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TREATING THE OPIOID EPIDEMIC: THE
STATE OF COMPETITION IN THE MARKETS
FOR ADDICTION MEDICATION

THURSDAY, SEPTEMBER 22, 2016

HOUSE OF REPRESENTATIVES,

SUBCOMMITTEE ON REGULATORY REFORM,
COMMERCIAL AND ANTITRUST LAW

COMMITTEE ON THE JUDICIARY,
Washington, DC.

The Subcommittee met, pursuant to call, at 2 p.m., in room 2237,
Rayburn House Office Building, the Honorable Tom Marino,
(Chairman of the Subcommittee) presiding.

Present: Representatives Marino, Goodlatte, Collins, Ratcliffe,
Bishop, Johnson, Conyers, DelBene, Cicilline, and Peters.

Staff Present: (Majority) Anthony Grossi, Counsel; Andrea
Woodard, Clerk: and (Minority) Slade Bond, Minority Counsel.

Mr. MARINO. The Subcommittee on Regulatory Reform, Commer-
cial and Antitrust Law will come to order. Without objection, the
Chair is authorized to declare recesses of the Committee at any
time. And I would like to make clear for our guests that are here,
votes have been moved up and another series has been put in.

We have about 2 hours, maybe a little less, before they are going
to call votes and I have asked my colleagues, and they agree we
are going to stick to the 5-minute rule on questions. So, when we
break, it will be the end of the hearing because I do not want to
keep you people here for an hour and a half to 2 hours.

We welcome everyone to today’s hearing on “Treating the Opioid
Epidemic: The State of Competition in the Markets for Addiction
Medicine,” and I now recognize myself for my opening statement.

Sadly, the opioid epidemic facing our country is an issue that we
are all too familiar with. In 2014, drug overdoses overtook car
crashes as the leading cause of accidental death for the first time
in history.

In response to this growing epidemic Congress passed a “Com-
prehensive Addiction and Recovery Act of 2016” which was signed
into law on July 22 of this year. This legislation, which included
several bills that originated in the Judiciary Committee, is an im-
portant measure that will help aid State and Federal authorities
in fighting opioid abuse and addiction. However, one aspect on the
opioid epidemic that has not received significant attention, is the
market for the drugs that treat opioid overdoses and addiction.

o))



2

Today’s hearing will focus on this issue and explore the state of
competition in these important markets. There are a number of
drugs that are used to treat opioid overdoses and addiction, but two
of these drugs have become prominent and will be the principal
focus on our hearing. The first is Naloxone and the second is
Buprenorphine. Did I have that correct, doctors? Fine, because
from now on it is just going to be BUP.

Recently, its primary use has been to treat opioid overdoses in
an emergency setting. The next drug that we will touch a little bit
on in addition to BUP, as I said earlier, will be Naloxone. Naloxone
is a drug that’s been around since the 1970s.

Its effect is swift and dramatic, and it can literally bring an
overdosed person back to life. BUP has also existed for decades and
is a drug that is used in the treatment of opioid addiction. BUP
generally is used as part of an “opioid substitution treatment plan”
where it replaces a more potent and harmful opioid. The goal of
this type of treatment is tapering the patient completely off of all
opioids, including BUP. The period that a patient is prescribed the
drug can vary greatly, from a little as a few weeks to years. Be-
cause BUP is an opioid, it is a regulated and controlled substance
by the United States Drug Enforcement Agency, otherwise known
as the DEA. Further owning to its abuse potential, BUP oftentimes
is combined Naloxone to mitigate the possible misuse of the drugs.

In recent years, demand for these drugs has increased sharply.
As a result, there have been reports that they have become hard
to obtain, and in some instances prices for these drugs have risen
during this period of increased demand. At the same time, innova-
tive new applications of long developed drugs present first respond-
ers and family members with the ability to address overdose and
addiction. As a strong support of the free markets, I believe that
the best remedy to address scarcity and high prices is increased
competition.

And so, today we will explore the complex factors that influence
competition in the market for addiction medicine. Specifically, we
will hear details about whether prices are in fact increasing for
these drugs, the level of competition that exists in these markets,
how Federal regulation influences competition, whether the anti-
trust laws are equipped to address any anticompetitive conduct,
and whether the Antitrust Enforcement Agencies are appropriately
policing unlawful behavior in these markets. We have an excellent
panel of witnesses that will provide invaluable insight to these im-
portant issues, and I look forward to hearing their testimony.

The Chair now recognizes the Ranking Member of the Sub-
committee on Regulatory Reform, Commercial and Antitrust Law,
Mr. Johnson of Georgia, for his opening statement.

Mr. JOoHNSON. Thank you, Mr. Chairman. Today’s hearing is an
important and welcome opportunity to discuss drug price competi-
tion in the market for treating opioid addiction. Opioid addiction is
a devastating public health emergency in many of our commu-
nities. Strongly linked to the prescription of opioid pain Kkillers, the
Center for Disease Control reports that opioids contributed to the
deaths of 28,647 Americans in 2014. While there are many factors
that have contributed to this crisis concerns have been raised that
common treatments for opioid addiction have become more costly.
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In November 2014, the New York Times reported that
Naloxone——

Mr. MARINO. There are several ways to say that, believe me. 1
checked it on the Internet there are multiple ways to say it.

Mr. JoHNSON. Naloxone, okay. It has been reported that this
drug, a common treatment for opioid addiction and overdoses, had
experienced severe price spikes. Alarmingly in my home State of
Georgia police departments report that the price of drug kits con-
taining Naloxone have increased from $22 to $40. I am concerned
that in addition to costing States millions of dollars, these spikes
have decreased access and undermined the ability of law enforce-
ment agencies and local health responders to combat exploding
opioid crisis.

Unfortunately, for many, these concerns extend to the markets
for other lifesaving treatments as well. For example, I am person-
ally concerned about the high cost of the new treatment for Hepa-
titis C, a virus that affects more than 4 million Americans and
which costs nearly $75,000.

While this form of treatment is a significant advancement, par-
ticularly for patients with a form of the disease that is difficult to
treat, there is little doubt that Americans should not have to
choose between liver disease and extreme financial hardship when
making healthcare choices. As millions of American struggle in the
fight against this silent epidemic, treatments must be accessible
and affordable.

According to a study by Dr. Aaron Kesselheim and others re-
cently published in the Journal of American Medical Association,
one of the driving forces in high drug prices is protection from com-
petition through market exclusivity. Our patent system is designed
to promote innovation by conferring a limited monopoly on inven-
tions that are novel, useful, and non-obvious. It is critical that our
polices continue to place a high value on innovation. As the Depart-
ment of Health and Human Services found in 2012, leading re-
search indicates that the economics literature generally indicates
that innovation in medical products has produced tremendous ben-
efits for U.S. consumers lead longer and healthier lives.

But it is equally important that patent extension applications are
carefully scrutinized to ensure competition in drug markets
through generic drug availability. As Dr. Kesselheim’s study noted,
there 1s little evidence that pro-competitive policies will hamper in-
novation. In fact, they may even drive new therapies to market. I
look forward to today’s hearing. We have a truly excellent panel of
witnesses and I yield back the balance of my time.

Mr. MARINO. Thank you. The Chair now recognizes the Ranking
Member of the full Judiciary Committee, Mr. Conyers of Michigan,
for his opening statement.

Mr. CONYERS. Thank you, Mr. Chairman. Welcome to our distin-
guished panel, particularly Professor Feldman of the Hastings Col-
lege of Law. Sudden and sharp increases in the cost of lifesaving
prescription medications have caused much public outcry. Most re-
cently regarding substantial spike in the price of EpiPen which is
used to treat life threatening allergic reactions.

Although today’s hearing focuses on competition in the markets
for a particular set of lifesaving drugs, namely those that treat
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opioid addiction, I hope that there are some broader lessons that
we can draw from our discussion today.

To that end, I would like our witnesses to address, if they can,
the following issues. The witnesses should discuss the real life con-
sequences of the opioid addiction epidemic and the impact of rising
prices for medications that treat opioid addiction. According to the
Centers for Disease Control and Prevention, there are more than
28,000 deaths in 2014 resulting from opioid overdoses. In fact, 6
out of 10 drug overdose deaths that year resulted from opioid
overdoses.

Medications like Naloxone revive an opioid overdose victim in the
critical moments after he or she stops breathing as the result of an
overdose. Yet, the price of this drug, in both its generic and brand-
ed forms, has skyrocketed in recent years. According to public
health and police officials, prices for the drug have increased by 50
percent or more according to some reports.

As a result, the ability of emergency responders and individuals
to purchase this critical lifesaving medication is being jeopardized.
Other generic and branded medicines that are designed to gradu-
ally ween addicts from their opioid use have also seen similar price
increases. As the statistics demonstrate, addressing the con-
sequences of these price increases is no mere academic matter. It
is beyond the dispute that such price increases have had a dev-
astating impact on patients, their families, insures, first respond-
ers, and healthcare providers.

In addition, I would like the witnesses to consider the current
law whether the current law strikes a proper balance between in-
centivizing investment in new pharmaceutical products and ensur-
ing vigorous competition.

Under both our patent and regulatory systems manufactures of
brand name drugs are entitled to temporary exclusivity periods for
their products, during which other firms are prevented from offer-
ing competing products. These exclusivity periods are designed to
provide an economic incentive for manufacturers to invest in devel-
oping new products. But the result is that prices for brand name
drugs remain high. After the exclusivity periods end, competition
in the form of the introduction of generic versions of the brand
name drug is supposed to lead to decreases in drug prices.

Indeed, the availability of generics is the primary means of in-
suring competition in low prices in pharmaceutical markets. Never-
theless, there is a concern that some brand name manufacturers
have manipulated the current patent and regulatory regimes to ex-
tend what our supposed to be their time-limited monopolies. We
ought to explore whether there should be a better balance.

And finally, the witnesses should, if they can, address the factors
responsible for the skyrocketing cost of generic opioid addiction
drugs and the actions that Congress should take in response.
Prices for almost all opioid addiction medicines have risen, not just
for those for brand name products. This situation undermines the
competition based rational for encouraging generics to enter the
market in the first place. We and Congress need to focus on con-
structive ways to respond to this problem.
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And so accordingly I look forward to hearing the thoughtful sug-
gestions that I know will come from our witnesses today. Thank
them for their participation and thank the Chairman.

Mr. MARINO. Thank you. The Chairman of the full Committee,
Mr. Goodlatte, will be here shortly so we will reserve time for his
opening statement. But without objection, other Members’ opening
statements will be made part of the record.

I will begin by swearing in our witnesses before introducing
them. Would you please stand and raise your right hand?

Do you swear that the testimony that you are about to give be-
fore this Committee is the truth, the whole truth, and nothing but
the truth, so help you God? Let the record reflect that the wit-
nesses have responded in the affirmative. Please be seated.

Dr. Anne McDonald Pritchett is the vice president of Policy and
Research at the Pharmaceutical Research Manufacturers of Amer-
ica. Prior to joining PhRMA, she worked in the Office of National
Drug Control Policy for almost 8 years.

Dr. Pritchett earned her bachelor’s degree in English and Graph-
ic Design from Virginia Tech, her master’s in Public Policy from
George Mason University, and her doctorate in Public Policy and
Public Affairs from Virginia Tech. Welcome, doctor.

Mr. David Gaugh is the senior vice president of Science and Reg-
ulatory Affairs for the Generic Pharmaceutical Association. Prior to
joining GPhA, Mr. Gaugh was the vice president and general man-
ager of Bedford Laboratories and has otherwise been engaged in
the pharmaceutical industry for years. Mr. Gaugh is a registered
pharmacist and a graduate of the University of Wyoming School of
Pharmacy. Welcome.

Mr. Mark Merritt has served as the president and CEO of the
Pharmaceutical Care Management Association, PCMA, since 2003,
which is the National Association representing America’s Phar-
macy Benefit Managers, or known as PBMs, that collective admin-
istrative prescription drug plan for more than 266 million Ameri-
cans.

Prior to joining PCMA Mr. Merritt served as a senior strategist
with America’s Health Insurance Plan and PhRMA. Mr. Merritt re-
ceived both his bachelor’s degree and his master’s degree from
Georgetown University. Welcome, sir.

Dr. Eric Ketcham, M.D., is the current president of the New
Mexico Chapter of the American College of Emergency Physicians.
Dr. Ketcham is also the medical director of the Emergency Depart-
ment and Urgent Care and the Co-Medical Director of the EMS at
the San Juan Regional Medical Center in New Mexico.

Dr. Ketcham also served our country in the U.S. Navy as a sec-
ond-class petty officer, aviation ordnanceman in the Strike Fighter
Squadron 11 and later in the Naval Reserve as a first-class petty
officer.

Dr. Ketcham earned his bachelor’s degree in economics and Rus-
sian studies from the University of Colorado; his MBA from the
University of Texas at Dallas; and his medical degree from the
University of Colorado School of Medicine. He completed his resi-
dency at the University of Michigan Hospital and Saint Joseph’s
Mercy Hospital. Welcome, sir.
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Professor Robin Feldman holds the Harry and Lillian Hastings
chair and is also the director of the UC Hastings Institute for Inno-
vation Law. Professor Feldman is a prolific author on among other
things, intellectual property, antitrust and pharmaceutical issues.
She has provided testimony and commentary for other congres-
sional Committees, the Federal Trade Commission, the Department
of Justice, the Patent and Trademark Office, and the National
Academy of Sciences.

Professor Feldman earned her bachelor’s degree from Stanford
University and her J.D. from Stanford Law School where she grad-
uated Order of the Coif. Welcome.

Each of the witnesses’ statements will be entered into the record
in its entirety. I ask that each witness summarize his or her testi-
mony in the 5 minutes or less. And to help you stay within that
time, there is a timing light in front of you. The light will switch
from green to yellow indicating that you have 1 minute to conclude
your testimony. When the light turns red, it indicates that the wit-
ness’ 5 minutes have expired.

Again, I want to thank you for being here and I diplomatically
will pick up the gavel here if you are running over your 5 minutes.
I will not hit anything; it is just a little polite indication to you,
would you please wrap up because I do not look at the lights when
I know I have 5 minutes. I am thinking about what I am asking
or saying, and I know you may do the same thing. So there will
just be a polite little gesture. I have not thrown this yet. Dr.
Pritchett, will you please make your opening statement?

TESTIMONY OF ANNE McDONALD PRITCHETT, Ph.D, VICE
PRESIDENT, POLICY AND RESEARCH, PHARMACEUTICAL
RESEARCH AND MANUFACTURERS OF AMERICA (PhRMA)

Ms. PRITCHETT. Good afternoon Chairman Marino, Ranking
Member Johnson, and Members of the Subcommittee. As men-
tioned, my name is Anne Pritchett. I am the vice president of Pol-
icy and Research at the Pharmaceutical Research and Manufactur-
ers of America, also known as PhRMA. We represent the Nation’s
leading biopharmaceutical research companies which are dedicated
to making new treatment and cures for some of the most of our
most challenging diseases. Our members have invested half a tril-
lion dollars in R&D since 2000 alone, and about $58.8 billion in the
last year alone.

PhRMA is committed to supporting the appropriate use of pre-
scription medicines and to making the R&D investments needed to
develop new therapies including new medications to treat addiction
and overdose reversal agents. Before speaking specifically to addic-
tion treatments, I wanted to give a sense of what we see as the key
policies necessary to address this overall epidemic.

First, we feel that prescribers immediately undergo ongoing edu-
cation and training on the appropriate prescribing of controlled
substances and effective pain management. They need training on
how to identify those at risk for prescription drug abuse, for over-
dose, and those in need of treatment. We need more prescribers to
be using evidence based clinical guidelines to inform opioid selec-
tion dosage and duration of treatment. Second, we feel that State
prescription drug monitoring programs have been demonstrated
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through peer review research to be one of the most effective tools
in detecting potential doctor shoppers.

But, they are only useful if their being used. We need to mandate
training in the use of PDMPs and we need to adjust those barriers
to their use. Third, we need to encourage the development of abuse
to current formulations not opioid pain medications and medica-
tions to treat addictions and prevent overdose.

Given more than 90 percent of the most abused medicines are ge-
neric opioids; we think it is critically important that the FDA final-
ize its guidance to assist generic manufactures in the development
of abuse deterrent formulations products as well. And we need cov-
erage and access polices that reflect the public health benefits of
these products.

And finally, we need to expand access to the full range of treat-
ment and recovery services needed to break the cycle of addiction.
A couple of key points. Despite the fact that a large body of re-
search is documented the cost effectiveness of medication assisted
treatments for addictions, and despite the fact that opioid abuse is
widely recognized as a chronic disease, prescription drug benefit
designs often include prior off step therapy, or as I call it, fail first.

The consequences of which in this case can be deadly and a num-
ber of State Medicaid programs impose lifetime limits on the use
of addiction treatments. These polices are in direct conflict with the
gublic health goal of expanding access and breaking the cycle of ad-

iction.

Now, I wanted to take just a moment to talk about the nature
of competition in the biopharmaceutical market, overall. I would
say in contrast to Mr. Kesselheim, respectfully, the competitive
market is structured to take maximum advantage of savings from
brand competition.

We have brand medicines facing competition before they come to
market. About 88 percent of medicines that are deemed first in
class had competitors in development at the time of launch. In
Hepatitis C, we saw multiple competitors within less than a year
with payers negotiating discounts between 40 and 65 percent. We
do to continue, though, to have challenges related to coverage and
access to these critical medicines.

In following generic entry, payers quickly shift utilization to
generics. The reality is, more than 90 percent of all medicines pre-
scribed in the U.S. are generics, and once a drug loses its exclu-
sivity, within less than a year 93 percent of market share is generic
based. But, we have a drug cycle that balances the need for incen-
tives innovation with a desire for increased competition.

I would note that with the coming loss of IP protection between
now and 2020, were going to have about 93 billion U.S. brand sales
that will be facing generic competition. In the case of addiction
treatments, we have a substantial number of generic medicines
available in these well-established classes. But we have also seen
a number of new drug applications that are providing significant
medical advances for addressing opioid abuse and addiction in
terms of more convenient delivery systems.

In recent years, the market has signaled a need for new treat-
ment options in this space that can improve patient adherence and
quality of life by providing more convenient dosing and delivery
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methods. And companies are beginning to respond as we have seen
from the recent approvals, and from what we have seen in the
pipeline.

When you look at the pipeline we have 31 abuse deterrent deter-
minations in development of pain so that we avoid ever getting to
this point. There are 35 addiction medicines in development and 49
opioid pain medications in development potentially providing im-
portant treatment alternatives to what is currently on the market.
But the demand for treatment in the addiction spaces has dramati-
cally increased. It has increased unfortunately because opioid over-
dose rates have increased the growing burden on communities and
families around the country.

On the positive, we have seen increased awareness in education
removing some of the stigma related to addiction. In addition, we
have seen State and Federal policy changes, the Care Act was men-
tioned as critical to expanding access. I would say that we think
there is robust competition in this space one of the key barriers we
have seen when we look at products in this space is the challenges
related to ensuring coverage and access to these. When we have
lifetime limits and we have Fail First, that creates tremendous
challenges and one of our concerns is how the dynamics of coverage
and access policies impact incentives to enter the market. Thank
you.

[The prepared statement of Ms. Pritchett follows:]
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Good afternoon Chairman Marino, Ranking Member Johnson, and the Members of the
Subcommittee:

My name is Anne Pritchett, Vice President, Policy and Research, at the Pharmaceutical Research
and Manufacturers of America (PhRMA). PhRMA represents the country’s leading innovative
biopharmaceutical research companies, which are devoted to developing medicines that enable
patients to live longer, healthier and more productive lives. Since 2000, PhRMA member
companies have invested more than half a trillion-dollars in the search for-new treatments and
cures, including an estimated-$58.8 hillion in 2015 alone.

| have spent a substantial portion of my career focused on substance abuse issues including
almost 8 years in the Office of National Drug Control Policy before joining PhRMA. The adverse
health effects of the misuse of prescription opioids, including abuse, dependence, and overdose
are a well-documented public health crisis. According to the Centers for Disease Control and
Prevention, the rate of deaths from drug overdoses has increased 137%, including a 200%
increase in the rate of overdose deaths involving opioids (opioid pain relievers and heroin) since
2000.' The total economic burden related to the abuse of prescription opioids is estimated to
be as high as $78.5 billion, which includes health care, substance abuse treatment, and criminal
justice costs.” Of course these statistics do not begin to fully consider the impact on families
and communities across the country nor the challenges and suffering of individuals seeking to
break the cycle of addiction. Given the growing toll related to the abuse of prescription opioids
and heroin, we must collectively redouble our efforts to prevent the misuse, abuse, and
diversion of prescription medicines. While more than 90 percent of the prescription medicines
most susceptible to abuse are generic," PhRMA and its members are committed to supporting
the appropriate use of prescription medicines and working with others to collectively address
the growing problem of opioid abuse and addiction.

I am pleased to appear before you to provide PARMA’s perspective on the critical issue of
prescription drug abuse and medications to help prevent overdose and treat addiction. Our
Industry is committed to the research and development of new therapies, including the
development of non-opioid analgesics, abuse deterrent formulations (ADFs) of medicines that
are intended to help prevent abuse, and various medicines to treat addiction and prevent
overdose.

Today, | will briefly speak to the following areas:
o  PhRMA'’s perspective on the overall policy framework for addressing opioid abuse
s Competition dynamics for medication assisted-treatments including opioid overdose
reversal agents
e Current market for medication assisted treatments for overdose reversal
s Current market for other medication-assisted treatments for addiction
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Policy Framework to Stop Opiocid Abuse

We need a balanced approach that ensures appropriate access and use of prescription
medicines by patients for legitimate medical needs under the direction and care of a licensed
health care professional, but that also reduces the potential for misuse, abuse and diversion.
Prescription drug abuse is a complex problem with no single solution—rather it requires a
multi-pronged approach. To combat prescription drug abuse and particularly opioid abuse,
PhRMA supports the following policies (for more detail, please see PhRMA’s policy
recommendations at http://www.phrma.org/policy-paper/for-a-healthier-america-strategies-
to-combat-prescription-drug-abuse):

Expand education and training related to prescription drug abuse, pain management, and
treatment options. Physicians and other prescribers are often on the frontlines of the fight
against prescription drug abuse. Prescribers need ongoing training to ensure they meet the
legitimate medical needs of patients while reducing the potential for abuse, but increasingly
first responders including friends and family are best positioned to assist an overdose
victim. In addition to continuing to increase awareness of the dangers of prescription abuse
and the signs of overdose and how to assist an overdose victim, public policies need to:

» Require ongoing prescriber education and training to ensure appropriate prescribing of
controlled substances, effective pain management, identification of patients at risk for
prescription drug abuse and overdose, identification of those in need of treatment, and
awareness of available treatment options.

» Foster the development and dissemination of evidence-based clinical guidelines to
inform opioid selection, dosage, duration, follow up, and discontinuation, including
guidance on the first opioid prescription for patients for acute pain to ensure that no
greater quantity than needed is prescribed for the expected duration of pain severe
enough to require opioids. In considering initiation or continuation of opioid therapy,
prescribers should be informed by evidence based clinical guidelines that include
guidance on whether and under what circumstances a non-opioid analgesic, an abuse-
deterrent formulation (ADF) (which makes the drug more difficult to abuse), or a non-
medical treatment is appropriate.

