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OxyContin 80 pills (Liz Baylen / Los Angeles Times)
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A TIMES INVESTIGATION

‘YOU WANT A DESCRIPTION OF HELL?
OXYCONTIN’S 12-HOUR PROBLEM

by HARRIET RYAN (HTTP://WWW.LATIMES.COM/LA-BIO-HARRIET-RYAN-STAFF.HTML), LISA GIRION AND SCOTT GLOVER

MAY 5, 2016

he drugmaker Purdue Pharma launched OxyContin two decades ago with a bold
marketing claim: One dose relieves pain for 12 hours, more than twice as long as

generic medications.

Patients would no longer have to wake up in the middle of the night to take their pills,
Purdue told doctors. One OxyContin tablet in the morning and one before bed would
provide “smooth and sustained pain control all day and all night.”

R1996

OxyContin Press Release
When Purdue unveiled OxyContin in 1996, it touted 12-hour duration.
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iding smooth and sustained pain control all day
‘h OxyContin Tablets on a regular schedule spa
s "clock-watching" when pain must be controlle

y simplifies and improves patients’ lives
f pain control with twice-daily dosing can't be
atinh " rennrted Paill N Goldenheim. M.D.. Vici

(http://documents.latimes.com/oxycontin-press-release-1996/)

On the strength of that promise, OxyContin became America’s bestselling painkiller, and

Purdue reaped $31 billion in revenue.

But OxyContin’s stunning success masked a fundamental problem: The drug wears off
hours early in many people, a Los Angeles Times investigation found. OxyContin is a
chemical cousin of heroin, and when it doesn’t last, patients can experience excruciating

symptoms of withdrawal, including an intense craving for the drug.


http://www.latimes.com/la-bio-harriet-ryan-staff.html
http://documents.latimes.com/oxycontin-press-release-1996/
http://www.latimes.com/
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OxyContin, one of the most abused pharmaceuticals in U.S. history.

The Times investigation, based on thousands of pages of
confidential Purdue documents and other records, found that:

e Purdue has known about the problem for decades. Even before OxyContin went on
the market, clinical trials showed many patients weren’t getting 12 hours of relief.
Since the drug’s debut in 1996, the company has been confronted with additional
evidence, including complaints from doctors, reports from its own sales reps and
independent research.

¢ The company has held fast to the claim of 12-hour relief, in part to protect its
revenue. OxyContin’s market dominance and its high price — up to hundreds of
dollars per bottle — hinge on its 12-hour duration. Without that, it offers little
advantage over less expensive painkillers.

¢ When many doctors began prescribing OxyContin at shorter intervals in the late
1990s, Purdue executives mobilized hundreds of sales reps to “refocus” physicians
on 12-hour dosing. Anything shorter “needs to be nipped in the bud. NOW!!” one
manager wrote to her staff.

e Purdue tells doctors to prescribe stronger doses, not more frequent ones, when
patients complain that OxyContin doesn’t last 12 hours. That approach creates
risks of its own. Research shows that the more potent the dose of an opioid such as
OxyContin, the greater the possibility of overdose and death.

e More than half of long-term OxyContin users are on doses that public health
officials consider dangerously high, according to an analysis of nationwide
prescription data conducted for The Times.

Over the last 20 years, more than 7 million Americans have abused OxyContin, according to
the federal government’s National Survey on Drug Use and Health. The drug is widely
blamed for setting off the nation’s prescription opioid epidemic, which has claimed more

than 190,000 lives from overdoses involving OxyContin and other painkillers since 1999.

GET INVOLVED
Tell us your story 1 (/oxycontin-your-story)

| have had an experience with OxyContin (/oxycontin-your-story/#my-
experience)

| know someone who has had an experience with OxyContin (/oxycontin-your-
story/#friend-family-experience)

The internal Purdue documents reviewed by The Times come from court cases and
government investigations and include many records sealed by the courts. They span three
decades, from the conception of OxyContin in the mid-1980s to 2011, and include emails,
memos, meeting minutes and sales reports, as well as sworn testimony by executives, sales

reps and other employees.

The documents provide a detailed picture of the development and marketing of OxyContin,
how Purdue executives responded to complaints that its effects wear off early, and their

fears about the financial impact of any departure from 12-hour dosing.

Reporters also examined Food and Drug Administration records, Patent Office files and
medical journal articles, and interviewed experts in pain treatment, addiction medicine and

pharmacology.


http://www.latimes.com/oxycontin-your-story
http://www.latimes.com/oxycontin-your-story/#my-experience
http://www.latimes.com/oxycontin-your-story/#friend-family-experience
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suffer body aches, nausea, anxiety and other symptoms of withdrawal. When the agony is
relieved by the next dose, it creates a cycle of pain and euphoria that fosters addiction, they

said.

PURDUE'S RESPONSE

Purdue Pharma issues statement on OxyContin report; L.A. Times
responds /1 (/purdue-response)

OxyContin taken at 12-hour intervals could be “the perfect recipe for addiction,” said
Theodore J. Cicero, a neuropharmacologist at the Washington University School of

Medicine in St. Louis and a leading researcher on how opioids affect the brain.

Patients in whom the drug doesn’t last 12 hours can suffer both a return of their underlying
pain and “the beginning stages of acute withdrawal,” Cicero said. “That becomes a very

powerful motivator for people to take more drugs.”

Higher highs

Lower lows

Video | 0:27
’ The cycle of addiction

Peter Przekop, a neuroscientist and physician who oversees the treatment of painkiller
addicts at the Betty Ford Center in Rancho Mirage, said that repeated episodes of
withdrawal from OxyContin “absolutely” raise the risk that patients will abuse the

medication.

“You are messing with those areas of the brain that are involved in addiction, and you are

going to get the person dependent on it,” he said.

Pg ID 1371
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The Times sought comment from Purdue’s scientists and executives. At the company’s
request, the newspaper submitted detailed questions in writing. Purdue responded with a

one-page statement noting that the FDA approved OxyContin as a 12-hour drug.

“Scientific evidence amassed over more than 20 years, including more than a dozen
controlled clinical studies, supports FDA’s approval of 12-hour dosing for OxyContin,”

Purdue’s chief medical officer, Dr. Gail Cawkwell, said.

Company officials said in the same statement that “the people at Purdue have dedicated

themselves to helping address our nation’s opioid epidemic.”

‘I have it under control. I know what I'm doing.’

As an LAPD officer, Ernest Gallego was fearless. He broke up bar fights and street brawls.
During a torrential rainstorm in 1980, he waded into a flooded intersection to rescue two

motorists.

He was on duty in Echo Park seven years later when a tow truck slammed into his patrol
car, leaving him with a career-ending back injury. He had several surgeries and tried

various pain medications over the next two decades.

By 2012, he was on OxyContin. His parents and siblings watched and worried as the strong,
fastidiously neat man they knew became wobbly on his feet and unkempt. His father, an
attorney, wrote letters on his law office letterhead pleading with his son’s doctor to take him
off the drug, and his mother hid any OxyContin bottles she found, Gallego’s sister, Kathryn

Galvan, recalled.

“He was having car accidents, fender benders. Very groggy all the time,” she said. He spent
much of his day sleeping. When confronted, “He would say, ‘T have it under control. I know

what I'm doing.”


http://ad.latimes.com/land-subscribe/whisper.html?int=lat_digitaladshouse_meter-oxycontin_content-promotion_ngux_button________

(Kathryn Galvan)

“I have it under control. I know what ’'m doing.”

— Kathryn Galvan recalling the words of her brother, Ernest P. Gallego

Gallego died. A toxicology test showed lethal levels of oxycodone in his blood.

y (https://twitter.com/intent/tweet/?
text=Ernest%27s%20story%20pic.twitter.com%2F5981PfoaDV&url=http%3A%2F%2Fstatic.latimes.com%2Foxycontin-
SHARE THIs QuoTeparti&hashtags=InvestigateOxy&via=latimes) ¥

When his mother died in 2012, Gallego showed up at the funeral disheveled and confused.

A month and a half later, a police officer found him slumped over the steering wheel of his
car in a convenience store parking lot and took him to the hospital, according to a coroner’s
report and his sister. The next evening, he laid down on the floor of his father’s living room

in La Verne, as he often did to relieve his pain. He never awoke. He was 58.

A toxicology test showed lethal levels of oxycodone in his blood. The label on an OxyContin
bottle found nearby directed Gallego to take an 80 milligram pill every 12 hours, according
to the coroner’s office. Based on the date Gallego filled the prescription, there should have

been 44 pills left. There were 7.

‘Remember, effective relief just takes two’
Purdue developed OxyContin as a cure for pain — and for a financial problem.

The company’s owners were the Sacklers, a New York family of physicians and
philanthropists who bought Purdue in 1952. By the late 1980s, the patent on its main source

of revenue, a morphine pill for cancer patients called MS Contin, was running out.


https://twitter.com/intent/tweet/?text=Ernest%27s%20story%20pic.twitter.com%2F598IPfoaDV&url=http%3A%2F%2Fstatic.latimes.com%2Foxycontin-part1&hashtags=InvestigateOxy&via=latimes
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MS Contin, according to internal company correspondence from the period.

The company was focused on finding a new moneymaker. In a 1990 memo, Robert F. Kaiko,
vice president for clinical research, laid out why it was important to develop a second
painkiller.

“MS Contin may eventually face such serious generic competition that other controlled-

release opioids must be considered,” Kaiko wrote.

R1990

Purdue's Need for a New Painkiller

In this 1990 memo, Robert Kaiko, the scientist who would go on to help invent OxyContin, explains
why Purdue needs another painkiller.

MS Comtin may eventually tace such sericus generic competition !
considered. Other pharpaceulical irms are thought to also be
analgesics. '

While averagsd data from studias sugges! that moest morphine-like
relative therapeutic merits, routine clinical practice suggests that
oploids.

While we are “going laterally™ wih MS Cantin ta nan-cancer pain in
eqgs inlo the MS Contin baskal” in face of the praspect of genaric |
the analgesic eggs”.

(http://documents.latimes.com/purdues-need-new-painkiller-1990/)

Purdue already had developed a technique to stretch a drug’s release over time. In MS
Contin, the technique made morphine last eight to 12 hours. Kaiko and his colleagues

decided to use it on an old, cheap narcotic, oxycodone.

Sold under several names and formulations, including Percocet and Roxicodone, oxycodone
controls pain for up to six hours.

With the delayed-release technique, executives theorized, the drug would last 12 hours — at

least twice as long as generics and the high end of MS Contin’s range.

Over the next decade, Purdue sunk more than $40 million into development of OxyContin,
Paul D. Goldenheim,then-vice president of scientific and medical affairs, wrote in a 2003

court declaration.

Sales and marketing representatives gathered at the company’s headquarters, then in

Norwalk, Conn., in March 1995 to start planning the roll-out of the new drug.

“OxyContin can cure the vulnerability of the ... generic threat and that is why it is so crucial
that we devote our fullest efforts now to a successful launch of OxyContin,” then chief

executive Michael Friedman told the group, according to minutes of the meeting.

B1995
OxyContin Launch

At a 1995 meeting, Purdue executives described how OxyContin could "cure" the "vulnerability" of
generic competition and laid out how they planned to market the drug.

Pg ID 1374
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The first patients to use OxyContin were women recuperating from abdominal and
gynecological surgery at two hospitals in Puerto Rico in 1989. In the clinical study, designed
and overseen by Purdue scientists and paid for by the company, 90 women were given a
single dose of the drug while other patients were given short-acting painkillers or placebos.
None of the women were regular users of painkillers, so they were more susceptible to the
effects of narcotics.

Even so, more than a third of the women given OxyContin started complaining about pain
in the first eight hours and about half required more medication before the 12-hour mark,

according to an FDA analysis of the study.

The study found that OxyContin was safe, relieved pain and lasted longer than the short-
acting painkillers.

Purdue moved ahead on two paths: seeking patents for its new drug and running additional

clinical trials to secure FDA approval.

In a 1992 submission to the Patent Office, the company portrayed OxyContin as a medical
breakthrough that controlled pain for 12 hours “in approximately 90% of patients.”
Applying for a separate patent a few years later, Purdue said that once a person was a
regular user of OxyContin, it “provides pain relief in said patient for at least 12 hours after
administration.”

R1992

OxyContin Patent

Applying for a patent in 1992, Purdue said OxyContin controlled pain for 12 hours "in
approximately 90% of patients."

Pg ID 1375
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Purdue’s researchers, meanwhile, were conducting at least a half dozen clinical trials,
according to the company’s FDA application. In study after study, many patients given

OxyContin every 12 hours would ask for more medication before their next scheduled dose.

For example, in one study of 164 cancer patients, one third of those given OxyContin
dropped out because they found the treatment “ineffective,” according to an FDA analysis of
the study. Researchers then changed the rules of the study to allow patients to take
supplemental painkillers, known as “rescue medication,” in between 12-hour doses of

OxyContin.

In another study of 87 cancer patients, “rescue was used frequently in most of the patients,”
and 95% resorted to it at some point in the study, according to a journal article detailing the

clinical trial.

ADVERTISEMENT

A Tennessee pain specialist whom Purdue selected to field-test the drug in 1995 as part of
the FDA approval process eventually moved 8 of 15 chronic pain patients to 8-hour dosing

because they were not getting adequate relief taking the drug twice a day.
This prompted a letter from Purdue’s medical director.

“This situation concerns me as OxyContin has been developed for q12h dosing,” Dr. Robert
Reder wrote to the Memphis physician, using medical shorthand for 12-hour dosing. “I

request that you not use a q8h dosing regimen.”

Narcotic painkillers work differently in different people. Some drug companies discuss that
variability on their product labels and recommend that doctors adjust the frequency with

which patients take the drugs, depending on their individual response.
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every eight or 12 hours to suit the patient. The morphine tablet, Kadian, manufactured by
Actavis, is designed to be taken once a day, but the label states that some patients may need
a dose every 12 hours.

BEHIND THE STORY
How we reported the investigation /1 (/oxycontin-about)

Despite the results of the clinical trials, Purdue continued developing OxyContin as a 12-
hour drug. It did not test OxyContin at more frequent intervals.

To obtain FDA approval, Purdue had to demonstrate that OxyContin was safe and as
effective as other pain drugs on the market. Under agency guidelines for establishing
duration, the company had to show that OxyContin lasted 12 hours for at least half of
patients. Purdue submitted the Puerto Rico study, which showed that.

The FDA approved the application in 1995.

Dr. Curtis Wright, who led the agency’s medical review of the drug, declined to comment for
this article. Shortly after OxyContin’s approval, he left the FDA and, within two years, was
working for Purdue in new product development, according to his sworn testimony in a

lawsuit a decade ago.

The Times asked the FDA for comment on the drug’s failure to provide 12 hours of relief for
many patients. Officials at the agency declined to be interviewed.

In a written statement, spokeswoman Sarah Peddicord said that although the FDA
approved OxyContin for use every 12 hours, “it should be well understood by physicians that
there will be some individual variability in the length of time that patients respond to this
drug...

“While the labeled dosing regimen is a reasonable starting point, physicians should carefully
individualize their approach to patients based on how quickly they metabolize the drug,”
Peddicord wrote.

After OxyContin hit the market in 1996, ads in medical journals left no ambiguity about how
long it lasted. A spotlight illuminated two dosage cups, one marked 8 AM and the other 8
PM.

“REMEMBER, EFFECTIVE RELIEF JUST TAKES TWO,” the ads said.
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‘What time is it? Oh, God, I have to medicate'

The year OxyContin was introduced, Elizabeth Kipp, a 42-year-old stay-at-home mom, went
to her doctor in Kansas City, Kan. She had struggled with back pain since age 14, when she

was thrown from a horse while practicing for an equestrian competition.

In the intervening decades, she’d taken short-acting generic painkillers. On that day in

1996, her physician said he had something new for her to try.

He told her to take OxyContin every 12 hours. Kipp, who had a bachelor’s degree in plant

science from the University of Delaware, said she followed his instructions precisely.
“I'm a scientist, very regimented,” she said.

For the first two or three hours, she experienced a “modicum of relief.” Then her pain
roared back, accompanied by nausea, she said in an interview. Only the next pill would

relieve her suffering.
She spent hours lying rigidly on her bed, waiting.

“I was watching the clock. ‘What time is it? Oh, God, I have to medicate,' ” she said. “My

whole nervous system is on red alert.”
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“You want a description of hell? I can give it to you.”
— Elizabeth Kipp

Kipp began taking OxyContin in 1996 to cope with pain from a back injury sustained when she was 14.

y (https://twitter.com/intent/tweet/?
text=Elizabeth%27s%20story%20pic.twitter.com%2FL27woM97WA&url=http%3A%2F%2Fstatic.latimes.com%2Foxycontin-
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When she complained to her doctor, he gave her stronger doses but kept her on the 12-hour

schedule, as Purdue instructs physicians to do. The change had little effect.

For a year and a half, she spent each day cycling through misery and relief. Sometimes, she

said, she contemplated suicide.
“You want a description of hell,” Kipp recalled. “I can give it to you.”

She eventually checked herself into rehab and said she no longer takes painkillers.
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Before OxyContin, doctors had viewed narcotic painkillers as dangerously addictive and
primarily reserved their long-term use for cancer patients and the terminally ill. Purdue

envisioned a bigger market.

“We do not want to niche OxyContin just for cancer pain,” a marketing executive explained

to employees planning the drug’s debut, according to minutes of the 1995 meeting.

The company spent $207 million on the launch, doubling its sales force to 600, according to
a court declaration. Sales reps pitched the drug to family doctors and general practitioners
to treat common conditions such as back aches and knee pain. Their hook was the

convenience of twice-a-day dosing.

With Percocet and other short-acting drugs, patients have to remember to take a pill up to
six times a day, Purdue told doctors. OxyContin “spares patients from anxious ‘clock-

watching,”” a 1996 news release said.

Sales reps showered prescribers with clocks and fishing hats embossed with “Q12h.” The
company invited doctors to dinner seminars and flew them to weekend junkets at resort
hotels, where they were encouraged to prescribe OxyContin and promote it to colleagues

back home.

A clock that Purdue distributed to doctors and healthcare professionals to promote OxyContin. (Liz. O. Baylen / Los Angeles Times)

The marketing succeeded in ways that astonished even Purdue executives. OxyContin didn’t

just replace MS Contin revenues. It dwarfed them.
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testimony by a Purdue executive. By the fifth, OxyContin was generating annual revenue of
more than $1 billion. Sales would continue to climb until 2010, when they leveled off at $3

billion.

Purdue’s owners, the Sackler family, were already rich — the family name adorns a wing of
the Metropolitan Museum of Art and several galleries in the British Museum. The success of
OxyContin brought a whole new level of wealth. Forbes magazine last year estimated the
Sacklers’ worth at $14 billion, which, the magazine noted, put the family ahead of American
dynasties such as the Mellons and Rockefellers.

OxyContin’s impact on the practice of medicine was similarly transformative. Other drug
companies began marketing their own narcotic painkillers for routine injuries. By 2010, one
out of every five doctor’s visits in the U.S. for pain resulted in a prescription for narcotic

painkillers, according to a Johns Hopkins University study.

OxyContin accounted for a third of all sales revenue from painkillers that year, according to

industry data.

OxyContin Sales, 1996-2014
$3 billion
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Rates of addiction and overdose have soared alongside the rise in prescriptions. News
coverage of these problems in Appalachia and New England in the late 1990s made
OxyContin notorious. Purdue dispatched representatives to Virginia, Maine and elsewhere
to defend its drug. They blamed misuse of OxyContin and insisted their pill was a godsend

for pain sufferers when taken as directed.

“Alot of these people say, ‘Well, I was taking the medicine like my doctor told me to,” and
then they start taking them more and more and more,” Purdue senior medical director, Dr.

J. David Haddox, told a reporter in 2001. “I don’t see where that’s my problem.”

The U.S. Justice Dept. launched a criminal investigation, and in 2007 the company and
three top executives pleaded guilty to fraud for downplaying OxyContin’s risk of addiction.
Purdue and the executives were ordered to pay $635 million. The case centered on elements
of Purdue’s marketing campaign that suggested to doctors that OxyContin was less

addictive than other painkillers.

In the years after the settlement, Purdue funded programs to prevent pharmacy robberies
and keep teenagers from stealing relatives’ pills. The company eventually rolled out a

tamper-resistant version of the painkiller that was harder to crush and snort.

Want more great stories from the Los Angeles Times? /1
(http://ad.latimes.com/land-subscribe/member.html?
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But in all the scrutiny of Purdue and OxyContin, the problem of the drug wearing off early
was not addressed.

Purdue sales reps who spent their days visiting doctors to talk up OxyContin heard
repeatedly that the drug didn’t last. In reports to headquarters, they wrote that many

physicians were prescribing it for three or even four doses a day.

Company officials worried that if OxyContin wasn’t seen as a 12-hour drug, insurance
companies and hospitals would balk at paying hundreds of dollars a bottle.

Some already were.

Dr. Lawrence Robbins started prescribing OxyContin at his Chicago migraine clinic shortly
after it hit the market. The neurologist recalled in an interview that “70 to 80%” of his
patients reported that the drug “just lasts four, five, six, seven hours.” Robbins started
telling people to take it more frequently. But insurance carriers often refused to cover the

pharmacy bill for more than two pills a day, he said.

Over the years, he wrote insurance companies more than 25 times on behalf of patients who
he believed needed OxyContin more frequently than every 12 hours, he said. In some cases,

the insurers relented. When others did not, Robbins switched the patients to another drug.

Robbins said he had no choice: “If they are having a real struggle with opioid withdrawal,

sure, you have to do something.”
For Purdue, doctors like Robbins were a problem that had to be confronted.

“I am concerned that some physicians are using OxyContin on a q8h schedule rather than a
q12h schedule,” a regional manager in Atlanta, Windell Fisher, wrote in November 1996 —

11 months after OxyContin went on sale.

B1996
Sales Manager on Q12 dosing

In this 1996 letter, a Purdue regional manager writes that he is concerned about doctors
prescribing OxyContin at 8-hour intervals. Sales reps should visit those physicians and convince
them to go back to 12-hour dosing, he writes.

v TS WOERD LIUL 1L Yo,

n concerned that some physicians ¢
1 schedute. Where this is ocournis
1 it, convincing the physician that
sents in the studies had pain relief ¢

(http://documents.latimes.com/sales-manager-on12-hour-dosing-1996/)

In the memo, Fisher told a district sales manager what to do:
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convincing the physician that there is no need to do this, and that 100% of the patients in

the studies had pain relief on a q12h dosing regimen.”

By 2000, it was clear that chiding memos to sales reps weren’t enough. Data analyzed by
company employees showed that one in five OxyContin prescriptions was for use every eight

hours, or even more frequently.

Purdue held closed-door meetings to retrain its sales force on the importance of 12-hour
dosing, according to training documents, some included in sealed court files and others
described in FDA files.

“These numbers are very scary,” managers warned sales reps during one workshop.

82004
FDA Filing

In a 2004 petition to the FDA, attorneys for the state of Connecticut described the alarm inside
Purdue when some doctors began prescribing OxyContin at more frequent intervals. "These
numbers are very scary," sales reps were told.

oncologists.25 One document taken from PPLP’s pres
27.8% of OxyContin prescriptions written by family
were dosed at q8h or more frequently in 2001. The dc
very scary.... Look especially hard at the FP/GP [fan

percentages - - they are the worst offenders, and there

(http://documents.latimes.com/fda-filing-2004/)

“Managed care plans are beginning to refuse to fill prescriptions,” they were told in another
presentation. Reps were ordered to visit doctors and “refocus the clinician back to q12h.”

Doctors needed to be reminded “on every call,” they were told.

“There is no Q8 dosing with OxyContin,” one sales manager told her reps, according to a
memo cited in an FDA filing. She added that 8-hour dosing “needs to be nipped in the bud.
NOow!!”

If a doctor complained that OxyContin didn’t last, Purdue reps were to recommend
increasing the strength of the dose rather than the frequency. There is no ceiling on the
amount of OxyContin a patient can be prescribed, sales reps were to remind doctors,

according to the presentation and other training materials.

R2001

Workshop Presentation

After some physicians began prescribing OxyContin more frequently than every 12 hours, Purdue
summoned its sales force to special seminars. As this 2001 presentation shows, company officials
were concerned more frequent dosing would hurt business.
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Why is q12h Dosing So
Important?

» Managed care companies are denying or will
start denying shorter prescriptions

» Some pharmacies are refusing to fill any
prescription that is otherwise

» Increased FDA/DEA oversight
» Proper dosing minimizes diversion and abuse

(http://documents.latimes.com/q12-workshops-2001/)

Boosting the dosage could extend the duration to some degree, but it didn’t guarantee 12
hours of relief. Higher doses did mean more money for Purdue and its sales reps. The
company charged wholesalers on average about $97 for a bottle of the 10-milligram pills,
the smallest dosage, while the maximum strength, 80 milligrams, ran more than $630,
according to 2001 sales data the company disclosed in litigation with the state of West
Virginia. Commissions and performance evaluations for the sales force were based in part

on the proportion of sales from high-dose pills.

A West Virginia supervisor told one of his highest performing sales reps in a 1999 letter that
she could “blow the lid off” her sales and earn a trip to Hawaii if she persuaded more

doctors to write larger doses.

In an August 1996 memo headlined “$$$$$$$$$$$$$ It’s Bonus Time in the
Neighborhood!” a manager reminded Tennessee reps that raising dosage strength was the

key to a big payday.

B1996
Letter to Sales Reps

In this 1996 memo entitled "It's Bonus Time in the Neighborhood," a Purdue sales manager told
her staff to talk up stronger doses of OxyContin in conversations with doctors.
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“He who sells 4gomg” the largest pill available at the time “will win the battle,” the manager

wrote.

By 2004, Purdue was seeing “a trend away from prescribing OxyContin” more frequently

than every 12 hours, according to a company filing with the FDA.

In the training materials reviewed by The Times, little was said about the effect of higher
doses on patient health. Those on higher doses of opioids are more likely to overdose,
according to numerous research studies. An analysis of the medical records of more than
32,000 patients on OxyContin and other painkillers in Ontario, Canada, found that one in

32 patients on high doses fatally overdosed.

“In other words,” the lead researcher, David Juurlink, said in an interview, “they are more

likely to die as a result of their medication than almost anything else.”

‘Death was looking real good to me’

As a varsity athlete at the University of Central Florida and later a public school teacher,

Burgess MacNamara was used to following rules.

That changed in 1999 when he had knee surgery and his doctor put him on OxyContin.
MacNamara, then a 27-year-old gym teacher at an elementary school near Orlando, was
familiar with painkillers. He’d been given Percocet and Vicodin for sports injuries, but he

said OxyContin was unlike anything he’d ever experienced.

“The first six hours, it is awesome,” he said. Then the effect began to “teeter off” and he
became preoccupied with his next dose: “That’s all you think about. Your whole day revolves
around that.”

MacNamara said he soon began taking pills early.

“I can’t even tell you the times I actually waited 12 hours,” he said. “There weren’t many of
them.”
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“Death was looking real good to me. ”

— Burgess MacNamara

MacNamara began taking OxyContin in 1999, after a knee surgery.

y (https://twitter.com/intent/tweet/?
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Within a month, he was crushing and snorting the pills. Within a year, he was forging
prescriptions. He eventually tried heroin, which was cheaper, and other drugs. MacNamara
was arrested for forging prescriptions, possession of controlled substances, stealing pills
from a school clinic and other drug-fueled crimes. He lost his teaching career and spent 19
months behind bars.

“Death was looking real good to me,” recalled MacNamara, who said he has been sober for

the last two and a half years.
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As OxyContin’s popularity grew, a handful of scientists outside Purdue published research
raising questions about the 12-hour claim. Scientists affiliated with the Oklahoma
University College of Medicine found in 2002 that nearly 87% of those prescribed
OxyContin at a school pain clinic were taking it more frequently than every 12 hours. The

reason, researchers wrote, was “perceived end-of-dose failure.”

A separate study underwritten by a Purdue competitor, Janssen Pharmaceutica, reached a
similar conclusion. Researchers surveyed chronic pain patients treated with OxyContin and
reported that less than 2% said the drug lasted 12 hours and nearly 85% said it wore off

before eight, according to a 2003 journal article detailing the research.

In the real world practice of medicine, some doctors turned away from OxyContin entirely.
San Francisco public health clinics stopped dispensing the painkiller in 2005, based in part
on feedback from patients who said it wore off after eight hours. The clinics switched to

generic morphine, which has a similar duration and costs a lot less.

“What I had come to see was the lack of evidence that it was any better than morphine,” Dr.
Mitchell Katz, then head of the San Francisco public health department, said in an

interview.

“What | had come to see was the lack of evidence that it was any better than morphine,” Dr. Mitchell Katz, then head of the San Francisco public health department, said in an interview.
(Christina House / For The Times)
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OxyContin’s duration, among other complaints. One of the plaintiffs was a retired Alabama

businessman named H. Jerry Bodie.

His doctor had Bodie on 30 milligrams of OxyContin every eight hours for chronic back
pain. A Purdue sales rep persuaded him to switch Bodie to a higher dose every 12 hours,

according to a judge's summary of the evidence.

Bodie returned to his doctor repeatedly, saying the drug wasn’t working, according to their
sworn testimony. The doctor kept raising the dose, eventually putting Bodie on 400

milligrams a day.
“I was more or less just a zombie,” Bodie said in a deposition.

Bodie’s lawsuit and hundreds of others filed by OxyContin users and their families never
got before a jury. Purdue got suits dismissed by asserting, among other defenses, a legal
doctrine which shields drug companies from liability when their products are prescribed by

trained physicians. Purdue settled other lawsuits on confidential terms.

R2002

Bodie Lawsuit

In a 2002 federal suit, Alabama businessman H. Jerry Bodie accused Purdue of overstating the
duration of OxyContin, among other complaints. The lawsuit was dismissed.

ecific prescription drug to curb its n
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ad sufficient pain relief when taken |

(http://documents.latimes.com/bodie-lawsuit-2002/)

In these legal battles, the company successfully petitioned courts to have evidence sealed,
citing the need to protect trade secrets. The sealed materials included internal memos to
members of the Sackler family and others, FDA correspondence, testimony from executives

and sales reps’ reports.
They remain sealed to this day. The Times reviewed thousands of pages of them.

In the fall of 2004, in a remote courthouse in Appalachia, the 12-hour dosing issue came
close to a public airing. The West Virginia attorney general was pressing a lawsuit against
Purdue demanding reimbursement of “excessive prescription costs” paid by the state
through programs for the poor and elderly. The state accused the company of deceptive

marketing, including the 12-hour claim.
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out of investigators’ interviews with addicts and their families. In describing problems with

OxyContin, many said the drug wore off hours early.

“What was happening was that they were taking more than they were prescribed because

the pain medication wasn’t working,” Hughes recalled in an interview.

Purdue’s legal team made numerous attempts to get the suit dismissed or moved from state
to federal court, where the company had succeeded in getting many cases tossed out. All
these efforts failed.

Purdue had one final shot at avoiding trial: A motion for summary judgment. The judge
hearing the case in rural McDowell County was Booker T. Stephens, son of a local coal

miner and the first African American elected to the West Virginia circuit court.

To make this critical argument, the company tapped Eric Holder Jr., who had been the
nation’s first African American deputy attorney general. On Oct. 13, 2004, the man who
would become President Obama’s attorney general argued that West Virginia prosecutors

didn’t have sufficient evidence to warrant a trial.

Eric Holder, later the Attorney General, appeared in 2004 for Purdue Pharma in a West Virginia court case. (Francine Orr / Los Angeles Times)

Stephens disagreed. He ruled that there was enough evidence that a jury could find Purdue

had made deceptive claims about OxyContin, including how long it lasted.

“Most of the patients in the clinical trials required additional medication, so called ‘rescue
medications,” that accompanied their 12-hour OxyContin dose,” the judge wrote in his Nov.
5, 2004 ruling. “Plaintiff’s evidence shows Purdue could have tested the safety and efficacy

of OxyContin at eight hours, and could have amended their label, but did not.”
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NORWALK, Conn., May 31 /PRNewswire/ -- For patients suffering from moderate to severe pain which requires
treatment for more than a few days, such as the pain associated with arthritis, cancer, injuries, lower back
problems, and other musculoskeletal conditions, now there is new OxyContin(TM) (oxycodone HCI controlled-
release) Tablets C-ll (Warning: May be habit forming) -- the first and only 12-hour oxycodone pain medicine.

Purdue Pharma L.P., a leader in pain management, today announced that long-acting OxyContin Tablets (for the
treatment of moderate to severe pain lasting more than a few days) is available in U.S. pharmacies with a doctor's
prescription.

OxyContin -- the first and only 12-hour oxycodone analgesic

New OxyContin is a significant advance in the treatment of persistent pain. Millions of Americans suffer from
moderate to severe chronic pain serious enough to have an impact on their lives. Among the most common
causes of persistent, debilitating pain are arthritis, lower back conditions, injuries and cancer. For example, more
than eight million Americans are permanently disabled by back pain -- with 65,000 new cases diagnosed each
year. Cancer is diagnosed in over one million Americans each year. In advanced stages, nearly 75% of cancer
patients have pain that is moderate, severe or very severe. In earlier stages, 30% to 45% of cancer patients
experience moderate to severe pain.

Unlike short-acting pain medications, which must be taken every 3 to 6 hours -- often on an "as needed" basis --
OxyContin Tablets are taken every 12 hours, providing smooth and sustained pain control all day and all night.
Dosing with OxyContin Tablets on a regular schedule spares patients from anxious "clock-watching" when pain
must be controlled over long periods.
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Twice-daily dosing simplifies and improves patients' lives

"The importance of pain control with twice-daily dosing can't be stressed strongly enough," reported Paul D.
Goldenheim, M.D., Vice President of Purdue Pharma. "Until now, patients with persistent pain had to take
products such as Percocet(R), Vicodin(R), and Tylenol(R) with Codeine as often as six times a day. Now, with
every twelve-hour OxyContin dose, many patients may experience pain relief and may enjoy daytime activities
and nighttime rest without the inconvenience of taking tablets every four to six hours. Moreover, we've discovered
that the simplicity and convenience of twice-daily dosing also enhances patient compliance with their doctor's
instructions."

Patient benefits demonstrated in clinical studies

In clinical trials of OxyContin Tablets, involving more than 700 patients, key findings included:

-- Onset of pain relief occurred within 1 hour for most patients.

-- 12 hours of smooth and sustained pain control were provided by

OxyContin Tablets.

-- Common opioid-related side effects (except constipation)

diminished over time, even as daily doses increased.

-- By relieving their pain, OxyContin improved patients' quality of

life, mood and sleep, as compared to placebo treatment.

"Because of its effectiveness and good acceptability to patients, our studies suggest that OxyContin is an ideal
choice in progressive pain management when around-the-clock therapy is indicated," added Dr. Goldenheim.

OxyContin allows flexible dosing

OxyContin is available in three tablet strengths (10 mg, 20 mg, 40 mg) -- ideal for long-term control over a broad
range of pain. Small, color-coded tablets make the product easy to swallow and easy to identify.

OxyContin Tablets are available by prescription only. OxyContin Tablets are to be taken whole. Taking broken,
chewed or crushed tablets could lead to the rapid release and absorption of a potentially toxic dose of oxycodone.
The most serious risk associated with opioids, including OxyContin, is respiratory depression. Common opioid
side effects are constipation, nausea, sedation, dizziness, vomiting, pruritis, headache, dry mouth, sweating, and
weakness.

Headquartered in Norwalk, Connecticut, Purdue Pharma L.P. is a leader in the research and development of long-

acting pharmaceuticals, with a special emphasis on pain relief. Through Partners Against Pain(R) and other
programs, the company is also committed to providing effective professional and patient education services.

Petego K9 Keeper Universal Pet Safe[> .
= =

- $74.10 20% Off + Free Shipping

Purdue Pharma, its international associated companies and affiliates distribute pharmaceuticals to more than 100
countries. Associated companies maintain production and research facilities in the United States, Canada, the
United Kingdom, Germany and Israel, as well as marketing and distribution centers in Ireland, Austria and
Switzerland.

NOTE: Percocet is a registered trademark of the DuPont Merck Pharmaceutical Co. Vicodin is a registered
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trademark of Knoll Pharmaceutical Company. Tylenol with Codeine is a registered trademark of McNeil
Pharmaceutical.

Please see brief summary of prescribing information which follows the background information.

BACKGROUND

Persistent Pain Goes Largely Untreated

Millions of Americans suffer from moderate to severe persistent pain. Arthritis, lower back conditions, cancer and
injuries are among the most common causes of persistent, debilitating pain.

For example, more than eight million Americans are permanently disabled by back pain -- with 65,000 new cases
diagnosed each year. Cancer is diagnosed in over one million Americans each year. At the time of diagnosis and
at the intermediate stage, 30%-45% of cancer patients experience moderate to severe pain. Nearly 75% of
patients with advanced cancer have pain; of these, 40%-50% describe it as moderate to severe; another 25%
-30% report their pain as very severe or excruciating.

Despite the availability of medications to control or alleviate pain, the underreporting and undertreatment of pain
remains one of the most pressing issues affecting the quality of patient care today.

Why is pain undertreated?

The reasons why pain remains so inadequately managed are many, but several have been identified: 1) poor
assessment by healthcare professionals, 2) underreporting by patients who accept pain as an inevitable
consequence of disease, and 3) underuse of pain medications because of unwarranted fears of uncontrollable
side effects and/or addiction by physicians and patients alike.

What is being done about this problem?

In response to these concerns, new guidelines for the treatment of acute pain and cancer pain were published in
the December 20, 1995 issue of Journal of the American Medical Association (JAMA), encouraging patients to
become more active in managing their personal pain.

Patients must communicate with physicians/nurses.

According to Mitchell B. Max, M.D., chairman of the American Pain Society Quality of Care Committee, which
developed the new guidelines, "Patients should let their doctor or nurse know when they are in pain; if the current
treatment is not working, it should be adjusted. Outpatients should be able to talk to a doctor or nurse by
telephone 24 hours a day to adjust their pain medication if needed."

The fear of addiction is exaggerated.

One cause of patient resistance to appropriate pain treatment -- the fear of addiction -- is largely unfounded.
According to Dr. Max, "Experts agree that most pain caused by surgery or cancer can be relieved, primarily by
carefully adjusting the dose of opioid (narcotic) pain reliever to each patient's need, and that there is very little risk
of addiction from the proper uses of these drugs for pain relief."

Paul D. Goldenheim, M.D., Vice President of Purdue Pharma L.P. in Norwalk, Connecticut, agrees with this
assessment. "Proper use of medication is an essential weapon in the battle against persistent pain. But too often
fear, misinformation and poor communication stand in the way of their legitimate use."

Brief summary on gl2h OxyContin (TM)
(oxycodone HC1l controlled-release) Tablets
Warning -- May be habit forming

10 mg * 20 mg * 40 mg
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Before prescribing, see complete prescribing information, including DOSAGE AND ADMINISTRATION
INDICATIONS AND USAGE:

For the management of moderate to severe pain where use of an opioid analgesic is appropriate for more than a
few days.

CONTRAINDICATIONS:

OxyContin is contraindicated in patients with known hypersensitivity to oxycodone, or in any situation where
opioids are contraindicated. This includes patients with significant respiratory depression (in unmonitored settings
or the absence of resuscitative equipment), and patients with acute or severe bronchial asthma or hypercarbia.
OxyContin is contraindicated in any patient who has or is suspected of having paralytic ileus.

WARNINGS:

OxyContin TABLETS ARE TO BE SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR
CRUSHED. TAKING BROKEN, CHEWED OR CRUSHED. OxyContin TABLETS COULD LEAD TO THE RAPID
RELEASE AND ABSORPTION OF A POTENTIALLY TOXIC DOSE OF OXYCODONE.

Respiratory Depression

Respiratory depression, the chief hazard from all opioid agonist preparations, occurs most frequently in elderly or
debilitated patients, usually following large initial doses in non-tolerant patients, or when opioids are given in
conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chronic obstructive pulmonary
disease or cor pulmonale, and in patients having a substantially decreased respiratory reserve, hypoxia,
hypercapnia, or preexisting respiratory depression. In such patients, even usual therapeutic doses of oxycodone
may decrease respiratory drive to the point of apnea. In these patients alternative non-opioid analgesics should
be considered, and opioids should be employed only under careful medical supervision at the lowest effective
dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide retention and secondary elevation of
cerebrospinal fluid pressure, and may be markedly exaggerated in the presence of head injury, intracranial
lesions, or other sources of preexisting increased intracranial pressure. Oxycodone produces effects which may
obscure neurologic signs of further increases in intracranial pressure in patients with head injuries.

Hypotensive Effect

OxyContin, like all opioid analgesics, may cause severe hypotension in an individual whose ability to maintain
blood pressure has been compromised by a depleted blood volume, or after concurrent administration with drugs
such as phenothiazines or other agents which compromise vasomotor tone. OxyContin may produce orthostatic
hypotension in ambulatory patients. OxyContin, like all opioid analgesics, should be administered with caution to
patients in circulatory shock, since vasodilation produced by the drug may further reduce cardiac output and blood
pressure.

PRECAUTIONS:

General -- OxyContin tablets are intended for use in patients who require oral pain therapy with an opioid agonist
of more than a few days duration. As with any opioid analgesic, it is critical to adjust the dosing regimen
individually for each patient.

Selection of patients for treatment with OxyContin should be governed by the same principles that apply to the

use of similar controlled-release opioid analgesics. Opioid analgesics given on a fixed-dosage schedule have a
narrow therapeutic index in certain patient populations, especially when combined with other drugs, and should be
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reserved for cases where the benefits of opioid analgesia outweigh the known risks of respiratory depression,
altered mental state, and postural hypotension. Physicians should individualize treatment in every case, using
non-opioid analgesics, prn opioids and/or combination products, and chronic opioid therapy with drugs such as
OxyContin in a progressive plan of pain management such as outlined by the World Health Organization, the
Agency for Health Care Policy and Research, and the American Pain Society.

Use of OxyContin is associated with increased potential risks and should be used only with caution in the
following conditions: acute alcoholism; adrenocortical insufficiency (e.g., Addison's disease); CNS depression or
coma; delirium tremens; debilitated patients; kyphoscoliosis associated with respiratory depression; myxedema or
hypothyroidism; prostatic hypertrophy or urethral stricture; severe impairment of hepatic, pulmonary or renal
function; and toxic psychosis.

The administration of oxycodone, like all opioid analgesics, may obscure the diagnosis or clinical course in
patients with acute abdominal conditions. Oxycodone may aggravate convulsions in patients with convulsive
disorders, and all opioids may induce or aggravate seizures in some clinical settings.

Interactions with other CNS Depressants

OxyContin, like all opioid analgesics, should be used with caution and started in a reduced dosage (1/3 to 1/2 of
the usual dosage) in patients who are concurrently receiving other central nervous system depressants including
sedatives or hypnotics, general anesthetics, phenothiazines, other tranquilizers and alcohol. Interactive effects
resulting in respiratory depression, hypotension, profound sedation or coma may result if these drugs are taken in
combination with the usual doses of OxyContin.

Interactions with Mixed Agonist/Antagonist Opioid Analgesics

Agonist/antagonist analgesics (i.e., pentazocine, nalbuphine, butorphanol and buprenorphine) should be
administered with caution to a patient who has received or is receiving a course of therapy with a pure opioid
agonist analgesic such as oxycodone. In this situation, mixed agonist/antagonist analgesics may reduce the
analgesic effect of oxycodone and/or may precipitate withdrawal symptoms in these patients.

Ambulatory Surgery

OxyContin is not recommended pre-operatively (preemptive analgesia) or for the management of pain in the
immediate post-operative period (the first 12 to 24 hours following surgery) for patients not previously taking the
drug, because its safety in this setting has not been established.

Patients who are already receiving OxyContin tablets as part of ongoing analgesic therapy may be safely
continued on the drug if appropriate dosage adjustments are made considering the procedure, other drugs given
and the temporary changes in physiology caused by the surgical intervention (see PRECAUTIONS: Drug-Drug
Interactions).

Use in Pancreatic/Biliary Tract Disease

Oxycodone may cause spasm of the sphincter of Oddi and should be used with caution in patients with biliary
tract disease, including acute pancreatitis. Opioids like oxycodone may cause increases in the serum amylase
level.

Tolerance and Physical Dependence

Tolerance is the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the
absence of disease progression or other external factors). Physical dependence is the occurrence of withdrawal
symptoms after abrupt discontinuation of a drug or upon administration of an antagonist. Physical dependence
and tolerance are not unusual during chronic opioid therapy.

Significant tolerance should not occur in most of the patients treated with the lowest doses of oxycodone. It should
be expected, however, that a fraction of cancer patients will develop some degree of tolerance and require
progressively higher dosages of OxyContin to maintain pain control during chronic treatment. Regardless of
whether this occurs as a result of increased pain secondary to disease progression or pharmacological tolerance,
dosages can usually be increased safely by adjusting the patient's dose to maintain an acceptable balance
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between pain relief and side effects. The dosage should be selected according to the patient's individual analgesic
response and ability to tolerate side effects. Tolerance to the analgesic effect of opioids is usually paralleled by
tolerance to side effects, except for constipation.

Physical dependence results in withdrawal symptoms in patients who abruptly discontinue the drug or may be
precipitated through the administration of drugs with opioid antagonist activity (see OVERDOSAGE). If OxyContin
is abruptly discontinued in a physically dependent patient, an abstinence syndrome may occur. This is
characterized by some or all of the following: restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills,
myalgia and mydriasis. Other symptoms also may develop, including: irritability, anxiety, backache, joint pain,
weakness, abdominal cramps, insomnia, nausea, anorexia, vomiting, diarrhea, or increased blood pressure,
respiratory rate or heart rate.

If signs and symptoms of withdrawal occur, patients should be treated by reinstitution of opioid therapy followed
by a gradual, tapered dose reduction of OxyContin combined with symptomatic support.

Information for Patients/Caregivers
If clinically advisable, patients receiving OxyContin should be given the following information by the physician:

1. OxyContin tablets were designed to work properly only if swallowed whole. They may release all their contents
at once if broken, chewed or crushed, resulting in a risk of overdose.

2. Report episodes of breakthrough pain and adverse experiences occurring during therapy. Individualization of
dosage is essential to make optimal use of this medication.

3. Do not adjust the dose of OxyContin without consulting the prescribing professional.

4. OxyContin may impair mental and/or physical ability required for the performance of potentially hazardous tasks
(e.g., driving, operating heavy machinery).

5. Do not combine OxyContin with alcohol or other central nervous system depressants (sleep aids, tranquilizers)
except by the orders of the prescribing physician, because additive effects may occur.

6. Women of childbearing potential who become, or are planning to become, pregnant should consult their
physician regarding the effects of analgesics and other drug use during pregnancy on themselves and their
unborn child.

7. OxyContin is a potential drug of abuse. Patients should protect it from theft, and it should never be given to
anyone other than the individual for whom it was prescribed.

8. Patients may pass empty matrix "ghosts" (tablets) via colostomy or in the stool; this is of no concern since the
active medication has already been absorbed.

9. If patients have been receiving treatment with OxyContin for more than a few weeks and cessation of therapy is
indicated, it may be appropriate to taper the OxyContin dose, rather than abruptly discontinue it, due to the risk of
precipitating withdrawal symptoms.

Their physician can provide a dose schedule to accomplish a gradual discontinuation of the medication.
Laboratory Monitoring

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

Interactions with Alcohol and Drugs of Abuse

Oxycodone may be expected to have additive effects when used in conjunction with alcohol, other opioids or illicit
drugs which cause central nervous system depression.
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Use in Drug and Alcohol Addiction

OxyContin is an opioid with no approved use in the management of addictive disorders. Its proper usage in
individuals with drug or alcohol dependence, either active or in remission, is for the management of pain requiring
opioid analgesia.

Drug-Drug Interactions

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

Oxycodone is metabolized in part to oxymorphone via CYP2D6. While this pathway may be blocked by a variety
of drugs (e.g., certain cardiovascular drugs and antidepressants), such blockade has not yet been shown to be of
clinical significance with this agent. Clinicians should be aware of this possible interaction, however.

Use with CNS Depressants

OxyContin, like all opioid analgesics, should be started at 1/3 to 1/2 of the usual dosage in patients who are
concurrently receiving other central nervous system depressants including sedatives or hypnotics, general
anesthetics, phenothiazines, centrally acting anti-emetics, tranquilizers and alcohol because respiratory
depression, hypotension and profound sedation or coma may result. No specific interaction between oxycodone
and monoamine oxidase inhibitors has been observed, but caution in the use of any opioid in patients taking this
class of drugs is appropriate.

Mutagenicity

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

Pregnancy

Teratogenic Effects -- Category B: Reproduction studies have been performed in rats and rabbits by oral
administration at doses up to 8 mg/kg (48 mg/m2) and 125 mg/kg (1375 mg/m2), respectively. These doses are 4
and 60 times a human dose of 120 mg/day (74 mg/m2), based on mg/kg of a 60 kg adult (0.7 and 19 times this
human dose based upon mg/m2). The results did not reveal evidence of harm to the fetus due to oxycodone.
There are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only if clearly
needed.

Nonteratogenic Effects -- Neonates whose mothers have been taking oxycodone chronically may exhibit
respiratory depression and/or withdrawal symptoms, either at birth and/or in the nursery.

Labor and Delivery

OxyContin is not recommended for use in women during and immediately prior to labor and delivery because oral
opioids may cause respiratory depression in the newborn.

Nursing Mothers

Low concentrations of oxycodone have been detected in breast milk. Withdrawal symptoms can occur in breast-
feeding infants when maternal administration of an opioid analgesic is stopped. Ordinarily, nursing should not be
undertaken while a patient is receiving OxyContin since oxycodone may be excreted in the milk.

