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IN THE DISTRICT COURT OF CLEVELAND COUNTYi
STATE OF OKLAHOMA '

STATE OF OKLAHOMA, ex rel.,
MIKE HUNTER,
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(1) PURDUE PHARMA L.P.;

(2) PURDUE PHARMA, INC.;

(3) THE PURDUE FREDERICK COMPANY;
(4) TEVA PHARMACEUTICALS USA, INC ;
(5) CEPHALON, INC.;

(6) JOHNSON & JOHNSON;

(7) JANSSEN PHARMACEUTICALS, INC.;
(8) ORTHO-McNEIL-JANSSEN
PHARMACEUTICALS, INC., n/k/a
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(12) ACTAVIS LLC; and
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THE STATE’S RESPONSE TO TEVA’S MOTION IN LIMINE #6 AND J&J’S #8
{To Exclude Evidence Regarding Or Reference To Individual Opioid Users)




review. In February 2001, Purdue submiited a second version of the video
to FDA, which included information about the 160-milligram OxyConiin
tablet. FDA did not review this second version until October 2002, after we
inquired about its content. FDA told us it found that the second version of
the video appeared to make unsubstantiated claims regarding OxyContin's
effect on patients’ quality of life and ability to perform daily activities and
minimized the risks associated with the drug.

The 1998 video used a physician spokesperson to describe patients with
different pain syndromes and the limitations that each patient faced in his
or her daily activities. Each patient’s pain treatment was discussed, along
with the dose amounts and brand names of the prescription drugs,
including OxyContin, that either had been prescribed in the past or were
being prescribed at that time. The physician in the videos also stated that
opioid analgesies have been shown to cause addiction in less than 1
percent of patients—a fact that FDA has stated has not been substantiated.
At the end of the video, the OxyContin Iabel was scrolled for the viewer.

In 2000, Purdue submitted another promotional video to FDA eniitled 7
Got My Life Back: A Two Year Follow up of Patients in Pain, and it
subriitted a second version of this video in 2001, which also included
mformation on the 160-milligram OxyContin tablet. Purdue distributed
12,000 copies of these videos to physicians. Both versions scrolled the
OxyContin label at the end of the videos. FDA stated that it did not review
either of these videos for enforcement purposes because of limited
resources. Distribution of all four Purdue videos was discontinned by July
2001, in response to OxyContin’s labeling changes, which required the
company to modify all of its promotional materials, bt copies of the
videos that had already been distributed were not retrieved and destroyed.

FDA said that it receives numerous marketing and promotional materials
for promoted preseription drugs and that while every effort is made to
review the materials, it cannot guarantee that all materials are reviewed
because of limited resources and competing priorities, FDA officials also
stated that pharmaceutical companies do not always submit promotional
materials as required by regulations and that in such instances FDA would
not have a record of the promotional pieces.
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; There are several factors that may have contributed to the abuse and
Several Facjcors May diversion of OxyContin. OxyContin’s formulation as a controlled-release
Have Contributed to opioid that is twice as potent as morphine may have made it an attractive

Oxy 3 target for abuse and diversion. In addition, the original label's safety
Contin Abuse and warning advising patients not to erush the tablets becanse of the posaible

Diver SiOIl, but rapid release of a potentially toxic amount of oxycodone may have
Relationship to inadvertently alerted abusers to possible methods for misuse. Further, the

. s rapid growth in OxyContin sales increased the drug’s availability in the
Avaﬂabﬂlty Cannot Be marketplace and may have contributed to opportunities to obtain the drug
Assessed tllicitly. The history of abuse and diversion of prescription drugs in some

geographic areas, such as those within the Appalachian region, may have
predisposed some states to problems with OxyContin. However, we could
not assess the relationship between the growth in OxyContin prescriptions
or increased availability with the drug’s abuse and diversion beeause the
data on abuse and diversion are not reliable, comprehensive, or timely.

OxyContin’s Formulation  While OxyContin's potency and controlled-release feature may have made

May Have Made It an the drug beneficial for the relief of moderate-to-severe pain over an
Imriting Drug for Abuse extended period of time, DEA has stated that those attributes of its
ah d Diversion formulation have also made it an attractive target for abuse and diversion.

According to recent studies, oxycodone, the active ingredient in
OxyContin, is twice as potent as morphine.® In addition, OxyContin’s
controlled-relesse feature allows a tablet to contain raore active ingredient
than other, non-controlled-release oxycodone-containing drugs.

One factor that may have contributed to the abuse and diversion of
OxyContin was FDA’s original decision to label the drug as having less
abuse potential than other oxycodone producis because of its controlled-
release formulation. FDA officials said when OxyContin was approved the
agency believed that the controlled-release formulation would result in
less gsbuse potential because, when taken properly, the drug would be
abgorbed slowly, without an immediate rush or high. FDA officials
acknowledged that the initial wording of OxyContin’s label was
“unfortunate” but was based on what was known about the product at that
time.

"‘“See, for example, G.B. Curtis, et al “Relative Potency of Gontrolled-Release Oxycodone
and Morphine in a Postoperative Pain Model,” Buropean Jowrnal of Clinical
Pharmacology, vol. 55, no. 6 {1999), 55:428-429.
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FDA officials told us that abusers typically seek a drug that is iniense and
fast-acting. When OxyContin was approved, FDA did not recognize that if
the drug is dissoived in water and injected its controlled-release
characteristics could be disrupted, creating an immediate rush or high and
thereby increasing the poteniial for misuse and abuse. DEA officials told
us that OxyContin became a target for abusers and diverters because the
tablet contained larger amounts of active ingredient and the confrolled-
release formulation was easy for sbusers to compromise,

The safety warning on the GxyContin label may aliso have contributed to
the drug’s potential for abuse and diversion, by inadvertently providing
abusers with information on how the drug could be misused. The label
included the warning that the tablets should not be broken, chewed, or
crushed because such action could result in the rapid release and
absorption of a potentially toxic dose of oxycodone. FDA places similar
safety warnings on other drugs to ensure that they are used properly. FDA
officials stated that neither they nor other experts anticipated that
crushing the controlled-release tablet and intravenously injecting or
snorting the drug wounld become widespread and lead to a high level of

abuse.
OxyContin’s Wide . The large amount of OxyContin available in the marketplace may have
Availability May Have increased opporfunifies for abuse and diversion. Both DEA and Purdue
Increased Opportuniiies have stated that an increase in a drug’s availability in the marketplace may
for Mlicit Use be a factor that attracts interest by those who abuse and divert drugs.

Following its market introduction in 1996, OxyContin sales and
prescripiions grew rapidly through 2002. In 2001 and 2002 combined, sales
of OxyContin approached $3 billion, and over 14 million prescriptions for
the drug were dispensed. (See table 2.) OxyContin also became the top-
selling brand-name nareotic pain reliever in 2001 and was ranked 15th on a
list of the nation's top 50 prescription drugs by retail sales ®

#This information is from the National Tnstitute for Health Care Management’s Prescription
Drug Expenditures reports for 2000 and 2001, prepared using American Institutes for
Research analysis of Seott-Levin Prescription Audit Data. OxyContin was ranked 18th in
2000. ‘
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Table 2: Total OxyContin Sales and Prescriptions for 1996 through 2002 with
Parcentage Increases from Year to Year

Percentage Number of Percentage
Year Eales increase prescriptions increase
1906 $44,790,000 N/A 316,786 N/A
1097 125,464,000 180 994,375 192
1998 286,486,000 128 1,910,944 107
199¢ 565,239,000 84 3,504,827 83
2000 981,643,000 77 5,932,981 62
2001 1,354,717,000 38 7,183,327 21
2002 1,536,816,000 13 7,234,204 7

Sources: Purdue and 45 Heakh.
Legend: /A = not applicable,

Note: GAO analysis of OxyConiin sales and prescription data from Purdue and IMS Heaith, which
includes dala from all 50 states and the Distret of Columbia. Sales include combined retail and
nonretait sales in drugstores, hospitals, and long-termm-care fadiliies from the IMS Healdh LS.
National Sales database. Prescriptions includs retsil phammacy, long-term-care, and mall-order
presctiptions frem IMS Healih's National Presciptions Audit.

History of Prescription According to DEA, the abuse and diversion of OxyContin in some states
Dmg Abuse in Some States may have reflected the geographic area’s history of prescription drug
May Have Predisposed abuse. The White House Office of National Drug Control Policy (ONDCP)
Th efn to Problems with designates geographic aréas with ilegal drug trade activities for allocation

C . of federal resonrces to link local, state, and federal drug investigation and
OXy ontin enforcement efforts. These areas, known as High-Intensity Drug

) Trafficking Areas (HIDTA), are designated by ONDCP in consultation with
the Attotney General, the Secretary of the Treasury, heads of drug control
agencies, and governors in the states involved

According to a 2001 HIDTA report,” the Appalachian region, which
encompasses parts of Kentucky, Tennessee, Virginia, and West Virginia,

“In making a designation, ONDCP considers whether the geographic area is a center of
drug production, mammfacturing, importation, or distribution; whether siate and local law
enforcernent agencies have committed resowrces to respond aggressively to the drug
trafficking problem; whether drug activities in the area are having a harmful impact on
other areas of the commiry; and whether a significant increase in federal resowrces is
necessary to respond o the area’s dirugrelated activities.

* Appalachia High Intensity Drug Trafficking Area Task Force, The Oy Coniin Threat in
Appalachia (London, Ky Augast 2601).
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has been severely affected by prescription drug abuse, particularly pain
relievers, including oxycodone, for many years. Three of the four states—
Kentucky, Virginiz, and West Virginia—were among the initial staies to
report OxyContin abuse and diversion. Historically, axyeodone,
manufactured under brand names such as Percocet, Percodan, and Tylox,

~ was among the most diverted presecription drugs in Appalachia According

to the report, OxyContin has become the drug of choice of abusers in
several areas within the region. The report indicates that many areas of the
Appalachian region are rural and poverty-siricken, and the profit potential
resnlting from the illicit sale of OxyContin may have coniributed to its
diversion and abusge. In some paris of Kentucky, a 20-milligram OxyContin
tablet, which can be purchased by legitimate patients for about §2, can be
sold illicitly for as much as $26. The potential to supplement their incomes
can lure legitimate patients into selling some of their OxyContin to street
dealers, according to the HIDTA report.

Limitations on Abuse and
Diversion Data Prevent
Assessment of the
Relationship with
OxyContin’s Availability

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

The databages DEA uses to track the abuse and diversion of controlled
substances all have limitations that prevent an assessment of the
relationship between the availability of OxyContin and areas where the
drug is being abused or diverted. Specifically, these databases, which
generally do not provide information on specific brand-name drugs such
as OxyContin, are based on data gathered from limited sources in specific
geographic areas and have g significant time Iag. As a result, they do not
provide reliable, complete, or timely information that could be used to
tdentify abuse and diversion of a specific drug.

DEA officials told us that it is difficult to obtain reliable data on what
controlled substances are being ahused by individuals and diverted from
pharmacies because available drug abuse and diversion tracking systems
do not capture data on a specific brand-name product or indicate where g
drug product is being abused and diverted on a state and local level.
Becanse of the time lags in reporting information, the data reflect
delayed response to any emerging drug abuse and diversion problem. For
example, the Drug Abuse Warning Network (DAWN) estimates national
drugrelated emergency department visits or deaths invelving abused
drugs using data collected by the Substance Abuse and Mental Health
Services Administration (SAMHSA). The data are collected from hospital
emergency departments in 21 metropolitan areas that have agreed to
vohuntarily report drug-abuse-related information from a sample of patient
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medical records, and from medical examiners in 42 metropolitan areas.®
However, DAWN cannot make estimates for rural aregs, where initial
OxyContin abuse and diversion problems were reported io be most
prevalent, nor does it usually provide drug-product-specific information,
and its data have a lag time of about 1 year. DEA stated that development
of enhanced data collection systems is needed to provide “credible, legally
defensible evidence concerning drug abuse trends in America.™

DEA relies primarily on reports from its field offices to determine where
abuse and diversion are occurring. DEA officials stated that the initial
areas that experienced OxyContin abuse and diversion problems included
rural areas within 8 states—Alaska, Kentncky, Maine, Maryland, Ghio,
Pennsylvania, Virginia, and West Virginia. In July 2002, DEA told us that it
learned that OxyContin abuse and diversion problems had spread into
larger areas of the initial 8 states, as well as parts of 15 other states, to
involve almost half of the 50 states.*® According to DEA officials, while
DEA field offices continue to report OxyContin as a drug of choice among
abusers, OxyContin has not been and is not now considered the most
highly abused and diverted prescription drug nationaily.* OxyContin is the
most abused single-entity preseription product according to those DEA
state and divisional offices that report OxyContin abuse.

®he reliability of the data collected depends on whether the emergency room patient visit
was repotted as dimg related, whether the patient reporied taking a particular drug, and
whether the emeYgency room physician indicated a drug's brand name in the patient’s
medical record.

Pdee app. I for more details on the abuse and diversion databases DEA uses.

“The 15 states are Alabama, Arizona, Colorado, Connecticut, Florida, Louisiana,
Massachusetts, Mississippi, Missouri, New Jersey, North Carclina, South Carolina, Texas,
Washington, and Wisconsin.

<=t"’I—I\v,rcfrooou:i::»ne products, such as Anexsia, Hycodan, Lorcet, Lortah, and Vicodin, remain
among the most abused and diverted scheditled prescription dings nationally.
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Since becoming aware of reports of abuse and diversion of OxyContin,
FEderE_ﬂ and State federal and state agencies and Purdue have taken actions intended to
Agenc1es and Purdue address these problems. To protect the public health, FDA has
s strengthened OxyContin label warnings and requested that Purdue
Have Taken Actions develop and implement an CxyContin risk management plan. In addition,
to Prevent Abuse and pra has stepped up law enforcement actions to prevent sbuse and

Diversi diversion of OxyContin. State Medicaid fraud conirol units have also
€ SIOI_l of attempted to identify those involved in the abuse and diversion of
OxyContin OxyContin. Purdue has initiated drug abuse and diversion education

programs, taken disciplinary actions against sales representaiives who
improperly promote OxyContin, and referred physicians who were
suspected of improperiy presecribing OxyContin to the appropriate
anthorities. However, until fall 2002 Purdue did not analyze its
comprehensive physician preseribing reports, which it routinely uses in
markeiing and promoting OxyContin, and other indicators to identify
possibie physician abuse and diversion.

Reports of Abuse and Reports of abuse and diversion of OxyContin that were associgted with an
Diversion Led to Label increasing incidence of addiction, overdose, and death prompied FDA to
Chan ges and Other Actions revise the drug’s label and take other actions to protect the public heaith,
by FDA In July 2001, FDA reevaluated OxyContin’s label and made several changes

in an effort to strengthen the “Warnings” section of the label. FDA added a
subsection—“Misuse, Abuse, and Diversion of Opioids™—{o siress that
physicians and pharmarcists should be alert to the risk of misuse, abuse,
and diversion when prescribing or dispensing OxyContin. FDA also added
ablack box warning—the highest level of warning FDA can place on an
approved drug product. FDA highlighted the language from the original
1995 label—stating that OxyContin is a schedule [ controlled substance
with an abuse liability similar to morphine—by moving it into the black
box. Also, while the original label suggested that taking broken, chewed,
or crushed OxyContin tablets “could lead to the rapid release and
absorption of a potentiatly toxic dose of oxycodone,” a more strongly
worded warning in the black box stated that taking the drug in this manner
“leads to rapid release and absorption of a potentially fatel dose of
oxycodone” (emphasis added). (See table 3.} In addition to the black box
warning, FDA also changed the language in the original label that
described the incidence of addiction inadvertently induced by physician
prescribing as rare if opioids are legitimately used in the management of
pain. The revised label stated that data are not availgble to “establish the
true incidence of addiction in chronic patients.”
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Table 3: Selecied Language Approved by FIXA in Warning Sections of OxyContin
Labels, 19585 and 2001

Warning label in 1995 Black box warning in 2001
“Waming: "Warning: CxyContin is an opioid agonist
OxyCortin Tablets are to be swallowed and a Schedule It controlied substance

whole, and are not 1o be broken, chewed, or Wil an abuse ligbility similar to

crushed, Taking broken, chewed, or crushed morphine.

OxyContin Tablets could lsad fo the rapid "OxyContin Tablets are to be swallowed

release and absomption of a potentially toxic  whole and are not 10 be broken, chewed,

dose of oxycodone.” or crushed. Taking broken, chewed, or
crushed OxyContln Tablets leads to rapid
releass and absorption of a potentially
fatal dose of oxycodone.” (emphasis
added}

Source: FDA-zpproved label for Purdue's OxyCantin.

As mentioned earlier, the indication described in the original label was
also revised to clarify the appropriate time period for which OxyCondin
should be prescribed for patients experiencing moderate-to-severe pain.
The language in the 1995 label was changed from “where use of an opioid
analgesic is appropriate for more than a few days” to “when a continuous,
around-the-clock analgesic is needed for an extended period of time.” (See
table 4.) A summary of changes made by FDA to the original OxyContin
Iabel is given in appendix Il

Table 4: Selected Language Approved by FDA in the Indlcatlon Sections of
OxyContin Labels, 1995 and 2001

Indication in 1895 Black box indica;zlon change in 2001

“OxyContin Tablets are a controlled-release  "OxyContin Tablets are a controlled-release
oral formulation of oxycodone hydrochloride  oral formulation of oxycodone hydrochloride
indicated for the management of moderate-  indieated for the management of moderate-

to-severe pain where use of an opioid to-severe pain when a continuous,

analgesic is appropriste for more than atew around-the-clock analgesic is needed

days.” for an extended period of time."
(emphasis added)

Source: FDA-approved label far Purdue's OxyCartin,

Beginning in early 2001, FDA collaborated with Purdue to develop and
implement a risk management plan fo help identify and prevent abuse and
diversion of OxyContin. As a part of the risk management plan in
connection with the labeling changes, Purdue was asled by FDA to revise
all of its promotional materials for OxyContin to reflect the labeling
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changes. In August 2001, FDA sent a letter to Purdue stating that all future
promotional materials for OxyContin should prominently disclose the
information contained in the boxed warning; the new warnings that
address misuse, abuse, diversion, and addiction: and the new precavtions
and revised indication for OxyContin. Purdue agreed to comply with this
request.