Prevent and detect potential doctor shoppers. One of the most promising tools in preventing
and detecting potential doctor shoppers while allowing for legitimate medical use of
needed prescription medicines by patients is Prescription Drug Monitoring Programs
(PDMPs). These state-run data bases collect, analyze, and share dispensing information on
controlled substances, providing critical information to providers to inform their
prescribing. We support mandated training and use of PDMPs, efforts to expand the
timeliness and quality of data included in these data bases, and efforts to increase
interoperability and standardization of key elements to facilitate the generation of
information to assist all prescribers in easily identifying potentially problematic behavior.
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Encourage the development of ADF products, non-opioid pain medications, and medications
to treat addiction and prevent overdose. Despite ADF products’ role in preventing
widespread abuse by impeding delivery of the active ingredient, we continue to see non-
ADF versions of the same drug on the market despite an ADF product being available. We
encourage the FDA to use its existing authority to remove non-ADF generic versions of the
product from the market in those circumstances and to expeditiously finalize guidance for
generic manufacturers on the development of generic ADF products. We urge that the FDA
use its existing authorities to expedite the review of and encourage the development of
non-opioid pain medications, ADF products, products to treat opioid addiction, and
products that can prevent opioid drug overdose and death, including generic products.
Further, we need to ensure policies regarding coverage and access of these medicines is
appropriate a given the public health benefits of such products.

Clarify regulations to support law enforcement efforts to shut down key sources of diversion,
including rogue online pharmacies and “pill mills,” and prosecute the perpetrators. Clarifying
the regulations related to legitimate pain management clinics would facilitate law
enforcement’s ability to shut down and prosecute those operating “pill mills.” For example,
“pill mills” pose as legitimate pain management clinics but inappropriately provide
controlled substances often on a cash-only basis and without requiring a prescription solely
for financial gain. The National Association of Board of Pharmacy has reported that
“despite the perception that illegal purchases of prescription opioids only take place with
drug dealers on the street, rogue internet drug outlets serve as dealers hiding behind sleek
websites that look safe to people trying to purchase CS [controlled substance]
medications."

Expand treatment capacity, coverage, and access. The National Institute on Drug Abuse
(NIDA) defines “addiction as a chronic, relapsing brain disease that is characterized by
compulsive drug seeking and use, despite harmful consequences. It is considered a brain
disease because drugs change the brain; they change its structure and how it works.”"
While this reinforces the challenges associated with treating this disease, addictionis a
treatable, chronic disease that can be managed successfully. As documented by the peer-
reviewed research, behavioral therapy combined with medication-assisted treatment can
help ensure success for most patients. However, treatment approaches must be
individualized to address each patient’s particular circumstances and any other medical,
psychiatric, and social problems. Importantly while many patients relapse that does not
mean treatment failed, rather it suggests that the treatment plan needs to be reevaluated.
The nature of addiction also underscores the importance of having multiple treatment
options that can be tailored to prescriber and patient needs.
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We support a comprehensive treatment approach that includes:

e Expanding treatment capacity

s Increasing coverage and access to the full range of treatment and recovery services
needed, which range from a range of in-patient and out-patient treatment options,
medication-assisted treatment, including opioid reversal agents, and medication-
assisted therapies in combination with other treatment options.

Competitive Dynamics for Medication-Assisted Treatments including Opioid Reversal Agents

There are currently a range of medications available to (1) reverse the effects of an opioid
overdose and (2) treat addiction, with some of the medications in the latter category also
approved to treat alcohol addiction. Demand for these products has increased substantially in a
relatively short period of time. Among the drivers of demand is the increased rate of deaths
from overdose, which is creating a tremendous burden on families, our health care and law
enforcement infrastructure, and communities around the country; efforts to reduce the stigma
associated with addiction which is encouraging more people to seek treatment as well as
increased awareness and education; and changes in policy at the state and federal levels that
have sought to broaden access to therapies.

Before delving into the specifics of these markets, it is important to put into perspective the
overall U.S. biopharmaceutical market where substantial competition exists—both brand to
brand and brand to generic. A few key facts:

e The competitive market is structured to take maximum advantage of savings from brand
competition. Brand medicines face competition well before approval, as companies race
to be first to market. Multiple companies simultaneously compete to research, develop,
and secure FDA approval of first-in-class treatments. In fact, 88% of first-in-class
medicines launched between 2005 and 2011 already had a competitor in Phase Il clinical
development at the time of their launch. Once launched, the time a medicine is alone in
iits class is 2.3 years for drugs approved between 2005 and 2011."

e Following generic entry, the U.S. market continues to drive long-term affordability by
taking maximum advantage of the savings provided by generic drugs.
» Today, more than 90% of all medicines prescribed in the U.S. are generics—due

largely to the concentration of purchasing power by payers and the aggressive use of
utilization management tools to rapidly shift utilization towards generics.

» Continued competitive pressure resulting from the loss of intellectual property (IP)
protection and the entry of more generics and biosimilars is expected to continue to
fuel this dynamic in the years ahead. Between now and 2020, an estimated $93
billion of U.S. brand sales are projected to face generic competition.
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» For brand medicines facing generic entry in 2013-2014, generics captured an
average of 93% of the market (by volume) within a year of entry, compared to 56%
in 1999-2000."™" |n other words, brand medicines retained an average of only 7% of
market share at one year post-generic entry in 2013-2014, compared to brand

medicines maintaining a market share of 44% in 1959-2000.

In both the market for overdose reversal agents and medicines to treat addiction, generics have
been available for decades and comprise the majority of medicines prescribed today. In
addition, there are several brand or innovative drugs currently available in these therapeutic
areas that constitute significant medical advances for addressing opioid abuse and addiction .

In recent years, there has been an increasing public health need for ADF versions of pain
medicines, non-opioid analgesics, as well as new therapies to help treat addiction and to
reverse opioid overdose. This increased demand is being driven by a number of factors,
including changes to policies at the federal and state levels to address the rising epidemic
related to addiction and overdose, such as the recently passed Comprehensive Addiction and
Recovery Act of 2016, which included a range of provisions aimed at expanding access among
first responders to opioid reversal agents as well as efforts to expand access to medication-
assisted treatments for addiction. In addition, there are many new innovative medicines in
development to address this growing demand. According to a September 2016 search of the
Adis R&D Insight Database, there were an estimated 31 ADF products for the treatment of pain,
35 addiction medicines, and close to 40 non-opioid pain medicines in clinical development.
While only 12% of drugs in development reaching clinical trials are ultimately approved by the
FDA,™ the pipeline speaks to the potential for additional new options for patients in the coming
years and the potential for increased competition in this space.

As companies assess whether to invest in R&D in a particular area they consider the potential
market and whether there will be demand for their medicine. Federal and state policies have
increasingly been focused on seeking to expand access, which creates an incentive for the
development of new therapies, which in turn drives brand to brand competition and ultimately
generic competition as well. Companies must ultimately assess an array of factors in
determining whether or not to enter a market, including whether they can develop a medicine
that is an improvement over existing treatments (e.g., whether the product can result in better
health outcomes, improve patient adherence and quality of life, reduce side effects, or provide
more convenient dosing and delivery methods), whether they can make the case to payers of
the value of the treatment.

A brief overview of the current marketplace for some of the existing therapies for opioid
reversal and addiction treatment are detailed below.
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Medication-Assisted Treatments for Overdose Reversal

Opioids in high doses can lead to respiratory depression and death. The effects of opioid
overdose can be reversed if the person receives basic life support and the timely
administration of the medication naloxone. Naloxone products sometimes referred to as
“rescue drugs” or “overdose reversal agents” are used to counter the effects of overdose
from heroin and other opioids. These medications are not controlled substances, meaning
they have no potential for abuse. They only have an effect in a person that has opioids in
his/her system.

Naloxone currently is purchased by a number of different stakeholder groups with differing
needs and preferences, including acute care settings such as hospitals and clinics, jails, first
responders, community-based groups, and caregivers. Each stakeholder group differs in terms
of preferred method of delivery for the medicine, with acute care settings more likely to prefer
to administer the medicine via syringe whereas caregivers and many first responders prefer the
use of other delivery mechanisms such as via auto-injector or nasal spray.

The marketplace for naloxone products is unique compared to many other therapeutic areas.
At the state level, access to naloxone products historically has been limited to circumstances in
which there was a direct physician-patient relationship and providing the drug to anyone other
than the patient was prohibited by law. In recent years, however, many states have sought to
update their laws to expand access to naloxone among those likely to be in a position as first
responder such as paramedics and other emergency medical services personnel, law
enforcement, pharmacists, and parents and other caregivers. Many states’ regulations allow
pharmacies to dispense naloxone without a patient being present with a prescription through
standing order or collaborative practice agreements with prescribers.

This has resulted in a bifurcated system in which many states permit the purchase of naloxone
outside of the normal drug distribution system and often without a prescription. CVS,” for
example, announced in 2015 that naloxone will be available without a prescription in 14 states,
and in 2016, Walgreens announced the roll out of a program across 35 states to make naloxone
available without a prescription by the end of the year.

Other key aspects of the naloxone market:

* Naloxone is produced and sold by 8 different biopharmaceutical manufacturers. There are 6
generic manufacturers in a range of dosage forms and there are also 2 brand naloxone
medications offering convenient delivery systems (see below). Relative to the market in
early 2015, the number of manufacturers in this space has close to doubled.

e The branded products include:

» Narcan, approved in 2015, is the first nasal form of the drug that enables users to
administer the medication without the use of a syringe. In the approval letter for this
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medicine, the FDA noted that many first responders and caregivers felt that a nasal
spray formulation of naloxone was easier to deliver, and avoided the risk of
contaminated needles. As a result, prior to the approval of Narcan, there had been
widespread use of unapproved naloxone kits using an injectable formulation of
naloxone along with an atomizer to deliver the medicine off-label nasally. Today,
according to FDA, “people have access to an FDA-approved product for which the drug
and its delivery device have met the FDA’s high standards for safety, efficacy and
quality.” Also of note, in late 2015, the FDA denied approval of another nasal form of
the medication.

» Evzio, approved in 2014, is the first drug-device combination product that delivers a
single dose of naloxone via a hand-held auto-injector. Once turned on, the device
provides verbal instruction to the user describing how to deliver the medication.”"

e Since 2011, naloxone sales have increased from 4.4 million units to 6.1 million units:

» In the past 2 years, there has a 40% increase in volume.

» While there’s been growth across all channels, the vast majority has been in retail
pharmacy—where growing demand for more convenient delivery mechanisms has
resulted in the entry of new branded products—particularly among first responders
and non-healthcare professionals.

As demand increases along with heightened interest in alternative forms of delivery to meet
various user needs, it is likely that competition will increase in this space.

Medication Assisted Treatments for Addiction
Medications to treat addiction include the following:

¢ Buprenorphine and buprenorphine-naloxone—These medicines seek to suppress
withdrawal symptoms and cravings—it is primarily used for the withdrawal phase of
opioid dependence. The combination products compete with other opioids by
suppressing withdrawal symptoms and cravings and are combined with naloxone to
diminish the potential for misuse.

® Naltrexone—These medicines block opioid receptors involved in opioid’s euphoric
effects.

® Methadone--These medicines compete with other opioids by suppressing
withdrawal symptoms and cravings.
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Key aspects of the market include the following:

* Buprenorphine and buprenorphine-naloxone products comprise more than 70% of
medication-assisted treatments by volume and sales (based on unpublished analysis from
IMS Health).

e Since 2011, sales of buprenorphine and buprenorphine-naloxone combination products
have grown from 226 million extended units to 368 million extended units, with unit
referring to a standardization of the various forms of the products—indicating a relatively
steady growth in demand of about 63% over the past 5 years.

* Generics have become a growing share of the market as demand has grown:
» Since 2011, sales of generic buprenorphine products have grown from 30 million
units to 148 million units.
» Today generic products represent more than 40% of the buprenorphine market
whereas, 5 years ago they represented just 13%.

e There are currently 19 manufacturers of buprenorphine and buprenorphine-naloxone
combination products currently on the market to treat addiction, including 4 manufacturers
of brand medications:

» Bunavail, approved in 2014, is the first and only formulation of buprenorphine and
naloxone for buccal {(inside of the cheek) administration providing an important delivery
alternative.

» Zubsolv, approved in 2013, is a once-daily, sublingual tablet formulation that fully
dissolves within minutes.

» Suboxone sublingual film was approved in 2010 as a maintenance treatment for opiate

addiction.

The first buprenorphine implant, Probuphine, for the maintenance treatment of opioid

dependence was approved in May 2016. Probuphine is designed to provide a constant,

low-level dose of buprenorphine for 6 months in patients who are already stable and on
low-to-moderate doses of other forms of buprenorphine, as part of a complete
treatment program. The FDA approval letter noted that this medicine “provides a new
treatment option for people in recovery who may value the unique benefits of a six-
month implant compared to other forms of buprenorphine, such as the possibility of
improved patient convenience from not needing to take medication on a daily basis.” ™

v

e There are currently 11 manufacturers of naltrexone products on the market, but there is
only one extended-release product, Vivitrol, an innovative product, that is approved to treat
and prevent relapse after patients with opioid dependence have undergone detoxification
treatment. This extended-release formulation of naltrexone administered by intramuscular
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injection once a month. In announcing approval of this new medicine, the FDA stated that
“This drug approval represents a significant advancement in addiction treatment.™"

e All available methadone products are generic and the overall market share in the addiction
space for these medicines has remained stable at between 3 and 4% since 2011.

This very high level review of the marketplace for medications to treat addiction demonstrates
there are a large number of generic entrants as well as growth in the entry of new branded
therapies that are providing valuable new delivery mechanisms expanding treatment options
for prescribers and patients. As mentioned previously, based on the evolving market dynamics
and review of the pipeline, competition is expected to further expand and evolve in response to
the needs of various purchasers.

More research is needed to determine the impact that insurer tools, such as formulary
placement, prior authorization, quantity limits, step therapy, and other tools influence
utilization and market incentives. Benefit design should be carefully considered as it can pose
barriers to access. Further, it can create disincentives for companies to engage in research to
bring new therapies to market if there is not a willingness to cover and reimburse for innovative
new treatments.

Conclusion

PhRMA applauds your continued commitment to addressing opioid abuse. Just as overdose
prevention and addiction treatment and the recovery process are multi-faceted, so too is the
overall challenge of preventing diversion and abuse of prescription medicines. We look forward
to continuing to work with the Subcommittee, members of Congress, and other stakeholders
on these important issues.
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* In 2015, CVS announced that it would sell Naloxone without a prescription in Arkansas, California, Minnesota, Mississippi,
Montana, New Jersey, North Dakota, Pennsylvania, South Carolina, Tennessee, Utah and Wisconsin. The company already sold
naloxone without a prescription in Massachusetts and Rhode Island. States where naloxone will be available through Walgreens
without a prescription at its pharmacies: Alabama, Arkansas, California, Coloradoe, Connecticut, District of Columbia, Idaho,
Illinois, Indiana, Kentucky, Louisiana, Maine, Maryland, Massachusetts, Minnesota, Mississippi, Montana, Nebraska, New
Hampshire, New Jersey, New Mexico, New York, North Carolina, Ohio, Oklahoma, Oregon, Pennsylvania, Rhode Island, South
Dakota, Tennessee, Texas, Utah, Vermont, Virginia, Washington, and Wisconsin.

* http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm473505.htm

* http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm391465.htm

Y http:/fwwwe fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm543719 htr

* http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm229109.htm
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Mr. MARINO. Thank you. Mr. Gaugh.

TESTIMONY OF DAVID R. GAUGH, R.Ph., SENIOR VICE PRESI-
DENT FOR SCIENCE AND REGULATORY AFFAIRS, GENERIC
PHARMACEUTICAL ASSOCIATION

Mr. GAUGH. Thank you. Good morning, Chairman Marino—after-
noon excuse me—Ranking Member Johnson, and Members of the
Subcommittee. I would like to first begin by commending the Com-
mittee for your continued focus on these important issues that we
are going to discuss today. The Generic Pharmaceutical Association
is the Nation’s leading trade association for manufactures and dis-
tributors of generic medicines.

GPhA’s mission is to improve the lives of patients in the U.S.
healthcare system through access to affordable generic medicines.
Eighty-eight percent of all prescriptions dispensed in the United
States are generic; however, generics account for only 28 percent
of the totals of drugs span. GPhA is strongly committed to address-
ing the improving treatment options for patients suffering from ad-
diction. This includes combating drug abuse by supporting commu-
nity anti-drug coalitions, encouraging safe disposal of unused
drugs, and through the development of abuse deterrent drug for-
mulations.

As part of this response, including ensuring the availability of
high quality low cost generics. I am here to discuss the GPhA con-
viction that the best way to achieve the goals of patient access to
use lifesaving treatments is through the development of policies to
promote robust competitive markets. As GPhA represents multiple
competing generic manufactures, we are not privileged to member
company information about individual products or any pricing deci-
sions around those projects.

We can; however, provide some insight to what we believe is a
proven solution to rapidly inflating drug prices. Competition. Com-
petition from generic drugs savings is access and not cost. In fact,
a variety of healthcare stakeholders have found a trend of overall
price decreases for generics. Last week, the government account-
ability office publishes a report examining drugs in Medicare, part
D. That report echoes the findings of multiple previous inde-
pendent reports. That generic drug prices continue to decrease.

Specifically, the GAO report that between 2010 and 2015, drug
prices for Medicare part D declined by 59 percent. In January
2016, the Department of Health and Human Services released a
comprehensive study which concluded, and I quote, “Our view of
evidence strongly supports the conclusion that generic drug prices
are not an important part of the drug cost problem facing the Na-
tion.” Taken with other important studies, these data show the
competition in pharmaceutical markets is effective. The Drug Price
Competition and Patent Term Restoration Act, commonly known as
the Hatch-Waxman Act, created the abbreviated regulatory ap-
proval pathway for generics, while simultaneously providing lucra-
tive incentives for brand manufactures to continue to bring new
treatments to the market.

The overwhelming success of Hatch-Waxman led to the approval
of over 14,000 generic applications. But, that incredible volume
brought complications in the FDA’s ability to effectively and effi-
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ciently review them. By 2011, there where over 2.700 generic appli-
cations pending at the FDA and the average approval time for
these products or these applications exceeded 30 months. To allevi-
ate the burden on FDA and expedite generic approvals, the Generic
Drug User Fee Program, or GDUFA, was improved and imple-
mented in 2012.

Unfortunately, 4 years later the number of pending generic appli-
cations has ballooned to over 4,000 while the median approval time
now exceeds over 45 months. Nonetheless, FDA has, under
GDUFA, hired and trained over a 1,000 new employees and in-
creased its efficiency in reviewing applications. As these are impor-
tant steps forward, we will continue to work with the FDA to en-
sure it meets its GDUFA goals.

Generic manufacturers make complex and highly confidential
analysis when selecting which products to pursue. This analysis
can include assessing the complexity of reverse engineering, the
state of the intellectual property, the size of the market, the likely
number of competitors, the product development and manufac-
turing capabilities and costs.

Once the generic manufacturers make the decision to develop a
product, they often face significant delay tactics from brand manu-
facturers, including the Risk Evaluation Mitigation Strategies or
REMS program. And exempting themselves from scrutiny or their
intellectual property covered by the U.S. Patent and Trade Office.

While current law forbids brand companies from using REMS to
delay competition, they are nonetheless denying generic manufac-
turers access to samples of their products. These samples are re-
quired to conduct the bioequivalent studies necessary for FDA ap-
proval of the generic application. They have even begun applying
restricted access programs to drugs for which FDA has not re-
quired a REMS program in order to delay generic entry.

Presently, two pieces of legislation are pending before Congress
that would address this situation. The Fast Generic Act and the
CREATES Act. The GPhA has encouraged that each of these ad-
dresses the barriers to success.

This Committee has also played a key role in recognizing The In-
terim Parties Review, the IPR, as a critical consumer protection
against abusive patens. The IPR holds great promise in reducing
anti-competitive evergreening practices that drive-up healthcare
costs.

In conclusion, Mr. Chairman, GPhA believes that the best way
to control drug costs, generally, whether in the drug addiction
treatment market or otherwise is through policies that incentivize
competition. Thank you very much.

[The prepared statement of Mr. Gaugh follows:]
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[ am David Gaugh, Senior Vice President for Sciences and Regulatory Affairs at the
Generic Pharmaceutical Association and a licensed pharmacist. GPhA is the nation’s
leading trade association for manufacturers and distributors of generic medicines.
GPhA's core mission is to improve the lives of patients and the U.S. healthcare
system by advancing timely access to affordable generic medicines. Generic
pharmaceuticals fill 88 percent of all prescriptions dispensed in the U.S,, but
consume just 28 percent of the total drug spending for prescription medicines.

Introduction

[ would like to begin by commending the Committee for your continued focus on the
important issues we will examine today. 1 have worked in and around the generic
industry for more than three decades and have witnessed firsthand the industry’s
remarkable growth and the vital role it plays in the lives of Americans every day.

GPhA is strongly committed to addressing the misuse of prescription medication
and improving treatment options for patients suffering from addiction. We
understand that the current treatments for people with life-threatening addictions
are nothing short of miraculous, and should be within reasonable financial reach of
any patient suffering from addiction. We are committed to combating drug abuse at
every level of the health system, including supporting community anti-drug
coalitions, encouraging safe disposal of unused drugs, and through the development
of abuse deterrent drug formulations.

A key part of this response includes ensuring the availability of high quality, low-
cost generic drugs for the treatment of addiction; and | commend you for your
attention to this issue.

As a representative of GPhA, I am here to discuss our organization’s conviction that
the best way of achieving the goal of providing patients access to these lifesaving
treatments is through the development of policy that promotes robust, competitive
markets. As GPhA is a trade association representing multiple competing generic
manufacturers, we focus entirely on promoting the common interests of our
members and the general welfare of the generics industry through policy processes.
As such, we are not privy to member company information about their individual
products or any pricing decisions around those products. Those decisions are made
internally by each company, and GPhA has no knowledge about them beyond what
is in the public domain.

We can however provide some insight to what we believe is the proven solution to
rapidly inflating brand prices: competition. For more than three decades, the
generics industry has demonstrated that direct competition in the pharmaceutical
marketplace lowers costs and increases patient access. There are a number of ways
policymakers can encourage competition and ensure that millions of patients will
continue to have access to safe, effective, and affordable medicines.
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In order to best illustrate that point, we believe the best way to show how access to
generics is achieved is to explain the market and regulatory framework for generics,
which differs significantly from the branded drug industry.

Savings From Competition
Competition from and among generic drugs drives savings and access, not costs. As

drug cost issues recently have been at the forefront of policy issues, a variety of
healthcare stakeholders have examined the role of generics and found a trend of
overall price decreases. Before addressing the specific mechanisms that have been
developed to create competition in the pharmaceutical marketplace, it is worth
noting that it is not just GPhA calling for greater competition. Stakeholders
throughout the healthcare environment recognize the value generics and
biosimilars bring to patients. Competition works, and voices throughout the patient
community, drug supply chain, and federal government are recognizing it.

