Ftm

A douole-blmd placebo-cormolled, fixed-dose.
pafallel group study was conducted In 133 paLwr&
wrm moderate to severe osteoartlmbs pare, who
were ludged as having m&quate pan conbd ‘#@-h
pm oplolds and maxmal non-stemdal antt-in’fbm-
matory merapy In this study 20 mg OxyConbrl
q 12h sgmficantfy decreased pam and Improved
qualrty of life mood and sleep, relabve to place-
DO Both dose-concentntIon and concentrabon-
effect relationships were noted wrth a mmlmum
effecnve plasma oxycodone concentration of
approwmately 5-10 ngmL.

In a double-blind, acbve-contmlled, crossover

study mvolvmg 57 panems wti low-back pam
inadequately controlled wrtf! pm oplolds and
non~pod tierapy, Ox@xrbn admmterecf ql 2h
prowded analgesia equwalent to lmmediate-
release oxycodone admmstered qld. Patrents
COuldbe ~ed tOan aCCePtabk?WgeSJC eff~
wrmertherOxyCormnor lmmedute-@ease forms
of oxycodone

Single-Dose Comparmm wrchStandard Thecipy
A single-dose, double-blind, plaCebO-CO~M,

post-operabve study of 182 paoents was con-
duc!ed ubllzmg graded dosesofOxyContin(10,
20 and 30 mg) Twerrty and 30 mg of OxyCorrtin
gave equivalent peak analgeslc effect compared
!Otwo oxycodone 5 mg “acetammophen 325 rW
Iable!s and to 15 mg Immediate-release oxy -
codone while me 10 mg dose of OxyContin
was ruermedlate between both tie immedi~e-
release and Combmaoon products and placebo.
The onset o! analgesic action wrth OxyCorrbn
occurred wrtfvn 1 hour m most ptients follow-
mg oral admmstrabon.

OxyContIn IS not recommended pre-operabvely
lpreernpnve analgesia) or for me management of
pam m me Immediate post-operabve period (the
first 12 to 24 hours following surgery) because
me safety or appropriateness of tieddose, lcmg-
acnng opiolds m this setnng has not been estab-
Ihsned

Omef Cmcd Trials
[n o~en-[abe[ trials mvolvmg aporoxlmately 200
panents wrm cancer-relaled md non-cancer Pam.

dosed accorchng !0 the package Insert recom-
me~danons, appropriate analgesic effeCUVefleSS

was no?ed Mhout regard lo age gender race,
or disease state There were no unusual drug
mlemcoons otxer~ed m pabents recerwng a wide
range of medlcauons common m these popula-
tions

For oplold-nawe pabents, the average total daily
dose of OxyConnn ~’!asappro~mately 40 mg per
day There was no ewdence of oxycodone and
metabohte accumulanon during 8 months of

therapy For cancer pam pabents the average
to!al dally dose was 105 mg (range 20 to
720 mg) per day, There was a significant
decrease m acute optold-related side effects,
except for consfipaoon. during the first several
weeks of Lherapy. Development of significant
tolerance to analgesla was uncommon.

A cohort of pabents have been treated with
OxyConbn 80 mg tablets. There were no differ-
ences In me efficacy or safety profiles than seen
WIUIme other tablet streng?As.

INDICATIONS AND USAGE

OxyConbn’ tablets area controlled-release oral
formulabon of oxycodone hydrochloride indi-
cated for me ma.nagemmf of moderate to swere
pam where use of an oploid analgesic is appro-
priate for more than a few days. (See: CUNICAL
PHARMACOLOGY: CLINICAL TRIALS).

CONTRAINDICATIONS

OxyConnn* IS conbandicated in patients wrth
known hypersensrbvrty to oxycodone, or m any
srhmon where oplolds are contraindicated. Thts
includes patients wrth slgmficant respiratory
depression (in unmonitored settu’rgs or the
absence of resuscitate equipment), and pafknts
WM acute or severe bronchial asthma or hyper-
carbia. O@hnln is cmndw in any patient
who has or is suspected of having paralytic
ileus.

WARNINGS

OxyContirr’ (oxycodone hydrochloride con-
trolled-release) TABLHS ARE TO BE SWAL-
LOWEDWHO& AND ARE NOTTO BE BROKEN,
CHEWED OR CRUSHED. TAKING BROKEN,
CHEWED OR CRUSHED OsyContirr TABLETS
COULD LEAD TO THE RAPID RELEASE AND
ABSORPTION OF A POTEMIALLY TOXIC DOSE
OF OXYCOOONE.

Resptmtoiy Depress/on

Resplrato~ depression ISthe chief hazard from
all optold agomst preparanons. Respwatory
depression occurs most frequently m elderly or
debdrtated pabents, usually following large mlal
doses m non-tolerant paoents, or when oplolds
are gwen m conluncfion with other agents that
depress resplrat]on

Oxycocione should be used wlrn extreme canon
in pauenls ‘wth Slgnrflcant chronic obslrucuve
P’JIMOflarYdisease or Cor pulmonale and m
patients hawng a substantially decreased respi-

ratory reseme, hypow hypercapma, or preex-
ISbng respiratory depression. In such patients,

even usual me~petic doses of oxycodone may
decrease resplrato~ drive to the point of apnea.
In these pabents alternative non-oplold anal-
gesics should be considered and oploids ShOuld
be employed only under careful medical super-
wslon at me lowest effecWe dose

Head Injury

The respiratory depressant effects of OplOldS
include carbon dioxide retennon and secondary
elevation of cerebrospmal fluld pressure, and
may be markedly exaggerated m the presence of
head Injury, rrtracranial Ieslons, or other sources
of preewting Increased mbacranial pressure
Oxycodone produces effects on puplllary
response and consciousness Wch may obscure
neumlogtc signs of further increases m mUacra-
nial pressure in patients w~ head Inlunes.

Hypotensive Effect

OxyCorrtma,like al oploid analgesics, may cause
severe hypotenslon m an individual whose abd-
ily to marrtain blood pressure has been com-
promised by a depleted blood volume, or after
concurrent admmisntion wrth drugs such as
phenothmzmes or other agents which compm-
mise vasomotor tone, OxyConbn may produce
orthostatic hypotension in ambulato~ pabents.
OxyConbn, like all opiold analgesics, should be
admmtered with cautron to pabents m circula-
tory shock, since vasodiiation produced by the
drug may further reduce cardiac output and
blood pRSSUR.

PRECALMONS

Speciai precautiorrs regarding OxyConttn”
80 ma Tablets

OxylMt.tn” 80 mg Tablets are for use only in
opioid tolerant patients raquiring daily oxy-
Codaneequhfakent dosages oflaomgofm.
Care should be taken in the presrxiptiofi of
MB h~ m. PaMltS shaukd be insbuct.
ed against use by individuals other than the
patient for whom it was prescribed, as such
inappropriate use may have severe medical
consequences.