Pediatric Use

Safety and effectiveness in pediatric patients below the age of 18 have not been established with this dosage
form of oxycodone. However, oxycodone has been used extensively in the pediatric population in other dosage
forms, as have the excipients used in this formulation. No specific increased risk is expected from the use of this
form of oxycodone in pediatric patients old enough to safely take tablets if dosing is adjusted for the patient's
weight. It must be remembered that OxyContin tablets cannot be crushed or divided for administration.
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Geriatric Use

In controlled pharmacokinetic studies in elderly subjects (greater than 65 years) the clearance of oxycodone
appeared to be slightly reduced. Compared to young adults, the plasma concentrations of oxycodone were
increased approximately 15%. In clinical trials with appropriate initiation of therapy and dose titration, no untoward
or unexpected side effects were seen based on age, and the usual doses and dosing intervals are appropriate for
the geriatric patient. As with all opioids, the starting dose should be reduced to 1/3 to 1/2 of the usual dosage in
debilitated, non-tolerant patients.

Hepatic Impairment

A study of OxyContin in patients with hepatic impairment indicates greater plasma concentrations than those with
normal function. The initiation of therapy at 1/3 to 1/2 the usual doses and careful dose titration is warranted.

Renal Impairment

In patients with renal impairment, as evidenced by decreased creatinine clearance (less than 60 mL/min.), the
concentrations of oxycodone in the plasma are approximately 50% higher than in subjects with normal renal
function. Dose initiation should follow a conservative approach. Dosages should be adjusted according to the
clinical situation.

Gender Differences

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

ADVERSE REACTIONS:

Serious adverse reactions which may be associated with OxyContin tablet therapy in clinical use are those
observed with other opioid analgesics, including: respiratory depression, apnea, respiratory arrest, and (to an
even lesser degree) circulatory depression, hypotension or shock (see OVERDOSE).

The non-serious adverse events seen on initiation of therapy with OxyContin are typical opioid side effects. These
events are dose- dependent, and their frequency depends upon the dose, the clinical setting, the patient's level of
opioid tolerance, and host factors specific to the individual. They should be expected and managed as a part of
opioid analgesia. The most frequent (more than 5%) include constipation, nausea, somnolence, dizziness,
vomiting, pruritus, headache, dry mouth, sweating and asthenia.

In many cases the frequency of these events during initiation of therapy may be minimized by careful
individualization of starting dosage, slow titration, and the avoidance of large swings in the plasma concentrations
of the opioid. Many of these adverse events will cease or decrease in intensity as OxyContin therapy is continued
and some degree of tolerance is developed.

In clinical trials comparing OxyContin with immediate-release oxycodone and placebo, the most common adverse
events (more than 5%) reported by patients (pts) at least once during therapy were:

OxyContin Immediate-Release Placebo
n=227 n=225 n=45

# pts (%) # pts (%) # pts (
Constipation 52 (23) 58 (26
Nausea 52 (23) o0 (27) 5 (1
Somnolence 52 (23) 55 (24)
Dizziness 29 (13) 35 (16) 4 (
Pruritus 29 (13) 28 (12) 1 (2
Vomiting 27 (12) 31 (14) 3 (7
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Headache 17 (7) 19 (8) 3 (7)
Dry Mouth 13 (6) 15 (7) 1 (2)
Asthenia 13 (6) 16 (7) -- —--
Sweating 12 (5) 13 (6) 1 (2)

The following adverse experiences were reported in OxyContin treated patients with an incidence between 1%
and 5%. In descending order of frequency they were anorexia, nervousness, insomnia, fever, confusion, diarrhea,
abdominal pain, dyspepsia, rash, anxiety, euphoria, dyspnea, postural hypotension, chills, twitching, gastritis,
abnormal dreams, thought abnormalities, and hiccups.

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

General: accidental injury, chest pain, facial edema, malaise, neck

pain, pain

Cardiovascular: migraine, syncope, vasodilation, ST depression

Digestive: dysphagia, eructation, flatulence, gastrointestinal

disorder, increased appetite, nausea and vomiting, stomatitis

Hemic and Lymphatic: lymphadenopathy

Metabolic and Nutritional: dehydration, edema, peripheral edema,

thirst

Nervous: abnormal gait, agitation, amnesia, depersonalization,

depression, emotional lability, hallucination, hyperkinesia,

hypesthesia, hypotonia, malaise, paresthesia, speech disorder,

stupor, tinnitus, tremor, vertigo, withdrawal syndrome

Respiratory: cough increased, pharyngitis, voice alteration

Skin: dry skin, exfoliative dermatitis

Special Senses: abnormal vision, taste perversion

Urogenital: dysuria, hematuria, impotence, polyuria, urinary

retention, urination impaired

DRUG ABUSE AND DEPENDENCE (Addiction):

OxyContin is a mu-agonist opioid with an abuse liability similar to morphine and is a Schedule Il controlled
substance. Oxycodone products are common targets for both drug abusers and drug addicts. Delayed absorption,
as provided by OxyContin tablets, is believed to reduce the abuse liability of a drug.

Drug addiction (drug dependence, psychological dependence) is characterized by a preoccupation with the
procurement, hoarding, and abuse of drugs for non-medicinal purposes. Drug dependence is treatable, utilizing a

multi-disciplinary approach, but relapse is common. latrogenic "addiction" to opioids legitimately used in the
management of pain is very rare.
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OxyContin consists of a dual-polymer matrix, intended for oral use only. Parenteral venous injection of the tablet
constituents, especially talc, can be expected to result in local tissue necrosis and pulmonary granulomas.

OVERDOSAGE:

Acute overdosage with oxycodone can be manifested by respiratory depression, somnolence progressing to
stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted pupils, bradycardia, hypotension,
and death.

In the treatment of oxycodone overdosage, primary attention should be given to the re-establishment of a patent
airway and institution of assisted or controlled ventilation. Supportive measures (including oxygen and
vasopressors) should be employed in the management of circulatory shock and pulmonary edema accompanying
overdose as indicated. Cardiac arrest or arrhythmias may require cardiac massage or defibrillation.

The pure opioid antagonists such as naloxone or nalmefene are specific antidotes against respiratory depression
from opioid overdose. Opioid antagonists should not be administered in the absence of clinically significant
respiratory or circulatory depression secondary to oxycodone overdose. They should be administered cautiously
to persons who are known, or suspected to be, physically dependent on any opioid agonist including OxyContin.
In such cases, an abrupt or complete reversal of opioid effects may precipitate an acute abstinence syndrome.
The severity of the withdrawal syndrome produced will depend on the degree of physical dependence and the
dose of the antagonist administered. Please see the prescribing information for the specific opioid antagonist for
details of their proper use.

SAFETY AND HANDLING:

OxyContin tablets are solid dosage forms that pose no known health risk to health-care providers beyond that of
any controlled substance. As with all such drugs, care should be taken to prevent diversion or abuse by proper
handling.

CAUTION:

DEA Order Form Required. Federal law prohibits dispensing without prescription.

Manufactured by The PF Laboratories, Inc., Totowa, N.J. 07512.

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

Copyright 1995, Purdue Pharma L.P.

U.S. Patent Numbers 4,861,598; 4,970,075; and 5,266,331

December 5, 1995 A4909-BS
-0- 5/31/96

/CONTACT: Mike Innaurato of Purdue Pharma L.P., 203-854-7332/
CO: Purdue Pharma L.P. ST: Connecticut IN: MTC SU: PDT
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BUSINESS DAY

In Guilty Plea, OxyContin Maker to Pay
$600 Million

By BARRY MEIER MAY 10, 2007

ABINGDON, Va., May 10 — The company that makes the narcotic painkiller
OxyContin and three current and former executives pleaded guilty today in federal
court here to criminal charges that they misled regulators, doctors and patients

about the drug’s risk of addiction and its potential to be abused.

To resolve criminal and civil charges related to the drug’s “misbranding,” the
parent of Purdue Pharma, the company that markets OxyContin, agreed to pay some
$600 million in fines and other payments, one of the largest amounts ever paid by a

drug company in such a case.

Also, in a rare move, three executives of Purdue Pharma, including its president
and its top lawyer, pleaded guilty today as individuals to misbranding, a criminal
violation. They agreed to pay a total of $34.5 million in fines.

OxyContin is a powerful, long-acting narcotic that provides relief of serious pain
for up to 12 hours. Initially, Purdue Pharma contended that OxyContin, because of
its time-release formulation, posed a lower threat of abuse and addiction to patients

than do traditional. shorter-acting nainkillers like Percocet or Vicodin.
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That claim became the linchpin of the most aggressive marketing campaign ever
undertaken by a pharmaceutical company for a narcotic painkiller. Just a few years
after the drug’s introduction in 1996, annual sales reached $1 billion. Purdue
Pharma heavily promoted OxyContin to doctors like general practitioners, who had
often had little training in the treatment of serious pain or in recognizing signs of

drug abuse in patients.

But both experienced drug abusers and novices, including teenagers, soon
discovered that chewing an OxyContin tablet or crushing one and then snorting the
powder or injecting it with a needle produced a high as powerful as heroin. By 2000,
parts of the United States, particularly rural areas, began to see skyrocketing rates of
addiction and crime related to use of the drug.

More details about the plea agreements were expected to be announced at a
news conference this afternoon in Roanoke, Va., by John L. Brownlee, the United
States attorney for the Western District of Virginia. “Misbranding” is a broad statute
that makes it a crime to mislabel a drug, fraudulently promote it or market it for an

unapproved use.

In a proceeding this morning in United States District Court here, both Purdue
Pharma and the three executives acknowledged that the company fraudulently
marketed OxyContin for six years as a drug that was less prone to abuse, as well as

one that also had fewer narcotic side effects.

In a statement, the company said: “Nearly six years and longer ago, some
employees made, or told other employees to make, certain statements about
OxyContin to some health care professionals that were inconsistent with the F.D.A.-
approved prescribing information for OxyContin and the express warnings it
contained about risks associated with the medicine. The statements also violated

written company policies requiring adherence to the prescribing information.”

“We accept responsibility for those past misstatements and regret that they were

made,” the statement said.

The time period covered by the guilty pleas runs from late 1995, when the Food
and Drug Administration approved OxyContin for sale, to mid-2001, when Purdue

http://www.nytimes.com/2007/05/10/business/11drug-web.html
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Pharma, faced with both public criticism and regulatory scrutiny, dropped its initial

marketing claims for the drug.

Federal officials said that internal Purdue Pharma documents show that
company officials recognized even before the drug was marketed that they would
face stiff resistance from doctors who were concerned about the potential of a high-

powered narcotic like OxyContin to be abused by patients or cause addiction.

As a result, company officials developed a fraudulent marketing campaign
designed to promote OxyContin as a time-released drug that was less prone to such
problems. The crucial ingredient in OxyContin is oxycodone, a narcotic that has been
used for many years. But unlike other medications like Percocet that contain
oxycodone along with other ingredients, OxyContin is pure oxycodone, with a large
amount in each tablet because of the time-release design.

The drug has proven to be valuable in treating serious, long-lasting pain.

Purdue Pharma acknowledged in the court proceeding today that “with the
intent to defraud or mislead,” it marketed and promoted OxyContin as a drug that
was less addictive, less subject to abuse and less likely to cause other narcotic side

effects than other pain medications.

For instance, when the painkiller was first approved, F.D.A. officials allowed
Purdue Pharma to state that the time-release of a narcotic like OxyContin “is

believed to reduce” its potential to be abused.

But according to federal officials, Purdue sales representatives falsely told
doctors that the statement, rather than simply being a theory, meant that OxyContin
had a lower potential for addiction or abuse than drugs like Percocet. Among other
things, company sales officials were allowed to draw their own fake scientific charts,
which they then distributed to doctors, to support that misleading abuse-related
claim, federal officials said.

Between 1995 and 2001, OxyContin brought in $2.8 billion in revenue for
Purdue Pharma, a closely held company based in Stamford, Conn. At one point, the
drug accounted for 9o percent of the company’s sales.
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As part of the plea agreement, Purdue Frederick, a holding company for Purdue
Pharma that is also closely held, pleaded guilty to a felony charge of misbranding
OxyContin. Of the $600 million the company agreed to pay in criminal and civil
penalties, some $470 million represents fines to federal and state agencies. The
remaining $130 million represents payments to settle civil litigation brought by

patients and other private plaintiffs.

Purdue Pharma has also agreed, among other things, to subject itself to
independent monitoring of its practices. The three top former and current Purdue
Pharma executives pleaded guilty to criminal misdemeanor charges of misbranding,
a charge that does not require prosecutors to show knowledge or intent on the
executives’ part. However, the three individuals ran Purdue Pharma during the

period in question.

Those executives are: Michael Friedman, the company’s president, who agreed
to pay $19 million in fines; Howard R. Udell, its top lawyer, who agreed to pay $8
million; and Dr. Paul D. Goldenheim, its former medical director, who agreed to pay
$7.5 million.

In a separate statement, Purdue said: “Mr. Friedman, Dr. Goldenheim (while at
Purdue) and Mr. Udell neither engaged in nor tolerated the misconduct at issue in
this investigation. To the contrary, they took steps to prevent any misstatements in
the marketing or promotion of OxyContin and to correct any such misstatements of

which they became aware.”

© 2017 The New York Times Company
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A TIMES INVESTIGATION

More than 1 million OxyContin pills ended
up in the hands of criminals and addicts.
What the drugmaker knew

By HARRIET RYAN, LISA GIRION AND SCOTT GLOVER
JULY 10, 2016

n the waning days of summer in 2008, a convicted felon and his business partner
I leased office space on a seedy block near MacArthur Park. They set up a waiting room,
hired an elderly physician and gave the place a name that sounded like an ordinary

clinic: Lake Medical.

The doctor began prescribing the opioid painkiller OxyContin — in extraordinary quantities.
In a single week in September, she issued orders for 1,500 pills, more than entire
pharmacies sold in a month. In October, it was 11,000 pills. By December, she had

prescribed more than 73,000, with a street value of nearly $6 million.

At its headquarters in Stamford,
Conn., Purdue Pharma, the maker of
OxyContin, tracked the surge in
prescriptions. A sales manager went
to check out the clinic and the
company launched an investigation.
It eventually concluded that Lake
Medical was working with a corrupt
pharmacy in Huntington Park to

obtain large quantities of OxyContin.

“Shouldn’t the DEA be contacted
about this?” the sales manager,
Michele Ringler, told company
officials in a 2009 email. Later that
evening, she added, “I feel very
certain this is an organized drug

ring...”

Purdue did not shut off the supply of
highly addictive OxyContin and did
not tell authorities what it knew
about Lake Medical until several
years later when the clinic was out of

business and its leaders indicted.

By that time, 1.1 million pills had

spilled into the hands of Armenian

During a single week in September 2008, Eleanor Santiago of Lake Medical, issued orders for
mobsters, the Crips gang and other 1,500 pills, more than entire pharmacies sold in a month. (Court exhibit)

criminals.

A Los Angeles Times investigation found that, for more than a decade, Purdue collected
extensive evidence suggesting illegal trafficking of OxyContin and, in many cases, did not

share it with law enforcement or cut off the flow of pills. A former Purdue executive, who


http://www.latimes.com/
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evidence pharmacies were colluding with drug dealers, it did not stop supplying distributors

selling to those stores.

Purdue knew about many suspicious doctors and pharmacies from prescribing records,
pharmacy orders, field reports from sales representatives and, in some instances, its own
surveillance operations, according to court and law enforcement records, which include

internal Purdue documents, and interviews with current and former employees.

Sounding the alarm

B September 1, 2009
"Shouldn't the DEA be contacted about this?"

Purdue district manager Michele Ringler urges company officials to alert the DEA. She later
recalled a previous visit to the clinic and said, "l feel very certain this is an organized drug ring..."

quality is terrible and they are anticipatin
'

ler is not going to be selling te this pharm
n those doctors. I think it is very dangerou
. I'm also very concerned that the owner of
g to these physicians that he was paidia vis
Shouldn't the DEA be contacted about this?

(http://documents.latimes.com/sounding-alarm/)

B September 2, 2009

A Purdue officials response
Jack Crowley responds to Ringler's concern.

Crowiey, Jack

Ringler, Michele

Limer, Gina; Taggart, Bnece

97272009 1:28:53 PM

RE: Samt i

— we are considering all angles, and I appreciate

(http://documents.latimes.com/sounding-alarm/)

Joseph Rannazzisi, who was the top DEA official responsible for drug company regulation
until last year, said he was not aware of the scope of evidence collected by Purdue. Under

federal law, drugmakers must alert the DEA to suspicious orders. The agency interprets that
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are going to the black market.
“They have an obligation, a legal one but also a moral one,” he said.

The federal government has not

accused Purdue of any wrongdoing in This is the second part of an L.A. Times investigation of OxyContin, the

the case of Lake Medical or other nation’s best-selling and widely abused painkiller.

The story is based on interviews with current and former Purdue employees,
law enforcement officials, medical professionals, pharmaceutical industry
experts and others as well as court filings, law enforcement records and
internal Purdue documents. The company records come from court cases and
government investigations and include many records sealed by the courts.

suspected drug operations.

In a statement

(http://documents.latimes.com/purdues-response-july-2016/), a Purdue lawyer said the
company had “at all times complied with the law.” General counsel Phil Strassburger said
Purdue had reduced supplies of OxyContin to distributors servicing some pharmacies it
suspected of corruption, but had to be careful such reductions did not interfere with

legitimate patients getting medication.
He defended the company’s decision not to share all its evidence with authorities.

“It would be irresponsible to direct every single anecdotal and often unconfirmed claim of

potential misprescribing to these organizations,” Strassburger said.

What Purdue knew

More than 194,000 people have died since 1999 from overdoses involving opioid
painkillers, including OxyContin. Nearly 4,000 people start abusing those drugs every day,
according to government statistics. The prescription drug epidemic is fueling a heroin crisis,
shattering communities and taxing law enforcement officers who say they would benefit

from having information such as that collected by Purdue.

A private, family-owned corporation, Purdue has earned more than $31 billion from
OxyContin, the nation’s bestselling painkiller (/projects/oxycontin-part1). A year before
Lake Medical opened, Purdue and three of its executives pleaded guilty to federal charges of
misbranding OxyContin in what the company acknowledged was an attempt to mislead

doctors about the risk of addiction. It was ordered to pay $635 million in fines and fees.

WATCH THE VIDEO
Inside an OxyContin ring

Your System Status

WE'RE SORRY!
You need to update your Flash Player.

Getapose (http://www.adobe.com/go/getflash/)

FLASH* PLAYER

IMPORTANT: After installing the raguired
upgrade please reload this browser window
to view the video player.



http://documents.latimes.com/purdues-response-july-2016/
http://www.latimes.com/projects/oxycontin-part1
http://www.adobe.com/go/getflash/

2:17-cv-13334-JCO-EAS Doc # 2-5 Filed 10/12/17 Pg5o0f13 PgID 1412

After the settlement, Purdue touted a high-powered internal security team it had set up to
guard against the illicit use of its drug. Drugmakers like Purdue are required by law to
establish and maintain “effective controls” against the diversion of drugs from legitimate

medical purposes.

That anti-diversion effort at Purdue was run by associate general counsel Robin Abrams, a
former assistant U.S. attorney in New York who had prosecuted healthcare fraud and
prescription drug cases. Jack Crowley, who held the title of executive director of Controlled

Substances Act compliance and had spent decades at the DEA, was also on the team.

Purdue had access to a stream of data showing how individual doctors across the nation
were prescribing OxyContin. The information came from IMS, a company that buys

prescription data from pharmacies and resells it to drugmakers for marketing purposes.

That information was vital to Purdue’s sales department. Representatives working on
commission used it to identify doctors writing a small number of OxyContin prescriptions

who might be persuaded to write more.

By combing through the data, Purdue also could identify physicians writing large numbers

of prescriptions — a potential sign of drug dealing.

Soon after Lake Medical opened, GET INVOLVED

Purdue zeroed in on prescriptions of Tell us your story A (http://static.latimes.com/oxycontin-
80-milligram, maximum-strength your-story/)

OxyContin written by Eleanor

Santiago. Once a respected physician, | have had an experience with OxyContin

the 70-year-old was in failing health (http://static.latimes.com/oxycontin-your-

and drowning in debt when she took story/#my-experience)

the job of clinic medical director

alongside several other doctors.
| know someone who has had an experience with
The 80-milligram pills Santiago OxyContin (http://static.latimes.com/oxycontin-

prescribed had the strength of 16 your-story/#friend-family-experience)
Vicodin tablets. Doctors generally

reserved those pills for patients with

severe, chronic pain who had built up

a tolerance over months or years.
In the illegal drug trade, however, “80s” were the most in demand.

During the years that Lake Medical was in business, the pills could be crushed and smoked
or snorted, producing a high similar to the drug’s chemical cousin, heroin. On the street, the

pills went for up to $80 apiece.

A physician writing a high volume of 80s was a red flag for anyone trying to detect how

OxyContin was getting onto the black market.

The number of prescriptions Santiago was writing wasn’t merely high. It was jaw-dropping.
Many doctors would go their entire careers without writing a single 80s prescription.

Santiago doled out 26 in a day.

Purdue was tracking her prescriptions.

Pills prescribed by Santiago
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OxyContin, the strength favored by addicts.
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INSIGHTS

Dec. 2008: Purdue lawyers put Santiago in "Region Zero," a company database of
doctors suspected of misprescribing narcotics.

Sept. 2009: Purdue sales manager raises alarm about Lake Medical after visiting
Huntington Park pharmacy.

March 2010: The clinic closes.

Source: California state prescribing records
Raoul Rafioa, Armand Emamdjomeh / @latimesgraphics

Michele Ringler, the district sales manager for Los Angeles and a company veteran, went to
Lake Medical to investigate. When she and one of her sales reps arrived, they found a
building that looked abandoned, according to company emails recounting the visit. Inside,
the hallways were strewn with trash and lined with a crowd of men who looked like they’d
“just got out of L.A. County jail,” according to the emails. Feeling uncomfortable, Ringler
and the rep left without speaking to Santiago.

When a Purdue security committee met in Stamford in December 2008, less than five
months after Lake Medical opened, Santiago was under review, according to internal
records and interviews. The panel, comprised of three company lawyers, could have
reported her to the DEA. Instead it opted to add her name to a confidential roster of

physicians suspected of recklessly prescribing to addicts or dealers.

Purdue calls that list Region Zero and has been adding names to it since 2002. A Times
investigation in 2013 (http://www.latimes.com/local/la-me-rx-purdue-20130811-
story.html) revealed the existence of the list. At that time, the company acknowledged that
there were more than 1,800 doctors in Region Zero.
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Purdue directed its sales reps to avoid those doctors, and it didn’t tell physicians they had
been placed on the list. Company executives told The Times in a 2013 interview that Purdue
had reported about 8% of the doctors on the list to authorities.

One doctor Purdue put in Region Zero was Eric Jacobson, a Long Island, N.Y., physician
prescribing huge amounts of OxyContin. The company stopped sending sales reps to his
office in 2010. The following year, one of Jacobson’s patients killed four people, including a

high school student, in a pharmacy robbery.

In the investigation, authorities discovered that Jacobson had been selling prescriptions to
dealers and addicts for years. The doctor “directly contributed to the tragedy of prescription
drug abuse that has swept our district and our nation,” said Loretta Lynch, then the region’s

top federal prosecutor, now the U.S. Attorney General.

Jacobson was convicted of unlawful distribution of oxycodone. The prosecutor and lead
investigator told the Times that Purdue did not disclose what it knew about Jacobson to

them either before or after the pharmacy slayings.

Following the pills
In L.A., Santiago kept writing prescriptions in ever larger numbers.

To keep the OxyContin flowing, Lake Medical needed people. Lots of them. Age, race and
gender didn’t matter. Just people whose time was cheap. For that, there was no place better

than skid row.

Low-level members of the Lake Medical ring known as cappers would set up on Central
Avenue or San Pedro Street. The stench of urine was everywhere. People were lying in
doorways, sleeping in tents, fighting, shooting up. Who wants to make some money, the

cappers would shout.

For as little as $25, homeless people served as straw patients and collected prescriptions for
80s. It required just a few hours at the clinic, filling out a few forms and sitting through a
sham examination. They were then driven, often in groups, to a pharmacy, where a capper
acting as a chaperone paid the bill in cash. He then took the pills back to the Lake Medical

ring leaders who packaged them in bulk for sale to drug dealers.

The skid row connection

Your System Status

WE'RE SORRY!
You need to update your Flash Player.

Getapose (http://www.adobe.com/go/getflash/)

FLASH® PLAYER

IMPORTANT: After installing the raguired
upgrade please reload this browser window
to view the video player.



http://www.casaforchildren.org/
http://www.adobe.com/go/getflash/

2:17-cv-13334-JCO-EAS Doc # 2-5 Filed 10/12/17 Pg80of13 PgID 1415

The pills from Lake Medical coursed out of L.A. An informant would later tell an FBI agent
that East Hollywood’s White Fence gang trafficked pills to Chicago, according to the agent’s
report. A Crips leader from the Inland Empire also bought OxyContin from Lake Medical,
according to law enforcement records.

In the months after the Lake Medical ring started, Purdue was informed that homeless
people were being used in an OxyContin ring. In December 2008, the same month Santiago
was placed on the Region Zero list, a company sales rep visited Central Care Pharmacy, an
Encino store filling Lake Medical prescriptions. The pharmacist said there appeared to be
some kind of scam going on with 8o-milligram pills, according to the sales representative’s
report to headquarters. They’re shuttling homeless people around to pharmacies, the

pharmacist said.

Purdue sent Ringler to follow up and her report on the pharmacist’s concerns reached

Purdue’s security and risk management teams the next day.

Pharmacist complaints
Pharmacist complaints about Santiago kept piling up.

“The first few of these prescriptions...looked legitimate...[but] after those were filled, a
steady flow of younger, more ambulatory, customers came in with the same prescriptions,”

a Temple Street pharmacist told a Purdue representative, according to a January 2009 field

report.

e # e L2 -

Encino pharmacist Tihana Skaricic raised questions about prescriptions from the Lake Medical clinic. (Liz O. Baylen / Los Angeles Times)

Pharmacists from La Canada-Flintridge, Glendale, Moreno Valley and elsewhere also
complained to Purdue. Company executives and lawyers received at least 11 reports about

Santiago in the four months after they placed her in Region Zero.

On June 10, the Encino pharmacist sent an email to her Purdue sales rep with the subject
line “urgent question.” The pharmacist said she was being asked to fill prescriptions written
by Santiago and other Lake Medical doctors for “lots of Oxy patients.”
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‘behind the scenes.”

Reports of concern

B June 10, 2009

Pharmacist's letter

In June 2009, an Encino pharmacist emailed a Purdue sales rep and her manager asking for help
determining whether OxyContin prescriptions from Lake Medical were legitimate. Purdue did not
respond, the pharmacist said in an interview.

fith et in my office...she suggested | rorward my qu

| was approached by nurse from another pain manag:
"hey want to send their prescriptions to us ...

1is | want to make sure Dr office is legit so wondering
3s and if you know "behind the scenes”

>odwa{d, Dr Elenor Santiago, Dr Morris Halfon - all pa

o~ o~ [P . R

(http://documents.latimes.com/pharmacists-letter/)

B January 9, 2009

Suspicious prescriptions

In January 2009, a Purdue sales rep filed a report after paying a sales call to a Temple Street
pharmacy. The pharmacy was getting "many suspicious prescriptions from Dr. Eleanor Santiago"
for OxyContin.

loaked legititimate because the patienis
were elderly and with possible
camorbidities. After those were filled, a
steady flow of younger, more
ambulalory, customers came in wilh the
same prescriptions. Tom has called Dr.

(http://documents.latimes.com/suspicious-prescriptions/)

The email was forwarded to Ringler, who sent it to a company lawyer, who sent it to
Crowley, an executive responsible for compliance with the federal controlled substances
law. No one at Purdue ever got back to Skaricic, she said in an interview. Eventually she and

some other pharmacists decided on their own to turn away business from Lake Medical.

Had Purdue passed on its concerns, Skaricic said, “I would have stopped filling these

prescriptions way earlier.”
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With a few keystrokes on his computer at Purdue, Jack Crowley could identify pharmacies

around the country that were moving a staggering volume of 80s and almost nothing else.

“I could punch it in at any time...Bang,” Crowley told the Times. “I was sitting on a gold

mine.”

Crowley retired from Purdue in 2013
and works in Georgia for a
pharmaceutical consulting company.
After The Times approached him, he
agreed to a series of interviews in
which he talked at length about the
inner workings of Purdue’s security

operation.

Until a decade ago, Purdue, like most
drug manufacturers, didn't monitor
pharmacies for criminal activity. The
DEA has held wholesalers, not
drugmakers, responsible for
identifying and reporting suspicious
orders from their customer

pharmacies.

In 2007, the DEA pressured drug
manufacturers to do more to stem the
prescription drug crisis and warned
that it would be looking at every step
in the supply chain. In response,
Purdue decided to gather detailed
information about pharmacies,

Crowley said.

The company approached
wholesalers and struck agreements
allowing the company access to their
sales reports. With the new data, the
security team in Stamford could see

all wholesalers’ OxyContin sales to

individual pharmacies, down to the pill.
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[timezone]=America%2FLos_Angeles&e[0]
[title]=Join%20the%20Facebook%20Q%26A%20July%2012%20at%20noon&e[0]
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“I can look at something and say, ‘Geez, that stinks’ without me even visiting the place,”

Crowley recalled.

The DEA had access to similar pharmacy purchasing data, but many investigators regarded

the database as unwieldy because it encompassed dozens of drugs sold by more than a

thousand companies and could be up to six months out of date.

As Lake Medical entered its second year, Crowley’s computer screen showed a handful of

small pharmacies in the L.A. area suddenly ordering eye-popping amounts of maximum-

strength OxyContin.

At one San Marino store, Huntington Pharmacy, monthly

orders for 80s were up nearly 20-fold over the previous year. At

another in East L.A., orders jumped 400% in two months. A

Following the pills

Using a doctor and homeless people, ringleaders had
prescriptions for OxyContin filled at pharmacies across the

small shop in Panorama City, Mission Pharmacy, became the L.A. region.

top seller of OxyContin in the entire state of California.
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pharmacies across the country. Each month, a group called the

Order Monitoring System committee — Crowley, company MacArthur
lawyer Abrams, the chief security officer, a sales executive and Park

others — met to discuss what to do about the stores, according

to security team memos.

Some on the committee argued for reporting suspicious
pharmacies to the DEA and instructing distributors to stop
selling to those stores, Crowley said. But he and others felt it
was up to the distributors to take action, he said, noting that

company policy prohibited employees from reporting
10 MILES

pharmacies to the DEA without first consulting their

distributors. ) )
(Raoul Rafioa / Los Angeles Times Graphics)

In the case of Mission in Panorama City, a top supplier to the
Lake Medical ring, the committee decided the best course was for Crowley to “continue to

watch” the situation, according to an internal company email.

In an interview, Crowley said that in the five years he spent investigating suspicious

pharmacies, Purdue never shut off the flow of pills to any store.

Pharmacies were allowed to buy OxyContin even in cases when Purdue security staffers
personally witnessed suspicious behavior. Crowley said during visits to two San Francisco
pharmacies, he saw homeless people filling prescriptions and then handing the bottles off to
men he suspected were drug dealers. In 2009, he and a Purdue investigator went to Las
Vegas to check on Lam’s, a pharmacy next to a bar in a mini-mall that Crowley said was one

of the top five sellers of OxyContin in the nation.

He and his colleague sat in their rental car watching crowds of young people come and go
with pills, Crowley said.

“It was terrible,” he recalled. “It was

Want more great stories from the Los Angeles Times? A
(http://ad.latimes.com/land-subscribe/member.html?
int=lat_digitaladshouse_meter-member_content-

just a drug-distribution operation.”

Crowley said he phoned in a tip to a

hel . ) promotion_ngux_button )
DEA agent he knew in San Francisco, Subscribe today (http://ad.latimes.com/land-subscribe/member.html?
and Mark Geraci, the company’s int=lat_digitaladshouse_meter-member_content-
security chief, wrote a letter to the promotion_ngux_button ) for unlimited access to exclusive

s investigations, breaking news, features and more
DEA about Lam’s. But the company

did not share the telltale sales data

with the DEA or others in law enforcement, Crowley said. With Lam’s, some wholesalers
decided to stop supplying the store and Purdue ultimately limited the amount of OxyContin
the pharmacy’s remaining wholesaler could buy. But in that case, and in San Francisco, the

company did not cut off the wholesalers completely.

Federal prosecutors in Las Vegas later targeted Lam’s, charging a local drug dealer, an 87-
year-old doctor, a pharmacist and others with participating in a criminal ring that furnished
pills to addicts as far away as Ohio and New Hampshire. Several were convicted. Others are

awaiting trial.

In Southern California, one of Purdue’s OxyContin distributors eventually noticed a
troubling spike in sales at St. Paul’s Pharmacy in Huntington Park, which was filling

prescriptions for Lake Medical.

“They are buying a lot of Oxycontin 80s from us,” the security chief for distributor HD
Smith emailed Crowley in August 2009.

Purdue knew St. Paul’s orders for 80s were up nearly 1400%. But the company’s monitoring
committee “hadn’t gotten around to discussing” the store, Crowley wrote in an email to

colleagues, and he asked Ringler, the L.A. district manager, to investigate.


http://ad.latimes.com/land-subscribe/member.html?int=lat_digitaladshouse_meter-member_content-promotion_ngux_button________
http://ad.latimes.com/land-subscribe/member.html?int=lat_digitaladshouse_meter-member_content-promotion_ngux_button________
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St. Paul's pharmacy in Huntington Park was among those that filled prescriptions from Lake Medical for 80mg OxyContin pills. (Court exhibit)

The pharmacist told Ringler his business “exploded” when he started filling 80s for Lake

Medical doctors, according to series of emails and reports on her August 2009 visit.

Ringler asked the pharmacist if the cash transactions for maximum-strength OxyContin
concerned him, according to the emails, but he declined to answer. When she suggested he
call law enforcement, “he said he didn’t want to get audited by the DEA,” Ringler told
supervisors. “I told him that eventually the DEA will track down where these Rxes are
getting filled.”

HD Smith cut off shipments to the pharmacy after her visit, but other distributors still filled
orders from the store and other pharmacies were filling prescriptions from doctors at Lake
Medical.

In an email to Crowley and others at Purdue, Ringler said the drug sales were “clearly

diversion” — illegal use or distribution of pharmaceuticals.

Reaching out to the DEA “is under serious consideration,” Crowley replied. Ringler pushed

back, telling him that Lake Medical was “very dangerous” and “an organized drug ring.”

“It just seems that trained professionals like the DEA would be better equipped to do

further investigation of this clinic,” she wrote.
“Thanks, Michele,” Crowley replied. “We are considering all angles.”

In his statement to The Times,
Purdue's statement/

Strassburger, acknowledged that the (Zl'gigll)/ documents.latimes.com/purdues-response-july-

Purdue’s general counsel,

company is “required to monitor and Purdue provided a statement for this story. Read it here.

(http://documents.latimes.com/purdues-response-july-2016/)

"

report suspicious orders to the DEA,
but he noted that "Purdue does not
ship prescription products directly to
retail pharmacies; it sells only to
authorized wholesalers, who
maintain their own order monitoring

programs.”


http://documents.latimes.com/purdues-response-july-2016/
http://documents.latimes.com/purdues-response-july-2016/
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suspicious activity of a wholesaler’s
customer, Purdue informs the
wholesaler, so they can perform their

due diligence...,” Strassburger said.

In the case of Lake Medical, Purdue
didn't notify some distributors that it
suspected St. Paul's was part of a
drug ring. Five months after HD
Smith stopped shipments, another
wholesaler selling large quantities of
80s to St. Paul’s reached out to
Crowley seeking information about

the store.

‘It really takes the ‘G’ a
long time to catch up with
these jokers’

In the end, the Lake Medical ring was
brought down by a team of state,
federal and local investigators who
collected tips from citizens and spent
hours staking out the clinic,
interviewing witnesses and turning

junior ring members into informants.

& ts Philip €. General Coursal

Abuse & Diversion Desection

Purdue’s industry-leading Abuie & Diversion Detection |ADD) program, launched in 2002 and publichy
disclosed in 2003, is one of several Purdue Initiatives designed to help address our nation's aplold
EpiEemic

Purdue’s programs to combat opiold abuse and diversion have been reviewed by law enforcement
agencies and governmant officials. In fact, after reviewing our program, an attcmey general required
snaither opioid maker to implemsent a similar ADD program.

Our procecures help ensure that whenever we abservs patential abuse ar diversian acthity, we
discontinue our company’s interaction with the prescriber or pharmacist and indtiate an investigation.

‘While we maike infarmation in our ADD program available 1o law enforcement and state medical boards,
it would be in todirect ¥ sing| dotal and often firmed claim of patential
misprescribing to these crganizations

Lake Medical Group

In 2007 Purdue began sharing information with state and feceral Law enforcement regarding potential
criminal drug diversion in California. In the matter of Lake Medical Group, Purdue was proud ta assist
federal authorities in their prosecution of that il drug ring, which led to several comvictions.
Federal prosecutors in that case employed information obitained through Purdue’s ADD and OMS
programs.

Lam's Pharmacy

Purdue informed local and federal law enforcement about cur concerns regarding Lam's Phanmacy and
potential drag diversion in Nevada. We also met with multiple whalesalers to discuss these concerns. As
& result of this coordination, several wholesalers discontinued shipping product to the pharmacy, and
Purdue significantly reduced oduct flows to a th ler. This episode that mo
one drig company can control the entire supphy chain, and it's why the Controlied Substances Act relies
on the coordination of all players.

importaritly, Lam's was abso apparenthy serving many legitimate patients, which is why steps 1o reduce
product flows need to be canefully to awold hurting patients.

Controlled Substances Act

We have robust programs designed to ensune that Purdue is compliant with the Controlied Substances
At el have at all times complied with the law. Furthermore, we have  long record of elose
coordination with the DEA and other law enforcement stakeholders to detect and reduce drug
diversion. The Agency is familiar with our programs, as well 33 our record of providing them with
wiluable information

(http://documents.latimes.com/purdues-response-july-2016/)

When Lake Medical closed in 2010, after a year and a half in business, Purdue had still not
shared its wealth of information on the clinic with the authorities, according to law

enforcement sources.

In an email to a distributor after the arrest of Santiago and the clinic operators, Crowley

criticized the pace of the government investigation.
“It really takes the ‘G’ a long time to catch up with these jokers,” he wrote.

In a memo to supervisors after the clinic was shuttered, Ringler noted that more than 20
doctors in her territory were still doling out large amounts of 80s, some using the same
pharmacies Lake Medical had used. She suggested that Purdue use its databases to
“proactively” report suspicious prescribing, across the country, to insurers as well as law

enforcement.

Purdue did not respond to questions about the proposal. Crowley said he was never told

about her plan. Ringler declined to speak to The Times.

The company introduced a new, tamper-resistant OxyContin tablet in August 2010. Addicts
found them almost impossible to smoke or snort. Within months, the old 80s were gone
from the streets and many dependent on the pills switched to heroin, which was chemically

similar and readily available.

In December 2011, two months after the Lake Medical arrests, Purdue lawyer Abrams
emailed a DEA official in LA the names of local doctors it suspected of misprescribing

OxyContin. Santiago, who had already been arrested, was on the list.

“Basically, it was old news,” said Mike Lewis, then the agency’s diversion program manager
in L.A. The doctors were “people we were already actively investigating or cases we had

taken action on.”

Two years later, in 2013, Abrams called the U.S. Attorney’s Office in L.A. with an offer of


http://documents.latimes.com/purdues-response-july-2016/
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Purdue Pharma agrees to restrict marketing of opioids

By Bill Fallon, Fairfield County Business Journal Published 3:32 pm, Tuesday, August 25, 2015

IMAGE 1 OF 2

Between 2008 and 2011, OxyContin, from Stamford-based Purdue Pharma, accounted for approximately 10 percent of the total oxycodone prescriptions in New
York state.

New York state Attorney General Eric T. Schneiderman recently announced an agreement with Stamford-based Purdue
Pharma LP to restrict its opioid marketing efforts. Purdue Pharma had already begun the process.

Purdue Pharma makes the long-acting opioid Oxy-Contin, its brand name for oxycodone pills.

The agreement strengthens and makes permanent an internal Purdue program aimed at preventing the company's sales staff from
promoting the powerful painkiller to health care providers who may be involved in abuse and illegal diversion of opioids, according
to Schneiderman.

The deal requires Purdue to disclose financial relationships with any individuals, including doctors and other health care
professionals, who appear on the company's “unbranded” websites that endorse the benefits of pain treatment. Schneiderman, in
a prepared statement, cited inthefaceofpain.com as such a website. He said the company had agreed to “important business
practice changes" to help stave off both overprescription and the “opioid addiction epidemic."

“Over the past two decades, New York has experienced a sharp increase in opioid addiction and that has coincided with the
substantially increased sale of oxycodone,” Schneiderman said. “The public health crisis created by opioid overprescribing in New
York remains pervasive and extremely dangerous. My office will work to ensure that prescription drugs are marketed and
prescribed responsibly — and that consumers get the information they need about the risks of addiction to painkillers."

Between the 1990s and 2011, prescriptions of oxycodone more than doubled in the U.S. and sales of the product increased more
than tenfold.

http://www.stamfordadvocate.com/business/article/Purdue-Pharma-agrees-to-restrict-marketing-of-6464800.php 1/3
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Between 2008 and 2011, OxyContin accounted for approximately 10 percent of the total oxycodone prescriptions in New York
state, Schneiderman said. During that time, according to the New York City Department of Health and Mental Hygiene, the
number of opioid painkiller prescriptions filled by New York City residents increased by 31 percent, from approximately 1.6 million
to approximately 2.2 million, with oxycodone accounting for 53 percent of those prescriptions.

Between 1997 and 2011, there was also a sharp increase in the prevalence of opioid addiction, which in turn has been associated
with a rise in overdose deaths and heroin use. According to the federal Centers for Disease Control and Prevention, in New York
state, from 2003 to 2012, deaths involving opioid analgesics increased five-fold, from 179 in 2003 to 883 in 2012.

Purdue's “Abuse and Diversion Detection” program requires its sales representatives to report to the company any facts that
suggest a health care provider to whom it markets opioids may be involved in the abuse or illegal diversion of opioid products.
When a provider is reported under the program, Purdue conducts an internal inquiry regarding the provider to determine whether
he or she should be placed on a “no-call” list. If a provider is placed on this list, Purdue sales representatives may no longer
contact the provider to promote the company's opioid products.

Purdue and the attorney general's office additionally agreed to require Purdue's sales representatives who market Purdue opioid
products to health care providers to ask whether the provider has completed an FDA-approved training program regarding the
appropriate prescribing of opioids and to provide information about such training. Purdue will also provide, upon request,
information regarding addiction treatment resources to providers to whom it markets its opioid products.

As part of the settlement, Purdue Pharma will pay $75,000 in penalties and costs.

Bill Fallon is editor of the Fairfield County Business Journal. For more of his work and that of the journal, see
www.westfaironline.com.

© 2017 Hearst Communications, Inc.
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Safe and Effective Opioid Rotation - Perry Fine, M.D.

213 views
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Watch the full video online at
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https://www.youtube.com/watch?v=BhwokVwxY_Y
https://www.youtube.com/watch?v=eMEDICh2wWI
https://www.youtube.com/watch?v=eMEDICh2wWI
https://www.youtube.com/watch?v=xgRkAqyK9vQ
https://www.youtube.com/watch?v=xgRkAqyK9vQ
https://www.youtube.com/watch?v=yzsZ8UQX2Hw
https://www.youtube.com/watch?v=yzsZ8UQX2Hw
https://www.youtube.com/watch?v=LOqV2nT6tXk
https://www.youtube.com/watch?v=LOqV2nT6tXk
https://www.youtube.com/watch?v=lPLbd_HnvK0
https://www.youtube.com/watch?v=lPLbd_HnvK0
https://www.youtube.com/
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POWERED BY
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GUIDESTAR

American Pain Foundation
Also Known As: APF

201 N Charles St

Ste 710

Baltimore, MD 21201

« This organization is a 501(c)(3) Public Charity
¢ Financial information in this report is derived from the organization's December 31, 2010 Form 990.

GENERAL INFORMATION

EIN: 52-2002328
Contact: Eric Hauth
Year Founded: Information not available
Ruling Year: 1997
Fiscal Year : December 31, 2010
Assets: $2,340,690
(from Dec 31, 2010 Form 990)
Income: $4,879,865

(from Dec 31, 2010 Form 990)
No. of Board Members:
No. of Full-Time Employees:
No. of Part-Time Employees: 1
No. of Volunteers: 21

Mission and Programs
Mission

APF works to eliminate the undertreatment of pain in America, and prevent needless human suffering. Over 50 million
Americans live with devestating chronic pain. APF provides free information and support to help educate people about pain
and support them as they advocate for better pain care. APF works locally and nationally to raise awareness about pain,
remove barriers to effective pain care, stimulate research, and give pain sufferers a voice. We fight together for the rights
of people with pain.

Programs

Program:

Budget: NaN
Category:

Population Served:

Program Description:

The American Pain Foundation's programs include an extensive website full of helpful information for people with pain,
caregivers and healthcare professionals. You can search our online library, search other organizations that might be helpful
for a particular pain condition, and view clinical pain trials. Ever expanding "spotlights on pain" focus on particular groups
or conditions that have pain issues. APF's Veterans and Pain program is an expample of this. A website within a website,
the veterans program provides information and support to help veterans in pain and their family members who support
them. Via email or our toll-free info-line 1-888-615-7246 people can request FREE educational materials including the Pain
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Action Guide, Pain Care Bill of Rights(English and Spanish versions), the Target Card and companion Pain Notebook
(designed to stimulate dialogue between pain patients and their healthcare providers), our newsletter - Pain Community
News, and our Pain Bulletin. Additionally, online you can receive our APF Pain Monitor, a monthly e-newsletter to keep
people in touch with the latest news and resources. Pain Aid - our online pain support group program includes over 100
chat/discussion rooms, "ask the expert" chats, and topic-oriented message boards moderated by professionals who also
are affected by pain. Though our "Power Over Pain" program we are working with state orgs on a grassroots level to
educate people about pain and motivate them to take action on their own behalf and others. APF's Mobilization program
works locally and nationally to harness the energy of millions of people affected by pain to bring voice to this silent
epidemic and speak out for the right to quality pain treatment.

Program: PainSAFE
Budget: NaN
Category:

Population Served: Adults
Program Description:

Educating and empowering consumers and health care providers about the responsibility of each person in the safe use of
treatments to minimize risk and improve access to quality pain care.

Program: APF Military/Veteran Pain Initiative
Budget: NaN
Category:

Population Served: Military/Veterans
Program Description:

The American Pain Foundation (APF) launched the Military/Veterans Pain Initiative to reach out to members of the military

who are living with pain and their families t Provide free educational materials and peer-to-peer support; Reduce feelings of
isolation; Ensure the unique needs of returning and retired soldiers are being addressed; Empower those living with pain to
seek appropriate care for themselves and other comrades.

Program: PainAid
Budget: NaN
Category:

Population Served: Adults
Program Description:

The American Pain Foundation's interactive online community. Here you will find: Chat
Rooms(http://painaid.painfoundation.org/chat/default.htm) : regularly scheduled live chats on a range of issues --- Chat
Room Info(http://discuss.painfoundation.org/topiclist.aspx?cbbsid=31) --- Expert Chat
Logs(http://discuss.painfoundation.org/topiclist.aspx?cbbsid=21) Discussion Boards(http://discuss.painfoundation.org/) :
message boards on a broad range of topics Ask-the-Experts(http://discuss.painfoundation.org/) : message boards
moderated by licensed healthcare professionals Military/Veteran's Discussion Board(http://discuss.painfoundation.org/) :
message boards specially for people in the military, veterans and their caregivers Hemophilia Pain Support
Board(http://discuss.painfoundation.org/) monitored by PA Theo! Please check it out! International
Board(http://discuss.painfoundation.org/) . Please check out our new board focusing on all of our international members.
Topics range from illness-specific pain, traditional and complementary treatments, to depression and family matters, to
financial issues such as disability and workers compensation. This free service is an online forum for people living with
pain, and their caregivers. It is staffed(http://painaid.painfoundation.org/Default.aspx?pageld=3) entirely by highly qualified
volunteers with a range of backgrounds, all of whom either live with chronic pain or care for people who do.

FINANCIAL DATA
Revenues and Expenses: Fiscal Year Ending December 31, 2010

REVENUE

Contributions $1,884,059
Government Grants $0
Program Services $0
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Investments
Special Events
Sales

Other

Total Revenue

EXPENSES
Program Services
Administration
Other

Total Expenses

Balance Sheet Fiscal Year Ending December 31, 2010

$229,092
$83,710
$5,326
$697
$2,202,884

$1,427,334
$217,445
$129,631
$1,774,410

Note: The balance sheet gives a snapshot of the financial health of an organization at a particular point in time. An
organization's total assets should generally exceed its total liabilities, or it cannot survive long, but the types of assets and
liabilities also must be considered. For instance, an organization's current assets (cash, receivables, securities, etc.)
should be sufficient to cover its current liabilities (payables, deferred revenue, current year loan, and note payments).

Otherwise, the organization may face solvency problems. On the other hand, an organization whose cash and

equivalents greatly exceed its current liabilities might not be putting its money to best use.