- Justlast week, the Government Accountability Office (GAO) published a
report examining generic drug pricing in Medicare Part D. The report echoes
the findings of multiple previous independent reports — that generic drug
prices continue to decrease. Specifically, the GAO reports that between 2010
and 2015 generic drug prices in Medicare Part D declined by 59%.1

- InJanuary 2016, the Department of Health and Human Services {HHS) Office
of the Assistant Secretary for Planning and Evaluation (ASPE) released a
comprehensive report, Understanding Recent Trends in Generic Drug Prices,
which concluded, “Our review of evidence strongly supports the conclusion
that generic drug prices are not an important part of the drug cost problem
facing the nation.” The report also found that “about two-thirds of generic
products appear to have experienced price declines in 2014.”2

- The Seventh Annual Generic Drug Savings in the United States report
compiled by the IMS Institute for Healthcare Informatics on behalf of GPhA,
generic drugs accounted for 88% of all prescriptions dispensed in the U.S,,
but equaled only 28% of total drug spending.?

- Express Script’s 2015 Drug Trend Report* found that generic drug prices
were 19.9% lower than a year earlier whereas brand drug prices were 16.2%
higher. An index of commonly used generic drugs shows prices decreased by

U Generic Drugs Under Medicare: Part D Generic Drug Prices Declined Overall, but Some Had
Exrmordmary Price Increases. GAO 16-706: Publlshed Aug 12,2016. Publicly Released: Sep 12, 2016.

2 Understandmg Recent Trends in Generic Drug Pricing. Office of the Assistant Secretary for Planning
and Evaluation, January 2016.

htips://aspe hhsgov/sites/default/fles/pdf/ 175071 /GenericsDrugpaperr.pdf

3 Generic Drug Savings in the U.S. Seventh Annual Edition: 2015. Generic Pharmaceutical Association,
October 2015. htip: //www.gphaonline.org/media/wysiwyg /PDF/GPhA Savings Report 2015.pdf

4 Drug Trend Report. Express Scripts, 2016. http://lab.express-scripts.com/lab/drug-trend-report




25

more than 70% from January 2008 through December 2015. During that
same period, a brand drug price index increased in price by 164%.

- Another recent reports from AARP found that retail prices for generic drugs
fell an average of 4% in 2013, marking nearly a decade of consecutive years
of decreasing generic drug costs. The annual retail price decreased for 203
(73 percent) of the 280 most widely used generic drug products.

Looking forward, biosimilars present the same opportunity for high-cost specialty
medicines. As more biosimilar drug applications are reviewed and approved by
FDA, such products have the potential to save patients, insurers and the government
billions of dollars each year in treatment costs. Estimates from various economic
impact studies pin the projected savings from $42 billion on the low end to as high
as $250 billion over the first 10 years of biosimilar market formation.

Taken together, and with other important studies, these data show that competition
in pharmaceutical markets is effective, and that competition is fueled by the legal
and regulatory framework that shapes the market.

The Hatch-Waxman and BPCIA Framework

For over 30 years, the foundation that has allowed the competitive market to work
has been the Drug Price Competition and Patent Term Restoration Act, commonly
referred to as “Hatch-Waxman,” which was signed into law in 1984.6 The law
effectively established the modern generics industry by creating the abbreviated
regulatory approval pathway for generic products, while simultaneously providing
lucrative incentives for brand manufactures to continue to bring new treatments to
the market.

Prior to enactment, manufacturers who wanted to compete with a brand product
were forced to prove the safety and efficacy of their product in a very similar
manner to the original brand product. Hatch-Waxman created a new “abbreviated”
pathway that allows generics to instead demonstrate that they are the “same” as
their branded reference product. By demonstrating sameness, generic drugs
become eligible for automatic substitution at the pharmacy level, ensuring patients
receive the most affordable treatment while also guaranteeing equivalent safety and
effectiveness.

The law also created opportunities for generic manufacturers to challenge brand
patents that they believed were improperly granted, artificially extending brand
monopolies and costing patients. Generics are incentivized to invalidate those
patents by receiving a short period of statutorily allowed time as the sole

5 Trends in Retail Prices of Prescription Drugs Widely Used by Older Americans, 2006 to 2013. February
2016. hitp://www.aarp.org/content/dam/aarp/ppi/2016-02/RX-Price-Watch-Trends-in-Retzil-
Prices-Prescription-Drugs-Widely-Used-by-Older-Americans pdf

621US.C. §355
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competitor to the brand. As a counterbalance to that system, brands are also given
valuable protections such as patent life extensions and guaranteed periods of
market exclusivity in order to ensure that true innovation is properly rewarded.

In 2010, Congress passed the Biologics Price Competition and Innovation Act
(BPCIA), which codified a new abbreviated pathway for new innovative medicines
that were too complex to easily function under the old Hatch-Waxman framework.
The new law provides biosimilar manufacturers and the FDA with a new standard of
“biosimilarity” which requires biosimilar developers to show that they are highly
similar to their reference product and that they have the same safety, purity, and
potency as the original. While this initial biosimilarity determination does not allow
for automatic substitution as expected in the generic industry, manufacturers can
pursue an interchangeability designation by demonstrating the product has the
same clinical effects in all patients and would not change outcomes in the event of
switching between manufacturers. [nterchangeable biosimilars are eligible for
substitution by the pharmacist, in line with their state pharmacy practice laws.

The Generic Drug and Biosimilar User Fee Agreements
The overwhelming success of Hatch-Waxman in promoting a robust generics

industry ultimately led to the approval of over 14,000 generic applications. With
that incredible volume, however, came complications in FDA’s ability to efficiently
and effectively review the numerous generic applications being submitted every
month. By 2011 there were over 2,700 generic applications pending at FDA and
average approval times had begun to exceed 30 months, while Hatch-Waxman had
never envisioned reviews taking longer than six.

In order to alleviate the burden on FDA, and begin to expedite generic approvals, the
generic industry negotiated and agreed to the first-ever Generic Drug User Fee
Program (GDUFA) in 2012. Since the approval of GDUFA, generic manufacturers
have paid over one billion dollars in user fees to the FDA for the purposes of hiring
and training new staff, updating outdated IT systems, increasing the manufacturing
facility inspections necessary to grant approvals, improving the technical
specifications of FDA's quality standards, and many other vital agency initiatives.
Unfortunately, four years later, the number of pending generic applications has now
ballooned to over 4,000 while median approval times exceed 45 months.

Nonetheless, there have been significant achievements under the GDUFA program.
FDA has hired and begun to train over 1,000 new employees intended to increase its
efficiency in reviewing generic applications, and it has issued a number of critical
guidances providing insight into the data necessary in the approval of an
applications. These are important steps forward, and we intend to continue to work
with FDA to ensure it has the resources it needs to meet the GDUFA goals. We also
will continue to seek sufficient clarity into the agency’s approval process to ensure
that generic manufacturers can submit applications that they reliably know meet
the standards set.
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Also included in the 2012 law was the inaugural Biosimilar User Fee Act (BSUFA),
which provided biosimilar developers with the opportunity to engage FDA early in
the development process to develop individualized applications that would meet the
newly developing FDA standards. That process has led to 3 approvals thus far and
over 50 biosimilar development programs being monitored at FDA.

Both GDUFA and BSUFA play an important role in giving follow-on manufacturers
the opportunity to engaged with their regulatory overseer, and create accountability
within the agency for meeting performance metrics that assure timely review of
applications that leads to the earliest possible availability of affordable products for
patients.

Portfolio Selection

The process by which generic and biosimilar manufacturers select which products
they wish to pursue regulatory approval is a complex and highly confidential
analysis. This calculation can include any number of variables that may come into
play, including the complexity in reverse engineering the original product, the state
of the intellectual property claimed by the brand manufacturer over the product, the
size of the patient population served, the number of likely competitors for that
product, the product development and manufacturing capabilities and costs.

Many of the largest generic manufacturers maintain portfolios of hundreds of
different products that they manufacture and distribute throughout the country.
Unlike brand manufacturers, who focus on a smaller number of high-margin
products at any given time, generic manufacturers engage in a different type of
portfolio management that is more similar to that of many other commodity
markets.

Brand Abuses Delaying Patient Access to Generic Drugs
Generic and biosimilar manufacturers often face significant delay tactics from brand

manufacturers looking to game the system in order prevent the massive loss of
market share that follows the introduction of a competitive product.

Specifically, there are two major policy areas that directly impact generic
manufacturers’ ability to get through the initial development stages and reach the
market at the earliest possible date:

1.) Abuses of patient safety programs, like the Risk Evaluation and Mitigation
Strategies (REMS]) programs to delay the development and approval of
generic drugs; and

2.) Attempts by brand manufacturers to exempt themselves from scrutiny of
their Intellectual Property (IP) by the US Patent and Trademark Office.

The Growing Use of Abusive, Anticompetitive Barriers to Generic Drug

Development
In spite of current law that clearly forbids the use of a REMS program to block or




28

delay approval of a generic drug application, certain brand companies continue to
use REMS and other restricted access programs to delay competition. They delay
the development of generic drugs by denying generic and biosimilars manufacturers
access to samples of branded drug products, which are required to conduct the
bioequivalence studies necessary for FDA approval. They have even begun applying
restricted access programs to drugs for which the FDA has not required a REMS
program in order to delay generic entry.

According to a July 2014 study conducted by Matrix Global Advisors, the ongoing
abuse of REMS and REMS-like programs costs the U.S. health system $5.4 billion
annually - $1.8 billion to the federal government?. But such abusive practices affect
more than just payers - they have a direct impact on the costs borne by patients.

These abuses are clearly anticompetitive, and have attracted the interest of the
Federal Trade Commission, which argued in one case: “If successful, conduct of the
type alleged in this case threatens to undermine the careful balance created by the
Hatch-Waxman Act and potentially preserve a brand firm’s monopoly indefinitely”.8

FDA has also expressed its concerns. FDA Office of New Drugs Director Dr. John
Jenkins called the abuse a “growing major problem” for FDA. He went on to say, “I
think companies have really gone to the extent of kind of abusing the system,
because the system was designed to try to ensure the safe use of the drug and now
it's become an evergreening system for avoiding generic competition.” He added,
“The problem is use of REMS to block generic competition and the innovators have
really become very aggressive in using that strategy and hiring the best lawyers to
back up that strategy.”

Presently, two pieces of legislation are pending before Congress that would address
these abuses. Congressmen Stivers (R-OH) and Welch (D-VT) have introduced
H.R.2481, the FAST Generics Act; and Senators Leahy (D-VT), Grassley (R-14),
Klobuchar (D-MN) and Lee (R-UT]} have introduced S.3056, the CREATES Act. While
the two bills take different approaches, GPhA is encouraged that each of them
directly tackle this growing barrier to generic drug competition and the success of
the Hatch-Waxman Act. GPhA encourages the Committee to closely examine these
bills and support legislation that would reform pre-approval restrictions on generic
and biosimilar drug development. Such legislation must:

1. Ensure that generic and biosimilar drug developers have timely access to
brand samples on market-based terms

7 Brill, Alex, Lost Prescription Drug Savings from Use of REMS Programs to Delay Generic Market Entry,
Matrix Global Advisors, July, 2014.

hitp://www.gphaonlineorg/media/cms /REMS Studyfinal July2014.pdf

& Brief of Federal Trade Commission on Actelion Pharmaceuticals v. Apotex, Inc., No. 1:12-cv-05743
(New Jersey District Court, Mar. 11, 2013).

9 Gingery, Derrick. REMS That Block Generics Are ‘Major’ Problem For FDA, Jenkins Says. “The Pink
Sheet” Daily. January 8, 2015.
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2. Ensure that generic and biosimilar drug developers can enter into a brand'’s
REMS program on fair and equitable terms without unnecessary delay or
automatically be allowed to create a comparable (approved by FDA) REMS
after a designated time

3. Ensure that the bill applies to REMS-covered drugs as well as brand drug
manufacturers who self-impose restrictions on the sale or distribution of
their product absent a direct FDA mandate.

Ensuring Appropriate Oversight of Intellectual Proper

This Committee has also played a key role in recognizing the Inter Partes Review
(IPR) process as a critical consumer protection against abusive patent activity in the
prescription drug market. The IPR process is an important consumer protection
against abusive patent extensions. It plays a vital role in quickly, efficiently and
accurately clearing the system of weak patents -- including those that artificially
prolong drug exclusivity provisions in order to delay competition from generics. The
PR holds great promise in reducing anticompetitive “evergreening” practices that
drive up health care costs for consumers.

Unfortunately, brand manufacturers have sought to delay generic competition and
extend their patent life by limiting the opportunity for the appropriate review and
challenge of patents. These tactics run counter to the goals of promoting a viable
and competitive health care market for consumers, small and large businesses, and
taxpayers. As branded specialty drug costs continue to increase and outpace overall
health care cost growth, any attempt to weaken a viable, administrative process that
helps expedite patient access to more affordable medicines should be rejected.

The ability of generic and biosimilar manufacturers to utilize the IPR process to
challenge patents plays a critical role in weeding out weak branded drug patents
and bringing generics to market quickly. Proposals to carve out pharmaceuticals
from the IPR process have been estimated to cost the federal government $1.4
billion over the course of the next decade.

The FDA Approval Process
Once a manufacturer has acquired the necessary product samples and navigated the

various [P claims on any given product, it is still subject to regulatory review
processes by FDA in order to ensure patient safety and outcomes. The process used
by FDA for evaluating generic products is notably different from that of brand
products. Generic and biosimilar manufacturers typically provide very different
evidence to demonstrate their bioequivalence than the safety and efficacy studies
conducted by brands.

In order to obtain approval, generics are required to provide bioequivalence studies
to demonstrate sameness to the reference product. These products typically do not
require any clinical trials like the ones used by brands as the drug has already been
proven to be safe and effective. Certain “complex” products (I.E., inhalation,
extended release, drug-device combinations, etc.) and biosimilars use
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technologically advanced analytical analyses that provide in depth characterizations
of the drug substance demonstrating their sameness to the original brand product.
In addition to the analytical analyses package provided, complex generic and
biosimilar manufacturers are required to provide clinical data to demonstrate that
patients taking either the reference product or the follow-on product demonstrate
the types of similar clinical outcomes that should be expected from the innovator
products. Similar to brands, generic manufacturers are also subject to stringent
regulatory standards and inspections to ensure their products are safe and effective.

Ultimately, the approval process leads to the issuance of a final generic label from
the FDA that is identical to that of the original brand drug. The ability to maintain
the same label between all generic products is a fundamental part of the system that
promotes such high generic utilization rates among product classes that have seen
generic entry. It assures patients and providers that the generic product they are
getting will not produce any different result than the products they have grown
accustomed to.

For that reason, we have significant concerns regarding a 2013 proposal from FDA
to change the process for updating generic labels with new safety information. The
proposal would allow for different labels among equivalent products, and likely
cause significant confusion among patients and providers. Fortunately, the agency
has to date been mindful of the wide range of stakeholders who have expressed
similar concerns, including a number of members of this committee. We appreciate
the committee’s continued engagement on this issue, and hope that FDA will soon
abandon this harmful proposal that will only harm competitive markets.

Conclusion

In conclusion, Mr. Chairman, and in light of the extremely complex competitive and
regulatory forces that shape generic manufacturer behavior, GPhA continues to
believe that the best way to control drug costs generally, whether that be in the drug
addiction treatment market or otherwise, is through the promotion of policies that
incentivize competition. There are clear opportunities for Congress to support
greater development and availability of generic drugs. Specifically, Congress should
act quickly to:

s Ensure a fully-resourced Food and Drug Administration (FDA) that can
address the backlog of more than 4,000 generic drug applications and
shorten FDA median generic drug approval timelines.

e Pass the bipartisan CREATES Act or the FAST Generics Act to curb some
brand drug company abuses of FDA safety programs such as Risk Evaluation
and Mitigation Strategies (REMS) used to keep generics off the market, an
estimated savings of $2.4 billion - 3.2 billion over 10 years.

GPhA looks forward to continuing its work with Congress, the Food and Drug
Administration (FDA) and others to accelerate access to safe, effective and more
affordable generic drugs. Thank you and I look forward to taking your questions.
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Mr. MARINO. Thank you. Mr. Merritt.

TESTIMONY OF MARK MERRITT, PRESIDENT AND CHIEF EX-
ECUTIVE OFFICER, PHARMACEUTICAL CARE MANAGEMENT
ASSOCIATION

Mr. MERRITT. Good afternoon Chairman Marino, Ranking Mem-
ber Johnson, other Members of the Subcommittee. My name is
Mark Merritt, president and CEO of the Pharmaceutical Care
Management Association. I appreciate this opportunity to appear
before the Committee examining sudden price spikes in opioid an-
tagonists.

PCMA is a national trade association representing America’s
Pharmacy benefits managers which administer prescription drug
plans for more than 266 million Americans with health care pro-
vided by Fortune 500 companies, health insurers, labor unions,
Medicare part D, Medicaid, FEHPB, ACA, and other arenas. PBM’s
offer a wide variety of services aimed at making prescription drug
benefit programs offered safely, efficiently, and affordably for their
clients. PBM’s are projected to save $654 billion on drug benefit
costs over the next decade alone.

For today’s discussion, we have seen far too many heartbreaking
stories come out of nearly every corner of America about the de-
struction of lives due to opioid addiction. According to the Centers
for Disease Control and Prevention overdose deaths involving pre-
scription opioids have quadrupled since 1999. Over the last 15
years, more than a 165,000 people have died in the U.S. from
overdoses related to opioids. The same period has seen a quad-
rupling of deaths due to overdoses specifically of illicit heroin in-
cluding over 10,500 deaths in 2014 alone.

Addiction treatments and recovery medications are critical, but
an important first step is overall prevention. That is why we com-
mend Congress for passing the Comprehensive Addiction and Re-
covery Act, CARA. PCMA and its member company supported this
legislation which among other provisions created a Medicare part
D Lock in Program to curb substance abuse at the pharmacy
counter.

The legislation will help stop drugstore shopping by allowing
Medicare part D Plans to restrict known abusers to select phar-
macies for certain medications, such as opioids. The law also ex-
pands the availability of Naloxone to law enforcement agencies and
other first responders to reverse overdoses and save lives.

Unfortunately, as opioid antagonists have gotten more widely
available, there have also been unprecedented price spikes. We en-
courage policy makers to consider the following recommendations
to stem the rising tide of abuse and reduce cost.

First, we think it should be mandatory that prescribers use E-
prescribing for controlled substances. Second, State governments
should make their prescription drug management program data-
bases more easily accessible, more user friendly, and better inte-
grated across the country to make that data accurate and in real
time. Medicare part D Plans should be allowed to suspend pay-
ments of suspicious claims just as is allowed throughout the rest
of Medicare. This would effectively eliminate pay and chase activi-
ties which increase cost and make fraud detection more difficult.
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We also recommend the following policy changes to enhance com-
petition and reduce drug costs. First, address the generic drug
backlog at FDA. As has been mentioned before me, improvements
have been made but much more needs to be done.

Second, accelerate FDA approval of drugs with little or no com-
petition. Third, limit delaying tactics and patent abuses that pre-
vent competitors from coming to market. Fourth, unlock more inno-
vative value based pricing arrangements by removing the existing
barriers such as the Medicaid best price requirement. While this is
certainly well intended, it acts as an artificial price war that dis-
courages drug companies from steeper discounts in a commercial
market. And finally, eliminate any or all Medicare part D protec-
tive classes which significantly weakens the power of PBM’s to ne-
gotiate rebates and lower prices. Again, I appreciate this oppor-
tunity to be here today and look forward to answering any ques-
tions you might have.

[The prepared statement of Mr. Merritt follows:]
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Introduction

Good afternoon. Chairman Marino and Ranking Member Johnson, members of the
Subcommittee, ladies and gentlemen, my name is Mark Merritt, President and CEO of the
Pharmaceutical Care Management Association (PCMA). 1 appreciate this opportunity to appear
before the Committee for this hearing examining sudden price spikes in opioid antagonists.
PCMA is the national association representing America’s pharmacy benefit managers (PBMs),
which administer prescription drug plans for more than 266 million Americans with health
coverage provided through Fortune 500 employers, health insurers, labor unions, Medicare,
Medicaid, the Federal Employees Health Benefits Program (FEHBP), and the ACA Exchanges.

PBMs offer a wide variety of services aimed at making prescription drug benefit programs
operate safely, efficiently, and affordably for their clients, including health plans, employers,
unions, and governments. PBMs are projected to save employers, unions, government programs,
and consumers $654 billion — up to 30 percent — on drug benefit costs over the next decade.

America’s Opioid Crisis

Too often we have seen the heartbreaking stories coming out of nearly every corner of America
about the destruction of lives due to opioid addiction. According to the Centers for Disease
Control and Prevention, overdose deaths involving prescription opioids have quadrupled since
1999, commensurate with sales of these prescription drugs.i From 1999 to 2014, more than
165,000 people have died in the U.S. from overdoses related to prescription opioids.™ The same
period has seen a quadrupling of deaths due to overdoses of illicit heroin, including over 10,500
deaths in 2014 alone.”

CARA: A Good First Step to Addressing the Problem

As a first step to address these problems, we commend the Congress for passing the
Comprehensive Addiction and Recovery Act (CARA). My organization and our member
companies strongly supported this legislation, which, among many provisions, created a Part D
“lock-in” program to curb substance abuse in the Medicare Part D Program and expanded the
availability of naloxone to law enforcement agencies and other first responders to reverse
overdoses and save lives.

Opioid Antagonists and Addiction Treatment Price Increases

Along with efforts to make opioid antagonists more widely available, we are seeing
unprecedented increases in the price of products to deliver the drugs. On the market since 1971,
naloxone works by blocking opioid drugs from interacting with the brain's receptors,
counteracting both the high and the drugs' dangerous side effects, like slow respiration, coma,
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and death, during an overdose. The drugs almost instantly pull an overdose victim back to
sobriety.

For decades, naloxone was typically administered in a hospital or similar setting via hypodermic
needle. However, naloxone in self-contained, nasal-spray delivery packaging (branded as Narcan
from Adapt Pharma) was approved by FDA last year. The new mechanism makes it easier for
users without medical training to administer the drug, since the drug is increasingly being
provided to laypeople.

In addition to the Narcan nasal spray product and the traditional injectable version, there is also
an auto-injector version approved in 2014 (Evzio, from kaléo) as well as kits that combine the
syringe (from several manufacturers) with a twist-on atomizer to create a nasal spray (assembled
into kits by pharmacists) that have been used by first responders for years and now by family
members and friends but are not specifically FDA approved.™

Given the high demand and limited sourcing of auto-injectable and nasal-spray delivery versions
of naloxone, it appears their manufacturers saw the opportunity to raise prices in a market with
limited competition. As many have observed, naloxone has seen drastic price increases in recent
years'. A popular injectable version of the drug has gone from $0.92 a dose to more than $15 a
dose over the last decade. An auto-injector version is up to more than $2,000 a dose.* Observers
have noted that prices have risen in part because a field with fewer competitors has reduced
pressure on companies to keep prices down. The drug has been made at one time or another by
as many as a dozen companies since Endo International Plc received FDA approval for the
brand-name version, Narcan, in 1971 %

Unfortunately, this is a story we have seen before—certain manufacturers raising prices on
previously affordable drugs once competition recedes or disappears. Just a few months ago, 1
testified before the House Government Reform Committee on the widely-reported practices of
Turing Pharmaceuticals, which raised the price of Daraprim 5,000 percent after acquiring the
rights to produce that medication. In this case, Turing acquired the rights to the drug from its sole
manufacturer. In the face of no competition, it was able to set any price it wanted.