Gerren/

OxyCondn’ (oxycodone hydrrxhlonde contrcJlled-
release) tablets are intended for use m pabents
who require oral pain therapy wrth an oplold
agomst of more than a few days duratron As wrth
any opmd analgesic, rt is cntrcal to adlust me dos-
ing regimen mdlwdually for each panent (see
DOSAGE ANO AOMINISTRATIOf~)

Selectrofl of pabents for D_eatrkfit wrth CxyConlm



j?ould be governed by me same pnnc~ples Mat

aPDIy !O me use of slrmlar controlled-release
oDIoIci analgesics (see INDICATIONS ANO
uSAGE) Oplold analgesics gwen on a fixed-
(dosage schedule have a narrow ~erapeubc Index
{n cer:aln pabent populations, especially when
commned with other drugs. and should be
:eser<ed for cases where the benefiis of Oplold
anahgesa outweigh [he known risks of resPlra-
;orj ctepresslon, altered mental state, and pos-

!ural hypoterision Physicians should mdivldual-
Ize rreatment m every case, using non-oplold

analgesics. pm opioids andor combinatkn pro-
ducts.and chrorvc opIoidtherapy WIUIdrugs such
as 13Xyconbnm a progressive plan of pain man-
agement such as outlined by the World Heaith
Orgamzabon, the Agency for Health Care Policy
and Research, and the American Pam Society

Use of OxyContin IS associated with increasi+
potermal risks and should be used only with
cation in tie following condtions: acute alco-
holism: adrenocortical insufficiency (e.g.,
Addison’s disease); CNS depression or coma;
delirium trernens: debilitated pafknts; kyptmc~
Iiosls associated WIUI respiratory depression;
mywdema or hypothyroidism; pmstatic hyper-
Yophy or urethral sbicture: severe impairment of
hepatic, pulmonary or renal functkm: and toxic
psychosis.

The admmistndon of oxycodone, Iilu?all OplOid
analgewcs, may obscure me diagnosis or clini-
cal course in patknts with acute WOrninal cm
ditions. Oxycodone may aggmvate c~lsiOnS
m paberrts with convulsive disorders, and all opi-
olds may induce or aggravate seizures in some
clinical settings.

/interactions wifh other CNS Depressard’s

OxyCotin, like all opioid analgesics, should be
used wth caution and started in a reduced
dosage (V3to I/Z of Mwusual dosage) in patknts
who are concumerrtly receiving other central na-
vous system depressants including sedatives
or hypwtks, general ~, ~
oUwrtranquilizers and alcohol. lnter3We efk
resui%ngm respiratory depression, hypoWSW
profound sedatfon or coma may resuit if these
drugs are taken in combination with the usual
doses of OxyCondn.

Intmcbons ~ MW@nistl/W@sf C&id
Ana/ges/cs

Agomthntagonist analgesics (i.e., penfamine,
nalbuphme, butorphanol and buprenorphine)
should be administered MUI caudon to a padent
who has received or is receiving a course of
therapy with a pure opioid agonist analgesic
such as oxycodone. In this situafkft mixed ago-
nlsVantagonist analgesics may reduce the anal-
geslc effect of oxyccdone ar@or may precipitate
wRhdrawal symptoms in these ptie~.

Ambulatory Surgery

OxyContm IS not recommended pre-operatively

(preempbve analgesia) or for rhe management of

pam m the Immediate post-operauve period (the
first 12 to 24 hours following surge~] !or pauents

not prewously [akmg the drug, because Its safe-

ty m this setting has not been established,

Panents who are already recewmg OxyContm
tablets as part of ongoing analgesic ~erapy may
be safeiy continued on the drug rf appropriate

dosage adjustments are made considering the
procedure, other drugs gwen and the tempo-
rary changes in physiology caused by the sur-

gical intervention (see PRECAUTIONS. Drug-
Drug Interactions, and DOSAGEAND ADMINIS-
TRATION),

Post-OpemWe l-he

Morphine and other opioids have been shown to
decrease bowel motility Ileus is a common post-
operative complication, especially after intra-
abdaminal surgery w~ opiod analgesia. CautOn
should be taken to monitor for decreased bowel
moblity in post-operadve patients receiving opi-
oids. Standard Supporbve therapy should be
implemented.

Use in Pancreaticlfliliary Tmct D/sease

Oxycodone may cause spasm of tie sphincter
of Oddi and should be used with caution in
patknts with bil~ tmct disease, including acute
pancreatic. Opioids like oxycodone may cause
increases in the serum arnylase level.

Tolerance and Physical Dependence

Tolerance is the need fw increaWg doses of o@

oidstomain@nadefned efMSuChaS _
-(in the absence of disease progression or other
external factors). Physical dependence is tie
occurrence of wthdmwal syrnpmrns * abrupt
disconfJnuation of a drug or upon adminislradon
of an antagonist. Physical dependence and tol-
erance are not unusual during chronic opioid
therapy.

SiQMcanttolerance should not occur in most of
the patfents treated with me lowest doses of
oxycodane. It should be expected, howevef fhat
a fmction of cancer patients will develop some
degree of tolerance and require progressively
higher dosages of OxyCotin to maintain pain
control during chronic treatment. Regardless of
whether this occurs as a resutt of increased pain
second~ to disease pmgresston or pharma-
cological tolerance, dosages can usually be
increased safety by adjusting the padent”s dose
to maintain an acceptable balance berween pain
relief and side effects. The dosage should be
selected according to the patienfs individual
analgesic response and abdity to tolerate side
effects. Tolerance to the analgesic effect of opi-
oids is usually paralleled by tolerance to side
effects, except for constipabon.

Physical ~ependerce resuits In ti@Wawal jyrnp-
Ioms n pa[leflts ~co ~D[~Pily ~lscoo[lnbe .pe

drug or may se preclpltatea :nrough :he acn-ln-
IStratlon of drugs with oplOld antagonist Jc:i’itrj

[see OVERDOSAGE) If OxyContm s a~rJ~!/Y
discontinued In a phySICaIIY dependent pa!ierm
an absi]nence syndrome may occur This s
characterized by some or all of me following. re~-

!essness, Iacnmatlon rhriorrhea, yawning per-

spiration, chdls, myalgla and mydnasls Other

symptoms also may develop, lnclualng :rn-
tabdlty ar!xlety backache, joint pam weakness

abdommal cramps, lnsomnla, nausea, anorex-
ia, vomtmg, diarrhea, or increased blooa pres-

sure, resprato~ rate or heart rate

If signs and symptoms of withdrawal occur

pahents should be treated by remstrfmon of opl-

old therapy followed by a gradual tapered dose
reduction of OxyConon combmed wti sympto-

matic support (see DOSAGE ANO ADMINIS-
TRATION:Cessabon of Therapy),

Irrformat]on for Pat/ents/Caregwers

ff clirvcaiiy adwisable,p~ents recefvmgOxyConun
(oxycodone hydrochloride controlled-release)

tablets or their Caregfvers should be grwn me fol-
Iowmg information by the physician, nurse, phar-
macist or careryer:

1,

2.

3

4,

r
J.

6

7

PaDents should be adwsed that OxyContm
tablets were designed to work property only rf

swallowed whole. They may release all their

contents at once fl bruken, chewed or crushed.
resutbng m a nsk of overdose,

patients should be advised to repat episodes
of bre~rough pam and adverse expeneflces
occumng during therapy. Indwldualizabon of
dosage IS esserrtnl to make optimal use of

this medication.

~erm should be advised not to adjust the
dose of OxyConM wrthout consulting the pre-

scnbmg professional.