FDA officials told us that it is standard procedure to contact a drug
manufacturer when the agency becomes aware of reports of abuse and
diversion of a drug product so that FDA and the drug manufacturer can
tailor g specific response to the problem. While FDA's experience with
risk management plans is relatively new, agency officials told us that
OxyContin provided the opportunity to explore the use of the plans to help
identify abuse and diversion problems. FDA is currently making decisions
about whether risk management plans will be requested for selected
opicid products. Also, in September 2003, FDA's Anesthetic and Life
Support Drugs Advisory Committee held a public hearing to discuss its
current review of proposed risk management plans for opioid analgesic
drug products to develop strategies for providing patients with access to
pain treatment while limiting the abuse and diversion of these products.

FDA has also taken other actions to address the abuse and diversion of
OxyContin. It put information on its Web site for patients regarding the
appropriate use of OxyConiin.* FDA worked with Purdue to develop
“Dear Health Care Professional” letters, which the company distributed
widely to health care professionals to alert them that the package insert
had been revised to clarify the indication and strengthen the warnings
related to misuse, abuse, and diversion. FDA also has worked with DEA,
SAMHSA, the National Institute on Drug Abuse, ONDCP, and the Centers
for Disease Contral and Prevention to share information and insights on
the problem of abuse and diversion of OxyContin.

DEA Developed an Action  In April 2001, DEA developed a national action plan to deter abuse and

Plan to Deter OxyContin diversion of OxyContin. According to DEA officials, this marked the first

Abuse and Diversion time the agency had targeted a specific brand-name product for
monitoring because of the level and frequency of abuse and diversion
associated with the drug. Key components of the action plan include
coordinating enforcement and intelligence operations with other law

mSeeWww.fda.govfcderidrugih\fopage!cxyconﬁn]default.lmn. 3
i
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enforcement agencies to target people and organizations involved in abuse
and diversion of OxyContin, pursuing regulatory and administrative action
to limif abusers’ access to OxyContin, and building national outreach
efforts to educate the public on the dangers related to the abuse and
diversion of OxyContin. DEA has also set Purdue's procurement quota for
oxycodone at levels lower than the levels requested by Purdue.

DEA has increased enforcement efforts to prevent abuse and diversion of
OxyContin. From fiscal year 1996 through fiscal year 2002, DEA initiated
313 investigations involving OxyContin, resulting in 401 arrests. Most of
the investigations and arrests occurred after the initiation of the action
plan. Since the plan was enacted, DEA initiated 257 investigations and
made 302 arrests in fiseal years 2001 and 2002. Among those arrested were
several physicians and pharmacists. Fifteen health care professionals
either voluntarily surrendered their controlled substance registrations or
were immediately suspended from registration by DEA. In addition, DEA
reported that $1,077,500 in fines was assessed and $742,678 in cash was
seized by law enforcement agencies in OxyContin-related cases in 2001
and 2002,

Among several regulatory and administrative actions taken to Hmit
abusers’ access to OxyContin and controlled substances, DEA’s Office of
Diversion Control, in collaboration with the Department of Justice’s Office
of Justice Programs, Burean of Justice Assistance, provides grants to
states for the establishment of prescription drug monitoring programs. The
conference comimitiee report for the fiscal year 2002 appropriation to the
Department of Justice directed the Office of Justice Programs to make a
$2 million grant in support of the Harold Rogers Preseription Drug
Monitoring Program, which enhances the capacity of regulatory and law
enforcement agencies to collect and aralyze controlled substance
prescription data. The program provided grants to establish new
monitoring programs in Ohio, Pennsylvania, Virginia, and West Virginia
California, Kentueky, Massachugetts, Nevada, and Utah also received
grants {o enhance existing monitoring programs.

DEA has also attempted to raise national awareness of the dangers
associated with abuse and diversion of OxyContin. In October 2001 DEA
joined 21 national pain and health organizations in issning a consensus
statement calling for a balanced policy on prescription medication use.
According to the statement, such a policy would acknowledge that health
care professionals and DEA share responsibility for ensuring that
prescription medications, such as OxyContin, are available to patients who
need them and for preventing these drugs from becoming a source of
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INTRODUCTION

Public trial is deeply woven into the fabric of our judicial system. Fundamental to its ethos.
Public trials are the backdrop to Atticus Finch’s defense of Tom Robinson and Clarence Darrow’s
cross-examination of William Jennings Bryan. And the reason why courts aéross the Nation,
including this one, are located in the town square. “With us, a trial is by *é.rcry definition a
proceeding open to the press and to the public.” Richmond Newspapers v. Virgin;ia, 448 1J.S. 555,
599, 100 S. Ct. 2814, 2840 (1980) (Stewart, J. concurring). Yet Defendants want to bar the Court’s
doors and suppress the evidence from ever seeing the light of day.

Motions in limine are not appropriate in bench trials. The whole point of a motion in limine
1s to make sure that potentially prejudicial evidence and statements never get to the fact finder
(jury) because any damage cannot be undone. Here, the Court is the fact finder. And Defendants,
not the State, have taken every single item they can think of, written it down, alerted the fact finder,
told the fact finder about it, used bold headings, and will argue about it in open court. So, rather
than keep any complained-of statements or evidence secret, Defendants have deliberately drawn
the only fact finder’s attention to it. That defeats the entire purpose of a motion zn limine.

_To be clear, Defendants” Motions in Limine are not about this fact finder. Quite the
contrary, these Motions in Limine are solely about preventing an open, public trial—part of a
metastasizing effort to shield their conduct from the public eye. First J&I and Teva improperly
designated well over 80% of their production confidential—eover 3 million documents—despite

assurances to the Court that they would not blanket designate.! Then they foughtitooth-and-nail to

! This number doesn’t event take into account the 100,000+ blank documents f)roduced by J&I

that simply state, “Withheld as Not Responsive.” Defendants’ production is an a‘Tstoni shing abuse

the Protective Order by any measure, but especially considering that J&J has no competitive

interest in documents created before 2016 when it divested its global “pgin management
franchise.” See State’s Mitn. to De-Designate, Feb, 26, 2019.

2 |



prevent the public from seeing any of their documents by moving on two sepa}ate occaslons to
exclude cameras from the courtroom. And they sought to move the trial. And every time a
document is shown to the Court—or a witness’ testimony is played—they clear the courtroom.
Now they file motions to seal masquerading as “Motions in Limine.”

For all of Defendants’ claims that the State has no case, they sure are worried about the
evidence seeing the light of day. But Defendants eviscerated any argument aéa,bout concealing
evidence from the public based on a fear of statements impacting unknown forl‘eign jurors when
they publicly stated to all the unknown jurors that the State’s case is baseless. 'qhey did not have
to make those statements. But they did:

Sabrina Strong, attorney for Johmson & Johnson and its subsidiary Janssen

Pharmaceuticals, issued a statement to NPR and other media outlets saying the

move by Hunter showed that most of the claims were without merit . . . .“We will

continue to defend against the remaining baseless and unsubstantiated allégations.”

https://www.npr.org/2019/04/04/71010182 7/oklahoma-drops-some-claims-to-refocus-lawsuit-

against-opioid-makers. And, having done so, Defendants opened the door. As the Court saw just

last riday in Defendants® own documents: when they speak, they have a duty not to omit material
information. Telling the whole world that the State’s claims are bascless certainly blew that door
wide open.

Beyond their title, Defendants’ Motions do not even pretend to be motions in [imine.
Indeed, Defendants make no bones about the fact that these are not motions to keep information
away from a jury. Quite the contrary, these Defendants’ purpose is clear. “[T]he concern is not
about the judge in this case but exposure of prejudicial information to millions of Americans,
including countless prospective jurors in hundreds of matters pending against Janssen and J&J
across the country.” Janssen MIL No. 12 at 4; see also Jansen MIL Nos. 1, 5, SL 9,10, 13; Teva

MIL Nos. 2, 3,4, 3, 6, 7, 10. There is no case, none, that says the Court can consiher hypothetical,
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non-existent future trials in other states, that may never be conducted, under u:!aknown laws and
rules, when deciding what the State can use at this bench trial. Even if Defendalzlts’ motions were
motions in limine, they fundamentally misunderstand the Court’s duty to the public.

It is not the Court’s job to shield the public—hypothetical jurors in! other forums or
otherwise—from mformation. Quite the opposite. Centuries of English—Amexicaz? judicial tradition
charge the Court with empowering the public through access to trial and to linformation. See
generally Richmond_Newspapers v. Virginia, 448 U.S. 555, 100 S. Ct. 2814 (1980). The
Justifications for this obligation are manifold and recognized in Oklahoma:

[TThere are vital social interests served by the free dissemination of information

about events having legal consequences and about legal proceedings themselves.

The public has a right to know about threats to its safety and measures aimed at

assuring its security. It also has a legitimate interest in the conduct of judicial

proceedings, particularly in matters of general public concern. Furthermore, the

subject matter of legal proceedings is often of direct significance in debate and

deliberation over questions of public policy.
In re in re the Okla. Bar Ass'n to Amend the Rules of Prof! Conduct, 2007 OK 22,94, 171 P.3d
780, 855. There is no more important judicial event in Oklahoma than this case. Indeed, the Court
recognized this mandate when it allowed cameras in the courtroom over the Véry same protests
regurgitated in Defendants® Motions in Limine: “‘A trial is a public event. Wha:f transpires in the
courtroom 1s public property . ... Those who see and hear what transpired can report it with
mmpunity. There is no special perquisite of the judiciary which enables it, as distingujshed from
other institutions of democratic government, to suppress, edit, or censor events which transpire in
proceedings before it.” Aug. 22, 2018 Order at 2 (citing Craig v. Harney, 331 U.S. 367,67 S5.Ct.
1249,91 L.Ed. 1546 (1947)).

The public’s right to access does not end at the trial either. Rather, “the ﬁarivilege extends,

!
in the first instance, to materials on which a court relies in determining the litigants’ substantive



rights.” FTCv. Standard Fin. Mgmt. Corp., 830 F.2d 404, 408 (1st Cir. 1987). Tiais right includes
presumptive access to all documents used at trial. See Shadid v. Hammond, 2013 OK 103, 99 1-2,
315 P.3d 1008 (Taylor, J. concurring) (“Court records are public records . . . . Sealing a public
record should be a very rare event that occurs in only the most compelling of éircumstances.”).
Indeed, the Court’s Protective Order envisions no restriction on the use OE “Confidential”
information at trial, and restriction on the use of “Highly Confidential - Attorﬁeys’ Eyes Only”
information only “by a separate stipulation and/or court order.” See Amended Protective Order, 9
16 (Apr. 16,2018). Defendants’ arguments that the Court must protect the public from the evidence
is entirely backward. |

Defendants repeatedly trumpet other false narratives in support of their argument that the
Court should conceal evidence from the public. They argue that the State 'seeks to punish
Defendants where no punitive claim exists. Likewise, they argne that the State unfairly seeks to
have Detendants alone pay for the entire opioid crisis. It does not. The legislature has expressly
carved out joint and several liability for cases like this one, 23 0.5.§ 15, and theéState brought its
case accordingly. It’s not unfair, it’s the law. Defendants could have joined additional parties. See
Scheduling Order (Jan. 29, 2018). They did not. They could have produced or sought evidence of
other causes. They did not. And they can try to seck contribution for a 17-billion-dollar Judgment
(or whatever amount the Court decides) from all the phantom causes of the crisis that they claim
exist when this case is over. They did not do this because—in all likelihood—Déefendants have a
joint defense agreement with every manufacturer in the national cases, and the;?' have refused to
allege or testify that any drug company had anything to do with causing this criisis. All of these
actions were part of Defendants’ strategy. That strategy may have been a bad one, but it doesn’t

mean that this case is unfair. And it doesn’t mean that the Court should whitew%xsh the record of



all the evidence Defendants don’t like.
LEGAL STANDARD
Even in Defendants’ inverted world where the Court functions to conceal information from

the public, their Motions in Limine must fail. Motions in limine are not concerned with
considerations of the general public, only the jury. Middlebrook v. Imler, Tenny & Kugler, M.D.'s

Inc., 1985 OK 66, § 12, 713 P.2d 572, 579 (“The function of a motion in limine 1s to preclude

mtroduction of prejudicial matters fo the jury.” (emphasis added)). Of course, this is a bench trial.
There is no Oklahoma jury to prejudice here. And in a bench trial, the rationale underlying pre-

trial motions in limine does not apply. Where there is no jury, to the extent the evidence is

prejudicial to the moving party, the judge has already seen it, and any benefit of shielding the
evidence from the eyes of the trier of fact is absent. See id.

Likewise, there is no efficiency to be gained, as a party aggrieved by an order in limine
must make an offer of proof of the excluded matter at trial. Jd. For these reasouns, trial courts are
advised to deny motions in fimine in non-jury cases:

In the trial of a nonjury case, it is virtually 1mpossible for a trial judge to commit
reversible error by receiving incompetent evidence, whether objected 1o or not. An
appellate court will not reverse a judgment in a nonjury case begause of the
admission of incompetent evidence, unless all of the competentevidence is
insufficient to support the judgment or unless it affirmatively appears that the
incompetent evidence induced the court to make an essential finding which would
not otherwise have been made. On the other hand, a trial judge who, in the trial of
a nonjury case, attempts to make strict rulings on the admissibility of ¢vidence, can
easily get his decision reversed by excluding evidence which is objected to, but
which, on review, the appellate court believes should have been admitted.

9A Charles Alan Wright & Arthur R. Miller, Federal Practice and Procedure § 2411 (3d ed. 2008)

(quoting Builders Steel Co. v. CIR, 179 F. 2d 377, 379 (8th Cir. 1950)).> As stated more pointedly

* See also Am. Jur. 2d Trial § 45 (2015) (“{T]he use of a motion in limine tg exclude evidence in
a case tried by the court without a jury has been disapproved on the grounds that it can serve no
useful purpose in a nonjury case...granting of such a motion in a bench trial constitutes an error.”);



by one trial court, “This is a bench trial, making any motion in limine asinine on its face.” Cramer
v. Sabine Transportation Co., 141 F. Supp. 2d 727, 733 (S.D. Tex. 2001)).

A party seeking to exclude evidence in limine bears a heavy burden even in a jury trial.
Under Oklahoma law, all relevant evidence is admissible unless otherwise prohibited, and the
standard for relevance is very liberal. See 12 O.S. § 2402; United States v. Leonard, 439 F.3d 648,
651 (10th Cir. 2006). Relevant evidence is defined as, “evidence having any tendency to make
the existence of any fact that is of consequence to the determination of the action more probable
or less probable than it would be without the evidence.” 12 O.S. § 2401. “[A] fact is ‘of
consequence’ when its existence would provide the fact-finder with a basis for making some
inference, or chain of inferences, about an issue that is necessary to a verdict,” but it only need to
have “any tendency” to do so. United States v. Jordan, 485 F.3d 1214, 1218 (10th Cir. 2007).
Accordingly, “court[s] are often reluctant to enter pretrial rulings which broadly exclude evidence,
unless it is clear that the evidence will be inadmissible on all potential grounds” Martin v.
Interstate Battery Sys. of Am., Inc., No. 12-CV-184-JED-FHM, 2016 WL 4401105, at *1 (N.D.
Okla. Aug. 18, 2016) (emphasis added); Middlebrook, 1985 OK 66, 9 12 (“Error is committed, if
at all, when in the course of the trial the court rules on the matter.™).

Defendants are using motions in limine collectively to attempt to silénce the State, stifle

United States v. Heller, 551 F.3d 1108, 1111-12 (9th Cir. 2009) (stating that the need for a motion
in limine became moot once the defendant waived his right to a jury trial); LaConner Assocs. Ltd.
Liab. Co. v. Island Tug and Barge Co., No. C07-175RSL, 2008 U.S. Dist. LEXIS 109863, at *2
(W.D. Wash. May 15, 2008) (when ruling on motions in limine, a court is forced to determine the
admissibility of evidence without the benefit of the context of trial); Capiiol Neon Signs, Inc. v.
Indiana Nat'l Bank, 501 N.E.2d 1082, 1083 (Ind. Ct. App. [4th Dist] 1986) (“‘The trial court erred
when it granted CNSI’s motion in limine. Such motion has no place in a coutt trial.”). The more
prudent course in a bench ftrial, therefore, is to resolve all evidentiary doubts in favor of
admissibility. See Commerce Funding Corp. v. Comprehensive Habilitation|Servs., Inc., No. 01
Civ 3796 (PKL), 2004 U.S. Dist. LEXIS 17791, at *5 (S.D.N.Y. Sept. 3, 2004); Balschmiter v. TD
Auto Fin., LLC, No. 13-CV-1186-JPS, 2015 U.S. Dist. LEXIS 66629, at *4-5 (E.D. Wis. May 21,
2015). :



justice, and prevent the admission of any evidence whatsoever. Motions in limine should not be
used as gag orders. The Court ordered a televised trial on August 22, 2018. For purposes of
deciding Defendants’ motions in limine in this bench trial, the Court should not consider other
states” laws, unknown jurors, or other hypothetical trials in other jurisdictions that may never
happen. The Motions in Limine should be denied.’
ARGUMENT
By their 6% (for Teva) and &% (for J&J) Motions in Limine, Defendants attempt to exclude

any evidence related to any individual’s experiences with their opioid drugs. Specifically, they
i

seek to exclude:

L. Any evidence, comments, or questioning regarding individual opioid users and the
consequences resulting from their use of opioids;

2. Any personal stories or anecdotes shared by witnesses or counsel regarding friends or
loved ones who allegedly suffered as the result of optoid use;

3. Any evidence, comments, or questioning regarding individual opioid users who are not
identified by name;

4. Any evidence (inchuding videos) containing testimonials from patients regarding
opioid use;

5. Any testimony from or evidence regarding Lauren Cambra; and

6. Any testimony from Craig Box.
See Teva Motion at 1. To make this argnment, Defendants conflate prior rulings of this Court,
ignore the Rules of Evidence, and misrepresent the testimony and evidence the State intends to

offer. Défendants’ Motions should be denied in their entirety.*

3 Because the Court ordered the Parties to address each limine topic individually, and the State
does not know which response the Court will read first, the State has included this Introduction
and Legal Standard section into each of its responses.