It is also important to look at the landscape of opioid treatments beyond naloxone. While that
drug can save lives as it arrests an overdose, it does little to treat a patient’s addiction to opioids.
Indeed, patients may immediately feel symptoms of withdrawal as the opioid intoxication
recedes. Many people seek treatment for opioid addiction through medication-assisted therapy
(MAT) programs. Combining counseling and other services with drugs such as methadone,
naltrexone, and buprenorphine, MAT has proven to be clinically effective and to significantly
reduce the need for inpatient detoxification services."™ The Administration recently nearly
tripled the cap on the number of patients a practitioner may treat with buprenorphine to 275. We
encourage policymakers to monitor the effects of this change to see if it might be increased

W
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further—the U.S. Substance Abuse and Mental Health Services Administration (SAMHSA)
states that MAT services are “greatly underused.”™™

Of course, treatment of opioid addiction is also subject to changes in the drug market just like
drugs for any other condition. While once-daily buprenorphine pills, for example, can reportedly
cost $130 to $190 a month, a newly approved six-month implanted version of the drug is priced
at the equivalent of $800 a month. One study showed the subcutaneous implant version was
somewhat more successful in preventing relapse, but the marginal improvement in adherence
comes at a significantly higher cost.®

PBMS5s’ Role

The key to making prescription drugs affordable is competition. It is PBMs who help bring down
the prices of prescription drugs across the market by harnessing competition among
manufacturers. PBMs aggregate the buying clout of millions of enrollees through their client
health plans, employers and government payers, enabling plan sponsors and individuals to obtain
lower prices for their prescription drugs through price discounts from retail pharmacies, rebates
from pharmaceutical manutacturers, and the efficiencies of mail-service pharmacies.

Lack of competition and the presence of coverage mandates reduce PBMs’ ability to negotiate
lower drug costs. For example, the State of New York recently enacted legislation that requires
insurance coverage of naloxone when prescribed to a person who is addicted to opioids and to
her family members on the same insurance plan.Yi While well-intentioned, such actions tie the
hands of PBMs to negotiate discounts and rebates, since the drug manufacturers know the drug
must be covered no matter the price set.

Given the immediate need to stop an overdose, today 43 states allow purchase of naloxone
without a prescription, or will soon operationalize plans to do so. A person who is at risk of
overdose, his or her caregiver, or a family member can now walk in to a retail pharmacy and
obtain naloxone. Many first responders such as police, fire fighters, paramedics, and others keep
naloxone on hand or nearby at all times. The ready availability of the drug has saved many lives.
However, as dozens of states have passed laws to make naloxone injectors and/or inhalers
available without a prescription, prices have gone up. Given consumers’ ability to obtain
naloxone, without a physician’s prescription, directly at the pharmacy counter, naloxone is
increasingly being dispensed to people other than the intended end-user. This raises questions
about individuals’ medical records as well as presents challenges to insurers.

Policy Changes Could Improve the Opioid Crisis

While the focus of this hearing has been on naloxone, 1 think it is important to note that opioid
reversal drug is but one tool we have to fight the opioid epidemic. Indeed, even if a patient’s
overdose is stopped, he or she may still remain addicted to the opioid. A comprehensive, multi-
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faceted solution is the only way to stop and reverse the alarming trends seen in the past few
years.

We believe a number of practical steps can be taken to ameliorate the rising tide of abuse. At
least in the case of abuse of prescription opioids, we recommend:

* Mandatory eRx for Controlled substances: Although adoption of e-prescribing has
been shown to dramatically reduce medication errors and fraud, challenges to efficient
processes and errors still persist, hindering the wider adoption of e-prescribing for
controlled substances (EPCS).

e TImproving/Integrating PDMPs: State governments should make their PDMP databases
more easily accessible, more user-friendly, and better integrated across the country, and
to make the data accurate in real-time. The goal would be to create prescriber,
pharmacist, and insurer access to real-time information, or come as close as possible to
real-time information.

o Provider Check of PDMP for Controlled Substance Prescriptions: Prescribers
should be required to check state Prescription Drug Management Program (PDMP)
databases when prescribing a schedule 11 opioid, such as oxycodone or morphine.

o Allow Stronger Measures to Remove or Discipline Rogue Pharmacies from Plan
Networks. Today, any-willing-provider and other pharmacy network laws make it
difficult for plans and PBMs to remove pharmacies that engage in fraudulent practices
from plan- and provider-contracted networks. There should be common-sense measures
to allow rogue pharmacies to be excluded from such networks and to allow plans to
suspend payments for suspect claims.

¢ Engage the Public on the Dangers of Controlled Substances: Given clear evidence of
past malfeasance by certain drug manufacturers on downplaying the risks of opioids to
prescribers, the drug industry should fund a campaign to warn prescribers and consumers
about the inappropriate use of opioids and other controlled substances.

¢ Expand Drug Take-back Programs: The Drug Enforcement Administration (DEA)
coordinates a nationwide program with neighborhood pharmacies, local law enforcement,
and other community activists to offer a means of prescription drug disposal. However,
regulatory hurdles may be preventing more pharmacies from taking advantage of this
opportunity. Senators Joni Ernst and Chuck Grassley have requested that the Government
Accountability Office report on the DEA’s regulations that pose barriers to voluntary
participation.
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Policy Changes Could Enhance Competition to Manage Drug Spending

We have specifically discussed the price of naloxone in this hearing, but news reports have
shown again and again that manufacturers of any drugs not subject to competition can exploit
their position in the market. Recent examples, including the high initial launch prices of hepatitis
C drugs and PCSK9 cholesterol drugs, show that where competition exists, PBMs can leverage it
to bring prices down. A number of policy changes to enhance competition could lower the cost
of drugs generally or lessen the ability to exploit loopholes in the law that have allowed some
manufacturers to implement price gouging and anticompetitive distribution regimes.

Removing the Generic Drug Backlog: PBMs could bring additional competition to the
market for other drugs, but FDA prioritizes breakthrough therapies, leaving generic and
“me-too” brand drugs languishing on the approval sidelines. While the FDA has argued it
has cleared the generic backlog, in actuality it has merely given the applications an initial
look. The generic approval backlog, at 36 months, is down slightly from recent years, but
still lengthy.Xii

Bringing Speedier Approval of Drugs Based on Economic Need: A number of
recently approved drug and biologic therapies have entered the market with historically
high manufacturer prices. Rather than directly intervening in manufacturer pricing,
policymakers could better encourage price competition in the marketplace by accelerating
FDA approval of drugs in development for conditions where the cost of existing
medications is a barrier to treatment and where manufacturers of current therapies have
little incentive to compete on price, ¢.g., where there are only one or two drugs in the
class and no generics.

Eliminating Any or All of Medicare Part D’s Protected Classes: Part D requires that
“all or substantially all” drugs in six different classes be covered by Part D plans. This
requirement significantly weakens the power of PBMs to negotiate rebates and lower
prices. The Medicare Payment Advisory Commission (MedPAC) has recommended
lifting the requirement for antidepressants and immunosuppressants.

Unlocking More Innovative Pricing Arrangements: The rapid increase in the cost of
specialty drugs is driving the market to begin to consider alternative ways of paying for
these expensive therapies. For PBMs and drug manufacturers, these trends will demand
innovative approaches to pricing. To enable more creative value-based arrangements,
however, our laws and regulations will need to be updated. For example, Medicaid best-
price rules make drug manufacturers reluctant to offer pricing schedules that could, in
theory, result in very low unit prices for some groups of patients, because manufacturers
must then give that price to all Medicaid enrollees. ™"
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PBMs exist because they increase the quality and affordability of prescription drug benefits.
PCMA’s member companies harness market forces and competition to corral drugs costs and
deliver high-quality benefits and services to their health plan clients and enrollees. PCMA
appreciates the opportunity to testity on the market for addiction medications, and looks forward
to working with the Congress on ways to address the opioid crisis.
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Mr. MARINO. Thank you. Dr. Ketcham.

TESTIMONY OF ERIC KETCHAM, M.D., AMERICAN COLLEGE OF
EMERGENCY PHYSICIANS (ACEP), MEDICAL DIRECTOR,
EMERGENCY DEPARTMENT AND URGENT CARE, CO-MED-
ICAL DIRECTOR, EMS SAN JUAN REGIONAL MEDICAL CEN-
TER

Dr. KETCHAM. Thank you, Mr. Chairman. My name is Dr. Eric
Ketcham. I am an emergency department medical director and
EMS Medical Director and a medical director for an Opioid Addic-
tion Treatment Clinic. On behalf of the 37,000 members of the
American College of Emergency Physicians, I would like to thank
you for this opportunity to testify today about this important issue.

The unnecessarily high price of these medications obstructs ac-
cess to treatment for opioid addiction and overdose in America. And
thus prolongs the scourge of heroin prescription opioid addiction
and puts American lives at risk. Access to Buprenorphine, which
should be a low cost medication, must be expanded so that more
Americans can be successfully treated for the affliction of opioid de-
pendence.

Secondly, access to Naloxone which also should be a low cost
medication, must be increased. This is truly a lifesaving drug that
when used properly can reverse opioid overdoses and save lives. In
its current, most commonly used form, Buprenorphine has been
FDA approved for 30 years. Because of its unique properties it pro-
duces much less euphoria and respiratory depression than tradi-
tional opioids, such as oxycodone, heroin, and methadone.

When properly prescribed, this medication is a very safe alter-
native to Methadone and thus can be effectively utilized to treat
opioid abuse and addiction by a variety of physicians in a variety
of settings, as opposed to Methadone which must be administered
in a licensed opioid addiction treatment clinic, such as one that I
run.

One would think that a lifesaving and life transforming medica-
tion such as Buprenorphine, which has a well-established safety
profile, would be accessible to hundreds of thousands more opioid
dependent patients. Unfortunately, that is not the case. In my writ-
ten testimony, I provide specific examples of the rising prices asso-
ciated with Buprenorphine and the related Buprenorphine
Naloxone combination medications, including their generic counter-
parts.

For example, based on surveys I have conducted of local phar-
macies affiliated with national chains in my region, the cost for a
30-day supply of Buprenorphine—that is two 8 mg tablets per day,
the usual dose, is now $334 compared to a $142 just 6 months ago.
And a month of the Suboxone brand name Buprenorphine
Naloxone combination filmstrips, is $532. Shockingly, the generic
version of the combination tablets is even more than the brand
name1 prescription film strips this week and cost $625 for a 30-day
supply.

The critical medication we use to treat acute opioid overdose is
Naloxone. It has been utilized in hospitals and by fire EMS per-
sonal for decades. More recently, there has been an organized effort
expand direct access to Naloxone and in some regions it can al-
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ready be purchased from a pharmacy even without a prescription.
However, these efforts to expand availability of Naloxone have sur-
prisingly not caused the price of this medication to decrease. In
fact, the price of Naloxone in nearly all forms of packaging has
been steadily climbing.

In my community, the cost of a one-millimeter syringe of 0.4 mil-
ligrams of Naloxone went from about $12 in 2012 to $30 in 2016.
Without a hospital or municipal volume discount for fire or EMS
service, the preloaded two milligram syringe used by many first re-
sponders is now priced at approximately $49 a dose. That same
dose was $17 in 2014 and reportedly as low as a $1 in 2001.

The consequence of these rising prices may force Naloxone out of
the budget for the rural fire or EMS service that does not have the
buying power of a hospital or a larger municipal agency. Further-
more, in my region, Naloxone products designed for the layperson
are the most expensive of all.

For example, the cash price for the four-milligram nasal spray
has increased to a $150 for the package of two doses. This simple
device does not present a form of revolutionary technology, and it
includes a generic, and until recently, very inexpensive medication.
What is truly astounding is the price for the single dose Naloxone
autoinjector, which can be more than $2,200 and is often not a suf-
ficient rescue dose.

Another topic not yet addressed on this greater topic is the ex-
panding Good Samaritan Laws are an important aspect of increas-
ing Naloxone availability. These efforts must be paired with legis-
lation that would make healthcare providers and lay users immune
from liability for failure or misuse of the product by bystanders.

Moreover, administration of Naloxone is often not as simple as
providing a single dose for various reasons. That is why ASEP
strongly recommends that whenever Naloxone is administered by
a bystander, to treat an opioid overdose, EMS must be called, and
ideally, that patient would then be transported to the nearest
emergency department for evaluation.

In conclusion, we urge Congress to help make Buprenorphine
and Naloxone more readily available to those suffering from opioid
addiction. These critical drugs cannot only save countless lives, but
help alleviate a great burden on society by reducing crime, incar-
ceration, and healthcare expenses including complications from in-
travenous drug use such as spreading HIV and Hepatitis C. Most
important, access to Buprenorphine and Naloxone means poten-
tially deadly overdose deaths could be avoided.

If Congress wants to help increase access to these drugs, then
something must be done to curtail the cost of these lifesaving medi-
cations. Thank you, and I look forward to answering any questions
you may have.

[The prepared statement of Dr. Ketcham follows:]
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L Introduction

Thank you Mr. Chairman. My name is Eric Ketcham, M.D., F A.C.E.P,, and T am an Emergency
Department Medical Director, an EMS Medical Director, a Medical Director for an Opioid
Addiction Treatment Clinic, and the Immediate Past-President of the New Mexico Chapter of the
American College of Emergency Physicians (ACEP). On behalf of the 37,000 members of
ACEP, T would like to thank you for this opportunity to testify today about the high and rising
prices of two medications, buprenorphine and naloxone, critical to the treatment of opioid
addiction and overdose, respectively. The unnecessarily high price attached to these medications
increases the cost of healthcare, and reduces patient access to these medications. The pricing of
these medications by several pharmaceutical companies obstructs access to treatment for opioid
addiction and overdose in America, and thus prolongs the scourge of heroin and prescription

opioid addiction, and puts American lives at risk.

The United States currently faces a steadily growing crisis of opioid abuse and addiction that has
reached epidemic proportions. According to the CDC, for the year 2013:
“The total economic burden is estimated to be $78.5 billion. Over one third of this
amount is due to increased health care and substance abuse treatment costs ($28.9
billion). Approximately one quarter of the cost is borne by the public sector in
health care, substance abuse treatment, and criminal justice costs.”!
Furthermore, more Americans have died each year during the past decade from drug overdoses
than motor vehicle accidents.” In 2014, more than 28,000 Americans died of opioid overdoses

alone.® This opioid abuse epidemic claims the lives of more than 78 Americans every day.’
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We could endlessly debate the factors that have contributed to the rise of this widespread and
deadly epidemic in America, and how best to curb its growth. However, today we must focus on

two unique, specific treatments for this epidemic.

First, use of buprenorphine, which should be a low-cost medication, ought to be expanded so that
more Americans could be successfully treated for the affliction of opioid dependence. These
treatments would help alleviate a great burden on society by ameliorating crime, incarceration
and healthcare expenses, including complications from intravenous drug use (HIV, Hepatitis C,
infections, etc.), but most important, access to buprenorphine means more potentially deadly

overdose deaths could be avoided.

Second, access to naloxone, which also should be a low-cost medication, must be increased. This

is truly a life-saving drug that when used properly can reverse opioid overdoses and save lives.

Congress must ensure that buprenorphine, and buprenorphine/naloxone combination medications
are affordable as prescriptions. Congress must also act to ensure naloxone is widely available
and affordable for EMS and law enforcement agencies, as well as for patients and their

caregivers.

II. Buprenorphine

Buprenorphine was developed in 1966 for the purpose of treating opioid dependence, but was
first licensed, however, as an effective analgesic for severe painA4 The injectable form was
licensed in Europe in 1978 and the oral dissolvable (sublingual) form followed in 1982.* By

1985, buprenorphine was licensed in 29 countries and was approved by the U.S. Food and Drug
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Administration (FDA) the same year.* Although this medication was originally researched and
developed for the purpose of treating opioid addiction, it was not successfully brought to market
for this indication until 1996 when France implemented an off-label program of medication
assisted treatment (MAT) for heroin addiction.™ The results in France were astounding;
¢ The incidence of deaths from heroin overdoses dropped dramatically (by 2004, deaths
from heroin overdoses had dropped over 80%) and

e The rate of HIV transmission through injection drug use (IDU) dropped by 50%.°

This dramatic success inspired the original developer of the medication, Reckitts Benckiser
Pharmaceuticals, to return to its pursuit of licensing buprenorphine for the treatment of opioid
addiction.* In 2002, the manufacturer obtained FDA approval for both the mono-agent

buprenorphine (Subutex) and the combination medication buprenorphine/naloxone (Suboxone).*

Buprenorphine is an opioid medication known as a “partial agonist” and as an “agonist-
antagonist.” Essentially, this means that, similar to opioids, buprenorphine produces effects such
as euphoria or respiratory depression. However, with this medication these effects are weaker

than those of normal opioids such as heroin and methadone.®

Because of these properties, and even though it has an analgesic potency 25 times greater than

. . e 4789
morphine, there is a ceiling limit to its adverse effects.” "™

With the exception of small children,
buprenorphine causes only limited respiratory and central nervous system depression. When

properly prescribed, this medication is a very safe alternative to methadone and thus can be

effectively utilized to treat opioid abuse and addiction by a variety of physicians in a variety of
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settings, as opposed to methadone, which must be administered in a licensed opioid addiction
treatment clinic.*!"1112
One would think that a life-saving and life-transforming medication such as buprenorphine,

which has a well-established safety profile as well as generic equivalents, would be accessible by

hundreds of thousands more opioid dependent patients. Unfortunately, that is not the case.

Although access to buprenorphine can be diminished due to a shortage of properly trained
physicians, many patients are unable to access this medication simply based on cost. Even more
distressing, the cost of the generic version has more than doubled during the last six months,

even though there are now multiple generic producers of buprenorphine.

Surveying local pharmacies in northwest New Mexico (all from national pharmacy chains), the
wholesale price paid by the pharmacy for generic 8mg buprenorphine sublingual tablets recently
increased from $2.37/tablet to $5.57/tablet. Most opioid dependent patients are treated with two
tablets daily, and thus a 30-day supply costs $334.20.  Although the pharmacies are providing
this medication to the patients at near cost, with a margin of less than 2% (to cover the cost of
packaging), if the uninsured or underinsured must also pay to see the prescribing physician, then

for many this becomes unaffordable and many prescriptions go unfilled.

For Medicaid beneficiaries, that program is paying the full retail price and state Medicaid
budgets are bearing a substantial burden trying to cover each patient’s regular monthly supply of
buprenorphine at an annual cost of more than $4,000 each. Many opioid addicted patients truly

are safer if prescribed the combination medication of buprenorphine/naloxone (e.g. Suboxone,
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Zubsolv, Bunavail) because it reduces the likelihood of injecting the medication rather than
taking it sublingually. This is concerning, because, as of this week, in northwest New Mexico
pharmacies, the average wholesale price (AWP), which is similar to the average retail price, for
8mg/2mg buprenorphine/naloxone (Suboxone) oral film strips is now up to $8.67 each, or
$532.08 for 60 tablets (a 30-day supply). There are, however, “manufacturer coupons”
sometimes available on-line, or from the pharmacy, to reduce this price by $50. Interestingly,
however, the prices of the three brand names (Suboxone, Zubsolv, and Bunavail) at equipotent

doses are all about the same, and after coupons, end up at roughly $470 (30-day supply).

Shockingly, the generic versions of Suboxone (buprenorphine/naloxone) tablets cost even more
than the brand name prescriptions, despite the fact that it's a generic formulation and there are

multiple manufacturers; this week they cost approximately $10.42 a tablet ($625.28 for a 30-day

supply).

The high cost of buprenorphine, combined with the shortage of licensed prescribing physicians
and the high rate of uninsured or underinsured individuals who are in need of this medication,
has led many to turn to the "secondary market" for illegally diverted opioid addiction
medications.”*** For the vast majority of opioid-dependent patients, whether addicted to heroin
or prescription opioids (whose chronic pain and/or dependence is not managed by a physician or
other healthcare provider), much of their life is spent securing the next supply, which might only
be for the day, of heroin, oxycodone, etc. Rarely do these patients experience a “high,” or state of
euphoria.”® The need to continue using heroin or other opioids is to avoid the extremely

miserable condition of acute opioid withdrawal (abdominal pains, vomiting, diarrhea, severe
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muscle cramps, tremor, twitching, headaches, dysphoria, and sometimes seizures).'> Acute
opioid withdrawal puts patients with certain underlying medical conditions (e.g. insulin

dependent diabetes, epilepsy, heart failure) at particular risk of critical illness or death.

However, buprenorphine does not provide any significant euphoria even for those individuals
who have never taken it before. As most addiction medicine physicians will attest and recent
research supports, most patients who obtain buprenorphine on the secondary market do so simply
for the purpose of self-managing their addiction '*" Currently, in northwest New Mexico, the
street price of buprenorphine is similar to the retail prices described earlier, usually marked up

50% or less above these current prescription prices.

I1l. Naloxone

Naloxone was patented over 55 years ago and approved for the treatment of opioid overdose by
the FDA in 1971. Naloxone is on the World Health Organization’s list of essential medicines,
and thus is regarded as a medication necessary to the most basic health system. This medication
can be administered intravenously, intramuscularly or intranasally and is effective within
minutes. The response can be profound, literally producing a “Lazarus-like” effect. Victims of
opioid overdose often completely stop breathing and without respiratory support death is
imminent. However, after the prompt injection of naloxone, the victim begins to breathe again

and may quickly become fully conscious, rescued from the edge of death.
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Naloxone has been utilized in hospitals and by fire and EMS personnel for decades. In some
communities where there has been a particularly high rate of opioid overdoses, law enforcement
personnel carry naloxone in order to administer the medication while waiting for EMS to arrive,

thus saving minutes and saving lives.

Recognizing the steady growth of opioid abuse and addiction in many communities around the
country, there has been a movement, supported by the medical community, to further expand
patient access to naloxone directly."” Some hospitals and clinics have begun to dispense
naloxone kits to patients at risk of overdose and more physicians are writing prescriptions for at-
risk patients to have naloxone kits available at home. In some regions, it is now legal for patients

to purchase naloxone directly from a pharmacy, even without a prescription.'®

While there has been a movement to increase prompt access to naloxone for opioid overdose
victims over the last several years, the price of naloxone in nearly all forms of packaging has
been steadily climbing in this country. Although the price of a pre-loaded 1 ml syringe of
0.4mg/ml of naloxone in India has risen to 78 Rupees (roughly $1.17 U.S.), the price of the same
dose and concentration of naloxone in a single dose syringe device (carpuject) in northwest New
Mexico has risen from approximately $12 in 2012 to ~$30 in 2016."7 Without a hospital or
municipal volume discount for a fire or EMS service, the Amphastar Inc. produced preloaded
2mg in 2ml syringe product (requires a fairly basic three-part assembly) used by many fire and
EMS services is now priced at approximately $49/dose and has risen incrementally from

approximately $17/dose in 2014 (and was reportedly about $1/dose in 2001).*
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Given the increasing incidence of opioid overdoses, some of which are massive overdoses (e.g.
from heroin contaminated with fentanyl or other drugs that are much more powerful than
standard opioids) that require much more than 0.4mg, or even more than 2mg, of naloxone to
successfully resuscitate an opioid overdose victim, fire and EMS services are now having to pay
much closer attention to naloxone in their pharmaceutical budget. The consequence of these
rising prices may force naloxone out of the budget for the rural fire or EMS service that doesn’t

have the buying power of a hospital or larger municipal agency.