PatMts should be advised tM OxyContm may
Impair mental andor physical abdily requred
for me performance of p+mentallyhazardous
tasks (e.g.,driving, opmting heavy machmery).

patents should not combme OxyContm wti
*W OfOtfWCHltd IWVOUSSySteMdw-
sants (sleep a!ds, franqu!lizem)except by Uie
orders of the prescribing physlc!an. because
additive effects may occur.

Wm of childbeting @enfMl who become,
or are planning to become, prsqnant should be
adwsed to consutt tieir physlcnn regarding
8weffectsofar@@Jcs andottWd~u%tir-
iflg pregnancy on ~emsetves and UIetr unborn
child.

Patients should be adwsed that OxyContm is a

potental drug of abuse They should protect t
from theft and fi should never be gwen to any-
one other t$an the individualfor wnom T was
prescribed.
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Pattenls should be advised :hat they may
pass ?mppj matrix ‘“ghosts” (tablets) via
colostomy or m [he stool, and that this IS of
no concern since the acttve medication has

already been absorbed.

Pat\ents should be advised that if they have
been recelwng treatment wrth OXycontm for
more than a few weeks and cessation of
therapy IS Indicated, d maybe appropriate to
taper the OxyContm dose, rather than abrupt-
ly discontinue rt, due to the risk of precipitat-
ing withdrawal symptoms The!r physician
can prowde a dose schedule to accomplish
a gradual discontinuation of the medication.

Laboratory Momfonng

Due to the broad range of plasma concentralons
seen in clirucal populabons, the vatying degrees
of pain, and the development of tolerance, plas-
ma oxycodone measurements are usually not
helpful in clinical management, Plasma con-
centrations of tie acme drug substance maybe
of value in selected, unusual or complex cases.

/nferact/ons with Alcohol and Drugs of Abuse

Oxycodone may be expected to have additNe
effects when used in conjunction with alcohol,
other opioids or illicit drugs which cause ce~l
nervous system depression.

Use in Drug and Alcoho/ Addiction

OxyContin is an opioid with no approved use in
tJe management of addicWe disorders. tts prop
er usage in individuals with drug or alcohol
dependence, ei_Meractive or in remission, is for
the management of pain requiring opioid anal-
gesia.

Drug-Dreg Interactions

Opioid analgesics, including OxyContin, may
enhance the neuromuscular blocking action of
skeletal muscle relaxants and produce an
increased degree of respirato~ depression.

Oxycodone is rnetakdized in part to oXymo@m
via CYP2D6. While this pathway maybe blccked
by a variety of drugs (e.g., certain cardiovascu-
lar drugs and antidepressants), such blockade
has not yet been shown to be of clinical signifi-
cance with his agent. Clinicians should be aware
of this possible interaction, however.

Use with CNS Depressants

OxyContin, like all opioid analgesics, should be
started at lh to I/Z of the usual dosage in patients
who are COnCiJrrefrUyreceiving other cenbal ner-
vous system depressants including sedatives
or hypn~cs, general anesUWcs, phenothiazrnes,
centrally actin9 anti-emetics, tranquilizers and
alcohol because respimto~ depression, hypden-
slon and profound sedation or coma may result.
No specific interaction between oxycodone and
monoamine oxldase inhibitors has been

observed. but c?.utlon m the use of any opiold m

paben?s Iakmg this class of drugs is appropriate,

Mu?agen/c/VCarc/nogen/c/~

Oxycodone was not mutagenic m the following
assays: Ames Salmonella and E. Coli test wrth
and without metabolic activation at doses of up
to 5000 yg, chromosomal aberration test m
human ~mphocytes (in t3e absence of metabolic
activation and with activation after
48 hours of exposure) at doses of up to
1500 pg/ml, and in the in vivo bone marrow
micronucleus assay in mice (at plasma levels of
up to 48 pg/ml). Mutagenic results occurred in
the presence of metabolic actkation in the human
chromosomal aberration test (at greater than or
equal to 1250 pg/ml) at 24 but not
48 hours of exposure and in the mouse lym-
phorna assay at doses of 50 ~rjml or greater with
metabolic activation and at 400 pg/ml or greater
witlmt metabolic activafMn. The data from these
tests indicate that the genotoxic risk to humans
may be considered low.

Studies of oxycodone in animals to evaluate its
carcinogenic potential have not been conducted
owing to the length of clinical experience with the
drug substance.

Pregnancy

Teratogenic Effects-CategoW B: Reproduction
studies have been performed in rats and rabbits
by oral administmtion athes up to 8 mgkg (48
mglmz) and 125 m~g (1375 mg/m2), respec-
tive~. These doses are 4 and 60 times a human
dose of 120 m~day (74 mg,lm’), based on
mg/kg of a 60 kg adult (0.7 and
19 times this human dose based upon m~m’).
The results did not reveal evidence of harm to the
fetus due to oxycodone. There are, however, no
adequate and well-controlled studies in preg-
nant women. Because animal ReproductionsfM!-
ies are not always predictive of human response,
this drug should be used during pregnancy only
if clearly needed.

Nonteratogenic Effects-Neonates whose moth-
ers have been taking oxycodone chronically may
exhibit respiratory depression andor withdrawal
symptoms, either at birth ancUor@the nursery

labor and Delivery

OxyContM is not recommended for use in wm
during and immediately prior to labor and deliv-
ery because oral opioids may cause respirato-
ry depression in the newborn.

Nursing Mothers

Low concentrations of oxycodone have been
detected in breast mdk. W~drawal symptoms
can occur m breast-feeding infants when mater-
nal administration of an opioid analgesic is
stopped. Ordinarily, nursing should not be under-
taken while a patient is receiving OxyContn since
oxycodone may be excreted m the milk.

PedkW/c Use

Safety and effeCtlvefleSS ifl pediatric patierrts
below the age of 18 have not been established
wth thts dosage form Of Oxycodone. Howeve[
oxycodone has been used extensively in the
pediatic population ifl other dosage forms, as
have the excipients used in this formulation. No
specific increased risk is expected from the use
of this form of oxycodone in pediatric ptients OICI

enough to safely take bblets ti dosing is adjust-
ed for the patient’s weight (see DOSAGE AND
ADMINISTRATION). It must be remernberect
that OxyContin tablets cannot be crushed or
divided for administration.

Geriatric Use

In co~olled pharmacokinetic studies in elderly
subjects (greater than 65 years) fAe clearance of
oxycodone appeared to be slightly reduced.
Compared to young adults, the plasma concen-
trations of oxycodone were increased approti-
mateiy 15%. In clinical trials with appropriate
initiation of therapy and dose titration, no unto-
ward or u- side effects were seen based
on age, and the usual doses and dosing intemls
are appropriate for tie geriatric ptient. As with
all opioids, &ie starting dose should be reduced
to 1/3to 1/2of the usual dosage in debilitated, non-
tolerant patients.

Hepatic Impairment

A study of OxyContin in patients wilX hepatic
impaiment indicates greater plasma concert-
trations than those with normal function. The
initiation of therapy at I/3 to 1/2 me USUaldo=
and careful dose titration is warranted.