ASSETS January 1, 2007
Cash Equivalent $5,010
Accounts Receivable $32,588
Pledges Grants Receivable $795,049
Receivable / Other $0
Inventories for Sale or Use $0
Investment/Securities $1,274,785
Investment/Other $0
Fixed Assets $10,862
Other $24,778
Total Assets $2,143,072
LIABILITIES January 1, 2007
Accounts Payable $110,591
Grants Payable $0
Deferred Revenue $0
Loans and Notes $163,882
Tax-Exempt Bond Liabilities $0
Other $10,000
Total Liabilities $284,473

FUND BALANCE

 FAQs on financial data
¢ Digitizing IRS Form 990 Data

FORM 990 AND EDOCS

http://www.guidestar.org/PartnerReport.aspx?ein=52-2002328&Partner=Demo

December 31, 2010
$2,980

$0
$1,103,715
$0

$0
$1,195,863
$0

$14,606
$18,172
$2,335,336

December 31, 2010
$130,297

$0

$0

$3,524

$0

$10,000

$143,821

$2,191,515

Change
($2,030)
($32,588)
$308,666
$0

$0
($78,922)
$0
$3,744
($6,606)
$192,264

Change
$19,706
$0

$0
($160,358)
$0

$0
($140,652)

$332,916
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Forms 990 from the IRS:

2010 Form 990
2009 Form 990
2008 Form 990
2007 Form 990
2006 Form 990
2005 Form 990
2004 Form 990
2003 Form 990
2002 Form 990
2001 Form 990
2000 Form 990
1999 Form 990
1998 Form 990
1997 Form 990

iz Ji i Jia e Jia s Jia e D e i e )

Additional Documents from the Organization:

e 2008 Financial Statement 'ﬂ
e 2009 Financial Statement 'ﬂ
o Letter of Determination 'ﬂ

« 2008 Annual Report o4

« 2009 Annual Report 4

« 2010 Annual Report o4

Copyright 2017, GuideStar USA, Inc. All Rights Reserved. | Policies | Standards for Internet Philanthropy

GuideStar is the registered trademark and operating name of GuideStar USA, Inc., a 501(c)(3) nonprofit organization.

Any other use, including resale of the information or use for commercial gain, is prohibited, except in accordance with a GuideStar licensing agreement.
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U.S. Department of Justice

United States Attorney
Western District of Virginia

STATEMENT OF UNITED STATES ATTORNEY JOHN BROWNLEE
ON THE GUILTY PLEA OF THE PURDUE FREDERICK COMPANY
AND ITS EXECUTIVES FOR ILLEGALLY MISBRANDING OXYCONTIN

May 10, 2007

| One of the oldest and most challenging medical mysteries is the treatment of pain. For
centuries, scientists and doctors have searched for a drug that would safely relieve patients of their
chronic pain without inflicting the dangerous side effects that routinely come from the use of -
‘addictive narcotics. The discovery of this “wonder” drug would bring hope and relief to millions
of suffering patients and wealth beyond one’s imagination to its creators.

In 1996, Purdue and its top executives claimed that they had developed such a drug; a safe
drug that would help those suffering in pain. The name of that drug was OxyContin. Backed ‘by an
aggressive marketing campaign, Purdue’s OxyContin became the new pain medication of choice for
many doctors and patients. Purdue claimed it had created the miracle drug — a low risk drug that
could provide long acting pain relief but was less addictive and less subject to abuse. Purdue’s
marketing campaign worked, and sales for OxyContin skyrocketed — making billions for Purdue and
millons for its top executives.

But OxyContin offered no miracles to those suffering in pain.r Purdue’s claims that

OxyContin was less addictive and less subject to abuse and diversion were false — and Purdue knew
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its claims were false. The result of their misrepresentations and_ crimes sparked one of our nation’s
greatest prescription drug failures. OxyContin is nothing more than pure oxycodone — a habit
forming narcotic derived from the opium poppy. Purdue’s OxyContin never lived up to its hype and
never offered a low risk way of reducing pain as promised. Simply put, the genesis of OxyContin
was not the result of good science or laboratory experiment. OxyContin was the child of marketeers
and bottom line financial decision making.

Accordingly, this moming, in a federal courtroom in .Abingcion, Virginia, ’éhe Purdue
Frederick Company, the manufacturer and distributor of OxyContin, pleaded guilty to a felony
charge of illegally misbranding OxyContin in an effort to mislead and defraud physicians and
consumers. Purdue has agreed to pay over $600 million in criminal and civil penalties, fines and
forfeitures, subjected itself to independent monitoring and an extensive remedial action program, and
acknowledged that it illegally marketed and promoted OxyContin by falsely claiming that OxyContin
was less addictive, less subject to abuse and diversion, and less likely to cause withdrawal symptoms
than other pain medications —all in an effort to maximize its profits. Also, Purdue’s Chief Executive
Officer Michael Friedman, General Counsel Howard Udell, and former Chief Medical Officer Paul
Goldenheim pleaﬂed guilty to a misdemeanor charge of misbranding OxyContin and collectively
agreed to pay $34.5 million in penalties. With its OxyContin, Purdue unleashed a highly abusable,
addictive, and potentially dangerous drug on an unsuspecting and unknowing public. For these
misrepresentations and crimes, Purdue and its executives have been brought to justice.

We have released a Criminal Information, Plea Agreements, a Corporate Integrity
Agreement, a Statement of Facts, and a Complaint for Forfeiture that have been filed in U.S. Disfrict

Court in Abingdon. Purdue and its top three ekccutives have pleaded guilty to illegally misbranding
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OxyCorttin from 1996.thru 2001. The company has admitted that it misbranded'OxyContin with the
intent to defraud and mislead the public.

As part of this plea agreement, Purdue and its top three executives will pay $634.5 million
in criminal and civil fines, penalties, and forfeitures, to be distributed as follows. First, Purdue will
forfeit to the United States $276.i million, a portion of which will be shared with the state and
federal law enforcement agencies for their work during this investigation.. '

Second, Purdue will pay $130 million for compensation and settlement of private civil
liabilities relatted to OxyContin. Any patrt of the $130 million that Purdue fails to distribute within
two years will be immediately paid to the United States. Third, Purdue will pay $100.6 million to
the United States és reimbursement for payments made by government agencies for the se_ttlement
of false claims related to the misbranding of OxyContin. Those federal agencies include the
Department of Health and Human Services, the Department of Labor, the Department of Defense,
the Office Personnel Management, and the Veterans Administration. |

Fourth, Purdue will pay $59.3 million to the State Medicaid programs as reimbursement for
payments made by Medicaid for the settlement of false claims related to the misbranding of
OxyContin. This money is available to any state to settle claims related to Purdue’s criminal
conduct. Fifth, Purdue and its top three executives will pay $39.8 million to the Virginia Attorney
General’s Medicaid Fraud Control Unit Program Income fund. Virginia’s MFCU is an important
partner in our efforts to fight fraud against our medi.caid programs. Sixth, Purdue will pay $20
million tt) the Virginia Department of Health Professionals’ operation of the Virginia Prescription
Monitoring Progtam. The prescription monitoring program was initiated in part because of the big

spike in prescription drug abuse that accompanied the illegal marketing of OxyContin. Currently,
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- the program is largely funded by the Virginia taxpayers, and the $20 million payment by Purdue
should endow the program for the foreseeable future. Seventh, Purdue will pay $4.6 million to cover
the costs of the five year internal monitoring program that is a part of the company’s Corporate
Integrity Agreement with the Health and Human Services Office of the Inspector General. Eighth,
Purdue will pay $3..4 million to the federal and state Medicaid programs for improperly calculated
Medicaid rebates for years 1998 and 1999, and finally, Purdue and the three executives will pay
- $515,475 in criminal fines and special assessments to the court.

In addition to the guilty pleas and monetary penalties, the United States h.as directed Purdue,
as part of the Corporate Integrity Agreement, to retain and pay for an Independent Monitor and staff
to monitor Purdue’s compliance with this agreement and federal law. The meonitor and staff will be
independent from Purdue’s management and must file periodic reports with the government
concerning Purdue’s conduct and i:)usiness practices. We believe this monitoring program, in
conjunction witﬁ the Corporate Integrity Agreement, will ensure that in the future Purdue will market
and.promote its products in ant honest and responsible manner. The public must be confident that
we will keep close watch on how Purdue sells its most dangerous products.

T would now like to provide to you a brief summary of the investigation and some of our
findings. The main violations of the law revealed by the govermneﬁt’s criminal imf‘estigati_on are set
forth in detail in the Statement of Facts released to you today.

The defendant The Purdue Frederick Company, a New York corporation headquartered in
Connecticut, was created in 1892 and purchased by its current owners in 1952. Defendant Michael
Friedman joined Purdue in 1985 and was appointed President and Chief Executive Officer in 2003.

It is our understanding that Mr. Friedman has announced his intention to leave Purdue this year.
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Defendant Howard Udell joined Purdue in 1977 and is presently Purdue’s Executive Vice President
and Chief Legal Officer. Defendant Dr. rPauI Goldenheim joined Purdue in 1985 as its Medical
Director. Dr. Goldenheim left Purdue in 2004.. '

This case began in early 1995, when Purdue used focus groups of primary care physicians
and surgeons to determine whether physicians wéuld be willing to prescribe OxyContin for patients
with non-cancer bain. According to Purdue’s research, many of these physicians had great
reservations about prescﬁbing OxyContin because of the di'ug_’s addictive potential and side effect
profile, and its abuse potential. It was clear from these focus groups that physicians were concerned
about the safety and risks of 0’_xyContin.

Purdue also learned from these focus groups that physicians wanted a long lasting pain
reliever that was less addictive and less subject to abuse and diversion. Purdue understood that the
Qompaﬁy that marketed and sold that drug would dominate the pain management market. And that '
is exactly what Purdue tried to do.

Despite knowing that OxyContin contained high .concentrations of oxycodone HCL, had an
ébuse potential similar to that of morphine, and was at least as addictive as other pain medications
on the market, Purdue, beginning in January 1996, with the intent to defraud and misIéad, falsely |
marketed and promoted OxyContih as less addictive, less subject to abuse and diversion, and less
likely to cause tolerance and withdrawal than other pain medications. Purdﬁe did so in the following
Waysi'

First, Purdue trained its sales representatives to falsely inform health care providers
that it was more difficult to extract the oxycodone frofn an OxyContin tablet for the purpose of

intravenous abuse. Purdue ordered this training even though its own study showed that a drug abuser
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could extract approximately 68% of the oxycodone from a single 10 mg OxyContin tablet by simply
crushing the tablet, stirring it in water, and drawing the .solution through cotton into a syringe.

Second, Purdue falsely instructed its sales representatives to inform health care profzide’rs that
OxyContin could create fewer chances for addiction than immediate-releaée opioids.

Third, Purdue sponsored training that falsely taught Purdue sales supervisors that OxyContin
had fewér “peak and trough” blood level effects than imm.ediate-relea_se Opioids‘resulting in less
euphoria and less potential for abuse than short-acting opioids.

Fourth, Purdue falsely told certain health care providers thaf patients could stop therapy
abrupﬂy without experiencing withdrawal symptoms and that patients who took OxyContin would
not develop tolerance to the drug.

And fifth, Purdue falsely told health care providers that OxyContin did not cause a “buzz”
or euphoria, caused less euphoria, had less addiction potential, had less abuse potential,-was less
likely to be diverted than immediate-release opioids, and could be used to “weed out” addicts and
drug seckers.

The results of Purdue’s crimes were staggering. According to DEA, the number of
oxycodone related deaths increased 400 percent between 1996 and 2001. During that same time
‘period, the annual number of prescriptions fqr OxyContin in_creased from approximately 360,000
to nearly 6 million. Also, in February of 2002, the DEA released a report detailing the death rates
caused by OxyContin abuse up to that time. According to the DEA, there were 146 deaths in which
OxyContin was determined fo be the direct "cause of" ot “g contributing factor to.” DEA identified
an additional 318 deaths that were “most- likely” caused by OxyContin. In Virginia, our medical

examiner reported that 228 people died in western Virginia from overdoses of oxycodone from 1996
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to 2005.

For some comrﬁunities, the danger went beyond just addiction aﬁd death. Beginning in 2000,
localities began to report dramatically higher crime ;ates — some up as much as 75% from the year
before. This sharp increase in crime was directly attributable to the abuse of OxyContin. Tazewell
County estimated that OxyContin was behind 80-95% of all crimes that were committed there. From
1998 to 2003, burglaries, robberies, and larcenies jumped 131% in Buchanan. County and -1 02% in
Russell County.

During the last 10 years, Virginiai’s law enforcement community has fought hard against the
devastating effects OxyContin has had on our citizens and communities. During that time, we have
convicted the OxyContin addicts who committed serious erimes to get money to buy more
OxyContin, and we convicted street dealers who preyed upon the addicts’ craving for this powérful ‘
narcotic. We also convicted pharmacists and physicians who illegally diverted OxyContin for

personal gain and profit. With today’s conviction of the maker of OxyContin, we have finally
brought tb justice the main component involved in this ring of abuse. Thé conviction of Pur_due and
.its executives will end the misbranding and fraudplent marketing of OxyContin, deter other
companies from committ?ng like crimes, and provide desperately needed resources to fight addicﬁon
and abuse that threatens the health of millions of Virginians.

Thank you.
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NEWS RELEASE

UNITED STATES ATTORNEY'S OFFICE
WESTERN DISTRICT OF VIRGINIA

John L. Brownlee ' BB&T Building
United States Attorney 310 First Street, S.W., Room 906
. Roanoke, Virginia 24011-1935
Heidi Coy Phone: (540) 857-2974
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THE PURDUE FREDERICK COMPANY , INC. AND TOP EXECUTIVES PLEAD GUILTY
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John L. Brownlee, United States Attommey for the Western District of Virginia, and Virginia
Attormney General Bob McDonnell announced today that The Purdue Frederick Company, Inc., along
with its President, Chief Legal Officer, and former Chief Medical Officer have pleaded guilty to charges
of misbranding Purdue’s addictive and highly abusable drug OxyContin. Purdue and the three
executives will pay a total of $634,515,475. OxyContin is a Schedule II prescription pain relief
medication, classified as having the highest potential for abuse of legally available drugs. The Purdue
Fredenick Company, Inc., and the three executives have admitted that Purdue fraudulently marketed
OxyContin by falsely claiming that OxyContin was less addictive, less subject to abuse, and less likely
to cause withdrawal symptoms than other pain medications when there was no medical research to
support these claims and without Food and Drug Administration approval of these claims.

“Even in the face of warnings from health care professionals, the media, and members of its own
sales force that OxyContin was being widely abused and causing harm to our citizens, Purdue, under
the leadership of its top executives, continued to push a frandulent marketing campaign that promoted
Oxycontin as less addictive, less subject to abuse, and less likely to cause withdrawal, » said United
States Attorney John Brownlee. “In the process, scores died as a result of OxyContin abuse and an even
greater number of people became addicted to OxyContin; a drug that Purdue led many to believe was
safer, less abusable, and less addictive than other pain medications on the market. Today’s convictions
are a testament to the outstanding work of the prosecutors and agents who spent years investigating this
important case.”

The Purdue Frederick Company, Inc. and Purdue Pharma, L.P. are part of a worldwide group
of related and associated entities engaged in the pharmaceutical business. These entities manufacture,
market, and distribute OxyContin, an extended-release form of oxycodone.

“Purdue put its desire to sell OxyContin above the interests of the public,” said Assistant
Attorney General Peter D. Keisler. “Purdue abused the drug approval process which relies on drug
manufacturers to be forthright in reporting clinical data and, instead, misled physicians about the
addiction and withdrawal issues involved with Oxycontin.”
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“The criminal behavior exhibited in this case damages the reputation of a critically important
industry. Pharmaceutical companies have an obligation to patients, physicians, and those in the industry
they serve to market prescription drugs in accordance with the law and FDA regulations.” said Virginia
Attorney General Bob McDonnell, “ I applaud John Brownlee and his team for their leadership, as well
as the Virginia Medicaid Fraud Control Unit, FDA and all of the other state and federal law
enforcement agencies that worked so hard over the past four years to investigate this complex criminal
scheme and bring the wrongdoers to justice.”

“FDA will not tolerate practices that falsely promote drug products and place consumers at
health risk,” said Margaret O.K. Glavin, Associate Commissioner for Regulatory Affairs, FDA. “We
will continue to do all we can to protect the public against drug companies and their representatives who
are not truthful and bilk consumers of precious health care dollars.”

The Purdue Frederick Company, Inc., pleaded guilty to felony misbranding OxyContin with the
intent to defraud and mislead. President and Chief Operating Officer Michael Friedman, Executive
Vice President and Chief Legal Officer Howard Udell, and former Executive Vice President of
Worldwide Medical Affairs Paul D. Goldenheim, plecaded guilty to a misdemeanor charge of
misbranding OxyContin. All the pleas were entered in United States District Court in Abingdon this
morning.

“Purdue’s illegal sales and marketing practices concealed information from patients and many
health care providers regarding the potency and abuse potential of OxyContin for corporate profit,” said
Daniel R. Levinson, Inspector General for the U.S. Department of Health and Human Services. “We
commend the highly qualified team of prosecutors and investigators from a variety of Federal and State
agencies for developing a global resolution that addresses the criminal violations of the past, ensures
strict compliance in the future, and serves as a strong warning to others who may consider illegally
marketing pharmaceuticals.”

“The falsification of drug product information is a very serious breach of the public’s trust. IRS
Criminal Investigation will continue to concentrate its resources on the tax and money laundering
aspects of these types of investigations in cooperation with the United States Attorney’s Office and
other federal, state, and local authorities,” said Charles R. Pine, Special Agent in Charge.

“Today’s guilty pleas mark a significant milestone in the fight against corruption by company
officials who seek to illegally enrich corporate profits at taxpayers’ expense,” stated Gordon S. Heddell,
Inspector General, U.S. Department of Labor. “These convictions demonsirate our steadfast resolve to
investigate any individuals who would defraud Labor programs, such as the Office of Workers’
Compensation Programs, by overcharging them. My office remains committed to working with other
law enforcement agencies and the U.S. Attorney to fight this type of corruption.”

Pursuant to written plea agreements, Purdue and the executives will pay a total of
$634,515,475.00. Purdue’s payments will include: '
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$276.1 million forfeited to the United States

$160 million paid to federal and state government agencies to resolve liability for false claims
made to Medicaid and other government healthcare programs

$130 million set aside to resolve private civil claims (monies remaining after 36 months will
be paid to the United States)

$5.3 million paid to the Virginia Attorney General’s Medicaid Fraud Control Unit to fund
future health care frand investigations

$20 million paid to fund the Virginia Prescription Monitoring Program for the foreseeable
future

In addition, Purdue will pay the maximum statutory criminal fine of $500,000.

Purdue’s top executives will pay the following amounts to the Virginia Attorney General’s
Medicaid Fraud Control Unit:

$19 million paid by Michael Friedman

$8 million paid by Howard R. Udell

$7.5 million paid by Dr. Paul D. Goldenheim

Each executive will also pay a $5,000 criminal fine.

The Director of the Defense Criminal Investigative Service, Mr. Chuck Beardall, stated, “It is
unthinkable that purely for greed, addictive drugs were fraudulently marketed to the public, and in so
doing threatened the health and safety of our citizens. Among those endangered were soldiers, sailors,
airmen, marines, and their families, all of whom avail themselves of the military health system. Ata
time when our military personnel and their loved ones are sacrificing so much, something like this is
incomprehensible and grossly reprehensible.”

According to the Statement of Facts filed with the Court, beginning in January 1996 and
continuing through June 30, 2001, Purdue’s market research found that “{tJhe biggest negative of
[OxyContin] was the abuse potential.” Despite this finding, Purdue’s supervisors and employees
falsely and misleadingly marketed OxyContin as less addictive, less subject to abuse, and less likely
to cause withdrawal than other pain medications. Purdue misbranded OxyContin in three specific
ways:

1. Purdue sales representatives falsely told some health care providers that OxyContin had less
cuphoric effect and less abuse potential than short-acting opioids. This message was
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presented to some health care providers through the use of graphs that exaggerated the
differences between blood plasma levels achieved by OxyContin compared to the levels of
other pain relief medications. Purdue supervisors and employees participated in the
misbranding in the following ways:

A. Purdue supervisors and employees sponsored training that used graphs that
exaggerated the differences between the blood plasma levels of OxyContin as
compared to immediate-release opioids. These graphs were used to falsely
teach Purdue sales supervisors that OxyContin had fewer “peak and trough”
blood level effects than immediate-release opioids and that would result in
less euphoria and less potential for abuse than short-acting opioids.

B. Purdue supervisors and employees permitted new Purdue sales
representatives to use similar exaggerated graphical depictions during role-
play training at Purdue’s headquarters in Stamford, Connecticut.

Purdue supervisors and employees drafted an article about a study of the use of OxyContin
in osteoarthritis patients that was published in a medical journal on March 27, 2000. On
June 26, 2000, each sales representative was provided a copy of the article together with a
“marketing tip” that stated that the article was available for use in achieving sales success.
Sales representatives distributed copies of the article to health care providers to falsely or
misleadingly represent that patients taking OxyContin at doses below 60 milligrams per day
can always be discontinued abruptly without withdrawal symptoms. The article also
indicated that patients on such doses would not develop tolerance. The marketing tip that
accompanied the article stated that one of the twelve key points was, “There were 2 reports
of withdrawal symptoms afier patients abruptly stopped taking CR [conirolled release]
oxycodone at doses of 60 or 70 mg/d. Withdrawal syndrome was not reported as an adverse
event during scheduled respites indicating that CR oxycodone at doses below 60 mg/d
[milligrams per day] can be discontinued without tapering the dose if the patient condition
so warrants.” These marketing claims were made even though Purdue representatives were
well aware of the following information:

A The year before the article was published and distributed to sales
representatives, Purdue received an analysis of the osteoarthritis study and a
second study from a United Kingdom company affiliated with Purdue that
listed eight patients in the osteoarthritis study “who had symptoms recorded
that may possibly have been related to opioid withdrawal,” and stated that
“Ia]s expected, some patients did become physically dependent on OxyContin
tablets but this is not expected to be a clinical problem so long as abrupt
withdrawal of drug is avoided.”

B. In May of 2000, Purdue received a report of a patient who said he or she was
unable to stop taking OxyContin 10 mg every 12 hours without experiencing
withdrawal symptoms. Executives also learned that “this type of question,
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patients not being able to stop OxyContin without withdrawal symptoms
ha[d] come up quite a bit . . . in Medical Services lately (at least 3 calls in the

last 2 days).”

C. In February 2001, Purdue received a review of the accuracy of the withdrawal

- data in the osteoarthritis study that listed eleven study patients who reported
adverse experience due to possible withdrawal symptoms during the study’s
respite periods and stated “[u]pon a review of all comments for all enrolled
patients, it was noted that multiple had comments which directly stated or
implied that an adverse experience was due to possible withdrawal
symptoms;” Even after receiving this information, on March 28, 2001,
supervisors and employees decided not to write up the findings because of a
concern that it might “add to the current negative press.”

D. Supervisors and employees stated that while they were well aware of the -
incorrect view held by many physicians that oxycodone was weaker than
morphine, they did not want to do anything “to make physicians think that
oxycodone was stronger to or equal to morphing” or to “take any steps in the
form of promotional materials, symposia, clinicals, publications, conventions,
or communications with the field force that would affect the unique position
that OxyContin ha[d] in many physicians[’] mind[s].”

Purdue sales representatives, while promoting and marketing OxyContin, falsely told health
care providers that the statement in the OxyContin package insert that “[d]elayed absorption,
as provided by OxyContin tablets, is believed to reduce the abuse liability of a drug,” meant
that OxyContin did not cause a “buzz” or euphoria, caused less euphoria, had less addiction
potential, had less abuse potential, was less likely to be diverted than immediate-release
opioids, and could be used to “weed out” addicts and drug seekers.

The statement was later amended to read, “[d]elayed absorption, as provided by OxyContin
tablets, when used properly for the management of pain, is believed to reduce the abuse
liability of a drug.” Nevertheless, Purdue continued to market OxyContin in the same
manner as described above.

Purdue supervisors and employees took part in the misbranding in the following ways:

A Supervisors instructed Purdue sales representatives to use the reduced abuse
liability statement and the amended statement to market and promote
OxyContin.

B. Supervisors told Purdue sales representatives they could tell health care

providers that OxyContin potentially creates less chances for addiction than
immediate-release opioids.
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C. Supervisors trained Purdue sales representatives and told some health care
providers that it was more difficult to extract the oxycodone from an
OxyContin tablet for the purpose of intravenous abuse, although Purdue’s
own study showed that a drug abuser could extract approximately 68% of the
oxycodone from a single 10 mg OxyContin tablet merely by crushing the
tablet, stirring it in water, and drawing the solution through cotton intoa

syringe.

D. By March 2000, Purdue had received reporis of OxyContin abuse and
diversion occurring in different communities but allowed sales staff to
continue promoting and marketing OxyContin in this manner.

The case was investigated by the Virginia Attorney General’s Medicaid Fraud Control Unit; -
Food and Drug Administration, Office of Criminal Investigations; Internal Revenue Service
Criminal Investigation; the Department of Health and Human Services Office of Inspector General;
" Department of Labor, Office of Inspector General; Defense Criminal Investigative Service; Virginia
State Police; and West Virginia State Police. The case was prosecuted by Assistant United States
Attorneys Rick Mountcastle, Randy Ramseyer and Sharon Burnham and U.S. Department of
Justice, Office of Consumer Litigation, Trial Attorneys Barbara Wells and Elizabeth Stein.

~ END
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA
ABINGDON DIVISION

UNITED STATES OF AMERICA )
)
V. ) Dkt. No.

)
THE PURDUE FREDERICK COMPANY, INC.) 21 U.S.C. §§ 331(a), 352(a), 333(a)(2)

D/B/A The Purdue Frederick Company )
MICHAEL FRIEDMAN } 21 US.C. §§ 331(a), 352(a), 333(a)(1)
HOWARD R. UDELL ) 21 U.S.C. §§ 331(a), 352(a), 333(a)(1)
PAUL D. GOLDENHEIM ) 21 U.S.C. §§ 331(a), 352(a), 333(a)(1)

INFORMATION
INTRODUCTION

The United States Attorney charges that at all times relevant to this Information:
Description of Defendants
1. Defendant The PURDUE FREDERICK COMPANY, INC. (referred to in this
Information as “PURDUE”), doing business as The Purdue Frederick Company, was a New York
corporation, headquartered in Connecticut. It was created in 1892 and was purchased by its current
owners in 1952, Atall times relevant to this Information, PURDUE and other related and associated
entities were engaged in the pharmaceutical business throughout the United States. |

2, PURDUE developed and originally marketed OxyContin Tablets (“OxyContin™), an

opioid analgesic approved to be taken every twelve hours. OxyContin 1s a controlled-release form -

of oxycodone and is a Schedule II controlled substance with an abusc liability similar to morphine.
3. Defendant MICHAEL FRIEDMAN joined PURDUE in 1985 as Vice President and
Assistant to the President and Chairman. He was appointed Group Vice President in 1988,

Executive Vice President and Chief Operating Officer in 1999, and President and Chief Executive

Attachment I 1o Plea Agreement
United States v. The Purdue Frederick Co., Inc. Page lofle6




2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg 16 of 90 . Pg ID 1449

Officer in 2003.

4. Defendant HOWARD R. UDELL joined PURDUE in 1977 as General Counsel. He
was appointed Group Vice President and General Counsel in 1989, Executive Vice President and
General Counsel in 1999, and Executive Vice President and Chief Legal Officer in 2003.

A. Defendant PAUL D. GOLDENHEIM joined PURDUE in 1985 as Medical Director.
He was appointed Vice President and Medical Director in 1986, Vice President of Scientific and
Medical Affairs and Executive Director of Purdue Frederick Research Center in 1988, Group Vice
President of Scientific and Medical Affairs in 1989, Executive Vice President of Medical and
Scientific Affairs in 1999, Executive Vice President of Worldwide Research & Development in
2000, and Executive Vice President of Worldwide Research & Development and Chief Scientific
Officer in 2003. He left PURDUE in 2004.

6. From January 1996 through June 30, 2001, PURDUE received approximately $2.8
billion in revenue from the sale of OxyContin.

Statutory Framework

7. The United States Food and Drug Administration (“FDA™) is the agency of the
United States responsible for protecting ther public he_alth by ensuring the safety, efficacy, and
security of human drugs and for enforcing the Federal Food, Drug and Cosmetic Act (“FDCA™), 21
U.S.C. §§ 301, et seq. -

8. The FDCA, 21 U.S8.C. § 355, required a sponsor of a new drug to receive FDA
approval of a New Drug Application (“NDA”), before the sponsor could distribute the drug in
interstate commerce.

9. The FDCA, 21 U.S8.C. § 321{(m), defined labeling to include “all labels and other
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written, printed, or graphic matter . . . accompanying [a drug].” Title 21, Code of Federal
Regulations, Section 202.1(/)(2) provided that labeling included brochures, booklets, mailing
pieces, detailing pieces, bulletins, letters, motion picture films, sound recordings, exhibits, literature,
and reprints and similar pieces of printed, audio, or visual matter descriptive of a drug which were
disseminated by or on behalf of a drug’s manufacturer, packer, or distributor. Such items
“accompanied” a drug if they were designed for use and used in the distribution and sale of the drug.

10.  TheFDCA,21U.5.C.§ 352(a), provided that a drug was misbranded “[i]fits labeling
[was] false or misleading in any particular.” The FDCA, 21 U.S.C. § 321(n), provided that “[i]n
determining whether the labeling . ‘. . '[was] misleading there shall be taken into account (among
other things) not only representations made or suggested by statement, word, design, device, or any
combination thereof, but also the extent to which the labeling fails to Teveal facts material in the
lighf of such representation or material with respect to th(; consequences which may result from the
use . .. to which the labeling . . . relates under the conditions of use prescribed in the labeling-. ..
or under such conditions of use as are customary or usual.”

11.  The FDCA, 21 US.C. § 331(a), prohibited the introduction or delivery for
introduction into interstate commerce of a misbranded drug. 21 U.S.C. § 333(a)(2) provided that
such a violation committed with the intent to defraud or mislead was punishable as a felony. Under
21 U.8.C. § 333(a)(1) and the applicable case law, an individual could be held criminally liabie for
a misdemeanor violation of § 331(a) without having knowledge of, or intent to cause, the
misbranding if that individual was a responsible corporate officer at the time of the misbranding.
A responsible corporate officer for these purposes was one who had responsibility and authority

either to prevent in the first instance or to promptly correct certain conduct resulting in the
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misbranding of a drug introduced or delivered for introduction into interstate commerce.
12.  OxyContin was a drug within the meaning of the FDCA, 21 U.S.C. § 321(g)(1), and
a new drug within the meaning of 21 U.S.C. § 321(p).

OxvContin Approval and Package Insert

13.  Onapproximately December 28, 1994, PURDUE submitted the OxyContin NDA to
the FDA. The NDA included clinical studies showing that OxyContin, when dosed every twelve
hours, was as safe and as effective as immediate-release oxycodone dosed every six hours.

| 14.  The NDA did not claim that OxyContin was safer or more effective than immediate-
release oxycodone or other pain medications and PURDUE did not have, and did not provide the
FDA with, any clinical studies demonstrating that OxyContin was less addictive, less subject to
abuse and diversion, or less likely to cause tolerance and withdrawal than other pain medications.
15. On or about October 24, 1995, the FDA completed, with PURDUE’s assistance, an
internal Medical Officer Review (“MOR”) of the Integrated Summary of Safety (*1SS”) and a MOR
of the Integrated Summary of Efficacy (“ISE™). While notbinding on the company, the MORs were
disclosed to certain PURDUE supervisors and employees. These MORs did not state that
OxyContin was more effective than or superior to, safer, had less opioid effects, or caused fewer
adverse events than any other marketed product.
16.  The MOR.of the_ ISS included these statements:

a. “The blood level data in clinical use suggests the opioid effects {of
OxyContin and immediate-release oxycodone] would be similar;”

b. “The best conclusion is that the efficacy of [OxyContin] is equivalent to
the [immediate-release oxycodone], with an adverse event profile that is as good as
the [immediate-release oxycodone]. I would not allow a ‘better’ claim.” (emphasis
in original);
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c. “The adverse experience profile of [OxyContin] is qualitatively similar to
that of the parent drug, oxycodone;” and

d. “Withdrawal is possible in patients who have their dosage abruptly
reduced or discontinued.” ‘

17.  The MOR of the ISE included these statements:

a. “There is some evidence, both pharmacokinetic and clinical, that reduced

acute opioid adverse effects may be expected in some patients, but there is not

enough evidence to support an {adverse event] superiority claim [for OxyContin]

against other marketed products.” (emphasis in original); and
b. “Care should be taken to limit competitive promotion. {OxyContin] has

been shown to be as good as current therapy, but has not been shown to have a

significant advantage beyond reduction in frequency of dosing.”

18.  The FDA approved the OxyContin NDA on December 12, 1995, and from 1996
through June 30, 2001, the FDA-approved package insert for OxyContin stated that it was intended
for “the management of moderate to severe pain where use of an opioid analgesic is appropriate for
more than a few days.” The package insert also included the statement: “Delayed absorption, as

provided by OxyContin tablets, is believed to reduce the abuse liability of a drug.”

Misbranding of OxyContin

19.  During the period February through March 1995, PURDUE supervisors and
employees obtained market research that included focus groups of forty primafy care physicians,
rheumatologists, and surgeons to determine their receptivity to using OxyContin for non-cancei
pain. According to this market research, some of these physicians had concerns, similar to their
concerns about combination opioids, regarding OxyContin’s addictive potential and side effect
profile, including that “[t]The biggest negative of [OxyContin] was the abuse potential.”

20. Beginning on or about December 12, 1995, and continuing until on or about June 30,
2001, certain PURDUE supervisors and employees, with the intent to defraud or mislead, marketed
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and promoted OxyContin as less addictive, less subject to abuse and diversion, and less likely to
cause télerance and withdrawal than other pain medications, as follows:

a. Trained PURDUE sales representatives and told some health care providers that
it was more difficult to extract the oxycodone from an OxyContin tablet for the purpose of
intravenous abuse, although PURDUE’s own study showed that a drug abuser could exiract
approximately 68% of the oxycodone from a single 10 mg OxyContin tablet by crushing the
tablet, stirring it in water, and drawing the solution through cottoﬁ into a syringe;

b. Told PURDUE sales representatives they could tell health care providers that
OxyContin potentially creates less chance for ;ddiction than immediate-release opioids;

c. 'Sponspred training that taught FURDUE sales supervisors that OxyContin had
fewer “peak and trough” blood level effects than immediate-release opioids resulting in less
euphoria and less potential for abuse than short-acting opioids;

d. Told certain health care providers that patients could stop therapy abruptly
without experiencing withdrawai symptoms and that patients who took OxyContin would
not develop tolerance to the drug; and

e. Told certain health care providers ;Lhat OxyContin did not cause a “buzz” or
euphoria, caused less euphoria, had less addiction potential, had less abuse potential, was
less likely to be diverted than immediate-release opioids, and could be used to “weed out”
addicts and drug seekers.

Misbranding of OxvContin: Use of Graphical Depictions by Sales Representatives

21.  Data from one of PURDUE’s clinical studies was used to create the following

graphical demonstration of the difference in the plasma levels at steady state between patients who
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took OxyContin every twelve hours (the “10 mg CR” line) and patients who took immediate-release

oxycodone every six hours (the “5 mg IR” line):
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22. On October 12, 1995, PURDUE requested comments from the FDA’s Division of
Drug Marketing, Advertising, and Communication (“DDMAC”) about its proposed launch
marketing materials, which included the following graph and text showing the ;:)xycodone plasma
concentration provided by OxyContin on a logarithmic scale along with the statement that
OxyContin’s oxycodone blood plasma levels provided “fewer ‘peaks and valleys’ than with

immediate-release oxycodone:”
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23.  On or about December 20, 1995, after reviewing the proposed OxyContin launch
materials, DDMAC informed PURDUE that “[i]f [Purdue] wishes to compare blood levels in the
text, then DDMAC suggests that the blood levels for both dosage forms be presented in the graphic
so that the reader can accurately interpret this claim.”

24. On or about Jaﬁuary 11, 1996, PURDUE told DDMAC that it had “deleted” the
statement “[f]ewer peaks and valleys than with immediate-release oxycodone.”

25. In or about December 1998, PURDUE sponsored training for all of its district sales
manageré. During this meeting, a pharmacist retained by PURDUE to conduct a portion of the
training used the following graphical demonstration (instead of the graphical demonstration of the
actual clinical data described in paragraph 21 of the Introduction of this Information), and falsely
stated that OxyContin had significantly fewer “peak and trough” blood level effects than immediate-

release opioids resulting in less euphoria and less potential for abuse than short-acting opioids:
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26.  Beginning in or around 1999, some of PURDUE’s new sales representatives were

permitted, during training at PURDUE’s headquarters, to draw their own blood level graphs to
falsely represent that OxyContin, unlike immediate-release or short-acting opioids, did not swing
up and down between euphoria and pain and resulted in less abuse potential.

27.  Duringthe period 1999 through June 30,2001, certain PURDUE sales representatives
used graphical depictions similar to the one described in paragraph 25 of the Introduction of this
Information and falsely stated to some health care providers that OxyContin had less euphoric effect
and less abuse potential than éhort—acting opioids.

Misbranding of OxyContin: Misleading Use of Article to Claim No Withdrawal or Tolerance

28.  Onor about January 16, 1997, certain PURDUE supervisors and employees sent to

the FDA the results of a climical study pertaining to the use of low doses of OxyContin by
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osteoarthritis patients (“osteoarthritis study™) and a final study report that included, m a section
pertaining to respite periods, the statement “[n]o investigator reported ‘withdrawal syndrome’ as an
adverse experience during the respite periods.” In a section entitled “Adverse Experiences by Body
System During Respite Periodé,” the report’s summary of the major results histed the most frequently
feported adverse experiences in respite periods to be nervousness, insomnia, nausea, pain, anxiety,
depression, and diarrhea, followed by the statement: “Twenty-eight patients (26%) had symptoms
recorded during 1 or more respite periods.”

29.  InoraboutMay 1997, certain PURDUE supervisors and employees stated that while
they were well aware of the incorrect view held by many physicians that oxycodone was weaker
than morphine, they did not want to do anything “to make physicians think that oxycodone was
stronger or equal to morphine” or to “take ahy steps in the form of promotional materials, symposia,
clinicals, publications, conventions, or communications with the field force that would affect the
unique position that OxyContin ha[d] in many physicians mind (sic).”

. 30.  On or about February 12, 1999, certain supervisors and employees of a United
Kingdom company aftiliated with PURDUE provided certain PURDUE supervisors and employees
with an analysis of the osteoarthritis study together with another clinical study. This analysis
included a list of eight patients in the osteoarthritis study and eleven patients in the other study “who
had symptoms recorded that may possibly have been related to opioid withdrawal,” including one
patient in the other study who required treatment for withdrawal syndrome. The “Discussion”
section of this analysis included the following: “Itis not surprising that some patients in the clinical
 trials developed some degree of physical dependence and consequently experienced withdrawal

symptoms as a result of abrupt discontinuation of OxyContin tablets. All patients who were
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suspected to have withdrawal symptoms have been reported but this may have resulted in a falsely
high incidence. Of the patients who ﬁarticipated in [the osteoarthritis study] (in which patients
entered respite periods without OxyContin tablets) many symptoms suspected to be due to opioid
withdrawal may simply have resulted from the return of pain. After withdrawal of OxyContin
tablets, patient 6007 complained of nervousness, patient 2004 complained of insomnia and felt
restless and patients 2020 and 2028 were restless and anxious. Since these are symptoms which
often accompany the return of significant pain, it mﬁy be wrong to label these as withdrawal
symptoms. Nonetheless, the incidence of withdrawal syndromes in patients treated with OxyContin .
tablets is a concern and it is safer to over report, than under repoft this potential problem.” The
analysis’ conclusions included the statement: “As expected, some patients did become physically
dependent on OxyContin tablets but this is not expected to be a clinical problem so long as abrupt
withdrawal of drug is avoided.” |

31.  Certain PURDUE supervisors and employees participated in the drafting of an article
regarding the osteoarthritis study that was published in a medical journal on or about March 27,
2000 (“osteoarthritis study article”). The “Results” section of the article included the following
three statements pertaining to the incidence of withdrawal syndrome and withdrawal sy%nptoms
experienced by study patients: (1) One patient was hospitalized “for withdrawal symptoms.. . . . The
patient who was hospitalized with.withdrawal symptoms haci completed the study on the previous
day and had been receiving CR oxycodone, 70 mg/d; symptoms resolved after 3 days.” (2) “A
second patient, who was receiving 60 mg/d CR oxycodone, experienced withdrawal symptoms afier
running out of study medication. The patient had not reported withdrawal symptoms during

scheduled respites from doses of 30 or 40 mg/d.” (3) “Withdrawal syndrome was not reported as
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an adverse event for any patient during scheduled respites. Adverse experiences reported by more
than 10% of patients during scheduled respites were nervousness (9 patients) and insomnia (8
paﬁenfs).”

32. The osteoarthritis study article also included a “Comment” section. The statement
regarding withdrawal in this section largely summarized the information in the three statements m
the. “Results” section and further suggested that patients taking low doses could have their
OxyContin treatment abruptly discontinued without experiencing withdrawal if their condition so
warranted: “There were 2 reports of withdrawal symptoms after patients abruptly stopped taking
CR oxycodone at doses of 60 or 70 mg/d. Withdrawal syndrome v;fas not reported as an adverse
event during scheduled respites, indicating that [OxyContin] at doses below 60 mg [per day] can be
discontinued without tapering the dose if the patient’s condition so warrants.”

33. On or about May 18, 2000, after millions of OxyContin tablets had been sold and
used by patients, PURDUE’s Medical Services Department reported to certain PURDUE supervisors
and employees that it had recently received a report of a pa;cient who said he or she was unable {0
stop taking OxyContin 10 mg every 12 hours without experiencing withdrawal symptoms and the
report indicated that “this type of question, patients not being able to stop OxyContin without
withdrawal symptoms has come up quite a bit here in Medical Services lately (at least 3 calls in the
last 2 days).”

34.  Onorabout June 26,2000, certain PURDUE supervisors and employees sent the full
text of the osteoarthritis study article together with a “marketing tip” to PURDUE’s entire sales
force. The marketing tip stated that a reprint of the osteoarthritis study article was available for use

in achieving sales success. The marketing tip also included as one of the article’s twelve key points:
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“There were 2 reports of withdrawal symptoms after patients abruptly stopped taking CR
oxycodone at doses of 60 or 70 mg/d. Withdrawal syndrome was not reported as an adverse event
during scheduled respites indicating that CR oxycodone at doses below 60 mg/d can be discontinued
without tapering the dose if the patient condition so warrants.”

35.  On or about February 13, 2001, certain PURDUE supervisors and employees
received a review of the accuracy of the withdrawal data in the osteoarthritis study that stated:
“Upon a review of all comments for all enrolled patients, it was noted that multiple had comments
Which directly stated or implied that an adverse experience was due to possible withdrawal
symptoms.” This was followed by a list of eleven study patients who reported adverse experience
due to possible withdrawal symptoms during these periods. 106 patients initially participated in the
osteoarthritis study, 32 of them withdrew because of adverse events (not necessarily related to
withdrawal), and 38 patients remained in the study at 12 months.

36. On or about March 28, 2001, a PURDUE employee emailed a PURDUE supervisor
fegarding the review olf withdrawal data described in pafagraph 35 of the Introduction of this
Information, asking: “Do you think the withdrawal data from the [osteoarthritis] study . . . is worth
writing up (an abstract)? Or would this add to the current negative press and should be deferred?”
The supervisor responded: “I would not write it up at this point.” No abstract was prepared.

37.  Between approximately June 26, 2000, and June 30, 2001, certain PURDUE
supervisors and employees distributed copies of the reprint of the osteoarthritis study article to all
of PURDUEs sales representatives for use in the promotion and marketing of OxyContin to health
care providers, including the distribution of 10,615 copies to certain PURDUE sales representatives

between February 13, 2001, and June 30, 2001.
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38. During the period June 26, 2000, through June 30, 2001, certain PURDUE sales
representatives distributed the reprint of the osteoarthritis study article to some health care providers
and falsely or misleadingly stated that patients taking OxyContin at doses below 60 milligrams per
day can always be discontinued abruptly without withdrawal symptoms and that patients on such
doses would not develop tolerance.

Misbranding of OxyContin: Use of Reduced Abuse Liability Claim in Marketing

39.  The original OxyContin package insert approved by the FDA stated: “Delayed
absorption, as provided by OxyContin tablets, is believed to reduce the abuse liability of a drug” (the
Reduced Abuse Liability Statement). Certain PURDUE supervisors and employees instructed
PURDUE sales representatives to use this statement to market and promote OxyContin.

40.  Certain PURDUE sales representatives, while promoting and marketing OxyContin,
falsely told some health care providers that the Reduced Abuse Liability Statement meant that
OxyContin did not cause a “buzz” or euphoria, caused less euphoria, had less addiction potential,
had less abuse potential, was less likely to be diverted than immediate-release opioids, and could
be used to “weed out” addicts and drug seekers.

41. By March 2000, various PURDUE supervisors and employees in different parts of
the company had received reports of OxyContin abuse and diversion occurring in different
© communities.

42. _ On or about November 27, 2000, certain PURDUE supervisors and employees
amended the Reduced Abuse Liability Statement to state that “[d]elayed absorption, as provided by
OxyContin tablets, when used properly for the management of pain, 1s believed to reduce the abuse

liability of a drug,” and instructed PURDUE sales representatives to use the amended statement to
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promote and market OxyContin.

43, From March 2000 throngh June 30, 2001, certain PURDUE sales representatives,
while promoting and marketing OxyContin, falsely told some health care providers that the Reduced
. Abuse Liability Statement and the amended statement meant that OxyContin did not cause a “buzz”
or euphoria, caused less euphoria, had less addiction potential, had less abuse potential, was less

likely to be diverted than immediate-release opioids, and could be used to “weed out” addicts and

drug seekers.
COUNT ONE
Introduction of Misbranded Drug into Interstate Commerce
21 U.S.C. §§ 331(a), 352(a), 333(a)(2)
1. The Introduction of this Information is realleged and made a part of this Count.
2. In or about and between January 1996 and June 30, 2001, in the Western District of

Virginia and elsewhere, defendant The PURDUE FREDERICK COMPANY, INC. doing business
as The Purdue Frederick Company, with the intent to defraud or mislead, introduced and caused the
~ introduction into interstate commerce of quantities of OxyContin from various locations outside the

state of Virginia to various locations in the Western District of Virginia and elsewhere, which were
_ misbranded within the meaning of 21 U.S.C. §§ 331(a), 333(a)(2), and 352(a), in that the matters

described in paragraphs 19 through 43 of the Introduction of this Information constituted labeling

‘within the meaning of 21 U.S.C. § 321(m) and were false and/or misleading.

| All in violation of 21 U.S.C. §§ 331(a), 352(a), and 333(a)(2).'
COUNTTWO
Introduction of Misbranded Drug in Interstate Commerce

21 U.S.C. §§ 331(a), 352(a), and 333(a)(1)

The United States Attorney charges that:
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1. The Introduction of ti:is Information is realleged and made a part of this Count.

2. Between iﬁ or about January 1996 and on or about AJune 30, 2001, defendants

: MICHAEL FRIEDMAN, HOWARD R. UDI;ELL; and PAUL D. GOLDENHEIM, were sénior _
executives of The PURDUE FREDERICK COMPANY, INC., doing business-as The Purdue
Frederick’ Company, and were responsible corporate ofﬁcer_s undér 21 0U.8.C. §§331 (g), 333(a)(1),
and 352(a) during the time that THE PUkDUE FREDERICK COMPANY, INC., introduced and
caused ;‘he' introduction into interstate commerce of quantities of OxyContin from varioﬁs locations |
outside the state of Virginia to various locations in the Wester District of Virginia and elsewhere,
which were misbranded as described in paragraphs 19 through 43 of the Introduction and Count One
‘of this Information. |

‘ Ail in violation of Title 21, United States Code, Sections-331(a), 352(a), and 333(a)(1).

Date: /%‘/ Z O F fd/éx/-,ty- - m/wkéc—-/
‘ VA _ . JoBfL.Brownlee - |
R : ited States Attorney

Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistant United States Attorney
Sharon Burnham, Assistant United States Attorney
Barbara T. Wells, Trial Atiorney, U.S. Dept. Of Justice
Elizabeth Stein, Trial Attorney, U.S. Dept. Of Justice
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

ABINGDON DIVISION
UNITED STATES OF AMERICA )
)
v. ) Dkt. No.

)

THE PURDUE FREDERICK COMPANY, INC. )
D/B/A The Purdue Frederick Company )}
MICHAEL FRIEDMAN : )
HOWARD R. UDELL )
PAUL D. GOLDENHEIM )

AGREED STATEMENT OF FACTS
Int.roduction

1. Defendant The PURDUE FREDERICK COMPANY, INC. (referred to in this Agreed
Statement of Facts as “PURDUE"), doing business as The Purdue Frederick Company, was a New
York corporation, headquartered in Connecticut. It was created in 1892 and was purchased by its
current owners in 1952. At all times relevant to this Agreed Statement of Facts, PURDUE and other
réiated and associated entities were engaged in the pharmaceutical business throughout the United
States.

2. PURDUE developed and originally marketed OxyContin Tablets (“OxyContin”}, an
opioid analgesic approved to be taken every twelve hours. OxyContin is a controlled-release form
of oxycodone and is a Schedule Il controlled substance with an abuse liability similar to mbrphine.

3. Defendant MICHAEL FRIEDMAN joined PURDUE in 1985 as Vice President and
Assistant to the President and Chairman. He was appointed Group Vice President in 1988,
Executive Vice President and Chief Operating Officer in 1999, and President and Chiel Executive

Officer in 2003.
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4. Defendant HOWARD R. UDELL joined PURDUE in 1677 as General Counsel. He
was appointed Group Vice President and General Counsel in 1989, Executive Vice President and
General Counsel in 1999, and Executive Vice President and Chief Legal Officer in 2003.

5. Defendant PAUL D. GOLDENHEIM joined PURDUE in 1985 as Medicai Director.
He was appointed Vice President and Medical Director in 1986, Vice President of Scientific and
Medical Affairs and Execﬁtive Director of Purdue Frederick Research Center in 1988, Group Vice
President of Scientific and Medical Affairs in 1689, Executive Vice President of Medical and
Scientific Affairs in 1999, Executive Vice President of Worldwide Research & Development in
2000, and Executive Vice President of Worldwide Research & Development and Chief Scientific
Officer in 2003. He left PURDUE in 2004.