Furthermore, while lawmakers and the medical community have been making progress in
expanding access to naloxone through education and focused naloxone program implementation,
much of this targeted access remains significantly theoretical as naloxone products designed for
the layperson are the most expensive of all naloxone formulations. For example, the cash price
for the 4mg nasal spray product produced by Adapt Pharma has increased to $150 for the
package of two nasal sprays in northwest New Mexico.")" The device certainly doesn’t present

any form of revolutionary technology and it includes a generic, and until recently, very

inexpensive medication.

While the price of the Adapt Pharma product is cost prohibitive for individuals and outreach
programs alike, it is the ZZvzio naloxone auto-injector product (built on the same basic technology
of the £pi-Pen epinephrine auto injector), produced by Kaleo, Inc. that is truly astounding.”‘zo

This product only includes 0.4mg per dose, which again may be insufficient as a rescue dose for

many opioid overdoses, yet a two-pack of these devices is currently priced at $4,500.7" Tt has
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been reported that the cost of this device for EMS and law enforcement agencies is around $250

per two-pack, but this rate is significantly subsidized by federal grants.

There are also reportedly “patient-assistance programs” to help make the product affordable with

. . 1719
commercial health insurance.

However, when 1 attempted to fill a prescription for this
product; I was denied coverage even though I have a premium level employer-provided health

insurance plan, with robust pharmaceutical coverage.

1t must be noted that while ACEP applauds the great efforts to move naloxone closer to more
patients at risk of overdose, with the concept of making naloxone an over-the-counter
medication, we must acknowledge that there are several additional concerns and potential
consequences related to this course of action, which must be carefully considered. First, unlike
using an epinephrine auto-injector, almost no one ever saves his/her own life with naloxone. If
not administered by EMS or law enforcement personnel, then naloxone must be administered by
a bystander who could be a complete stranger, but who is more likely to be a friend, family
member, or an off-duty EMT, nurse or physician. To rescue someone from a potential deadly

opioid overdose, one must take action quickly and decisively, often with incomplete information.

For this reason, it is imperative that any directives or legislative efforts to expand naloxone to the
public are accompanied by robust public education programs to improve the chances of correct
patient selection and proper naloxone administration. Likewise, to encourage and ensure
bystanders are not penalized for making a good faith effort to save someone's life, there must be

an expansion of Good Samaritan laws because there are many other conditions that could cause
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someone, including individuals who are opioid dependent, to be unconscious that are unrelated
to an opioid overdose. If an opioid-dependent patient is not suffering from an acute overdose,
but rather another condition, a dose of naloxone could force that patient into a state of acute
opioid withdrawal and actually make the patient sicker despite the good intentions of the
bystander administering the naloxone. The potential associated liability for placing individuals at
risk for such an adverse event could certainly cause many physicians to be hesitant to prescribe

naloxone kits for their patients.

Lastly, it cannot be emphasized often enough that the administration of a patient’s naloxone auto
injector or nasal spray empties the device and the device cannot be reused. The potential danger
is that the opioids the patient overdosed on may have a much longer half-life than the naloxone
administered to the patient. Thus, as the naloxone wears off, the patient may be at the same risk
of relapsing into a deadly overdose. As advocates of patient safety, ACEP strongly recommends
that whenever naloxone is administered by a bystander to treat an opioid overdose, EMS must be
called. Ideally, any patient suffering from an opioid overdose should be evaluated in an

emergency department.

IV. Conclusion

We are in the midst of an epidemic of opioid abuse and addiction that will take the lives of more
than 28,000 Americans this year and keep many more Americans disabled. To help avert this
tragedy, Congress first must act to ensure that buprenorphine, and buprenorphine/naloxone
combination medications are affordable as prescriptions. Congress must also act to ensure access
to naloxone is affordable and widely available to EMS and law enforcement agencies, as well as

to patients and their caregivers who receive appropriate education and training. Finally, as we

10
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push forward to make naloxone more readily available to patients, Congress must address the
need for more robust patient and public education along with liability limitations for Good
Samaritans and the prescribing physicians seeking to contain this disease. Thank you again for

this opportunity to testify before your committee on these important issues.
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Mr. MARINO. Thank you. Professor Feldman.

TESTIMONY OF ROBIN FELDMAN, ESQ., HARRY AND LILLIAN
HASTINGS PROFESSOR OF LAW, DIRECTOR OF THE INSTI-
TUTE FOR INNOVATION LAW, UC HASTINGS COLLEGE OF
THE LAW

Ms. FELDMAN. Mr. Chairman and esteemed Subcommittee mem-
bers, I am honored to address competition issues in the market for
addiction medicine. Open and vigorous competition is the backbone
of U.S. markets, but we are not seeing that in the market for ad-
diction medicine. Rather, drug companies are engaging in regu-
latory games, stringing these out one after another while competi-
tion languishes on the sidelines.

These games come in two baskets. One set involves manipulating
Hatch-Waxman, which is the system for quick approval of generic
drugs when the patents on the main drug expires. The other basket
of games relates to the system for non-patent exclusivities known
as regulatory exclusivities.

Some of these games just blatantly delay entry of competition.
With addiction medicine, for example, we have seen petitions ask-
ing the FDA to deny approval of any generic versions. Among many
of the demands, one addiction medicine company asked the FDA to
require things for generic Suboxone that the FDA did not have the
authority to do and that we would not want them to do in the first
place. Now, the agency denies 80 percent of these petitions, as it
denied this one, but the process takes time, even for silly petitions.
In the case of the Suboxone petition, the FDA was so disturbed by
the petitioning behavior that it referred the company’s behavior to
the Federal Trade Commission.

In other games, companies block competitors from getting access
to the samples they need to get approval. Generics have to show
that their drug is the same as the branded, and some brand compa-
nies just flatly refuse to sell samples to generic companies or to co-
operate with generic companies to write safety plans. With addic-
tion medicine, the FDA so despaired of getting one brand name
company to cooperate that it took the unprecedented step of grant-
ing a waiver so that the generic company could just go forward on
its own. Again, competition languished for another stretch in the
addiction medicine market.

In other games, companies make slight modifications to the dos-
age or the delivery systems, and then encourage doctors to pre-
scribe the new version, or even withdraw the old version com-
pletely. If that is successful, there is no market for the old version.
There is just a new market for the new version that is protected
by shiny new patents. We have seen this in the addiction medicine
market as well where a company switched from tablets to
meltaways just before the patents expired.

Now these modification patents are quite weak. And in fact,
when generics challenge these patents, they win three quarters of
the time. But again, these challenges can take years and competi-
tion is thwarted, and prices stay high.

In addition to gaming, Hatch-Waxman companies carve out com-
petition free zones in ways that have nothing to do with patents.
There are 13 forms of regulatory exclusivities that companies can
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obtain by doing things like new clinical studies or pediatric studies.
And with these, companies can keep competitors out even if the
patent has expired.

Now these zones were created for very appealing reasons, but
they are being exploited now to block competition in ways that
were never intended. As a side note, the key drug in the addiction
medicine market came through the most powerful of these, the or-
phan drug exclusivity.

The spotlight today is on the market for addiction medicine, but
the game playing is epidemic throughout the pharmaceutical indus-
try. Companies pile these games on, one after another, exploiting
the laws and regulations that are in place. As always, society pays
the price with higher taxes to pay for soaring Medicare costs, high-
er insurance premiums, higher treatment costs, and more suffering
for those who cannot afford treatment. Nowhere is this terrible
combination more apparent than in the market for addiction medi-
cine. Thank you very much.

[The prepared statement of Ms. Feldman follows:]
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September 22,2016

Mr. Chairman and esteemed members of the Committee, I am Professor Robin
Feldman of the University of California Hastings, and it is an honor to testify before
you today on competition issues in the addiction treatment market. Open and vigorous
competition is the backbone of the U.S. market, but that is not what we are seeing in
the market for treating opioid addiction. Instead of vigorous competition, drug
companies have engaged in legal and regulatory games to block entry into the market,
stringing these games out, one after another, while competition languishes on the
sidelines. The games come in two baskets: one set involves manipulating the Hatch-
Waxman system for expedited entry of generic drugs when the patent expires; and the
other set involves manipulating the system of non-patent exclusivities.

I have studied both areas in depth, including conducting an empirical study using
more than a decade of FDA data. Below are three papers that identify and describe the
games pharmaceutical companies are currently playing:

o Drug Wars: A New Generation of Generic Pharmaceutical Delay, Harvard
Journal on Legislation (Summer 2016), available at
hittp://papers.ssrn.com/sol3/papers. cfm7abstract 1d=2659308

This article presents a comprehensive overview of three generations of
games pharmaceutical companies play to keep generics off the market and
maintain monopoly pricing. The first two generations were dominated by
anticompetitive collusion. With the third generation, the industry has
moved toward obstruction, using administrative processes, regulatory
schemes and drug modifications to prevent generics from entering the
market. The paper describes behavior in the opioid addiction treatment
market in key examples throughout.

» Regulatory Property: The New [P, Columbia Journal of Law & the Arts
(forthcoming), available at
http://papers.sstn.com/sol3/papers.cfm?abstract 1d=2815667

This article describes a sprawling system of regulatory property which has
developed alongside traditional intellectual property over the past thirty
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years, and which pharmaceutical companies have been relying on to gain
market advantage. Appendix A, a chart aggregating all thirteen regulatory
regimes in one place, may be particularly helpful.

» Empirical Evidence of Drug Pricing Games: A Citizen's Pathway Gone Astray,
Stanford Technology Law Review (forthcoming), available at
hitp://papers.ssrn.com/sol3/papers.cim?abstract 1d=2833151

This article presents an empirical study we conducted using more than a
decade of FDA data. The study found that pharmaceutical companies are
systemically using the FDA’s citizen petition process to delay approval of
generic competitors. The timing of citizen petition filings suggests that
companies are using them as a last-ditch effort to maintain market
monopoly.

While the spotlight today is on the market for treating opioid abuse, the
behavior is endemic to the pharmaceutical industry. One sees the same baskets of
behavior throughout, including manipulation of the Hatch-Waxman system and
manipulation of non-patent exclusivities. It is critical to understand all of these
systems as single, unified organism. Only if we analyze them as a coherent whole
can we hope to understand how all of the pieces fit together and address the
places where systemic dysfunctions are arising. Without that, society will
continue to pay the cost in the form of higher taxes (to compensate for soaring
Medicare costs), higher insurance premiums, higher treatment costs, and more
suffering for those who cannot afford to pay. Nowhere is this more apparent than
in the opioid addiction treatment market.
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Mr. MARINO. Thank you. Now, as I stated earlier, the Chair now
recognizes the Chairman of the full Judiciary Committee, Mr. Bob
Goodlatte from Virginia.

Mr. GOODLATTE. Thank you Mr. Chairman, and I apologize for
stepping out of turn. It has been a very busy day, and I was held
up in the last meeting; also I am going to have to leave for another
one pretty soon. But I do want to offer some thoughts on this im-
portant subject. Today’s preceding marks the fourth in our series
of hearings focused on competition in the healthcare marketplace.
Now, the Committee turns its attention to the pharmaceutical in-
dustry and the drugs that are used in the treatment of opioid over-
dose and addiction.

Competition in the addiction medicine markets, like the pharma-
ceutical market as a whole, involves a delicate balance. On the one
hand, we want to encourage pharmaceutical companies to invest in
expensive research and development in order to bring innovative
and life-saving drugs to market. On the other hand, we also want
to encourage sufficient competition to ensure that there is an ap-
propriate check on consumer prices. Today’s hearing will explore
what polices help to maintain this balance and whether it has been
upset.

Like other drugs in the market, addiction medicine has been the
subject of media reports detailing steady and sometimes dramatic
price increases. Oftentimes, however, these reports can be mis-
leading, glossing over nuance to achieve a sensational headline. To-
day’s hearing will allow us to explore whether prices have indeed
increased material, and what competitive factors impact the ulti-
mate cost to consumers.

The issues that have been raised in connection with the addiction
medicine market parallel the issues facing the pharmaceutical mar-
ket at large. For example, two of the most predominant drugs used
in the treatment of the opioid epidemic have existed for over 50
years. Yet, new variations of these old drugs and increasingly in-
ventive applications to administer the drugs continue to come to
market often accompanied by high prices tags. Persistent innova-
{,)ion is one of the hallmarks of a free market and should be cele-

rated.

However, there have been allegations that some companies may
be using this innovation as a disguise to cover-up the manipulation
of regulations to preclude competitors from coming to market.
Clearly, this is anti-competitive conduct that should be swiftly and
harshly punished. I look forward to hearing the witnesses’ views on
this issue and whether our existing antitrust laws are equipped to
address any such behavior.

I also look forward to hearing what policies influence competition
in the addiction medicine market including the impact on competi-
tion on regulatory oversight by the Drug Enforcement Agency, the
Food and Drug Administration, and the Department of Health and
Human Services. To the extent regulation is necessary, we should
ensure that the addiction medicine market and the entire pharma-
ceutical market includes proper incentives that foster a competitive
environment.

No one wishes for a friend, family member, or a loved one to suc-
cumb to addiction. For those that are forced to face the opioid epi-
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demic head on, we should strive to encourage a competitive market
for the drugs that can help them back on the path toward recovery.

I also want to mention that I think the government plays a role
in this that needs to be examined more closely. We, I think, invited
the Drug Enforcement Administration to participate in this hear-
ing, and for various reasons they are not here today. But a number
of issues related to their work need to be addressed as a part of
making sure that our consumers, our physicians, and our first
pharmaceutical companies, are able to operate in a manner that ef-
fectively brings the drugs to the right people at the right time and
I think sometimes government regulations are interfering with
that.

Therefore, we should continue to expect further public examina-
tion of this, and have the DEA here before us in the future to ad-
dress this and some other of their regulatory issues.

So, thank you Mr. Chairman for your forbearance, and I look for-
ward to hearing the questions of the other Members of the Com-
mittee.

Mr. MARINO. Thank you. We will now move into the questioning
of the panel. The panel did such a good job in keeping within their
5 minutes, now we will see how well we Congress Members do.

Dr. Pritchett, I am especially interested in innovative new op-
tions to treat overdose. As an 18-year prosecutor, I have seen hun-
dreds if not thousands. When I think of this space, I look to the
loved ones and first responders who are often the first to address
addiction and potential overdose. Your testimony mentions that
there are innovative drugs in new therapeutic areas.

My two questions are, would you expand on this and explain how
branded pharmaceuticals are investing and researching new ways
to address increase need in recent years, as well as different appli-
cations that would be used by first responders, emergency medical
personal, and family? And anytime you want me to repeat these,
please ask me.

Ms. PRITCHETT. In terms of looking at the Naloxone space, yes,
there has been a substantial range of generic products available for
a long period of time. As I mentioned in my testimony, what we
have seen change in the past couple of years is the market has sent
different signals to our industry. So what we have seen is a need
for expanded options in terms of convenient delivery forms, and we
have seen a substantial change in State laws, making Naloxone
more widely available.

One of the key dynamics here is that now most States have
changed their laws allowing Naloxone to be available at the retail
level via standing orders, meaning without a prescription. So, it is
hard to say in terms of the pricing issues, what is occurring there
in terms of whether in different elements as a supply chain how
that is affecting pricing at the retail level. But, in terms of the fact
that these products are being made more readily available to first
responders and others, that speaks to the increased demand for
convenient delivery systems.

And what we have seen over the past few years, we have seen
the introduction of an autoinjector but we have also seen most re-
cently the approval of a nasal spray. At the same time, another
nasal spray was in development that was not approved by the
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FDA. But in terms of our review of the pipeline, there are about
35 drugs in development to treat addiction treatment. Some of
them are in this space, some of them are in the Buprenorphine
space, but I think what is critically important though is that the
market has to send signals that there is an incentive to enter this
market.

So, when a company is looking at entering this space, they are
looking at is there going to be demand, are they going to be able
to make a significant benefit to patients compared to existing
therapies? And, in this case, that is what driving the introduction
of new brand competition in this area.

Mr. MARINO. Thank you. Mr. Gaugh, Dr. Ketcham states in his
written testimony that the cost of the generic version of
Buprenorphine had doubled despite a number of competitors in the
market. Can you explain why that is the case concerning the BUP
market, and why prices increase generally in the market with a
number of generic competitors?0

Mr. GAUGH. Thank you. So, to your question, there are a number
of different situations that a company has to look at and face when
they are in a market, and I am assuming in this case these compa-
nies are already in the market. So, you have API sources that can
change and go up in price. You have mergers and acquisitions that
occur, as I think you well know throughout the supply chain.

So, when API companies merge, a lot of times that takes one or
two of the players out of the market and that may increase the
price of the API. The components that the products use whether it
is an injectable, tablet, capsule, inhalation, or autoinjector, those
components have a price point to them as well. And so these many
factors are taken into account into what causes the price to go up.
Why a specific company made that decision, I do not know the an-
swer to that.

Mr. MARINO. Then in 35 seconds, Dr. Ketcham, your testimony
lays out that there are many barriers experienced by first respond-
ers and medical professionals in an effort to respond to these
overdoses. Can you speak to the belief within the medical commu-
nity as the best methods and science to approach?

Dr. KETcHAM. I want to make sure I understand your question.
So, barriers to getting addiction treatment or treatment for over-
dose?

Mr. MARINO. Treatment for overdose.

Dr. KETCHAM. So, right now, the issue with getting a timely
treatment for overdose is really having access to Naloxone and the
people who are around the patient. Just remember that a patient
never treats himself for an overdose. So, unlike an autoinjector
such as an EpiPen, where somebody will treat themselves for their
allergic reaction, getting treatment for your opioid overdose re-
quires there is a bystander who is ready to administer that medica-
tion and or a prompt response from law enforcement who hopefully
can be able to carry that medication which is not necessarily done
by all law enforcement agencies. This is becoming a bigger part of
law enforcement’s budgets now, as well, of course traditional EMS
and fire agencies.

Mr. MARINO. Thank you. Time is expired. The Chair now recog-
nizes the Ranking Member, Mr. Johnson.
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Mr. JOHNSON. Thank you, Dr. Pritchett. Professor Feldman testi-
fied that drug companies have engaged in legal and regulatory
games to block entry into the market for opioid addiction treat-
ments, including the practice of evergreening and product hopping,
brand products whose patents are about to expire. What is your re-
sponse?

Ms. PRITCHETT. I do not particularly care for the terms “product
hopping” or “evergreening.” I think when we are looking particu-
larly at the addiction medications base and we look at the new de-
livery reforms that have been introduced, these are significant
medical advances in this very challenging area. One of the most
challenging aspects of successfully treating addiction is compliant
patient compliance. And it is not a minimal tweak to develop a new
delivery system to conduct a relevant clinical trials and make the
case to the FDA that this is a significant benefit and that this
should be approved and that it can be easily used.

So, I think that the innovations that we have seen have been in-
credibly valuable in increasing our arsenal in the treatment of ad-
diction. If you think about these two spaces what we have seen is,
we have had standard care in Naloxone has been in vial form for
decades. And we have had standard treatments in Buprenorphine
in pill form for decades. But what we are seeing now is a great ex-
pansion in the use of the delivery methods.

Mr. JOHNSON. Okay, all right, thank you. Mr. Gaugh, in your
written testimony you state that Senate bill 3056, The CREATES
Act would address abuses of patient safety programs like the Risk,
Evaluation, and Mitigation Strategies Program. And in a letter op-
posing the CREATES Act, PhRMA president, Stephen Ubl, recently
argued that it provides considerable incentives for generic manu-
factures to litigate, rather than arrive at agreements with
innovators. What is your response?

Mr. GAUGH. Under the current situation, as a company comes to
the market dynamic and the market decision, when they come to
market, the first thing they have to do is get samples so they can
develop that product. The only way they can get that sample in a
REM situation is from the company, directly. So, we do this all the
time but in a non-REM situation you go to a wholesaler distributor
to buy that product. Under REMs, it is in a strict distribution and
you cannot do that.

So you have to go to the company and once we supply a letter
to the FDA saying that we want to develop this product, the FDA
has to determine that we are a company in good standing, they will
present a letter to us on that, we present that letter to the inno-
vator company and they are to sale the products. But there is no
factor today that requires them to do that. Other than, we can take
them to court under antitrust laws.

Mr. JOHNSON. All right, I understand. Thank you. Mr. Merritt,
in your written testimony you state that the generic approval back-
log is currently at 36 months, undermining competition in the
brand drug market. What recommendations do you have for reduc-
ing the backlog?

Mr. MERRITT. Well, we would ask for better staffing, better re-
sources there; not better staffing because of quality, but more staff-
ing and so forth. It is a very serious issue and if there is a backlog
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there needs to be maybe better capacity there. We would also ask
for the FDA to look at situations where for instance there is a ge-
neric that does not have competition or an off patent brand that
does not have competition and accelerate approvals for drugs that
can compete in those spaces too.

Representing the payers for these medicines, the unions, lawyers,
insurers, and so forth, obviously we just want lower costs. But,
lower costs only happen when there is competition. And the more
competition there is, the lower the costs that there are. And the
FDA, I think, is doing a good job they have a lot of volume but they
need to do more. And I think the situation in America is changing
where they may need to ramp things up maybe than they antici-
pated.

Mr. JOHNSON. Thank you. Dr. Ketcham, have other areas of
treatment suffered as the result of the necessary response and the
expense associated with that response to opioid overdoses and ad-
diction treatment?

Dr. KETCHAM. I am trying to make sure I understand the ques-
tion.

Mr. JOHNSON. Yeah, because of the costs associated or the in-
creased costs associated with opioid overdoses and addiction treat-
ment, have other areas of treatment suffered?

Dr. KETCHAM. So, specifically, many patients that I would see in
the emergency department who are wanting to get started on treat-
ment for their addiction: Their single most common barrier is being
able to afford the medication; the same thing upon release of pris-
oners, of those incarcerated upon reentry into society, which is a
very important time to begin treatment. The cost of medication is
the single biggest barrier.

Therefore, it is the process, even when working with social work-
ers in the emergency department, to try to help the patient now
get onto Medicaid. There is a time delay between when they can
get Medicaid acceptance, then to submit and get preapproval for
Buprenorphine. I can give them a dose in the emergency depart-
ment to get them started, but really getting a prescription filled
and then have a place for them to follow up, that is the significant
barrier for addiction.

Mr. JoHNSON. All right, thank you. Mr. Chairman, I would ask
that a letter dated September 22, 2016 from Consumers Union on
this issue be admitted into the record, without objection.

Mr. MARINO. Without objection, so ordered.

[The information referred to follows:]
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POLICY & ACTION FROM CONSUMER REPORTS

September 22, 2016

The Honorable Tom Marino, Chairman

The Honorable Hank Johnson, Ranking Member

Subcommittee on Regulatory Reform, Commercial and Antitrust Law
Committee on the Judiciary

U.S. House of Representatives

Washington, DC 20515

RE:  Treating the Opioid Epidemic: The State of Competition in the Markets for Addiction
Medicine

Dear Chairman Marino and Ranking Member Johnson:

Consumers Union, the policy and mobilization arm of Consumer Reports,' appreciates your
Subcommittee’s continuing work to protect and promote competition and the benefits it provides
consumers in greater choices, lower prices, and improved quality and innovation. We appreciate
your holding this hearing today on the availability and affordability of medicines relied on to free
people from the grip of opioid addiction, and to save those still in that grip from fatal overdoses.