Renal Impairment

In patients wilh renal impairment, as evidenced
by decreased creatinine clearance
(c6CI mUmin.), the concentmtbns of oxycodorre
in the plasma are approximately 50% higher tl?an
in subjects with normal renal function. Dose ini-
tiation should follow a consewative approactr.
Dosages should be adjusted according to Uw clin-
ical situation.

Gender DirYerences

In pharmacoldntic studies, opioid-naive ferrdes
demonstrate up to 25% higher average plasma
concentrations and greater frequency of typical
opioid adverse events than males, even after
adjusmmt for body weight The clinical relevance
of a difference of this magnilude is low for a drug
intended for chronic usage at individualized
dosages, and there was no malelfemale differ-
ence detected for efficacy or adverse events in
clinical trials.

Rectal Administration

OxyContin’ Tablets are not recommended for
administration per rectum, A study in normal
volunteers showed a slgnificanUygreater WC and
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higher Cmax during this route of admm]strat]on
{see PHAFiMACOKINETICS AND METABOLISM).

ADVERSE REACTIONS

Serious adverse reactions wh[ch maybe asso-
ciated with OxyContm’ (oxycodone hydrochlo-
ride controlled-release) tablet therapy m clinlcal
use are [hose observed with other oplold anal-
gesics, including: respiratory depression, apnea,
respiratory arrest, and (to an even lesser degree)
circulatory depression, hypotenslon or shock
(see OVERDOSE).

The non-serious adverse events seen on initia-
tion of therapy with OxyContin are typical opioid
side effects. These events are dose-dependent,
and their frequency depends upon the dose, the
clinical setting, the patient’s level of opioid tol-
erance, and host factors specific to the individ-
ual. They should be expected and managed as
a part of opioid analgesia. The most frequent
(> 5%) inc!ude constipation, nausea, somno-
lence, dtiness, vomting, pmJritus,headache, dry
mouth, sweating and asthenia.

In many cases the frequency of tiese events dur-
ing initiatkn of Uwrapy may be minimized by caJE-
ful individualization of starting dosage, slow H@
tion, and the avoidance of large swings in the
plasma concentrations of me opioid. Many of
these adverse events will cease or decrease in
intensity as OxyContin therapy is continued and
some degree of tolerance is developed.

In clinical trials comparing OxyContin wit$ imme-
diate-release oxycodone and placebo, the most
common adverse events (> 5%) reported by
patients (pts) at least once during therapy were:

Table 2

conanrJ311al
Vauaed
Somno+erca
Dmwaa
FlumJa
Vammrq
Headaciw
Ov Moildl
A$lwM
Swemq

Gxyconml

[n=227)
# m (%)
52 (23)
52 (23)
52 (23)
29 [13)
29 (13)
27 (12]
17 m
13 (6)
13 (6)
12 (5)

lm~
R-
(n=225)

# m (%)
U \26)
w (27)
55 (24)
3S (16)
2a (r21
31 (14)
19 (8)
15 m
16 (7
13 (m

P!a2ta

(fl=45)

#la (%)

3m
5 (11)
2 (4)
4 (9)
1 (2)
qm
3(7)
1 (2)

——
1 (2I

The followina adverse emergences were rePorl-
ed in OxyC&tin treated’ patients wrlh an’ inci-
dence between 1% and 5%. In descending order
of frequency they were anaretia, nervousness,
insomnia, fevw, confusion, diarrhea, abdominal
pain, dyspepsia fash, amdety,~m dys~
postural hypatension, chills, twitching, gasfJftis,
abnormal dreams, thought almormdities, and hic-
cups.

The following adverse reactions occurred in less
than 1% of patients involved in clinical trials:

Gerrera/: accidental injury, chest pain, facial

edema. malalse fleck pam pan

CardIovmcukTrmgralne, syncope vasodda-
uon, ST depression

Dgestwe:dysphagla, eructation flatulence, gas-
trointestinal disorder, Increased appetite, nau-
sea and vommg, Nomatlt!s, !Ieus

Herruc afrd Lymphatic: Iymphadenopathy

Mefabo/ic and Nufntior?a/, dehydration, edema,
hyponatremia. peripheral edema. syndrome of
inappropriate ant]diurettc hormone secretion,
thirst

Nervous: abnormal gait, agltatlon, amnesfa,
depersonalization, depression, emotional lablli-
ty, hallucination, hyperkmesla, hypesthesia, hyp@
tonia, malaise, paresthesia, seizures, speech
disorde[ stupor, tinnrtus, tremor, vertigo, w~-
drawal syndrome wfth or wtiout seizures

Resp@ory.’ cough increased, pharyngitis, vofce
alteration

Wrr: dry skin, exfoliative dermabtis, urticaria

Specia/ Senses: abnormal vision, taste petver-
slon

Urogenital’ dysuna, hematuria, impotence,
polyuria, urinary retenbon, urination impaired

DRUG ABUSE AND OEPENOENCE(Addiction)

OxyContin* is a mu-agonist opioid with an abuse
liability similar to morphine and is a Schedule II
controlled substance. Oxycodone products are
comman targets for both drug abusers and drug
addicts. Delayed absorption, as provided by
~ontin tabiets, is txliied to reduce the abuse
liability of a drug.

Drug addition (drug dependence, psychologi-
cal dependence) is characterized by a preaccu-
patian wiUI fh+!pracurernwt hoarding, and abuse
of drugs for non-medicinal purposes. Drug
dependence is treatabte, utilizing a mutd-disci-
plinary approach, but relapse is common.
Iatragenic “addictian” to oploids legitimately
used in the management of pain is very rare.
“Drug seeldng” behavior is very common ta
addicts. Toierance and physical dependence in
pain patients are not signs of psychological
dependence, Reoccupation WIUIachiev@ m-
quate pain relief can be appropriate behavior in
a patimt’MJ paapain corrbd. Mostchrcaic pain
patients limit their intake of opiolds to achieve a
balance between the benefits of the drug and
dose-limting side effects.

Physicians should be aware that psychological
dependence may not be accompanied by con-
current tolerance and symptoms of physical
dependence in all addicts. In addtion, abuse of
opioids can occur in the absence of true psy-
chological dependence and IS characterized by
misuse for non-medicai purposes, often in com-
bination with other psychoacbve substances.

OxyContin cons~sts of a dual-polymer matrix,

(

nterded for or~l use only paren!eral veflous

nlecnon of Ihe :aDiet ccnshtuents es~eclally
alC. can be ex~ec:ed to resuit n local !ls~ue
lecross and p~lrnonary granulomas

lVEf300SAGE

\cu[e Overdos,agewith oxycodone can be ,man-
fested by respiratory depression, somnOleflce
]rogressmg !Ostupor or coma skeletal muscle
Iaccldity cold and clammy skin, constricted
wpils, bradycard!a, hypotenslon, and death.

n the treatment of oxycodone overdosage, pn-
nary attention should be gwen !0 the re-estab-
ishment of a patent anvay and mstltutlon of
issisted or controlled venttlatlon. Supportwe
neasures (including oxygen and vasopressors)
;hould be employed m the management of clr-
;ulatory shock and pulmonay edema accom-
panying overdose as indicated. Cardiac arrestor
lrrhythmlas may require cardiac massage or
~efibnllation.

lle pure opioid antagomsts such as naloxone or
lalmefene are spectic antidotes against respi-
ratory depression from opiold overdose Op{old
mtagonists should not be administered m the
~bsence of clinically significant respiratory or
circulatory depression secondary to oxycodone
~verdose, They should be admlrustered cau-
tiously to persons who are known, or suspect-
Ed to be, physically dependent on any opiold
agonist including OxyContin’ In such cases, an
abrupt or complete reversal of op!old effects
may precipitate an acute abstinence syndrome.
The seventy of the wthdrawal syndrome pro-
duced WIII depend on the degree of physical
dependence and the dose of the antagonist
administered. Please see the prescnbmg refo-
rmation for the specfic opioid antagonist for
details of their proper use.