6. From January 1996 through June 30, 2001, PURDUE received approximately $2.8
* billion in revenue from the sale of OxyContin.

Statutory Framework

7. The United States Food and Drug Administration (“FDDA™) is the agency of the
United States responsible for protecting the public hea.lth by ensuring the safety, efficacy, and
security of human drugs and for enforcing the Federal Food, Drug, and Cosmetic Act (“"FDCA”),
21 U.S.C. §§ 301, el seq.

8. The FDCA, 21 U.S.C. § 355, required a sponsor of a new drug to receive FDA
approval of a New Drug Application (“NDA”), before the sponsor could distribute the drug in

interstate commerce.
9. The FDCA, 21 U.S.C. § 321(m), defined labeling to include “all labels and other

~written, printed, or graphic matter . . . accompanying [a drug].” Title 21, Code of Federal
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Regulations, ‘.Section 202.1(1)(2) provided that labeling included brochures, booklets, mailing
pieces, detailing pieces, bulletins, letters, motion picture films, sound recordings, exhibits, literature,
and reprints and similar pieces of printed, audio, or visual matter descriptive of a drug which were
disseminated by .or on behalf of a drug’s manufacturer, packer, or distributor. Such items
“accompanied” a drug if they were designed for use and used in the distribution and sale of the drug.

10.  TheFDCA,21 U.S.C. § 352(a), provided that a drug was misbranded “[i]fits labeling
[was] false or misleading in any particular.” The FDCA, 21 US.C. § 321(n), provided that “[i]n
detcrmining whether the labeling . . . [was] misleading there shall be taken into account (among
other things) not only representations made or suggested by statement, word, desigh, device, or any
combination thereof, but also the extent to which the labeling fails to reveal facts material in the
light of such representation or material with respect to the consequences which may result from the
use . . . to which the labeling . . . relates under the conditions of use prescribed in the labeling . . .
or under such conditions of use as are customary or usual.”

11.  The FDbA, 21 U.S.C. § 33i(a), prohibited the-introduction or delivery for |
introduction into interstate commerce of a misbranded drug. 21 U.S.C. § 333(a)(2) provided that
such a violation committed with the intent to defraud or mislead was punishable as a felony. Under
21 U.S.C. § 333(2)(1) and the applicable case law, an individual could be held criminally liable for
a misdemeanor violation of § 331(a) without having knowledge of, or intent to cause, the
misbranding if that individual was a responsible corporate officer at the time of the misbranding.
A responsible corporate officer for these purposes was one who had responsibility and authority
either to prevent in the first instance or to promptly correct certain conduct resulting in the

misbranding of a drug introduced or delivered for introduction into interstate commerce.
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12.  OxyContin was a drug within the meaning of the FDCA, 21 U.S.C. §321(g)(1),and
a new drug within the meaning of 21 U.S.C. § 321(p).

OxyContin Approval and Package Insert

13.  Onapproximately December 28, 1994,. PURDUE submitted the OxyContin NDA to
the FDA. The NDA included clinical studies showing that OxyContin, when dosed every twelve
hours, was as safe and as effective as immediate-release oxycodone dosed every six hours.

14.  The NDA did not claim that OxyContin was safer or more effective than immediate-
release oxycodone or other pain medications and PURDUE did not have, and did not provide the
FDA with, any clinical studies demonstrating that OxyContin was less addictive, less subject to
abuse and diversion, or less likely to cause tolerance and withdravs;'ai than other pain medications.

15. On or about October 24, 1995, the FDA completed, with PURDUE’s assistance, an
internal Medical Officer Review (“MOR”) of the Integrated Summary of Safety (“IS5”) and a MOR
of the Integrated Summary of Efficacy (“ISE”). While not binding on the company, the MORs were
discloséd to certain PURDUE supervisors and employees. These MORs did not state that

}()xyContin was more effective than or superior to, safer, had less opioid effects, or caused fewer
adverse events than any other marketed product.

16.  The MOR of the ISS included these statements:

a. “The blood level data in clinical use suggests the opioid effects Jof
OxyContin and immediate-release oxycodone] would be similar;”

b. “The best conclusion is that the efficacy of [OxyContin] is equivalent to
the [immediate-release oxycodone], with an adverse event profile that is as good as
the [immediate-release oxycodone]. I would not allow a ‘better’ ¢laim.” (¢mphasis
in original);

c. “The adverse experience profile of [OxyContinj is qualitatively similar to
that of the parent drug, oxycodone;” and

Attachment B to Plea Agreement
United States v. The Purdue Frederick Co., Inc. Page 4 of 16




2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg350f90 PgID 1468

d. “Withdrawal is possible. in patients who have their dosage abruptly
reduced or discontinued.” '

17. The MOR. of the ISE included these statements:

a. “There is some evidence, both pharmacokinetic and clinical, that reduced
acute opioid adverse effects may be expected in some patients, but there is not
enough evidence to support an [adverse event] superiority claim {for OxyContin]
against other marketed products.” (emphasis in original); and

b. “Care should be taken to limit competitive promotion. [OxyContin] has

been shown to be as good-as current therapy, but has not been shown to have a

significant advantage beyond reduction in frequency of dosing.”

18, The FDA approved the OxyContin NDA on December 12, 1995, and from 1996
through June 30, 2001, the FDA-approved package insert for OxyContin stated that it was intended
for “the management of moderate to severe pain where use of an opioid analgesic is appropriate for
more than a few days.” The package insert also included the statement: “Delayed absarption, as

providéd by OxyContin tablets, is believed to reduce the abuse liability of a drug.”

Misbranding of OxyContin

19.  During the period February through March 1995, PURDUE supervisofs and
employees obtained market research that included focus groups of forty primary care physicians,
rheumatologists, and surgeons to determine their receptivity to using OxyContin for non-cancer
pain. According to this market research, some of these physicians had concerns, similar to their
concerns about combination opioids, regarding OxyContin’s addictive potential and side effect
profile, including that “[t]he biggest negative of [OxyContin] was the abuse potential.”

20. Beginning on or about December 12, 1995, and continuing u.ntil on or about June 30,
2001, certain PURDUE supervisors and em‘p[oyeés, with the intent to defraud or misiead, marketed
and promoted OxyContin as less addictive, less subject to abuse and divefsion, and less likely to
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cause tolerance and withdrawal than other pain medications, as follows:

a. Trained PURDUE sales representatives and told some health care providers that
it was more difficult to extract the oxycodone from an OxyContin tablet for the purpose of
intravenous abuse, although PURDUE’s own study showed that a drug abuser could extract
approximately 68% of the oxycodone from a single 10 mg OxyContin tablet by crushing the
tablet, stirring it in water, and drawing the solution through cotton into a syringe; |

b. Told PURDUE sales representatives they could teli health care providers that
OxyContin potentially creates less chance for addiction than immediate-release opioids;

c. Sponsored training that taught PURDUE sales supervisors that OxyContin had
fewer “peak and trough” blood level effects than immediate-release opioids resulting in less
euphoria and less potential for abuse than short-acting opioids;

d. Told certain health care providers that patients could stop therapy abruptly
without experiencing withdrawal symptoms and that patients who took OxyContin would
nﬁt develop tolerance to the drug; and

¢. Told certain health care providers that OxyContin did not cause a “buzz” or
euphoria, caused less euphoria, had less addiction potential, had less abuse potential, was
less likely to be diverted than ilﬁmediate-release opioids, and could be used to “weed out”
addicts and drug seekers.

Misbranding of QxyContin: Use of Graphical Depictions by Sales Representatives

21.  Data from one of PURDUE’s clinical studies was used to create the following
graphical demonstration of the difference in the plasma levels at steady state between patients who

took OxyContin every twelve hours (the “10 mg CR” line) and patients who took immediate-release
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oxycodone every six hours (the “5 mg IR” lin¢):
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22. On October 12, 1995, PURDUE requested comments from the FDA’s Division of
Drug Marketing, Advertising, and Communication (“DDMAC”) about its proposed launch
marketing materials, which included the following graph and text showing the oxycodone plasma
concentration provided by OxyContin on a logarithmic scale along with the statement that
OxyContin’s oxycodone blood plasma levels provided “fewer ‘peaks and valleys™ than with

immediate-release oxycodone:”
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23.  On or about December 20, 1995, after reviewing the proposed OxyContin launch
materials, DDMAC informed PURDUE that “[i]f [Purdue] wishes to compare blood levels in the text,
then DDMAC suggests that the blood levels for both dosage forms be presented in the graphic so that

the reader can accurately interpret this claim.”

24.. On or about January 11, 1_996, PURDUE told DDMAC that it had “deleted” the
statement “[flewer peaks and valleys than with immediate-release oxycodone.”

25.  In or about December 1998, PURDUE sponsored training for all of its district sales
managers. During this meeting, a pharmacist retained by PURDUE to conduct a portion of the
training used the following graphical demonstfation (instead of the graphical demonstration of the
actual clinical data described in paragraph 21 of this Agreed Sts;tement of Facts), and-faiseiy stated
that OxyContin had significantly fewer “peak and trough” blood‘level effects than immediate-release

opioids resulting in less euphoria and less potential for abuse than short-acting opioids;
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26.  Beginning in or around 1999, some of PURDUE’S new sales representatives were
permitted, during training at PURDUE’s headquarters, to draw their own blood level graphs to falsely
represent that OxyContin, unlike immediate-release or short-acting opioids, did not swing up and
down between euphoria and pain, and resulted in less abuse potential.

.27. During the period 1999 through June 30,2001, certain PURDUE sales representatives
7 used graphical depictions similar to the one described in paragraph 25 of this Agreed Statement of
Facts and falsely sta£ed to some health care providers that OxyContin had less euphoric effect and
less abuse potential than short-actiﬁg opioids.

Misbranding of OxyContin: Misleading Use of Article to Claim No Withdrawal or Tolerance

28.  Onor about January 16, 1997, certain PURDUE supervisors and employees sent to
the FDA the results of a clinical study pertaining to the use of low doses of OxyContin by
osteoarthritis patients (“ostecarthritis study™) and a final study report that included, in a section
pertaining to respite periods, the statement “[n]o investigator reported.‘withdrawai syndrome’ as an
adverse experience during the respite periods.” In a section entitled “Adverse Experiences by Body
System During Respite Periods,” the report’s summary of the major results listed the most frequently
~ reported adverse experiences in respite periods to be nervousness, insomnia, nausea, pain, anxiety,
depression, and diarrhea, followed by the statement: “Twenty-eight patients (26%) had symptoms
recorded during 1 or more respite periods.”

29.  Inorabout May 1997, certain PURDUE supervisors and employees stated that while
they were well aware of the incorrect view held by many physicians that oxycodone was weaker than
morphine, they did not want to do anything “to make physicians think that oxycodone was stronger

or equal to morphine” or to “take any steps in the form of promotional materials, symposia, clinicals,
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publications, conventions, or communications with the field force that would affect the unique
position that OxyContin hafd] in many physicians mind (sic}.”

30.  On or about February 12, 1999, certain supervisors and émployecs of a United
Kingdom company affiliated with PURDUE provided certain PURDUE supervisors and employees
with an analysis of the osteoarthritis study together with another clinical study. This analysis
included a list of eight patients in the osteoarthritis study and eleven patients in the other study “who
had symptoms recorded that may possibly have been related to opioid withdrawal,” including one
patient in the other study who required treatment for withdrawal syndrome. The “Discussion” section
of this analysis includea the following: “It isr not surprising that some patients in the clinical trials
developed some degree of physica! dependence and consequently experienced withdrawal symptoms

as a result of abrupt discontinuation of OxyContin tablets. All patients who were suspected to have

withdrawal symptoms have been reported but this may have resulted in a falsely high incidence. Of

the patients who participated in [the osteoarthritis study] (in which patients entered respite periods
without OxyContin tablets) many symptoms suspected to be due te opioid withdr#wal may simply
have resulted from the return of pain. After withdrawal of OxyContin tablets, patient 6007
complained of nervousness, patient'2004 corﬁplained of insomnia and felt restless and patients 2020
and 2028 were restiess and anxious. Since these are symptoms which often accompany the return
of sipnificant pain, it may be wrong to label these as withdrawal symptoms. Nonetheless, the
incidence of withdrawal syndromes in patients treated with OxyContin tablets is a concern and it is
safer to over report, than under report this potential problem.” The analysis’ conclusions included
the statement: “As expected, some patients did become physically dependent on OxyContin tablets

but this is not expected to be a clinical problem so long as abrupt withdrawal of drug is avoided.”
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31.  Certain PURDUE supervisors and employees participated in the drafting of an article
regarding the osteoarthritis study that was published ina medical journal on or about March 27,2600
(“osteoarthritis study article”). The “Results™ section of the article included the following three
statements pertaining to the incidence of withdrawal syndrome and withdrawal symptoms
experienced by study patients: (1) One patient was hospitalized “for withdrawal symptoms. . .. The
patient who was hospitalized with withdrawal symptoms had completed the study on the previous
day and had been receiving CR oxycodone, 70 mg/d; symptoms resolved after 3 days.” (2)“A second
patient, who was receiving 60 mg/d CR oxycodone, experienced withdrawal symptoms after running
out of study medication. The patient had not reported withdrawal symptoms during scheduled
respites from doses of 30 or 40 mg/d.” (3) “Withdrawal syndrome was not reported as an adverse
event for any patient during scheduled respites. Adverse experiences reported by more than 10% of
patients during scheduled respites were nervousness (9 patients) and insomnia (8 patients).”

32. The osteoarthritis study article also included a “Comment” section. The statement
regarding withdrawal in this section largely summarized the information in the three statements in
the “Results” section and further suggested that patients taking low doses could have their OxyContin
treatment abruptly discontinued without experiencing withdrawal if their condition so warranted:
“There were 2 reports of withdrawal symptoms after patients abruptly stopped taking CR oxycodone
at doses of 60 or 70 mg/d. Withdrawal syndrome was not reported as an adverse event during
scheduled respites, indicating that [OxyContin] at doses below 60 mg [per day] can be discontinued
without tapering the dose if the patient’s condition so warrants.”

33. On orabout May 18, 2000, after millions of OxyContin tablets had been sold and used -

by patients, PURDUE’s Medical Services Department reported to certain PURDUE supervisors and
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employees that it had recently received a report of a patient who said he or she was unable to stop
taking OxyContin 10 mg every 12 hours without experiencing withdrawal symptoms and the report
indicated that “this type of question, patients not being able to stop OxyContin without withdrawal
symptoms has come up quite a bit here in Medical Services lately (at least 3 calls in the last 2 days).”

34.  Onorabout June 26, 2000, certain PURDUE supervisors and employees sent the full
text of the osteoarthritis study article together with a “marketing tip” to PURDUE’s entire sales force.
The marketing tip stated that a reprint of the osteoarthritis study article was available for use in
achieving sales success. The marketing tip also included as one of the article’s twelve key points:
“There were 2 reports of withdrawal symptoms after patients abruptly stopped taking CR oxycodone
at doses of 60 or 70 mg/d. Wi.thdrawal syndrome was not reported as an adverse event during
scheduled respites indicating that CR oxycodone at doses below 60 mg/d can be disconti nued without
taper'ing the dose if the patient condition so warrants.”

35.  Onorabout February 13,2001, certain PURDUE supervisors and employees received
areview of the accﬁracy of the withdrawal data 1n the osteoérthrlitis study that stated: “Upon a review
of all comments for all enrolled patients, it was noted that multiple had comments which directly
stated or implied that an adverse experience was due to possible withdrawa} symptoms.” This was
followed by a list of eleven study patients who repoﬁed adverse experience due to possible
withdrawal symptoms during these periods. 106 patients initially participated in the osteoarthritis
study, 32 of them withdrew because of adverse events (not necessarily related to withdrawal), and
38 patients remained in the study at 12 months.

36.  Onor about March 28, 2001, a PURDUE employee emailed 2a PURDUE supervisor

regarding the review of withdrawal data described in paragraph 35 of this Agreed Statement of Facts,
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asking: “Do you think the withdrawal data from the fosteoarthritis] study . .. is worth writing up (an
abstract)? Or would this add to the current negative press and should be deferred?” The supervisor
-responded: “I would not writé it up at this point.” No abstract was prepared.

37.  Between approximately June 26, 2000, and June 30, 2001 , certain PURDUE
supervisors and employees distributed copies of the reprint of the osteoarthritis study article to all of
PURDUE’s sales representatives for use in the promotion and marketing of OxyContin to health care
providers, including the distribution of 10,615 copies to certain PURDUE sales representatives
between February 13, 2001, and June 30, 2001. |

38.  During the period June 26, 2000, through June 30, 2001, certain PURDUE sales
representatives distributed the reprint of the osteoanhritis study article to some health care providers
and falsely or misleadingly stated that patients taking OxyContin at doses below 60 milligrams per
day can always be discontinued abruptly without withdrawal symptoms and that patients on such
doses would not develop tolerance.

Misbranding of OxyContin: Use of Reduced Abuse Liability Claim in Marketmg

39,  The original OxyContin package insert approved by the FDA stated: “Delayed
absorption, as provided by OxyContin tablets, is believed to reduce the abuse liability of a drug” (the
Reduced Abuse Liability Statemend). Certain PURDUE supervisors and employees instructed
PURDUE sales representatives to use this statement to market and promote OxyContin.

40.  Certain PURDUE sales representatives, while promoting and marketing OxyContin,
falsely told some health care providers that the Reduced Abuse Liability Statement meant that
OxyContin did not cause a “buzz” or euphoria, caused less euphoria, had less addiction potential, had

less abuse potential, was less likely to be diverted than immediate-release opioids, and could be used
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to “weed out” addicts and drug seckers.

41.  ByMarch 2000, various PURDUE supervisors and employees in different parts ofthe
company had received’reports of OxyContin abuse and diversion occurring in different communities.

42.  On or about November 27, 2000, certain PURDUE supervisors and employees
amended the Reduced Abuse Liability Statement to state that “[dJelayed absorption, as provided by
OxyContin tablets, when used properly for the management of pain, is believed to reduce the abuse
liability of a drug,” and instructed PURDUE sales representatives to use the amended statement to
promote and market OxyContin.

43, From March 2(_)00 through June 30, 2001, certain PURDUE sales representatives,
while promoting and marketing OxyContin, falsely told some health care providers that the Reduced
Abuse Liability Statement and the amended statement meant that OxyContin did not cause a “buzz”

or euphoria, caused less euphoria, had less addiction potential, had less abuse potential, was less
likely to be diverted than immediate-release opioids, and could be used to “weed out” addicts and

drug seekers.

Introduction of Misbranded QxyContin Into Interstate Commerce

44, In or about and between January 1996 and June 30, 2001, PURDUE manufactured,
marketed, and sold quantities of OxyContin in interstate commerce from various locations outside
the state of Virginia to various locations in the Western District of Virginia and elsewhere, which
were misbranded within the meaning of 21 U.S.C. §§ 331(a), 333(a)(2), and 352(a), as described in
paragraphs 19 through 43 of this Agreed Statement of Facts.

45,  Between in or about January 1996 and on or about June 30, 2001, defendants

MICHAEL FRIEDMAN, HOWARD R. UDELL, and PAUL D. GOLDENHEIM, were responsible
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comorate ofﬁéers of PURDUE under 21 U.8.C. §§ 331(a), 333(a)(1), and 352(a).

46. Defendants MICHAEL FRIEDMAN, HOWARD R. UDELL, and PAUL D.
GOLDENHEIM (“individual defendants™) do not agree that they had personal knowledge of all of
‘the matters set forth in parag_raphs 1 through 44 of this Agreed Statement of Facts. However, they
agree that the Court may accept these ;Eacts, asagreed fo by defendant THE PURDUE FREDERICK
COMPANY, INC., as part of the factual basis supporting thé guilty- pleas by the individual :
defendants. | |

The parties agree to the foregc;ing Agreed Statement of Facts.

FOR THE UNITED STATES:

‘Date: Wd/q ? -?0&?' _ [ator 5~ gmmuﬁ(/v

Jo . Brownlee
United States Atiorney
Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistant United States Attorney
Sharon Burnham, Assistant United States Attorney
‘Barbara T. Wells, Trial Attorney, U,S. Dept. Of Justice - '
Elizabeth Stein, Trial Attorey, U.S. Dept. Of Justice
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FOR DEFENDANT THE PURDUE

: FREDERICK COMPANY, INC.:
Date: MO\/ _Zr ZCVD7 m 6 %A/Mﬂ/

Robin E. Abrams, Esquire
Vice-President and Director of
The Purdue Frederick Company, Inc. and
Vice-President and Associate General Counsel
of Purdue Pharma L.P.

Authorized Corporate Officer for
The P E ick Company, Inc.

Date: /]Ad.bt 8, _ 200'7 %/mm
¢ ’ Hdward M. Shapird, Esquire v
Counsel for The Purdue Frederick Company, Inc.

FOR DEFE AEL FRIEDMAN:
Date: mmj ZQD 7 f

Michael Friedman, Defendant

-

-

Date:

Mark D. Pomerantz, Esquire
Counse} for Michael Friedman

'~ FORDEFENDANT HOWARD R. UDELL:
Date: /)/UZ/I/O}/ h7/ Z@’U7 W éw

Howard R. Udell, Defendant {

Date:
Mary Jo White, Esquire
Counsel for Howard R. Udell
FOR DEFENDANT PAUL D. GOLDENHEIM:
- Date:
Paul D). Goldenheim, Defendant
Date:

Andrew Good, Esquire
Counsel for Paul D. Goldenheim
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Date:

Date:

Date: | 5’/ 7// 97
Date: | 4’{/@ ./é ?

Date:

Date:

Date:

Date:
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FOR DEFENDANT THE PURDUE
FREDERICK COMPANY, INC.:

Robin E. Abrams, Esquire
Vice-President and Director of
The Purdue Frederick Company, Inc. and
Vice-President and Associate General Counsel
of Purdue Pharma L.P.

Authorized Corporate Officer for
The Purdue Frederick Company, Inc.

Howard M. Shapiro, Esquire
Counsel for The Purdue Frederick Company, Inc.

FOR ?EWHAEL FRIEDMAN:
Av__ l VL/’

Michaezgied W

M %

ark §~ Pomerantz, Esq[%ii\:
Counsel for Michael Friedinan

FOR DEFENDANT HOWARD R. UDELL:

Howard R. Udell, Defendant

Mary Jo White, Esquire
Counsel for Howard R. Udell

FOR DEFENDANT PAUL D. GOLDENHEIM:

Paul D. Goldenheim, Defendant

Andrew Good, Esquire
Counsel for Paul D. Goldenheim
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Date:

Date:

Date:

Date:

Date: _ 5‘/'7/07

- Date: 5'/61, a7

Date:

Date:
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United States v. The Purdue Frederick Co., Inc.

FOR DEFENDANT THE PURDUE
FREDERICK COMPANY, INC.:

Rdbin E. Abrams, Esquire
Vice-President and Director of
The Purdue Frederick Company, Inc. and

Vice-President and Associate General Counsel |

of Purdue Pharma L.P.
Authorized Corporate Officer for
The Purdue Frederick Company, Inc.

Howard M. Shapiro, Esquire
Counsel for The Purdue Frederick Company, [nc.

FOR DEFENDANT MICHAEL FRIEDMAN:

Michael Friedman, Defendant

Mark D. Pomerantz, Esquire
Counsel for Michael Friedman

FOR ZFE %w R. UDELL:

" Howard R. Udell, Defendant

s W/«

Mary Jo We Esquire
Counsel Tor Howard R. Udell

FOR DEFENDANT PAUL D. GOLDENHEIM:

Paul D. Goldenheim, Defendant

Andrew Good, Esquire
Counsel for Paul D. Goldenheim

Page 16 of 16




Date:

Date:

Date:

Date:

Date:

Date:

Date: Mﬂeé T 5200 7
Date: {}/}%44 & %07

Attachment B 1o Plea Agreement
United States v. The Purdue Frederick Co., Inc.

2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg49 0of 90 Pg ID 1482

FOR DEFENDANT THE PURDUE
FREDERICK COMPANY, INC.:

Robin E. Abrams, Esquire
Vice-President and Director of
The Purdue Frederick Company, Inc. and
Vice-President and Associate General Counsel
of Purdue Pharma L.P.

Authorized Corporate Officer for
The Purdue Frederick Company, Inc.

Howard M. Shapiro, Esquire
Counsel for The Purdue Frederick Company, Inc.

FOR DEFENDANT MICHAEL FRIEDMAN:

Michael Friedman, Deféndant

Mark D. Pomerantz, Esquire
Counsel for Michael Friedman

FOR DEFENDANT HOWARD R. UDELL:

Howard R, Udell, Defendant

Mary Jo White, Esquire
Counsel for Howard R. Udell

ﬁ %N% . GOLDENHEIM:
/7/ prai
Paui %Mdant
/ 2 7/
Andfew Good, Esquire
Counsel for Paul ID. Goldenhgim
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA
ABINGDON DIVISION

UNITED STATES OF AMERICA

V. Case No.

)
)
)
)
THE PURDUE FREDERICK COMPANY, INC.)

PLEA AGREEMENT

THE PURDUE FREDERICK COMPANY, INC. ("PURDUE") has entered into a Plea
Agreement with the United States of America, by counsel, pursuant to Rule 11{c)(1}C) of the
Federal Rules of Criminal Procedure (“Fed. R. Crim. P.”). The terms and conditions of this
agreement are as follows: : :

1 CHARGE TO WHICH PURDUE IS PLEADING GUILTY AND WAIVER OF
RIGHTS

PURDUE will enter a plea of guilty to Count One of an Information, charging it with the
felony of misbranding a drug, with the intent to defraud or mislead, in violation of Title 21, United
States Code, Sections 331(a) and 333(a)(2). The maximum statutory penaity is a fine of
$500,000.00 or twice the gross gain or loss, pursuant to Title 18, United States Code, Sections
3571(c)(3) and 3571(d), plus a period of probation of up to five years, pursuant to Title 18, United
. States Code, Section 3561(c)(1). In addition, PURDUE's assets may- be-subject-to- forfeiture.
PURDUE understands that fees may be imposed to pay for probation and that there will be a $400
special assessment, pursuant to Title 18, United States Code, Section 3013(a)(2)B). PURDUE's
attorney has informed it of the nature of the charge and the elements of the charge that must be
proved by the United States beyond a reasonable doubt before PURDUE could be found guilty as
charged.

PURDUE hereby waives its right to be proceeded against by indictment and consents to the
filing of an Information charging it with a violation of Title 21, United States Code, Sections 33 i(a)
and 333(a)(2). ,

PURDUE acknowledges that PURDUE has had all of its rights explained to it. PURDUE
expressly recognizes that, as a corporation, PURDUE may have the following constitutional rights
and, that by voluntarily pleading guilty, PURDUE knowingly waives arid gives up these valuable
constitutional rights:

The right to plead not guilty and persist in that plea.

The right to a speedy and public jury trial.

The right to assistance of counsel at that trial and in any subsequent appeal.

The right to remain silent at trial. —

The right to testify at trial.

Piea Agreemen:
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The right to confront and cross-examine witnesses.

The right to present evidence and witnesses.

The right to compulsory process of the court.

The right to compel the attendance of witnesses at trial.

‘The right to be presumed innocent.

The right to a unanimous guilty verdict.

The right to appeal a guilty verdict.

PURDUE is pleading gm]ty as described above because PURDUE is in fact guilty and
because PURDUE believes it is in its best interest to do so and not because of any threats or
promises, other than the terms of the Plea Agreement, described herein, in exchange for its plea of
guilty. PURDUE agrees that all of the matters set forth in the Information are true and correct.

PURDUE understands that the plea is being entered in accordance with Fed. R. Crim. P.

11{c)(1)(C).

2, SENTENCING PROVISIONS

The parties agree and stipulate that the 2006 United States Sentencing Guidelines
(“U.8.8.G.”") Manual should be used and the following sentencing guidelines sections apply,
exclusively. '

The Offense Level is computed as follows:
6 § 2B1.1(a)(2) Base offense level (cross reference from §2N2.1(b)(1)).
+2 § 2B1.1(b)(2)A)Xii) The offense was committed through mass-marketing.

+2 § 2BL ALY H(C) The offense involved sophisticated means.
10 Total ' :

12 §2BL.1(b)S) [f the resulting offense level is less than level 12, increase to
level 12.

Total Offense Level is 12

The Culpability Score is computed as follows:

5 § 8C2.5(a) Start with 5 points.
+4 § 8C2.5(b)(2)(A)(ii)) The organization had 1,000 or more employees.
-1 §8C2.5(g)(3) The organization accepted responsibility for its criminal
' conduct.

Total Culpability Score is 8.

The Base Fine for an Offense Level of 12 is $40,000.00 (§ 8C2.4(d)).

Plea Agreement
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The Minimum Multiplier for a Culpability Score of 8 is 1.60 (§ 8C2.6).
The Maximum Multiplier for a Culpability Score of 8 is 3.20 (§ 8C2.6).

The Guideline Fine Range is $64,000.00 to $128,000.00 ((1.60 x $40,000.00)
to (3.20 x $40,000.00)) (§ 8C2.7).

The United States asserts that an upward departure to a statutory maximum fine of
$500,000.00 is appropriate because, pursuant to § 5K2.0(a)}(1)(A), there exists an aggravating
circumstance of a kind, or to a degree, not adequately taken into consideration by the Sentencing
Commission in formulating the guidelines. PURDUE does not oppose the Court ordering the
statutory maximum fine of $500,000.00. ‘

The parties agree and stipulate that determining the pecuniary gain or loss would unduly
complicate or prolong the sentencing process and, in accordance with U.5.8.G. § 8C2.4(c) and 13
U.S.C. § 3571(d), should not be used for the determination of the fine.

The parties agree that if the Court refuses to accept the Plea Agreement with the agreed-upon
sentence, this Plea Agreement will be null and void, and PURDUE will be free to withdraw this
guilty plea. In the event the Court refuses to accept the Plea Agreement with the agreed-upon
sentence and PURDUE withdraws this guilty plea, nothing in this Plea Agreement shall be deemed
a waiver of the provisions of Federal Rule of Evidence (“Fed. R. Evid.”) 410 and the United States
will move to dismiss the Information without prejudice to the United States’ right to indict PURDUE
or any other entity or individual on any charge.

The parties have not agreed to any matters concerning the length and terms of probation.
Accordingly, the Court may impose whatever length and terms of probation, if any, that it
determines is appropriate.

3. FINANCIAL OBLIGATIONS

PURDUE agrees and understands that any of the money paid pursuant to this Plea
Agreement will be returned if, and only if, the Court refuses to accept the Plea Agreement with the

agreed-upon sentence and, as a result, PURDUE withdraws its guilty plea.
For the remaining portions of this “FINANCIAL OBLIGATIONS” section, “PURDUE”

means “THE PURDUE FREDERICK COMPANY, INC. or Purdue Pharma L.P.”)
a. Immediate Payments

Prior to the entry of PURDUE's guilty plea, PURDUE will make the following
disbursements:

(1)  $3,087,277.60 (three million eighty-seven thousand two hundred
seventy-seven dollars and sixty cents) to the Federal and State
Medicaid programs for improperly calculated Medicaid rebates for
the years 1998 and 1999,

Plea Agreement
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(2)  $500,000.00 (five hundred thousand dollars) to the Clerk, U.S.
District Court, Abingdon, Virginia, as payment of the maximum
statutory fine;

(3)  $20,000,000.00 (twenty million dollars) will be paid into an account
to be held in trust (“Trust Account™) solely for the operation of the
Virginia Prescription Monitoring Program (“PMP”) or its successors.
The Trust Account funds should be prudently invested to ensure an
adequate return. Money may be drawn from the Trust Account solely
for the purpose of funding the PMP (including, but not limited to,
operating and maintaining the PMP and providing training and
educational programs concerning the use of the PMP.) The
maximum amount to be drawn from the account each year shall be
the lesser of (a) sufficient funds to fund Virginia’s Prescription
Monitoring Program or (b} the Yearly Expenditure Cap. The Yearly
Expenditure Cap will be $1,000,000.00 (one million dollars) for the
first year and will increase by 4% per year. If, prior to December 31,
2057, there is a calendar year during which Virginia does not have a
PMP or its rough equivalent, the remaining money in the Trust
Account shall be paid to the United States Treasury. The money in
the Trust Account may not be used for any purpose other than

" funding the PMP, prior to December 31, 2057. As of December 31,
2057, if the PMP and its successors no longer exist, the money
remaining in the account may be used for any purpose, for the benefit
of the Commonwealth of Virginia;

(4)  $5,300,000.00 (five million three hundred thousand dollars) to the
Virginia Medicaid Fraud Control Unit’s Program Income Fund; and

(5) $151,100,000.00 (one hundred fifty-one million one hundred
thousand dollars) as directed by the United States Attorney’s Office
as partial payment of a total forfeiture of $276,100,000.00 (two
hundred seventy six million one hundred thousand dollars).

b. Civil Settlement Payments

PURDUE will pay a total of $160,000,000.00 {one hundred sixty million dollars) to the
United States and the States to settle civil governmental claims, as set forth below:

(D PURDUE shall pay $100,615,797.25 (one hundred million six
hundred fifteen thousand seven hundred ninety-seven dollars and
twenty-five cents) to the United States plus interest at the rate of
4.75% per annum ($13,093.84 per day) on $100,615,797.25 from the

Plea Agreement
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date of the plea by The Purdue Frederick Company, Inc. and
continuing until and including the day before complete payment is
made pursuant to the Civil Seftlement Agreement (attached as
Attachment D) between the United States and PURDUE; and
$59,384,202.75 (fifty-nine million three hundred eighty-four
thousand two hundred two dollars and seventy-five cents) to the
States as set forth in Section 3(b)(2) below. These payments shall
satisfy Purdue's obligation to make restitution under this Plea
Agreement,

@) The $59,384,202.75 paid to the States shall be placed in a dedicated
interest bearing account. Each state that elects to participate in this
settlement shall, upon execution of the Form State Release (attached
as Attachment L) (or an alternative release agreed to by PURDUE
and the state), receive its proportionate share as determined by the
Medicaid Fraud Control Unit Negotiating Team, plus. interest in
accordance with the Form State Release, in a timely manner in
accordance with the schedule as provided in the Form State Release.
Any money remaining in the dedicated interest bearing account after
PURDUE has fully paid all of its obligations shall be returned to
PURDUE; and

(3)  The parties agree and stipulate, pursuant to 18 U.S.C. §
3663(a)(1)(B)X(ii), that no other restitution should be ordered.

s Subsequent Forfeiture Payments

On or before the six month anniversary of the entry of its guilty plea, PURDUE will deposit
$90,000,000.00 (ninety million dollars) as directed by the United States Attorney’s Office as
payment toward a total forfeiture of $276,100,000.00 (two hundred seventy six million one hundred
thousand doliars). .

On or before the twelve month anniversary of the entry of its guilty plea, PURDUE will
deposit $35,000,000.00 (thirty-five million dollars) as directed by the United States Attorney’s
Office as final payment of a total forfeiture of $276,100,000.00 (two hundred seventy six million
one hundred thousand dollars).

d. Compensation and Settlement

Based on the agreement in principle reached between PURDUE and the United States on
October 25, 2006, PURDUE set aside a total of $130,000,000.00 (one hundred thirty million
dollars), some or all of which will have been paid by the date of the entry of the guilty plea, for
compensation and settlement of private civil liabilities related to OxyContin. Any of the
$130,000,000.00 (one hundred thirty million dollars) remaining unpaid two years after the entry of

Plea Agreement
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PURDUL's guilty plea will be paid to the United States Treasury. Two years afier the entry of
PURDUE's guilty plea or at the time the entire $130,000,000.00 has been appropriately expended
(if the moneys have been expended in less than two years), PURDUE's attorney shall provide to the
Court and the United States Attorney's Office an accounting of the moneys paid and will certify that
all payments have been made to resolve PURDUE's private civil liabilities refated to OxyContin.

e. Forfeiture

To accomplish the forfeiture, which will be paid as set forth above, PURDUE agrees to the
filing of a civil forfeiture complaint, pursuant to 18 U.S.C. § 981{a)(1)(A), in the Western District
of Virginia and agrees to forfeit $276,100,000.00 in cash in settlement of the forfeiture complaint
. (“settlement sum”). PURDUE agrees to sign, concurrent with the signing of this Plea Agreement,
a settlement agreement acknowledging that the settlement sum represents proceeds of a violation
of 18 U.S.C. § 1957 and/or are forfeitable in lieu of certain property that would be otherwise subject
to forfeiture pursuant to 19 U.5.C. § 1613(c). PURDUE agrees to forfeit all interest in these funds
and to take whatever steps are necessary to pass clear title of this sum to the United States. These
steps include but are not limited to making the sum available to the United States, as directed by the
United States. PURDUE agrees not to file a claim in any forfeiture proceeding or to contest, in any
manner, the forfeiture of said assets. PURDUE understands and agrees that forfeiture of this
property is propottionate to the degree and nature of the offense, and does not raise any of the
concerns raised in United States v. Austin, 113 S.Ct. 2801 (1993). To the extent that such concerns
are raised, PURDUE freely and knowingly waives any and all right it may have to raise a defense
of "excessive fines" under the Eighth Amendment to this forfeiture. PURDUE further understands
and agrees that this forfeiture is separate and distinct from, and is not in the nature of, or in lieu of,
any monetary penalty that may be imposed by the court.

f. Monitoring Costs

PURDUE agrees to expend not less than $5,012,722 40 (five million twelve thousand seven
hundred twenty-two dollars and forty cents) in monitoring costs over the next seventy-two months
for the purpose of ensuring that Purdue Pharma L.P. complies with its Corporate Integrity
Agreement (“CIA”} with the Department of Health and Human Services Office of Inspector General
(“OIG™) and does not engage in any further criminal activity. On an annual basis, beginning on the
first anniversary of PURDUE's guilty plea, PURDUE's attorney shall provide to the United States
Attorney's Office an accounting of the moneys paid and will certify that all payments set forth
therein have been paid as part of a monitoring program as set forth by the CIA between Purdue
Pharma L.P. and the OIG or otherwise to prevent future criminal activity by Purdue Pharma L.P.
Any of the §5,012,722.40 (five million twelve thousand seven hundred twenty-two doliars and forty
cents) remaining unspent seventy-two months after the entry of PURDUE's guilty plea will be paid
to the United States Treasury.

Plear Agreement
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2. Security

Prior to pleading guilty, Purdue agrees to provide a lien to the United States against sufficient
. company assets to secure the $125,000,000.00 in deferred payments.

4, MANDATORY ASSESSMENT

PURDUE understands that there is a mandatory assessment of $400.00 per felony count of
conviction. PURDUE agrees that it will submit to the U.S. Clerk's Office, a certified check, money
order, or attorney's trust check, made payable to the "Clerk, U.S. District Court" in the amount of
$400.00 within seven days of entering its plea of guilty.

5. ADDITIONAL OBLIGATIONS

Unless the Court rejects this Plea Agreement and, as a result, PURDUE withdraws its plea,
PURDUE agrees to: (1) accept responsibility for its conduct; (2) fully comply with all terms of
probation, if probation is imposed; (3) not attempt to withdraw its guilty plea; (4) not deny that it
committed the crime to which it has pied guilty; and (5) not make or adopt any arguments or
objections to the presentence investigation report that are inconsistent with this Plea Agreement (if
a presentence report is ordered by the Court); and (6) comply with its obllgatlons under the Civil
Settlement Agreement (attached as Attachment D).

PURDUE consents to public disclosure of all resolution documents related to this case.

Neither PURDUE nor any of its associated entities (as set forth in Attachment A}, will,
through its present or future directors, officers, employees, agents, or attorneys, make any public
statements, including statements or positions in litigation in which any United States department or
_agency. is a party, contradicting any statement of fact set forth in the Agreed Statement of Facts
(attached as Attachment B). Should the United States Attorney's Office for the Western District of
Virginia notify PURDUE of a public statement by any such person that in whole or in part
contradicts a statement of fact contained in the Agreed Statement of Facts, PURDUE may avoid
noncompliance with its obligations under this Plea Agreement by publicly repudiating such
statement within two business days after such notification. Notwithstanding the above, any
PURDUE entity may avail itself of any legal or factual arguments available to it in defending
litigation brought by a party other than the United States or in any investigation or proceeding
brought by a state entity or by the United States Congress. This paragraph is not intended to apply
to any statement made by any individual in the course of any actual or contemplated criminal,
regulatory, administrative or civil case initiated by any governmental or private party against such
individual.

6. ADMISSIBILITY OF STATEMENTS
PURDUE understands that any statements made on its behalf (including, but not limited to,

this Plea Agreement and its admission of guilt) during or in preparation for any guilty plea hearing,
sentencing hearing, or other hearing and any statements made, in any setting, may be used against

Plea Agreement ' ﬁ
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it in this or any other related criminal proceeding. PURDUE knowingly waives any right it may
have under the Constitution, any statute, rule or other source of law to have such statements, or
evidence derived from such statements, suppressed or excluded from being admitted into evidence
in this or any other related criminal proceeding. With the exception of the situations set forth above,
PURDUE does not waive its right to argue against admissibility under any ground permitted under
. federal or state rules of evidence in any other proceeding.

If the Court rejects the Plea Agreement, and, as a result, PURDUE withdraws its plea,
PURDUE wil{ not be bound by the waivers set forth in this section of the Plea Agreement.

7. WAIVER OF RIGHT TO APPEAL AND COLLATERALLY ATTACK THE
- JUDGMENT AND SENTENCE IMPOSED BY THE COURT

[fthe Court accepts this Plea Agreement, PURDUE agrees that PURDUE will not appeal the
conviction orsentence imposed. PURDUE is knowingly and voluntarily waiving any right to appeal
and is voluntarily willing to rely on the Court in sentencing it, pursuant to the terms of Fed. R. Crim.
P. 11(c)(1)(C).

PURDUE agrees not to collaterally attack the judgment and/or sentence imposed in this case
and waives its right, if any, to collaterally attack, pursuant to Title 28, United States Code, Section
2255, the judgment and any part of the sentence imposed upon it by the Court. PURDUE agrees and
understands that if PURDUE, or anyone acting on PURDUE's behalf, files any court document
(including but not limited to a notice of appeal) seeking to disturb, in any way, the judgment and/or
sentence imposed in its case, the United States will be free to take whatever actions it wishes based
on this fatlure of PURDUE to comply with its obligations under the Plea Agreement.

8. REMEDIES FOR FAILURE TOQ COMPLY WITH ANY PROVISION OF THE PLEA
~AGREEMENT OR OVERALL RESOLUTION

PURDUE understands that if: (1) PURDUE attempts to withdraw its plea (in the absence
of the Court refusing to accept the Plea Agreement) or fails to comply with any provision of this
Plea Agreement, at any time; (2) any defendant in this case does not fulfill the defendant’s
obligations under the defendant’s plea agreement prior to the imposition of judgment; (3)
PURDUE’s conviction is set aside, for any reason; (4) any entity related to any defendant fails to
execute all required paperwork or fails to fulfill its obligations to effectuate the resolution of this
entire investigation prior to the imposition of judgment; and/or (5) PURDUE fails to comply with
its obligations under the Civil Settlement Agreement (attached as Attachment D) the United States
may, at its election, pursue any or all of the following remedies: (a) declare this Plea Agreement
void; (b) file, by indictment or information, any charges which were filed and/or could have been
filed concerning the matters involved in the instant investigation; (c) refuse to abide by any
stipulations and/or recommendations contained in this Plea Agreement; (d) not be bound by any
obligation of the United States set forth in this Plea Agreement, including, but not limited to, those
obligations set forth in the section of this Plea Agreement entitled “COMPLETION OF
PROSECUTION;” and (e) take any other action provided for under this Plea Agreement or by
statute, regulation or court rule.

Plea Agreement . @(‘CK
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The remedies set forth above are cumulative and not mutually exclusive. If the United States
pursues any of its permissible remedies as set forth in this Plea Agreement, PURDUE will still be
bound by its obligations under this Plea Agreement. PURDUE hereby waives its right under Fed.
R. Crim. P. 7 to be proceeded against by indictment and consents to the filing of an information
against it concerning any charges filed pursuant to this section of the Plea Agreement. PURDUE
hereby waives any statute of limitations argument as to any such charges.

9. INFORMATION ACCESS WAIVER

PURDUE and any related entity knowingly and voluntarily agrees to waive all rights,
whether asserted directly or by arepresentative, to request or receive from any department or agency
of the United States any records pertaining to the investigation or prosecution of this case, including
without limitation any records that may be sought under the Freedom of Information Act, 5 Us.C
§ 552, or the Privacy Act of 1974, 5 U.S.C. § 552a.

1. DESTRUCTION OF ITEMS OBTAINED BY LAW ENFORCEMENT

_ By signing this Plea Agreement, PURDUE and any related entities hereby consent to the
destruction of all items obtained by law enforcement agents during the course of the investigation,
~with the exception of the company’s original files. However, PURDUE expressly agrees that, within
30 days of being informed by the United States Attorney’s Office that records and/or other items
obtained from PURDUE or entities/individuals who were employed by PURDUE or
entities/individuals who were agents of PURDUE are available for removal, it will remove, at its
cost, all such records and/or other items from the premises designated by the United States
Attorney’s Office.

11. COMPLETION OF PROSECUTION

PURDUE understands that except as provided for in this Plea Agreement and the Non-
Prosecution Agreement (attached as Attachment C), so long as PURDUE complies with all of its
obligations under the Plea Agreement, and all entities set forth in the Non-Prosecution Agreement
comply with their obligations therein, there will be no further criminal prosecution or forfeiture
action by the United States for any violations of law, occurring before May 10, 2007, pertaining to
OxyContin that was the subject matter of the investigation by the United States Attorney’s Office
for the Western District of Virginia and the United States Department of Justice Office of Consumer
Litigation that led to this agreement, against the following, or any property owned by any of the
following: PURDUE, its current and former directors, officers, employees, co-promoters, owners
(including trustees and trust beneficiaries of such owners), successors and assigns; any of
PURDUE'S related and associated entities (as listed on Attachment A); and such related and
associated entities' current and former directors, officers, employees, owners (including trustees and
trust beneficiaries of such owners), successors and assigns, and trusts for the benefit of the families
of the current and former directors of PURDUE, including the trustees and trust beneficiaries of such
trusts.

Plea Agreement
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Nothing in this Plea Agreement affects the administrative, civil, criminal, or other tax
liability of any entity or individual and this Plea Agreement does not bind the Internal Revenue
Service of the Department of Treasury, the Tax Division of the United States Department of Justice,
or any other government agency with respect to the resolution of any tax issue.

PURDUE understands that nothing in this Plea Agreement precludes any private party from
pursuing any civil remedy against PURDUE, and PURDUE agrees that it will not raise this Plea
Agreement or its guilty plea as a defense to any such civil action.

12. LIMITATION OF AGREEMENT

This Plea Agreement is limited to the United States of America and does not bind any state
or local authorities.

13. EFFECTIVE REPRESENTATION

PURDUE has discussed the terms of the foregoing Plea Agreement and all matters pertaining
to the charges against it with its attorney and is fully satisfied with its attorney and its attorney's
advice. Atthistime, PURDUE has no dissatisfaction or complaint with its attorney’s representation.
PURDUE agrees to make known to the Court no later than at the time of sentencing any
dissatisfaction or complaint PURDUE may have with its attorney's representation.

14. EFFECT OF PURDUE'’S SIGNATURE

PURDUE understands that its Authorized Corporate Officer’s signature on this Plea
Agreement constitutes 2 binding offer by itto enter into this Plea Agreement. PURDUE understands
- that the United States has not accepted PURDUE's offer until the authorized representative of the .
United States has signed the Plea Agreement.

15. GENERAL UNDERSTANDINGS

The parties jointly submit that this Plea Agreement and the Agreed Statement of Facts
provide sufficient information concemning PURDUE and the crimes charged in this case to enable
the meaningful exercise of sentencing authority by the Court under 18 U.S.C. § 3553. The parties
agree to request that the Court impose sentence at the date of the arraignment and plea pursuant to
the provisions of Fed. Rule Crim. P. 32(c)(1){(A)(ii) and U.8.8.G. § 6AL.1{a)(2), if the Court
determines that a presentence report is not necessary.

If the Court orders a presentence report, PURDUE understands that a thorough presentence
investigation will be conducted and sentencing recommendations independent of the United States
Attorney's Office will be made by the presentence preparer.

PURDUE understands that the prosecution will be free to allocute or describe the nature of
this offense and the evidence in this case.

PURDUE understands that the United States retains the right, notwithstanding any provision
in this Plea Agreement, to inform the Probation Office and the Court of all relevant facts, to address
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the Court with respect to the nature and seriousness of the offense(s), to respond to any questions
raised by the Court, to correct any inaccuracies or inadequacies in the presentence report, if a report
is prepared, and to respond to any statements made to the Court by or on behalf of the defendant.

PURDUE willingly stipulates that there is a sufficient factual basis for the Court to accept
the plea.

PURDUE understands that this Plea Agreement does not apply to any crimes or charges not
addressed in this Plea Agreement.

PURDUE has not been coerced, threatened, or promised anything other than the terms of this
Plea Agreement, described above, in exchange for its plea of guilty. PURDUE understands that its
attorney will be free to argue any mitigating factors on its behalf; to the extent they are not
inconsistent with the terms of this Plea Agreement. PURDUE understands that PURDUE will have
an opportunity to have a representative address the Court prior to sentence being imposed.