The escalating cost of prescription drugs is a top concern for many consumers. And
nowhere is that concern more acute than in regard to drugs used to address opioid addiction, where
the drugs are critical to the survival and recovery of a population that is extremely vulnerable and
often, because of their addiction, with limited financial means.

So it is particularly troubling that in just the last two years, the price of Evzio’s auto-
injectors for the emergency overdose rescue treatment Naloxone has shot up from $625 to nearly
$4000 for a 2-pack — a more than six-fold increase

' Founded in 1936, Consumer Reports is an expert, independent, nonprofit organization whose mission is to work for a
fair, just, and safe marketplace for all consumers, and to empower ¢ 5 o protect th Ives. Using its more than
50 labs, auto test center, and survey research center, the nonprofit rates thousands of products and services annually.
Consumer Reports has over 7 million subscribers to its magazine, website, and other publications, Its policy and
mobilization arm, Consumers Union, works for health reform, food and product safety, financial reform, and other
consumer issues in Washington, D.C., the states, and the marketplace. 1t employs a dedicated staff of policy analysts,
lobbyists, grassroots organizers, and outreach specialists who work with the orgamization’s more than 1 million online
activists to change legislation and the marketplace in favor of the consumer interest.

* See GoodRx, Opioid Antagonists, Price Trends, hitp:/www. goodrx com/opioid-antagonists. Although Evzio’s
marketing strategy, for consumers who have insurance coverage, is to adjust the price so that the net cost to the
consumer is zero, the insurance companies are absorbing the inflated price. Consumer Reports phone interviews.
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Opioid addiction touches every community and many families. And the broader problem of
soaring drug costs touches many more. High drug costs impose a significant burden on the health
and financial security of millions of Americans — nearly 60% of adults regularly take a prescription
drug®

Consumer Reports is an expert, independent, nonprofit organization whose mission is to
work for a fair, just, and safe marketplace for all consumers. From our founding 80 years ago, one
of our top priorities has been to make health care available and affordable for all Americans. One
area of particular focus has been the prescription drug marketplace.

As part of our work to help consumers find the best value when purchasing prescription
drugs, in 2004 we launched Consumer Reports Best Buy Drugs. This program uses evidence-based,
systematic reviews of prescription drugs to clearly demonstrate the efficacy and safety of commonly
used medicines in over 30 categories_" We combine this information with reliable cost information,
enabling consumers to truly identify the “best buy™ for many drugs.

As part of our work to help consumers find the best value when purchasing prescription
drugs, in 2004 we launched Consumer Reports Best Buy Drugs. This program uses evidence-based,
systematic reviews of prescription drugs to clearly demonstrate the efficacy and safety of commonly
used medicines in over 30 categm'ies_5 We combine this information with reliable cost information,
enabling consumers to identify the “best buy.”

One of the key ways consumers often find the best buy for the drugs they need is through
the availability of generic alternatives to the original brand-name version of a drug. That can make
a dramatic difference in whether a drug is affordable or not.

A feature article in the August issue of Consumer Reports, now available on our website,
asks in its title: “Is There a Cure for High Drug Prices?”

The article reports on the results of a nationally representative telephone poll of more than
2,000 consumers who take a prescription medication, conducted by Best Buy Drugs in March,
finding that high drug prices are taking a serious toll on consumers.

* Asof 2011-12, nearly 3 in 5 Americans over age 20 take at least one preseription drug. As of 2012, those taking five
or more drugs has doubled since 1999-2000 to 15% of all Americans, Elizabeth D. Kantor et al., Trends in Prescription
Drug Use Among Adults in the United States From 1999-20012, JAMA. 2005;314¢17): 1818-1530.

* http:/fwww. consumerreports.org/Mealth/best-buy-drugs/index htm. Note: Best Buy Drugs does not do cost-
cifectiveness analysis. Instead, we present price data alongside the effectiveness, safety, and side-effect data. And then
we let consumers—in consultation with their doctors—interpret and adapt these data according to individual

P fi , clinical cir es, and priorities (including budgetary).
 http:/fwww.consumerreports.orghealth/best-buy-drugs/index. htm. Note: We do not do cost-effectiveness analysis.
Instead, we present price and cost data alongside the effectiveness, safety, and side-effect data. And then we let
consumers — in consultation with their doctors = interpret and adapt these data according to individual preferences,
clinical circumstances, and priorities — including their budgets.

1
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We found that 45 percent of people regularly take a prescription drug, and on average take
between four and five medications. Three in ten people told us their out-of-pocket costs for one of
their prescriptions has gone up in the past 12 months, costing them an average of $63 more for a
drug they routinely take — with a few being hit with increases of $500 or more. And for those
consumers:

. 47 percent took less of the drug than the prescription called for, to save money, with 17
percent skipping or splitting doses, and 30 percent not filling the prescription at all.

. 28 percent put off a doctor’s visit.
. 19 percent took an expired medication.
. 19 percent postponed paying other bills to pay for their medications.

Our investigation found recent price hikes on everything from longtime generics used to
treat common conditions such as diabetes, high blood pressure, and high cholesterol to new
treatments for diseases such as hepatitis C.

As we noted in our article, one principal reason drug manufacturers are charging high, even
exorbitant, prices is “because they can.” In other words, because there is a lack of competition —
and a resulting lack of consumer choice.

The case of Turing Pharmaceuticals jacking up the price of Daraprim — the best treatment
for toxoplasmosis, an infection to which those with HIV/AIDs or cancer are susceptible — from
$13.50 per tablet to $750, is a notorious example. So is Mylan’s five-fold hike in the price charged
to consumers for its life-saving EpiPen, relied on as a life-saving anti-allergy delivery system by
millions of consumers, including families and children dealing with serious allergies and the
possibility of life-threatening anaphylaxis.

And as mentioned above, the Evzio auto-injector, which works similarly to Mylan’s EpiPen,
is another glaring example.

As this Committee knows, a company’s exploitation of monopoly power that it finds itself in
possession of, at the expense of consumers who depend on its product, however objectionable we
may all regard it, may not by itself violate the antitrust laws. But it is a violation for a company to
maintain monopoly power by sabotaging or undercutting efforts by competitors to provide
consumers more choice. That is an important and proper focus for this Subcommittee, and for the
antitrust enforcement agencies.

The workings of the pharmaceutical industry, and the way the development and introduction
of new drugs is regulated, creates special opportunities for restricting competition. To begin with,

2
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there is a rigorous application process in the Food and Drug Administration for new drugs, designed
to ensure their safety and effectiveness before they are approved for the market. And to encourage
brand-name drug makers to invest in research and development, including the expenses of the FDA
application and approval process, the government grants the new drug a patent, which is a legal
monopoly. That patent is not intended to last forever, but the brand-name drug maker gets used to
the monopoly profits, and has a natural business incentive to look for ways to prolong them.

Three decades ago, in the Hatch-Waxman Act, Congress established a national policy of
encouraging competition from affordable generic alternatives, consistent with patent laws. But
enacting that law didn’t change that underlying business incentive of the brand-name drug makers.
And so we have had to continue fighting roadblocks thrown up against availability of generics, such
as “pay for delay” schemes to buy off generic drug makers, and “ever-greening” strategies, also
called “product-hopping,” using minor alterations to the way a drug is packaged or delivered as a
basis for getting a new patent, prolonging the patent beyond its natural life. These schemes and
strategies block generic entry for a further extended period of time, restricting access to lower-cost
generic alternatives of the drug.

In the Mylan case, there are a number of troubling reports that Mylan may have engaged in a
range of anticompetitive conduct to maintain its monopoly. These include:

¢ Reports that Mylan attempted to influence the FDA to derail approval of Teva’s competing
delivery system.”

» Reports that Mylan had earlier persuaded the same competitor, Teva, to delay its application
for FDA approval, perhaps in an anticompetitive “pay for delay” scheme. In fact, Mylan
reportedly began its campaign to derail the application only as this delay was set to expire.’

¢ Reports that Mylan included restrictions in its contracts with schools purchasing the EpiPen
at a discount under its EpiPen4Schools program, requiring these schools to agree not to
purchase competing delivery systems.”

Engaging in any of these practices to maintain a monopoly by blocking competition could
very well run afoul of the antitrust laws. Accordingly, we have asked the Federal Trade
Commission to investigate, and to take appropriate enforcement action as supported by the facts.

" See, e.g., I-Team: Company Behind EpiPen Fought to Keep Cheaper Generic off Market,

hitp:/fwww nbenewyork. com/finvestigations/EpiPen-Cheap-Generie-Teva-Product-Mylan-Investigation-Drug-Cost-

391758871 .himl.

! See, e.g., id.

¥ See, e.g., Mylan May Have Violated Antitrust Law in Its EpiPen Sales to Schools, Legal Experts Say,

http:/fwww.pbs.org/ewshour/undown/mylan-may -violated-antitrust-law-epipen-sales-schools-legal-experts-say /.
3
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After more than a decade of sustained effort on the part of the Federal Trade Commission
and private parties to establish the basic principle that brand-name drug companies could be held
accountable under antitrust law for “pay for delay” deals, the Supreme Court definitively ruled in
the 2013 Actavis decision that the antitrust laws do apply to “pay for delay.” Now brand-name drug
makers have tried shifting to other, more subtle forms of pay-off, claiming that the Supreme Court’s
decision only applies to pay-offs in cold, hard cash. And they have turned to product-hopping.

Both these kinds of schemes are now the subject of government enforcement actions and
private challenges wending their way through the courts.

Another roadblock some brand-name drug makers are now throwing up involves using an
FDA-approved Risk Evaluation and Mitigation Strategy (REMS) to deny generic and biosimilar
drug makers access to a sufficient supply of the brand-name drug, or to the established testing
processes, that the generic needs in order to be able to do the necessary testing to satisfy the FDA’s
bio-equivalency requirements and ensure that the generic is safe and effective. Like pay for delay
and product hopping, this kind of restrictive roadblock could very well be a violation of the antitrust
laws’

Daraprim’s astronomical price hike by Turing Pharmaceuticals is propped up by this kind of
restricted distribution. The drug went off-patent about 40 years ago. And until recently, it was
available on ordinary distribution channels to wholesalers and retail pharmacies. But it was taken
off those ordinary channels two months before Turing acquired it, reportedly as a condition of the
deal." As a result of that change, Turing only distributes the drug through a “closed” pharmacy
system, and obtaining samples of Daraprim in order to make and market a lower-cost alternative has
become difficult.

And particularly pertinent to today’s hearing, there are indications that Reckit Benckiser
may have used a number of the anticompetitive practices described above to delay entry by a
competing generic, and thereby extend its lucrative monopoly, for Suboxone, a leading drug used
for treatment of opioid addiction. Specifically, Reckit Benkiser reportedly secured FDA approval
for a required joint REMS program, then refused to cooperate with the affected generics, thus
blocking their panicipation;” filed a questionable petition urging the FDA not to approve generic
substitutes for Suboxone;'? obtained extended patent life for a “new” drug by switching its
packaging of Suboxone from tablets to film strips, with no changes to the clinical formula, claiming

? See Carrier, Michael A, Levidow, Nicole, and Kesselheim, Aaron S., Using Antitrust Law to Challenge Turings’
Daraprim Price Increase, 31 Berkeley Tech. L.J. ____ (forthcoming 2016),

http://papers.ssm.com/sol 3/papers.cfm?abstract_1d=2724604.

"“Andrew Pollack and Julie Creswell, Martin Shkreli, the Mercurial Man Behind the Drug Price Increase That Went
Viral , N.Y. Times, Sept. 22, 2015, http://www.nytimes.com/201509/23/busi fbig-price-i ase-for-an-old-drug-
will-be-rolled-back-turing-chief-says. html.

"' See In re Suboxone (Buprenorphine Hydrochloride and Naloxone) Antitrust Litigation, 64 F. Supp. 3d 665 (E.D. Pa,
2014).
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that the tablets were unsafe, while continuing to sell the tablets in other markets around the world;"?
and waged a massive fraudulent sales and marketing campaign, with doctors and the public, to
disparage as the tablets that generics were preparing to introduce as unsafe, and discourage their

14
use.

In addition to supporting vigorous antitrust enforcement, we are also open to practical
legislative solutions. For example, we expressed our support for the Creating and Restoring Equal
Access to Equivalent Samples Act, or CREATES Act, legislation introduced in the Senate that
would clarify that abuse of REMS restrictions to impede generic testing and entry are unlawful and
would give the affected generics a way to stop them, enabling new choices to get to consumers
more quickly.

Our health care system is multifaceted, and the solutions go beyond antitrust. Competition
will not solve every marketplace problem. But the lack of competition makes marketplace
problems harder to solve. We appreciate your commitment to seeing that competition is protected
and promoted in this critical marketplace.

Respectfully,

Cet¥ s

George P. Slover
Senior Policy Counsel
Consumers Union

cc: Members Subcommittee on Regulatory Reform, Commercial and Antitrust Law
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Mr. JOHNSON. Thank you.

Mr. MARINO. The Chair now recognizes the Chairman, Mr. Good-
latte.

Mr. GOODLATTE. Thank you, Mr. Chairman. Dr. Ketcham, there
have been allegations that threats by the Drug Enforcement Ad-
ministration, the DEA, have resulted in pharmacies removing
Buprenorphine products from their inventory. Are you familiar
with these allegations, and can you comment on the alleged con-
duct?

Dr. KETCHAM. I cannot verify that that is necessarily the case.
I do know that pharmacies in my region try to keep only a limited
amount of Buprenorphine in stock, try to preserve that for when
a patient shows up with a prescription in hand.

I will say, however, that, regarding the DEA, and I think their
general view of treating addiction with Buprenorphine and office-
based practice; that after you have been a licensed Buprenorphine
prescriber for 3 years, at some point you are supposed to have a
random meeting with the DEA, in which they are going to inter-
view you, go over your patient logs, your prescriptions, et cetera.

When they do this, they do interrogate you and make you feel
like you are a criminal, and this really is a significant factor that
causes physicians not to want to participate in addiction treatment.

Let me also add that there is, however, a significant amount of
diversion of Buprenorphine, you know, in almost every community,
and I believe that the DEA has a very founded interest in why
there is such a tremendous amount of diversion of Buprenorphine
in most communities.

Mr. GOODLATTE. But do you think that if that is indeed leading
to local pharmacies carrying limited supplies, is that leading to the
inconsistency that patients are finding? They will get a prescrip-
tion. They will go get it filled, and then the next month or when-
ever they go back again, that pharmacy does not honor their pre-
scription?

Dr. KETcHAM. I think the issue is that the cost of the medication
is high, and in pharmacies that I have spoken to, when working
with Medicaid, for example, they are selling the Buprenorphine to
patients at the same cost for which they are paying for the medica-
tion, and usually they pay through a wholesaler such as McKesson,
let’s say.

So, if your pharmacy is buying it at that price, that is exactly the
price they are turning around and selling it to patients for, with
usually a minimal fee of about a dollar or so for packaging. So
there is no market. There is no, you know, profit for them any-
where in this.

Mr. GOODLATTE. I get the profit side of it.

Dr. KETCHAM. Yeah.

Mr. GOODLATTE. We definitely want to hear more about why
these prices cannot be lowered through competition, but I also
would suspect that if you are treating a patient for addiction, con-
sistency and being able to stay on the regimen prescribed by the
physician would be extremely important, and the inconsistency
with which that physician can rely on local pharmacies to have the
product available would make a big difference in the success of
treating the patients.
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Dr. KETCHAM. I completely agree, and that is definitely a prob-
lem that our patients face. I will also add to that that there ap-
pears to be varying quality amongst the generic product, and when
the generic product changes within a pharmacy, patients then are
often trying to look for a different pharmacy that carries a different
generic version of the drug.

Mr. GOODLATTE. So the physician wants them to take a specific
formulation, and expect that it is going to be at the same place
where that patient is used to going. This consistency of carrying
the same product over a period of time is very important, and phar-
macies should work with the DEA and work with their suppliers
to make sure that they can be more consistent than they are in
some areas.

Dr. KETcHAM. Absolutely.

Mr. GOODLATTE. Thank you. Dr. Pritchett, your testimony out-
lines what appears to be a relatively competitive market for both
Buprenorphine and Naloxone products. Given its competitive state,
can you explain the media accounts and testimony today that sug-
gests rising prices in each of these markets?

Ms. PRITCHETT. So I would just say that I represent a trade asso-
ciation. My representative from GPhA is not privy to actual pricing
information of any of these products. We did have IMS just take
a look at the overall trends and, for example, for Buprenorphine re-
lated medications IMS data shows that pricing for both the generic
and innovator products have similar pricing; that it has remained
generally stable since 2011.

Now, one of the challenges related to Naloxone, as I mentioned
in my testimony, is that we have had a shift in that now many
States are having standing orders where Naloxone products are
available without a prescription at the pharmacy level. We do not
have insight into what pricing may be occurring at the retail level.
So, that is one of the challenges inherent there.

But I would say what we have seen in terms of—not looking at
sales, but looking at volume, is that in both of these spaces that
you have substantial generic competition. We have recently had an
influx of innovative products. If you look at Naloxone, we have had
an autoinjector form that has been introduced, and then we have
had a nasal form introduced, and I think now you have two brands
competing on the delivery system method, so that is a sign of posi-
tive competition and, given what we are seeing in the pipeline, we
expect to see more competition there. But, again, I cannot speak to
the price reports that have been reported in the media.

Mr. GOODLATTE. Let me just say——

Ms. PrITCHETT. IMS data just does not seem to be bearing that
out.

Mr. GOODLATTE [continuing]. As a member of the trade associa-
tion that many pharmaceutical companies belong to, I hope you
will convey back to them our concern, that the Congress has just
passed CARA legislation, designed to try to deal with the addiction
epidemic in our country, and that one of the aspects of being suc-
cessful—we passed about 17 bills, some out of this Committee,
some out of the Energy and Commerce Committee, that are going
to help, I think, a lot in this area, but they are not going to help
as much as they could unless the product, for people who obviously
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are not, taken as a whole, the most likely to be able to pay what-
ever the market demands.

They are going to need to be able to have an affordable product;
that that is an important thing for your industry to consider, as we
take on this national challenge of dealing with addiction.

Ms. PRITCHETT. Thank you for that. One thing I would note, IMS
just released a report this morning that found that the annual
growth rates in the number of prescriptions for Buprenorphine
medicines slowed from 22 percent in 2012 to about 6.4 percent in
2016, and IMS found that the states with the highest rates of her-
oin and other opioid use had below average levels of Buprenorphine
use and public funding, suggesting a disconnect between the need
for treatment and access and coverage of treatment. And what we
have seen is that a lot of these medications require, as mentioned
by Dr. Ketcham, require a step therapy. So, you have to fail on
multiple other options before you get to some of these medications.

Some of these are not even covered. For example, Vivitrol, which
is an innovative medication in terms of it is a once monthly
injectable that just does not just treat withdrawal symptoms, but
treats opioid dependence; that you have three State Medicaid pro-
grams that require substantial step therapy and prior auth before
you can even have an opportunity for that. And the Arkansas State
Medicaid program does not even allow access to it.

So, agree that we need more competition, but we also need to en-
sure that, as we are introducing competition, that there is the po-
tential that there is going to be uptake of these products. As
innovators are looking at entering a market, they do need to know
that this is going to be valued by payers and patients. So that is
an important dynamic as well, but appreciate the thoughts.

Mr. GOODLATTE. Well, thank you, and if you would submit that
study to the Committee, we would be more than anxious to have
the benefit of it.

Ms. PRITCHETT. Certainly, will do so.

Mr. GOODLATTE. Thank you. Mr. Chairman, my time has long
since expired.

Mr. MARINO. Thank you. The Chair now recognizes Mr. Conyers,
the Ranking Member of the full Judiciary Committee.

Mr. CoNYERS. Thank you very much. I thank the witnesses. Pro-
fessor Feldman, what are some of the ways that drug manufactur-
ers manipulate the existing patent and regulatory schemes to ex-
tend their monopolies on brand drugs?

Ms. FELDMAN. Understanding the life cycle in the pharma-
ceutical industry is a matter of understanding how the games get
piled on one after each other. With each of them, they got a small
amount of additional exclusivity; 5 months here, 6 months there,
a couple of years. But you add them together and they add up. So,
a 5-month extension in a blockbuster drug can be worth half a bil-
lion dollars or more. You add a billion here, a billion there, that
adds up to real money, and the taxpayers are paying. So it is not
the individual game. It is the way that games are strung out, one
after another.

Mr. CONYERS. Is this true of generic manufacturers as well?

Ms. FELDMAN. The best and most competitive market is when
you have lots of competitors directly in that market. When there
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is only one generic competitor, the price generally drops by only
about 15 percent. When you have multiple generics, you often see
price drops in the 85 to 90 percent. So there are definitely incen-
tives for first generics, also who wish to keep others out as well.

Mr. CoNYERS. Thank you. Do you support S3056, the CREATES
Act, which, as you know, among other things, allows a generic drug
developer to sue a brand manufacturer to obtain the necessary
samples to create a bio-equivalent product?

Ms. FELDMAN. I had the honor of testifying on the Senate side
about the CREATES Act a couple of months ago. I do support that
type of approach, particularly taking the competition policing out
of the FDA, and into agencies and courts that are better at doing
that. The FDA is great at policing safety; not so great at policing
competition.

Mr. CoNYERS. Thank you. Mr. Merritt, you suggest that one of
the factors keeping the price of the Naloxone high is the fact that
many States require insurance coverage for it, hampering the abil-
ity of pharmacy benefit managers to negotiate discounts and re-
bates. Do you support that?

Mr. MERRITT. Well, insurance does cover that, just to clarify that,
sir. Insurance and insurers generally cover these products. The
challenge is when there is a mandate to cover one particular ge-
neric, if there are competitors available, or one particular brand,
for that matter. Because when there is a mandate to cover that, it
gives all the pricing power back to PhRMA because they do not
need to compete on price to get on a formulary or to get on a for-
mulary with a lower co-pay.

So that was the intent of that particular statement, but these are
broadly covered, although I will add that many, many times, al-
though I do not have the percentage in front of me, these are not
processed through insurance. They are products that have been
given away. Different drugs have been given away. People come
and sometimes they do not want to process it through insurance,
sometimes they are uninsured themselves, and so that is just an-
other clarifying factor.

Mr. CoNYERS. Dr. Ketcham, what is the impact of the spiking
price of opioid addiction treatments on the ability of healthcare pro-
viders to address addiction long term?

Dr. KETCHAM. Sir, the rising price essentially means that pa-
tients will not fill their prescriptions, and without filling the pre-
scription, it means they discontinue getting their addiction treat-
ment. What invariably often happens in this situation, which is
very unfortunate, is that patients, when they cannot afford the
medication, will often do their own sort of self-tapering.

Many patients are self-managing with Buprenorphine; either
that they have been prescribed for that they are running out of, or
that they are obtaining in a secondary market, and very often
when we see them tapering very quickly, much faster than we
would recommend that they do, there is a very high rate of relapse,
and then proceeding back to using heroin or other black-market
opiates.