DOSAGEANO AOMINISTRATION

General Prrnc@es

OxyContin” (oxycodofia hydrochloride colI-
trollad-release) TABLflS ARE TO BE SWAL-
LOWEOWHOLE ANOARENOTTO BEBRO~
CHEWEO OR CRUSHEO. TAKING BROKEN,
CHEWEO OR CRUSHED OxyContin TABLHS
COULO LEAD TO THE RAPIO RELLASE AND
ABSORPTIONOFA POTENTIALLYTOXIC 00SE
OF OXYCOOONE.

In trwdng pain it is vital to assess me patient feg-
ulatly and systematically. Therapy should also be
regulady reviewed and adjusted based upon the
patient’s own reports of pain and side effects and
the heatth professional’s clinical judgment.

OxyContin is intended for the management of
moderate to severe pam m patients who require
treatment with an oral oploid analgeslc for more
than a few days. The cont7011ed-releasenature of
the formulation allows It to be effectwely admm-

. ,, . ,.
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Isterec every 12 hours {See CLINICAL PHAR-
MACOLOGY PI+ AR MA COKINETICS AND

METABOLISM J While symmetric isame c!ose

AM and PM) around-the-clock, q12h dosing IS

appropriate for the majuty of patients, some

pat!ents may beneffi from asymmetric (different

dose gwen In AM than m PM) dosing, tailored to

their par pattern R IS usually appropriate to Ueat

a pabent WIM only one oplold for around-me-clock
therapy.

Initiation of Therapy

It IS cnhcal to Ir’miate the dosing regimen for
each pahent mdlwdually, taking into account the
pafienrs prior op~o!dand non-oplold analgeslc
treatment. Attention should be given to:

(1) the general condition and medical status of
the patient

—.— (2) the daily dose, potency and kind of the anal-
gesic the patient has been taking

(3) me reliability of the convenion estimate used
to calculate tie dose of oxycodone

(4) the patienrs opioid exposure and opioid tol-

erance (if any)
-_

(5) the balance betwx?n pain COW and adverse

experiences

Care should be taken to use low initial doses of
OxyCondn in patients who are not already opioid
tolerant, especially those who are receiving con-
current Oeatrnerrt with muscle relaxants, seda-.=,
tives, or otJer CNS adve medications (see PRE-
CAUTIONS: Drug-Drug Interactions).

Patients Not Already Taking OpioIcis
(op/o/d rrawe)

Clinical trials have shown that patients may ini-
tiate analgesic therapy wrth OxyConfh A rea-
sonable starting dose for most patierTtswho are
oplold naive is 10 mg ql 2h. If a non-opioid anal-
geslc [aspirin (ASA), acetaminophen (APAP) or
a non-steroidal anti-inflammatory (NSAIO)] is
being provided, it maybe continued. H the cur-

.— rent non-oploid IS discontinued, earfy upward
dose btration maybe necessary.

Converwon from Fixed-Ratio OpioidWW? AS4,
or MSA1OCornbinatton 11’ugs

Pahents who are taking 1 to 5 tablets/cap-
sules/caplets per day of a regular strength fixed-
combmation opiotdnon-opioid should be started
on 10 to 20 mg OxyCotin ql 2h. For patients
taking 6 to 9 tablets/capsules/ caplets, a startng
dose of 20 to 30 mg ql 2h is suggested. For
those taking 1Oto12 tablets, caplets or capsules
a day, 30 to 40 mg ql 2h should be considered.

e! The non-opioid maybe continued as a separate
drug. Alternatively, a different non-oploid anal-
geslc maybe selected. If the decisionIS made to

dlsconbnue the non-oploid analgesic. considera-
bon 5h0uld be given to eafly upward titration.

. .

Pafients CurrerU/y on Opiod Therapy

If a patient has been receiving opioid-contahling

medications prior to OxyContm therapy, the total

daily (24-hour) dose of the other opiolds should

be determined

1

2,

3.

4,

Using standard conversion ratio estimates
(see Table 3 below), multlply the mg’day of

the previous opioids by the appropriate mul-
tiplication factors to obtiln the equivalent total
daily dose of oral oxycodone,

Divide this 24-hour oxy’codone dose in hatf to
obtain the twice a day (q12h) dose of
OxyContin.

Round down to a dose which is appropriate
for the tablet strengths available (10,20,40,
and 80 mg tablets),

Discontinue all other around-the-clock ooioid
drugs when OxyContin Uierapy is ini%ated.

No fixed conversion rtio is likely to be satisfa-
ctoryin all patients, especially patients receiving
large opioid doses. The recommended doses
shown in Table 3 are only a stating point, and
close observation and frequent dtration are indi-
cated until patients are stable on the new tiera-
“PY.
Table 3

Wt@icatiorr Factors /or Corrverthg the f7ai&
Dose 0/ Ptior Opioids to the f)aily Dose 0/ Ora/
Oxycodone*

(M@ayFlwOflWlzFaclu=b4@yw mccumw)
13almuotlcid Pamltedmxoma

10 —
Cadem 015 —
mm SEEBELOW SEE mow

+t@’ccCumE 09 —

40 2)0

LNUDWIC4 75 150

01 04

15 30

w!mfw 05 30

●To be used only for conversion to oral oxy-
codone. For patients receiving high-dose par-
enteral opioids, a more consewative conversion
is warranted. For example, for high-dose par-
enteral morphine, use 1.5 instead of 3 as a
muftipiication factor.

In all cases, supplemental analgesia (see below)
should be made available in the form of immed-
iate-release oral oxycodone or another suitable
short-acting analgesic.

OxyContin can be safely used concomitantly
with usual doses of non-opioid analgesics and
analgesic adluvants, provided care is taken to
select a proper initial dose (see PRECAUTIONS).

Conversion from Transderma/ Fentany/ to
ozyCo/lt/n

Eighteen hours following tie removal of the bans-
dermal fentanyl patch, OxyContin treatment can
be initiated. Although there has been no sys-
tematic assessment of such conversion, a con-
servative oxycodone dose, approximately 10

mg ql 2h of OWCOntin Should be inrtially Sub-
stituted for each 25 Ug hr fenlanyl transdermal

patch, The pahent should be followed closely for
earfy titrahon as there IS ‘very Iirmted chmcal

experience with tfvs convewon

Mar?agingExpected OpIoIdAfierse &xperrences

Most patients receiving oplolds, especially those
who are opioid naive, will eqenence staleeilects
Frequently me side effects from OxyContin are
transient, but may require evaluation and man-
agement. Adverse events such as constipation

should be anticipated and teat’W aggressively and
prophylactically with a shmulant laxative andor
stool softener. Patients do not usually become

tolerant to the constipating effects of opiolds,

Other opioid-related side effects such as seda-
tion and nausea are usually setf-limrtedand often
do not persist beyond the first few days. If nau-
seapersists and is unacceptable to the patient
treatment with anti-emetics or other modalibes
may relieve these symptoms and should be con-
sidered.