This writing and the Agreed Statement of Facts (attached as Attachment B), Non-Prosecution
Agreement (attached as Attachment C), Civil Settlement Agreement (attached as Attachment D),
Corporate Integrity Agreement (attached as Attachment E), Stipulation for Compromise Settlement
(attached as Attachment G), and Agreed Order of Forfeiture (attached as Attachment H) are the:
complete and only agreements between the United States and PURDUE, Purdue Pharma L.P. and
its related and associated entities concerning resolution of this matter. Also attached to this
agreement are the Virginia Release (attached as Attachment L) and the Form State Release (attached
as Attachment M), In addition, PURDUE has no objection to the filing of the Information
(Attachment F), Verified Complaint for Forfeiture In Rem (attached as Attachment I}, and the Notice
of Compliance (attached as Attachment J) and the Court’s entry of a Warrant of Arrest In Rem
(attached as Attachment K). The agreements and documents listed in this paragraph set forth the
entire understanding between the parties and constitutes the complete agreement between the United
States Attorney for the Western District of Virginia and PURDUE, Purdue Pharma L.P. and its

related and associated entities and no other additional terms or agreements shall be entered except
and unless those other terms or agreements are in writing and signed by the parties. These
agreements supersede all prior understandings, promises, agreements, or conditions, ifany, between
the United States and PURDUE, Purdue Pharma L.P. and its related and associated entities.

PURDUE has consulted with its attorney and fully understands its rights with respect to the
offenses charged in the charging document(s). Further, PURDUE has consulted with its attorney
and fully understands its rights. PURDUE has read this Plea Agreement and carefully reviewed
every part of it with its attorney. PURDUE understands this Plea Agreement and PURDUE
voluntarily agrees to it. Being aware of all of the possible consequences of its plea, PURDUE has
independently decided to enter this plea of its own free will and is affirming that agreement on this
date by the signature of its Authorized Corporate Officer below.

The Authorized Corporate Officer, by her signature below, hereby certifies to the following:

(1)  She has read the entire Plea Agreement and documents referenced herein and

discussed them with PURDUE’s owners;

(2)  PURDUE understands all the terms of the Piea Agreement and those terms correctly

reflect the results of plea negotiations; :

(3) PURDUE is fully satisfied with PURDUE’s attorneys’ representation during all

phases of this case,

Plea Agreement @%{
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(4)  PURDUE is freely and voluntarily pleading guilty in this case;.
(5}  PURDUE is pleading guilty as set forth in this Plea Agreement because it is guilty
of the crimes to which it is entering its plea; and
(6)° - PURDUE understands that it is waiving its right to appeal the judgment and
conviction in this case.
- PURDUE acknowledges its acceptance of this Plea Agreement by the signature of its counsel
and Authorized Corporate Officer. A copy of a certification by PURDUE’s Board of Directors
authorizing the Authorized Corporate Officer to execute this Plea Agreement and all other

documents to resolve this matter on behalf of ms agf'\/ched :

Robin E. Abrams, Esquire
Vice-President and Director of
The Purdue Frederick Company, Inc. and
Vice-President and Associate General Counsel
of Purdue Pharma L.P.

Authorized Corporate Officer for
The Purdue Frederick Company, Inc.

I have discussed with and fully explained to the Board of Directors of PURDUE the facts
and circumstances of the case; all rights with respect to the offense charged in the Information;
possible defenses to the offense charged in the Information; all rights with respect to the Sentencing
Guidelines; and all of the consequences of entering into this Plea Agreement and entering a guilty
plea. I have reviewed the entire Plea Agreement and documents referenced herein with my client,
through its Authorized Corporate Officer. In my judgment, PURDUE understands the terms and
conditions of the Plea Agreement, and | believe PURDUE's decision to enter into the Plea
'Agreement is knowing and voluntary, PURDUE's execution of and entry into the Plea Agreement
is done with my consent.

Date: Mﬂxz} ?,. 70'0; : W%‘ﬂ‘

Ho'wﬁrd M. Shapiro, Esquire
Counsel for The Purdue Frederick Company, Inc.

Date: /’f¢/¢ Z oo 7 _ j/‘ék/z gf@w&&»ﬁ/

Jghi L. Brownlee
nited States Attorney
Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistant United States Attorney
Sharon Burnham, Assistant United States Attorney
Barbara T. Wells, Trial Attorney, U.S. Dept. Of Justice
Elizabeth Stein, Trial Attorney, U.S. Dept. Of Justice
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SCHEDULE 1

RESOLVED, that the Agreed Statement of Facts between the United States of
America and the Corporation (the "Agreed Statement of Facts") in the form presented to the
Director of the Corporation be and the same hereby is approved; and further

~ RESOLVED, that the Settlement Agreement among the United States of America,
acting through the Civil Division of the Department of Justice and the United States Attorney's
Office for the Western District of Virginia, the Office of the Inspector General of the United
States Department of Health and Human Services, the United States Office of Personnel
Management, the United States Department of Defense TRICARE Management Activity, the
United States Department of Labor Office of Workers’ Compensation Programs, the
Corporation and Purdue Pharma L.P., a Delaware limited partnership (the "Civil Settlement
Agreement"), in the form presented to the Director of the Corporation be and the same hereby is
approved; and further '

RESOLVED, that the Plea Agreement between the United States of America and the
Corporation (the "Plea Agreement") in the form presented to the Director of the Corporation be
and the same hereby is approved; and further

RESOLVED, that the Sfipulatieil for Compromise Settlement between the United
States of America and the Corporation (the "Stipulation for Compromise Settlement") in the
form presented to the Director of the Corporation be and the same hereby is approved; and
further

RESOLVED, that the Agreed Order of Forfeiture between the United States of
America and the Corporation (the "Agreed Order of Forfeiture”; the Agreed Statement of
Facts, the Civil Settlement Agreement, the Plea Agreement, the Stipulation for Compromise
~-Settlement, and the Agreed Order of Forfeiture are hereinafter collectively referred to as the
"Settlement Documents"), in the form presented to the Director of the Corporation be and the
same hereby is approved; and further

RESOLVED, that Robin E. Abrams as the Vice President of the Corporation, be
and she hereby is authorized and directed to execute and deliver in the name and on behalf of
the Corporation the Settlement Documents, each in the form or substantially in the form
presented to the Director of the Corporation, with such changes, additions and modifications
thereto as she shall approve, such approval to be conclusively evidenced by her execution and
delivery thereof; and further

RESOLVED, that Robin E. Abrams as the Vice President of the Corporation, be
and she hereby is authorized and directed to make, execute and deliver, or cause to be made,
executed and delivered, all such agreements, documents, instruments and other papers, and to
do or cause to be done on behalf of the Corporation all such acts, as she may deem necessary
or appropriate to carry out the purposes and intent of the foregoing resolutions, including, but
not limited to, appearing on behalf of the Corporation in the United States District Court for
the Western district of Virginia, Abingdon Division, in order to make any statement or
statements on behalf of the Corporation she deems appropriate in connection with the
judgment to be pronounced against the Corporation in accordance with the Settlement
Documents. o
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THE PURDUE FREDERICK COMPANY INC.

‘Vice President’s Certificate

The undersigned, Robin E. Abrams, the Vice President of The Purdue Frederick

Company Inc., a New York corporation (the -"Corporatign"), DOES HEREBY CERTIFY that

- attached hereto as Schedule 1 is a true, correct and complete copy of the reselutions approved
by the Written Consent of the Sole Director of the Corporation dated May 4, 2007 authorizing
the Corporation to execuie and deliver on behalf of the Corporation that certain Plea Agreement
between the United States of America and the Corporation, together with other documents

| listed therein with respect to settling that certain investigation by the United States Attomey's
Ofﬁ& for the Western District of Virginia, which resolutions have not been amended or
rescinded as of the date hereof.

IN WITNESS WHEREQF, the undersigned has executed this Certificate this

b € lhyne

Robin E. Abrams
Vice President

May LI’ , 2007.
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

ABINGDON DIVISION
UNITED STATES OF AMERICA )
V. ; -Case No.
MICHAEL FRIEDMAN ;
PLEA AGREEMENT

My counsel and I have entered into a Plea Agreement with the United States of America, by
counsel, pursuant to Rule 11(¢){(1)(C) of the Federal Rules of Criminal Procedure (“Fed. R. Crim.
P.)* The terms and conditions of this agreement are as follows:

1. CHARGE(S) TO WHICH I AM PLEADING GUILTY AND WAIVER OF RIGHTS |

I will enter a plea of guilty to Count Two of the attached Information, charging me with the
strict liability misdemeanor offense of misbranding a drug in violation of Title 21, United States
Code, Sections 331(a) and 333(a)(1). The maximum statutory penalty for Count Two is a fine of
$100,000.00, pursuant to 18 U.S.C. § 3571(b)(5), and/or imprisonment for a term of one year, plus
a period of supervised release. ! understand that fees may be imposed to pay for incarceration or
supervised release and that there will be a $25 special assessment, pursuant to 18 U.S.C. §
3013(a)(1}A)iit). I further understand that any term of probaticn may be revoked if | violate its
terms and conditions.

My attorney has informed me of the nature of the charge(s) and the elements of the charge(s)
that must be proved by the United States beyond a reasonable doubt before 1 could be found guilty
as charged.

1 acknowledge that I have had all of my rights explained to me and I expressly recognize that
I have the following constitutional rights and, that by voluntarily pleading guilty, I knowingly waive
and give up these valuable constitutional rights:

The right to plead not guilty and persist in that plea.

The right to a speedy and public jury trial.

The right to assistance of counsel at that trial and in any subsequem appeal.

The right to remain silent at trial.

The right to testify at trial.

The right to confront and cross-examine witnesses.

The right to present evidence and witnesses in my own behalf.

The right to compulsory process of the court.

The right to compel the attendance of witnesses at trial.

The right to be presumed innocent.

The right to a unanimous guilty verdict. -

‘The right to appeal a guilty verdict.

Plea Agreement ; B Py
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1 am pleading guilty as described above because I am in fact guilty and because | believe it
is in my best interest to do so and not because of any threats or promises, other than the terms of this
Plea Agreement, described herein, in exchange for my plea of guilty. I agree that the Court can
accept the Agreed Statement of Facts as the factual basis for my guilty plea.

I understand that the plea is being entered in accordance with Fed. R. Crim. P. 1 {(c)(1)(C).

2. SENTENCING PROVISIONS

The parties agree and stipulate that the following Guidelines' section should apply,
exclusively, to my conduct: '

2N2.1 6 Base Offense Level

Pursuant to Fed. R. Crim. P. 11{c){1)(C), the parties agree to ask the Court to impose a non-
incarcerative sentence. The parties agree that if the Court refuses to accept the Plea Agreement with
the agreed-upon sentence T will be free to withdraw this guilty plea. In that event, this Agreement
will be null and void and nothing in this Plea Agreement shall be deemed a waiver of the provisions
of Federal Rute of Evidence (“Fed. R. Evid.”) 410 and the United States will move to dismiss the
Information without prejudice to the United States’ right to indict me or any other entity or
individua! on any charge.

The parties agree and stipulate that restitution is not applicable to my conviction.

If the Court were to impose a sentence that includes probation, I do not believe that any non-
standard conditions of probation are appropriate. The United States agrees to take no position as
to any non-standard conditions of probation. '

‘3. DISGORGEMENT

Prior to the entry of my guilty plea, I will transfer $19,000,000.00 (nineteen million dollars)
to the Virginia Medicaid Fraud Control Unit’s Program Income Fund. If the Court rejects this Plea
Agreement and, as a result, I withdraw my plea, the $19,000,000.00 (nineteen million dollars) will

be returned to me.

4, MANDATORY ASSESSMENT AND FINE

I understand that there is a2 mandatory assessment of $25.00 per misdemeanor count of
conviction. The parties agree and stipulate that a fine of $5,000.00, at the upper end of the
guidelines' range, is appropriate for this case. [ agree that I will submit to the U.S. Clerk’s Office,
a certified check, money order, or attorney's trust check, made payable to the "Clerk, U.S. District
Court" in the amount of $5,025.00 within seven days of entering my plea of guilty.

Piea Agreement ) ..
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5. ADDITIONAL OBLIGATIONS

Unless the Court rejects this Plea Agreement and, as a result, [ withdraw my plea, L agreeto:
(1) accept responsibility for my conduct; (2) fully comply with all terms of probation, if a term of
probation is imposed; (3) not attempt to withdraw my guilty plea; (4) not deny that I committed the
crime to which I have pled guilty; and (5) not make or adopt any arguments or objections to the
presentence investigation report that are inconsistent with this agreement (if a presentence report is
ordered by the Court).

I consent to public disclosure of all resolution documents related to this case.

1 will not make any public statements, including statements or positions in litigation in which
any United States department or agency is a party, contradicting any statement of fact set forth in
the Agreed Statement of Facts. Should the United States Attorney's Office for the Western District
of Virginia notify me of a public statement that contradicts a statement of fact contained in the
Agreed Statement of Facts, I may avoid noncompliance with my obligations under this Plea
Agreement by publicly repudiating such statement within two business days after such notification.
Notwithstanding the above, I may avail myseif of any legal or factual arguments available to me in
defending litigation brought by a party other than the United States or in any investigation or
proceeding brought by a state entity or by the United States Congress. This paragraph is not
intended to apply to any statement made by any individual in the course of any actual or
contemplated criminal, regulatory, administrative or civil case initiated by any governmental or
private party against such individual.

6. ADMISSIBILITY OF STATEMENTS

I understand that any statements I make or made on my behalf (including, but not limited to,
this Plea Agreement and its admission of guilt) during or in preparation for any guilty plea hearing,
sentencing hearing, or other hearing and any statements made, in any setting, may be used against
me in this or any other related criminal proceeding. I knowingly waive any right I may have under
the Constitution, any statute, rule or other source of law to have such statements, or evidence derived
from such statements, suppressed or excluded from being admitted into evidence in this or any other
related criminal proceeding. With the exception of the situations sct forth above, | do not waive my
right to argue against admissibility under any ground permitted under federal or state rules of
evidence in any other proceeding.

If the Court rejects the Plea Agreement, and, as a result, | withdraw my plea, I will not be
bound by the waivers set forth in this section of the Plea Agreement.

7. WAIVER OF RIGHT TO APPEAL AND COLLATERALLY ATTACK THE
JUDGMENT AND SENTENCE IMPOSED BY THE COURT

If the Court accepts this Plea Agreement, I agrec that I will not appeal the conviction or’

sentence imposed. I am knowingly and voluntarily waiving any right to appeal and am voluntarily
willing to rely on the Court in sentencing me pursuant to the terms of Fed. R. Crim. P. 1 1{c)(1)(C).
1 agree not to collaterally attack the judgment and/or sentence imposed in this case and waive my
right to collaterally attack, pursuant to Title 28, United States Code, Section 2255, the judgment and

Plea Agreement .
United States v. Michae! Friedman Page 3 of 7 Defendant’s Initials:




2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg 67 of 90 Pg ID 1500

~ any part of the sentence imposed upon me by the Court. 1agree and understand that if I file any
court document (including but not limited to a notice of appeal) seeking to disturb, in any way, the
judgment and/or sentence imposed in my case, the United States will be free to take whatever
actions it wishes based on this failure to comply with my obligations under the Plea Agreement.

8. REMEDIES FORFAILURE TO COMPLY WITH ANY PROVISION OF THE PLEA
AGREEMENT OR OVERALL RESOLUTION

I understand that if: (1)1 attempt to withdraw my plea (in the absence of the Court refusing
to accept the Plea Agreement) or fail to comply with any provision of this agreement, at any time;
(2) any defendant in this case does not fulfill the defendant’s obligations under the defendant’s Plea
Agreement prior to the imposition of judgment; (3) my conviction is set aside, for any reason; and/or
(4) any entity related to any defendant fails to execute all required paperwork or fails to fulfill its
obligations to effectuate the resolution of this entire investigation prior to the imposition of
judgment, the United States may, at its election, pursue any or all of the following remedies: (a)
declare this Plea Agreement void; (b) file, by indictment or information, any charges which were
filed and/or could have been filed concerning the matters involved in the instant investigation; (c)
refuse to abide by any stipulations and/or recommendations contained in this Plea Agreement; (d)
not be bound by any obligation of the United States set forth in this agreement, including, but not
limited to, those obligations set forth in the section of this agreement entitled “COMPLETION OF
PROSECUTION;” and (¢) take any other action provided for under this agreement or by statute,
regulation or court rule. '

The remedies set forth above are cumulative and not mutually exclusive. [fthe United States
pursues any of its permissible remedies as set forth in this agreement, [ will still be bound by my
obligations under this agreement. I hereby waive my right under Fed. R. Crim. P. 7 to be proceeded

" against by indictment and consent to the filing of an information against me concerning any charges
filed pursuant to this section of the Plea Agreement. I hereby waive any statute of limitations

argumnent as to any such charges.
9. INFORMATION ACCESS WAIVER

I knowingly and voluntarily agree to waive all rights, whether asserted directly or by a
representative, to request or receive from any.department or agency of the United States any records
pertaining to the investigation or prosecution of this case, including without himitation any records
that may be sought under the Freedom of Information Act, 5 U.S.C. §552, or the Privacy Act of
1974, 5 U.S.C. §552a. -

10. DESTRUCTION OF ITEMS OBTAINED BY LAW ENFORCEMENT

The United States Attomey’s Office will inform me when my personal financial records
and/or other records or items obtained from my accountant or any documents otherwise relating to
my personal finances are available for removal. I expressly agree that, within 30. days of being
informed by the United States Attomey’s Office that such records are available for removal, I will
remove, at my cost, all such records from the premises designated by the United States Aftorney’s
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Office. In addition, by signing this Plea Agreement, [ hereby consent to the destruction of all items
obtained by law enforcement agents during the course of the investigation (other than those
described above), and will execute any documents necessary to comply with this provision.

11. COMPLETION OF PROSECUTION

1 understand that except as provided for in this agreement, so long as 1 comply with all of
my obligations under the agreement, there will be no further criminal prosecution or forfeiture action
by the United States against me, for any violations of law, occurring before May 10, 2007,
pertaining to OxyContin that was the subject matter of the investigation by the United States
Attorney’s Office for the Western District of Virginia and the United States Department of Justice
Office of Consumer Litigation that led to this agreement.

Nothing in this Plea Agreement affects the administrative, civil, criminal, or other tax
liability of any entity or individual and this Plea Agreement does not bind the Internal Revenue
Service of the Department of Treasury, the Tax Division of the United States Department of Justice,
or any other government agency with respect to the resolution of any tax issue.

I understand that nothing in this Plea Agreement precludes any private party from pursuing
any civil remedy against me, and | agree that I will not raise this Plea Agreement or my guilty plea
as a defense to any such civil action.

12. LIMITATION OF AGREEMENT

This Plea Agreement is limited to the United States of America and does not bind any state
or local authorities.

13. EFFECTIVE REPRESENTATION

I have discussed the terms of the foregoing Plea Agreement and all matters pertaining to the
charges against me with my attorney and am fully satisfied with my attorney and my attorney's
advice. At this time, I have no dissatisfaction or complaint with my attorney's representation. |
agree to make known to the Court no later than at the time of sentencing any dissatisfaction or
complaint I may have with my attorney's representation.

14. WAIVER OF CERTAIN DEFENSES

By signing this Plea Agreement, I waive any defenses regarding pre-indictment delay, statute
of limitations, or Speedy Trial Act with respect to any and all criminal charges that could have been
timely brought or pursued as of March 29, 2006. This waiver is binding on me only as to charges
brought by the United States. This waiver expires once judgment is entered, except as set forth in
the section of the Plea Agreement entitled “REMEDIES FOR FAILURE TO COMPLY WITH ANY
PROVISION OF THE PLEA AGREEMENT OR OVERALL RESOLUTION.”
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15. EFFECT OF MY SIGNATURE

I understand that my signature on this Plea Agreement constitutes a binding offer by me to
enter into this Plea Agreement. I understand that the United States has not accepted my offer until

it signs the Plea Agreement.

" 16, GENERAL UNDERSTANDINGS

The parties jointly submit that this Plea Agreement and the attached Agreed Statement of
Facts provide sufficient information concerning PURDUE and the crimes charged in this case to
enable the meaningful exercise of sentencing authority by the Court under 18 U.S.C. § 3533. The
parties agree to request that the Court impose sentence at the date of the arraignment and plea
pursuant to the provisions of Fed. Rule Crim. P. 32(c)(1)(A)(ii) and U.S.5.G. § 6A1.1(a)(2), if the
Court determines that a presentence report is not necessary.

If the Court accepts this Plea Agreement and sentences me to a non-incarcerative sentence,
[ understand that I will have no right to withdraw my guilty plea. In addition, ] understand that I will
not have any right to withdraw my plea if I violate my conditions of probation (if any term of
probation is imposed) and, as a result, | am sentenced to incarceration.

If the Court orders a presentence report, 1 understand that a thorough presentence
investigation will be conducted and sentencing recommendations independent of the United States
Attorney's Office will be made by the presentence preparer.

I understand that the prosecution will be free to allocute or describe the nature of this offense
and the evidence in this case. | understand that the United States retains the right, notwithstanding
any provision in this Plea Agreement, to inform the Probation Office and the Court of all relevant
facts, to address the Court with respect to the nature and seriousness of the offense(s), to respond
to any questions raised by the Court, to correct any inaccuracies or inadequacies in the presentence
report, if a report is prepared, and to respond to any staterments made to the Court by or on behalf
of the defendant.

1 willingly stipulate that the Agreed Statement of Facts provides the Court with a sufﬁment
factual basis to support my plea of guilty.

I understand that this Plea Agreement does not apply to any crimes or charges not addressed
in this agreement. I understand that if I should testify falsely in this or in a related proceeding I may
be prosecuted for perjury and statements [ may have given authorities pursuant to this Plea
Agreement may be used against me in such a proceeding.

I have not been coerced, threatened, or promised anything other than the terms of this Plea
Agreement, described above, in exchange for my plea of guilty. I understand that my attorney will
be free to argue any mitigating factors on my behalf; to the extent that they are not inconsistent with
the terms of this Plea Agreement. ]understand that I will have an opportunity to personally address
the Court prior to sentence being imposed.

This writing sets forth the entire understanding between the parties and constitutes the
complete Plea Agreement between the United States of America and me, and no other additional
terms or agreements shall be entered except and unless those other terms or agreements are in
writing and signed by the parties. This Plea Agreement supersedes all prior understandmgs
promises, agreements, or conditions, if any, between the United States and me.
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{ have consulted with my attorney and fully understand all my rights with respect to the
offenses charged in the Information. | have read this Plea Agreement and carefully reviewed every
part of it with my attorney. 1 understand this Plea Agreement and voluntarily agree to it. Being
aware of all of the possible consequences of my plea, I have independently decided to enter this plea
of my own free will, and am affirming that agreement on this date and by my signature below.

Date: 57 /747 : , g—
i Michael Friedman, Defendant

I have fully explained to my client all rights available to my client with respect to the
offenses charged in the Information. I have carefully reviewed every part of this Plea Agreement
and attached Agreed Statement of Facts with my client. To my knowledge, my client's decision to
enter into this Plea Agreement is an informed and voluntary one.

Date: - s"/ ‘Z’/&’? 4(@% q )yQW\ @L

Mark F. Pomerantz
Counsel for Defendant

Date: %ﬁ ? Heo7— 4/&% éﬂ{«‘wé/—-
VAR . J L.. Brownlee
' Uhited States Attorney '

Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistant United States Attorney
Sharon Burnham, Assistant United States Attorney
Barbara T. Wells, Trial Attorney, U.S. Dept. Of Justice
Elizabeth Stein, Trial Attorney, U.S. Dept. Of Justice
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

ABINGDON DIVISION
UNITED STATES OF AMERICA )
v. ; Case No.
HOWARD R. UDELL ;
PLEA AGREEMENT

My counsel and I have entered into a Plea Agreement with the United States of America, by
counsel, pursuant to Rule 11{c}(1)(C) of the Federal Rules of Criminal Procedure (“Fed. R. Crim.
P.y” The terms and conditions of this agreement are as follows:

1. CHARGE(S) TO WHICH 1 AM PLEADING GUILTY AND WAIVER OF RIGHTS

1 will enter a plea of guilty to Count Two of the attached Information, charging me with the
strict liability misdemeanor offense of misbranding a drug in violation of Title 21, United States
Code, Sections 331{a) and 333(a)(1). The maximutn statutory penalty for Count Two is a fine of
$100,000.00, pursuant to 18 U.S.C. § 3571(b)(5), and/or imprisonment for a term of one year, plus
a period of supervised release. I understand that fees may be imposed to pay for incarceration or
supervised release and that there will be a $25 special assessment, pursuant to 18 U.S.C. §
3013(a) 1{A)iii). 1 further understand that any term of probation may be revoked if I violate its
terms and conditions.

My attorney has informed me of the nature of the charge(s) and the elements of the charge(s}
that must be proved by the United States beyond a reasonabie doubt before I could be found guilty
as charged.

1 acknowledge that I have had all of my rights explained to me and I expressly recognize that
I have the following constitutional rights and, that by voluntarily pleading guilty, I knowingly waive
and give up these valuable constitutional rights:

The right to plead not guilty and persist in that plea.

The right to a speedy and public jury trial.

The right to assistance of counsel at that trial and in any subsequent appeal.

The right to remain silent at trial. ‘

The right to testify at trial.

The right to confront and cross-examine witnesses.

The right to present evidence and witnesses in my own behalf.

. The right to compulsory process of the court.

The right to compel the attendance of witnesses at trial.

The right to be presumed innocent.

The right to a unanimous guilty verdict.

The right to appeal a guilty verdict.
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United States of America v. Howard R. Udell Page 1 of 7 Defendant’s Initials:




2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg 72 of 90 Pg ID 1505

[ am pleading guilty as described above because [ am in fact guilty and because [ believe it
is in my best interest to do so and not because of any threats or promises, other than the terms of this
Plea Agreement, described herein, in exchange for my plea of guilty. I agree that the Court can
accept the Agreed Statement of Facts as the factual basis for my guilty plea.

I understand that the plea is being entered in accordance with Fed. R. Crim. P. 11(c)1){C).

2. SENTENCING PROVISIONS

The parties agree and stipulate that the following Guidelines' section should apply,
exclusively, to my conduct:

2N2.1 6 Base Offense Level

Pursuant to Fed. R. Crim. P. 11{c){1)C), the parties agree to ask the Court to impose a non-
incarcerative senience. The parties agree that if the Court refuses to accept the Plea Agreement with
the agreed-upon sentence I will be free to withdraw this guilty plea. In that event, this Agreement
will be null and void and nothing in this Plea Agreement shall be deemed a waiver of the provisions
of Federal Rule of Evidence (“Fed. R. Evid.”) 410 and the United States will move to dismiss the
Information without prejudice to the United States’ right to indict me or any other entity or
individual on any charge.

The parties agree and stipulate that restitution is not applicable to my conviction.

If the Court were to impose a sentence that includes probation, 1 do not believe that any non-
standard conditions of probation are appropriate. The United States agrees to take no position as
to any non-standard conditions of probation.

3. DISGORGEMENT]

Prior to the entry of my guilty plea, 1 will transfer $8,000,000.00 (eight million doilars) to
the Virginia Medicaid Fraud Control Unit’s Program Income Fund. If the Court rejects this Plea
Agreement and, as a result, [ withdraw my plea, the $8,000,000.00 (cight million dollars) will be

returned to me.

4. MANDATORY ASSESSMENT AND FINE

I understand that there is a mandatory assessment of $25.00 per misdemeanor count of
conviction. The parties agree and stipulate that a fine of $5,000.00, at the upper end of the
guidelines' range, is appropriate for this case. [agree that I will submit to the U.S. Clerk's Office,
a certified check, money order, or attorney's trust check, made payable to the "Clerk, U.S. District
Court” in the amount of $5,025.00 within seven days of entering my plea of guilty.
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5. ADDITIONAL OBLIGATIONS

Unless the Court rejects this Plea Agreement and, as aresult, I withdraw my plea, 1 agree to:
(1) accept responsibility for my conduct; (2) fully comply with all terms of probation, if a term of
probation is imposed; (3) not attempt to withdraw my guilty plea; (4) not deny that [ committed the
crime to which I have pled guilty; and (5) not make or adopt any arguments or objections to the
presentence investigation report that are inconsistent with thlS agreement (if a presentence report 15
ordered by the Court).

[ consent to public disclosure of all resolution documents related to this case,

T will not make any public statements, including statements or positions in [itigation in which
any United States department or agency is a party, contradicting any statement.-of fact set forth in
the Agreed Statement of Facts. Should the United States Attorney's Office for the Western District
of Virginia notify me of a public statement that contradicts a statement of fact contained in the
Agreed Statement of Facts, I may avoid noncompliance with my obligations under this Plea
Agreement by publicly repudiating such statement within two business days after such notification.
Notwithstanding the above, I may avail myself of any legal or factual arguments available to me in
defending litigation brought by a party other than the United States or in any investigation or
proceeding brought by a state entity or by the United States Congress. This paragraph is not
intended to apply to any statement made by any individual in the course of any actual or
contemplated criminal, regulatory, administrative or civil case initiated by any govcmmentai or
private party against such individual.

6. ADMISSIBILITY OF STATEMENTS

[ understand that any statements [ make or made on my behalf (including, but not limited to,
“this Plea Agreement and its admisston of guilt) during or in preparation for any guilty plea hearing,
sentencing hearing, or other hearing and any statements made, in any setting, may be used against
me in this or any other related criminal proceeding. 1 knowingly waive any right I may have under
the Constitution, any statute, rule or other source of law to have such statements, or evidence derived
from such statements, suppressed or excluded from being admitted into evidence in this or any other
related criminal proceeding. With the exception of the situations set forth above, I do not waive my
right to argue against admissibility under any ground permitted under federal or state rules of
evidence in any other proceeding.
If the Court rejects the Plea Agreement, and, as a result, [ withdraw my plea, I will not be
bound by the waivers set forth in this section of the Plea Agreement.

7. WAIVER OF PPEAL AN TERAL CK T
JUDGMENT AND SENTENCE IMPOSED BY THE COURT

If the Court accepts this Plea Agreement, I agree that I will not appeal the conviction or
sentence imposed. I am knowingly and voluntarily waiving any right to appeal and am voluntarily
willing to rely on the Court in sentencing me pursuant to the terms of Fed. R. Crim. P. [ H{c)(1)(C).
{ agree not to collaterally attack the judgment and/or sentence imposed in this case and waive my
right to collaterally attack, pursuant to Title 28, United States Code, Section 2255, the judgment and
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any part of the sentence imposed upon me by the Court. I agree and understand that if  file any
court document (including but not limited to a notice of appeal) seeking to disturb, in any way, the
judgment and/or sentence imposed in my case, the United States will be free to take whatever
~ actions it wishes based on this failure to comply with my obligations under the Plea Agreement.

8. REMEDIES FOR FAILURE TO COMPLY WITH ANY PROVISION OF THE PLEA
AGREEMENT OR OVERALL RESOLUTION

T understand that if: {1) [ attempt to withdraw my plea (in the absence of the Court refusing
to accept the Plea Agreement) or fail to comply with any provision of this agreement, at any time;
(2) any defendant in this case does not fulfill the defendant’s obligations under the defendant’s Plea
Agreement prior to the imposition of judgment; (3) my conviction is set aside, for any reason; and/or
(4) any entity related to any defendant fails to execute all required paperwork or fails to fulfill its
obligations to effectuate the resolution of this entire investigation prior to the imposition of
judgment, the United States may, at its election, pursue any or ali of the following remedies: (a)
declare this Plea Agreement void; (b) file, by indictment or information, any charges which were
filed and/or could have been filed concerning the matters involved in the instant investigation; (c)
refuse to abide by any stipulations and/or recommendations contained in this Plea Agreement; (d)
not be bound by any obligation of the United States set forth in this agreement, including, but not
limited to, those obligations set forth in the section of this agreement entitled “COMPLETION OF
PROSECUTION;” and {e) take any other action provided for under this agreement or by statute,

regulation or court rule.
The remedies set forth above are cumuiative and not mutually exclusive. Ifthe United States

pursues any of its permissible remedies as set forth in this agreement, I will still be bound by my
obligations under this agreement. I hereby waive my right under Fed. R. Crim. P. 7 to be proceeded
against by indictment and consent to the filing of an information against me concerning any charges
filed pursuant to this section of the Plea Agreement. I hereby waive any statute of limitations
argument as to any such charges.

9. INFORMATION ACCESS WAIVER

I knowingly and voluntarily agree to waive all rights, whether asserted directly or by a
representative, to request or receive from any department or agency of the United States any records
pertaining to the investigation or prosecution of this case, including without limitation any records
that may be sought under the Freedom of Information Act, 5 U.S.C. §552, or the Privacy Act of
1974, 5 U.S.C. §552a. :

10. DESTRUCTION OF ITEMS OBTAINED BY 1L AW ENFORCEMENT

The United States Attorney’s Office will inform me when my personal financial records .

and/or other records or iterns obtained from my accountant or any documents otherwise relating to
my personal finances are available for removal. I expressly agree that, within 30 days of being
informed by the United States Attomey’s Office that such records are available for removal, I will
remove, at my cost, all such records from the premises designated by the United States Attorney’s
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Office. In addition, by signing this Plea Agreement, I hereby consent to the destruction of all items
obtained by law enforcement agents during the course of the investigation (other than those
described above), and will execute any documents-necessary to comply with this provision.

11. COMPLETION OF PROSECUTION

I understand that except as provided for in this agreement, so long as I comply with all of
my obligations under the agreement, there will be no further criminal prosecution or forfeiture action
by the United States against me, for any violations of law, occurring before May 10, 2007,
pertaining to OxyContin that was the subject matter of the investigation by the United States
Attorney’s Office for the Western District of Virginia and the United States Department of Justice
Office of Consumer Litigation that led to this agreement.

Nothing in this Plea Agreement affects the administrative, civil, criminal, or other tax
liability of any entity or individual and this Plea Agreement does not bind the Internal Revenue
Service of the Department of Treasury, the Tax Division of the United States Department of Justice,
or any other government agency with respect to the resolution of any tax issue.

I understand that nothing in this Plea Agreement precludes any private party from pursuing
any civil remedy against me, and I agree that I will not raise this Plea Agreement or my guilty plea
as a defense to any such civil action. _

12.  LIMITATION OF AGREEMENT

This Plea Agreement is limited to the United States of America and does not bind any state
or local authonties.

13. EFFECTIVE REPRESENTATION

1 have discussed the terms of the foregoing Plea Agreement and all matters pertaining to the
charges against me with my attorney and am fully satisfied with my atiorney and my attomey's
advice. At this time, [ have no dissatisfaction or complaint with my attorney's representation. I
agree to make known to the Court no later than at the time of sentencing any dissatisfaction or
complaint [ may have with my attorney's representation.

14. WAIVER OF CERTAIN DEFENSES

By signing this Plea Agreement, | waive any defenses regarding pre-indictment delay, statute
* of limitations, or Speedy Trial Act with respect to any and all criminal charges that could have been
timely brought or pursued as of March 29, 2006. This waiver is binding on me only as to charges
brought by the United States. This waiver expires once judgment is entered, except as set forth in
the section of the Plea Agreement entitled “REMEDIES FOR FAILURE TO COMPLY WITH ANY
PROVISION OF THE PLEA AGREEMENT OR OVERALL RESOLUTION.”

15.  EFFECT OF MY SIGNATURE

I understand that my signature on this Plea Agreement constitutes a binding offer by me to
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enter into this Plea Agreement. [ understand that the United States has not accepted my offer until
it signs the Plea Agreement.

16. GENERAL UNDERSTANDINGS

The parties jointly submit that this Plea Agreement and the attached Agreed Statement of
Facts provide sufficient information concerning PURDUE and the crimes charged in this case to
enable the meaningful exercise of sentencing authority by the Court under 18 U.S.C. §3553. The
partics agree to request that the Court impose sentence at the date of the arraignment and plea
pursuant to the provisions of Fed. Rule Crim. P. 32(c)(1 YAXii) and U.S.S.G. § 6A1.1{a)(2), il the
Court determines that a presentence report is not necessary.

If the Court accepts this Plea Agreement and sentences me to a non-incarcerative sentence,
1 understand that [ will have no right to withdraw my guilty plea. In addition, I understand that I will
not have any right to withdraw my plea if I violate my conditions of probation (if any term of
probation is imposed) and, as a result, [ am sentenced to incarceration. ,

If the Court orders a presentence report, I understand that a thorough presentence
investigation will be conducted and sentencing recommendations independent of the United States
Attorney's Office will be made by the presentence preparer. '

I understand that the prosecution will be free to allocute or describe the nature of this offense
and the evidence in this case. 1 understand that the United States retains the right, notwithstanding
any provision in this Plea Agreement, to inform the Probation Office and the Court of all relevant
facts, to address the Court with respect to the nature and seriousness of the offense(s), to respond
to any questions raised by the Court, to correct any inaccuracies or inadequacies in the presentence
report, if a report is prepared, and to respond to any statements made to the Court by or on behalf
of the defendant. _

I willingly stipulate that the Agreed Statement of Facts provides the Court with a sufficient
factual basis to support my plea of guilty. ' _

I understand that this Plea Agreement does not apply to any crimes or charges not addressed
in this agreement. ] understand that if I should testify falsely in this or in a related proceeding I may
be prosccuted for perjury and statements I may have given authorities pursuant to this Plea
Agreement may be used against me in such a proceeding. '

. I have not been coerced, threatened, or promised anything other than the terms of this Plea
Agreement, described above, in exchange for my plea of guilty. I understand that my attorney will
be free to argue any mitigating factors on my behalf; to the extent that they are not inconsistent with
the terms of this Plea Agreement. I understand that I will have an opportunity to personaily address
the Court prior to sentence being imposed.

This writing sets forth the entire understanding between the parties and constitutes the
complete Plea Agreement between the United States of America and me, and no other additional
terms or agreements shall be entered except and unless those other terms or agreements are in
writing and signed by the parties. This Plea Agreement supersedes all prior understandings,
promises, agreements, or conditions, if any, between the United States and me.

1 have consulted with my attomney and fully understand all my rights with respect to the
offenses charged in the Information. Ihave read this Plea Agreement and carefully reviewed every
part of it with my attorney. I understand this Plea Agreement and I voluntarily agree to it. Being
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aware of ali of the possible conseguences of my plea, I have independently decided to enter this plea
of my own free will, and am affirming that agreement on this date and by my signature below.

Date: 5"'?!0.7 : M(W

Howard R. Udeli, Defendant

1 have fully explained to my client all rights available to my client with respect to the
offenses charged in the Information. I have carefuily reviewed every part of this Plea Agreement
and attached Agreed Statement of Facts with my client. To my knowledge, my client's decision to
enter into this Plea Agreement is an informed and voluntary one.

Date: 5’ WO’] . ,}h--\/ [ Ve S
v : Mary fo/Wh#e i/
Counsel*for Defendant

Date: VL% Z Foo 7 _ %— A- gmnué/t-—/
' 4 Jolirt L. Brownlee
' ited States Attorney

" Western Disirict of Virginia

Rick A. Mountcastle, Assistant Unifed States Attorney
Randy Ramseyer, Assistant United States Attorney
Sharon Burnham, Assistant United States Attomey
Barbara T. Wells, Trial Attorney, U.S. Dept. Of Justice
Elizabem Stein, Trial Attorney, U.S. Dept. Of Justice
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

ABINGDON DIVISION
UNITED STATES OF AMERICA )
v. ; Case No.
PAUL D. GOLDENHEIM ;
PLEA AGREEMENT

My counsel and I have entered into a Plea Agreement with the United States of America, by
counsel, pursuant to Rule 11(c)(1}(C) of the Federal Rules of Criminal Procedure (“Fed. R. Crim.
P.)" The terms and conditions of this agreement are as follows:

1. CHARGE(S) TO WHICH I AM PLEADING GUILTY AND WAIVER OF RIGHTS

I will enter a plea of guilty to Count Two of the attached Information, charging me with the
strict liability misdemeanor offense of misbranding a drug in violation of Title 21, United States
Code, Sections 331(a) and 333(a)(1). The maximum statutory penalty for Count Two is a fine of
$100,000.00, pursuant to 18 U.S.C. § 3571(b)(5), and/or itnprisonment for a term of one year, plus
a period of supervised release. I understand thai fees may be imposed to pay for incarceration or
supervised release and that there will be a $25 special assessment, pursuant to 18 U.S.C. §
3013(a)(1)(A)(iii). Ifurther understand that any term of probation may be revoked if I violate its
terms and conditions.

My attorney has informed me of the nature of the charge(s) and the elements of the charge(s)
that must be proved by the United States beyond a reasonable doubt before I could be found guilty
as charged.

I acknowledge that I have had all of my rights explained to me and 1 expressly recognize that
I have the following constitutional rights and, that by voluntarily pleading guilty, I knowingly waive
and give up these valuable constitutional rights:

The right to plead not guiity and persist in that plea.

The right to a speedy and public jury trial.

The right to assistance of counsel at that trial and in any subsequent appeal.

The right to remain silent at trial.

The right to testify at trial.

The right to confront and cross-examine witnesses.

The right to present evidence and witnesses in my own behalf.

The right to compulsery process of the court.

The right to compel the attendance of witnesses at trial.

The riglhit to be presumed innocent.

The right to a unanimous guilty verdict.

The right to appeal a guilty verdict.
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] am pleading guilty as described above because I am in fact guilty and because [ believe it
is in my best interest to do so and not because of any threats or promises, other than the terms of this
Plea Agreement, described herein, in exchange for my plea of guilty. 1 agree that the Court can
accept the Agreed Statement of Facts as the factual basis for my guilty plea.

1 understand that the plea is being entered in accordance with Fed. R. Crim. P. 11{c)(1)(C).

2.  SENTENCING PROVISIONS

The parties agree and stipulate that the following Guidelines' section should apply,
exclusively, to my conduct:

2N2.1 6 Base Offense Level

Pursuant to Fed. R. Crim. P. 11(c)(1)(C), the parties agree to ask the Court to impose a non-
incarcerative sentence. The parties agree that if the Court refuses to accept the Plea Agreement with
the agreed-upon sentence 1 will be free to withdraw this guilty plea. In that event, this Agreement
will be null and void and nothing in this Plea Agreemeént shall be deemed a waiver of the provisions
of Federal Rule of Evidence (“Fed. R. Evid.”) 410 and the United States will move to dismiss the
Information without prejudice to the United States” right to indict me or any other entity or
individual on any charge.

The parties agree and stipulate that restitution is not applicable to my conviction.

If the Court were to impose a sentence that includes probation, I do not believe that any non-
standard conditions of probation are appropriate. The United States agrees to take no position as
to any non-standard conditions of probation.

3. DISGORGEMENT

Prior to the entry of my guilty plea, I will transfer $7,500,000.00 (seven million five hundred
thousand dollars) to the Virginia Medicaid Fraud Control Unit’s Program Income Fund. Ifthe Court
rejects this Plea Agreement and, as a result, I withdraw my plea, the $7,500,000.00 (seven million
five hundred thousand dollars) will be returned to me.

4. MANDATORY ASSESSMENT AND FINE

I understand that there is a mandatory assessment of $25.00 per misdemeanor count of
conviction. The parties agree and stipulate that a fine of $5,000.00, at the upper end of the
guidelines' range, is appropriate for this case. I agree that I will submit to the U.S. Clerk's Office,
a certified check, money order, or attorney's trust check, made payable to the "Clerk, U.S. District
Court" in the amount of $5,025.00 within seven days of entering my plea of guilty.
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5. ADDITIONAL OBLIGATIONS

Unless the Court rejects this Plea Agreement and, as a result, [ withdraw my plea, I agree to:
(1) accept responsibility for my conduct; (2} fully comply with all terms of probation, if a term of
probation is imposed; (3) not attempt to withdraw my guilty plea; (4) not deny that ] committed the
crime to which T have pled guilty; and (5) not make or adopt any arguments or objections to the
presentence investigation report that are inconsistent with this agreement (if a presentence report is
ordered by the Court),

I consent to public disclosure of all resolution documents related to this case.

I'will not make any public statements, including statements or positions in litigation in which
any United States department or agency is a party, contradicting any statement of fact set forth in
the Agreed Statement of Facts. Should the United States Attorney's Office for the Western District
of Virginia notify me of a public statement that contradicts a statement of fact contained in the
Agreed Statement of Facts, 1 may avoid noncompliance with my obligations under this Plea
Agreement by publicly repudiating such statement within two business days after such notification.
Notwithstanding the above, I may avail myself of any legal or factual arguments available.to me in
defending litigation brought by a party other than the United States or in any investigation or
proceeding brought by a state entity or by the United States Congress. This paragraph is not
intended to apply to any statement made by any individual in the course of any actual or
contemplated criminal, regulatory, administrative or civil case 1n1t1ated by any governmental or
private party against such individual.

6.  ADMISSIBILITY OF STATEMENTS

Iunderstand that any statements I make or made on my behalf {including, but not limited to,
this Plea Agreement and its admission of guilt) during or in preparation for any guilty plea hearing,
sentencing hearing, or other hearing and any statements made, in any setting, may be used against
me in this or any other related criminal proceeding. 1knowingly waive any right I may have under
the Constitution, any statute, rule or other source of law to have such statements, or evidence derived
- from such statements, suppressed or excluded from being admitted into evidence in this or any other
related criminal proceeding. With the exception of the situations set forth above, I do not waive my
right to argue against admissibility under any ground permitted under federal or state rules of
evidence in-any other proceeding.

If the Court rejects the Plea Agreement, and, as a result, I withdraw my plea, 1 will not be
bound by the waivers set forth in this section of the Plea Agreement.

7. WAIVER OF RIGHT TQ APPEAL AND COLLATERALLY ATTACK THE
JUDGMENT AND SENTENCE IMPOSED BY THE COURT

If the Court accepts this Plea Agreement, I agree that I will not appeal the conviction or
sentence imposed. 1am knowingly and voluntarily waiving any right to appeal and am voluntarily
willing to rely on the Court in sentencing me pursuant to the terms of Fed. R. Crim. P. 11{c)(1)(C).
I agree not to collaterally attack the judgment and/or sentence imposed in this case and waive my
right to collaterally attack, pursuant to Title 28, United States Code, Section 2255, the judgment and
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any part of the sentence imposed upon me by the Court. 1 agree and understand that if I file any
court document (including but not limited to a notice of appeal) seeking to disturb, in any way, the
judgment and/or sentence imposed in my case, the United States will be free to take whatever
actions it wishes based on this failure to comply with my obligations under the Plea Agreement.

8. REMEDIES FORFATT.URE TO COMPLY WITH ANY PROVISION OF THE PLEA
AGREEMENT OR OVERALIL RESOLUTION

Tunderstand that if: (1) I attempt to withdraw my plea (in the absence of the Court refusing
to accept the Plea Agreement) or fail to comply with any provision of this agreement, at any time;
(2) any defendant in this case does not fulfill the defendant’s obligations under the defendant’s Plea
Agreement prior to the imposition of judgment; (3) my conviction is set aside, for any reason; and/or
(4) any entity related to any defendant fails to execute all required paperwork or fails to fulfill its
obligations to effectuate the resolution of this entire investigation prior to the imposition of
Judgment, the United States may, at its election, pursue any or all of the following remedies: (a)
declare this Plea Agreement void; (b} file, by indictment or information, any charges which were
filed and/or could have been filed concerning the matters involved in the instant investigation; (c)
refuse to abide by any stipulations and/or recommendations contained in this Plea Agreement; (d)
not be bound by any obligation of the United States set forth in this agreement, including, but not
limited to, those obligations set forth in the section of this agreement entitled “COMPLETION OF
PROSECUTION;” and (¢) take any other action provided for under this agreement or by statute,
regulation or court rule.

The remedies set forth above are cumuiative and notmutually exclusive. Ifthe United States
pursues any of its permissible remedies as set forth in this agreement, I will still be bound by my
obligations under this agreement. I hereby waive my right under Fed. R. Crim. P. 7 to be proceeded
against by indictment and consent to the filing of an information against me concerning any charges
filed pursuant to this section of the Plea Agreement. I hereby waive any statute of limitations
argument as to any such charges.

9. INFORMATION ACCESS WAIVER

I knowingly and voluntarily agree to waive all rights, whether asserted directly or by a
representative, to request or receive from any department or agency of the United States any records
pertaining to the investigation or prosecution of this case, including without limitation any records
that may be sought under the Freedom of Information Act, 5 U.S.C. §552, or the Privacy Act of
1974, 5 U.S.C. §552a.

10. DESTRUCTION OF ITEMS OBTAINED BY LAW ENFORCEMENT

The United States Attorney’s Office will inform me when my personal financial records
and/or other records or items obtained from my accountant or any documents otherwise relating to
my personal finances are available for removal. [ expressly agree that, within 30 days of being
informed by the United States Attorney’s Office that such records are available for removal, I will
remove, at my cost, all such records from the premises designated by the United States Attorney’s
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Office. Inaddition, by signing this Plea Agreement, [ hereby consent to the destruction of all items
obtained by law enforcement agents during the course of the investigation (other than those
described above), and will execute any documents necessary to comply with this provision.

11, COMPLETION OF PROSECUTION

I understand that except as provided for in this agreement, so long as I comply with all of
my obligations under the agreement, there will be no further criminal prosecution or forfeiture action
by the United States against me, for any violations of law, occurring before May 10, 2007,
pertaining to OxyContin that was the subject matter of the investigation by the United States
Attorney’s Office for the Western District of Virginia and the United States Department of Justice
Office of Consumer Litigation that led to this agreement,

Nothing in this Plea Agreement affects the administrative, civil, criminal, or other tax
liability of any entity or individual and this Plea Agreement does not bind the Internal Revenue
Service of the Department of Treasury, the Tax Division of the United States Department of Justice,
or any other government agency with respect to the resolution of any tax issue.

Tunderstand that nothing in this Plea Agreement preciudes any private party from pursuing
any civil remedy against me, and I agree that I will not raise this Plea Agreement or my guilty plea
as a defense to any such civil action.

12. LIMITATION OF AGREEMENT

This Plea Agreement is limited to the United States of America and does not bind any state
or local authorities.