Mr. CoNYERS. Thank you, Mr. Chairman, for permitting me to
ask these questions.
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Mr. MARINO. Mr. Ranking Member, you came under everyone
else today. So, kudos. The Chair now recognizes the gentleman
from Georgia, Congressman Collins.

Mr. CoLLINS. Thank you Mr. Chairman, and the Ranking Mem-
ber said I could have his time, his extra. There you go. We will
split it; that is what we will do. No, I appreciate the time, Mr.
Chairman. We will be submitting questions for four of the wit-
nesses today on different wells, but I have some other issues that
I would like to address because I do not get the opportunity often
to do so. Mr. Merritt, thank you for being here today.

I have an opportunity to say something here that, for many in
this room, is going to find they may fall out of their chairs because
I am going to agree with you on some parts of your testimony. I
agree that opioid epidemic and opioid addiction is heartbreaking. I
have seen it tragically up close and personal, and agree that the
Comprehensive Addiction Recovery Act was a good first step to-
ward combating this problem. That is why I was a part of that act.

I think we can agree there needs to be competition in the addic-
tion medication market, but when we talk about general pricing,
there are some points that I want to raise that concern me, and
I think you know we have a different opinion on the value of PBMs
to the healthcare marketplace. You say in your written testimony
that PBMs help bring down prices of prescription drugs across the
market by harnessing competition and among manufacturers. You
go on to say that the one way the PBM lower prices for prescription
drugs is through taking advantage of all the efficiency of mail serv-
ice pharmacies.

Mr. Merritt, is there not an inherent conflict of interest when a
PBM mandates or heavily incentivizes patients to use their own
specialty or mail order pharmacy? Can you please explain how
steering patients to a PBM owned specialty or mail channel allows
for greater competition in the marketplace?

Also, help me understand how it is beneficial for a patient to ob-
tain expensive, complex medications, some of which need to be self-
injected, in the mail, where they have zero opportunity to show in-
person how to properly use the medication for maximum benefit?

Mr. MERRITT. Sure, well, first of all, the Federal Trade Commis-
sion has looked into this, in terms of the mail and if there is a con-
flict of interest, and found that there is not. And I think probably
the way to think about it

Mr. CoLLINS. That is not a real helpful analogy, given their track
record in some of the trade.

Mr. MERRITT. No, I have——

Mr. CoLLINS. We are going down a wrong road to start with here.

Mr. MERRITT. Okay, well, I think the FTC is a respected agency,
but we can disagree on that. I would say this. Maybe a simpler way
to think about it, because all this is so complex, with so many dif-
ferent layers, even for people who really know a lot about health
care. Think about it like Amazon.com. They have Prime, which a
lot of us use for home delivery. Amazon is its own deliverer.

Would it be smart to force them to use Federal Express or UPS
or some other higher cost carrier to deliver their goods? Would that
be better for consumers? Would that take advantage of scale? No,
I think it would cost more. It would not add any value to con-
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sumers, and the fact that we work with mail service pharmacies
often that we partner with or own adds value because we can de-
liver those products cheaply and more effectively to consumers.

Mr. CoLLINS. Well, I think that is even under question because
even a study was done from TRICARE says that you are 83 percent
higher than most community pharmacies serving through mail
order. So I mean, these are the problems that I have. I understand
the PBMs will usually pay the pharmacy one amount for dis-
pensing a drug, but charge a payer a different amount, referring
to this as the spread.

CMS is aware of this and have changed part of the rules to ac-
count for this practice, which is inflating patient costs. Can you ex-
plain to me, and the rest, the often large differential in the spread
between what PBMs reimburse pharmacies, versus what you
charge health plans, and could you not save the system dollars,
which is actually what your own website says that you supposedly
do by lowering that spread?

Mr. MERRITT. Well, first of all, we do not work for the phar-
macies. We work for the employers and the consumers who go
there, right?

Mr. COLLINS. Most of your members own pharmacies.

Mr. MERRITT. No, but we do not work

Mr. COLLINS. Let’s at least get this straight.

Mr. MERRITT. We do not work for drugstores. Our job is negoti-
ating——

Mr. CoLLINS. No, you own them.

Mr. MERRITT. No, that is a different story. We——

Mr. CoLLINS. Yeah, we do not want to talk about that story. It
is vertical integration that is a problem here.

Mr. MERRITT. Well, if you give me just a second, I will talk about
it and answer your question. PBMs are hired by employers to nego-
tiate against and with drug companies and drugstores to make
sure that people get access to the medications and drugstores they
need, but that we also use the competition in those spaces, for in-
stance, where there are numerous brands or brands and generics
that treat the same conditions. We want to encourage people to use
the least expensive one. The same is true with drugstores. Some
local drugstores are more expensive than others. We want to en-
courage people to use the more affordable drugstores.

In terms of spread pricing and so forth, that is something that
the plan designs. That is something that the employer decides.
They are fully aware of that, and if they want to provide incentives
for us to get better deals with drugstores by doing that, they will
go ahead and do that but, as you said, Medicare and a lot of other
programs and payers do not want that. That is fine too. It is totally
up to the payer.

Mr. CoLLINS. Look, TRICARE’s own study said if they got rid of
PBMs, they would save $1.3 billion in 2013. You cannot tell me,
and sit here and tell me that your groups, which you represent,
many of which have testified before this Committee and been un-
truthful with this Committee can say——

Mr. MERRITT. No.

Mr. CoLLINS [continuing]. No, I would not go there with me on
that one. You did not testify. One of your members did.
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Mr. MERRITT. Okay.

Mr. COLLINS. And this is the problem we have. And do you want
to look at it over all, not only the opioid addiction issues we have
got here, but the pharmacy prescription. I have one more Mr.
Chairman, because this is out of his own testimony. It says, “Allow
them stronger measures to remove disciplined or rogue pharmacies
from plan networks,” as one of your solutions.

I do not think you need any more power because right now you
are removing pharmacies that actually try to compete in their mar-
ketplace and serve on regular means. You do not need more power
to go after them. You have got plenty right now, controlling 83 per-
cent of the market. Your business model that suffers and forces
customers to have problems; not the other way around. The last
thing we need to do is give PBMs more power. Thank you, Mr.
Chairman, I yield back.

Mr. MARINO. Mr. Merritt, you can respond if you choose to.

Mr. MERRITT. Well, I would just say that, as Dr. Ketcham point-
ed out, there is a problem with diversion. There is a problem with
fraud in health care, in general. We see it at the pharmacies. We
see it in other places in health care as well. Some drugstores are
better than others, and so we want to make sure the highest qual-
ity, most affordable drugstores are ones that people are encouraged
to go to. We may have a disagreement on this, but this is the way
that we see it, and I think facts back that up.

Mr. CoLLINS. Mr. Chairman, all that is in these pharmacies were
actually doing something

Mr. MARINO. Gentleman

Mr. COLLINS. Are we going to get a second round, because that
statement right there is false.

Mr. MARINO. No, we are not, because before I got here because
of votes and not keeping this panel, you certainly can submit writ-
ten questions too. This the business to be answered. The Chair now
recognizes the gentlelady from the State of Washington, Congress-
woman DelBene.

Ms. DELBENE. Thank you, Mr. Chairman, and thanks to all the
witnesses for being with us today. Today, we are considering the
intersection of two important policy priorities; addressing the cost
of prescription drugs, and combatting the opioid crisis. As everyone
knows, the epidemic of opioid abuse is having a devastating effect
on Americans’ health and safety, both in my home State of Wash-
ington, and across the country. With more than 120 deaths occur-
ring from drug overdoses every day, more than half from prescrip-
tion drugs, it is clearer than ever that Congress must take action
to treat addiction and save lives.

Addressing this epidemic will require a multi-pronged approach,
and one piece of the solution must be ensuring access to addiction
treatment medicines, and overdose reversal drugs. That is why the
Comprehensive Addiction and Recovery Act, or CARA, authorized
important new funding for the expansion of medication assisted
treatment. But that support could be severely diminished if our
constituents cannot afford the cost of these medications, not to
mention law enforcement agencies and State, local, and tribal gov-
ernments. And CARA cannot solve this crisis alone. We are also
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going to depend on the manufacturers of addiction medicines, and
the regulatory structure that governs them.

So, as someone who started her career in the life sciences, I know
how important it is to strike the right balance between incentiviz-
ing medical innovation, and ensuring access to affordable medi-
cines. But some companies have rightfully drawn criticism for in-
creasing drug prices to generate profits, rather than support the
development of life-saving therapies, and I have heard from hun-
dreds of constituents who are outraged by what they have heard
on the news.

So, as we work together to fight the opioid crisis, it is appro-
priate to examine the state of this marketplace, and ensure that it
is working as it was intended.

Dr. Ketcham, in negotiations over CARA, Congress failed to pro-
vide the President’s request for $1.1 billion in emergency funding
to immediately fund new addiction treatment efforts. Instead, fund-
ing decisions were left to the annual appropriations process, and
now we hear there might be $37 million in a continuing resolution.

So, do you believe that emergency funding would have helped
Americans with the substance use disorder; help them to seek
treatment, complete treatment, or sustain their recovery?

Dr. KETcHAM. Well, absolutely. In any way that funding filters
down to the patient being able to obtain that medication, as well
as in any path that funding proceeds to help keep open and open
more addiction treatment centers or other mental health centers,
where addiction medicine is handled.

Ms. DELBENE. How do you believe those funds would best be
used to help first responders and healthcare providers fight the
opioid epidemic. I mean, you have talked a little bit about keeping
treatment centers open, but where do you think those funds are
most critically needed?

Dr. KETCHAM. I do think that a multi-pronged approach is nec-
essary. I am worried that, particularly as I stated earlier, the
smaller fire departments, EMS agencies that are starting to really
look at the price of Naloxone as a significant budget item in their
pharmaceuticals. I think this needs to be addressed, and this is one
area where I think funding should be directed.

However, funding can be used to lower the overall price and
evaluate the whole competition issue. That would, I think, go a
long way as well. But also, again, we certainly need more access
by patients, you know, to the mental health care so they can start
getting their addiction treatment.

Ms. DELBENE. Thank you. Regarding competition, Professor
Feldman, we talked a little bit about the competitive marketplace
in this area. Are there other factors we have not talked about yet
today that you think are critical that we should be aware of that
are impacting pricing?

Ms. FELDMAN. I think I would put it this way. In a well-func-
tioning market, if someone charges eye-popping prices, a bright
young company will come in and compete and the price will come
down. So if we are not seeing that—and we are not seeing that—
then we have to ask, “What is going on, and what is functioning
improperly in the market?” We have lots of carving out of little ter-
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ritories there, but we do not have the type of robust competition

that we would like to see in this market.

b N{{s. DELBENE. Thank you. Thank you, Mr. Chair, and I yield
ack.

Mr. MARINO. Thank you. Seeing no other Members, this con-
cludes today’s hearing. I really want to take the time to thank you
for being here. I am glad we did not have to hold you over, nor
would I have held you over, but I appreciate what you had to tell
us today. We have learned from it, and all of us in this room, from
the family members, to the businesses, to Congress. We have to
pay particular attention to this and react, because it is only going
to get worse. Without objection, all Members will have 5 legislative
days to submit additional written questions for the witnesses or ad-
ditional materials for the record. This hearing is adjourned.

[Whereupon, at 3:29 p.m., the Subcommittee adjourned subject to
the call of the Chair.]
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Response to Questions for the Record from Anne McDonald Pritchett, Ph.D,
Vice President, Policy and Research, Pharmaceutical Research and Man-
ufacturers of America (PhRMA)

Question: Testimony at our hearing stated the FDA often takes years to review a pending drug
application. Can you comment on how that has affected the entry into the market for addiction
medicine and other pharmaceutical markets?

There are several ways in which the FDA can result in more timely and efficient review of medicines and
spur additional competition in areas of unmet medical need. Below | highlight several areas for
consideration.

Until recently there have been long-standing delays in the reviews of generic drug applications at the
FDA. The FDA's Office of Generic Drugs {OGD) is responsible for the timely review and approval of
generic drug applications. Since the implementation of a pathway for the approval of generic drugs
under Hatch-Waxman in 1984, abbreviated new drug application (ANDA) submissions have steadily
increased. This has resulted in a significant backlog at OGD as annual submission rates have far outpaced
annual approval rates. In addition to a growing backlog of applications, approval times have also
increased over the years. According to the FDA's own data, OGD received over 1,400 ANDA submissions
in FY2014 — up from about 360 per year in the mid-1990s and the highest number of receipts in a single
year to date ~ but approved only 409 applications that same year. In fact, the number of submissions
has outpaced the number of approvals by multiples ranging from about 1.5:1 to about 3:1 each year
between 2002 and 2014. This large discrepancy between the number of annual submissions and the
number of annual approvals —led to a backlog of about 4,000 ANDAs, up from a consistent level of 400
ANDAs per year until 2002. In July 2016, the FDA announced it has reduced that backlog significantly and
will eliminate the backlog prior to reauthorization of the generic drug user fee act. While the FDA should
be applauded for addressing this critical issue, it is critically important that we ensure that FDA takes
steps to ensure that this situation does not recur.

Innovative biopharmaceutical companies have made substantial R&D investments to develop abuse-
deterrent formulations for some medicines that are susceptible to widespread abuse {e.g., opioids) as
well as non-opioid pain medicines, medications to treat addictions, and opioid reversal agents. Given the
public health importance of these medications, the FDA should prioritize the review and approval of
these products. in the case of abuse deterrent formulations, for example, these formulations have
characteristics that help prevent widespread abuse by impeding the delivery of their active ingredient or
by making abuse of the drug more difficult or less rewarding {“abuse-deterrent formulations”). The
reality is the science of abuse deterrence is challenging and both the formulation technologies and the
analytical, clinical, and statistical methods for evaluating those technologies are rapidly evolving. Public
policies should encourage the scientific and clinical research needed to advance the development and
assessment of abuse-deterrent technologies. We would encourage the FDA to incentivize the
development of abuse-deterrent formulations, which is in the best interest of patients. Specifically,

» When an innovator has developed, and FDA has approved, such a formulation, FDA should
not approve a generic formulation of the medicine that does not incorporate comparable
abuse deterrence. Permitting the approval of generic products that lack comparable abuse
deterrence not only undermines the incentive for industry to invest in important new abuse-
deterrent technologies, but also more importantly, fails to mitigate a public and societal
health risk.

* http://www lachmanconsultants.com/2015/07/the-backlog-at-ogd-a-historicak-look/
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In addition, when an abuse deterrent formulation of a drug has been approved, PhARMA
encourages FDA to exercise its authority to remove from the market non-abuse deterrent
generic formulations of the same drug.

» Given more than 90% of the most frequently abused opioids are generic, we support swift
finalization of FDA guidance to inform the development of generic ADFs.

In terms of opioid reversal agents, while the medication Naloxone has been around since the 1970s and
is available in generic form, given the growing opioid crisis, there has been increased focus on drug-
device combination products that allow the drug to be easily delivered and ensure accurate dosing.
Naloxone is produced and sold by 8 different biopharmaceutical manufacturers. There are 6 generic
manufacturers in a range of dosage forms and there are also 2 brand naloxone medications offering
convenient delivery systems. Relative to the market in early 2015, the number of manufacturers in this
space has close to doubled. In late 2016, a joint FDA advisory panel was split on whether dosing of
injectable naloxone should remain the current standard. The lack of consensus around appropriate
dosing has implications for the review of future products in this space. Given the continuing need for
easy to use drug device combination products, there is a need to address the FDA regulatory framework
that governs the development and review of combination products. Innovator and generic
biopharmaceutical companies face a range of challenges in developing combination products. These
include but are not limited to: additional dosing and other scientific studies that may be required for
approved medicines being delivered through the use of a device; and different regulatory paradigms for
medicines, biclogics and devices that result in inefficiencies and make review processes more complex
as companies must work with multiple FDA review centers. To address hurdles in bringing new
combination products to market, there should be an independent third-party review to improve the
FDA’s combination product review process, FDA staff capacity needs to be enhanced and access
provided to needed scientific expertise, and perhaps most importantly, improving coordination among
FDA’s review centers. These improvements will not only enhance the regulatory framewaork that governs
the development and review of combination products, but could also increase competition.

In some therapeutic areas, there appear to be insufficient incentives to attract generic entrants. In the
well-publicized situation involving the drug Daraprim, which was produced by Turing Pharmaceuticals,
the drug treated a small patient population, the drug did not have intellectual property or regulatory
exclusivities preventing market entry, but because the drug treated a small patient population, there
appeared to be insufficient incentives for generics to enter the market. In cases such as this and where
the drug is meeting a critical need, the FDA should prioritize the review of any generic applications when
they meet these criteria. We also feel there is a need to explore additional incentives to encourage
generic entry in these areas. One potential solution would be to provide regulatory incentives for more
than one generic drug manufacturer to enter and require agreement to manufacture the product for a
set period of time, including waiving the user fee for the drug intended to treat the patient population
and expediting the ANDA/505(b)(2) review to the greatest extent possible.

Question: Professor Feldman has detailed a number of practices that she believes inhibit
competition in the addiction medicine markets as well as other pharmaceutical
markets. Do you believe that "product hopping” is a practice that exists to preclude
competition, and should Congress consider policies to prevent this type of conduct?

Professor Feldman’s testimony disparaged the value of incremental advances resulting from new
formulation strategies that provide novel modes of delivery. The ideal delivery system seeks to provide
the right amount of a medicine to the right part of the body at the right time and for the requisite
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period. Advances in molecular biology, better understanding of the disease or condition, and the
introduction of new technologies creates the potential for new indications (e.g., pediatric indications)
and more efficient, effective, or convenient ways of delivering a medicine contributing to increased
competition and improving patient outcomes.

To obtain FDA approval for new formulations, clinical trials are generally required to demonstrate safety
and efficacy, as was needed in the testing phase of the original formulation. The company then must
make the case to payers and prescribers of the value of the new formulation, which must compete with
other therapeutic options in a class.

Contrary to Prof. Feldman’s assertions, new formulations do not preclude competitors to earlier
formulations and promote competition. Patents or exclusivity that may cover new formulations do not
in any way extend the patents or exclusivity on existing formulations, or otherwise delay or block
generic copies of the earlier formulations.” The introduction of new formulations also results in
increased competition, which is further expanded when generics enter the market. As opiocid reversal
agents are being made more widely available in many states without a prescription, it is critically
important that the delivery system be convenient and easy to use, but because receiving the right
dosage at the right time can mean the different between life and death, we need to foster continued
advances. Similarly, in terms of addiction medicines, having more rather than fewer treatment options is
critically important.

Legal remedies exist to investigate and prosecute potentially anti-competitive behavior. To date, the FTC
has not brought a case based on allegations described by Prof. Feldman. However, private litigants have
brought several lawsuits alleging that some companies have violated anti-trust laws by seeking to thwart
generic competition. The decisions to date have already established that the current antitrust laws are
sufficient to address any conduct that may be considered by a court to be anti-competitive.”

' A known compound may be reformulated with other substances to create a new composition of
matter. Provided that the resulting composition is both new and not obvious, it can be patented. The
new patent only covers the new formulation not any previously existing formulations nor the original
formulation.

2 See, for example, Mylan Pharmaceuticals Inc. v. Warner Chilcott PLC et af., No. 15-2236, 2016 WL 5403626 (3d Cir. Sept. 29, 2016) (granting
summary judgment: “While product hopping under certain circumstances may be viewed as anticompetitive conduct, this is not one of those
cases.... Mylan was not foreclosed from the market.”); Wolgreen Co. v. AstraZeneca Pharm. L.P., 534 F. Supp. 2d 146, 151 {D.D.C. 2008)
{"Wolgreen”) (granting motion to dismiss: “here, there is no allegation that AstraZeneca eliminated any consumer choices. Rather, AstraZeneca
added choices.... Plaintiffs have also not identified any antitrust law that requires a product new on the market-with or without a patent-to be
superior to existing products. Antitrust law holds, and has long held, to the contrary. Courts and juries are not tasked with determining which
product among several is superior. Those determinations are left to the marketplace. New products are not capable of affecting competitors’
market share unless consumers prefer the new product, regardless of whether that product is superior, equivalent, or inferior to existing
products.”); Abbott Labs. v. Teva Pharm. USA, Inc., 432 F. Supp. 2d 408, 422 {D. Del. 2006) (“Tricor”) (denying motion to dismiss because
removal of prior drug formulations from the market “result[ed] in consumer coercion” and was “potentially anticompetitive”: “If consumers are
free to choose among products, then the success of a new product in the marketplace reflects consumer choice, and “antitrust should not
intervene when an invention pleases customers....”By contrast, when the introduction of a new product by a monopolist prevents consumer

choice, greater scrutiny is appropriate.”)



83

Response to Questions for the Record from David R. Gaugh, R.Ph., Senior
Vice President for Science and Regulatory Affairs, Generic Pharma-
ceutical Association

David R. Gaugh, R.Ph.

Senior Vice President

Science and Regulatory Affairs
GPhA

Questions for the Record

September 22, 2016 House Judiciary Subcommittee on Regulatory Reform,
Commercial and Antitrust Law hearing

“Treating the Opioid Epidemic: The State of Competition in the Markets for
Addiction Medicine”

1. Dr. Prichett’s testimony states that generic competitors dominate most markets,
including the addiction medicine market, and are coming to market quicker than
ever. Do you agree with those statements and, if so, do you still believe that
Congress should focus its attention on increasing the speed to market for generies?

Increased competition benefits patients and the U.S. healthcare system by increasing
market access and lowering drug prices. The generic user fee program has improved the
review and approval timelines of generic applications but more needs to be done to
ensure that access and cost savings are available from multiple generics for approved
innovator products.

2. When a brand drug gets removed from the market, how does that impact the
generic version of the brand product?

The impact on the generic industry depends on the reason why the brand product was
removed from the market.

A. If the brand product was removed due to safety and/or efficacy reasons, then the
generic marketed products will be subject to a safety and efficacy assessment to
determine if the generic product also poses a safety and/or efficacy threat because the
safety and efficacy of the approved generic product is determined by establishing
bioequivalence to the brand product.

B. Ifthe brand product was voluntarily withdrawn and the withdrawal was NOT due to
safety and/or efficacy concerns than all approved generic versions of that product will
remain on the market. The Office of Generic Drugs (OGD) will designate an
approved generic which has the largest market share as the “new” reference listed
drug (RLD) for that drug product for future drug application submissions.
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Davig R, Gaugh, R.Ph.

Senior Vice President

Science and Regulatory Affairs
GPFhA

3. Tnyonr testimony, you mentioned that over a billion dollars has been contributed to
the FDA to improve the review proeess. Yet, it appears that the review time has
imereased. Can you explain how that can be the case?