Patients receiving OxyContirr may pass an intact
matrix “ghost” in the stool or via colostomy.
These ghosts contain IittJe or no residual ow-
codone and are of no clinical consequence.

Irrdividualkation of Dosage

Once therapy is iniWted, pain relief and otler opk
oid effects should be frequently assessed.
Patients should be thrated to adequate effect
(generally mild or no pain wrth the regular use of
no more than two doses of supplemental arral-
gesia per 24 hours). Rescue medication should
be available (see: Supplemental Analgesia).
Because steady-state plasma concentrations
are approximated within 24 to 36 hours, dosage
ad@tment may be carried out every 1 to 2
days. It is most appropriate to increase the ql 2tr
dose, not the dosing frequency. There is no ctirt-
ical information on dosing intervals shorler than
ql 2h, As a guideline, except for tie increase
from 10 mg to 20 mg ql 2h, the total daily oxy-
codone dose usually can be increased by 25?4
to 50% of the current dose at each increase.

ff signs of excessive opioid-nMted adverse exp+
riences are observed, tie next dose !’nav be
reduced. If this ad@ment leads to inadequate
analgesia, a supplemental dose of immediate-
release oxycodone may be given. Aftemtiely,
non-op~ analgesic adjuvants may be employed.
Dose adjustments should be made to obtain an
appropriate balance between pain relief and opl-
oid-related adverse experiences.

If significant adverse events occur before the ther-
apeutic goal of mild or no pam IS achwved, the
events should be treated aggressively. Once
adverse events are under control, upward trtmtron

should conhnue to an acceptable level of pam
control

,.
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Special Instmdorrs for OxyContin’ 80 mg Tablets

(For use In opiold tolerant patients only.)

Oxyhttnc 80 mg Tablets are for use only in opi-
o(d tolerant patients requiring daily oxycodone
equivalent dosages of 160 mg or mor8. Care
should be taken in the prescription of thts tablet
strength. Patients 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.

Supplemefifti Amlgesta

Most cancer pabents g~en around-lhe-clcck ther-
@y ‘vd’! COOUOkd+?kW OfWdS ‘d @ tOhave
lmmedlate-release medicauon available for “res-
cue” from breaMrough pam or to !3~M Pw ~a

occurs predictablydmr!gcenanpa’bentacbvIbes
(Incidentpare)

Rescue medlcanofl can be immediate-release
oxycoctone, erther alone or In comtmmon wti
acetarmnophen, aspmn or other NSAIOsas a sup-
plemental analgesic, The supplemental analgesic
should beprescribedat I;~ [0 j of the
12-hourOxyCormn dose as shown m Table 4.
The rescue medicmon IS dosed as needed for
breakthrough pam and administered one hour
before arruc!patedmcldenf pare. tf more than two
closes of rescue medication are needed wrthm 24
hours, tie dose of OxyConun should be Mrated
upward Caregrvers and pabents using pm rescue
ana@s/a n cornbmafDrIWA amUrWWCbck O@

olds should be advised to report mcldents of
breakthrough pam to me physlcun managmg me
pahent’s analgesia (see Information for
PanentwCareglvers)

Table 4

Tableof Apprupn.m Supplemental A@esia

pm RescueOose
Immediae-fetease

OxyComnq12h DOSe [mflj Oxycodoi-le (mg)

Io(lxlomg) 5
20(2x10mq) 5
30 (3x1Omg) 10
do (2X20mg) 10
60 (3do rng) 15
80 (2x40 mg) 20

120 (3X40mg) 30
160 (2X80mg) 40
240 (3x80 mg) 60

Mamtefrance ot l’herapy

The Intent of the Mraoon peflod IS to establish a
pattent-specdic ql 2h dose that WIII mamtam
adequate analgesia wrth acceptable side effects
faaskmga spamrettl?fl sr,ecess+’. sl-cddpairl

:ec~r :rlefl me 120:? can ne nc:ernen[ally ,n-
IWas?c !C ‘e-?s:aclsr? ~am control The memos
Of :he(apy 2GlLSi!TCfil g~[!:re~ ~DOVp jh~~l~ 5P

?TIployed !0 ‘?-? Si~CllSil pam contrOl

During cnrorvc :Perapy ~soecla[ly for lon-can-
c?r !lam syndromes :he contlmjed reed for

around -:re-clock oplo!d ;herapy shou!d be
reassessed perloalcally e g every 6 to 12

months) as appropriate

CessaOon 0/ Theraoy

‘Whenthe panent no longer requires lherapy ‘wIU1

OxyConnn tablets, pattents recewmg doses of
20-60 myday can usually have the therapy
stopped abruptly ‘wrthoutmcldent Howevec h!gh-
er doses should be tapered over several days to
prevent signs and symptoms of w~drawal in the
physically dependent patient. The dady dose
should be reduced by approximately 50% for
me first MO days and men reduced by 25% ww
two days thereafter urml the total dose reaches
the dose recommended for optold narve patients
(10 or 20 mg ql 2h). Therapy can then be dis-
continued.

tf signs of w~drawal app-eactapering should be
stopped. The dose should be slightfy increased
urrbl ttre signs and symptoms of opioid with-
drawal disappear. Tapering should then
begin again but with longer periods of time
between each dose reducnon.

Convemon from Oq-COnbnto Wrrteti OptoI@

Toavoid overduse, conservadve @se conversion
rabos should be followed. Intiate treatment wti
about 50% of me e~maled equwralgeslc dady
dose of parented opo+d diwdt?diilo surfable mdi-
wdual doses based on the appropriate dosing
interval, and tiWe basedupon the patient’s
response.

SAKIV ANO HANDUNG

_ (WC- hydrmhloncle contmUe&
release) tablets are scdiddosage forms fM pose
no known healUI risk to health-care provldem
beyond that of any corrbded substance. As wrfl
ail such drugs, care should be taken to prevent
diversion or abuse by proper handling.

HOW SUPPLIED

(b@hli@ (oxycodone hydmchbride CO~k3d-

release) 10 mg tablets are round, unscored,
white-colored, convex tablek bearing the sym-
bol OCononesde andlOonthe~ef. ~eYw
supplied as follows:

NDC 59011-100-10: child-resistant closure,
opaque plastic botUes of 100

NOC59011-100-25: urut dose packaging M 25
mdiwdualty numbered tablets per card: one card
per glue end carton

wO~ (Oxycodane hydrcchkmde conbded-
release) 20 mg tablets are round, unscored.