13, EFFECTIVE REPRESENTATION

I have discussed the terms of the foregoing Plea Agreement and all matters pertaining to the
charges against me with my attorney and am fully satisfied with my attorney and my attorney's
advice. At this time, I have no dissatisfaction or complaint with my attorney's representation. 1
agree to make known to the Court no later than at the time of sentencing any dissatisfaction or
complaint I may have with my attorney's representation. '

14. WAIVER OF CERTAIN DEFENSES

By signing this Plea Agreement, I waive any defenses regarding pre-indictment delay, statute
of limitations, or Speedy Trial Act with respect to any and all criminal charges that could have been
timely brought or pursued as of March 29, 2006. This waiver is binding on me only as to charges
brought by the United States. This waiver expires once judgment is entered, except as set forth in
the section of the Plea Agreement entitled “REMEDIES FOR FAILURE TO COMPLY WITH ANY
PROVISION OF THE PLEA AGREEMENT OR OVERALL RESOLUTION.”

15. EFFECT OF MY SIGNATURE

I understand that my signature on this Plea Agreement constitutes a binding offer by me to

Plea Agreement , . .
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enter into this Plea Agreement. 1understand that the United States has not accepted my offer until
it signs the Plea Agreement.

16. GENERAL UNDERSTANDINGS

The parties jointly submit that this Plea Agreement and the attached Agreed Statement of
Facts provide sufficient information concerning PURDUE and the crimes charged in this case to
enable the meaningful exercise of sentencing authority by the Court under 18 U.S.C. § 3553. The
parties agree to request that the Court impose sentence at the date of the arraignment and plea
pursuant to the provisions of Fed. Rule Crim. P. 32(c)(1)(A)(ii) and U.8.5.G. § 6A1.1(a)(2), if the
Court determines that a presentence report is not necessary.

If the Court accepts this Plea Apgreement and sentences me to a non-incarcerative sentence,
I'understand that I will have no right to withdraw my guilty plea. In addition, I understand that T will
not have any right to withdraw my plea if I violate my conditions of probation (if any term of
probation is imposed) and, as a result, I am sentenced to incarceration.

If the Court orders a presentence report, I understand that a thorough presentence
investigation will be conducted and sentencing recommendations independent of the United States
Attorney's Office will be made by the presentence preparer.

Tunderstand that the prosecution will be free to allocute or describe the nature of this offense
and the evidence in this case. I understand that the United States retains the right, notwithstanding
any provision in this Plea Agreement, to inform the Probation Office and the Court of all relevant
facts, to address the Court with respect to the nature and seriousness of the offense(s), to respond
to any questions raised by the Court, to correct any inaccuracies or inadequacies in the presentence
report, if a report is prepared, and to respond to any statements made to the Court by or on behalf
of the defendant.

I willingly stipulate that the Agreed Statement of Facts provides the Court with a sufficient
factual basis to support my plea of guilty.

Tunderstand that this Plea Agreement does not apply to any crimes or charges not addressed
in this agreement. Tunderstand that if I should testify falsely in this or in a related proceeding I may
be prosecuted for perjury and statements I may have given authorities pursuant to this Plea
Agreement may be used against me in such a proceeding.

I have not been coerced, threatened, or promised anything other than the terms of this Plea
Agreement, described above, in exchange for my plea of guilty. 1understand that my attorney will
be free to argue any mitigating factors on my behalf; to the extent that they are not inconsistent with
the terms of this Plea Agreement. Iunderstand that I will have an opportunity to personally address
the Court prior to sentence being imposed.

This writing sets forth the entire understanding between the parties and constitutes the
complete Plea Agreement between the United States of America and me, and no other additional
terms or agreements shall be entered except and unless those other terms or agreements are in
writing and signed by the parties. This Plea Agreement supersedes all prior understandings,
promises, agreements, or conditions, if any, between the United States and me.

I have consulted with my attorney and fully understand all my rights with respect to the
offenses charged in the Information. I have read this Plea Agreement and carefully reviewed every
part of it with my attorney. I understand this Plea Agreement and I voluntarily agree to it, Being

Plea Agreement o .
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aware of all of the possible consequences of my plea, I have independently décided to enter this plea

of my own free will, and am affirming that agreement on this date and byymy signature below.
Date: M@—g g}f?\007 ép\%%g\g(/w

Paul D. Geifiejz(m YDefendant

1 have fully explamed to my client all rights available to my client with respect to the
offenses charged in the Information, I have carefully reviewed every part of this Plea Agreement
and attached Agreed Statement of Facts with my client. To my knowledge, my client's decision to
" enter into this Plea Agreement is an informed and voluntary one.

| Date: 1@%3,{ o3 4 %7 J/l’l/vpfmj é?,;,;v,é

Ahdrew Good
Counsel for Defendant

bue: My /2, Zoo7 Al 7 Brosseetoon
- Ighn L. Brownlee
nited States Attorney
Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistatit United States Attorney
Sharon Burnham, Assistant United States Attorney
Barbara T. Wells, Trial Attorney, U.S, Dept. Of Justice
Elizebeth Stein, Trial Attorney, U.S. Dept. Of Justice
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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

ABINGDON DIVISION
UNITED STATES OF AMERICA
rPlaintiff,
V. Case No.

THE PURDUE FREDERICK COMPANY, INC.

R N A ="

Defendant.
VERII_?IED COMPLAINT FOR FORFEITURE IN REM
Now comes the plaintiff, United States of America, by and through its attorney, Sharon
Burnham, Assistant United States Attorney, and brings this complaint and alleges as follows in
accordance with Supplemental Rule G(2) of the Federal Rules of Civil Procedure:

NATURE OF THE ACTION

I. This is an action to forfeit and condemn to the use and benefit of the United States
of America, pursuant tol8 U.S.C. § 981(a)(1)(A), the following property: THE PURDUE
FREDERICK COMPANY, INC. ("defendant property"), for violations of 18 U.S.C. § 1957.

THE DEFENDANT IN REM

2. The defendant property consists of the corporation known as THE PURDUE
FREDERICK COMPANY, INC., and its asscts. The defendant property has not been seized and
is not located within this district, but jurisdiction is proper pursuant to 28 U.S.C. §§1355 and 1395.

JURISDICTION AND VENUE

3. Plaintiff brings this action in rem in its own right to forfeit and condemn the

defendant property. This Court has jurisdiction over an action commenced by the United States

Attachment | 10 Plea Agreement
United States v. The Purdue Frederick Co., Inc. Page 1 of 3




" 2:17-cv-13334-JCO-EAS Doc # 2-9 Filed 10/12/17 Pg 86 of 90 Pg ID 1519

under 28 U.S.C. § 1345, and over an action for forfeiture under 28 U.S.C. § 1355(a).

4. This Court has in rem jurisdiction over the defendant property under 28US.C. §
1355(b). Upon the filing of this complaint, the plaintiff requests that the Court issue an arrest
warrant in rem pursuant to Supplemental Rule G(3)(b), which the plaintiff will execute upon the
property pursuant to 28 U.S.C. § 1355(d) and Supplemental Rule G(3)(c).

5. Venue is proper in this district pursuant to 28U.S.C. §1355(b)(1), because a criminal

prosecution of the owner of the property could be brought in this district. :

BASIS FOR FORFEITURE

6. The defendant property is subject to forfeiture pursuant to 18 U.S.C. §981(a)(1)XA),
because it constitutes property involved in transactions and attempted transactions in violation of -
18 U.S.C. § 1957, or is property traceable to such property.

FACTS

7. The attached Agreed Statement of Facts and Declaration of Special Agent Philip
Barnett arerincorporated by reference.

WHEREFORE, the United States of America respectfully requests that the Clerk of Court
issue an arrest warrant in rem pursuant to Supplemental Rule G(3)(b); that due notice be given to
all partieé to appear and show cause why the forfeiture should not be decreed; that judgment be
entered declaring the defendant property to be condemned and forfeited to the United States of
America for disposition according to law; and that the United States of America be granted such
other and further relief as this Court may deem just and proper, together with the costs and
disbursements of this ac;tion.

Respectfully submitted,

Attachment [ to Plea Agreement
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JOHN L. BROWNLEE
United States Altorney

V\mfm/\

Sharon Bumha
Assistant Unit d States Attorney

DATE: %u,/ G 2007
J
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DECLARATION

I am a Special Agent of the Internal Revenue Service, United States Department of Treasury,

and one of the agents assigned the responsibility for this case. | have read the contents of the

foregoing complaint for forfeiture, and the exhibits thereto, and the statements contained therein are

true to the best of my knowledge and belief.

I declare under penalty of perjury that the foregoing is true and correct.

Executed on this day of _ , 2007.

Phillip A. Barnett
Special Agent, IRS-CID

Attachment I (Declaration) to Plea Agreement
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 DECLARATION OF PHILLIP A. BARNETT
IN SUPPORT OF A COMPLAINT FOR FORFEITURE

I, Phillip A. Barnett, upon my oath make the following statements under penalty of perjury:

I am a Special Agent of the Internal Revenue Service, United States Department of Treasury,
* and one of the agents assigned the responsibility for this case. Unless otherwise stated, the
information in this affidavit is either personally known to me, or was provided to me by other law
enforcement officers.

This affidavit is made in support of the filing of a complaint for forfeiture against The Purdue
Frederick Company, Inc., and incorporates by reference the attached Agreed Statement of Facts.
Your affiant has been involved in the investigation of The Purdue Frederick Company, Inc., since
January 2003. The Purdue Frederick Company, Purdue Pharma L.P., and The Purdue Pharma
Company ("Purdue") were part of a group of entities involved in the manufacture, marketing,
promotion, sale, and distribution of pharmaceutical products, including OxyContin.

The Purdue Frederick Company, Inc., d/ib/a The Purdue Frederick Company, was a New
York corporation, headquartered in Connecticut. Purdue Pharma L.P. was a Delaware limited
partniership, with the same headquarters and facilities as The Purdue Frederick Company. The
Purdue Pharma Company was a Delaware general partnership owned by and co-located with The
Purdue Frederick Company and Purdue Pharma L.P. The Purdue Pharma Company was also used
to conduct pharmaceutical business until September 30, 2004, when the partnership was terminated.
After The Purdue Pharma Company was terminated, The Purdue Frederick Company, Inc. became
an owner of Purdue Pharma L.P.

On December 12, 1995, the United States Food and Drug Administration (FDA) approved
OxyContin for marketing and distribution in the United States for moderate to severe pain lasting
more than a few days. From approximately January 1996 until September 30, 2004, OxyContin
sales were recorded by The Purdue Pharma Company. After The Purdue Pharma Company was

terminated, OxyContin sales were recorded by Purdue Pharma L.P.

From approximately January 1996 to approximately June 2006, proceeds from the sale of
OxyContin were deposited and flowed into various Purdue checking accounts, including an account
at JP Morgan Chase. The JP Morgan Chase account served to aggregate the receipts of all products
sold by the related Purdue companies, inctuding OxyContin.

Erom 1995 to June 2006, Purdue had OxyContin gross sales of approximately $10.2 billion,
with sales net of rebates and discounts totaling approximately $8.4 billion. Federal and state health
care programs were among the purchasers of OxyContin and paid for OxyContin prescriptions filled
at pharmacies, including pharmacies in the Western District of Virginia. The pharmacies received
the monies via mail and/or wire. The pharmacies paid the wholesalers for their supplies of
OxyContin via mail and/or wire. The wholesalers paid Purdue via mail and/or wire payments.

Attachment I (Declaration) to Plea Agreement
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From 1995 to September 30, 2004, The Purdue Pharma Company made distributions of
approximately $2,854,760,301 (two billion, eight hundred fifty four million, seven hundred sixty
thousand, three hundred and one dollars) in profits, including OxyContin proceeds, via wire transfers
between Purdue-owned accounts at JP Morgan Chase to The Purdue Frederick Company and Purdue
Pharma L.P. All transfers of funds relied upon by the government exceeded $10,000. Although
OxyContin sales receipts were co-mingled with other funds, OxyContin receipts comprised up to
90% of the total receipts.

Based upon the preceding facts, information and evidence gathered as a result of the
investigation, your affiant contends there is sufficient probable cause to believe that violations

under 18 U.S.C. § 1957 have been committed by The Purdue Frederick Company, Inc., supporting
the complaint for forfeiture pursuant to 18 U.S.C. § 981(a)(1 }(A).

1 declare under penalty of perjury that the foregoing is true and correct.

Executed on this day of , 2007.

Phillip A. Barnett
Special Agent, IRS-CID

Attachment I (Declaration) to Plea Agreement
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L WKy,
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C DEPARTMENT OF HEALTH & HUMAN SERVICES

oV HIALTH
£ *e,

Nresal nistrati
Food and Drug Administration
Rockville MD 20857

MAR 30 2000
TRANSMITTED VIA FACSIMILE

Cynthia Chianese

Assistant Director

Regulatory Affairs

Janssen Pharmacuetica

1125 Trenton-Harbourton Road
P.O. Box 200

Titusville, NJ 08560-0200

RE: NDA 19-813
Duragesic (fentanyl transdermal system)
MACMIS ID #8664

Dear Ms. Chianese:

Reference is made to Janssen Pharmaceutica’s (Janssen) letter, dated February 29, 2000, in
response to a letter from the Division of Drug Marketing, Advertising, and Communications
(DDMAC), dated February 15, 2000. Our letter concerned the alleged dissemination of
“homemade” promotional pieces that promoted Duragesic (fentanyl transdermal system)
capsules in violation of the Federal Food, Drug, and Cosmetic Act (Act) and its implementing
regulations. We requested that you investigate the extent that these “homemade” pieces were
used to promote Duragesic, the number of health care professionals who received these pieces,
and that you provide the complete promotional pieces as they were allegedly disseminated.

In your letter, you described the circumstances in which the violative promotional materials were
disseminated. Additionally, your letter commented on your policy for prohibiting dissemination
of homemade materials by your sales force, and specified the corrective actions taken to ensure
that this activity will not continue.

We have reviewed the “homemade” promotional pieces and have determined that they are false

or misleading because they contain misrepresentations of safety information, broaden

Duragesic’s indication, contain unsubstantiated claims, and lack fair balance. Specific examples
include, but are not limited to, the following “homemade” promotional pieces:
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Cynthia Chianese page 2
Janssen Pharmaceutica . :
NDA #19-813

December 9, 1999 Mailing — “The #1 Reason to convert your patients to the Duragesic
Patch” -

Misrepresentation of Safety Information

Promotional materials are false or misleading if they contain representations or suggestions that a
drug’s safety or effectiveness is comparable or superior to another drug when such has not been
demonstrated by substantial evidence. Examples of your claims that misrepresent the safety
profile for Duragesic include:

* You present the claim, “Significantly LESS constipation!” This claim suggests that
Duragesic is associated with significantly less constipation than other available opioids.
However, this claim has not been demonstrated by substantial evidence. Therefore, without
supporting substantial evidence, this claim is false or misleading. Furthermore, this claim
misrepresents the safety profile for Duragesic because it minimizes the risk of constipation
that is associated with Duragesic therapy. Please refer to our untitled letter to Janssen, dated
March 5, 1998, addressing this issue.

e You present the claim, “Low abuse potential!” This claim suggests that Duragesic has less
potential for abuse than other currently available opioids. However, this claim has not been
demonstrated by substantial evidence. Furthermore, this claim is contradictory to
information in the approved product labeling (PI) that states, “Fentanyl is a Schedule II
controlled substance and can produce drug dependence similar to that produced by
morphine.” Therefore, this claim is false or misleading.

Broadening of indication

Promotional materials are misleading if they contain a representation or suggestion that a drug is
more useful in a broader range of conditions or patients than has been demonstrated by
substantial evidence.

e You present the claim, “It’s not just for end stage cancer anymore!” This claim suggests that
Duragesic can be used for any type of pain management. However, the PI for Duragesic
states, “Dyragesic (fentany! transdermal system) is indicated in the management of chronic
pain in patients who require continuous opiod analgesia for pain that cannot be managed by
lesser means....” Therefore, the suggestion that Duragesic can be used for any type of pain
management promotes Duragesic’s for a much broader use than is recommended in the PI,
and thus, is misleading. In addition, the suggestion that Duragesic can be used to treat any
kind of pain is contradictory to the boxed warning in the PI. Specifically the PI sates,

BECAUSE SERIOUS OR LIFE-THREATENING HYPOVENTILATION COULD .
OCCUR, DURAGESIC® (FENTANYL TRANSDERMAL SYSTEM) IS
CONTRAINDICATED:
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o In the management of acute or post-operative pain, including use in out-patient
surgeries....

Unsubstantiated Claims

You present several unsubstantiated claims for Duragesic throughout this “homemade”
promoticnal piece. Examples of your unsubstantiated claims include:

e You present the claim, “Preferred regimen: 2 x per week versus 2 x per day!” This claim
suggests that patients prefer Duragesic to other available oral opioids that are taken twice
daily. However, this patient preference claim is not supported by substantial evidence.
Therefore, we consider this claim false or misleading.

¢ You present the claim, “Easy for Patient Compliance.” This claim suggests that Duragesic
may enhance patient compliance when compared to other opioids. However, this claim is not
supported by specific compliance data, and therefore, is false or misleading.

e You present quality of life claims, including but not limited to, “And the #1 reason to convert
your patients to the Duragesic patch: QUALITY OF LIFE,” and “...without pain, patient’s
sleep better, increase daily activities, and spend more quality time with their families.”

Health related quality of life claims such as these require substantial supporting evidence i in
the form of adequate and well-controlled studies designed to specifically assess these
outcomes. Therefore, without substantiation from adequate studies, the claims presented in
this “homemade” promotional piece are misleading,

Fair Balance

Promotional materials must present information relating to the contraindications, warnings,
precautions, and side effects with a prominence and readability reasonably comparable to the
presentation of information relating to the effectiveness of the product. This “homemade”
promotional piece is lacking in fair balance with respect to the content and presentation of rxsk
information related to the use of Duragesic.

e Although this piece contains numerous claims for the efficacy and safety of Duragesic, you
have not presented any risk information concerning the boxed warnings,
contraindications, warnings, precautions, or side effects associated with Duragesic’s use
(emphasis added). Therefore, this promotional piece is lacking in fair balance, or otherwise
misleading, because it fails to address important risks and restrictions associated with
Duragesic therapy.
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Misrepresentation of Safety Information

e Your present the claim, “Duragesic results in much less Constipation compared to
Oxycontin (Senokot $1.00/day). However, this comparative claim to Oxycontin is not
supported by substantial evidence. Therefore, this unsubstantiated superiority claim is false
or misleading. Furthermore, this claim minimizes the risk of constipation that is associated
with Duragesic therapy.

Cost Comparison

e You present a table that compares the price of different strengths of Duragesic and Oxycontin
from eight retail pharmacies. This table is followed by the claim that “Duragesic is
marginally less expensive.” However, this comparison is misleading because it implies that
Duragesic is equally safe, effective, and interchangeable with Oxycontin for the doses
compared. Furthermore, this cost information lacks substantiation and does not provide a
reference as to the source of the cost information presented.

Failure to Submit

e Promotional materials must be submitted to the FDA under Form FDA 2253 at the time of
initial dissemination. However, our records indicate these promotional materials were not
submitted at the time of initial use. '

We have reviewed your response and actions taken in response to the dissemination of this
violative promotional piece. We do not wish to comment on your internal processes, however
we do acknowledge your investigation and the corrective actions taken to prevent reoccurrence
of this type of violative promotional activity. At this time we have no further questions and
consider the matter regarding the “homemade” promotional pieces described in this letter to be
closed.

However, you should immediately cease distribution of all other promotional materials for
Duragesic that ¢ontain the same or similar claims or presentations. You should submit a written
response to us on or before April 13, 2000, describing your intent and plans to comply with the
above. Your letter should include a list of materials discontinued and the date on which these
materials were discontinued.

If you have any further questions or comments, please contact me by facsimile at (301) 594-
6771, or by writing at the Food and Drug Administration, Division of Drug Marketing,
Advertising and Communications, HFD-42, Rm. 17B-20, 5600 Fishers Lane, Rockville, MD
20857. We remind you that only written communications are considered official.
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In all future correspondence regarding this matter, please refer to the MACMIS # 8664 and the
NDA number.

Sincerely, .
Spencer Salis, Pharm.D.
Regulatory Review Officer

Division of Drug Marketing,
Advertising and Communications
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PDURAGESIC

¥entanyl Transdermal System

Top 10 Lijst

Reasons to Switch Your Patients to the Duragesic Patch:

#10 It's not just for end stage cancer anymore!

#9 DURAGESIC - the LONGEST acting opioid!

#8 Significantly LESS consfipa’tion!

#7 EASY to Titrate - Remember the 6-30-60 rule!

#6 Cost Effective

#5 No clock watching as with oral opioids!

#4  Preferred regimen: 2 x per week versus 2 x per day!
#3 Low abuse potential!

#2  EASY for Patient Compliance

~And the #1 reason to convert your patients to the Duragesic patch:

by .

#1 - .. QUALITY OF LIFE

voo Y
k2

_Duragesic gives patients the FREEDOM to enjoy their lives without focus on their

pain. And without pain, patients sleep better, increase daily activities, and spend
more quality time with their families. They may even find time to stop and smell the
flowers! '

Our Top 10 List is complete, and now you know just how much your patients with
chronic non-malignant pain can benefit from Duragesic. With these seeds, enjoy the
blooms of your newly planted habit of writing Duragesic.

" The New Standard in the New Millennium
For Chronic Non-Malignant Pain

o Wedn G e vl Q AT ITE . RAAT

* == 1MENIUN-HARBOURTON ROAR
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B Duragesic Oxycontin Duragesic Oxycontin Duragesic Oxycontin Duragesic E
25meg 20mg  50mecg 40mg  75meg 80mg  100mcg :;
Target , 119.38 155639 181.38 256.69 281.98 402.99 347.98 i
Publix ’ 127.78 139.39 183.78 246.99 287.98 450.99 357.98 A
Walmart 133.92 14188 213.24 24763 331.08 46121 407.68
Perkins * 139.14 156.88 209.86 266.24 326.8 486.82 403.28
Medicine Shoppe 125.78 136.89 191.78 -238.89 299.78 590.89 371.78
Eckerds 162.68 14959 217.38 ° 25469 347.98 485.19 399.78
Walgreens 135.98 132.95 209.98 -285.97 323.98 44795 405.98
Pill Box 128.00 13740 198.00 237.00 308.00 450.00 360.00
Avg Cost 134 144 201 248 313 472 382 B

Duragesic results in much fess Constipation compared to Oxyobht!n (Senokot $1.00/day)
Duragesic is marginally less expensive. e -

SaA e e
2 Dol et ceavee 3 NS
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_(:DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

S 84924 4l

Food and Drug Administration
Rockvilie, MD 20857

TRANSMITTED BY FACSIMILE

Ajit Shetty, M.D.

CEO

Janssen Pharmaceutica, Inc.
1125 Trenton-Harbourton Road
Titusville, NJ 08560-0200

RE: NDA #19-813
Duragesic® (fentanyl transdermal system) CII
MACMIS # 12386

WARNING LETTER
Dear Dr. Shetty,

The Division of Drug Marketing, Advertising, and Communications (DDMAC) has reviewed a
professional file card (DR-850) for Duragesic® (fentanyl transdermal system) submitted by Janssen
Pharmaceutica, Inc. (Janssen) under cover of Form FDA 2253. The file card makes false or
misleading claims about the abuse potential and other risks of the drug, and includes unsubstantiated
effectiveness claims for Duragesic. The file card thus misbrands the drug under Section 502(a) of the
Federal Food, Drug, and Cosmetic Act (Act) 21 U.S.C. 352(a). By suggesting that Duragesic has a
lower potential for abuse compared to other opioid products, the file card could encourage the unsafe
use of the drug, potentially resulting in serious or life-threatening hypoventilation.

Background

According to the approved product labeling (PI), Duragesic is a transdermal system providing
continuous systemic delivery of fentanyl, a potent opioid analgesic, for 72 hours. Duragesic is
indicated in the management of chronic pain in patients who require continuous opioid analgesia for
pain that cannot be managed by lesser means such as acetaminophen-opioid combinations, non-
steroidal analgesics, or PRN dosing with short-acting opioids. The Indications and Usage section of
the PI states: "Duragesic should not be used in the management of acute or postoperative pain because
serious or life-threatening hypoventilation could result (see BOX WARNING and
CONTRAINDICATIONS)." The boxed warning and contraindications sections further discuss the
risk of serious or life-threatening hypoventilation. This risk is also addressed in the warnings and
precautions sections of the PI.

Duragesic has the potential for abuse. The Drug Abuse and Dependence section of the PI states, in
pertinent part:

Fentanyl is a Schedule 1I controlled substance and can produce drug dependence similar to that
produced by morphine. DURAGESIC® (fentanyl transdermal system) therefore has the
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potential for abuse. Tolerance, physical and psychological dependence may develop upon
repeated administration of opioids.

False or Misleading Safety Claims

The file card presents the prominent claim, “Low reported rate of mentions in DAWN data,” along
with Drug Abuse Warning Network (DAWN) data comparing the number of mentions for
Hydrocodone/combinations (21,567 mentions), Oxycodone/combinations (18,409 mentions), and
Methadone (10,725 mentions). The file card thus suggests that Duragesic is less abused than other
opioid drugs.

This is false or misleading for two reasons. First, we are not aware of substantial evidence or
substantial clinical experience to support this comparative claim. The DAWN data cannot provide the
basis for a valid comparison among these products. As you know, DAWN is not a clinical trial
database. Instead, it is a national public health surveillance system that monitors drug-related
emergency department visits and deaths. If you have other data demonstrating that Duragesic is less
abused, please submit them.

Second, Duragesic is not as widely prescribed as other opioid products. As a result, the relatively lower
number of mentions could be attributed to the lower frequency of use, and not to a lower incidence of
abuse. The file card fails to disclose this information.

The information from the Drug Abuse and Dependence section of the PI, which appears in a footnote
on the opposite page of the spread (entitled “Favorable side-effect profile”) is not sufficient to make
the claim truthful and non-misleading. The footnote does not substantiate the claim. Nor does it set
forth qualifying information about the frequency of prescribing of the compared opioids.

In addition, on the page entitled “Favorable side-effect profile,” the file card presents the claim,
“Minimizes the potential for local Gl side effects by avoiding GI absorption,” along with a table
entitled, “Adverse experiences in patients with cancer,” that shows a 14 percent rate of constipation
with Duragesic and a 0 percent discontinuation rate because of constipation. This combination of text
and graphics is false or misleading, in that it suggests that Duragesic is associated with less
constipation, nausea, and vomiting than oral opioids, which are absorbed by the GI tract. We are not
aware of substantial evidence or substantial clinical experience to support this comparative claim.

Unsubstantiated Effectiveness Claims

The file card states, on page four, “Demonstrated effectiveness in chronic back pain with additional
patient benefits.” The referenced study,' conducted by Simpson et al., is inadequate to support this
claim, because it was an open-label, single-arm trial with no control group. We are not aware of
substantial evidence or substantial clinical experience to support this claim.

On pages 4 and 5, the file card includes the claims, “86% of patients experienced overall benefit in a
clinical study based on: pain control, disability in ADLs, quality of sleep,” “All patients who
experienced overall benefit from DURAGESIC would recommend it to others with chronic low back

! Simpson RK Jr, Edmondson EA, Constant CF, Collier C. Transdermal fentanyl as treatment for chronic low back pain. J
Pain Symptom Manage. 1997; 14:218-224.
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pain,” “Significantly reduced nighttime awakenings,” and “Significant improvement in disability
scores as measured by the Oswestry Disability Questionnaire and Pain Disability Index.” To support
these claims, the file card again cites the Simpson et al. trial. For the reasons noted above, this
uncontrolled study is inadequate to support such claims. We are not aware of substantial evidence or
substantial clinical experience to support these claims.

On pages 6 and 7, the file card includes the claims, “Long-term effects: 12-month open-label study,”
“Significant improvement in physical functioning summary score,” and “Significant improvement in
social functioning,” along with figures illustrating these claims. To support these claims, the file card
cites a study” conducted by Milligan et al. This open-label, uncontrolled study is not adequate in
design to show an analgesic effect. The data from this study are not substantial evidence or substantial
clinical experience to support such outcomes claims. We are not aware of substantial evidence or
substantial clinical experience to support these claims.

On pages 8 and 9, the file card includes the claims, “Improved patient outcomes: Open-label, crossover
comparison study,” “Significant improvement in physical functioning summary score,” and
“Significant improvement in social functioning,” along with figures comparing data for Duragesic and
sustained release oral morphine. To support these claims, the file card cites the study® conducted by
Allan et al.. An open-label study cannot minimize bias in the reporting of subjective response in the
SF-36, a general healthcare questionnaire. It is therefore not sufficient to support the cited claims. We
are not aware of substantial evidence or substantial clinical experience to support these claims.

Finally, the file card prominently presents the claims, “1,360 loaves...and counting,” “Work,
uninterrupted,” “Life, uninterrupted,” “Game, uninterrupted,” “Chronic pain relief that supports
functionality,” “Helps patients think less about their pain,” and “Improvements in physical and social
functioning.” These outcome claims are misleading because they imply that patients will experience
improved social or physical functioning or improved work productivity when using Duragesic.
Janssen has not provided references to support these outcome claims. We are not aware of substantial
evidence or substantial clinical experience to support these claims.

Conclusions and Requested Actions

The file card makes false or misleading safety claims and unsubstantiated effectiveness claims for
Duragesic. The file card thus misbrands Duragesic in violation of the Act. 21 U.S.C. § 352(a).

DDMAC requests that Janssen immediately cease the dissemination of promotional materials for
Duragesic the same as or similar to those described above. Please submit a written response to this
letter on or before September 17, 2004, describing your intent to comply with this request, listing all
promotional materials for Duragesic the same as or similar to those described above, and explaining
your plan for discontinuing use of such materials. Because the violations described above are serious,
we request, further, that your submission include a plan of action to disseminate truthful, non-
misleading, and complete information to the audience(s) that received the violative promotional
materials. Please direct your response to me at the Food and Drug Administration, Division of Drug

Z Milligan K, Lanteri-Minet M, Borchert K, et al. Evaluation of long-term efficacy and safety of transdermal fentanyl in the
treatment of chronic noncancer pain. J Pain. 2001;2:197-204.

3 Allan L, Hays H, Jensen N-H, et al. Radomised crossover trial of transdermal fentanyl and sustained release oral
morphine for treating chronic non-cancer pain BMJ. 2001;322:1154-1158
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Marketing, Advertising, and Communications, HFD-42, Rm. 8B-45, 5600 Fishers Lane, Rockville,
MD 20857, facsimile at 301-594-6771. In all future correspondence regarding this matter, please refer
to MACMIS # 12386 in addition to the NDA numbers. We remind you that only written
communications are considered official.

The violations discussed in this letter do not necessarily constitute an exhaustive list. It is your

responsibility to ensure that your promotional materials for Duragesic comply with each applicable
requirement of the Act and FDA implementing regulations.

Failure to correct the violations discussed above may result in FDA regulatory action, including
seizure or injunction, without further notice.

Sincerely,

{See appended electronic signature page}
Thomas W. Abrams, RPh, MBA
Director

Division of Drug Marketing,
Advertising, and Communications



2:17-cv-13334-JCO-EAS Doc # 2-11 Filed 10/12/17 Pg6of6 PgID 1538

This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Abrams
9/2/04 04:32:52 PM
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“O/d age ant ro

place for sissies.

—Bette Davis

Introduction

Complaints of pain are the #1 reason people go to the doctor,
and painful conditions, such as arthritis, tend to increase with
age. Pain affects more Americans than diabetes, heart disease,

and cancer combined.

These days, most pain can be very effectively treated. But,
unfortunately, many older adults don’t get the relief they deserve.
Untreated pain not only causes needless suffering, but it can also
lead to many other problems. If pain is not treated quickly, it may
become worse or become more difficult to treat. And long-term
pain can lead to loss of function at home and work, lost income,

and personal-relationship problems.

This program is aimed specifically at older adults and what they
need to know to get effective pain relief. You will learn that there

are many pathways to this relief.

You will learn about your options for pain management and how
to find the treatment that’s right for you. By learning more about
pain and the many ways it can be treated, you are taking solid

steps toward reducing the pain you or a loved one may be feeling.

Finding Kelie”Pain Management for Older Adults
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Pain Basics

Pain is the body’s alarm system. It tells us when something is
wrong. Pain caused by an injury such as a cut, broken bone, or
infection can be intense, but it doesn’t usually last very long.

"This is called acute pain.

If pain remains even after an injury has healed, or if it continues
for longer than expected, it is called chronic pain. About

70 million people suffer from chronic pain in the U.S. alone.
Chronic pain can be frustrating and exhausting. It can become

the focus of your life. Work, play, and relationships can suffer.

One difficult thing about pain is that it can’t be measured. No
test or device can measure how much you hurt. That’s why most
doctors say that “pain is what the patient says it is.” In addition,
sometimes a physical cause of pain cannot be found. Some people
worry that a doctor will think their pain is “all in their head.”
Most doctors know better. They will take your pain seriously and

work hard to find a solution.

This booklet focuses on treatments for the most common
causes of acute and chronic pain. It does not address the special
situations of pain caused by cancer or nerve damage, or pain

occurring at the end of life.

ﬁnc/irg Kelief” Pain Management for Older Adults




Finding Out
What’s Wrong

When you visit your
doctor, he or she will
ask you questions
about your pain.

The questions will
help him or her

understand the pain.
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You may be asked:

e Where does it hurt?

* Does the pain move from place to place?

Do you have pain in more than one place?

When does the pain happen?

How long does it last?

Does the pain come and go?

* Have you had this pain before?

Does the pain keep you from doing all you want to do?

Does the pain disrupt your sleep?

¢ Has your mood changed because of the pain?

* Are your relationships being affected by the pain?
* What do you think is causing the pain?

* What makes the pain better?

e What makes it worse?

The answers to these questions will help your doctor find

possible causes.

Finding Kelie”Pain Management for Older Adults
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You may also be asked to rate your pain on a scale of some kind.

Some scales use faces showing different expressions:

et
= =

No Hurt Hurts Hurts Hurts Hurts Hurts
Little Bit  Little More Even More Whole Lot Worst

Other scales use numbers, from 0 to 10:

0 1 2 3 4 5 6 7 8 9 10

No Moderate Worst
pain pain pain possible

J

In most cases, additional tests, such as x-rays, are not needed.
A thorough patient history and physical exam are usually enough
to guide effective pain treatment.

ut even i i i u u u
But even if a specific physical cause cannot be found, your
pain is real! And even when the source is unknown, the pain can

almost always be managed.

ﬁna/irg Kelief" Pain Management for Older Adults

Pain-Medicine Specialists

Your doctor may suggest that you see a pain specialist. Pain
specialists are physicians with extra training in pain medicine.
They try to treat the whole person, not just the pain. They look
for a balance of different treatments that are tailored to each

person’s needs.

Special centers for treating pain are in many parts of the country.
(You can find a physician who is expert in treating pain by
using the “Physician Finder” on the website of the American

Academy of Pain Medicine, www.painmed.org, or by calling
847-375-4731.)

Many people with chronic pain rely on a team that may include:

¢ Their doctor

* A pain specialist

* A physical therapist

* A mental-health worker

¢ Specialists in other disorders , such as diabetes or heart disease

ﬁnc/irg Kelief” Pain Management for Older Adults
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"Treatment Goals—It’s Not Just

About Pain Relief!

If you are in pain, you want it to stop. That’s certainly
understandable! But pain relief is not the on/y goal in treating
chronic pain. Sometimes people stop doing things because
of pain. They stop exercising, working, walking, or even just
sleeping in their own bed. Full recovery means regaining
functions lost to chronic pain. Reducing pain is often just the
first step.

Your recovery will be measured by how well you reach functional
goals, such as:
¢ Sleeping without waking from pain
Pan relief’ 1s not Zhe
only godal in Lreating .
chronc pan. Feddl * Returning to work
recovehy reans h eﬂa/’?"’?j * Enjoying recreational activities
Ffunctions lost Zo
chronc pan.

¢ Sleeping in your own bed

* Having sex

* Walking without help

¢ Climbing stairs

You and your doctor will work together to set goals that are right
for you. The key to success is finding the right balance between

your goals and the treatments needed to achieve those goals.

ﬁeaz‘frg chronic Pan s a

marat hon, not a Sprind!
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Medications for
Pain Relief

Medications that relieve pain are called analgesics. Analgesics

are the mainstay of pain management. But many non-drug
treatments, such as exercise or acupuncture, can also be used,
either alone or with medications. Combining such treatments
may reduce the intensity of your pain, boost your ability to cope,

enhance your comfort and improve your quality of life.

There are many types of analgesics. You can buy some in stores;
others require a prescription. This section describes the common

types of analgesics.
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Aspirin
Aspirin was discovered and first used more than a century ago. It

remains one of the most widely used pain relievers in the world.

Advantages
¢ Relieves minor to moderate pain, fever, headaches,
and swelling
* Inexpensive
* No prescription needed

Disadvantages
¢ Can cause stomach upset or bleeding in the stomach
or intestines
* Can cause kidney damage if taken at high doses or for a
long time

Acetaminophen

Acetaminophen is a non-aspirin pain reliever. It is used alone for
mild to moderate pain. It is also combined with other types of

pain medications to treat more serious pain.

Advantages
* Relieves minor to moderate pain, headaches, and fever
* Little or no stomach upset or bleeding
* Inexpensive
* No prescription needed

Disadvantages
* Does not reduce swelling
* Can cause liver and kidney damage if taken in
excessive doses

ﬁndirg Kelief” Pain Management for Older Adults
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Non-steroidal anti-inflammatory drugs (NSAIDs)

NSAID:s are a large family of medicines that work in a similar
way to aspirin by relieving both pain and swelling. This class
includes drugs such as ibuprofen, naproxen, and celecoxib.

Some are available without a prescription.

Advantages
* Relieve mild to moderate pain, fever, headaches, and
swelling

Disadvantages
* Can cause stomach upset or bleeding in stomach or
intestines

* Can cause kidney or liver damage if taken at high doses
or for a long time

® May cause adverse reactions in people with asthma

e Can increase the risk of heart attack and stroke

Topical anesthetics

Topical anesthetics are used to numb the surface of a body part.
They can be used to numb the front of the eye, the inside of the
nose, the throat, the skin, the ear, the anus, and the genital area.
"Topical anesthetics are available in creams, ointments, aerosols,
sprays, lotions, and jellies. They are used to relieve many types
of pain and itching, such as that caused by sunburn, minor
burns, insect bites or stings, nerve damage, or conditions such

as hemorrhoids.

ﬁna/irg Kelief" Pain Management for Older Adults
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Opioid medications

Medicines containing opioids have been used for centuries.
Opioids are strong pain medicines for moderate to severe pain.
"Today, opioids come in many forms and strengths. Some work
very quickly but don’t last very long. Some give long-lasting
pain relief. And some are less likely to be addictive.

All opioids require a prescription. Talk to your doctor about

what type of opioid would be best for you.

Opioids usually produce side effects. At first, the drugs can
cause upset stomach or sleepiness. These side effects often go
away as you get used to the drugs. Some other side effects,
such as constipation,

don’t lessen with time.

Opioid myths

Constipation can be
prevented or lessened

Fact: Many studies show that by taking a laxative on a

opioids are rarely addictive when
used properly for the management of
chronic pain.

regular basis.

Used properly, opioid
medications can make it

Fact: When used correctly for possible for people with

appropriate conditions, opioids
may make it easier for people to live
normally.

chronic pain to “return
to normal”—get back to
work, walk or run, play
sports, and participate
in other activities.

Fact: Unless the underlying cause

of your pain gets worse (such as with
cancer or arthritis), you will probably
remain on the same dose or need
only small increases over time.

ﬁndirg Kelief” Pain Management for Older Adults
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Responsible

Prescription Use

Other types of medications

Many other types of drugs can relieve pain. Some have special Some people today use prescription medicines to get “high” or

i b o e vy blfpti fore s pewplte: Bor el to relieve stress. They may steal these medicines from parents,

. . . . . friends, or relatives. If you are taking an opioid medication for
some medicines can improve your mood and relieve pain. This

can be good for people who are both depressed and in pain. pain, you must be careful. Follow this advice:

) ¢ Store medications in a safe, secure place
Here are three types of drugs your health care professional

might suggest: ¢ 'Take note if any pills appear to be missing
* Never share your medication with others

* Drugs that improve your mood (antidepressants) * Don’t take your medication more often—or in a larger

* Drugs that give you more energy (stimulants) dose—than prescribed
* Drugs that relieve anxiety (anxiolytics)
Being responsible also means knowing
yourself. Be aware of how you react to

These drugs may be combined with other pain medications.

. o our medication. Are you having an
Sometimes a combination of drugs works better than a y y gany

. unusual side effects? Is the medication
single drug.
working as well as you think it should?
Your goal should always be to balance
the benefits of a drug with the side
effects the drug might cause. If you

have any questions, call your doctor or

other health care professional.
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Injection Therapies

Injection therapies (sometimes called “nerve blocks”) may be used
to treat painful conditions in many areas of the body. These
procedures involve placing a needle into a muscle, joint, the
spine, or around a specific group of nerves. Then medication

is injected or some other treatment is used, such as electricity,
heat or cold. Injection therapies can be used for both acute and

chronic pain.

Physical Therapy

Physical therapy can help restore function, improve mobility, and
relieve pain. In addition to teaching patients how to exercise,
physical therapists may also use such treatments as electrical
stimulation, hot packs, cold compresses, traction, deep-tissue
massage, and ultrasound. Physical therapists may also teach
patients to use assistive or adaptive devices, such as crutches,

prostheses, and wheelchairs.

The most important part of physical therapy
is exercise training. Once taught, exercises

can be performed at home to help relieve

pain flare-ups, improve flexibility, and
increase strength and/or endurance. Physical therapy can help

you function better even if your pain doesn’t completely go away.

Finding Kelie”Pain Management for Older Adults
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f I >~ Counseling and
Emotional Support

!
|
!
|
|
: Living with pain often causes a ripple effect that touches many
! parts of your life. You may feel a range of emotions, such as fear,
\ ' anger, hopelessness, confusion, and isolation. Those around you
4 ’ may have similar feelings. Individual counseling—and in some
cases, counseling with your family—can help. Many people find
great benefit from individual or group counseling specifically
focused on pain and related worries. Trained professionals can
teach useful skills and provide needed

emotional support and guidance.

One form of therapy that can help people
in chronic pain is cognitive behavioral therapy
(CBT). This is a short-term, focused form
of psychotherapy. You and the therapist

identify goals and problem-solve to find ways of reaching them.
. With any type of therapy, it’s important to take an active role in
Mertal health is the process. Patients who are assertive and fully engaged in their
importat, too. IF you e own health care cope better than those who are more passive.

busy and active, and your
rund IS engagea’, A
helps in life in 3enera/ -
and in pan Managemenz‘ .
—Kathy Baker
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Alternative and Complementary
Approaches

Many Americans have tried alternative methods of controlling
their pain, such as acupuncture or hypnosis. Some of these
methods have been shown to work for some patients. Most
alternative treatments rely on the power of the mind to control
pain. These methods can be used alone or combined with
medications and other “traditional” treatments. The most
important thing older adults with chronic pain can do is

work with their doctor to create a treatment plan that is right

for them.

ﬁna//rg Keliet Pain Management for Older Adults
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Acupuncture

Acupuncture uses very fine needles inserted into the skin.
Needles may be placed according to theories developed in
China more than 2000 years ago or using techniques developed
more recently. Some scientific studies show that acupuncture
can relieve chronic pain. The evidence is strongest for relief of
back, neck, and arthritis pain.

Hypnosis

Hypnosis is a range of techniques that can alter people’s
awareness of themselves or their surroundings. It was first used
more than 100 years ago to help patients in pain. The scientific
study of hypnosis as a treatment for pain is ongoing, but early
research has shown promise. When a patient is hypnotized, his
or her mind is focused and aware. For reasons that are not yet

understood, this state can relieve many types of pain.

Meditation

Meditation is any method of focusing and calming the mind.
It need not have a religious or spiritual component. Several
medical centers now use meditation to help patients manage
chronic pain. The techniques vary, but all involve calming the
body, being aware of oneself, and focusing attention. Some
scientific studies have shown that patients who meditate

regularly may function better and have less pain.

Massage

There are many techniques and approaches to 7zassage, but most
can help relieve pain. Massage acts directly on the muscles and
nerves to promote relaxation. It can ease tight, painful muscles

and reduce spasms.

ﬁndirg Kelief” Pain Management for Older Adults
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Tips for Managing Pain

Lose weight if you need to.
Extra body weight strains joints,
muscles, and your back. Even
losing just 10 pounds can make a

Older adults in pain can almost always be helped these days. difference!

With the right treatments and a good health care team, most

people can return to the activities they enjoy. There are many

Learn how to lift, sit, and stand.

things you can do to secure your progress and manage your Keep your back straight when lifting. Use your legs, not

pain. The choices you make can make a big difference! your back! Keep your back straight when sitting and

standing as well. If you use a computer, be
Keep the following tips in mind: sure to position your arms and hands so they

are relaxed and well-supported.

Exercise regularly. Keeping your

muscles strong will help prevent future Connect with others. It can be hard for

injury. Start slow and easy. Work up others to understand what it feels like to be in chronic

gradually to more distance, time, or pain. That’s why it can be so helpful to find people who can

weight. The type of exercise is not as “share your pain.” Chronic-pain support (g

important as exercising on a regular basis. Always talk to your groups can be found in almost every city.

doctor before trying a new exercise. You can also find online support groups.

People can share their feelings and swap

Stay flexible. Yoga or tips that have helped them manage

stretching exercises can their pain. (You can find support groups

be a great way to become through the organizations listed at the

more flexible. Just be . : back of this booklet.)
careful to stretch gently. If it hurts, you’re going

too far!

26 ﬁna//rg Kelie”Pain Management for Older Adults ﬁndirg Kelief” Pain Management for Older Adults 27




iled 10/12/17 Pg 17 of 22 Pg ID 1555

Reasons for Hope

The key messages of this booklet are; Be educated, be responsible,
and be confident. Acute and chronic pain can almost always be
managed! It may take some time to find the best balance between
your goals and a treatment program. But if you stick with it, you

can overcome your pain.

Remember that you have a right to adequate and effective pain
Y - B\ relief. Nobody should suffer with needless pain today. Work

closely with your doctor. Determine whether you should see a

Be confidest noew A

pain specialist. Use a team of health care professionals who can
relief” £Fron Pan

give you what you need. By reading this booklet, you have begun

) ZH. / . .
1S eolhun your reac A learning about your condition. You can be confident now that

8 ) relief from pain is within your reach!
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Resources

American Academy of Pain Medicine

The AAPM site provides educational materials and a search
feature to help you find a board-certified pain physician in
your region.

www.painmed.org

American Chronic Pain Association

Support for those suffering with chronic pain through education
and self-help group activities.

www.theacpa.org

800-533-3231

American Geriatrics Society

A nonprofit organization devoted to improving the health,
independence and quality of life of all older people.
www.americangeriatrics.org

212-308-1414

AGS Foundation for Health in Aging
www.healthinaging.org
800-563-4916

American Pain Foundation
www.painfoundation.org
888-615-7246

Arthritis Foundation

www.arthritis.org
800-283-7800

The National Pain Foundation

An online education and support community for pain patients
and their families.

WWww.painconnection.org

ﬁna//rg Keliet Pain Management for Older Adults
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Sponsor

PriCara™

PriCara™, Division of Ortho-McNeil-Janssen Pharmaceuticals,
Inc., is a major health care organization in the United States that
is dedicated to the needs of primary-care providers who serve a
vital role on the front lines of medicine. For more information

about the company, please visit www.PriCara.com.

PriCara

Division of Ortho-McNeil-Janssen
Pharmaceuticals, Inc.

Finding Kelie”Pain Management for Older Adults
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Partners

American Academy of Pain Medicine
The American Academy of Pain Medicine is the medical specialty

society representing physicians practicing in the field of pain
medicine. The Academy is involved in education, training,
advocacy, and research in the specialty of pain medicine. The
practice of pain medicine is multidisciplinary in approach,
incorporating modalities from various specialties to ensure the
comprehensive evaluation and treatment of the pain patient.
AAPM represents the diverse scope of the field through
membership from a variety of origins, including such specialties
as anesthesiology, internal medicine, neurology, neurological
surgery, orthopedic surgery, physiatry, and psychiatry.

the AMERICAN
ACADEMY of
PAIN MEDICINE

K the voice of pain medicine
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American Geriatrics Society

The American Geriatrics Society is a not-for-profit organization
of more than 6,700 health professionals devoted to improving
the health, independence and quality of life of all older people.
The Society provides leadership to health care professionals,
policymakers and the public by implementing and advocating
for programs in patient care, research, professional and public
education, and public policy. Our mission is to improve the
health, independence and quality of life of all older people.
w?w%

AGS |
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AGS Foundation for Health in Aging
The AGS Foundation for Health in Aging champions initiatives

in public education, clinical research, and public policy that
advance the principles and practice of geriatrics medicine;
educate policymakers and the public on the health care needs and
concerns of older adults; support research on aging that reduces
disability and frailty, and improves quality of life and health
outcomes; encourage older adults to be effective advocates for
their own health care; and help family members and caregivers

take better care of their older loved ones and themselves.

THE AGS
=_ FOUNDATION
‘ FOR HEALTH

\ \\\\ IN AGING
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DISCLAIMER: This guidebook and DVD program is intended for
informational purposes only, with the understanding that no one should rely
upon this information as the basis for medical decisions. Anyone requiring
medical or other health care should consult a medical or health care
professional. Any actions based on the information provided are entirely the
responsibility of the user and of any medical or other health care professionals

who are involved in such actions.

The sponsor (PriCara™), the producers (Conrad Productions and Alan Weiss
Productions), the guidebook author (Stephen Braun), the DVD scriptwriter
(Deborah Gobble), and the partners (American Academy of Pain Medicine,
American Geriatrics Society) have made reasonable efforts to include

timely and accurate information in this guidebook and DVD. Accordingly,
the sponsor, producers, writers, and partners make no representations or
warranties, express or implied, regarding the accuracy or completeness of the
information provided herein and specifically disclaim any liability, express or
implied, in connection therewith.
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Pain Management
for Older Adults

Older adults suffer pain more often than younger people.
Complaints of pain are the #1 reason older people go to the doctor.