4 Because Defendants motions are nearly identical in subject matter, the State jointly responds to
both.



Defendants argue that the State cannot offer any evidence of any individual’s experience
with opioids because Defendants lost multiple motiouns seeking the identification of patient names
from State documents and databases. The Court is well-versed in this issue, and the State will not
repeat it. See Oct. 10, 2018 Special Master Order; Dec. 4, 2018 Order Affirming Oct. 10 Order.
Defendants cite multiple cases for the proposition that it is unfair for the State to use evidence of
any individual’s experience with opioids because they were not allowed to discover evidence of
patient names in State documents and databases (such as the SoonerCare database). Those rulings
are inapposite for obvious reasons—the State 1s not trying to use patient names that it previously
was not required to disclose to Defendants. This is an entirely separate issue.

Defendants complained during discovery about the de-identification of doctor and patient
names from State documents and databases. They did so because, they argued, this impeded their
ability to argue that they did not cause the harms the State was alleging, primarﬂy for purposes of
the State’s False Claims Act claims, which have since been voluntarily dismissed. The Court
disagreed and denied Defendants’ motions to obtain such information. Additionally, the State’s
position was that the patients and doctors in those databases did not volunteer to disclose their
personal, private information and would become involuntary participants. Those issues have
nothing to do with the limited individual testimony that the State will offer here because the
individuals that will testify: (1) are not testifying about causation; and (2} voluntarily chose to
participate and reveal their identities.

The State intends to offer evidence from a limited number of individuals who have direct,
personal knowledge of the opioid public health crisis in different ways, as it has impacted their
own lives. Some of them have experienced opioid addiction themselves. Some have lost loved

ones. Others have taken in children born dependent on opioids. Specifically:



Tonya Radcliffe: As the mother of adopted children born with NAS, she will
testify as fo her experiences with such children, the foster system, and the
burden and impact these experiences have on the community.

Kristi Hoos: As someone who has lived with a family member struggling with
opioid addiction and dealt with opioid addiction herself, she will testify as to
her own experiences with opioid addiction and how opioid addiction ¢an impact
a person’s family, health and safety, and the need for treatment.

John McGregor: As someone who has experienced opioid addiction personally,
he will testify as to his own experiences with opioid addiction and how opioid
addiction can impact a person’s family, health and safety, and the need for

treatment.

s (raig Box: As someone who has lost a son due to opioid overdo

se, he will

testify as 1o the impact that the opioid crisis has on families and a community.

Defendants know the identities of all such individuals and already took their depositions. Thus,

contrary to Defendants’ arguments, they have not been prejudiced in discover;

y from the Court’s

rulings that individualized doctor and patient information from State databases is not subject to

discovery. Here, the witnesses voluntarily appeared to testify as to their persmjlal knowledge.

Moreover, the testimony of these witnesses, including Craig Box,” is ungloubtedly relevant.

Individuals® experiences with opioids in the State of Oklahoma are relevant to the existence of a

public nuisance and the need to abate it. These individuals are not claiming o

testifying that any

Defendant caused their own personal experiences with opioids. They all, however, will testify

about the power of addiction, what it can do to a community (through th

eir own lives and

experiences) and the need to abate it. Defendants incorrectly argue the law of nuisance in

Oklahoma requires proof of interference with a public right. Teva Motion at 8-9. That is incorrect.

* The Teva Defendants also make a separate, desperate attempt to exclude Mr. Box’s testimony by

referring to a single deposition question he refused to answer and claiming,

they were “denied

discovery.” Motion at 14. Defendants, however, should have moved to compel such discovery if
they felt it was needed. And, the question Mr. Box refused to answer is plainly irrelevant to the

issues in this case. See Motion at 14.

10



Nuisance exists where the “act or omission either [a]nnoys, injures or endangers the comfort,
repose, health, or safety of others...or [i]n any way renders other persons insecure in life, or in the
use of property.” 50 O.S. §1. Oklahoma does not require interference with a “public right™ to
establish a public musance. Under the Oklahoma statute, the difference between a public and
private nuisance is not the impact on a public rirght. A public nuisance, as distinct from a private
nuisance, “is one which affects at the same time an entire community or neighborhood, or any
considerable number of persons, although the extent of the annoyance or damage inflicted upon
the individuals may be unequal.” 50 O.S. §2. Defendants do not even cite the (Oklahoma statute.
Instead, they cite a case from Rhode Island? |

The witnesses’ testimony is relevant to the existence of a nuisance and need to abate it.
These witnesses will provide firsthand knowledge of how the opicid crisis has injured or
endangered the comfort, health and safety of real people in Oklahoma. ]é)efendants cannot
reasonably argue that such evidence is irrelevant. |

Defendants cannot escape liability by suggesting that certain of the indj;fiduals’ testimony
relates solely to Purdue. Motion at 13, First, Defendants are well aware that the State alleges their
efforts to drive up all opioid prescriptions through, among other things, unbranded marketing
caused overprescribing of all opioids, not just their own. Second, Teva has béen selling generic
OxyContin for years and J&J has been supplying both of them with the oxycodone to manufacture
it.

Finally, the Teva Defendants attempt to lump in “video testimonials™ of patients regarding
their experiences with opioids. Teva Motion at 10. The only testimonials Defendants cite are part
of a well-known Purdue marketing tool that was distributed to doctors all acroés the country. Jd.

The video is relevant to the creation of the nuisance through false marketing. It was specifically

11
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described in the 2003 GAO Report as making unsubstantiated claims. Exhibit 1 at 27-28. ﬁe
primary claim 1s that the percentage risk of addiction taking opioids is less than 1%. That
unbranded marketing impacted Ms. Cambra. It is the same unbranded marketing statement
Defendants’ utilized to sell more drugs. The same is true for the deposition testimony of Lauren
Cambra, who was originally featured in the video and was deposed in this case. This evidence
relates to numerous issues including deceptive marketing, Defendants’ knowledge of such
deceptive marketing, and the use of unbranded marketing. Simply put, it Shoulgd not be excluded
pre-trial. |

CONCLUSION

For the reasons set forth above, the State respectfully requests the Cowrt deny Teva’s
Motion in Limine #6 and J&J’s #8 in their entirety, and for such further relief the Court deems

propet.
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United States General Accounting Office
Washington, DC 205458

December 23, 2003

The Honorable Frank R. Wolf
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Subcommittee on Commerce, Justice, State, and the Judiciary,
and Related Agencies

Commitiee on Appropriations .-

House of Representatives

The Honorable James C. Greenwood
Chairman

Subcommittee on Oversight and Investigations
Committee on Energy and Commerce

House of Representatives

The Honorable Harold Rogers
House of Represeniatives

Patients with cancer may suffer from fairly constant pain for months or
years, Patients with other diseases or conditions, such as rheumatoid
arthritis, ostecarthritis, chronde back pain, or sickle cell anemia, may also
suffer from pain that lasts for extended periods of time, Since 1986, the
World Health Organization (WHQO) and others have reported that the
inadequate treatment of cancer and noncancer pain is a serfous public -
health concern. To address this concern, efforts have been made to better
educate health care professionals on the need to irnprove the treatment of
both cancer and noncancer pain, including the appropriate role of
preseription drugs.

Arnid the heightened awareness that many people were suffering from
undertreated pain, in 1995 the Food and Drug Administration (FDA)
approved the new drug OxyContin, a controlled-release semisynthetic
opioid analgesic manufactured by Purdue Pharma L.P.,' for the treatment
of moderate-to-severe pain lastingamore than a few days.” According to

'OxyContin is an opicid analgesic—a narcotic substance that relieves a person’s pain
without causing the loss of consciousness. Hereafter, we refer to the company as Purdue.

*As discussed later in this repori, FDA approved the revised OxyContin label in July 2001 to
describe the time frame as “when 4 continuons around-the-clock analgesic is needed for an
extended period of time.”
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Purdae, OxyContin provides patients with contfinuous relief from pain
over a 12-hour period, reduces pain fluctuations, requires fewer daily
doses to help patients adhere to their prescribed regimen more easily,
altows them {o sleep through the night, and allows a physician to increase
the OxyContin dose for a patient as needed to relieve pain.® Sales of the
drug increased rapidly following fts introduction to the marketplace in
1996. By 2001, sales had exceeded $1 billion annually, and OxyContin had
become the most frequently prescribed brand-name narcotic medication
for treating moderate-to-severe pain in the United States.

In early 2000, media reports began o surface in several states that
OxyContin was being abused—that is, used for nontherapeutic purposes
or for purposes other than those for which it was preseribed—and illegally
diverted.* According to FDA and the Drug Enforcement Administration
(DEA), the abuse of OxyContin is associated with serious consequences,
including addiction, overdose, and death.* When OxyContin was approved,
the federal government classified it as a schedule II cbntrolled substance
under the Controlled Substances Act because it has 3 high potential for
abuse and may lead to severe psychological or physical dependence.” DEA
has characterized the pharmacological effects of OxyContin, and its active
ingredient oxycodone, as similar to those of heroin. Media reports
indicated that abusers were crushing OxyContin tablets and snorting the
powder or dissolving it in water and injecting it to defeat the intended
controlledrelease effect of the drug and attain a *rush” or “high” through

*According to FDA, there is no known linit to the amount of oxycodone, the active
ingredient in OxyContin, that can be used to freat pain.

"Prescﬁpﬁon drug diversion can involve such activities as “doctor shopping” by individuals
who visit numerous physicians to obtain multiple prescriptions, prescription forgery, and
pharmacy iheft. Diversion can also invobve illegal sales of prescription drugs by physicians,
patients, or pharmacists, as well as obtaining controlled substances from Internet
pharmacies without a valid preseription.

*According to the National Institute on Drug Abuse, addiction is a chronie, relapsing
disease, characterized by compulsive drug seeking and use and by neurochemical and
molecular changes in ihe brain, whereas physical dependence is an adaptive physiclogical
state that can occur with regajar drug use and resalts in withdrawal symptoms when drag
use is discontimued :

*Under the Controlled Substances Act, which was enacted in 1970, dings are classified as
controlled substances and placed into one of five schedules based on their medicinal value,
potential for abuse, and safety or dependence liability. Schedule I drugs have no medicinal
value; have net been approved by FDA; and along with schedule 1T drugs, have the highest
potential for abuse. Schedule I drugs have the highest potential ft;ar abuse of any approved
driga ;
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the body's rapid absorption of oxycodone. During a December 2001
congressional hearing, witnesses from DEA and other 1aw enforcement
officials from Kentucky, Virginia, and West Virginia described the growing
problem of abuse and diversion of OxyContin.” Questions were raised
about what factors may have caused the abuse and diversion, including
whether Purdue’s efforis to market the drug may have coniributed to the
problem. In February 2002, another congressional hearing was eonducted
on federal, state, and local efforts to decrease the abuse and diversion of

OxyConiin.®

Because of your concerns about these issues, you asked us to examine the
marketing and promotion of OxyContin and its abuse and diversion.
Specifically, we addressed the following questions:

1. How has Purdue marketed and promoted OxyContin?
2. What factors contributed to the abuse and diversion of OxyContin?

3. What actions have been taken to address OxyContin abuse and
diversion?

To identify how Purdue marketed and promoted OxyContin, we
interviewed Purdue officials and analyzed company documents and data
We al=o interviewed selected Purdue sales representatives who were high
and midrange sales performers during 2001 and physicians who were
among the highest prescribers of OxyContin, To determine how Purdue’s
marketing and promotion of OxyContin compared to that of other drugs,
we examined the promotional materials and information related to FDA
actions and inferviewed officials from companies that manufacture and
market three other opioid drugs, Avinza, Kadian, and Oramorph SR, that
like OxyContin are classified as schedule IT controlled substances.”
Beeause of their concern about the proprietary nature of the information,

"OagContin, Hearings of the Subcommitice on the Departments of Commerce, Justice, and
Siate, the Judiciary, and Related Agencies, House Commitiee on Appropriations, 107th
Cong. Pait 10 (Dec. 11, 2001}

zz’anl(_?o*nt?'.:n: Balancing Risks and Berefits, Hearing of the Senate Committee on Health,
Education, Labor, and Pensions, 107th Cong, 287 (Feb. 12, 2002).

PAvinza was approved by FDA in 2002 and is marketed by Ligand Pharrnaceuticals; Kadian
was approved in 1996 and is marketed by Alpliarma-US Human Pharmaceuticals; and
Oramorph SR was approved in 1991 and is now owned by Elan Corporation, which told us
it is not currently marketing the drug, ’
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-the three companies that market these drugs did not provide us with the

sarne Jevel of detail about the marketing and promotion of their drugs as
did Purdue. We also examined data from DEA on promotionat
expenditures for CxyContin and two other schedule I controlled
substances. To examine what factors may have coniributed to the abuse
and diversion of OxyContin, we interviewed officials from DEA, FDA, and
Purdue and physicians who prescribe OxyContin. We also analyzed IMS
Health data on sales.of OxyContin nationwide and Purdue’s distzibution of
sales representatives, as part of an effort to compare the areas with large
sales growth and more sales representatives per capita with the areas
where abuse and diversion problems were identified; However, limitations
on the abuse and diversion data prevented an assessment of the
relationship between the availability of OxyContin and areas where the
drag was abused or diverted. To determine what actions have been taken
to address OxyContin abuse and diversion, we interviewed FDA officials
and examined FDA informaftion regarding the drug’s approval and
marketing and promotion. We also interviewed DEA officials and
examined how DEA determined the prevalence of OxyContin abuse and
diversion nationally. In addifion, we examined state efforts to ideniify
those involved in the abuse and diversion of OxyContin. We also reviewed
actions taken hy Purdue to address this problem. (See app. I for a detailed
discussion of our methodology.)

We performed our work from August 2002 through Ojcbober 2003, in
accordance with generally accepted government auditing standards.

Results in Brief

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

Purdue conducted an extensive campaign to market and promote
OxyContin using an expanded sales force and multiple prormotional
approaches to encourage physicians, including primary care specialists, to
prescribe OxyContin as an initial opicid treatiment for noncancer pain.
OxyContin sales and prescriptions grew rapidly following its market
introduction in 1996, with the growth in prescriptions for noncancer pain
oufpacing the growth in prescriptions for cancer pain from 1997 through
2002. By 2003, nearly half of all QxyContin prescribers were primary care
physicians. DEA has expressed concern that Purdue’s aggressive
marketing of OxyContin focused on promoting the drug to treat a wide
range of conditions to physicians who may not have been adequately
trained in pain management. Purdue has been cited twice by FDA for using
potentially false or misleading medical journal advertisements for
OxyContin that violated the Federal Food, Drug and Cosmetic Act (FD&C
Act), including one advertisement that failed to include warnings about the
potentially fatal risks associated with OxyContin use. Further, Purdue did
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not submit an OxyContin prometional video for FDA review at the time of
its initial distribution in 1998, as required by FDA regulations. Therefore,
FDA did not have the opportunity to review the video af the time of its
distribution to ensure that the information it contained was truthful,
balanced, and accurately communicated. FDA reviewed a similar video in
2002 and told us that the video appeared to have made unsubstantiated
claims about OxyContin and minimized its risks.

Several factors may have contributed to OxyContin’s abuse and diversion.
OxyContin’s controlled-release formulation, which m?de the drug
beneficial for the relief of moderate-fo-severe pain over an extended
period of time, enabled the drug to contain more of t‘lje active ingredient
oxycodone than other, non-controlled-release oxyeodone-containing
drugs. This feature may have made OxyContin an attractive target for
abuse and diversion, according to DEA. OxyCentin's ¢ontrolled-release
formulation, which delayed the drug's absorption, also led FDA to include
language in the original label stating that OxyContin had a lower potential
for abuse than other oxycodone products. FDA officials thought that the
controlled-release featire would make the drug less atiractive to abusers.
However, FDA did not recognize that the drug could be dissclved in water
and injected, which disrupted the controlled-release characteristies and
created an irmmediate rush or high, thereby increasing the potential for
abuse. In addition, the safety warning on the Iabel that advised patients
not to crush the tablets because a rapid release of a potentially toxic
amount of the drug could result—a customary precaution for controlled-
release medications—may have inadvertently alerted abusers to a possible
method for misusing the drug. The rapid growth in OxyContin sales, which
increased the drug’s availability in the marketplace, may have made it
easier for abusers to obtain the drug for illicit purposes. Further, some
geographic areas have been shown to have a history of prescription drug
abuse and diversion that may have predisposed some states to the abuse
and diversion of OxyContin. However, we could not assess the
relationship between the increased availability of OxyContin and locations
where it is being abused and diverted because the dath on ahuse and
diversion are not relisble, comprehensive, or timely. -

Since 2000, federal and state agencies and Purdue have taken several
actions to try to address abuse and diversion of OxyContin. In July 2001,
FDA approved a revised OxyContin label adding the highest level of safety
warning that FDA can place on an approved drug product. The agency also
collaborated with Purdue to develop and implement a risk managerent
plan to help detect and prevent abuse and diversion of OxyContin. Risk
management plans were nof, used at the time OxyContin was approved.
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The plans are an optional feature of new drug applications that are
intended to decrease product risks by using one or more interventions or
tools beyond the approved product labeling. FDA plass to provide
guidance on risk management plans to the pharmaceutical industry by
September 2004. Also at the federal level, DEA indtiated 257 OxyContin-
related abuse and diversion cases in fiscal vears 2001 and 2002, which
resulted in 302 arrests and about $1 million in fines. At the state level,
Medicaid fraud control units have investigated OxyContin abuse and
diversion; however, they do not maintain precise data on the number of
investigations and enforcement actions completed. Similarly, state medical
licensure boards have investigated complaints about physicians who were
suspected of abuse and diversion of controlled substances, but they could
not provide data on the number of investigations involving OxyContin.
Purdue has initiated education programs and other activities for
physicians, pharmacists, and the public to address OxyContin abuse and
diversion. Purdue has also taken disciplinary action against its sales
representatives who bmproperly promoted OxyContin and has referred
physicians who were suspected of misprescribing OxyContin to the
appropriate authorities. Although Purdue has used very specific
information on physician prescribing practices to market and promote
OxyContin since its approval, it was not uniil October 2002 that Purdue
began to use this information and other indicators to identify patterns of
prescribing that could point to possible improper sales representative
promotion or physician abuse and diversion of OxyContin.