OxyConun’ loxycodone hydrochloride conUolled-
release) -10 mg fablets are round, unscored. yel-

low-colored, convex [ablets Oeanng the symcoi
OC on one side and 40 on Theother They are

Supplled as follows

NOC 59011-105-10 child-resistant c!osure
opaque plastlc bottles of 100

NOC59011-105-25 unt dose packaging wth 25
mdiwduaily numbered tablets per card. one card
per glue end carton

@Cormn’ (oxycodone hydrochloride comolled-
release) 80 mg tablets are round, unscored.
green-colored, convex tablets bearing the sym-
bol OCon one side and 80 on the other They are
supplied as follows:

NDC 59011-107-10 child-resistant closure,
opaque plastic bottfes of 100

NOC59011-107-25: unl dose packaging wrth 25
individually numbered tablets per card: one card
per glue end carton

Store tablets at controlled room lemperarure
15-3rc (59-86T

Dispense in tigM,light-resistant container

CAUTION

0E4 Order Form Required.

Rx Only

Manufactured by The PF Laboratories, Inc.
Totowa, NJ. 07512

Distributed by Purdue Pharma L P.
Norwalk, CT 06850-3590

CopynghtG 1995, 1998 Purdue Pharrna L.P
U.S. Patent Numbers 4,861.598:4970,075:
5,266,331: 5,508,042; 5,549.912: and
5,656,295.
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FOR lhfMEDIATE IWLEASE

Merck Tops Across the Board with Long-Term Care

Company
Overall

II I

—

COnUams

1
4

2

3
9
6
9
9
*

33
6

Va)ue-adcied
Services

1
2
2
2
6
5
8
9
7
13
t3

Rank by
KnowlcdEe-Vohune of
able %!cps LTC

Com’i!cts

1 2
3 3
7 6
2 1
8 7
4 4

5 5

12 25

12 !4

35 17.
12 17

Sauce: S#u-bvin, Nursing !Iorw Pkmnaq Provider/Cotufd@m Pmmt’funal Audh. Fall 1998

NEWTOWN, Pa.(Jmu~ 25,1999)--LTC pharmacyexecutivesrate Merck (he
best overall pharmaceutical company, according to Scott-Levin’s Fall 1998
Nursing Home Pharmacy Provider/Consultant Promotional Audit.

Merck alsoplacedfirstinthreespeci.flccategories:bestcon~racts, best vaIuc-’

added services, and most knowledgeable sales rcpresenratives.

! Merck ~~ ~=~, ~hj~ Pfizxx, in number of contacts Wifi LTC e~e~ucivcs
recorded during the &week audit cycle.

~ Pmelists appreciateMerck’s efforts to support value-added programs in long-term
care. Phmnacy providers feel, “Merck is taking some fmncial burden off us
through continuing education programs, research, DSNl [dkease state
rnanagernent], studies. etc. ”

I ocher Mer& accoladss imludcd: “Far superior in support; great ccmtmcts,
diseasestalemanagementprograms and educatiorsal programs; Mderscand OUr

i@IStI-Y; ask us w MP educate Chcm and *eir staf~ i and “@e~t unders~ndin~
of LTC indumy; evolution of market with re,gardto prospective payment, dk=se
stare manageulertt programsandapplicationof therapeutic interchange. ”

I
I



Ckkr highlights of the audit:
LiUy Drops in Rank

.

Lilly cur pronm[ional contacu to Iong-term care by 2S% in fail 1998. lU addi[ion.Lilly
decreasediuprorrLociortorvalue-addedServices.lnf~llt.998,39% ofLtlly’sLTC cunLa.xs
pertainedcopromotionofvalue-addedprograms.a substantial decrease from 63 % in spring
1998.

~ (JO.,

This decline in activity may have influencm! Lilly’s ratings drop in thiscategory.In.sprin:
1998.pharmacyprovirlersm!edLillyeighth in value-added perforrnamx. compared f~rith 3?th
in fall 1998, Consequently, the company’s overaU rarin~ fell to 15tlI from sixth in spring 19?8.
Many pharmacy providers felt Lilly was no longer offering supporl for their LTC needs

New Player Makes Its Move

Contacts to Iong-temn care by Johmon & Johnson increased 10% between t-he spring and fail
1998 audit cycles. The gain “mpromotional activity may be amibu[cd to J&J’s new L’rc &oLlp,
ElderCare, a division of J&J subsidiary Janssen. ElderCare focused its attention on promoti~n
of Duragesic and Risperdal throughout the fall 1998 audit cycle.

J&d moved into the number two posi[ion for oved performance and tied for second iu valuc-.:
. id’ added performance with Pf-her and Bayer. Pharmacy providers note that J&J is, overall. “’very

supportive of educational needs’ and chooses a “pamnering relationship” with long-term care.

Abbott Sees Results

.-.

Abbolc’s new LTC involvement contimcd during the fall 1993 audit cycle The company’s
young LTC sales force accounted for 43% of AbbotT’s lotal contacts [o LTC. DunrIg this time.
Abfxm dramatically increased its promotion of value-added pro~m to pharmacy providers.
In fall19?8, Abbotr dedicated 67% of i[s proruotiorta! accivity to value-added services, compare<!
with 47% in spring 1998.

.4bbott’s ratings for both value-added services and owxall performance significantly improved
berweert rhe WO audit cycles. The company moved into the top 10 in bor-h categories. In spring
1998, Abbott rarded 34th in value-added performance and 19th overall. Abbott “made a push
to be in [hc LTC marker, [and its] presence is improving, ”

About the Audit

.’3cott-Levin’s latest Nursing Ifonze Phurmucy Provider/Consulcarzf Prornoliortal ,4udif was
released Dec. 31, The audit is based OR the responses of pharmacy providers and co nsu!tanrs
WIIOrepresent 63% or aH nursing home beds in the United States. These influential executives

rqmt-ted promotional activity by pharmaccutica[ companies over an $wcek period during fall
199$. They also rated these companies on their abiliry to metx LTC’S t-teds in fuur areas:

‘anrlla

.



.

. contracts, value-added sewi~s, knowledgeable sales reps aqd overall quali~ of service.

For more information on this study, COIl@CLRabcrt Houghton. Peter Nieto or Steve Amend at
(215) 860-0440; fax: (215) 860-5477; Ck e-mail chcm at marke@@scodcvh.mnl.

About ScOti-LCvin

Scotc-I.xvin, a division of PMSI/Scott-Levin Inc., provides consulting se~ices used by rnorc
than 80 U.S. and international phamnaceutka.1CMKS. Itoffers t-hepharrnaceucicd indusw a
full cornplemem ot’managed care scm-icesthat monitor key areas such as produc[ promotion,
industry wends, rcrti PtiCY a~~u ~d ~=~~ P~oL~=’ ‘hiC ‘Coti-bvh ‘n *C -.

_- Wofid Wide Web at wnv.scoulcvin.com.
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Roxane Logo Change

Dear I&hhcare Provide~
P, 0. Box 16532

Columbus, Ohio 43216-6532

Roxane Laboratories, Inc. will soon begin to change its look- OVerthe next 12
TeIephone (61 f+) 271HDO0

to 18 months a new 10 0 wiil appear on business cards, station
f %

advertising Telefax (61L) 274-097L

material, and product abels. Our products, however, and theu ‘ C numbers
wiIl not change.

The reason for this new logo and look is to clearly iden” the stro?g
%relationship that Roxane Laboratories, Inc. has as part of e Boehrmger

!/Ingelheim amily of companies throughout the world—an a.wxiation we have
been proud to be part of since 1978.