These days, most pain can be very effectively treated. But,
unfortunately, many older adults don’t get the relief they deserve.
Untreated pain not only causes needless suffering, but it can also
lead to many other problems. If pain is not treated quickly, it may
become worse or become more difficult to treat. And long-term
pain may lead to loss of function at home or work, lost income, or
harm to personal relationships.

This program is focused specifically on older adults and what they
need to know to get effective pain relief. You will learn that there
are many pathways to this relief. You can return to doing the
things you did before the pain began!

This guidebook and DVD will help you:

® Be educated about your pain and possible treatments
® Be responsible about your use of prescription medications

® Find ways to minimize the side effects of some treatments
and maximize their effectiveness

¥ Be confident that you can find relief and manage your pain

ELIEVIy
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Legal Notice

All content of this Internet site is owned or controlled by Janssen Pharmaceuticals, Inc. and is protected by
worldwide copyright laws. You may download content only for your personal use for non-commercial
purposes but no modification or further reproduction of the content is permitted. The content may otherwise
not be copied or used in any way.

The owners of this site will use reasonable efforts to include up-to-date and accurate information in this
Internet site, but make no representations, warranties, or assurances as to the accuracy, currency, or
completeness of the information provided. The owners of this site shall not be liable for any damages or
injury resulting from your access to, or inability to access, this Internet site, or from your reliance on any
information provided at this Internet site. This site is for healthcare professionals in the United States and
Puerto Rico.

This Internet site may provide links or references to other sites but the owners of this site have no
responsibility for the content of such other sites and shall not be liable for any damages or injury arising from
that content. Any links to other sites are provided as merely a convenience to the users of this Internet site.

The trademarks, service marks, trade names, trade dress, and products in this Internet site are protected in
the United States of America and internationally. No use of any of these may be made without the prior,
written authorization of the owners of this site, except to identify the products or services of the company.

Any personally identifiable information in electronic communications to this Internet site is governed by this
site's Privacy Policy. The owners of this site shall be free to use or copy all other information in any such
communications, including any ideas, inventions, concepts, techniques, or know-how disclosed therein, for
any purposes. Such purposes may include disclosure to third parties and/or developing, manufacturing,
and/or marketing goods or services.

The sender of any communications to this Internet site or otherwise to the owners of this site shall be
responsible for the content and information contained therein, including its truthfulness and accuracy.

—_ Legal Notice | Privacy Policy | Site Map
janssen J | s

© Janssen Pharmaceuticals, Inc. 2014. All rights reserved.
This site is published by Janssen Pharmaceuticals, Inc., which is solely responsible for its content.

The content of this Web site is provided for the information of healthcare professionals in United States only. It is not meant to substitute the independent
medical judgment of a physician or other healthcare professional relative to diagnostic and treatment options of a specific patient’s medical condition. This
Web site also reflects the opinions of outside experts, which should be taken into consideration when viewing the contents of this site.

This page was last modified on Jul 2 2015 at 10:02:50 EDT.
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Artcles Use of Opioid Analgesics in

Mixed Pain States

Use of Opioid Analgesics Pa i n M a n a g e m e nt

in Pain Management: An
Overview and Short History

Risks and Benefits of
Opioid Analgesics

What a Prescriber Should
Know Before Writing the
First Prescription

Assessing Patients With
Pain and Using Evaluation
Tools

Philosophy of Urine Drug
Testing in Pain
Management

Practice Assessment by Keith Candiotti, MD
Diversity of Patients

Expert authors received compensation from Janssen Pharmaceuticals, Inc.
Genetics and Pain for their contributions to PrescribeResponsibly.com

Meet the Experts

Histol
Case Studies v

Opioid analgesics have been used as medicinal agents, especially for the

treatment of acute and chronic pain, for thousands of years. Ancient Greeks
first identified and used these medicines, which were originally derived from
opium — the latex of immature seed capsules of the poppy flower (Papaver

somniferum).s'6 From these simple beginnings, opioid analgesics have
become a mainstay of medical therapy used by millions of patients each

year.7 While numerous drugs have been developed for the treatment of
different types of pain, no single class of agent has replaced or reached the
same level of usefulness for the treatment of moderate to severe pain as

have opioid analgesics.8

Use of Opioid Analgesics in Pain Management
Opioid analgesics are often the first line of treatment for many painful

conditions and may offer advantages over nonsteroidal anti-inflammatory
drugs (NSAIDs). Opioid analgesics, for example, have no true "ceiling dose"
for analgesia and do not cause direct organ damage; however, they do have
several possible side effects, including constipation, nausea, vomiting, a
decrease in sexual interest, drowsiness, and respiratory depression. With the
exception of constipation, many patients often develop tolerance to most of

the opioid analgesic-related side effects.®

While practitioners often express concern about the use of opioid analgesics
for acute and chronic pain conditions, they are often the only suitable agent
to control significant pain. This is especially true in the postoperative

period.BD Morphine is the most commonly used opioid analgesic in the
postoperative period, but some practitioners prefer other agents, such as

hydromorphone.9 There is some debate as to whether hydromorphone is
better tolerated than morphine in terms of side effects. Some recent studies,
however, do not support this concept and adverse reactions to either drug

are possible.®

Another area of debate concerning opioid analgesics is their use in the
treatment of neuropathic pain. This area is still being explored and remains
somewhat controversial. Most studies related to this question have been
small, demonstrated equivocal results, and have failed to clearly establish

the long-term risk/benefit ratio of these agents.10 A recent Cochrane Review
found that the results were somewhat mixed; short-term trials had
contradictory results, while intermediate trials demonstrated opioid analgesic
efficacy for spontaneous neuropathic pain. Across trials, the side effects

were nausea, constipation, dizziness, and drowsiness. '°

Mechanism of Action of Opioid Analgesics
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Opioid analgesics bind to a number of different receptors throughout the

body—mu, delta, and kappa.8 The binding to these different receptors results
in both the therapeutic and adverse effects of opioid analgesics. Genetic
variations in the structure of these receptors can partially explain
interindividual responses, including some adverse reactions to these

agents. !

Adverse Reactions to Opioid Analgesics
Adverse reactions to opioid analgesics can be a limiting factor in the effective

use of these drugs. In a study of patients taking opioid analgesics for
prolonged periods of time, 80 percent of patients reported at least
1 adverse event, and 24 percent of patients discontinued therapy due to an

t.'2 Evaluation of the discontinuations due to adverse events

demonstrated that constipation (41 percent), nausea (32 percent), vomiting

adverse even

(15 percent), and somnolence (29 percent) were the most common reasons

cited for cessation of therapy.'?

Early cessation or limitation of pain treatment due to adverse reactions can
result in the inadequate treatment of pain. While more than just an
inconvenience, the consequences of inadequate pain control can be far
reaching and often are overlooked. Patients experiencing significant pain will

have an increase in autonomic and sympathetic activity.3 Older patients, in

particular, may develop delirium and cognitive dysfunction.13 The intensity of
pain in the preoperative, interaoperative and early postoperative periods
have been shown to be strong predictors for the development of chronic,

persistent postoperative pain.14 While there are reports that excessive use of

opioid analgesics may lead to a state of hyperalgesia,5 thus prompting some
physicians to be concerned about using opioid analgesics for pain control,
the lack of sufficient pain control may itself promote a hyperalgesic state in

the form of persistent pain.3

Other Opioid Analgesic Concerns
Aside from medical issues related to opioid analgesics, there are nonmedical

issues that may have an impact on prescribing patterns and patient use of
these drugs. Practitioners are often concerned about prescribing opioid

analgesics due to potential legal issues and questions of addiction.'%16 By
the same token, patients report similar concerns about developing an

addiction to opioid analgesics.” While these concerns are not without some
merit, it would appear that they are often overestimated. According to clinical
opinion polls, true addiction occurs only in a small percentage of patients

with chronic pain who receive chronic opioid analgesics analgesic therapy.18

Conclusion

To date, no agents have fully replaced opioid analgesics for the treatment of
moderate to severe pain. While many patients and physicians have concerns
about the use of opioid analgesics, which often prevent their use, it would
appear that, with appropriate dosing and titration, they can be effective and
safe medications for the treatment of painful conditions. In spite of how long
these agents have been in clinical use, there still remains much to be
learned, and ongoing research will no doubt help clarify some of these
questions.
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What a Prescriber Should
Know Before Writing the
First Prescription

" \
by Howard A. Heit, MD, FACP, FASAM
& Douglas L. Gourlay, MD, MSc, FRCPC, FASAM

Expert authors received compensation from Janssen Pharmaceuticals, Inc.
for their contributions to PrescribeResponsibly.com

The Importance of Definitions
Knowing the precise definitions that are listed in Table 1 will allow healthcare

professionals to improve their understanding of the interface of pain and

addiction and their clinical practice.19 Confusion between physical
dependence and addiction may contribute to the undertreatment of chronic
pain.19

Physical dependence and addiction can coincide, but physical dependence

is neither necessary nor sufficient to make a diagnosis of addiction.2°
Physical dependence is an expected, neuropharmacological adaptation that

occurs as a result of chronic exposure to an agonist class of drug.21

Addiction is a much more complex biobehavioral phenomenon.19

Physical dependence is a natural, expected neuroadaptive response that can
occur with opioids, alcohol, benzodiazepines, corticosteroids,
antidepressants, diabetic agents, cardiac medications, and many other
medications used in clinical medicine. Abrupt cessation of these medications
can produce a withdrawal syndrome that can include, but is not limited to,
nausea, vomiting, diaphoresis, diarrhea, abdominal cramps, seizures,

anhedonia, dysphoria, and in some cases, death.20

Tolerance is also a natural, expected physiologic response that can occur
with exposure to certain classes of drugs, especially alcohol and opioids. The
key to this definition is that all other factors remain stable so that only the

physiologic response to the drug can be evaluated.'® In fact, tolerance is
neither good nor bad. It occurs at different rates, to different effects in
different patients, over time. So while there is relatively rapid tolerance to the
cognitive blunting effects of the opioid class of drug, tolerance to the

constipating effects of opioids rarely occurs.?’!

Concurrent diagnoses such as addiction or pseudoaddiction can be
confirmed only by careful evaluation and rational pharmacotherapeutic
management of the pain. While a diagnosis of addiction is made
prospectively over time, a diagnosis of pseudoaddiction is usually made
retrospectively. When reasonable limits and boundaries are placed on a
patient, and yet he or she continues to step out of bounds, addiction or

pseudoaddiction should be considered.2°

Healthcare professionals with improved understanding of the definitions on
the basic scientific and clinical levels will be better able to evaluate and treat
patients with chronic pain, with or without the disease of addiction.
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Disease of Addiction
The healthcare professional must recognize addiction as a treatable, albeit

irreversible, brain disease — that is, a distinct medical condition that may or

may not be associated with the patient’s pain syndrome.20 One can treat
acute pain in the face of an active addiction; however, the treatment of
chronic pain in a patient with an active addiction seldom is successful. The
patient must be willing to work a program for both diagnoses. The pain
specialist must have a rudimentary knowledge of addiction medicine, and the
addiction specialist must understand the basics of pain management.

Drugs of misuse act at local cellular and membrane sites that are within a

neurochemical system called the reward and withdrawal pathway.22 This
pathway is in the mesolimbic dopamine system of the primitive brain, and
addiction causes a disruption of this pathway. This disruption is mediated via
receptor sites and neurotransmitters. Central to this reward and withdrawal
pathway is the neurotransmitter dopamine, which has been shown to be

relevant not only to drug reward, but to food, drink, sex, and social reward.23

One of the most common reasons for relapse of patients with addiction is

stress.?? It stands to reason that if a patient with chronic pain is in recovery
from drug or alcohol use, and his or her pain is inadequately treated, the
patient may turn to licit or illicit drugs and/or alcohol to anesthetize the pain.

Opioid Agreements
Informed consent is part of an initial evaluation. Healthcare professionals

must discuss with, and answer any questions about, the proposed treatment
plan, including anticipated benefits and foreseeable risks. Written opioid
agreements (OA) facilitate the documentation of informed consent, patient

education, and compliance in the management of chronic pain.2*

A well-written agreement establishes the responsibilities of a healthcare
professional to the patient and vice versa. It outlines the treatment plan and
documents informed consent. The OA establishes boundaries and
consequences for drug misuse or diversion. Noncompliance with the
agreement can aid in the diagnosis of the disease of addiction or substance

misuse, which would often require a change in the treatment plan. Table 2

delineates the salient points of an OA.25

The agreement, whether written and signed or informal, must be part of an
environment of care that emphasizes honest and open communication. A
practice policy for all patients prescribed opioids to sign a medication
management agreement is often a simple and effective way to approach this
often uncomfortable issue. The agreement should be reasonable, readable,

and flexible.25

Conclusion
Before writing the first prescription, the healthcare professional should know
the basic definitions and principles common to pain and addiction medicine

and establish the boundaries through an opioid agreement.zo'26 Risk can
never be eliminated, but it can usually be managed. By approaching these
patients within a biopsychosocial framework, the healthcare professional can
give the patient the best quality of life possible, given the reality of his or her
clinical situation.

TABLE 1: Definitions

1. Aberrant behavior is when the patient steps outside the boundaries of
the agreed upon treatment plan, which is established as early as possible

in the healthcare professional-patient relationship.20

2. Abuse is any use of an illicit drug with the intentional self-administration
of a medication for nonmedical purpose such as altering one's state of
consciousness (eg, getting high). A licit substance such as alcohol also

can be abused.?’

3. Addiction is a primary, chronic, neurobiologic disease with genetic,
psychosocial, and environmental factors influencing its development and
manifestations. Addiction is characterized by behaviors that include one or
more of the following: impaired control over drug use, compulsive use,

continued use despite harm and craving.21

4. Diversion is the intentional removal of a medication from legitimate
distribution and dispensing channels for illicit sale or distribution.2”
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5. latrogenic addiction occurs when a patient with a personal or family
history of alcohol, drug addiction, or abuse is appropriately prescribed a
controlled substance and subsequently in the therapeutic course, meets

the diagnostic criteria for addiction to that substance.2®

6. Misuse is use of a medication (for a medical purpose) other than as
directed or as indicated, whether willful or unintentional, and whether harm

results or not.2”

7. Physical dependence is a state of adaptation that is manifested by a
drug-class-specific withdrawal syndrome that can be produced by abrupt
cessation, rapid dose reduction, decreasing blood level of the drug, and/or

administration of an antagonist.21

8. Pseudoaddiction is a syndrome that causes patients to seek additional
medications due to inadequate pharmacotherapy being prescribed.
Typically when the pain is treated appropriately, the inappropriate behavior

ceases.?5

9. Pseudotolerance is the need to increase medication such as opioids
for pain when other factor(s) are present such as disease progression,
new disease, increased physical activity, lack of compliance, change in

medication, drug interaction, addiction, and/or deviant behavior.2?

10. Tolerance is a state of adaptation in which exposure to a drug induces
changes that result in a diminution of one or more of the drug's effects

over time 2!

TABLE 2: Treatment Agreement for Opioid Analgesic Maintenance
Therapy for Noncancer/Cancer Pain?’

e Goals of therapy

o Single prescriber, if possible

o Informed consent on all opioid analgesic risks

« Definition of addiction, tolerance, and physical dependence

o Need for patient disclosure of substance abuse history; psychiatric
history including history of sexual, physical, or verbal abuse; and
medications currently prescribed

o Need for complete, honest self-report of pain relief, side effects, and
function at each medical visit

o Establishment of regular medical visits

« Requirement for prescription renewal only during regular office hours

« Conditions of noncompliance (eg, evidence of drug hoarding or use of
any illegal drug may cause termination of the healthcare professional—
patient relationship)

o Use of the word may instead of will in the agreement, so clinical
judgment can be used in each situation

o Patient consent to random urine drug tests and pill counts

e Permission for the practice to contact appropriate sources to obtain or

provide information about the patient's care or actions

o Recovery program for substance misuse or addiction (patients must
agree to concurrent assessment and treatment of their substance use

disorder)
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Opana gets FDA approval despite
history of abuse, limited effectiveness
in trials

Records show requlators, drug company had cozy relationship

By John Fauber and Kristina Fiore of the Journal Sentinel

New drug, familiar concerns

1200 the 115, Food and Dneg Admenistr
..-r:-m-«&m— b

Wi e 2 poted a5 i, Hore b ook ks Tulele g May 09, 2015 ’0 f , n @

bmmmu, Total yeary LS
wnmmvm

s,

In 2006, in the midst of a growing national opioid epidemic, the
EIIE ﬁl Iﬁ U.S. Food and Drug Administration approved the new narcotic
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Related Coverage .
It was a familiar drug.
More blood-clotting

disorders reported after . . .
abuse-deterrent Opana  Known generically as oxymorphone, the drug is 10 times as potent

introduced as morphine when injected. Under the name Numorphan, it had
been abused in the 1960s and '70s until it was removed from the

market.
And now there is a familiar problem.

After initially approving Opana as both an immediate-release and extended-
release product, the FDA in December 2011 approved a formulation

designed to prevent abuse by making the drug tough to crush or dissolve.

But users have been able to foil the anti-injection mechanism and have

continued to shoot up Opana.
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problem that didn't occur with the earlier version.

And it has been tied to a recent outbreak of HIV in rural Indiana as well as a
surge in hepatitis C infections in Kentucky, Tennessee, West Virginia and

Virginia.

When the FDA approved Opana, manufactured by Endo Pharmaceuticals,

the drug joined more than a dozen other narcotic painkillers on the market.

"There certainly didn't seem to be a need for it," said James Roberts, a
professor of emergency medicine at Drexel University College of Medicine

in Philadelphia. "There are plenty of narcotics around for pain relief."

As Numorphan, the drug's popularity among addicts was due to its quick
and sustained effect, according to the 1974 report "Drugs and Addict
Lifestyle" by the National Institute on Drug Abuse.

The report said the drug — which carried the street name "blues" — was
used primarily by white males. The report focused on 309 Philadelphia-area
Numorphan addicts who were interviewed in 1970, with many saying they

preferred the drug over heroin. The drug was taken off the market in 1979.

Asked about the basis for approving Opana, FDA spokesman Eric Pahon

said opioids are important medications for the treatment of pain, when used

properly.

"The FDA is concerned about the misuse and abuse of prescription opioids,
which is a serious public health challenge, and is working in many ways to
help prescribers and patients make the best possible choices about how to
use these powerful drugs," he wrote in an email. "We must balance this
effort, however, with ensuring prescribers and patients maintain access to

these medications and a variety of treatment options are available."

The extended release version of Opana alone generated 756,000
prescriptions and sales of $385 million in 2013, according to data supplied
by IMS Health, a drug market research firm. Since 2009, its annual sales

have ranged from $246 million to $640 million.
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effectiveness in clinical trials and its successful submission of an

application for approval."”

Drug's Reappearance

A Milwaukee Journal Sentinel/MedPage Today examination found
oxymorphone's reappearance on the market followed a pattern identified in
past investigations, including cozy relationships between regulators and
drug company executives and the use of questionable clinical testing
methods allowed by the FDA.

Endo Pharmaceuticals was a frequent participant at meetings of an
organization funded by pain drug companies that brought together
pharmaceutical executives and federal regulators during the 2000s, records

show.

The group, known as IMMPACT, was the subject of a 2013 Journal
Sentinel/MedPage Today investigation.

That investigation examined how federal health industry officials, members
of academia and executives of companies that make pain drugs held private
meetings at expensive hotels at least once a year beginning in 2002,

according to emails obtained through a public records request.

Each year, a handful of drug companies paid up to $35,000 each to send a
representative to the meetings, where they could discuss clinical trial design
with FDA officials.

In 2014, two U.S. senators wrote to the medical school dean at the
University of Rochester demanding financial records related to the

IMMPACT meetings. A researcher at the school was a co-founder of the

group.

Sens. Joe Manchin (D-W.Va.) and David Vitter (R-La.) wrote that they were
"deeply troubled by allegations that the FDA gave manufacturers of
prescription drugs the opportunity to pay thousands of dollars to the
University of Rochester Medical Center for the privilege to attend private
meetings with FDA officials.”
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the meetings were invitation only, he said, they were attended by a variety

of government officials, academics and pain advocates.

"These were large scientific meetings at which the outside experts almost
always outnumbered the attending companies," he said. "We are not aware
of any separate, private meetings between FDA and pharmaceutical

companies during or as a result of IMMPACT meetings."

He said the meetings had no bearing on the approval of Opana and did not
include the discussion of any particular product or the standards for FDA

approval of pain products.

"Enriched Enrollment’

Those meetings did help lead to a new approach to winning approval of

drugs known as "enriched enrollment."

The approach, which is faster and less expensive for drug-makers, allows
companies to weed out people who don't respond well to a drug or who

can't tolerate taking it before an actual clinical trial for the drug begins.

Independent doctors say that approach makes it much more likely a drug
will be found effective and win FDA approval. More importantly, experts
say, drugs tested that way are not likely to reflect what will happen when a
medication gets on the market and is prescribed for large numbers of

people.

When Endo first tried to get Opana approved in 2003, the FDA said the
drug didn't appear effective enough in clinical trials. It also raised safety

concerns after several postoperative pain patients overdosed on the drug.
So Endo conducted new clinical trials using enriched enrollment.

In those trials, only the patients who initially responded to the drug were
entered into the trial, where they were given either Opana or a placebo. The
idea was that the drug's effects can be clearly demonstrated in comparison

to a placebo, because it is already known to work for these patients.
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He would not say whether the FDA encouraged Endo to use the enriched

enrollment approach for Opana.

When the drug was approved in 2006, the FDA's own medical review
acknowledged that, given the enriched study design, "one could argue that

the results may not be generalizable to the wider chronic pain population.”

Opana is not the only opioid approved using enriched enrollment. In 2013,
drug-maker Zogenix used the strategy to win approval for Zohydro, a high-
dose, hydrocodone-only drug that was originally approved without any

abuse-deterrent mechanisms.

The FDA approved that drug despite its own advisory committee voting 11-

2 against it.

"The FDA should be in the business of requiring high-quality evidence and
not shortcut evidence," said Lewis Nelson, a medical toxicologist at NYU
Langone Medical Center. "Unfortunately, they're under pressure to make

pharmaceuticals available to the general public."

John Fauber is a reporter with the Journal Sentinel. Kristina Fiore is a
reporter with MedPage Today. This story was reported as a joint project of
the Journal Sentinel and MedPage Today, which provides a clinical

perspective for physicians on breaking medical news at medpagetoday.com.
Read Past Investigations

For past investigations into prescription painkillers, and related

examinations of medical conflicts of interest, go to jsonline.com/sideeffects

About John Fauber

John Fauber is an investigative medical reporter who focuses on conflicts
of interest in medicine and how drug and medical device companies and
the FDA influence the practice of medicine. He has won more than two
dozen national journalism awards.

¥ @fauber mjs ™ jfauber@journalsentinel.com  oJ 414-223-5479
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How A Painkiller Designed To Deter Abuse
Helped Spark An HIV Outbreak

Listen - 5:18 Queye Pownload

Transcript

April 1, 2016 - 2:04 PM ET
Heard on All Things Considered

TOM DREISBACH

Opana pills, seen in 2010, before Endo Pharmaceuticals changed the formula in a move intended to deter abuse.
Tom Walker/Flickr
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When Kevin Polly first started abusing Opana ER, a potent prescription opioid

painkiller, he took pills — or fractions of pills — and crushed them into a fine powder,

then snorted it.

When Opana pills are swallowed, they release their painkilling ingredient over 12
hours. If the pills were crushed and snorted, though, the drug was released in a single

dose.

"Just think about it," Polly says, "12 hours of medicine, and, 'BAM!' you're getting it all

at once."

But the drug's manufacturer, Endo Pharmaceuticals, reformulated Opana in 2012. The
new pills featured a coating that was intended to make them more difficult to abuse by

crushing them into powder or dissolving them.

SHOTS - HEALTH NEWS
Inside A Small Brick House At The Heart Of Indiana’s Opioid Crisis

Polly discovered he could no longer snort the medicine in the pill, to which he had
become addicted. But he and other Opana users soon found a way to remove the

drug's hard coating and receive Opana's powerful dose all at once: injection.

Polly says he used to inject Opana as many as five times a day. He often shared needles

with other people.

He says he never anticipated what would happen next. In early 2015, Polly tested

positive for HIV. "It was devastating news," he says.

Kevin Polly is among the 190 people in Indiana's Scott County who have tested

positive for HIV since early 2015, in the largest HIV outbreak in Indiana history.
The Change To Opana That Was Intended To Prevent Abuse

For its part, Endo has said that its decision to reformulate Opana was a well-intended

attempt to prevent abuse. As the company told the Food and Drug Administration in
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2012, Endo reformulated the drug "to provide a crush-resistant product, equally as

effective as Opana ER, which would discourage abuse, misuse and diversion." Endo

declined repeated requests from NPR for an interview.

According to study data, as well as interviews with Indiana residents addicted to
Opana, the reformulation effectively deterred many people from snorting the drug.
But the change also led a significant number of people to abuse the drug by injection.
When needles are shared, the injection route can transmit HIV, hepatitis C or other

infections.

And interviews with experts, court filings, documents from the FDA, as well as Endo's
own statements, suggest the company's decision to reformulate Opana was also

motivated in large part by financial interests.

Public health experts say "abuse deterrent” drugs may serve a role in reducing what
the Centers for Disease Control and Prevention calls a national epidemic of
prescription opioid abuse. The FDA and members of Congress have also supported
their development. But the experience with Opana's reformulation may serve as a

cautionary tale for the potential effects of "abuse deterrent" drugs.
Experiences In Austin, Ind.

While NPR's Kelly McEvers and I were reporting in Austin, Ind., people who abused

Opana and were familiar with changes to the drug's formula told us similar stories.

"The pharmaceutical company, they changed it so you can't crush them and snort
them," said Devin, a 26-year old. "Whenever they done that, that's when everybody

started shooting them."

Jeff, a veteran of the Army National Guard, said he became addicted to Opana after

being prescribed opioid painkillers for a back injury he sustained in Iraq.

At some point, Jeff said, he began crushing and snorting pills. Then, he said, the

company "reformulated them, and the only way you could do them is to inject them."
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Joy, a former registered nurse who got addicted to opioids after a back injury, said that

she initially stopped using Opana after the reformulation. But that didn't last long.
"Some genius figured out, 'Hey we can cook this down and turn [it] into a liquid and

shoot it up,' " Joy said. "And then it took off like wildfire after that."
(NPR is withholding Devin's, Jeff's and Joy's last names to protect their privacy.)

Because of the coating added to Opana, the process of preparing it for injection does

take a little work. But in the end, it's not that difficult.

My colleague Kelly watched people prepare Opana for injection, using just the bottom

of a soda can, a small lighter, a cigarette filter and tap water.
Behind The Reformulation, Public Health And Business Considerations

So why did Endo Pharmaceuticals reformulate the drug in the first place?

Volunteers search for used needles near Rural Street in Austin, Ind. Scott County, in southeastern Indiana, experienced the

worst outbreak of HIV in the state's history after people began injecting the prescription painkiller Opana.
Seth Herald/NurPhoto/Corbis
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The answer involves both public health concerns and business considerations.

Endo Pharmaceuticals released Opana in 2006. Taken orally, Opana is about twice as
powerful as OxyContin, and the company says it is "indicated for the management of

pain severe enough to require daily, around-the-clock, long-term opioid treatment."

Soon afterward, though, communities around the country began reporting abuse of

Opana and even overdose deaths.

Endo said those concerns over public health and abuse were key motivations to

reformulate the drug. Opana also was a major moneymaker for the company.

In 2011, for example, Opana generated $384 million in net sales for Endo, accounting

for 14 percent of the company's total revenue that year.
But the company also faced the threat of generic competition.

So Endo developed a strategy that would block its competitors and maintain Opana's

share of the market.

The company reformulated the drug, this time with features designed to prevent
abuse, a move that could potentially protect Endo at a time it faced the loss of patent

protection.

The FDA approved Endo's reformulated Opana, and in 2012 the company began

replacing the old versions of Opana on pharmacy shelves.

In August of that year, Endo took another step. The company filed a petition with the

FDA, arguing that it had removed the old, crushable version of Opana from the market

"for reasons of safety or effectiveness." It also asked the agency to "refuse to approve"
and "suspend and withdraw the approval” of generic, noncrush-resistant versions of

Opana.

If the FDA agreed with Endo, the agency would effectively eliminate the company's

generic competition.
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"We see this again and again in the pharmaceutical industry," says Dr. Anna Lembke,

an assistant professor of psychiatry at Stanford University Medical Center. "They come
up with some new fancy formulation of basically the same old drug ... and then that

way they have a new drug that they can charge a lot of money for."

Endo Pharmaceuticals Inc Citizen Petition

To print the document, click the "Original Document” link to open the
original PDF. At this time it is not possible to print the document with

annotations.

Explore This Document In Full-Screen Mode(https://apps.npr.org/documents/document.html?id=2086687-

- —mTar_ N

— —mwr_

For example, in 2010, Purdue Pharma reformulated its popular opioid painkiller
OxyContin to make the drug crush-resistant. The FDA later determined that the
reformulated version of OxyContin was significantly safer and that "the benefits of

original OxyContin no longer outweigh its risks."

The agency then blocked generic, noncrush-resistant versions of OxyContin. Dr.
Andrew Kolodny, executive director of Physicians for Responsible Opioid Prescribing
and a prominent critic of the drug industry, says this type of decision "is worth billions
to a pharmaceutical company."
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Business Concerns Versus Public Health

Endo's financial motivations for reformulating Opana were suggested in court filings.

A reformulated OxyContin pill (left) releases its active ingredient over time, but an added polymer makes it difficult to crush,
melt or prepare for injection. When heated, the polymer forms a viscous gel that binds the active ingredient.

Science Source

In 2012, while Endo's petition was pending FDA's decision, the company filed a
lawsuit in U.S. District Court for the District of Columbia to compel the agency to

speed up the review.

Endo's lawyers predicted a "spike of misuse and abuse" if generic — and noncrush-

resistant — versions of Opana hit the market.
But the company also acknowledged its business interests.

In a signed declaration, Julie H. McHugh, then the chief operating officer at Endo,
said that if a generic version of Opana entered the market, "annualized net sales will

decrease by an amount up to $135 million."
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The loss in sales, McHugh stated, "could result in the termination of up to 150

employees and contractors employed by Endo."
The FDA said that profits — not public health — were behind Endo's impatience.

"Endo's true interest in expedited FDA consideration stems from business concerns
rather than protection of the public health," lawyers for the agency stated in a legal
filing.

FDA Finds Opana Reformulation Not Significantly Safer

On May 10, 2013, the FDA rendered its decision, concluding that reformulated Opana
didn't effectively deter abuse. The decision opened the door to Opana's generic
competitors, and that day the price of shares in the company dropped more than 5

percent.

FDA Response to Endo Lawsuit
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Opana was still safe and effective when appropriately prescribed, the FDA said.

But the agency said, "study data show that the reformulated version's extended-release
features can be compromised when subjected to ... cutting, grinding, or chewing." The
FDA also determined that "reformulated Opana ER can be readily prepared for

injection."”

Significantly, the agency warned that preliminary data about how the drug was being
abused suggested "the troubling possibility that a higher percentage of reformulated

Opana ER abuse is via injection than was the case with the original formulation."
Unintended Consequences

By the time the FDA concluded that reformulated Opana didn't effectively deter abuse,

warning signs had already appeared.

In October 2012, the CDC issued a health alert, saying a "cluster of at least 12 patients"
in Tennessee had contracted thrombotic thrombocytopenic purpura, a rare blood-
clotting disorder, after injecting reformulated Opana. (The number of patients later

rose to 15.)

In a conference call with investors on Feb. 28, 2013, Endo officials were asked about
the reports of injection abuse. "We've designed the Opana crush-resistant formulation
to be crush-resistant, to avoid primarily the nasal root of abuse," said Ivan P. Gergel,
who served as Endo's chief scientific officer at the time. Gergel didn't say whether

intravenous abuse was considered in developing the drug's reformulation.

"Clearly, we are looking into this data," Gergel went on to say, "but it's in a very, very

distinct area of the country."

Subsequent analyses of drug abuse data appear to contradict Gergel's claim and

support the FDA's concerns about injection abuse.

One study from 2014, co-authored by an Endo medical director, drew from data

collected at drug treatment centers around the U.S. Overall abuse of Opana had

http://www.npr.org/sections/health-shots/2016/04/01/472538272/how-a-painkiller-designed-to-deter-abuse-helped-spark-an-hiv-outbreak. 9/19


http://emergency.cdc.gov/han/han00331.asp
https://www.nlm.nih.gov/medlineplus/ency/article/000552.htm
http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6201a1.htm
http://seekingalpha.com/article/1236751-endo-health-solutions-management-discusses-q4-2012-results-earnings-call-transcript?part=single
conference.painweek.org/media/mediafile_attachments/04/724-painweek2014acceptedabstracts.pdf

10/9/2017 2:17-cv-13334-3G0- A% L desk 10i5et REflerd RO LN BT - hgist Heaftpws INPRD 1597

dropped following reformulation, the authors found. But injection had become the

preferred way of abusing the drug.

According to the study, 64 percent of people abusing reformulated Opana were

injecting the drug, between October 2012 and March 2014. By comparison, 36 percent

of people abusing the noncrush-resistant versions of Opana did so by injection.

"With the reformulation, snorting appears to be much, much lower, whereas injection

appears to be the more preferred route," Theresa Cassidy, the study's lead author, told

NPR in a phone interview. Still, Cassidy, a vice president of analytics at a company
called Inflexxion, warns that it's not possible to draw a causal link between the

reformulation and injection abuse based simply on these data.

(Inflexxion is paid by pharmaceutical companies, including Endo, to conduct research

into drug abuse patterns but says it maintains independence.)

A separate study also looked at abuse data before and after Opana's reformulation.
Though the sample size was small, the study found "a trend toward increases in IV

[intravenous] use after the reformulation."

Endo's Response

NPR asked Endo for an interview related to abuse issues of Opana and the company's

decision to reformulate the drug.

"Patient safety is a top priority for Endo and we are committed to providing patients
with approved products that are safe and effective when used as prescribed," the
company said in a statement in response. "We are dedicated to providing quality
medications for the treatment of patients diagnosed with chronic pain as well as to

addressing opioid misuse and abuse."

While declining an interview, Endo directed NPR to contact the Center for Lawful
Access and Abuse Deterrence, a nonprofit organization that advocates for the
development of prescription drugs with abuse-deterrent technology. "I think that

you've got a problem where the product isn't able to deter all forms of abuse," says

http://www.npr.org/sections/health-shots/2016/04/01/472538272/how-a-painkiller-designed-to-deter-abuse-helped-spark-an-hiv-outbreak.
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Mike Barnes, the executive director of CLAAD. "But to the extent that it's possible to

avoid inhalation, for example, the snorting, that has a benefit."

CLAAD receives support from major pharmaceutical companies, including Endo, but

the organization says its policymaking process is independent.
Re-evaluating Abuse-Deterrent Technology

The FDA has called the development of abuse-deterrent drugs a "high public health
priority." In response to this story, agency spokeswoman Sarah Peddicord tells NPR in
an email, "The FDA is very concerned about potential unintended consequences of
abuse-deterrent opioids (and purportedly abuse-deterrent opioids) and it is something

we are actively looking at."

of Health and Human Services
dminisiratiun

U.5. Department
Food and Drug A

The Food and Drug Administration has encouraged drugmakers to take steps to deter abuse of opioid medicines. But the
agency hasn't agreed that all the changes are effective.
Andrew Harnik/AP
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Peddicord reiterated the FDA's decision not to approve abuse-deterrent labeling for

Opana, and says it is continuing to monitor the five drugs the agency has approved as

abuse-deterrent.

"FDA is requiring all sponsors of opioids with approved abuse-deterrent labeling to
conduct long-term epidemiological studies to assess their effectiveness in reducing
abuse in the real world," says Peddicord. "Abuse-deterrent does not mean abuse-

proof."

The idea of deterrence could give doctors and patients a false sense of security, since

the underlying opioid is just as addictive, some experts warn.

"The two most important things that we can do to address the opioid epidemic are to
prescribe fewer opioids, and to get patients with opioid addiction into treatment," says
Dr. Caleb Alexander, co-director of the Johns Hopkins Center for Drug Safety and
Effectiveness. "And there's no evidence to suggest that abuse-deterrent formulations

are going to fundamentally change the shape of the opioid epidemic."
Endo Continues To Seek Abuse-Deterrent Status For Opana

Despite the well-publicized accounts of abuse in Indiana and Tennessee, Endo
continues to push for FDA labeling that would call reformulated Opana ER "abuse-

deterrent," because of its apparent effect on abuse by snorting.

In a call with investors on Feb. 29, 2016, President and CEO Rajiv De Silva said that,
for the most part, "If we are successful in getting that relabeling, it will certainly serve

to help remove all the generics from the market."

Endo's push for relabeling may face additional scrutiny because of ongoing legal
inquiries. In February, the New York attorney general said Endo engaged in "deceptive
and unlawful conduct" in its marketing of Opana and imposed a $200,000 penalty on

the company.

The company's statement to NPR said, "The settlement does not include any

agreement or confirmation by Endo that its marketing practices were inappropriate.”

http://www.npr.org/sections/health-shots/2016/04/01/472538272/how-a-painkiller-designed-to-deter-abuse-helped-spark-an-hiv-outbreak. 12/19
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On Thursday, the Federal Trade Commission also announced a lawsuit filed in U.S.

District Court for the Eastern District of Pennsylvania against Endo alleging that the
company violated antitrust laws and illegally blocked access to generic versions of
Opana. Endo says in a statement, "We believe the FTC's case is without merit and

Endo intends to vigorously defend itself in the litigation."

Back in Austin, Ind., local, state and federal law enforcement have struggled to

eliminate Opana from the town's illegal-drug market.
A recent drug bust helped reduce the amount of Opana available on the street.
But drug users there still describe Opana as the most desirable drug around.

A single Opana pill, they say, now costs about $200, up from around $140 when we

started reporting this story.

Side Effects Public Media health reporter Jake Harper and NPR's Kelly McEvers

contributed to this story.

opana drug abuse opioids addiction indiana pharmaceuticals
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Outbreak of Recent HIV and HCV Infections among Persons Who Inject Drugs
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Summary

The Indiana State Department of Health (ISDH) and the Centers for Disease Control and Prevention (CDC) are investigating a large outbreak of recent human
immunodeficiency virus (HIV) infections among persons who inject drugs (PWID). Many of the HIV-infected individuals in this outbreak are co-infected with hepatitis C
virus (HCV). The purpose of this HAN Advisory is to alert public health departments and healthcare providers of the possibility of HIV outbreaks among PWID and to
provide guidance to assist in the identification and prevention of such outbreaks.

Background

From November 2014 to January 2015, ISDH identified 11 new HIV infections in a rural southeastern county where fewer than 5 infections have been identified
annually in the past. As of April 21, 2015, an on-going investigation by ISDH with assistance from CDC has identified 135 persons with newly diagnosed HIV infections in
a community of 4,200 people; 84% were also HCV infected. Among 112 persons interviewed thus far, 108 (96%) injected drugs; all reported dissolving and injecting
tablets of the prescription-type opioid oxymorphone (OPANA® ER) using shared drug preparation and injection equipment.1

This HIV outbreak was first recognized by a local disease intervention specialist. In late 2014, interviews conducted with three persons newly diagnosed with HIV
infections in three separate venues (i.e., an outpatient clinic, a drug rehabilitation program, during a hospitalization) indicated that two of these persons had recently
injected drugs and had numerous syringe-sharing and sexual partners. Contact tracing identified eight additional HIV infections leading to the current outbreak
investigation, which has demonstrated that HIV had spread recently and rapidly through the local network of PWID. Without an attentive health department, active case
finding, and additional testing provided as part of this investigation, this cluster may not have been identified.

Urgent action is needed to prevent further HIV and HCV transmission in this area and to investigate and control any similar outbreaks in other communities.

Injection drug use accounts for an estimated 8%2 of the approximate 50,000 annual new HIV infections in the United States.2 HCV infection is the most common blood-
borne infection in the United States and percutaneous exposure via drug-injecting equipment contaminated with HCV-infected blood is the most frequent mode of
transmission. Nationally, acute HCV infections have increased 150% from 2010 to 2013,2 and over 70% of long-term PWID may be infected with HCV.2 Abuse of
prescription-type opioids is increasing nationally€ and opioid-analgesic poisoning deaths have nearly quadrupled from 1999 through 2011.Z Rates of acute HCV infection
are increasing, especially among young nonurban PWID, often in association with abuse of injected prescription-type opioids. These increases have been most
substantial in nonurban counties east of the Mississippi River.g

Recommendations for Health Departments

* Review the most recent sources of data on HIV diagnoses, HCV diagnoses (acute as well as past or present), overdose deaths, admissions for drug treatment, and drug
arrests. Attributes of communities at risk for unrecognized clusters of HIV and HCV infection include the following:
o Recentincreases in the:
= Number of HIV infections attributed to injection drug use,
= Number of HCV infections, particularly among persons aged < 35 years;
o High rates of injection drug use and especially prescription-type opioid abuse, drug-related overdose, drug treatment admission, or drug arrests.
e Ensure complete contact tracing for all new HIV diagnoses and testing of all contacts for HIV and HCV infection.
* Ensure persons actively injecting drugs or at high-risk of drug injection (e.g., participating in drug substitution programs, receiving substance abuse counseling or
treatment, recently or currently incarcerated) have access to integrated prevention services,2 and specifically:
o Aretested regularly for HIV and HCV infection (consider more frequent testing based on frequency of injection drug usage or sharing of injection equipment);
o [f diagnosed with HIV or HCV infection:


https://www.cdc.gov/
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* Arerapidly lirked P eae 3BBRICOVEAS Doc # 2-18 Filed 10/12/17 Pg3 of 5 PgID 1609
o [f actively injecting drugs:
= Have access to medication-assisted therapy (e.g., opioid substitution therapy) as well as other substance abuse services, if not already engaged,
= Are counseled not to share needles and syringes or drug preparation equipment (e.g., cookers, water, filters),
= Have access to sterile injection equipment from a reliable source.
o If not HIV infected but actively injecting drugs:
= Are referred for consideration of HIV pre-exposure prophylaxisi? and if potentially exposed within the past 72 hours (e.g., shared drug preparation or injection
equipment with a known or potentially HIV-infected person) HIV post-exposure prophylaxisil12
* Remind venues that may encounter unrecognized infections, such as emergency departments and community-based clinical practices (e.g., family medicine, general
medicine, prenatal care) of the importance of routine opt-out HIV testing as well as HCV testing per current recommendations3-13

o Local health departments should notify their state health department and CDC of any suspected clusters of recent HIV or HCV infection.

Recommendations for Healthcare Providers

e Ensure all persons diagnosed with HCV infection are tested for HIV infection,2¢ and that all persons diagnosed with HIV infection are tested for HCV infection.1Z
e Ensure persons receiving treatment for HIV and/or HCV infection adhere to prescribed therapy and are engaged in ongoing care.
* Encourage HIV and HCV testing of syringe-sharing and sexual partners of persons diagnosed with either infection.
e Report all newly diagnosed HIV and HCV infections to the health department.
¢ For all persons with substance abuse problems:
o Refer them for medication-assisted treatment (e.g., opioid substitution therapy) and counseling services,
o Use effective treatments (e.g., methadone, buprenorphine), as appropriately indicated.
¢ For any persons for whom opioids are under consideration for pain management:
o Discuss the risks and benefits of all pain treatment options, including ones that do not involve prescription analgesics.
o Note that long-term opioid therapy has not been demonstrated to reduce chronic pain.18
¢ Contact the state or local health department to report suspected clusters of recent HIV or HCV infection.

For more information:

¢ Centers for Disease Control and Prevention. Integrated Prevention Services for HIV Infection, Viral Hepatitis, Sexually Transmitted Diseases, and Tuberculosis for

Persons Who Use Drugs lllicitly: Summary Guidance from CDC and the U.S. Department of Health and Human Services. 2012:

s cid=rr6105a1 w[
¢ Centers for Disease Control and Prevention. HIV and Injection Drug Use fact sheet. (http://www.cdc.gov/hiv/pdf/g-I/cdc-hiv-idu-fact-sheet.pdf
(http://www.cdc.gov/hiv/pdf/g-l/cdc-hiv-idu-fact-sheet.pdf))
¢ Centers for Disease Control and Prevention. Hepatitis C and Injection Drug Use fact sheet. http://www.cdc.gov/hepatitis/HCV/PDFs/FactSheet-PWID.pdf
(http://www.cdc.gov/hepatitis/HCV/PDFs/FactSheet-PWID.pdf)
¢ Centers for Disease Control and Prevention. Revised Recommendations for HIV Testing of Adults, Adolescents, and Pregnant Women in Health-Care Settings. 2006;

http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5514a1.htm (http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5514al.htm).

* Centers for Disease Control and Prevention and Association of Public Health Laboratories. Laboratory Testing for the Diagnosis of HIV Infection: Updated
Recommendations. http://dx.doi.org/10.15620/cdc.23447 (http://dx.doi.org/10.15620/cdc.23447)

¢ Centers for Disease Control and Prevention. Testing for HCV infection: an update of guidance for clinicians and laboratorians. MMWR Morb Mortal Wkly Rep. May
102013;62(18):362-365.

s Centers for Disease Control and Prevention. MMWR Integrated Services Report. (http://www.cdc.gov/mmwr/preview/mmwrhtml/rr6105al.htm?s cid=rr6105al w
http://www.cdc.gov/mmwr/preview/mmwrhtml/rr6105a1.htm?s cid=rr6105a1 w))

e US Public Health Service. Preexposure prophylaxis for the prevention of HIV infection in the United States - 2014 clinical practice guideline. 2014;
http://www.cdc.gov/hiv/pdf/prepguidelines2014.pdf (http://www.cdc.gov/hiv/pdf/prepguidelines2014.pdf).

¢ Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of antiretroviral agents in HIV-1-infected adults and adolescents. Department of
Health and Human Services. 2015; http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf
(http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf)

e AASLD/IDSA/IAS-USA. HCV testing and linkage to care. Recommendations for testing, managing, and treating hepatitis C. http://www.hcvguidelines.org/full-

report/hcv-testing-and-linkage-care (http://www.hcvguidelines.org/full-report/hcv-testing-and-linkage-care)
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A.G. Schneiderman Announces Settlement With Endo Health Solutions
Inc. & Endo Pharmaceuticals Inc. Over Marketing Of Prescription

Opioid Drugs
Endo Will Cease Making False And Misleading Claims About The Narcotic Painkiller Opana ER

Endo Will Create A Program To Prevent Marketing Opioids To Health Care Providers Engaged In Abuse And

Diversion
Schneiderman: My Office Is Committed To Preventing Opioid Abuse, Holding Drug Companies Accountable

NEW YORK - Attorney General Eric T. Schneiderman today announced an agreement with Endo Health
Solutions Inc. and Endo Pharmaceuticals Inc. (“Endo”), which make and sell the long-acting opioid,
Opana ER. The agreement requires Endo to cease all misrepresentations regarding the properties of
Opana ER, to describe accurately the risk of addiction to Opana ER, and to summarize studies regarding
Opana ER on its website. Endo must also create a program that will prevent its sales staff from
promoting this powerful narcotic painkiller to health care providers who may be involved in the abuse

and illegal diversion of opioids.

“The public health crisis created by improper opioid prescribing in New York remains pervasive and
extremely dangerous,” said Attorney General Schneiderman. “My office is committed to ensuring
that prescription drugs are marketed and prescribed responsibly — and that consumers get the

information they need about the serious risks associated with painkillers, such as addiction.”

The use of prescription opioids to manage chronic non-cancer pain has increased ten-fold over the past
20 years in the United States, with a concomitant increase in opioid-related health problems. According
to the New York City Department of Health and Mental Hygiene, between 2008 and 2011, the number of
opioid painkiller prescriptions filled by New York City residents increased by 31%, from approximately
1.6 million to approximately 2.2 million. The resulting increase in the prescribing of opioids is associated
with a sharp increase in the prevalence of opioid addiction, which in turn has been associated with a rise
in overdose deaths and heroin use. According to the federal Centers for Disease Control and Prevention,
in New York State, from 2003 to 2012, deaths involving opioid analgesics increased five-fold, from 179 in
2003 to 883 in 2012.

Endo, an Irish company with U.S. headquarters in Pennsylvania, makes a variety of prescription drugs.
Endo’s opioid drug Opana ER has been widely abused in New York State. In May 2011, after a spike in
opioid prescribing and abuse, Nassau County issued a Public Health Alert on the increasing abuse of
Opana ER, warning the public and law enforcement of the dangers of associated with the drug. In July

2012, USA Today reported that Opana ER had become the drug of choice for people seeking narcotics,

https://ag.ny.gov/press-release/ag-schneiderman-announces-settlement-endo-health-solutions-inc-endo-pharmaceuticals 1/5



10/9/2017  A.G. Schndifermgn BB 8ubed Ssle PR QVitTToge #e@ﬂl@lutp@hgd;.mm?rmwt@abfr@. Ovpglq@t'm@@ﬂfrescription Opioi...
and that in Nassau County, hundreds of people each month were seeking treatment for addiction to
Opana ER.

As a result of concerns regarding the role of Opana ER in the larger opioid abuse epidemic and Endo’s
marketing practices, the Office of the Attorney General launched an investigation of Endo, focusing on
Opana ER. The Attorney General found that Endo improperly marketed Opana ER as designed to be
crush resistant, when Endo’s own studies showed that the pill could be crushed and ground. This may
have bolstered Opana ER sales, but provided a false sense of security to health care providers and their
patients. The Attorney General also found that Endo improperly instructed its sales representatives to

diminish and distort risks associated with Opana ER, including serious dangers involving addiction.