To improve efforts to prevent or identify the abuse and diversion of
schedule II controlled substances such as oxycodoneJ we recommend that
FDA’s risk management plan guidance encourage the pharmaceutical
manufacturers that submit new drug applications for these substances to
include plans that contain a strategy for monitoring the use of these drugs
and identifying potential abuse and diversion problemis.

We received comments on a draft of this report from FDA, DEA, and
Purdue. FDA agreed with our recommendation that risk management
plans for schedule II controlled substances contain a strategy for
monitoring and identifying potential abuse and diversion problems. DEA
reiterated its statement that Purdue’s aggressive marketing of OxyContin
exacerbated the abuse and diversion problems and noted that it is
essential that risk management plans be put in place prior to the
introduction of controlled substances into the markeiplace. Purdue said
the report appeared to be fair and balanced, but that we should add the
media as one of the factors contributing to abuse and Fiversion problems
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Background

with OxyContin. We incorporated their technical commenis where
appropriate.

Ensuring that pharmaceuticals are available for those with legitimate
medieal need while combating the abuse and diversion of prescription
drugs involves the efforts of boih federal and state government agencies.
Under the FD&C Act, FDA is responsible for ensuring that drugs are safe
and effective before they are available in the marketplace. The Controlled
Substances Act, which is administered by DEA, provides the legal
framework for the federal government's oversight of the manufacture and
wholesale distribution of conirolled substances, that is, drugs and other
chemicals that have a potential for abuse. The states address certain issues
involving controlled substances through their own controlled substances
acts and their regulation of the practice of medicine and pharmacy. In
response to concerns about the influence of pharmaceutical marketing
and promotional activities on physician prescribing practices, both the
pharmaceutical industry and the Department of Health and Human
Services’s (HHS) Office of Inspector General have issued voluntary
guidelines on gppropriate marketing and promotion of prescription drugs.

Medical Treatment of Pain

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

As the incidence and prevalence of painful diseases have grown along with
the aging of the population, there has been a growing acknowledgment of
the importance of providing effective pain relief. Pain can be characterized
in terms of intensity—mild to severe—and duration—acute (sudden onset)
ar chronic (long term). The appropriate medical treatment varies
according to these two dimensions.

In 1986, WHO determined that cancer pain could be relieved in most if not
all patients, and it encouraged physicians to prescribe opicid analgesics.
WHO developed a three-step analgesic ladder as apractlce guideline to
provide a sequential use of different drugs for cancer pain management.
For the first pain step, treaiment with nonopicid analgesics, sech as
aspirin or ibuprofen, is recommended. If pain is not rélieved, then an
opioid such as codeine should be used for mild-to-moderate pain as the
second step. For the third step—moderate-to-severe pa;m——opmlds such as
morphine should be used. !

“Title I of the Comprehensive Drug Abuse Prevention and Control Act of 1970 (Pub. L. No.

91-513, §8100 et seq., 54 Stat. 1236, 1242 ef seq.).
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Beginning in the mid-1990g, various national pain-related organizations
issued pain treatmend and management gmdelines, which included the use
of apioid analgesics in treating both cancer and noncancer pain. In 1995,
the American Pain Seciety recommended that pain should be treated as
the fifth vital sign to ensure that it would become common practice for
health care providers to ask about pain when conducting patient
evaluations. The practice guidelines issued by the Agency for Heakth Care
Policy and Research provided physicians and other health care
professionals with information on the management of acute pain in 1992
and cancer pain in 1894, respectively.” Heslth care providers and hospitals
were further required to ensure that their patients recefved appropriate
pain treatment when the Joint Commission on Accreditation of Healtheare
Organizations (JCAHQ), a national health care facility standards-setiing
and accrediting body, implemented its pain standards for hospital
acereditation in 2001

OxyContin

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

OxyContin, a schedule IT drug manufactured by Purdue Pharma L.P., was
approved by FDA in 1995 for the treatment of moderate-to-severe pain
lasting more than a few days, as indicated in the original label.® OxyContin
followed Purdue’s older product, MS Contin, 2 morphine-based product
that was approved in 1984 for 4 similar intensity and duration of pain and
during its early years of marketing was promoted for the treatment of
cancer pain. The active ingredient in OxyContin tablets is oxycodone, a
compound that is similar to morphine and is also found in oxycodone-
combination pain relief drugs such as Percocet, Percodan, and Tylox.
Because of its controlled-release property, OxyContin contains more
active ingredient and needs to be taken less often {twice a day) than these

“The other four vital signs physicians use to assess patients are pulse, blood pressure, core
temperature, and respiration.

I 1999, the name of the Agency for Health Care Policy and Research was changed io the
Agency for Healthcare Research and Quality. The agency, which is part of HHS, is
responsible for supporting research designed to improve the quality of healih care, reduce
its costs, and broaden access to essential services.

B%When we refer to OxyContin's Jabel we are aleo referring to the drug’s package imsert that
contains the same mformation about the product. ‘
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other oxycodone-containing drugs."* The OxyContin label originally
approved by FDA indicated that the controlled-release characteristics of
OxyContin were believed to reduce its potential for abuse. The label also
confained a warning that OxyContin tablets were to be swallowed whole,
and were not to be broken, chewed, or crushed becanse this could lead to
the rapid release and absorption of a potentially toxic dose of oxycodone.
Such a safety warning is customary for schedule II controlled-release
medications. FDA first approved the marketing and use of OxyContin in
10-, 20-, and 40-milligram controlled-release tablets. FDA later approved
80- and 160-milligram controlled-release tabiets for use by patients who
were already taking opioids ™ In July 2001, FDA approved the revised label
to state that the drug is approved for the treatment of moderate-fo-severe
pain in patients who require “a continuous around-the-clock analgesic for
an extended period of time.” (See app. II for a surnmary of the changes
that were made by FDA to the original OxyContin label.)

OxyContin sales and prescriptions grew rapidly following its market,
introduction in 1896. Fortuitous timing may have contributed to this
growth, as the launching of the drug ccaurred during the national focus on
the inadequacy of patient pain treatment and management. In 1897,
OxyContin’s sales and prescriptions began increasing significantly, and
they continued to increase through 2002. In both 2001 and 2002,
OxyContin's sales exceeded $1 billion, and prescriptions were over 7
million. The drug became Purdue’s main product, accounting for 80
percent of the company’s total prescripiion sales by 2001.

Media reports of OxyContin abuse and diversion began to surface in 2000.
These reports first appeared in rural areas of some states, generally in the
Appalachian region, and continged to spread to other rural areas and
larger cities in several states. Rural communities in Maine, Kentucky, Ohio,
Pennsylvania, Virginia, and West Virginia were reportedly being devastated
by the abuse and diversion of OxyContin. For example, media reports told
of persons and communities that had been adversely affected by the rise of
addiction and deaths related to OxyContin. One report noted that drug

“PFor example, according to Purdue’s comparable dose guide a patient taking one Percodan
4 5-milligram tablet or one Tylox 5-milligram tablet every 6 howrs can be converted to
either a 10- or a 20-milligram OxyContin tablet to be taken every 12 hours. For a 12-hour
dosing period, one OxyContin tablet replaces two Percodan or Tylox tablets, and one
OxyContin tablet contains twiee as much oxycodone as one of the other tablets.

m April 2001, Purdue diseontinued distribution of the 160-milligram tablets because of
OxyContin abuge and diversion conceimns.
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treatment centers and emergency rooms in a particular area were
receiving new patients who were addicted to OxyContin as early as 1889,
Pain patients, teens, and recreational drug users who had abused
OzyContin reportedly entered drug treatment ceniers sweating and
vomiting from withdrawal. ITn West Virginia, as many as one-half of the
approximately 300 patients admitted to a drug freatment clinic in 2000
were treated for OxyContin addiction. The media also reported on deaths

. due to OxyContin. For example, a newspaper's investigation of autopsy
reports Involving oxycodone-related deaths found that OxyContin had
been involved in over 200 overdose deaths in Florida since 2000.% In
another case, a forensic toxicologist commented that he had reviewed a
number of fatal overdose cases in which individuals tbok a large dose of
OxyContin, in combination with alcohol or other drugs.

After learning about the initial reports of abuse gnd diversion of
OxyContin in Maine in 2000, Purdue formed a response team made up of
ifs top executives and physicians to initiate meetings with federal and
state officials in Maine to gain an understanding of the scope of the
problem and to devise strategies for preventing abuse and diversion. After
these meetings, Purdue distributed brochures to health care professionals
that described several steps that could be taken to prevent prescription
drug abuse and diversion. In response to the abuse and diversion reports,
DEA analyzed data collected from medical examiner gutopsy reports and
crime scene investigation reports. The most recent data available from
DEA show that as of February 2002, the agency had verified 146 deaths
nationally involving OxyContin in 2000 and 2001.

Aecording to Purdue, as of early October 2003, over 300 lawsuits
concerning OxyContin were pending against Purdue, and 50 additional
lawsuits had been dismissed. The cases involve many allegations,
ineluding, for example, that Purdue used improper sales tactics and
overpromoted OxyContin causing the drug to be inappropriately
prescribed by physicians, and that Purdue took inadequate actions to
prevent addiction, abuse, and diversion of the drug. The lawsuits have
been brought in 25 states and the Disirict of Columbia in both federal and
state courts.

"*Doris Bloodsworth, “Pain Pill Leaves Death Trail: & Nine-Month Investigation Raises
Many Questions about Purdue Pharma’s Powerful Drug QxgContin,” Orlandn Sentindd,
Oct. 19, 2003,
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Controlled Substances Act

The Controlted Substances Act established a classification structure for
drugs and chemicals used in the manufacture of drugs that are designated
as controlled substances.” Controlled substances are classified by DEA
into five schedules on the basis of their medicinal value, potential for
abuse, and safety or dependence ligbility. Schedule I drugs—including
heroin, marijuana, and LSD—have a high petential for abuse and no
currently accepted medical use. Schedule H drugs—which include opioids
such as morphine and oxycodone, the primary ingredient in OxyContin—
have a high potential for abuse among drugs with an accepted medical use
and may lead to severe psychological or physical dependence. Drugs on
schedules III through V have medical uses and successively lower
potentials for abuse and dependence. Schedule I drugs include anabolic
steroids, codeine, hydrocodone in combination with aspirin or
acetaminophen, and some barbiturates. Schedule IV contains such drugs
as the antianxiety drugs diazepam (Valium) and alprazolam (Xanax).
Schedule V includes preparations such as cough syrups with codeine. AlL
scheduled drugs except those in schedule 1 are legally available to the
public with a prescription.®

FDA’s Regulation of
Prescription Drugs

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

Under the FD&C Act and implementing regulations, FDA is responsible for
enswring that alt new drugs are safe and effective. FDA reviews scientific
and clinieal data to decide whether to approve drugs based on their
intended use, effectiveness, and the risks and benefits for the intended
population, and also monitors drugs for continued safety after they are in
use.

FDA also regulates the advertising and promotion of preseription drugs
under the FD&C Act. FDA carries out this responsibility by ensuring that
prescription drug advertising and promotion is trithful, balanced, and
accurately communicated.” The FD&C Act makes no distinction between

"section 201, classified to 21 T3.8.C. § 811

¥Some schedule V drirgs that contain limited quantities of certain narcotic and stimulant
drugs are available over the counter, without a prescription.

“rDa regulations require that promotional labeling and advertisements be subinitted to
FDA at the time of initial dissemination (for Jabeling) and initial pablication (for
advertisements’). The FD&C Act defines labeling to include all labels and other written,
printed, or graphic matter accompanying an article. For example, prometional materials
commonly shown or given to physicians, such as sales ajds and bramded promotional items,
are regulated as promotional labeling. FDA may ajso regulate promotion by sales
representatives on computer programs, through fax machines, or on elecironic bulletin
boards.
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controlled substances and other prescription drugs in the oversight of
promotional acfivities FDA told us that the agency takes a risk-based
approach to enforcement, whereby drugs with more serious risks, ench as
apioids, are given closer scrutiny in monitoring promotional messages and
activities, but the agency has no specific guidance or policy on this
approach. The FD&C Act and its implementing regulations require that all
promotional materials for prescription drugs be submiitted to FDA at the
time the materials are first disseminated or used, but:it generally is not
required that these materials be approved by FDA before their use. Asa
result, FDA's actions to address violations oceur after the materials have
already appeared in public. In fiscal year 2002, FDA hiad 39 staff positions
dedicated to oversight of drug advertising and promotion of all
pharmaceuticals disiributed in the United States. Aceording to FDA, most
of the staff focuses on the oversighi of promotional communications to
physicians. FDA officials told us that in 2001 it received approximately
34,000 pieces of promotional material, including consumer advertisements
and promotions to physicians, and received and reviewed 230 complainis
about allegedly misleading advertisements, including materials directed at
health professionals.®

FDA issues two types of letters to address violations of the FD&C Act:
untitled letters and warning lefters. Unfitled leiters are issued for
violations such as overstating the effectiveness of the drug, suggesting a
broader range of indicated uses than the drug has been approved for, and
making misleading claims because of inadequate context or lack of
balanced information. Warning letters are issued for more serious
violations, such as those involving safety or health risks, or for continued
violations of the act. Warning letters generally advise a pharmaceutical
manufacturer that FDA may take further enforcement actions, such as
seeking judicial remediation, without notifying the company and may ask
the manufacturer to conduct a new advertising campaign to correct
inaccurate impressions left by the advertisemnents.

Under the Conirolled Substances Act, FDA notifies DEA if FDA is
reviewing a new drug application for a drug that has 3 stimulant,
depressant, or hallucinogenic effect on the central nefvous system and has
abuse potential. FDA performs a medical and scientific assessment as

*For details on FDA’s oversight of drug advertising see U.8. General Aceounting Office,
FPrescription Drugs: FDA Oversight of Direct-to-Conswmner Advemgmg Has Limitations,
GAOQ-03-177 (Washington, D.C: Oct. 28, 2002).
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required by the Conirolled Substances Act, and recommmends to DEA an
initial schedule level to be assigned to a2 new controlied substance.

FDA plans to provide guidance to the pharmaceutical indusiry on the
development, implementation, and evatuation of risk management plans as
aresult of the reauthorization of the Prescription Drug User Fee Act of
1992 (PDUFA)” FDA expects to issue this guidance by September 50,
2004 FDA defines a risk management, program as a strategic safety
program that is designed to decrease product risks by using one or more
interventions or tools beyond the approved product labeling. Interventions
used in risk management plans may include postmarketing surveillance,
education and owtreach programs to health professionals or consumers,
informed consent agreements for patients, limitations onthe supply or
refills of produets, and restrictions on individuals who may prescribe and
dispense drug products. All drug manufacturers have the option to develop
and subnit risk management plans to FDA as part of their new drug
applications.

DEA’s Regulation of
Controlled Substances

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY

DEA is the primary federal agency responsible for enforeing the
Controlled Substances Act. DEA has the authority to regulate transactions
involving the sale and distribution of controiled substances at the
manufacturer and wholesale distributor levels. DEA registers legitimate
handlers of controlled substances—including manufacturers, distributors,
hospitals, pharmacies, practitioners, and researchers—who must comply
with regulations relating to drug security and aceountability through the
maintenance of inventories and records. All registrants, including
pharmacies, are required to maintain records of controlied substances that
have been manufactured, purchased, and sold. Manufacturers and
distributors are also required to report their anmyal inventories of
controlled substances to DEA. The data provided to PEA are available for
use in monitoring the distribution of controlled substances throughout the
United States and identifying retail-level registrants that received unusual
quantities of controlled substances. DEA regulations for schedule I
prescription drugs, unlike those for other prescription drugs, require that
each prescription must be written and gigned by the physician and may
not be telephoned in to the pharmacy except in an emergency. Also, a

“The Pregeription Drug User Fee Act of 1992, Pub, L. No, 102-57%, title I, 106 Stat. 4401, was
reauthorized by the Focd and Drug Modernization Act of 1097, Pub. L. No, 105115, 111
Siat. 2296, and, most recently, by the Prescription Drug User Fee Amendments of 2002,
Pub. L. No, 107-188, title V, subtitle A, 116 Stat. 504, 687,
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prescription for a schedule I drug may not be refilled. A physician is
required to provide a new prescription each time a patient obtains more of
the drug. DEA also sets limits on the quantity of schedule I controlled
substances that may be produced in the United States in.any given year.
Specifically, DEA sets aggregate production quotas that limit the
production of bulk raw materials used in the manufacture of controlled
substances, DEA determines these quotas based on a variety of dats
including sales, production, inventories, and exports. Individual
companies must apply to DEA for manufacturing or procurement quotas
for specific pharmaceutical products. For example, Purdue hasa
procurement quota for oxycodone, the principle ingredient in OxyContin,
that allows the company to purchase specified quantlh&; of oxycodone
from bulk manufacturers.

States’ Regulation of the State laws govern the preseribing and dispensing of prescription drugs by

Practice of Medicine and licensed health care professionals. Each state requires that physicians

Phannacy and Role in practicing in the state be licensed, and state medical practice laws

M onitoﬁng Tleg al Use and generaﬂy putﬁne standards for the practice of medicine and delegate the

Di . £ Pr it responsibility of regulating physicians to state medical boards. States also

IVersion o éscripuion require pharmacists and pharmacies to be licensed. The regulation of the

Drugs practice of pharmacy is based on state pharmacy practice acts and
regulations enforced by the state boards of pharmacy. According to the
National Association of Boards of Phigrmacy, all state pharmacy laws
require that records of prescription drugs dispensed to patients be
maintained and that state pharmacy boards have access to the prescription
records. State regulatory boards face new challenges with the advent of
Internet pharmacies, because they enable pharmacies and physicians to
anonymously reach across state borders to prescribe, sell, and dispense
prescription drugs without complying with state requirements.™ In some
cases, CONsumers can purchase prescription drugs, including controlled
substances, such as OxyContin, from Internet pharmacies without a valid
preseription.