Boehrin er In elhei~ the lar & Privatdy held harrqaceutical corn any in the
worki~ $ ~ fS $4. billion in 199 ), was founded in 885 m Ingelheirm L
Through its various subsidkries, Boehringer lngel.heim develops, produce~~d
sells human pharmaceuticals, veterinary medicines and bio~o~cals, and free,
s ecially chemicals in more than 100 countries. Throu
& P

Roxane Laboratories,
e com any will continue to focus its development an marketing effort

$toward e treatment of HIV/MDS,
r

‘n managementipallia~ve care, and
respiratory pharrnaeew.icals in the nited States.

The relationship that we have shar@, with ou in the ast will continue to be
ii &the relationship we will share weII mto the ture, wi an expanded presence

worldwide. Our quali~, standards,. and semice remain unchanged. As always,
thank you for your support and business.”

$ineerel y,

L. +&J&\
Werner Gerstenberg -
President & COO

4!L



5
.#O—==—



Roxane - Oramorph SR
a

http: //pain. roxane.comiProducts/OramorphSR/

.-.
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●

9

●

●

●

Proven, dependable pain relief for patients

requiring opioid analgesics for more than a few
days

Effective in double-blind, multiple-dose,
placebo-controlled studies of patients with
moderate to severe chronic pain due to
advanced ~ancer1,2

9

●

g 1010 (31/34) of patients elected

to remain on sustained release

morphine Q12h at study

completion 1
Few patients experience

breakthrough painl

Convenient I z- hou r duration of
action-dosage can be titrated up to manage
increasing pain, or dosing interval can be
shortened to no less than 8 hours

Flexible dosing–15 mg, 30 mg, GOmg,
100 mg tablets

UP to $387 less per year than MS

Contin* on a typical prescription

The major hazards associated with
morphine are respiratory depression and,
to a lesser degree, circulatory depression,
respiratory arrest, shock, and cardiac
arrest.

Oramorph SR tablets are to be taken
whole and are not to be broken, chewed,
or crushed.

Please see full Prescribing Information.
Click W to view in PDF format. Click
& for html version.

Click W if you need to download the
Acrobat PDF viewer from Adobe.

* Based on Medi-Span, January 1998
wholesale acquisition cost comparison for
bottle of 50 tablets, 30 mg, supplied over
1 year to a patient requiring one 30 mg

5/17/99 4:49 FM
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http://pain.roxane. com/Products/OramorphSR/

tablet Q12h, Oramorph SR vs. MS Contin.
Retail pricing may vary from pharmacy to
pharmacy and may affect cost savings to
the patient. MS Contin is a registered
trademark of The Purdue Frederick
Company.

References:

1. Finn JW, Walsh TD, MacDonald N, et
al. J C/in Oncol. 1993; 11:967-972.

2. Walsh TD, MacDonald N, Bruera E, et
al. Am J Clin Oncol. (CCT)
1992; 15:268-272.
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DECLARATION OF AMANDA B. JONES

I, AMANDA B. JONES, declare that:

1. I am a sales representative for Purdue Pharrna L.P. My title is Professional Sales

Representative. My territory covers the Charleston– Myrtle Beach, South Carolina area.

2. On Thursday, May 6, 1999, I paid a regular sales call on Coastal Orthopedics, an orthopedic

group located at 1400 Highway 544, Conway, South Carolina.

3. During my sales call, I spoke with Brian Forbes, a physician’s assistant. Mr. Forbes stated

that a sales representative from a competitive company had recently visited the office, He added, in

words or substance, that the sales representative stated that her company would be coming out soon

with anew sustained-release oxycodone product that would be less expensive than OxyContin@

Tablets.

4, lvlr. Forbes then showed me some promotional materials letl by the sales representative. The

. sales representative’s business card was attached to those materials. I attach as Exhibit A to this

Declaration a copy of that business card that identifies the sales representative as:

“Julie Babin
Pallative Care Sales Representative
Certified Field Trainer

Boehringer Ingelheim
Roxtme Laboratories”

I hereby declare under penalty of perjury that the foregoing is true and correct to the best of my

. knowledge and belief

Executed this is day of May, 1999



EXHIBIT A

.—

Julie Babin
Palliative Care Sales Representative
Certified Field Trainer

.-.

@

Boehnnger Ingelheim

I I Roxane Laboratories

Roxane Laboratories, Inc.
P.O. 60X 16532
Columbus, Ohio 43216-6532
Telephone (800) 648-0120
Voice Mail Ext. 2522

—
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AFFIDAVIT OF CRAIG HASSLINGER

STATE OF MARYLAND )
) Ss:

COUNTY OF FREDERICK )

CRAIG HASSLINGER, being duly sworn, states:

1. I am a sales representative for Purdue Pharma L.P. (“Purdue”). My title is Professional

Sales Representative. My territory covers western Maryland. I have been working for Purdue

since August, 1997.

2. On Wednesday, April 28, 1999, I was working with my boss and District Manager, Joe

Harper. It is routine for Joe to spend two days with me every 6 weeks or so.

3. On that day, Joe and I made a routine sales call on Medical Neurology, a neurology

practice located at 801 Tollhouse Avenue, Frederick, Maryland 21701.

4. During the call, we first met with Melanie Harshman, one of the nurses in the practice.

I introduced Joe and as soon as I began discussing OxyContin@ Tablets, Ms. Harshrnan asked

whether I had recently visited her office. When I replied that I had not, she stated that one of our

other sales representatives must have been in. When I explained that I was the only Purdue sales

representative that covered her office, she said that she then remembered that a sales

representative from another company had recently visited. She said that sales representative

stated that their company had “the same product as OxyContin, only cheaper.”

5. Joe then asked Ms. Harshman whether that new product was currently available. Ms.

Harshman answered that she thought it was because the representative had discussed pricing.

6. Joe then asked Ms. Harshman whether the sales representative had left any materials

about the new product. Ms. Harshman said that she believed that they had and returned a few

.



.

moments later with some promotional literature and a business card. Joe showed me the

business card which was that of a Roxane sales representative. I did not review the promotional

pieces, but Joe described them tome as older Roxane literature that made no mention of a new

product.

7. Ms. Harshman also mentioned that the Roxane representative had scheduled a lunch

meeting with the doctors in the practice for late June. In the years I have called on Medical

Neurology, 1have come to understand that that the physicians in the practice are only willing to

schedule a lunch meeting with a sales representative when the sales representative has to discuss

a new product or a new indication for a product. 1also understand that pharmaceutical sales

representatives usually do not hold these “in-service” lunch meetings regarding a new drug until

the drug is available to patients. For these reasons, I conclude that it appears highly likely that

Roxane intends to launch their new sustained-release oxycodone product no later than mid- to
–-

late-June, if not sooner.

8. Before I left, I spoke briefly to Dr. Marc Raphaelson, one of the neurologists in the

practice. Dr. Raphaelson stated that the Roxane representative called the new product something

like “Roxicodone Long Acting”.

~ti

/

CRAIG HASSLINGER

Z+ day of May, 1999.

/u” Vfl
/

Notary Public u
My Comrnissicm Expires: EmbossedHereonIsMy

slateofMarylandNotaryPublicSeal
MYComrksio~Emirt$February4, 217J3

ROBERT L. PASSOW. JR.
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