The Attorney General’s investigation also revealed that Endo had no meaningful program in place to
ensure that its sales representatives were not encouraging health care providers engaged in abuse and
diversion to write more prescriptions for Opana ER. Numerous New York health care providers who
were heavily “detailed” by Endo were subsequently convicted of illegal prescribing of prescription
opioids. The Attorney General also found that Endo made unsupported claims comparing Opana ER to
other opioids, and failed to disclose accurate information regarding studies addressing the effects of
Opana ER.

In light of Endo’s deceptive and unlawful conduct, the Office of the Attorney General compelled Endo to
change its practices. Endo has agreed to the following measures:

» Provide truthful and complete information regarding addiction risks associated
with Opana ER.

» Stop improperly marketing Opana ER as being crush resistant.

» Create an Abuse and Diversion Detection Program that requires Endo’s sales
representatives to report to the company health care providers it suspects of
engaging in abuse and illegal diversion of opioids, and for Endo to cease

marketing opioids to problem prescribers.
» Post results of clinical studies on Endo’s website.

» Encourage health care providers to seek training on appropriate opioid
prescribing practices.

» Provide health care providers with information about addiction treatment

resources for their patients.

Furthermore, the Attorney General has also imposed a $200,000 penalty on Endo for its unlawful
conduct.

https://ag.ny.gov/press-release/ag-schneiderman-announces-settlement-endo-health-solutions-inc-endo-pharmaceuticals 2/5
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The Attorney General’s Office has taken a multi-pronged approach to combatting New York’s
prescription drug abuse epidemic. Attorney General Schneiderman’s ground-breaking law, “Internet
System for Tracking Over-Prescribing Act,” or “I-STOP,” which became effective in August 2013, has
reduced “doctor-shopping” by 75%. The Attorney General’s Office has prosecuted many health care
providers who illegally prescribed and diverted opioids. The Attorney General’s Office has also
aggressively enforced laws that require parity in health plan coverage of mental health and addiction
treatment. The Attorney General’s Community Overdose Prevention (“COP”) Program, which equips
New York law enforcement agencies with a life-saving heroin overdose antidote, has saved more than
100 lives.

The investigation of this matter was conducted by Assistant Attorneys General Michael D. Reisman and
Carol Hunt, of the Attorney General’s Health Care Bureau, which is led by Bureau Chief Lisa Landau.
The Health Care Bureau is a part of the Social Justice Division, led by Executive Deputy Attorney
General for Social Justice Alvin Bragg.

A copy of the settlement can be read here.

Attorney General’s Press Office: (212) 416-8060

nyag.pressoffice@ag.ny.gov

The People of the State of New York v. Maurice
R. Greenberg & Howard I. Smith

A.G. Schneiderman Announces Take Down Of
Massive Organized Theft Ring: “Operation

Sticky Fingers”

A.G. Schneiderman Highlights Local Impacts Of
Trump Environmental Budget Cuts
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A.G. Schneiderman Introduces Comprehensive
Bill To Protect And Expand Voting Rights In
New York

A.G. Outlines Impact Of Spectrum-Time
Warner Cable's Alleged Fraud In Western NY,
Issues Consumer Alert To Assist New Yorkers
In Choosing The Best Internet Service

A.G. Schneiderman Announces Lawsuit Against
Spectrum-Time Warner Cable And Charter
Communications For Allegedly Defrauding New
Yorkers Over Internet Speeds And
Performance

VIEW ALL VIDEOS
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ATTORNEY GENERAL OF THE STATE OF NEW YORK

In the Matter of
Endo Health Solutions Inc.
and
Endo Pharmaceuticals Inc.

Assurance No.: 15-228

ASSURANCE OF DISCONTINUANCE
UNDER EXECUTIVE LAW
SECTION 63, SUBDIVISION 15

Pursuant to the provisions of Section 63(12) of the Executive Law and Article 22-A of
the General Business Law, Eric T. Schneiderman, Attorney General of the State of New York,
caused an inquiry to be made into certain business practices of Endo Health Solutions Inc. and
Endo Pharmaceuticals Inc. Based upon that inquiry, the Office of the Attorney General (“the
OAG”) has made the following findings, and Endo has agreed to modify its business practices

and comply with the following provisions of this Assurance of Discontinuance (*“Assurance”).

l. BACKGROUND

1. Endo Health Solutions Inc. and Endo Pharmaceuticals Inc. (collectively, “Endo,”
or the “Company”) are Delaware corporations with their principal place of business at 1400
Atwater Drive, Malvern, PA 19355. Endo is engaged in the manufacture, marketing and sale of
prescription drugs, in particular the extended-release, long-acting opioid Opana ER, which is a
branded version of the drug oxymorphone. The U.S. Food and Drug Administration (the
“FDA”) approved Opana ER in 2006 for the management of moderate or severe pain when a
continuous, around-the-clock analgesic is needed for an extended period of time (“Original
Opana ER”). In 2012, the FDA approved a reformulated version of Opana ER containing the

1



2:17-cv-13334-JCO-EAS Doc # 2-20 Filed 10/12/17 Pg 3 0of 35 PgID 1620

same active drug but a different formulation (“Reformulated Opana ER”), the purported purpose
of which was to make the pill harder to manipulate.’
2. Opana ER is a narcotic painkiller and its label contains “black box” warnings of

serious risks from taking the drug, such as addiction and respiratory depression, which can lead

to death.
3. In 2014, Endo had U.S. sales of Opana ER totaling $198 million.
4, To market Opana ER, among other things, Endo employs sales representatives

who visit health care providers (“HCPs”), which include medical doctors, doctors of osteopathy,
nurse practitioners, and physicians’ assistants. The Endo sales representatives “detail” HCPs’
offices, where they provide informational resources on Opana ER, with the objective of
encouraging these HCPs to prescribe Opana ER under appropriate circumstances.

5. In addition to a yearly salary, Endo’s sales representatives may receive a bonus
that is based in part on the number of Opana ER prescriptions written by HCPs upon whom they
are permitted to call, which can create an incentive to encourage more Opana ER prescribing.

6. The use of prescription opioids to manage chronic non-cancer pain has increased
ten-fold over the past 20 years in the United States, with a concomitant increase in opioid-related
health problems. According to the New York City Department of Health and Mental Hygiene,
between 2008 and 2011, the number of opioid painkiller prescriptions filled by New York City
residents increased by 31%, from approximately 1.6 million to approximately 2.2 million.

7. The resulting increase in prescribing of opioids is associated with a sharp increase

in the prevalence of opioid addiction, which in turn has been associated with a rise in overdose

! Endo discontinued Original Opana ER in 2012, but as a result of certain patent litigation settlements, it provided
licenses for patents related to Opana ER to certain generic drug manufacturers, some of which subsequently sold
generic versions of Opana ER.
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deaths and heroin use.? According to the federal Centers for Disease Control and Prevention, in
New York State, from 2003 to 2012, deaths involving opioid analgesics increased five-fold, from
179 in 2003 to 883 in 2012.°

8. In May 2011, after a spike in opioid prescribing and abuse, Nassau County issued
a Public Health Alert on the increasing abuse of Opana, warning the public and law enforcement
of the dangers of Original Opana ER.* The Public Health Alert noted that methods of Original
Opana ER abuse included dissolving or removing the coating and then crushing or snorting the
pill. According to the FDA, oral ingestion is the most common route of abuse of prescription
opioids, followed by snorting and injection.

9. In July 2012, USA Today reported that Original Opana ER had become the drug
of choice for people seeking narcotics, and that in Nassau County, hundreds of people each
month were seeking treatment for addiction to Opana.’

1. THE OAG’S INVESTIGATIONS AND FINDINGS

10. In 2013, the OAG commenced an investigation of Endo regarding its marketing
of Opana ER, and after obtaining documents and testimony via subpoena, and in this Section Il
makes the following findings (the “Covered Conduct”):

A. Endo’s Statements About Opana ER

i. The “Crush Resistance” Of Reformulated Opana ER

11. In 2009 and 2010, Endo conducted a series of studies that assessed whether
Reformulated Opana ER was “crush resistant.” One such study (“Study 108”) showed that

Reformulated Opana ER could be ground with a coffee grinder. Another study (“Study 109™)

2 See http://www.annualreviews.org/doi/pdf/10.1146/annurev-publhealth-031914-122957.

% See http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6414a2.htm.

* See http://archive.nassaucountyny.gov/agencies/CountyExecutive/NewsRelease/2010/5-9-2011.htm;
http://archive.nassaucountyny.gov/agencies/CountyExecutive/NewsRelease/2010/8-26-2011.htm.

® See http://usatoday30.usatoday.com/news/nation/story/2012-07-10/opana-painkiller-addiction/56137086/1.
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showed that Reformulated Opana ER could be chewed and that chewing “was associated with
positive effects indicative of increased abuse potential.” To the extent that “crush” means “to
press or squeeze [something] so hard that it breaks or loses its shape,” or “to break [something]

"6 some of Endo’s

into a powder or very small pieces by pressing, pounding, or grinding it,
studies showed that Reformulated Opana ER can be crushed.

12.  Endo conducted two other studies to test its claims for crush-resistance. In one
study (“Study 901”), which assessed whether opioid abusers could convert Reformulated Opana
ER into a form amenable to intravenous administration and whether they would be willing to
inject the tampered product, two of the hypotheses — that Reformulated Opana ER would be less
extractable than Original Opana ER and that it would take less time to extract the drug from
Original Opana ER than Reformulated Opana ER — were not met. Both formulations behaved
similarly under the study conditions with respect to manipulation time, and produced equivalent
yields. Although the Results of Study 901 met the third hypothesis — that a majority of subjects
would not want to inject what they extracted after tampering — a similar number of subjects said
they would have injected tampered Reformulated Opana ER as would have done so with
tampered Original Opana ER. In the other study (“Study 902”), which tested whether subjects
could manipulate Reformulated Opana ER into snortable form using various tools, only two of
25 subjects chose to use a coffee grinder, which was a method by which Reformulated Opana ER
could be crushed. Twenty-four of the 25 study subjects considered Original Opana ER suitable

for snorting after tampering. Three study subjects considered Reformulated Opana ER suitable

for snorting after tampering.

® See http://www.merriam-webster.com/dictionary/crush.
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13. In January 2011, after reviewing the results of the above-mentioned studies, the
FDA concluded that the label for Reformulated Opana ER could not include claims about crush
resistance, stating: “[t]he product label should not include language asserting that [Reformulated
Opana ER] provides resistance to crushing, because it may provide a false sense of security
since the product may be chewed and ground for subsequent abuse” (emphasis added).

14, In October 2011, Endo’s Director of Project Management wrote in an email to
Grunenthal, the company that developed the formulation technology for Reformulated Opana
ER, that

[w]e already demonstrated that there was little difference between [the original

and new formulations of Opana] in Study 108 when both products were ground.

FDA deemed that there was no difference and this contributed to their statement

that we had not shown an incremental benefit. The chewing study (109) showed

the same thing no real difference which the FDA used to claim no incremental

benefit.

15. Endo executives knew that both Original and Reformulated Opana ER were
abused, in particular via intravenous injection. In July 2012, on the same day that USA Today
reported widespread abuse of Opana ER, including in New York, Endo executives developed
talking points for sales representatives to use when asked about the article. In particular, sales
representatives were instructed to tell HCPs that

e Endo takes very seriously the problem of prescription drug abuse and is also strongly

committed to providing solutions to the medical needs of patients suffering with

chronic pain.

e Part of our corporate mission is a commitment to educating physicians and patients
about the appropriate and responsible use of pain management therapies.

e Endo discontinued the manufacturing of the original formulation of Opana ER in
early 2012 and now only manufactures the new formulation of Opana ER with
INTAC technology which is designed to be crush-resistant.
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16. In an internal document that that the OAG obtained via subpoena, Endo’s
consultant reported to the Company in February 2013, after reviewing national data from
substance abuse treatment facilities, that “[t]he initial data presented do not necessarily establish
that the reformulated Opana ER is tamper resistant,” and that there were reports of higher levels
of abuse of Reformulated Opana ER via injection.

17. Despite the above-stated facts, from May 2012 to May 2013, in pamphlets that its
sales representatives distributed to HCPs in New York State, Endo marketed the Reformulated
Opana ER as “designed to be” crush resistant.’

18. Moreover, an Endo sales representative testified to OAG that she described
Reformulated Opana ER as “crush resistant,” without any qualifying language. In training its
sales representatives, Endo identified Reformulated Opana ER as “CR,” short for “crush
resistant.”

19. In May 2013, the FDA rejected Endo’s request to be able to state on the
Reformulated Opana ER label that the product is crush-resistant. Shortly thereafter, Endo ceased
marketing Reformulated Opana ER as “designed to be crush resistant.”

ii. The Addictiveness of Opana

20. Until at least April 2012, Endo disseminated to New York HCPs, and stated on its

website www.opana.com that “[m]ost healthcare providers who treat patients with pain agree
that patients treated with prolonged opioid medicines usually do not become addicted.” Endo
has not conducted nor does it possess a survey that shows that most healthcare providers who
treat patients with pain agree that patients treated with prolonged opioid medicines usually do not

become addicted.

" In December 2011, the FDA had approved Reformulated Opana ER, based on its bioequivalence to Original Opana
ER.
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21. In a training script issued in May 2011, Endo instructed its New York sales
representatives to give the following response to HCPs who expressed specific concerns about
Opana ER. The sales representatives were instructed to ask, “Doctor, are you concerned with
abuse potential associated with a long-acting opioid?” If the physician answered “Yes,” the
representative was instructed to say that Opana ER carries the same abuse liability as other long-
acting opioids.

22, In training materials it provided to its New York sales representatives, Endo
stated that “[s]ymptoms of withdrawal do not indicate addiction,” when in fact withdrawal is a
symptom of opioid-use disorder, a diagnosis under the Diagnostic and Statistical Manual of the
American Psychiatric Association (Fifth Edition). Endo’s training materials also included
assertions that addiction to opioids is not common.

23. Endo also trained its sales representatives to distinguish addiction from
“pseudoaddiction,” a purported condition in which patients exhibit drug-seeking behavior that
resembles but is not the same as addiction. The “pseudoaddiction” concept has never been
empirically validated and in fact has been abandoned by some of its proponents. Endo’s Vice
President for Pharmacovigilance and Risk Management testified to OAG that he was not aware
of any research validating the “pseudoaddiction” concept, and that it would take “a really good
clinician” or a behavioral scientist to distinguish between addiction and “pseudoaddiction.”

iii. Endo’s Other Claims

24, Endo sales representatives testified to OAG that in sales calls to New York HCPs,
they distinguished Opana ER from its main competitor, OxyContin, by stating that patients who
take Opana ER need less rescue medication (additional, as-needed opioids) than those who take

OxyContin. This statement was not supported by any clinical evidence or study.
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25.  An Endo sales representative also testified to OAG that she was trained to
distinguish Opana ER from OxyContin by informing New York HCPs that patients who take
Opana ER only need to take it twice a day, whereas those who take OxyContin need to take it
three times per day. This statement was not supported by any clinical evidence or study.

26. Endo distributed a pamphlet in New York and posted on its public website,
www.opana.com, photographs of purported Opana ER patients that implied that patients can
achieve higher functioning with Opana ER. The photos depict individuals with physically
demanding jobs (construction worker, chef, and teacher), and portray seemingly healthy,
unimpaired people.

B. Endo’s Statements And Omissions Regarding Opana ER Studies

27. Endo did not mention Study 108 or Study 109 in its Reformulated Opana ER
“managed care dossier” (the “Dossier”), which it distributed to formulary committees of health
plans and pharmacy benefit managers to encourage them to include Reformulated Opana ER in
their formularies and, as Endo’s Vice President for Pharmacovigilance and Risk Management
testified to OAG, is supposed to be a complete compendium of all research on the drug. Endo
did describe certain aspects of the 901 and 902 studies in the Dossier.

28. Endo briefly summarizes on its public website only some of the studies it has
conducted regarding Opana ER.2 The Hale Study, which Endo has used extensively in
marketing, is described on the website. However, Study 108 and Study 109, which showed that
Reformulated Opana ER can be ground and chewed, are not mentioned on the website. Further,
the website does not mention studies that the FDA concluded failed to show the efficaciousness

of Original Opana ER.

8 See http://www.endo.com/endopharma/r-d/clinical-research/clinical-trial-study-results.
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29. Endo published only certain studies regarding Opana ER, including the Hale
Study and Study 901 and Study 902, but it did not publish Study 108 or Study 109.

30. Endo omitted information about the Hale Study in marketing pamphlets
distributed to HCPs. Specifically, although the Hale Study showed that 5.7% of patients who
took the drug in the “treatment” phase of the study experienced pain exacerbation,” and 6.9% of
patients given placebo in that phase experienced opioid withdrawal, Endo omitted these adverse
events from marketing pamphlets it distributed to HCPs in New York.

C. Endo’s Detailing Of Problem Health Care Providers

31.  Asdescribed above, Endo knew that Opana was being abused in New York, as
early as 2011. Although Endo had issued a written policy requiring detailers to report signs of
abuse, diversion and inappropriate prescribing,' certain Endo sales representatives who detailed
New York HCPs testified that they did not know about any policy or duty to report problematic
conduct observed in HCPs’ offices, and did not report anyone, even when they saw suspicious
behavior. At the same time, Endo’s New York sales representatives received incentive
compensation for Opana ER sales, and Endo expanded its HCP target list in January 2012 to

include HCPs without experience prescribing long-acting opioids.

° See Martin E. Hale, et al., Efficacy and safety of OPANA ER (oxymorphone extended release) for relief of
moderate to severe chronic low back pain in opioid-experienced patients: a 12-week, randomized, double-blind,
placebo-controlled study, 8 J. of Pain 175 (2007).

19 Endo’s Code of Conduct provides that if any Endo employee has “any knowledge or suspicion about the improper
handling, transfer, loss or diversion of a controlled substance, [that employee must] immediately report it to [their]
manager or the [Endo] Ethics Hotline.” All Endo employees are required to certify that they have ‘reviewed, read,
understand and shall abide by’ the Code of Conduct and are subject to discipline, up to and including termination,
for violating the Code of Conduct. Endo’s Health Care Compliance Guide states that “[i]f an Endo employee
receives a report from an external party regarding suspected diversion of Endo’s products or if an Endo employee
suspects that diversion is occurring at a customer’s site, the employee must report that information” to Endo. The
Health Care Compliance Guide describes signs of potential diversion of which Endo employees should be aware,
including (i) prescriptions being paid for in cash; (ii) a large demographic distance between the doctor, patient and
pharmacy; (iii) high frequency of prescriptions to replace lost prescriptions or medication; (iv) drugs or doses not
being individualized; (v) lack of qualified staff; and (vi) special entrance requirements for patients of the practice.
However, there is no indication that Endo’s New York sales representatives ever received training in this policy, and
certain New York sales representatives testified to OAG that they did not know about such a policy.
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32. Endo detailed certain HCPs who were subsequently arrested and/or convicted for

illegal prescribing of opioids in New York State. Endo detailed the following HCPs a total of

326 times, and they collectively wrote 1,370 scripts for Opana ER:

Matthew Bennett: Endo detailed this Buffalo-area physician 61 times between July 16,

2010 and August 8, 2012. He wrote a total of 642 Opana ER prescriptions between July
2009 and July 2012. He was arrested by the U.S. Drug Enforcement Agency on August
10, 2012, for illegal prescribing of opioids, pleaded guilty on April 20, 2015, and was
sentenced to three years in prison.

David Brizer: Endo detailed this Rockland psychiatrist 26 times between March 25, 2011
and August 24, 2012. He wrote a total of 324 Opana ER prescriptions between March
2011 and August 2012. He was arrested by OAG on February 11, 2013, for illegally
selling opioid prescriptions, and in February 2014, pleaded guilty.

Richard Cedeno: Endo detailed this Bronx physician’s assistant 19 times between August

17,2012 and May 22, 2013. He wrote a total of 51 Opana ER prescriptions between
August 2008 and May 2013. He was arrested by OAG on June 19, 2013, in connection
with illegal prescribing of opioids, and pleaded guilty in 2015.

Rools Deslouches: Endo detailed this Long Island physician’s assistant 7 times between

January 13, 2012 and May 17, 2012. He wrote a total of 13 Opana ER prescriptions
between February and May 2012. He was arrested by federal agents on June 6, 2012, for
illegal distribution of opioids, pleaded guilty, and was sentenced to more than 6 years in
prison.

Eric Jacobson: Endo detailed this Queens/Nassau physician 3 times between March 3,

2011 and March 21, 2012. He wrote a total of 22 Opana ER prescriptions in March 2011.

10
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He was charged in June 2011, with conspiracy to distribute opioids illegally, and pleaded

guilty.

Leonard Marchetta: Endo detailed this Staten Island physician’s assistant 82 times

between January 8, 2009 and July 18, 2013. He wrote a total of 38 Opana ER
prescriptions between April 2009 and April 2013. On October 27, 2010, a news report
identified Marchetta as a supplier for an arrested Staten Island drug dealer.** He was
indicted by the United States Attorney for the Southern District of New York in
September 2014, for conspiracy to distribute narcotics, pleaded guilty in January 2015,
and was sentenced to 11 years in prison.

Anand Persaud: Endo detailed this Long Island physician 47 times between February 27,

2009 and July 29, 2013. He wrote a total of 195 Opana ER prescriptions between June
2009 and July 2013. He was arrested by OAG in July 2013, for illegally selling opioid
prescriptions.*?

Rohan Wijetilaka: Endo detailed this Westchester cardiologist 79 times from January 16,

2009 and July 18, 2012. He wrote a total of 85 Opana ER prescriptions between
September 2009 and July 2012. His license was revoked by the New York State
Department of Health on June 27, 2012, and he was arrested by the United States Drug
Enforcement Administration on July 25, 2012, and charged with illegal distribution of
opioids. He pleaded guilty to health care fraud (giving opioid scripts to patients who
allowed him to bill insurers for unnecessary tests) and was sentenced to 3 years in prison.

In testimony to the OAG, an Endo sales representative described Wijetilaka’s Yonkers,

11 See http://www.silive.com/eastshore/index.ssf/2010/10/richmond_man_faces_host_of _dru.html.
12 Endo stopped detailing certain New York HCPs based on concerns of suspected diversion, but, of the HCPs listed
in this section, only stopped detailing Marchetta and Persaud after they were arrested.

11
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New York office as follows: “Just very crowded, very crowded offices, very -- people
looking to fill their prescriptions, younger demographic.... People looking just for pills as
opposed to different offices that would have -- people you could tell who had chronic
pain, who had back braces who were older or had different disease states. A lot of these
were patients, if | recall, looked like they were looking for meds to get high on.” The
sales rep never told anyone at Endo about what he observed in Wijetilaka’s office.

33.  While the above charges did not involve Opana ER, and the OAG did not charge
that promotion by Endo played a role in cases it prosecuted, in certain limited circumstances it
may have been possible for Endo sales representatives to recognize a potential sign of diversion
that should have been reported per Endo’s policy and could have resulted in the sales
representative stopping detailing that HCP sooner.

D. Limitations in HCPs’ Knowledge of Appropriate Prescribing Practices

34.  Arecently published survey showed that many primary care physicians do not
understand basic facts about how people may abuse opioids or how addictive opioids can be.
Nearly half of the internists, family physicians and general practitioners surveyed incorrectly
thought that “abuse-deterrent” pills were less addictive than their standard counterparts.** One-
third of the HCPs erroneously said they believed that most prescription drug abuse is by means
other than swallowing the pills as intended. As noted above, oral ingestion is the most common
route by which opioids are abused.

E. Opioid Patients’ Need For Information Regarding Addiction Treatment

35. Patients undergoing opioid therapy need information about the risks of addiction

and the availability of addiction treatment resources. Recent studies have indicated that opioid

13 See Catherine S. Hwang et al., Primary Care Physicians’ Knowledge And Attitudes Regarding Prescription
Opioid Abuse and Diversion, Clinical J. of Pain (Jun. 22, 2015).

12
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use disorders appear to be highly prevalent in chronic pain patients treated with opioids, with up
to 40% of chronic pain patients treated in specialty and primary care outpatient centers meeting
the clinical criteria for an opioid use disorder.** A study published in 2015, based on computer-
assisted review of electronic health records, concluded that 13.5% of patients receiving chronic
opioid therapy had either problem opioid use or a diagnosis for opioid abuse or dependence.™
Although there is presently no consensus regarding the incidence or prevalence of abuse or
addiction to opioids among patients treated with chronic opioid therapy, the above-mentioned
studies suggest that efforts to reduce opioid abuse and overdose deaths should address not only
those who abuse opioids such as Opana ER without a prescription, but also those who take the
medication as prescribed, yet begin to abuse opioids or become addicted to them.

1. RELEVANT LAW

36.  The New York General Business Law prohibits “deceptive acts or practices in the
conduct of any business, trade or commerce or in the furnishing of any service” in New York
State. N.Y. Gen. Bus. Law § 349.

37.  The New York General Business Law also prohibits “false advertising in the
conduct of any business,” N.Y. Gen. Bus. Law § 350, such that the advertising is misleading in a
material respect. Whether an advertisement is materially misleading depends on “the extent to
which the advertising fails to reveal facts material in the light of such representations with
respect to the commodity to which the advertising relates under the conditions prescribed in said

advertisement.” N.Y. Gen. Bus. Law § 350-a.

14 See Joseph A. Boscarino et al., Risk Factors For Drug Dependence Among Out-Patients On Opioid Therapy In A
Large US Health-Care System, 105 Addiction 1776 (2010); Joseph A. Boscarino et al., Prevalence of prescription
opioid-use disorder among chronic pain patients: comparison of the DSM-5 versus DSM-4 diagnostic criteria, 30 J.
Addictive Diseases 185 (2011).

15 See Roy E. Palmer et al., The Prevalence Of Problem Opioid Use In Patients Receiving Chronic Opioid Therapy:
Computer Assisted Review Of Electronic Health Record Clinical Notes, 156 Pain 1208 (2015).

13
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38.  The New York Executive Law prohibits “illegal or fraudulent acts” in the conduct
of any business, trade or commerce, and allows the OAG to institute a special proceeding for
restitution, damages, and/or injunctive relief against any party which has committed such acts.
N.Y. Exec. Law § 63(12).

39. The OAG concludes that certain Endo marketing practices, statements and
omissions violated the above-referenced provisions.

40.  The OAG concludes that Endo’s unlawful acts in violation of General Business
Law 88 349 and 350 constitute violations of New York Executive Law § 63(12).

NOW, WHEREAS, Endo neither admits nor denies the Attorney General’s findings in
Paragraphs 11 through 35 above; and

WHEREAS, New York laws prohibiting deceptive business practices, and false and
misleading advertising, and off-label marketing of prescription drugs confer important consumer
and public health protections; and

WHEREAS, Endo has cooperated with the OAG’s investigation; and

WHEREAS, the Attorney General is willing to accept the terms of this Assurance under
Executive Law Section 63(15) and to discontinue his investigation; and

WHEREAS, the parties each believe that the obligations imposed by this Assurance are
prudent and appropriate; and

WHEREAS, the Attorney General has determined that this Assurance is in the public

interest.

14
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IT ISHEREBY UNDERSTOOD AND AGREED, by and between the parties that:

IV. PROSPECTIVE RELIEF

A. Truthful Statements Regarding Addiction Risk And Crush Resistance

41.

In the promotion and marketing of Opana ER, Endo shall maintain its policies

prohibiting any written or oral claim that is false, misleading or deceptive. In particular, Endo

shall not:

make statements that Opana ER or opioids generally are non-addictive.

make statements that most patients who take opioids do not become addicted,
unless such statements are supported by competent and reliable evidence. If Endo
believes that such evidence exists, it shall provide such evidence to the OAG at
the time of initial dissemination of the statement, along with a copy of such
statement.

make statements describing what most HCPs believe, unless such statements are
supported by competent and reliable evidence. If Endo believes that such
evidence exists, it shall provide such evidence to the OAG at the time of initial
dissemination of the statement, along with a copy of such statement.

make statements that Reformulated Opana ER is, is designed to be, or is crush
resistant, unless such statements are supported by the FDA-approved product
labeling.

use the term “pseudoaddiction” in any training or marketing.

15
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B. Truthful Disclosures Regarding Studies

42. Endo shall make available on its website truthful and balanced summaries of the
results of all Endo-Sponsored Studies,*® including studies regarding the purported tamper-
resistant features of Reformulated Opana ER. These summaries shall take the form of a
publication reference or link to a journal article, for published studies; a link to the relevant
clinicaltrials.gov study record; or a copy of the clinical study report synopsis. Studies that are
considered to be “Phase 1,”" if they do not concern the purported tamper-resistant features of
Reformulated Opana ER, shall not be subject to the requirements of this Paragraph. Endo may
redact from the summaries required by this paragraph (i) personal identification information; (ii)
trade secret and confidential commercial information; and (iii) information that may provide a
road map for defeating a product’s abuse deterrent properties. Endo shall have a reasonable
basis for any such redactions. Upon request, Endo shall provide the OAG and HCPs with un-
redacted study summaries.

43. Endo shall (a) comply with the current version of the Academy of Managed Care
Pharmacy Format for Formulary Submissions; and also (b) provide truthful and balanced
summaries of the results of all Endo-Sponsored Studies regarding the purported tamper-resistant
features of Reformulated Opana ER, in documents it provides to managed care companies
summarizing its clinical research, such as Managed Care Dossiers. Studies that are considered to

be Phase 1, if they do not concern the purported tamper-resistant features of Reformulated Opana

18 The term “Endo Sponsored Studies” means pre-marketing clinical research and post-marketing clinical research
that Endo “takes responsibility for and initiates” as “sponsor,” as “sponsor” is defined in 21 C.F.R. § 312.3(b), and
that involves an intervention with human subjects with an Opioid Medication. “Opioid Medications” as used in this
Assurance means Opana ER and any other FDA-approved prescription drug that contains an opioid as an active
pharmaceutical ingredient and is distributed by Endo within the United States.

7 “pPhase 1” shall mean, as defined in FDA regulations, studies concerning “the initial introduction of an
investigational new drug into humans. ... and ... designed to determine the metabolism and pharmacologic actions
of the drug in humans, the side effects associated with increasing doses, and, if possible, to gain early evidence on
effectiveness.” 21 C.F.R. § 312.21(a)(1).

16
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ER, shall not be subject to the requirements of this Paragraph. Endo may redact from the
summaries required by this paragraph (i) personal identification information; (ii) trade secret and
confidential commercial information; and (iii) information that may provide a road map for
defeating a product’s abuse deterrent properties. Endo shall have a reasonable basis for any such
redactions. Upon request, Endo shall provide the OAG and HCPs with un-redacted study
summaries.

44, Endo shall comply with federal regulations regarding the registration of Endo-
Sponsored Studies on the National Institutes of Health (NIH)-sponsored

website (www.clinicaltrials.gov).

45, Endo shall continue its good faith efforts to publish information about the results
of Endo-Sponsored Studies, not including Phase 1 studies, in peer-reviewed journals.

46. Endo shall maintain its policy of requiring all authors of articles about Endo-
Sponsored Studies to disclose any Endo financial support for the study and any
financial relationship with Endo (including any financial interest the author may have in Endo or
an Endo product). Endo shall continue to require that an individual may be considered an
“author” on a publication about Endo-Sponsored Studies only if the individual has made
substantial contributions to the study and has given final approval to the version of the
publication ultimately published. Endo shall maintain its policies and procedures that
prohibit guest/honorary/gift authorship, ghostwriting, and plagiarism.

C. Establishment Of Abuse And Diversion Detection Program

47. Endo shall maintain and enhance its program consisting of internal procedures
designed to identify potential abuse, diversion, or inappropriate prescribing of opioids (such

enhanced program shall be referred to herein as the “ADD Program”), as set forth below. The

17
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ADD Program shall remain in place for as long as Endo promotes Opioid Medications to HCPs
through its sales representatives. Endo may seek modification of the ADD Program by sending a
written request for modification to the OAG. The OAG shall give such petition reasonable
consideration and shall respond to Endo within 30 days of receiving such request, but need not
grant any such request.

48.  The ADD Program shall apply to Endo sales representatives and medical liaisons
who contact HCPs for the purpose of promoting Opioid Medications (“Endo Covered Persons”).
The Program shall require those persons to file a written report (an “ADD Report”) with Endo’s
Legal Department when they observe or learn of situations that may suggest that an HCP whom
they contact for the purpose of promoting Opioid Medications may be involved in the abuse or
diversion of opioids. Nothing in this paragraph shall be read as requiring Endo Covered Persons
to perform tasks outside their regular duties. The ADD program shall specify that such facts
may include but are not limited to the following examples:

a. An apparent pattern of an excessive number of patients for the practice type. For
example: on a consistent basis, a long line of patients waiting to get prescriptions;
a waiting room filled to capacity or standing room only; or patient contact with an
HCP that is exceedingly brief or non-existent.

b. A pattern of prescribing outside the HCP office or after HCP office hours.

c. Information from a credible source or several sources (e.g., pharmacists, law
enforcement, or others) that an HCP or his/her patients are diverting medication.

d. An HCP who has a disproportionate number of patients who pay cash for office

visits and dispensed medication.

18
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e. An HCP with a sudden unexplained change in prescribing or dispensing patterns
that are not accounted for by changes in patient numbers or the practice type.

f. A credible allegation that a HCP, staff or patient has abused or is actively abusing
opioids.

g. An HCP’s practice where unauthorized individuals are signing prescriptions or
dispensing controlled substances.

h. An HCP’s practice with large numbers of patients who travel significant
distances, for example across state lines, to obtain and/or fill their prescriptions
without a rational explanation.

I. An HCP’s practice where there are reports that patients make frequent early
requests for new prescriptions significantly in advance of the time the initial
prescription would normally have been completed.

J. Acredible allegation that an HCP is under active investigation related to diversion
or substance abuse by any law enforcement or regulatory authority.

k. An HCP who moves his or her practice from one state to another on more than
one occasion within a couple of years without rational explanation.

I. Facts that suggest that patients are seeking opioids for misuse and abuse,
including but not limited to facts that suggest that an HCP has failed to comply
with New York’s Internet System for Tracking Over-Prescribing (I-STOP), which
is New York’s Prescription Drug Monitoring Program.

m. Drugs and doses being prescribed are not individualized.

n. Lack of qualified office staff, such as registered nurses or nurse practitioners.

0. Special entrance requirements to the practice and/or lack of signage.

19
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49.

p. Large distances between the doctor, patients and pharmacy.

. A high frequency of prescriptions to replace lost prescriptions or medications.

A managed care organization excluded the HCP from writing prescriptions.

Law enforcement presence in or around the office.

HCP personally informs an Endo Covered Person that the HCP is no longer able
to prescribe scheduled products.

The ADD Program shall contain the following elements:

When an ADD Report of potential abuse, diversion, or inappropriate prescribing
of opioids involving an HCP with whom Endo Covered Persons interact is filed,
Endo’s Legal Department shall conduct an internal inquiry which shall include
but not be limited to a review of the HCP’s prescribing history and relevant facts
about the HCP’s practice. Endo shall then take such further steps as may be
appropriate based on the facts and circumstances. Such further steps, if warranted
by the facts and circumstances, shall include ceasing to promote Opioid
Medications to the particular HCP or providing further education to the HCP

about appropriate use of opioids.

. When an ADD Report is filed about an individual HCP, the sales representative

who filed that ADD Report shall immediately cease promoting Opioid
Medications to that HCP, and Endo shall, as soon as practicable and in all events
no later than ten (10) business days after the filing of such Report, place such
HCP on an exclusion list (the “No-Call List”). Endo shall resume promoting
Opioid Medications to an HCP placed on the No-Call List only after Endo’s Legal

Department in writing reasonably concludes, based on available information, that

20
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it is appropriate to resume sales calls on that HCP. The HCP may then be
removed from the No-Call List. If, after conducting its investigation, Endo’s
Legal Department determines that the HCP about whom an ADD Report has been
filed should not thereafter be contacted for purposes of promoting Opioid
Medications, that HCP shall remain on the No-Call List.

c. Endo shall implement and maintain a training and education program with respect
to the ADD Program, which training shall cover the details of the ADD Program,
and shall require all Endo Covered Persons to complete the training and education
program no later than four (4) months after the Effective Date of this Assurance,
and to complete the training each calendar year thereafter.

d. Prior to each call on an HCP, Endo Covered Persons shall check whether that
HCP is on the No-Call List. If an Endo Covered Person promotes Opioid
Medications to an HCP on the No-Call List, that individual shall be subject to
review for potential disciplinary action, including but not limited to censure,
probation and termination.

e. Endo may resume promoting Opioid Medications to an HCP about whom an
ADD Report has been filed only after its Legal Department in writing reasonably
concludes, based on available information, that it is appropriate to resume sales
calls on that HCP.

f. Endo shall implement additional measures to identify HCPs who should be
reviewed for potential placement on the No-Call List, including but not limited to
reviewing, on a quarterly basis: (i) news media stories addressing the potential

abuse, diversion, or inappropriate prescribing of opioids and/or the governmental
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50.

investigation and/or arrest of HCPs to whom Endo has promoted Opioid
Medications; and (ii) data sources, such as HCPs’ prescription history.

Endo’s performance evaluations of Endo Covered Persons shall meaningfully
take into account that sales representatives inform HCPs to whom the sales
representatives promote Opioid Medications about their potential for abuse and
diversion, and how to minimize those risks. No sales incentive (bonus) program
for sales of Opioid Medications shall allow incentive credit to be earned for
prescriptions by an HCP written after that HCP has been placed on the No-Call
List.

If an Endo Covered Person fails to file an ADD Report regarding an HCP and
Endo determines that that person knew or should have known that an HCP was
engaged in conduct that should have been reported, that person shall be subject to
disciplinary action by Endo, including but not limited to censure, probation and
termination.

Endo Covered Persons in New York shall maintain records of sales calls to HCPs,

and the Endo compliance department, in connection with Endo’s Legal Department, shall, on at

least a quarterly basis, audit and review a sample of such records to, inter alia, evaluate

compliance with the ADD Program and determine whether ADD Reports need to be filed

regarding particular HCPs. In creating such records of sales calls, Endo Covered Persons shall

note topics related to their discussions with HCPs, which topics shall be drawn from a list

provided by Endo, which topics shall include but not be limited to: (i) “facts suggesting potential

abuse or diversion of opioids;” and (ii) “training regarding the appropriate prescribing of

opioids.”
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51. Endo shall not employ a compensation structure for Endo Covered Persons in
which more than 30% of the individual’s total compensation (including bonus) is based on the
volume of Opana ER prescriptions.

D. HCP Training

52. Endo Covered Persons shall, within four (4) months of the Effective Date and at
the first visit each year thereafter, orally inform each New York HCP to whom Endo promotes
Opioid Medications of the availability of training regarding the appropriate prescribing of
opioids, the content of which is compliant with the FDA’s Risk Evaluation and Mitigation
Strategy (“REMS”) for Extended Release/Long-Acting Opioids, and shall provide to HCPs
written information about such training, in the form of the document set forth as Exhibit A.

E. Information About Treatment Resources

53. Endo shall make available and provide upon request, written information
regarding the New York State HOPEIline maintained by the Office of Alcoholism and Substance
Abuse Services, to New York HCPs to whom it markets or promotes Opioid Medications. The
HOPEline is a free, confidential number that provides general information regarding addiction
treatment resources. The information described in this Paragraph shall be provided to Endo by
the OAG, and is set forth as Exhibit B.

V. PENALTIES, FEES AND/OR COSTS

54.  Within 30 days of the Effective Date, Endo shall pay $200,000.00 (two hundred
thousand dollars) to the OAG for penalties, fees and/or costs of the OAG’s investigation. Such

sum shall be payable by check to “State of New York Department of Law.”
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VI. LIQUIDATED DAMAGES

55. If Endo violates any material provision of this Assurance, the OAG may elect to
demand that Endo pay liquidated damages of $1,000 per episode of non-compliance. Before
liquidated damages may be imposed, the OAG shall give Endo written notice that Endo may be
subject to liquidated damages under this Paragraph. In the event that Endo does not cure the
violation or provide the requested information within thirty (30) days of receipt of the OAG’s
written notice, the OAG may impose liquidated damages pursuant to this Paragraph. The
damages period shall commence on the next business day after the period to cure has lapsed.

VIl. COMPLIANCE

56.  Within four (4) months of the Effective Date, Endo shall submit a detailed letter,
along with supporting documentation, certifying its compliance with Paragraphs 41 through 54
of this Assurance. Endo shall then, on an annual basis for three years, certify in writing its

continuing compliance with the provisions of this Assurance.

57. Internal Compliance Monitor: to evaluate the ADD Program, Endo shall appoint
an Internal Compliance Monitor (the “Monitor”), who shall have the following duties:

a. Each year after the Effective Date, the Monitor shall provide the OAG with a
written report (the “Monitor’s Report”) evaluating Endo’s implementation of the
ADD Program. The first Monitor’s Report shall be due one (1) year after the
Effective Date.

b. In compiling each Monitor’s Report, the Monitor shall review information about
Endo’s implementation of the ADD Program, including but not limited to the
following:

i. Training materials and sessions provided to Endo Covered Persons.
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ii. ADD Reports filed by Endo Covered Persons.

iii. The final determination regarding each ADD Report and the reasonableness of
Endo’s determination regarding each Report.

iv. Endo’s implementation of additional measures to identify HCPs who should
be reviewed for potential placement on the No-Call List.

v. The evaluation by Endo’s compliance department of Endo Covered Persons’
records of sales calls.

vi. Endo’s compensation structure for Endo Covered Persons.

c. Inthe Monitor’s Reports, the Monitor shall evaluate Endo’s compliance with
Section IV.C. above and the reasonableness of Endo’s decisions regarding
whether to continue marketing or promoting Opioid Medications to the HCP
identified in each ADD Report.

d. |If, after the third Monitor’s Report, the Monitor has concluded that Endo has
complied with Section IV.C. above and has made reasonable determinations
regarding whether to continue marketing or promoting Opioid Medications to
HCPs about whom ADD Reports have been filed, the Monitor shall cease to
function. If the Monitor has, in any of the Monitor’s Reports, concluded that
Endo has not complied with Section IV.C. above or has not made reasonable
determinations regarding whether to continue marketing or promoting Opioid
Medications to HCPs about whom ADD Report has been filed, it shall continue to
function until such time as it concludes in a subsequent Monitor’s Report that

Endo is in compliance and has made reasonable determinations.
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VIIl. GENERAL PROVISIONS

58. Endo’s Representations: The OAG has agreed to the terms of this Assurance

based on, among other things, the representations made to the OAG by Endo and its counsel and
the OAG’s own factual investigation as set forth in the above Findings. To the extent that any
material representations are later found to be inaccurate or misleading, this Assurance is voidable
by the OAG in its sole discretion.

59. Communications: All communications, reports, correspondence, and payments

that Endo submits to the OAG concerning this Assurance or any related issues is to be sent to the
attention of the person identified below:

Michael Reisman, Esq.

Assistant Attorney General

Health Care Bureau

Office of the New York State Attorney General
120 Broadway

New York, New York 10271

60.  Receipt by the OAG of materials referenced in this Assurance, with or without
comment, shall not be deemed or construed as approval by the OAG of any of the materials, and
Endo shall not make any representations to the contrary.

61.  All notices, correspondence, and requests to Endo shall be directed as follows:

Jonathan L. Stern

Arnold & Porter LLP

601 Massachusetts Ave., NW
Washington, DC 20001-3743
Joshua M. Davis

Arnold & Porter LLP

601 Massachusetts Ave., NW
Washington, DC 20001-3743
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62.  Valid Grounds and Waiver: Endo hereby accepts the terms and conditions of this

Assurance and waives any rights to challenge it in a proceeding under Article 78 of the Civil
Practice Law and Rules or in any other action or proceeding.

63. No Deprivation of the Public’s Rights: Nothing herein shall be construed to

deprive any member or other person or entity of any private right under law or equity.

64. No Blanket Approval by the Attorney General of Endo’s Practices: Acceptance of

this Assurance by the OAG shall not be deemed or construed as approval by the OAG of any of
Endo’s acts or practices, or those of its agents or assigns, and none of them shall make any
representation to the contrary.

65. Monitoring by the OAG: To the extent not already provided under this Assurance,

Endo shall, upon request by the OAG, provide all documentation and information necessary for
the OAG to verify compliance with this Assurance.’® Endo may request an extension of
particular deadlines under this Assurance, but OAG need not grant any such request. This
Assurance does not in any way limit the OAG’s right to obtain, by subpoena or by any other
means permitted by law, documents, testimony, or other information.

66. No Limitation on the Attorney General’s Authority: Nothing in this Assurance in

any way limits the OAG’s ability to investigate or take other action with respect to any non-
compliance at any time by Endo with respect to this Assurance, or Endo’s noncompliance with

any applicable law with respect to any matters that are not part of the Covered Conduct.

18 |f Endo believes that documentation or information requested by the OAG pursuant to this Paragraph is protected
by a privilege or other legal doctrine, and seeks to withhold such documentation or information, it shall provide a
statement in writing under oath, stating: (a) the type of documentation or information withheld; (b) the date of
documentation or information withheld; (c) the author and recipient of the documentation or information withheld;
(d) the general subject matter of the documentation or information withheld; and (e) the legal ground for
withholding the documentation or information. The OAG shall have the right to challenge any such withholding of
documentation or information.
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67. No Undercutting of Assurance: Endo shall not take any action or make any

statement denying, directly or indirectly, the propriety of this Assurance or expressing the view
that this Assurance is without factual basis. Nothing in this paragraph affects Endo’s testimonial
obligations, or right to take legal or factual positions in defense of litigation or other legal
proceedings to which the OAG is not a party. This Assurance is not intended for use by any
third party in any other proceeding and is not intended, and should not be construed, as an
admission by Endo of any liability or finding set forth herein.

68. This Assurance shall be governed by the laws of the State of New York without
regard to any conflict of laws principles.

69. If a court of competent jurisdiction determines that Endo has breached this
Assurance, Endo shall pay to the OAG the cost, if any, of such determination and of enforcing
this Assurance, including, without limitation, legal fees, expenses, and court costs.

70. None of the parties shall be considered to be the drafter of this Assurance or any
provision for the purpose of any statute, case law, or rule of interpretation or construction that
would or might cause any provision to be construed against the drafter hereof. This Assurance
was drafted with substantial input by all parties and their counsel, and no reliance was placed on
any representation other than those contained in this Assurance.

71. In the event that any one or more of the provisions contained in this Assurance
shall for any reason be held to be invalid, illegal, or unenforceable in any respect, such invalidity,
illegality, or unenforceability shall not affect any other provision of this Assurance.

72. No representation, inducement, promise, understanding, condition, or warranty
not set forth in this Assurance has been made to or relied upon by Endo in agreeing to this

Assurance.
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73. This Assurance contains an entire, complete, and integrated statement of each and
every term and provision agreed to by and among the parties, and the Assurance is not subject to
any condition not provided for herein. This Assurance supersedes any prior agreements or
understandings, whether written or oral, between and among the OAG and Endo regarding the
subject matter of this Assurance.

74. This Assurance may not be amended or modified except in an instrument in
writing signed on behalf of all the parties to this Assurance.

75.  The division of this Assurance into sections and subsections and the use of
captions and headings in connection herewith are solely for convenience and shall have no legal
effect in construing the provisions of this Assurance.

76. Binding Effect: This Assurance is binding on and inures to the benefit of the

parties to this Assurance and their respective successors and assigns, provided that no party,
other than the OAG, may assign, delegate, or otherwise transfer any of its rights or obligations
under this Assurance without prior written consent of the OAG.

77. Effective Date: This Assurance is effective on the date that it is signed by the

Attorney General or his authorized representative (the “Effective Date”), and the document may

be executed in counterparts, which shall all be deemed an original for all purposes.
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AGREED TO BY THE PARTIES:
Dated: . 2016
Dated: Me f/& ( , 2016

ENDO HEALTH SOLUTIONS INC.
ENDO PHARMACEUTJICALS INC.

0

RAJIV DE SILVA, CEO

ERIC T. SCHNEIDERMAN
Attorney General of the State of New York

LISA LANDAU
Chief, Health Care Bureau

By:

Michael Reismal,
Assistant Attorney General

-~ andl W

Carol Hunt,
Assistant Attorney General
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CE Credits_~
Available ™

REMS-Compliant Prescriber Training

In 2007, Congress granted the FDA the authority to require manufacturers of medicinal
products to implement a Risk Evaluation and Mitigation Strategy (REMS) if the FDA
determines a REMS is necessary to ensure that a drug’s benefits outweigh its risks. A
REMS is a safety strategy required by the FDA from manufacturers to manage a known
or potential serious risk associated with a medication and to enable patients to have
continued access to such medications by managing their safe use.

FDA has required a shared REMS for all extended-release (ER) and long-acting (LA) opioid
medications called the “"ER/LA Opioid Analgesics REMS”.

If you prescribe ER/LA opioid analgesics, FDA strongly encourages you to complete a
REMS-compliant continuing education (CE) program that provides updated training on the
risks and safe use of ER/LA opioids. Numerous CE activities that meet REMS standards
(also known as “REMS-compliant CE”) are currently available in both live and online
formats. These activities are offered by accredited providers of CE at nominal or no cost
to you. A listing of the ER/LA Opioid Analgesics REMS-compliant CE activities supported
by the REMS Program Companies (RPC), a consortium of ER/LA opioid companies, can
be found at: hitps://search.er-la-opioidrems.com/.

Providers of REMS-compliant CE adhere strictly to the accreditation standards of
the Accreditation Council for Continuing Medical Education® (ACCME) or other CE
accrediting bodies.

The REMS also includes a one-page document that prescribers can use to counsel
patients on the risks and safe use of ER/LA opioid analgesics. This patient counseling
document can be accessed at:
hitp://www.er-la-opicidrems.com/lwgUl/rems/ped.action

Additional information/resources may be found at hitp://www.er-la-opicidrems.com.
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Drugs, Alcohol,

Gambling

Call or Text

1-877-8-HOPENY

1-877-846-7369
Text: HOPENY (467369)

There is hope and help.

- All calls and texts are free and confidential
« 24 hours a d