*For more details on Internet pharmacies, see U.8. General Accounting Office, nternet
Pharmacies: Adding Disclosure Bequirements Would Aid State and Federal Oversight,
GAQ-01-69 (Washington, D.C.: Oct. 18, 2000).

Page 14 GAO-M-11¢ CxyContin Abuse and Diversion

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY POKO000273450



In addition to these regulatory boards, 15 states operate preseription drog

monitoring programs as a means to control the illegal diversion of

prescription drugs that are controlled substances Prescription drug

monitoring programs are designed to facilitate the collection, analysis, and

reporting of information on the prescribing, dispensing, and use of

controlied substances within a state. They provide data and analysis to

state law enforcement and regulatory agencies to assist in identifying and

investigating activities potentially related to the illegal prescribing,

dispensing, and procuring of conirolled substances. For example, 1
physicians in Kentucky can use the program to check a patient’s ‘
prescription drug history to determine if the individual may be “doctor |
shopping” to seek multiple controlled substance preseriptions. An |
overriding goal of prescription drug monitoring programs is to support |
both the state laws ensuring access to appropriate pharmaceutical care by |
citizens and the state laws deterring diversion. As we have reported, state |
preseription drug monitoring programs offer state regulators an efficient

means of detecting and deterring illegal diversion. However, few states ‘
proactively analyze preseription data to identify individuals, physicians, or |
pharmacies that have unususl use, prescribing, or dispensing patterns that

may suggest potential drug diversion or abuse. Although three states can

respond to requests for information within 3 to 4 hours, providing

information on suspected illegal prescribing, dispensing, or doctor

shopping at the time a prescription is written or sold would require states

o improve computer capabilifies In addition, state prescription drug

monitoring programs may require additional legal authority to analyze data

proactively.” '

Guidelines for Marketing At the time that OxyContin was first marketed, there were no industry or

Drugs to Health Care federal guidelines for the promotion of prescription drugs. Voluntary

Professionals guidelines regarding how drug companies should market and promote
their drugs to health care professionals were issued in July 2002 by the
Pharmaceutical Research and Manufacturers of America (PhRMA). In
April 2003, HHS's Office of Inspector General issued voluntary guidelines
for how drug companies should market and promote their products to
federal health care programs. Neither set of guidelines distinguishes
between controlled and noncontrolled substances.

ZFor more details on these programs, see U.S. General Accounting Office, Prescription
Drugs: State Monitoring Programs Provide Useful Tool lo Reduce Diversion, Ga0-02-634
(Washington, D.C.: May 17, 2002).
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PhEMA's voluntary code of conduct for sales representaiives states that
interactions with health eare professionals should be to inform these
professionals about products, to provide scientific and educational
information, and to support medical research and education.® The
question-and-answer section of the code addresses companies’ use of
branded promotional items, stating, for example, that golf balls and sports
bags should not be distributed because they are not primarily for the
benefit of patients, but that speaker training programs held at golf resorts
may be acceptable if participants are receiving extensive training. Purdue
adopted the code. '

In April 2008, HHS's Office of Inspector (General issued final voluntary
guidance for drug companies’ interactions with health care professionals
in connection with federal health care programs, including Medicare and
Medicaid Among the guidelines were cantions for companies against
offering inappropriate fravel, meals, and gifts to influence the prescribing
of drugs; making excessive payments to physicians for consulting and
research services; and paying physicians to switch their patients from
competitors’ drugs.

Purdue conducted an extensive campaign to market and promote
Purdue, CondUCtefi an OxyContin that focused on encouraging physicians, including those in
Extensive Campa;lgn primary care specialfies, to prescribe the drug for noneancer as well as
cancer pain. To implement its OxyContin campaign, Purdue significanily
to Market and . increased its sales foree and used muliiple promotional approaches.
Promote OxyContin OxyContin sales and prescriptions grew rapidly following its market
introduction, with the growth in prescriptions for noncancer pain
outpacing the growth in prescriptions for cancer pain. DEA has expressed
concern that Purdue marketed OxyContin for a wide variety of conditions
to physicians who may not have been adequately trained in pain
management. Purdue has been cited twice by FDA for OxyContin
advertisements in medical journals that violated the FD&C Act. FDA has
also taken similar actions against manufacturers of two of the three
comparable schedule I controlled substances we examined, to ensure that

*n addition, the American Medical Association, a professional assoeiation for physicians,
issued gnidelines in 1990 regarding gifis given to physicians by drug indnstry
tepressntatives. For example, physicians may accept individual gifts of nominal value that
are related to ther work, such a8 notepads and pens, and may attend conferences
sponsored by dmig companies that are educational and for which appropriate disclosure of
finsmncial support or condlicts of mterest is made.
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their marketing and promotion were truthful, balanced, and accurately
communicated. In addition, Purdue provided two promotional videos to
physicians that, according to FDA appear to have made unsubstantiated
claims and minimized the risks of OxyContin. The first video was available
for about 3 years without being submitted to FDA for review.

Purdue Focused on From the outset of the OxyConiin marketing campaign, Purdue promoted

Promoting OxyContin for the drug to physicians for noncancer pain conditfions that can be caused

Treatment of Noncancer by arthritis, injuries, and chronic diseases, in addition to cancer pain.

Pain Purdue divected its sales representatives to focus on the physicians in
their sales territories who were high opioid prescribers. This group
included cancer and pain specialists, primary eare physicians, and
physicians who were high presecribers of Purdue’s older product, MS
Contin. One of Purdue’s goals was to ideniify prirnary care physicians who
would expand the company’s OxyContin prescribing base. Sales
representatives were also directed to call on oncalogy nurses, consultant
pharmacists, hospices, hospitals, and nursing homes.

From OxyContin’s laoneh until its July 2001 label change, Purdue used two
key promotional messages for primary care physicians and other high
prescribers. The first was that physicians should prescribe OxyContin for
their pain patients both as the drug “to start with and to stay with.” The
second contrasted dosing with other opioid pain relievers with OxyContin
dosing as “the hard way versus the easy way” to dose because OxyContin’s
twice-a-day dosing was more convenient for patients.” Purdue’s sales
representatives promoted OxyContin to physicians as an initial opicid
treatment for moderate-to-severe pain lasting more than a few days, to be
prescribed instead of other single-entity opioid analgesics or short-acting
combination opicid pain relievers. Purdue has stated that by 2003 primary
care physicians had grown to constitute nearly half of all OxyConiin
presecribers, based on data from IMS Health, an information service
providing pharmaceutical market research. DEA’s analysis of physicians
prescribing OxyContin found that the scope of medical specialties was
wider for OxyContin than five other controlied-release, schedule II
narcotic analgesics. DEA expressed concern that this resulted in

*Following OxyContin's July 2001 label change, Purdne modified its promational messages
but continued to focus on encouraging physicians to preseribe OxyContin for patients
taking pain relievers every 4 to 6 hours. In 2003, Purdue began using the promotional claim
“there can be life with relief” in OxyContin promotion.
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OxyContin's being promoted to physicians who were not adeguately
trained in pain management.

Purdue’s promotion of OxyContin for the treatment. of noncancer pain
contributed to a greater increase in prescriptions for noncancer pain than
for cancer pain from 1997 through 2002.% According to IMS Health data,
the annual number of OxyContin prescriptions for noncancer pain
increased nearly tenfold, from about 670,000 in 1897 to about 6.2 million in
2002.% In contrast, during the same 6 years, the annual number of
OxyContin prescriptions for cancer pain increased about fourfold, from
about 250,000 in 1997 to just over 1 million in 2002. The noncancer
prescriptions therefore increased from about 73 percent of total
OxyContin prescriptions to about 85 percent during that period, while the
cancer prescriptions decreased from about 27 percent of the total to about
15 percent. IMS Health data indicated that prescripticns for cther schedule
II opioid drugs, such as Duragesie™ and morphine products, for noncancer
pain also increased during this period. Duragesic prescriptions for
noncanecer pain were about 46 percent of its total prescriptions in 1997,
and increased to about 72 percent of its total in 2002. Morphine products,
ncluding, for example, Purdue’s MS Contin, also experienced an increase
in their noncancer prescriptions during the same period. Their noncancer
prescriptions were about 42 percent of total prescriptions in 1997, and
increased to about 65 percent in 2002. DEA has cited Purdue’s focus on
promoting OxyContin for treating a wide range of conditions as one of the-
reasons the agency considered Purdue’s marketing of OxyContin to be
overly aggressive.

*IMS Health reported noncancer prescriptions written for the following types of pain
conditions: surgical aftereare; musenloskeletal disorders including back and neclk
disarders, arthritis conditions, and injuries and trammma mcluding bone fractures; central
nervous system disorders including headache conditions such as migraines; genifouriary
disorders including liduey stones; and other types of general pain.

“"I'he IMS Health data included information from the National Disease and Therapeutics
Index and the Naticnal Prescription Audit. The National Disease and Therapentics Index
does not capture data from anesthesiofogists and dental specialties. The National
Prescription Audit data include retail pharmacy, long-term-care, and mail-order

prescriptions.

2"”Dlm;lge.c.'.ic is a skin patch used to deliver the opioid pain reliever fentanyl over a 72-hour
period.
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Purdue Significantly
Increased Iis Sales Force
to Market and Promote

OxyContin

HIGHLY CONFIDENTIAL - ATTORNEYS EYES ONLY

L___________________________________________________________________________|
Table 1: Sales Representative Positions Avaitable for OxyContin Promotion, 1986 |

Purdue significantly increased its sales force to market and promote
OxyContin to physicians and other health care practitioners. In 1996,
Purdue began promoting OxyConitin with a sales force of approximately
300 representatives in its Prescription Sales Division.® Through a 1996
copromotion agreement, Abbott Laboratories provided at least anocther
300 representatives, doubling the total OxyContin sales force.® By 2000,
Purdue had more than doubled its own internal sales force to 671. The
expanded sales force included sales representatives from the Hospital
Specialty Division, which was created in 2000 to increase promotional |
visits on physicians located in hospitals. (See table 1.) -

thiough 2002

Positions available® 1806 1997 1998 1999 2000 2001 2002
Purdue Prescription Sales Division 318 318 377 471 562 641 641
Purdue Hospital Specialty Divislon o 0 0 ¢ 108 125 126
Subtotal—All Purdue sales

representatives 318 319 3J77 471 671 T66 767
Abbott Laboratories sales

representatives” 300 300 300 300 300 300 300
Total 618 619 677 771 971 1,086 1,067

Source: GAD anaiysis of Purdus deta,
"All posiions werz not necessarly filled in a given vear.

*Under the OxyContin coprorotion agreement, Abbott Laboratories provided at lzast 300 sales
reprasentatives each year.

The manufacturers of two of the three comparable schedule H drugs have
smaller sales forces than Purdue. Currently, the manufacturer of Kadian
has ahout 100 sales representatives and is considering entering into a
copromotion agreement. Elan, the current owner of Oramorph SR, has
approximately 300 representatives, but told us that it is not currently
marketing Oramorph SR. The manufacturer of Avinza had approximately
B0 representatives at its prodact launch. In early 2003, Avinza's
manufacturer announced that more than 700 additional sales

*These sales representatives were also responsible for promoting other Purdue products.

* Abbott Isboratories sales representatives’ promotion of OxyContin is limited to hospital-
based anesthesiclogists and surgeons and major hospitals, medical centers, arx]
freestanding pain clinics.
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representatives would be promoting the drug under its copromotion
agreement with the pharmaceutical manufacturer Organon—for a total of
more than 800 representatives.

By more than doubling its total sales representatives, Purdue significantly
increased the number of physicians to whom it was promoting OxyContin.
Each Purdue sales representative has a specific sales territory and is
responsible for developing a list of about 105 {0 140 physicians to call on
who already preseribe opioids or whe are candidates for preseribing
opioids. In 1996, the 300-plus Purdue sales representatives had a total
physician call list of approximately 33,400 to 44,500. By 2000, the nearly
700 representatives had a total eall list of approximately 70,500 to 94,000
physicians. Each Purdue sales representative is expected to make about 35
physician calls per week and typically calls on each physician every 3to 4
weelks. Each hospital sales representative is expected to make about b0
calls per week and typically calis on each facility every 4 weeks.

Purdue stated it offered a “better than industry average” salary and sales
bonuses to attract top sales representatives and provide incentives to
boost OxyContin sales as it had done for MS Contin. Although the sales
representatives were primarily focused on OxyContin promotion, the
amount of the bonus depended on whether a representative met the sales
quotas in his or her sales territory for all company products. As
OxyContin's sales increased, Purdue’s growth-based portion of the bonus
formula increased the OxyContin sales quotas necessary to earn the same
base sales bonus amounts. The amount of total bonuses that Purdue
estimated were tied {0 OxyContin sales increased significantly from about
$1 million in 1996, when OxyContin was first marketed, to about $40
million in 2001, Beginning in 2000, when the newly created hospital
specialty representatives began promoting OxyContin, their estimated
total bonuses were approximately $6 million annually. In 2001, the average
annual salary for a Purdue sales representative was $55,000, and the
average annual bonus was $71 500. During the same year, the highest
annual sales bonus was nearly $240,000, and the lowest was nearly
$15,000. In 2001, Purdue decided to limit the sales bonus a representative
could earn based on the growth in prescribing of 3 single physician after a
meeting with the U.S. Attorney for the Western District of Virginia at
which the company was informed of the possibility that a bonus could be
based on the prescribing of one physician.
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Purdue Employed Multiple Inaddition to expanding its sales force, Purdue used muliiple approaches

Approaches to Market and  to market and promote OxyContin. These approaches included expanding

Promote OxyContin its physician speaker bureau and conducting speaker training conferences,
sponsoring pain-related educational programs, issuing OxyContin starter
coupons for patienis’ initial prescriptions, sponsering pain-related Web
giteg, advertising OxyContin in medical journals, and distributing
OxyContin markefing iteras to health care professionals.

In our report on direct-to-consumer advertising, we found that most
promotional spending is targeted to physicians.® For example, in 2001, 29
percent of spending on pharmaceutical promotional activities was related
{0 activities of pharmaceutical sales representatives directed o
physicians, and 2 percent was for journal advertising--both activities
Purdue uses for its OxyContin promotion. The remaining 69 pereent of
pharmaceutical promotional spending involved sampling (55 percent),
which is the practice of providing drug samples during sales visits to
physician offices, and direct-to-consumer advertising {14 percent)}—both
activities that Purdue has stated it does not use for OxyContin.

According to DEA’s analysis of IMS Health data, Purdue spent
approximately 6 to 12 times more on promotional efforts during
OxyContin’s first 6 years on the market than it had spent on its-older
product, MS Contin, during its first § years, or than had been spent by
Janssen Pharmaceutical Products, L.P., for one of OxyContin’s drug
competitors, Duragesic. (See fig. 1.)

S1U1.8. General Accounting Office, Preseription Drugs: FDA Oversight of Divect-to-
Consumner Advertising Has Limitations, GAQ03-177 {Washingt(‘:fl, D.C.: Oct. 28, 20021,
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Figure 1: Promotional Spending for Three Opioid Analgesics in First & Years of
Sales .

Abselvie dollars in millions
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MS Contin: 1984- 1908
CxyComin: 1996-2001

- Duragesic: 1991-19%6

Soureer DEA and i Health, Integreted Promnetional Service Audk.

Note: Dollars are 2002 adjusted.

During the first 6 years that OxyContin was marketed, Purdue conducted
over 40 national pain management and speaker training conferences,
usually in resort locations such as Boca Raton, Florida, and Scottsdale,
Arizong, to recruit and frain health care practifioners for its national
speaker bureau. The trained spealkers were then made available to speak
about the appropriate use of opioids, including oxycodone, the active
ingredient in OxyContir, to their colleagues in various settings, such as
focal medical conferences and grand round presentations in hospitals
involving physicians, residents, and interns. Over the 5 years, these
conferences were attended by more than 5,000 physicians, pharmacists,
and nurses, whose travel, lodging, and meal costs were paid by the
company. Purdue told us that less than 1 percent annually of the
physicians ealled on by Purdue sales representatives attended these
conferences. Purdue told us it discontinued conducting these conferences
in tall 2000. Purdue’s speaker bureau list from 1996 through mid-2002
included nearly 2,500 physicians, of whom over 1,000 fwere active
participants. Purdue has paid participants a fee for speaking based on the
physician’s qualifications; the type of program and Me comrnitment
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involved; and expenses such as airfare, hotel, and food. The company
currenily marketing the comparable drug Avinza has a physician speaker
bureau, but does not sponsor speaker training and conferences at resort
locations. Kadian’s current company does not have a physician speaker
burean and has not held any conferences.

From 1996, when OxyConiin was introduced to the market, to July 2002,
Purdue has funded over 20,000 pain-related educational programs through
direct sponsorship or financial grants. These grants included support for
programs to provide physicians with opportunities to earn required
continuing medical education credits, such as grand round presentations
at hospitals and medical education seminars af state and local medical
conferences. During 2001 and 2002, Pardue funded a series of nine
programs throughout the country to educate hospital physicians and staff
on how to corply with JCAHO's pain standards for hospitals and to
discuss postoperative pain treatment. Purdue was one of only two drug
companies that provided funding for JCAHO's pain management
educational programs.® Under an agreement with JCAHO, Purdue was the
only drug company allowed to distribute certsin educational videos and a
bock about pain management; these materials were also available for
purchase from JCAHQ's Web site. Purdue’s parficipation in these activities
with JCAHO may have facilitated its access to hospitals to promote
OxyContin.

For the first time in marketing any of its products, Purdue used a patient
starter coupon program for OxyContin to provide patients with a free
limited-time prescription. Unlike patient assistance programs, which
provide free prescriptions to patients in financial need, a coupon program
isintended to enable a patient to try a new drug through a one-time free
prescription. A sales representative distributes coupons to a physician,
who decides whether to offer one to a patient, and then the pafient
redeems it for a free prescription through a participating pharmacy. The
program begam in 1888 and ran intermittently for 4 years. In 1898 and 1699,
each sales representative had 25 coupons that were redeemable for a free
30-day supply. In 2000 each representative had 90 coupons for a 7-day
supply, and in 2001 each had 10 coupons for a 7-day supply.
Approximately 34,000 coupons had been redeemed nationglly when the

*During 2000 through 2002, JCAHO sponsored a series of educational programs on pain
management standards with various cosponsors, including pain-related groups such asthe
American Pain Society and the American Academy of Pain Medicihe.

i
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program was terminated following the July 2001 OxyContin label change.
The manufaciurers of two of the comparable drugs we examined—Avinza
and Kadian—used coupon programs to introduce patients to their
products. Avinza's coupon program reguires patients to make a copayment
to cover part of the drug’s cost.

Purdue has also used Web sites to provide pain-related information to
consumers and others. In addition to its corporate Web site, which
provides product information, Purdue established the “Partners Against
Pain” Web site in 1997 to provide consumers with infermation about pain
management and pain treatment options, According to FDA, the Web site
also contained information about OxyContin. Separate sections provide
information for patients and caregivers, medical professionals, and
institutions. The Web site includes a “Find a Doctor” feature to enable
consurners to find physicians who treat pain In their geographic area™ As
of July 2002, over 83,000 physicians were included. Ligand, which markets
Avinza, one of the comparable drugs, has also used a corporate Web site to
provide product information. Purdue has also funded Web sites, such as
FamilyPractice.com, that provide physicians with free continuing medical
educational programs on pain management.® Purdue has also provided
funding for Web site development and support for health care groups such
asthe American Chronic Pain Association and the Ameriean Academy of
Pain Medicine. In addition, Purdue is one of 28 corporate donors—which
include all three comparable drug companies—listed on the Web site of
the American Pain Society, the mission of which is to improve painrelated
education, treatment, and professional practice. Purdue also sponsors
painfullyobvious.com, which it describes as a youth-focused “message
campaign designed to provide information—and stimulate open
discussions—on the dangers of abusing prescription drugs.”

Purdue also provided its sales representatives with 14,000 copies of a
promofional video in 1969 to distribute to physicians. Entitled From One
Pain Patient to Another: Advice from Patients Who Have Found Relief,
the video was to encourage patients to report their pain and to alleviate
patients’ concerns about taking opicids. Purdue stated that the video was
10 be used “in physician waiting rooms, as a ‘check out’ item for an office’s

The “Find a Doctor” feature is 2 physician listing service pr owded by the National
Physicians DataSource, LLC.

#purdue has also helped to fund the Danmemiller Memorial Education Foundation and the
American Acadeny of Physician Assistants Web sites,
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patient education library, or as an educational tool for office or hospital
staff to utilize with patients and their families.” Copies of the video were
also availgbie for ordering on the “Partners Against Pain” Web site from
June 2000 through July 2001. The video did not need to be submitied to
FDA for its review because it did not contain any information about
OxyContin. However, the video included a statement that opioid
analgesics have been shown to cause addiction in less than 1 percent of
patients. Aceording to FDA, this statement has not been substantiaied,

Ag part of its marketing campaign, Purdue distributed several types of
branded promotional iterns to health care practitioners. Among these
items were OxyContin fishing hais, stuffed plush toys, coffee mugs with
heat-activated messages, music compact discs, lnggage tags, and pens
containing a pullout conversion chart showing physicians how to caleulate
the dosage io converti a patient to OxyContin from other opioid pain
relievers.® In May 2002, in anticipation of PhEMA's volantary guidance for
sales representatives’ interactions with health care professionals, Purdue
instructed its sales force to destroy any remaining inventory of non-health-
related promotional items, such as stuffed toys or golf balls. In early 2003,
Purdue began distributing an OxyContin branded goniometer—a range
and motion measurement guide. According 1o DEA, Purdue’s use of
branded promotional items to market OxyContin was unprecedented
amaong schedule II opioids, and was an indicator of Purdue’s aggressive
and inappropriate marketing of OxyContin.

Another approach Purdue used to promote OxyContin was to place
advertisements in medical journals. Purdue’s annnal spending for
OxyContin advertisements increased from about $700,000 in 1996 to about
$4.6 million in 2001, All three companies that marketed the comparable
drugs have also used medical journal advertisements to promote their
products.

OxyContin Advertisements Purdue has been cited twice by FDA for using advertisements in
Violated the FD&C Act professional medical journals that violated the FD&C Act. In May 2000,
FDA issued an untitled letter to Purdue regarding a professional medicai

*1 is common drug industry practice for companies to provide conversion tables for sales
representatives to distribute to health care practitioners. Purdue used a similar pen for its
older product, MS Contin.
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Jjournal advertisement for OxyContin.” FDA noted that among other
problems, the advertisement implied that OxyContin had been studied for
all types of arthritis pain when i had been studied only in patients with
moderate-to-severe osteoarthritis pain, the advertisement suggested
OxyContin could be used as an initial therapy for the treatment of
osteoarthritis pain without substantial evidence to support this claim, and
the advertisement promoted CxyContin in a selected class of patients—
the elderly-—without presenting risk information applicable to that class of
patients.” Purdue agreed to stop dissemination of the|advertisement. The
second action taken by FDA was more setjous. In January 2003, FDA
issued g warning lefter to Purdue regarding two professional medical
journal advertisements for OxyContin that minimized'its risks and
overstated its efficacy, by failing to prominently present information from
the boxed warning on the potentially fatal risks associated with OxyContin
and its abuse Hability, along with omitting important information about the
limitations on the indicated use of OxyContin.® The FDA requested that
Purdue cease disseminating these advertisements and any similar violative
materials and provide a plan of corrective action. In response, Purdue
issued a corrected advertisement, which called attention to the warning
letter and the cited violations and directed the reader to the prominently
featured boxed warning and indication information for OxyContin.® The
FDA letter was one of only four warning letters issued to drug
manufacturers during the first 8 months of 2008.%

In addition, in follow-up discussions with Purdue officials on the January
2003 warning letter, FDA expressed concerns about some of the
nformation on Purdue’s “Pariners Against Pain™ Web site. The Web site
appeared to suggest unapproved uses of OxyContin for postoperative pain
that may have been inconsistent with OxyContin’s labeling and lacked risk

“FDA indicated that in 2000, # jssued 75 untitled letters to 46 drug manufacturers, as well
as 4 warning letters to 4 drug manufacturers, for using pramoticnal activities that viclated
the FD&C Act.

The advertisement appeared in the New England Jowrnal of Medicine in May 2000,

*The advertisernents appeared in the Jowrnal of the American Medical Association in
October and Noveniber 2002.

® According to FDA, the corrective advertisement ran for 3 months and appeared in
approximately 30 medical journals.

“FDA indicated that from Jemuary through August 2003, it issned 4 warning letters to four
manufacturers and 12 untitled letters to seven drug manufacturers for using promotional
activities that violated the FD&C Act.
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information about the drug. For example, one section of the Web sife did
not disclose that OxyContin is not indicated for pain in the immediate
postoperative period-—the first 12 to 24 hours following surgery—for
patients not previously taking the drug, because its safety in this setfing
has not been established. The Web site also did not disclose that
OxyContin is indicated for postoperative pain in patients already taking
the drug or for use after the first 24 hours following surgery only if the
pain is moderate to severe and expected to persist for an extended period
of time. Purdue voluntarily removed all sections of the Web site that were
of concern to FDA,

FDA has also sent enforcement letters to other manufacturers of
controlled substances for marketing and promotion violations of the
FD&C Act. For example, in 1996, FDA issued an untitled letter to Zeneca
Pharmaceuticals, at the time the promoter of Xadian,* for providing
information about the drug to a health professional prior to its approval in
the United States Roxane Laboratories, the manufacturer of Oramorph
SR, wasissued four untitled letters between 1993 and 1995 for malking
misleading and-possibly false statements. Roxane used children in an
advertisement even though Oramorph SR had not been evaluated in
children, and a Roxane sales representative issued a promoticnal letier to
a pharmacist that claimed, among other things, that Oramorph SR was
superior to MS Contin in providing pain relief. FDA has sent no
enforcement letiers to Ligand Pharmaceuticals concerning Avinza,

Purdue Distributed an
OxyContin Video without
FDA’s Review That
Appears to Have Made
Unsubstantiated Claims
and Minimized Risks

Beginuing in 1998, Purdue, as part of its marketing and promotion of
OxyContin, distributed 15,000 copies of an OxyContin video to physicians
without submitting it to FDA for review. This video, entitled I Got My Life
Back: Patients in Pain Tell Their Story, presented the pain relief
experiences of various patients and the pain rmedications, including
OxyContin, they had been prescribed. FDA regulations require
pharmaceutical manufacturers to submit all promotional materials for
approved preseription drug products to the agency at the time of their
indtial use. Because Purdue did not comply with this regulation, FDA did
not have an opportunity to review the video to ensure that the information
it contained was truthful, balanced, and accurately communicated. Purdue
has acknowledged the oversight of not submitting the video to FDA for

““Zeneca Pharmaceuticals promoted Kadian for Fanlding Laboratories, the drug’s
manufacturer at that time.
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abuse and diversion. DEA and the health organizations also called for a
renewed focus on educating health professionals, law enforcement, and
the public about the appropriate use of opicid pain medications in order to
promote responsible prescribing and limit instances of abuse and
diversion. DEA is also working with FDA to encourage state medical
beards 10 require, as a condition of their state licensing, that physicians
obtain continuing medical education on pain management.

When OxyContin was first introduced to the market in 1996, DEA granted
Purdue’s initial procurement quota request for oxycodone. According to
DEA, increases in the quota were granted for the firstiseveral years.
Subsequently, concern over the dramatic increases in'sales caused DEA to
request additional information to support Purdue’s requests to increase
the guota. In the last several years, DEA has taken the additional step of
lowering the procurement quota requested by Purdue for the manufacture
of OxyContin as a means for addressing abuse and diversion. However,
DEA has cited the difficulty of determining an appropiriate level while
ensuring that adequate quantities were available for legitimate medical

use, as there are no direct measures available to establish legitimate

medical need.
State Agencies Have State Medicaid fraud control units and medical licensure boards have
Responded to Reports of taken action in response to reports of abuse and diversion of OxyCondin.
OxyContin Abuse and State Medicaid fraud control units have conducted investigations of abuse

and diversion of OxyContin, but generally do not maintain precise data on
the number of investigations and enforcement actions completed.
Although complete information was not available from directors of state
Medicaid fraud control units in Kentucky, Maryland, Pennsylvania,
Virginia, and West Virginia with whom we spoke, each of those directors
told us that abuse and diversion of OxyContin is 2 problem in his or her
state. The directors told us that they had investigated cases that involved
physicians or individuals who had either been indicted or prosecuted for
writing medically unnecessary OxyContin prescriptions in exchange for
cash or sexual relationships.

Diversion

State medical licensure boards have also responded to complaints about
physicians who were suspected of abuse and diversion of conirolied
substances, but like the Medicaid fraud control units, the boards generally
do not maintain data on the number of investigations that involved
OxyContin. Representatives of state boards of medicine in Kentucky,
Pennsylvania, Virginia, and West Virginia told us that they have received
complaints from various sources, such as government agencies, health
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care professionals, and anonymous tipsters, about phy=icians suspected of
abuse and diversion of controlled substances. However, each of the four
represeniatives stated that his or her board does not track the complaints
by specific drug type and consequently cannot determine whether the
complaints received allege physicians’ misuse of OxyContin. Each of the
four representatives also told us that his or her medical licensure board
has adopted or strengthened guidelines or regulations for physicians on
prescribing, administering, and dispensing confrolled substances in the
treatment of chronic pain. For example, in Mareh 2001, the Kentucky
Board of Medical Licensure adopted guidelines to clarify the board's
position on the use of controlled substances for nonterminal/nonmalignant
chronic pain.® The boards of medicine in Pennsylvania, Virginia, and West
Virginia each have guidelines for the appropriate use of controlled
substances that are similar to those adopted by Kentucky.

Purdue Is Implementing a  Inresponse to concerns about abuse and diversion of OxyContin, in April

Risk Management Plan for 2001 FDA and Purdue began to discuss the development of 4 risk

OxyConﬁn management plan to help detect and prevent abuse and diversion of
OxyContin. Purdue submitted its risk management plan to FDA for review
in August 2001.* The plan includes some actions that Purdue proposed to
take, as well as others that it has already taken. Purdue’s risk management
plan includes actions such as strengthening the safety warnings on
OxyContin’s label for professionals and patients, training Purdue’s sales
force on the revised label, conducting comprehensive education programs
for health care professionals, and developing a database for identifying
and monitoring abuse and diversion of OxyContin.

Under the risk management plan, OxyContin’s label was strengthened,
effective in July 2001, by revising the physician prescribing information
and adding a black box warning o cail attention to OxyContin’s potential

“The Eentncky guidelines for the use of comtrolled substances in pain treatment provide
that (1} a compleie medical history and examination be conducted and documented in
patient medical records, (2) 2 mititen treatment plan state objectives for determining
treatment success, (3) the risks and henefits of the use of controlled substances be
discussed by physician and patient, {4) periodic review of the course of treatment be
conducted, {5) consultation or referral to an expert in paim management be considered for
patients who are at risk for substance abuse, (6) patient’s medical record be kept accurate
and complete, and (7) physicians be in complisnce with applicable federal and state
controlled substance laws and regulations.

¥ Amended versions of Purduc’s risk management plan for OxyContin were submitted to
DA for review in April 2002 and in March 2003
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for misuse, abuse, and diversion. (See app. IL.) Purdue trained its sales
force on the specifics of the revised label and provided sales
representatives with wpdated information on the appropriate use of opicid
analgesics, legal miidelines associated with promotion of its produets, and
their responsibility and role in reporting adverse evenits. Purdue also
reiterated to its sales representatives that failure to promote products
aecording to the approved Isbel, promotional materials, and applicable
FDA standards would result in disciplinary action by the company.
According to Purdue, from April 2001 through May 2003 at least 10 Purdue
employees were disciplined for using unapproved materials in promoting
OxyContin. Disciplinary actions included warning letters, suspension
without pay, and termination.

Purdue also has provided education programs for health care
professionals and the publie under its risk management plan. For example,
in 2001 Purdue supported serminars that examined ways health care
professionals can help prevent abuse and diversion of opicids. Purdue
worked with DEA and other law enforcement agencies to develop and
implemerd antidiversion educational programs. In 2002, Purdue also
launched the Web site painfullyobvious.com to educafe teenagers, parents,
law enforcement officers, and discussion leaders 3b01;1t the dangers of
prescription drug abuse,

Because reliable data on the abuse and diversion of controlled subsiance
drugs are not available, Purdue developed the Researched Abuse,
Diversion, and Addiction-Related Surveillance (RADARS) System, as part
of its risk management plan, to study the nature and extent of abuse of
OxyConiin and other schedule H and I prescription medications and to
implement interventions to reduce abuse and diversion.® According to
Purdue, RADARS colleets and computes abuse, diversion, and addiction
rates for certain drugs based on population and determines national and
local trends. :

Since the launch of OxyContin, Purdue has provided its sales force with
considerable information to help target physicians and prioritize sales
contacts within a sales territory. Sales representatives routinely receive
daily, weekly, monthly, and quarterly physician prescribing reports based

PRADARS will collert information on brand-name and generic versions of buprenomphine,
fentanyl, hyrdrocodone, hydromorphone, oxycodone, morpline, and methadone.
Benzodiazepine is scheduled to be added to RADARS in late 2003.
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on IMS Health data that specify the physicians who have written
prescriptions for OxyContin and other opicid analgesics, and the number
of prescriptions written. Although this information has always been
available for use by Purdue and its sales representatives, it was not until
£all 2002 that Purdue directed its sales representatives to begin using 11
indicators to identify possible abuse and diversion and to report the
incidents to Purdue’s General Counsel's Office for investigation. Among
the possible indicators are a sudden unexplained change in a physician's
prescribing patierns that is not acecounted for by changes in patient
numbers, information from credible sources such as a pharmacist that a
physician or his or her paiients are diverting medications, or a physician
who writes a large number of preseriptions for patients who pay with
cash As of September 2003, Purdue—through its own investigations—had
identified 39 physicians and other health care professionals who were
referred to legal, medical, or regulatory authorities for further action. Most
of the 39 referrals stemmed from reports by Purdue’s sales force.

Other actions included in the plan that were taken by Purdue prior to
submission of its risk management plan include discontinuance of the 160-
mifligram tablet of OxyContin to reduce the risk of overdose from this
dosage strength, the development of unigue markings for OxyContin
tablets intended for distribution in Mexico and Canada to assist law
enforcement in identifying OxyContin illegally stuggled into the United
States, and the distribution of free tamper-resistant prescription pads
designed to prevent altering or copying of the prescription. Purdue also
implemented a program in 2001 to attempt to predict “hot spots” where
OxyContin abuse and diversion were likely to oceur, but discontinued the
program in 2002 when Purdue concluded that nearly two-thirds of the
counties identified had no abuse and diversion

I
Conclusions At present, both federal agencies and the states have regponsibilities

involving preseription drugs and their abuse and diversion. FDA is
responsible for approving new drugs and ensuring that the materials drug
companies use to market and promote these drugs are truthful, balanced,
and accurate. However, FDA examines these promotional materials only
after they have been used in the marketplace because the FD&C Act
generally coes not give FDA authority to review these materials before the
drug companies use thern. Moreover, the FD&C Act provisions governing
drug approval and promotional materials make no distinetion between
controlled substances, such as OxyContin, and other greseription drugs.
DEA is responsible for registering handlers of controlled substances,
approving production quotas and menitoring distribution of conirolled
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substances to the reiail level. It is the stales, however, that are responsible
for overseeing the practice of medicine and pharmacy where drugs are
prescribed and dispensed. Some states have established prescription drug
mornitoring programs to help them detect and deter abuse and diversion.
However, these programs exist in only 15 states and most do not
proactively analyze prescription data to identify individuals, physicians, or
pharmacies that have unusual use, prescribing, or dispensing paiterns that
may suggest potential drug diversion or abuse.

The significant growth in the use of OxyContin to treat patients suffering
from chronic pain has been accompanied by widespread reporis of abuse
and diversion that have in some cases led to deaths. The problem of abuse
and diversion has highlighted shortcomings at the time of approval in the
labeling of schedule II controlled substances, such as OxyContin, and in
the plans in place to defect misuse, as well as in the infrastructure for
detecting and preventing the abuse and diversion of schedule II controlled
substances already on the market.

Addressing abuse and diversion problems requires the collaborative
efforts of pharmaceutical manufacturers; the federal and state agencies
that oversee the approval and use of prescription drugs, particularly
controlled substances; the health care providers who prescribe and
dispense them; and law enforcement. After the problems with OxyContin
began to surface, FDA and Purdue collaboraied on a risk management
plan to help detect and prevent abuse and diversion. Although risk
management plans were not in use when OxyContin was approved, they
are now an optional feature of new drug applications. FDA plansto
compiete its guidance to the pharmaceutical industry on risk management
plans by September 30, 2004. The development of this guidance, coupled
with FDA's current review of proposed risk management plans for
modified-release opioid analgesics, provides an opportunity to help ensure
that manufacturers include a strategy to monitor the use of these drugs
and to identify potential problems with abuse and diversion.

b
Recommendation for To improve efforts to prevent or identify the abuse and diversion of

. . schedule I conirolled substances, we recommend that the Commissioner
Executive Action of Food and Drugs ensure that FDA’s risk management plan guidance
encourages pharmaceutical manufacturers that submit new drug
applications for these substances to include plans that contain a strategy
for monitoring the use of these drugs and identifying potential abuse and
diversion problems,
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We provided a draft of this report to FDA, DEA, and Purdue, the
Agency and Purdue o n e i OxyContin, for thelr review. FDA and DEA provided
Comments and Our written comments. (See apps. IV and V.) Purdue’s representatives provided

EV&lll ation oral cormments.

FDA said that it agreed with our recommendation that its risk
management plan guidance should encourage all pharmaceutical
manufacturers submitting new drug applications for échedule II controlled
substances to include strategies to address abuse and diversion concerns.
FDA stated that the agency is working on the risk m ement plan
guidance. FDA also noted that the FD&C Act makes no distinetion
between controlled substances and other prescription drugs in its
provisions regulating promotion, but that 2s a matter of general policy, the
agency more closely scrutinizes promotion of drugs with more serious-risk
profiles. However, FDA does not have written guidance that specifies that
promotional materials for controlled substances receive priocrity or gpecial
attention over similar materials for other preseription drugs. Furthermore,
our finding that FDA did not review any of the OxyContin promotional
videos provided by Purdue until we brought them to the agency’s attention
raises (uestions about whether FDA provides extra attention to
promotional materials for controlled substances that by definition have a
high potential for abuse and may lead to severe psychological or physical
dependence. FDA recommended that we clarify our description of the
content of the warning letier issued to Purdue and provide additional
information describing the extent of the correciive action taken by
Purdue. FDA also recommended noting in the report that part of the risk
managerment plan in connection with the 2001 labeling changes was a
requirement that all OxyContin promotional materials be revised to reflect
the labeling changes and all future materials prominenily disclose this
information. Finally, FDA noted that the promotional videos discussed in
the report were subrnitted by Purdue prior to the labeling change and
discontinued as a result of the labeling change. As we note in the report,
Purdue acknowledged that all the promotional videos were not submitted
to FDA at the time they were distributed. Moreover, although Purdue told
us that these videos were no longer distributed after the label change,
those videos that had been distributed were not collected and destroyed.
We revised the report to reflect FDA's general comnents, FDA also
provided technical comments that we incorporated where appropriate.

In its written comments, DEA agreed that the data on abuse and diversion
are not reliable, comprehensive, or timely, as we reported. DEA reiterated

its previous statement that Purdue’s aggressive marketing of OxyContin
fueled demand for the drug and exacerbated the drug's abuse and
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diversion. DEA also stated that Purdue minimized the gbuse risk
associated with OxyContin. We agree with DEA that Purdue conducted an
extensive campaign to market and promote OxyContin using an expanded
sales force and multiple promotional approaches to encourage physicians,
inclading privnary care specialists, to prescrive OxyContin as an initial
opioid freatment for noncancer pain, and that these efforts may have
coniributed to the problems with abuse and diversion by increasing the
availability of the drug in the marketplace. However, we also noted that
other factors may have contributed to these problems. We also agree that
Purdue marketed OxyContin as having a low abuse liability, but we noted
that this was based on information in the original label approved by FDA
DEA also acknowledged that the lack of a real measure of legitimate
medical need for a specific product (OxyContin}, substance {(oxycodone),
or even & class of substances (controlied release opicid anaigesics) makes
it difficult fo limit manufacturing as a means of deterring abuse and
diversion. DEA also noted that it is essential that risk management plans
be put in place prior to the introduction of controlled substances into the
marketplace, consistent with our recommendation. We revised the report
to provide some additionsal detail on problems associated with OxyContin
and Purdue’s marketing efforts. DEA provided some technical comments
on the drafl report that we incorporated where appropriate.

Purdue representatives provided oral comments on g draft of this report.
In general, they thought the report was fair and balanced; however, they
offered both general and technical comments. Specifically, Purdue stated
that the report should add the media as a factor contributing to the abuse
and diversion of OxyContin because media stories provided the public
with information on how to “get high” from using OxyContin incorrectly.

. Our report notes that the safety warning on the original label may have

inadvertently alerted abusers to 2 possible method for misusing the drug.
However, we note that the original label was publicly available from FDA
once OxyContin was approved for marketing. Purdueialso suggested that |
we include Duragesic, also a schedule 11 opioid analgesic, as a fourth
comparable drug to OxyContin. The three comparable drugs we used in
the report were chosen in consultation with FDA as comparable opioid
analgesics to OxyContin, because they were time-released, morphine-
based schedule [ drugs formulated as tablets like OxyContin. In contrast,
Duragesic, which contains the opioid analgesic fentanyl and provides pain
relief over a 72-hour period, is formulated as a skin patch to be worn
rather than as a tablet. Purdue representatives also provided technical
comments that were incorporated where appropriate.
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We also provided sections of this drafi report to the manufacturers of
three comparative drugs we examined. Two of the three companies with a
drug preduct used as a comparable diug to OxyContin reviewed the
portions of the draft report concerning their own product, and provided
technical commenis, which were incorporated where appropriate. The
third company did not respond to our request for comments.

As agreed with your offices, unless you publicly announce this report’s
contents earlier, we plan no further distribution until 30 days after its issue
date. At that time, we will send copies of this report to the Commissioner
of Food and Drugs, the Administrator of the Drug Enforcement
Administration, Purdue, and the other pharmaceutical companies whose
drugs we examined. We will also make copies available to others upon
request. In addition, the report will be available at no charge on the GAO
Web site af hitp://www.gao.gov.

If you or your staffs have any questions about this report, please call me at
(202) 512-7119 or John Hansen at (202) 512-7105. Major contributors to
this report were George Bogart, Darryl Joyce, Roseanne Price, and Opal

Winebrenner.
W\M P CL/H
Marcia Crosse
Director, Health Care—Public Health
and Military Health Care Issues
i
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Appendix I: Scope and Methodology

To identify the strategies and approaches used by Purdue Pharma L.P.
(Purdue) to market and promote OxyContin, we interviewed Purdue
officials and analyzed company documents and data. Specifically, we
interviewed Purdue officials concerning its marketing and promotional
strategies for OxyContin, including its targeting of physicians with specific
specialties and its sales compensation plan to provide sales
representatives with incentives for the drug's sales. We also interviewed
selected Purdue sales representatives who had high and midrange sales
during 2001 from Kentueky, Pennsylvania, Virginia, and West Virginia—
four states that were initially identified by the Drug Enforcement Agency
(DEA) as having a high incidence of OzyContin drug abuse and
diversion—and from California, Massachusetts, and New Jersey—three
states that DEA did not initially identify as having problems with
OxyContin. We asked the sales representatives about their {raining,
promeotional strategies and activities, and targeting of physicians. We also
interviewed physicians who were among the highest prescribers of
OxyContin regarding their experiences with Purdue sales representatives,
including the strategies used to promaote OxyContin, as well as their
experiences with sales representatives of manufacturers of other opioid
analgesics. We reviewed Purdue’s quarterly action plans for marketing and
promoting OxyContin for 1998 through 2003, Purdue’s sales representative
training materials, and materials from ongoing OxyContin-related
litigation. To obtain information on how Purdue’s marketing and ;
promotion of OxyContin compared to that of other companies, we |
identified, in consultation with the Food and Drug Administration (FDA),
three opioid analgesics that were similar to OxyContin. The three drugs—
Avinza, Kadian, and Oramorph SE—are all time-released, morphine-based
analgesics that are classified as schedule II controlled substances. We
examined the promotional materials each drug's manufacturer submitted
to FDA and any actions FDA had taken against the manufacturers related
10 how the drugs were marketed or promated. We also interviewed
company officials about how they marketed and promoted their respective
drugs. Because of their concerns about proprietary information, the three
comparties did not provide us with the same level of detail about their
dmgs’ marketing and promotion as did Purdue.

To examine factors that contributed to the abuse and diversion of
OxyContin, we reviewed DEA abuse and diversion data as part of an effort
to compare them with DEA’s OxyContin state distribution data and with
TMS Health data on the rates of OxyContin sales and prescription
dispensing to determine if they oceurred in similar geographic areas. We
also analyzed the distribytion of Purdue sales representatives by state and
compared them with the availability of OxyContin and abuse and diversion
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Appendix I: Scope and Methodology

data to determine whether states with high rates of OzyContin sales and
prescription dispensing and abuse and diversion problems had more sales
representatives per capita than other states. However, limitations in the
abuse and diversion data prevent an assessment of the relationship
between the availability of OxyContin and areas where the drug was
abused and diverted. We also reviewed the High Intensity Drug Trafficking
Area (HIDTA) reports on states with histories of illegal drug activities. We
interviewed DEA and FDA officials, physicians who prescribed
(OryContin, officials from physician licensing boards in selected states,
officials from national health practitioner groups, and company officials
and sales representatives about why OxyContin abuse and diversion have
occurred.

To determine the efforts federal and state agencies and Purdue have made
to identify and prevent abuse and diversion of controlled substances such
as OxyContin, we interviewed FDA officials and analyzed information
from FDA regarding the marketing and promotion of controlled
substances, specifically OxyContin; FDA’s decision tio approve the original
label for OxyContin; and FDA's subsequent decision to revise OxyContin's
labeling, as well as FDA's role in monitoring OxyContin’s marketing and
advertising activities. We also interviewed DEA officials about the
agency’s efforts to identify and prevent abuse and diversion, including its
national action plan for OxyContin, and how it determines the prevalence
of OxyContin abuse and diversion nationally. We also interviewed officials
from national practitioner associations, Medicaid fraud control units, and
physician Heensing boards in states with initial reports of abuse and
diversion—Kenhcky, Maryland, Pennsylvania, Virginia, and West
Virginia—regarding concerns they had about the abuse and diversion of
OxyContin. We reviewed Purdue’s OxyContin risk management plan
submissions to FDA from 2001 through 2003 to identify actions taken by
Purdue to address abuse and diversion of OxyContin.
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Appendix II: Summary of FDA Changes to the
Original Approved OxyContin Label

Table 5 provides a description of the changes made by FDA {o sections of
the original OxyContin approved label from June 1996 through July 2001
These changes included a black box warning, the strongest waming an
FDA-approved drug can carry, and specifically addressed areas of concern
related to the opicid characteristics of oxycodone and its risk of abuse and
diversion.

Table b FDA Changes to the Original CxyContin Label Made from June 1996 through July 2001

Summary of FDA changes to original

OxyContin fabel in 2007 Language in OxyContin label approved In 2601

Black box warning was added fo stress the oplold ~ “WARNING:

nature of oxycodone and risks for abuse and . - .

diversion of the drug- OxyContin is an opioid agonist and 2 Schedule [l controlled substance

with an abuse liability similar to morphine.

Cxyeodone can be abused in a manner similar to other oplold agonists, legal or
illicit. This should be considered when presciibing or dispensing OxyContin in
situations where the physician or phamacist is concemed about an increased
risk of misuse, abuse, or diversion,

OxyContin Tablets are a controlled-relsase oral formulation of oxXycodone
hydrochloride indicated for the management of meoderate to severe pain
when a confinuous, around-the-clock anaigesic is needed for an extended
period of time.

OxyContin Tablets are NOT intended for use as a pm analgesic. OxyContin 80
myg and 160 my Tablets ARE FOR USE IN OPIOID-TOLERANT PATIENTS
ONLY. These tablet strengths may cause fatal respiratory depression
when administered to patients not previously exposed to opioids.
OxyContin TABLETS ARE TO S8E SWALLOWED WHOLE AND ARE NOT
TO BE BROKEN, GHEWED, OR CRUSHED. TAKING BROKEN, CHEWED,
OR CRUSHED OxyCentin TABLETS LEADS TO RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE”

Clinical pharmacology "CLINICAL PHARMACOCLOGY

—Provides a phamacological description of Oxycodonhe is a pure agonist opioid whose principal therapeutic action is
oxycodone as a pure opleld agonist whose principal analgasia. Other members of the class known as opiold agonists Include
actlon is analgesia, substances such as morphine, hydromorghons, fentanyl, codeine, and

hydrocodone. Pharmacclegical effects of opicid agenists include anxlolysis,

—ldentifies other members of the oploid agonlst ) . h . T 1=
euphotla, feslings of ralaxation, respiratory depression, constipation, miosis,

¢lass, stch as morphine, hydromorphene, fshtanyd,

and hydrocodone. and cough suppression, as well as analgesia. Like all pure ogioid agonis?

. i i analyesics, with increasing doses thers is increasing analgesia, uniike with
—Describes the pharmacological properties of mized agonist/antagonists of non-opioid analgesics, where there is a limit fo the
opioids in general (anxiolysis, euphoria, feelings of  gnalgesic effect with increasing doses. With pure opioid agonist analgeslcs,
rellaxlatlon, respiratory depression, constipation, there is no defined maximum dose; the celling to anelgesic eftectiveness is
miosls, cough suppression, and analgesk). imposed only by side effects, the more seatious of which may include

~Describes respiratory depression as one of the  somhelences and respiratory depression.”
most serious side effects of opioids that could lead
o overdose of death.
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Appendix II: Sumwary of FDA Chaages to the
Original Approved OxyContin Label

Summary of FDA changes to originai
OxyContin label in 2001

Language In OxyContin label approved in 2001

Misuse, abuse, and diversion of opioids

A subsection on misuse, abuse and diversion was
added to the WARNINGS section of the label.

-~Characterizes oxycodone as an opiocid agonist of
the morphine-type and stresses that opioid agonists
are sought by drug abusers and people with
addiction disorders and are subject to diversion,

—Makes clear that cxycodone can be abusedin a
menner similar fo other opicid agonists, legal or
illicit, and that physicians and pharmacisis shouid
be aware of and alert to risk of misuse, abuse, and
diversion when prescribing or dispensing
oxycodone.

—Modifies original label statement that iatrogenic
addiction {addiction induced Inadveriently by a
physician or a physician's treatment) Is rare ¥
cpioids were legitimately used in the management
of pain to state that data are not available to
establish the true incidence of addiction in chronic
patients,

"Misuse, Abuse and Diversion of Opioids

Oxycodone s an opioid agonist of the morphine-type. Such drugs are sought by
drug abusers and people with addiction disorders and are subject 1o crimingt
diversion,

Oxycodone can be abused in & manner similar to other opioid agonists, legal or
illictt. This should be considered when presctibing or dispensing OxyContin in
situations where the physician or phammacist is concerned about an increased
tigk of misyse, abuse, of diversion.

OxyContin has been reported as being abused by crushing, chewing, snoerting,
or injecting the dissolved product. These practices will result in the uncontrolled
delivery of the opicid and pose a significant risk to the abuser that could result
in overdose and death (see WARNINGS and DRUG ABUSE AND
ADDICTICN).

Concems about abuse, addiction, and diversion should not prevent the propet
management of pain. The development of addiction fo oplold analgesics in
properiy managed patierts with pain has been reporied to be rare. Howevet,
data are not available to establish the true incidence of addiction in chronic pain
patients.

Healthcare professionals should contact their State Professional Licensing
Board, or Siate Controlied Substances Authority for information on how to
prevent and detect abuse of this pioduct.”
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Appendix II: Summary of FDA Changes to the
Original Approved OxyCouin Lahel
Summary of FDA changes to original
OxyContin label in 2001 Language in OxyContin label approved in 2001
Drug abuse and addiction “DRUG ABUSE AND ADDICTION
—Emphasizes that the abuse potendial of OxyContin is a mu-agonist with an abuse liability similar to merphine and
oxycodone is equivalent to that of morphine. is a Scheduie I} controlled substance. Oxycodone, like meorphine and
other opioids used in analgesia, can be abused and is subject to criminal

—Describes the controlled status of OxyContin and di "

emphasizes that, like morphine and other opieids version.

used in analgesia, oxycodone can be abused and  Drug addiction is characterized by compulsive use, use for non-medical

is subject to criminal diversion. purposes, and continued use despite harm or risk of harm, Drug addiction Is 2
Stresses proper presciibing practices, treaiable disease, utilizing a multi-disciplinary approach, bul relapse is common.

dispensing, and slorage. "Drug-seeking" behavior is very common in addicts and drug abusers. Drug-
—Deleies statement that delayed absorption of seeldng tactics include emergency calls of visits near the end of office hours,
OxyContin was believed 1o reduce the abuse refusal io underge approptiate examination, testing o refersal, repeated "oss”

liablity of the drug of prescriptions, tampering with presctiptions, and reluctance to provide prior
= . . medical records or contact information for other treating physlcian(s). "Doctor
—Stresses the risks associated with parenteral shopping” to obtain additional prescriptions is common among drug abusers

injection of OxyContin and refterates the original  and people suffering from untreated addiction.

IabEI.S ({escnptign of drug addighon qnd drug Abuse and addiction are separate and distinct from physicat dependence and

seeking” behaviors commenly in addicts and i s ;

ahusers. tolerance. Physicians should be aware that addiction raay not be accompanied
by concurrent folerance and symptoms of physical dependence in alt addicts. In
addition, abuse of opioids can oceur In the absence of true addiction and is
characterized by misuse for nen-medical purposes, often in combination with
other psychoactive substances. QxyContin, like other opicids, has been
diverted for non-medical use. Careful record keeping of prescribing information,
including quaniity, frequency, and renewal requests is strongly advised.

Proper assessment of tha patient, proper preseribing practices, pariodic
reevalugtion of therapy, and proper dispensing and sterage are appropriate
measures that help o limit abuse of oploid drugs.

OxyContin consists of a dual-polymer matrix, intended for oral use only.
Abuse of the crushed tablet poses a hazard of overdose and death, This
risk is increased with concurrent abuse of alecohol and other substances,
With parenteral abuse, the tablet excipients, especially tale, can be
expected 1o result in local tissute necrosis, infection, puimonary
granulomas, and Increased risk of enocarditis and valvular heart injury.
Parenteral drug abuse is commonly associated with transmission of
infactious disease such as hepatitis and HIV"

Safety and handling “SAFETY AND HANDLING

—Emphasizes the controlied status of OxyContin.  OxyGeniin Tablets are solid dosage forms that contain oxycodoene which Is a
—Aleris health care professionals that OxyContin controlled substance. Like merphine, oxycodone is controlled under Schedule 1|

could be a target for theft and diversion and of the Controfied Substances Act.

instruets that they should contact their State COxyContin has bean targeted for theft and diversion by criminals. Healthcare
Professional Licensing Board or State Controlled  professionals should contact thelr State Professional Licensing Board or Slate
Substanees Autharity for information on haw ia Controlled Substances Authority for infermation on howt to prevent and detect
prevent and detect abuse or diversion of the abuse or diversion of this product.”

product. .

Source: FOA-approvesd label for Pundue's CxyGaontin.
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Appendix I1I: Databases Used to Monitor
Abuse and Diversion of OxyContin and Its
Active Ingredient Oxycodone

DEA uses several databases to monitor abuse and diversion of controlled
substances, including OxyContin and its active ingredient oxycodone.
Specifically, the agency monitors three major databases—the Drug Abuse
Warning Network (DAWN), the National Forensic Laboratory Information
System (NFLIS), and the System to Retrieve Information from Drug
Evidence (STRIDE).! DEA also monitors other data sources to identify
trends in OxyContin abuse and diversion, such as the Substance Abuse
and Mental Health Services Administration’s (SAMHSA) National Survey
on Drug Use and Health, formerly the National Household Survey on Drug
Abuse, and the Monitoring the Future Stady funded by the National
Institute on Drug Abuse.?

SAMHSA operates the DAWN system, which estimates national drug-
DAWN Data related emergency departieent visits and provides death counts involving
abused drugs. DAWN collects data semiannually on drug abuse from
- hogpital emergency department admission andanedical examiner data
from 21 metropolitan areas and a limited number of metropolitan medical
examiners who agree to voluntarily report medical record samples. The
emergency department and medical examiner data generally do not
differentiate oxycodone from OxyContin, unless the individual provides
the information to the hospital or identifiable tablets are found with the
person. Although samples from hospitals outside the 21 metropolitan areas
are also available, DAWN is not able to make drug-related emergency
department visit or death estimates for rural or suburban areas.

NFLIS Data NFLIS, a DEA-sponsored project initisted in 1997, collects the results of
state and local forensic laboratories’ analyses of drugs seized as evidence
by law enforcement agencies, NFLIS is used to track drug abuse and
trafficking involving both controlled and noncontrolled substances and
reports results by a drug’s substance, such as oxyeodone, and not by its
brand name. DEA stated that because new laboratories are being added,

'Other databases used by DEA to assess changes n drug abuse and diversion include the
Drug Early Warning System, the Drug and Alechol Services Information System, the
Treatment Episode Data Sei, the National Survey of Substance Abuse Treatinent Services,
the Uniform Facility Data Set, the Poiscn Control Center Data or Toxic Exposure
Burveillance System, the Automation of Repotts and Consclidated Ordering System, the
DEA Theit System, and the DEA Field Reports and Investigative Teletypes.

“The National Institute on Thug Abuse is part of the National Institites of Healih within the
Department of Health and Human Services.
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Appendix ITE: Databases Used o Monitor
Abuse and Diversion of OxyContin and Tts
Active Ingredient Oxycodone

its data should not yet be used for trending purposes. As of March 2003,
35 state laboratories and 52 local or municipal laboratories participated in
the project. |

STRIDE, another DEA database, reports the resulis of chemical evidence

STRIDE Data analysis done by DEA laboratories in drug diversion and trafficking cases.
Oxycodone data are reported by combining single and combination
oxyeodone drugs and do not provide specific enough information to
distinguish OxyContin ¢ases and exhibits. The database’'s Iag time, which
varies by laboratory, depends on how quickly the findings are entered
after the seizure of the drug substance and its analysis.

s The National Survey on Drug Use and Health, ancther SAMHSA database,

Natlonal Survey on is used to develop national and state estimates of trends in drug

Dru g Use and Health consumption.® Prior tg 2001, the self-reported survey asked participants if

Data they had illicitly used any drug containing oxycodone. In 2001, the survey
included a separate section for pain relievets, and asked participants if
they had used OxyContin, identifying it by its brand name, that had not
been prescribed for them. State samples from the survey gre combined to
make national- and siaie-level estimates of drug use, and because the
estirnated numbers derived for OxyContin are so small, it is not possible to
project illicit OxyContin use on a regional, state, or county basis.

: : The Monitoring the Future Survey, funded by the National Institute on
Monitoring the Future = " o conducted by the University of Michigan, annually
Survey Data monitors the illicit use of drugs by adolescent students in the 8th, 10th,

and 12th grades. The 2002 survey included new questions using the brand
names of four drugs, including OxyContin, in its survey on the annual and
30-day prevalence of drug use.

“Yelf-reporting individuals are interviewed regarding their illicit drag use over three
periods—within the Iast 30 days, during the past year, and during their lifetime. The survey
data are limited, as it is not possible to determine specifically which yesr respondents may
have used a drog itficitly, becanse they are asked both whether they have ever used the
drug illicitly in their lifetime and whether they have used it chwing the past year.
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Appendix IV: Comments from the Food and
Drug Administration

i

4& DEFARTMENT OF HEALTH & HMUMAN SERVICES

piliLir,

Rickviile MD 20857

November 6, 2003

Marcia Crosse
Director, Health Card-Public Health
and wilitary Health Care lssues
United States General Actauniing Office
441 G Streal, NW
Washinglon, DG 20548

Dear Ms, Crosse:

Plsase find the enclosed commenits from the Foed and Drug Administration on the GAD
draft report enfitied, PRESCRIFTION DRUGS: Factors That Heve Contributed to

ontin Abuse and Diversion and Efforfs to i lem, (& -110).
The Agency provided technical comments directly to youy stafi.

We gppreciate the opporfunity to review and comment on this drafi repart before s
publication as well as the opportunity to work with your steff in developing this report,

Sihcerely,

i A —

Cornmissioner of Food and Drugs

Enclosure
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Appendix IV: Comments firom the Food and
Drug Adwministration

Genersl Comments by the Department of Health and Human Sarvice's Food and Drug
Administretion (FDA) an General Accounting Offics’s (GAQ) Draft Report, PRESCRIFTION
DRUGS: Faclors Thal May Have iixded o O tin Abuse and Diversion Efforts to

Address the Problam (GAO-04-110)

FDA appreciates the opporiunily to comment on GAD's draft report which focuses additional
attention on tha abwse and diversion of prescriplion drugs.

Wa have & few genersl eommants raganding the averali report, as follows:

EDA's Regulation of Prescrintion Drugs

As currently written, GAO's draft report suggests thal FDA decided as a matter of policy hot to
distinguish batwasen typss of drugs In regulating promotion. FDA believes it is important to
clarify that the FD&C Act makes no distinction betwsen conirolled substances and other
prescription drugs i its provisions regulating promotion, but that a3 a matier of generaf paficy,
the Agency more losely scrutinizes promotion of drugs with more serlous dsk profies.

CuxyContin Advertisements Violated tha FR&C Act

FD}A believes it iz impostant 1o clarily the confent of the waming letter issued to Purdue Pharma.
In January 2003, FDA issusd & waming letter 1o Purdue regarding two jousnal advertisements
tor QxyContin that minimized its risks and overstated its stficacy, by fafiing 1o present any
Information from the boxed warning on the potentiaily fatal riske associated with OxyConiin and
its abuse #iability, along with omitling important information about the limitations on the irdicated
use of OxyContin. The FDA requesied thal Purdue cease disseminating thase adverisements
and any similar viotative maferfais and provide 2 plan of corrective action,

We recommend that GAD inciude additional information describing the widespread
dissemingtion of the comective advertisement and the nature of its cantent, because we belisve
i gives impertant information on the extent to which complale and accurate information on
OxyGontin's 7isks and its limited indication wes disseminated to healtheare providers this year
resulting from the wamning letter. This comective advertisement ran for three months and
appeared in approximately 30 medical jeurnais. The thres-paged adverisemant, entitleq
“Imporiant Cormection of Drug Information,” contained a two-paged spread, with a *Diear
Healthcare Practifioner” lefter oh ons side, which called attentior: 1o the warning fetter and the
cited violations, and directed the reader to the boxed warning and indication information for
OhxyCoentin prominently featured on the opposite side of the spread.

e of Abuse and Diversion Led to Label Changes and Other Actions by FDA

FDA recommends noting in the report thet en important part of the rigk management plan in
connection with the 2001 lzbaling changes was that all OxyContin promotional materials be
revised to reflect the labeling changes and all future promotional materlals prominently disclose
this information. As part of the risk management plan in cormection with the labsling changes,
Purdus was asked to revise all of its promotions! materiats for OxyContin to raflect the labseling
changes. The FDA sent a letter to Purdue, dated August 3, 2001, staling that:all future
promofional matesiais for OxyContin should prominently disclose the information contalned in
the boxed warning, the new wamings thal address misuse, abuse, diversion, and addiction, and
the mew precautions and revised indication for OxyContin, Purdue agreed to comply with this
request in a letter dated August 7, 2001.
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Appendix IV: Comments from the Feod and
Drog Administration

2.

We also befieve i is important 1o ciarify that all three of the patient videos discussed in the
repor] were submilted prior to the labeling change and discontinued as a result of the labeling
chenge &nd these communications. As the discussion of these patiant videos is currently
wiitien in the repor, it could be misintarpretad that two of tha patient videos were submitted
after the labeling change as part of Purdue's modificafion of its promolional matefials.

Becommendation for Executive Action

"To improva efforls to prevent or identify the abuse and diversion of schedule Il
controiied substances, the Commissioner of Food and drugs should snsure that FDAS
risk management plan guidance encourages phammaceisical manufasturers thet submit
new drug applications for these substances to include plans that conlain a strategy for
monitoring the use of thase drugs and identifying polential abuse and diversion
problems.”

FDA agreas with GAQ's recommendation and is currantly working on the guidance.

Page 55 GAD-D4-110 OxyContin Abuse and Diversion

HIGHLY CONFIDENTIAL - ATTORNEYS' EYES ONLY ‘ POK000273491



Appendix V: Comments from the Drug

Enforcement Administration

B Qm“\ U. 8, Department of Jusfice
i Drug Enforcement Administration
ot )

www.dea gov

Ms. Marcia Crosse, Director NDV 0 5 zm}a
Health Care-Public Health and :
Military Health Care [ssues

General Accounting Cffice

441 G Strect, N.W.

Washingion, D.C. 20548

Dear Is. Crosse:

The Drug Enforcement Administration {DEA) submity the following comments on the facts and
findings of the draft repert, PRESCRIPTION DRUGS: Factors that May Have Contributed fo
DixyConsin Abuse oad Diversion and Effosts to Address the Problem (GAG-04-110).

In general, the report is not as forthright as warranted on the causes/factors relating to the
diversion of OxyContin. The root of the problem that this GAQ report addresses appears to be the
uafortunate convergenes of Purdue’s marketing techniques and the public/policy focns o pain
undertrealment. The DEA has previousty siated that the company’s aggressive methods, caloulated
fusling of demand and the prasp for major market share very miwch exacerbated OxyContin’s
widespread abuse and diversion. While Purdue highlights its finding of pain-related educational
programs and websites and its partnership with varivus organizations, the fact remains that Purdue’s
efforis—which may be viewed as self-sexving public relations damage control—would not have
been necessary had Purdue not initially marketed its product aggressively and excessively. 7
Contrituting to the abuse and diversion problem (and the produci’s excessive availability} is the fact -
that in promoting this drug to practitioners, Purdue deliberately minimized the abuse risk associated
with OxyContin, as the report staies on pages 21 and 35. The ¢laim in Purdue’s ‘educetional” video
for physicians that opicid analgesics cause addiction in less than one percent of pattents is not only
unsnbstantiated but also dangerous because it misleads preseribers,

in a further example of Purdue’s patiern of aggressive pursuit of market share, the report states
on page 31: **As part of jts marketing campaign, Purdue distributed the usual types of branded
prometional jtems to health care practitioners. Among these items were OxyContin fishing hats,
stuffed phush aniosal toys, coffee mugs, compact dises..." En fact, the use of such branded
promotional items for a Schedule Il opioid is unprecedented, Distribution of prorootional items such
as hats, plush toys and coffee mugs is an indicator of Purdue’s aggressive, excessive, and
Inapproprisle marketing of their product, GxyContin, The DEA suggests the Deparoment of Health
end Human Services restrict promotionat materials for Schedule T substances o ifers related o the
practice of medicine or pharmacy,
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Ms. Marcia Crosse, Director Page2

Increased aveilability of controlled substances leads to inereaged opportunities for diversion.
‘Eherefore, it is essentiaj that stringent risk muoagemnent plans are put in place peor 1o the
introduetion of fiese products into the marketplace.

Unfortunately, there ate limitations o DEA’s abilify to document fhe extent of diversion of
specific products and DEA agrees with GAO's observation, on the bottom of page 36 of the draft
repozt, that “data on abuse and diversion are not relisble, comprehensive, or timely.” DEA also
advocates the development of 2 system 10 provide “credible, legally defensible evidence conocming
drug abuse trends in America,” as stated on page 42 of the draft zeport. DEA included #n 2dditional
$750,000 in its 2003 budget request for an enhanced sclentifie deta collection system that would
include a Nationat Medical Examiner Information System:; however, this request hac not been
funded. This agency welcomes a rccommendation by GAG that more reliable, comprebensive and
timely databases be developed. )

In addition, there are minor inaccuracies in this report, detailed below:

=  First remark, ref page 3, 2nd full sentence of GAD draft report: DEA supgests the following
edit to the drafi report language (new/replacement langusge is in boid italics): “Unlike
nonopioid pain relievers, @xyContin oxycodone, the active ingredient in OxyContin, has
#o known analgesic bas-se-ceiling effect, that is, the dose amourr & patient can take can be
intreased by ihe physician as needed to relieve pain. However, es the dose escalates, there
is always o danger of serlous side effects, including respiratory depression and death.”

« Page 3 line & refersito “....three other opioid dregs, Avinza, Kadian, and Oramorph SR, that
like OxyContin are classified as schedule II controlled substances.” These drugs should be
further identified as high dose extended refense apivid drugs, not simply “opioid dmgs ™
here and throughout this document,

* Page 18, first paragraph: states “..,a preseription for a schedule Tjdrag roay not be refilled,
end the patient must see the practitioner again in order to obtain more drugs.” While it is
correet that schedule I drup prescriptions mey not be refilled, a patient is not required to sce
the practitioner egain bat must oliain 2 new prescription.

Please comreet the document language noted above 1o ensure the report’s accuracy. The DEA
appreciates the opportunity 1o provide coment to the GAQ in these impertant ratters,

Sincerely,

Chief [nspector
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G AO’S M.iSSiOl’l The General Accounting Office, the audit, evaluation and investigative arm of
Congress, exists to support Congress in meeting its constitiztional responsibilities
and to help improve the perfortmance and accountability of the federal
government for the American people. GAC examines the use of public funds;
evalnates federal programs and policies; and provides analyses,
recommendations, and other assistance to help Congress make informed
oversight, policy, and fimding decisions. GAQ's commitment to goed government
is reflected in its core values of accountability, integrity, and reliability,

aad s The fastest and easiest way to obtain coples of GAO documents at no cost is
Obt&lﬂlﬂg COp ies of through the Internet. GAO's Web site (www.gao.gov) containg abstracts and full-

GAO Reports and text files of current reports and testimony and an expanding archive of older
. products. The Web site features a search engine to help you locate documents
Te Stlll'l(}ﬂy using key words and phrases. You can print these documents in their entirety,

including charts and other graphics.

Each day, GAQ issues a list of newly released reports, testimony, and
correspondence. GAQ posts this list, known as “Today's Eeports,” on its Web site
daily. The list contains links to the full-text document files. To have GAC e-mall
this list to you every afternoon, go to www.gao.gov and select “Subscribe to e-mail
alerts” under the “Order GAO Products” heading.

Order by Mail or Phone The first copy of each pritited report is free. Additional copies are $2 each. A
check or money order should be made out to the Superintendent of Dociments.
GAD also accepts VISA and Mastercard. Orders for 100 or more copies mailedto a
single address are discounted 25 percent. Orders should be sent to:

T.5. General Accounting Office
441 {3 Street NW, Room LM
Washington, D.C. 20648

To order by Phone:  Voice:  (202) 512-6000
TOD: {202) 512-2637
Fax: (202) 512-6061

To Report Fraud, Coniack
. Web site: www.gao.govw/fraudnet/fravdnet. him
Waste, and Abuse in = 50 e
Federal Programs Automated answering system: (800 424-5454 or (202) 512-7470
Pub lic Affairs Jeff Nelligan, Managing Director, NelliganI@gao.gov (202) 512-4300

U.8. General Accounting Office, 441 G Street NW, Roow 7148
Washington, D.C. 20548
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