FDA hag used the genetic drug user Tee funds to restructure OGD and the Office.of’
Pharmaecutical Quality to implement FDA’s Onie Quality Voice plan to achieve its user fee
commitmernts-as well asits mission. According to FDA, the first several years of GDUFA I
sere Tocused on capacity building (as stated by the Ageney, “building the foundation™), such
as hiting, trainitig, and improving its internal processes, I included, to-ensure FDA met:its
conmmitiments. FDA: also had to address and “tackle”™ all the pending backlog applications
that 'wetre not touched for years. In the midst of all the internal FDA changes, industry
experienced inconsistencies stemming from-the lack of transparchey and comimunication,
which undotthtedly added unnecessary strain, painsand confusion to the successful
implementation of the new GDUFA program. All.of these feasons have increased the time
I'DA has taken to review applications,
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Response to Questions for the Record from Mark Merritt, President and
Chief Executive Officer, Pharmaceutical Care Management Association

4 PCMA

PCMA’s Answers to Questions for the Record

United States House of Representatives Judiciary Subcommittee on Regulatory Reform,

Commercial And Antitrust Law

Treating the Opioid Epidemic: The State of Competition in the Markets for Addiction

Medicine

Pharmacy benefit managers sit in the middle of the drug supply chain and arguably
have the best visibility into pricing and competition. Are your members seeing price
increases for Naloxone and buprenorphine products? If so, what do you believe are
the drivers of these price increases?

PCMA is not privy to prices charged by manufacturers nor their negotiations with
PCMA member companies, but public data suggests that the prices of many of
these drugs continue to rise. Truven Health Analytics recently reported that the
price of Kaleo's naloxone auto-injector Evzio went from $750 for two injectors
last year to $3.700 this year.' That is almost a 400 percent increase.

While naloxone has been on the market for decades, recent changes in forms of
packaging and delivery have resulted in renewed patent protections for products
that contain naloxone and are still branded, resulting in very limited competition.
While these delivery changes have led to the drug being available for use under
standing orders and administered by non-clinicians, the makers of these drugs
apparently have exploited their market position created by an unprecedented spike
in demand as America’s opioid crisis unfolds.

Additionally, a substantial portion of the newly packaged and administrable forms
of these drugs is purchased directly by first responders. given away free of charge,
or dispensed to cash paying customers who either have no insurance or prefer not
to submit a claim to the insurer, leaving PBMs removed from many transactions,
and so unable to negotiate lower prices. This is unusual in the drug marketplace.

2. Are there instances in which competitors come into the market and you see prices

increase rather than decrease? Can you explain why this occurs?

The PBMs competing in the marketplace, across all lines of business, represent
total patient populations of approximately 266 million individuals." bringing
significant negotiating leverage to the table with brand manufacturers.” Recent
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events demonstrate how head-to-head competition in the marketplace can drive
significant savings on expensive drugs unrelated to treating opioid addiction.
Recently, a drug manufacturer reported that PBMs were able to negotiate a 46
percent rebate discount for one new hepatitis C drug—saving billions—when a
direct competitor drug was introduced into the market.” Due to this competition,
the resulting prices were below those in many other countries that employ price-
setting policies.”

However, in some cases, it may be possible to see the price of drugs remain the
same or even increase when a second competing brand drug or generic may enter
the market. In this case, the manufacturers may be engaging in a tacit collusion of
shadow pricing their competitors, meaning there may be little to no difference in
the price of competing drugs, and the prices move closely together over time.
However, once a third and subsequent competing brands or second and
subsequent generics enters the market, the shadow pricing scheme is nearly
impossible to maintain, as manufacturers are forced to compete for market share.

Policies such as awarding accelerated FDA review for second and third drugs in a
class and taking steps to clear FDA’s generic backlog would increase competition
and reduce manufacturer opportunities to shadow price.

In some cases, a given class or category of drugs may have multiple brand
entrants that nonetheless do not compete head-to-head; for instance, individual
patients may respond to the drugs differently. In this situation, until multiple
generics enter a market, PBMs are unable to use competition to incent
manufacturers to give price concessions, and manufacturers are able to raise
prices on their brand products as they see fit. This typically applies to brand
cancer drugs and multiple sclerosis drugs”.

’ Truven Ilealth Analytics data reported in KART News, “Naloxone Price ITike ‘Shocks' Local Law Eoforcement” November 22, 2016.
PR Newswire, “PBMs Provide Policy Solutions to Increase Competition, Reduce Rx Costs,” Tebruary 4, 2016.

* Health Stralegies Group. “Pharmacy Benefit Manager Research Agenda 2015, hiipe/fow w healihsirategies comfdownload/ieMid/ 1892
" New York Times, “Costly TTepati f eptember 2, 2015.

¥ Quintiles. TMS, “Comparison of Hep Seplember 20, 2016.
hup:/www.imshealth.com/fles/web/IMSH%20mstitute/Healtheare %20Briels/IIH]L_Comparison_of_HepatitisC_Treatmen(_Costs.pdl

“ STATNews, “Tnsurers Pay More [or Multiple Sclerosis Drug Because Rebates Don'tL Help, Report Says,” October 13,2016,

hitpsiwvew sintnews. com/pharmutot20 L/ LV 3/ mmdiip) 1
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Response to Questions for the Record from Robin Feldman, Esq., Harry and
Lillian Hastings Professor of Law, Director of the Institute for Innovation
Law, UC Hastings College of the Law

Robin Feldman
Harry & Lillian Hastings Professor of Law &
Director of the Institute for Innovation Law

University of California Hastings College of the Law
200 McAllister Street
San Francisco, CA 94102

January 9", 2017

Dear Chairman Goodlatte,

It is with pleasure that | provide the following responses to the questions submitted for the
record following the Committee on the Judiciary’s Subcommittee on Regulatory Reform,
Commercial and Antitrust Law's September 22, 2016, hearing titled, “Treating the Opioid
Epidemic: The State of Competition in the Markets for Addiction Medicine.”

1. How can policymakers and others differentiate between “product hopping,” by which a
manufacturer is manipulating the system to retain exclusivity, and true innovation,
through which a manufacturer is adding value to the market with a new product?

Product hopping is characterized by three factors: 1) timing; 2) minor modifications, such as in
dosage or delivery; and 3) market blocking. First, shifts to a new product are timed to coincide
with expiration of the exclusivity. Second, the brand-name company makes minor modifications
to the drug, such as modifications to dosage or delivery. Third, the brand-name company
employs strategies to discourage generic substitution. These can include withdrawing the
original medication, campaigns for doctors to insist that prescriptions be “dispensed as
written,” and various insurance formulary strategies.

Behind these three identifying factors lies a general principle: The hallmark of competition is
choice. Given open choice, markets are an excellent judge of whether a new product adds
value. Behaviors that deter open choice—for patients, doctors, pharmacists, or insurers—
should be suspect.

! For detailed examples of product hopping strategies, see Robin Feldman & Evan Frondorf,
Drug Wars: A New Generation of Generic Pharmaceutical Delay, 53 Harv. J. o LEGis. 499, 527-
533 (2016), available at https://papers.ssrn.com/sol3/papers.cfm?abstract_id=2659308.
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One should be cautious, however, in defining the behavior with too much precision, lest those
definitions simply become lines to avoid. For example, modifications in dosage or delivery are a
current, favored approach for product hopping, but new pathways could be chosen.

2. Brand Drugs often take years and millions of dollars to develop. Shouldn’t we encourage
these companies to continue to innovate and bring life-saving drugs to market?

It is important for innovative pharmaceutical companies to receive an appropriate return for
their wonderful contributions to consumer health and to the American economy. The patent
system, along with the extensions and benefits provided by the Hatch-Waxman legislation, is
designed to ensure that pharmaceutical companies enjoy those returns. The system is designed
as a quid pro quo, however, and at the end of the exclusivity period, society should receive the
benefits of open competition. When the government grants a patent, it is a deal made for the
benefit of society, and pharmaceutical companies should not be permitted to sidestep their end
of the bargain.

Most important, the patent system creates a balance between providing rewards for past
innovation and ensuring space for future innovators to enter the field. Attempts to expand
patent exclusivity and avoid open competition threaten to upset that delicate balance.

3. Are the antitrust laws properly equipped to address the type of conduct you detailed in
your testimony that may be inhibiting competitors from coming to market and placing a
check on drug prices?

Providing effective antitrust pathways would require shifts in at least two areas of antitrust
doctrines.” First, antitrust actions related to pharmaceutical behavior are likely to involve
challenging actions related to patents or to activity at federal agencies such as the Food & Drug
Administration (FDA). The Noerr-Pennington line of cases, dating back to the 1960s, establishes
the general principle that one has the right to petition government without fear of antitrust
liability. Although antitrust liability may still attach if one’s petition to the government is judged
to be a “sham,” the bar for establishing a sham petition is extremely high, particularly where
patents are concerned. That standard would need to be changed, if antitrust law is going to
provide a consistent and effective approach.

2Fora description of these problems, see ROBIN FELDMAN, RETHINKING PATENT LAw 166-170
{Harvard 2012); see also Robin Feldman, Evan Frondorf, and Andrew K. Cordova, Empirical
Evidence of Drug Pricing Games—A Citizen’s Pathway Gone Astray, (forthcoming 2017 in
STANFORD TECHNOLOGY LAw REVIEW), available at
https://papers.ssrn.com/sol3/papers.cfm?abstract_id=2833151.
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Second, behaviors related to obtaining samples from competitors would run up against the
Trinko doctrine, as well. The Supreme Court in Trinko established that competitors generally are
not required to sell to each other. As the Department of Justice has noted, “forced sharing”
rarely helps consumers in the long run.? Providing samples for generic approval may be the rare
exception to the rule, however, and Trinko would need to be adjusted as well, if antitrust law is
to provide an effective approach to anticompetitive behavior involving samples of the branded
drug.

In addition to antitrust, one could characterize these behaviors as forms of regulatory abuse.
Thus, regulatory remedies that do not involve the antitrust system could be designed to deter
the behavior.*

Whatever reforms are chosen, it will be critical to ensure that regulators, legislators, courts, and
the public can see new schemes as they emerge. Although the FDA makes a wealth of
information publicly available, there are significant gaps in the system that should be remedied,
as noted in my study.’ In addition, much behavior is hidden behind the murky world of pricing
rebates, deals, and preferences organized through systems such as pharmacy benefit managers
{PBMs) and dedicated pharmacies. Aspects of that information should be available to the public
and to regulatory actors. A little sunshine goes a long way.

4. In your testimony, you discuss companies using the FDA citizen petition process to delay
the approval of competing drugs. Can you explain exactly how this works and how
Congress should respond?

The FDA'’s citizen petition process, and similar programs at other agencies, were created in the
1970s as part of an effort to fashion more participatory regimes in which ordinary citizens could
access the administrative process. Recent evidence suggests that the process at the FDA has
been diverted by those very companies it was meant to rein in. | recently completed a large-
scale empirical study of twelve years of FDA data which confirms that the “concerned citizen” is
frequently a large drug company raising frivolous or questionable claims in a last-ditch effort to

3 See Department of Justice, Competition and Monopoly: Single-Firm Conduct Under Section 2
of the Sherman Act, at Chapter 7, Unilateral, Unconditional Refusals to Deal with Rivals
available at hitps:/www. jusiice govalr/compelition-and-monopoly-single-firm-conducl-under-
section-2-sherman-gci-chapier-7.

* See Creating and Restoring Equal Access to Equivalent Samples (CREATES) Act of 2016 S. 3056,
available at https./fwww.congress.gov/bill/114th-congress/senaie-bill/30556; Feldman et. al,
Supra note 2.

® See Feldman, et al. supra note 2 (final section, “The Road Ahead”).
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hold off competition.® The motivation is clear—delaying entry of generic competitors for just a
few months can translate into hundreds of millions of dollars in revenue.

The study paints a picture of widespread, strategic exploitation of the citizen petition pathway
by drug companies striving to hold off price competition. Nearly half of the petitions in the data
set were filed within approximately a year of when the FDA approved the generic, and the most
common timing for citizen petitions related to generics was within half a year or less before
generic approval. If the brand-name company had legitimate concerns about the pending
generic, it could raise those concerns much earlier in the approval process, as opposed to
waiting until the FDA is nearly ready to grant approval.

Use of this delay strategy has proliferated over the past decade. The number of such petitions
from competitor companies—branded and generics seeking to delay generics--has effectively
doubled since 2003. In some years, out of all citizen petitions the FDA is tasked with reviewing
(including those related to medical devices, food, dietary supplements, tobacco, etc.), one-in-
five are filed by a drug company seeking obstruction of generic competition.

Such petitions do not appear to be based on legitimate concerns about consumer safety. The
FDA denies approximately 80% of citizen petitions related to pharmaceuticals.” Even when
petitions are granted, some represent pure delay tactics. For example, many petitions ask the
FDA to stay approval of the generic until the applicant conducts a test that the FDA already
requires for approval. The FDA is forced to grant the petition, even though its demands are
redundant with the FDA's existing requirements.

Although Congress passed amendments in 2007 in an attempt to block potential avenues for
citizen petition abuse, the study demonstrates that those amendments have been largely
toothless.

The study describes in detail various approach that could be used to deter such behavior,
including adjusting the antitrust laws as described in response to question 3 above. Regulatory
remedies, such as the CREATES Act, could be helpful, as well.® Perhaps the most promising
approach, however, would be to set up procedural blocks—such as requiring that drug
companies file their citizen petitions within a year of when the generic files its application or

¢ See Robin Feldman, Evan Frondorf, and Andrew K. Cordova, Empirical Evidence of Drug Pricing
Games—A Citizen’s Pathway Gone Astray, (forthcoming 2017 in STANFORD TECHNOLOGY LAW
Review (peer reviewed)), available at

https:/fpapers.ssin.com/sol3/papers cimPabstract id=2833151; see also Michael A. Carrier &
Carl Minniti, Citizen Petitions: Long, Late-Filed, and At-Last Denied, AM. U. L. REV.,
(forthcoming 2016) hitp://ssm.comy/abstract=2832319.

7 Michael Carrier and Daryl Wander in Citizen Petitions: An Empirical Study, 34 CARDOZO L.
RRV. 249,274 (2012).

8 See Creating and Restoring Equal Access to Equivalent Samples (CREATES) Act of 2016 S. 3056,
available at https://www.congress.gov/bill/114th-congress/senate-bitl/3056.
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establishing that issues raised by the petition will be resolved on a timeline separate from that
of generic approval.

Regardless of the policy approaches undertaken, greater transparency will be critical for
exposing new schemes and inappropriate behaviors as they emerge. Please see my response to
Question #3 for transparency recommendations.

Warmest regards,
Robin Feldman
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Abstract

The practice of prescribing opioid drugs for opioid dependent patients in the U.S. has been subjected to special government
scrutiny for almost 100 years. From 1920 until 1964, doctors who used opioids to treat addicts risked federal and/or state criminal

prosecution. Although that period ended when oral methad was established as | medical practice, public
concern about methadone diversion and idental overdose fataliti bined with political pressure from both hostile
b ies and groups d to drug-free led to the develoy of ung fented and detailed Food and Drug

Administration (FDA) regulations that specified the manner in which methadone (and later, levo-alpha-acetyl methadol, or
levomethadyl acetate, (LAAM])) could be provided. In 1974, Congress gave the Drug Enforcement Administration (DEA)
additional oversight of methadone treatment programs. Efforts to liberalize the FDA regulations over the past 30 years have been
resisted by both the DEA and existing treatment providers. Additional Nexibility for clinicians may evolve from the most recent
effort to create an acereditation system to replace some of the FDA regulations. The development of buprenorphine, a partial opioid
agonist, as an effective for opioid addi T d the possibility for having a less burdensome oversight process,
especially because of its reduced toxicity if ingested by non-tolerant individuals, New legislation, the Drug Addiction Treatment Act
(DATA} of 2000, created an opportunity for clinicians with special training to be exempted from both federal methadone
regulations and the requirement to obtain a special DEA license when using buprenorphine to treat addicts. Some details of how the

DATA was developed, moved through Congress, and signed into law are described.

@ 2003 Elsevier Science Ireland Ltd, All rights reserved.
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1. Early history of opioid-addiction treatment

The federal regulation of medical prescribing of
opioids in the U.S. began with the Harrison Act of
1914, While the Harrison Act did not actually prohibit
physicians from prescribing opioids for addicted pa-
tients within a legitimate medical context, the Treasury
officials who were empowered to implement the Act
vigorously opposed the practice and were successful in
deterring physicians from engaging in it. By 1920, the
American Medical Association (AMA) also condemned

* Corresponding author, Tel.: + 1-d1e228-1815; fax: + 1-410-328
1749.
E-pail address: jhjaffef@acl.com (1H. Jaffe).

prescribing opioids to addicts, thereby opening the door
further to the prosecution and conviction of physicians
who continued to do so. This difficult situation for
people who were dependent on opioids and for the
practitioners who wanted to help them did not begin to
change until 1964. It was then that Vincent Dole and
Marie Nyswander [irst described their work treating
heroin addicts with orally administered methadone
(Musto, 1987; Jonnes, 1996).

Some of the milestones of those 50 years between the
Harrison Narcotic Act of 1914 and the studies of
methadone maintenance in 1964 include the rise and
fall of morphine clinics (the last of them closed in 1923);
the successful federal prosecution of physicians who
prescribed morphine to addicts; and, following a period
of relative stability in the 1930s and 1940s, a post-World

03T65-ET 16035 - see front matter © 2003 Elsevier Science Ireland Ltd. All rights reserved.

doi: 101 0T6/S0376-8T16(03)00055-3
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War 11 rise in heroin addiction that led 1o new federal
legislation increasing the severily of penalties lor the use
and possession of illicit drugs. Tn [961, a report issued
by a joint committee of the American Bar Association
and thc AMA questioned those repressive drug policics
and encouraged research on opioid maintenance
(Musto, 1987).

Throughout most of this period, and until he retired
in 1962, Harry J. Anslinger headed the Bureau of
Narcotics. Anslinger believed strongly that addiction
would disappear in the lace ol severe penalties for the
possession, use, or sale of drugs, and that getting rid of
drugs, drug users, and drug pushers would solve the
drug problem. Under Anslinger’s influence, demonizing
the drugs. cspecially heroin, became a key clement of
federal drug policy, and addiction to opioid drugs was
portrayed as an incurable disorder that condemned its
victims to a life of degradation (Musto, 1987; Court-
wright, 1992).

2. Evolution of methadone treatment

The current system of opioid treatment regulations, as
well as American  attitudes towards addicts, w
influenced not only by this history, but also by other
equally important elements and events. These included a
heroin epidemic that accelerated in the early 1960s; the
risc of the therapeutic community movement, which
convincingly demonstrated that heroin addicts were not
beyond redemption; the Narcotic Addict Rehabilitation
Act (NARA) of 1966, which established a federal civil
commitment program modeled partly on similar pro-
grams in California and New York; and the work of
Dole, Nyswander, and their collaborators at the Rock-
cfeller nstitute. Their work, from the carly 1960s and
onward, showed that heroin addicts who were main-
tained on oral methadone could give up heroin and lead
productive, law-abiding lives (Glasscote et al, 1972:
Gerstein and Harwood, 1990).

The data reported by Dole, Nyswander, and cow-
orkers, and soon confirmed by others, showed that
treatment in methadone treatment programs sharply
reduced heroin use and criminal activity, increased
gaintul work, and resulted in generally improved health.
Equally important, paticnts found the treatment accep-
table, and scveral treatment cenlers began operalion.
Most of the treatment centers using methadone operated
under Investigational New Drug (IND) applications
issued by the Food and Drug Administration (FDA),
and thereby claimed exemption from the policies of the
Burcau ol Narcotics, which stll viewed providing
opioids to addiets as illegal. Tt is of historical interest
that Dole and coworkers at Rockefeller did not seek or
obtain an IND, since they took the position that
methadone was an approved therapeutic agent and

that oll-label use did not require an IND. From 1967
10 1970, the FDA liberally issucd INDs lor methadone
research. Beginning in 1968, TNDs were also issued for
the study of LAAM, (levo-alpha-acetyl methadol, or
levomethadyl acctate). By 1969, scveral thousand pa-
tients were enrolled in methadone mainienance treal-
menl rescarch programs (Jalle, 1975; Gerstein and
Harwood, 1990; Jonnes, 1996; Kreek and Voeci, 2002).

Yet, methadone was not well received in the early
1970s. Most federal agencics were hostile towards it or
were al least skeplical aboul it. The Departments ol
Justice and the Treasury, still influenced by Anslinger’s
vision, saw methadone treatment as wrongheaded.
Advocates for psychosocial programs within the treat-
ment community derided it as a ‘magic bullet” that was
likely to lessen concerns about unemployment, housing,
and the psychological and sociological origing of addic-
tion; vocal groups of recovering heroin addicts saw it as
both an irrational treatment and a threat to the
therapeutic community movemcent; some minority acti-
vists described it as a government ellort to control the
behavior of young black men.

Even the FDA did not find the data that were
generated sufficient to approve methadone as a safe
and cffective trcatment for heroin addiction. Further,
there was no rationale for determining how many INDs
to issue and no practical mechanism to prevent their
misuse as a cover for profit oriented prescribing of
methadone unaccompanied by rehabilitative services.
No standards had been established for what constituted
minimally acceptable treatment, and no rules governed
the amount ol opioids that could be prescribed, or taken
home. or for whom the treatment was appropriate,
giving the recipicnts of the methadone INDs large
leeway in making those decisions. Newspapers pub-
lished storics about physicians who preseribed metha-
done for patients who were not seriously dependent on
opioids; about methadone being diverted from the
clinics to the street; and about children being poisoned
by drinking methadone that was brought home legiti-
mately by houschold members who were in treatment.
Methadone maintenance also drew criticism from ad-
vocates and providers of ‘drug-free” treatment, who saw
it as another form of addiction, from law enforcement
groups, and from minority groups who denounced it as
‘genocide’ (Jaffe, 1975; Jonnes, 1996).

In June of 1970, the FDA proposed a new ruling on
methadone TND applications. Largely a response to the
numerous Congressional and community concerns
about the issucs of diversion of methadone, iatrogenic
methadone addiction, and accidental overdoses, the new
IND regulations imposed such strict requirements on
entry into treatment, dosage, and duration of treatment
that they discouraged methadone use. With this ruling,
which became final in April, 1971, the FDA avoided
making a decision on whether methadone treatment was
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sale and eflective, but allowed it 1o continue ‘thinly
disguised as rescarch.” These stringent regulations were
of no help to the many heroin addicts who were seeking
treatment but could only be put on waiting lists. The
status of mcthadone treatment as ‘rescarch’ made
government authorities at all levels reluctant o provide
funds to support its cxpansion.

Nevertheless, in June ol 1971, the Nixon adminis-
tration’s initiative on drug abuse included the decision
to accept methadone maintenance as an cffective treat-
ment, o develop ways of minimizing the real and
perceived problems with its use, and 1o expand ac
to treatment for those who wanted it. The White House
Special Action Office for Drug Abuse Prevention
(SAODAP) worked with the FDA to revise the overly
stringent regulations in order 1o achicve those objec-
tives. First proposed in April 1972, the new regulations
established the basic framework that governed the use of
methadone and similar opioid agonist drugs in the
treatment of heroin addiction for the following 30 years.
These regulations created a hybrid IND NDA (New
Drug Application} that acknowledged the salety and
efficacy of methadone maintenance as a treatment, but
imposed a number of conditions on how it could be
uscd. Thosc conditions represented a substantial and
unpreeedented departure from the usual practice of
allowing licensed physicians to use their own profes-
sional judgment, guided by a drug’s labeling, to
determine how to prescribe a medication. Among other
things, the 1972 regulations specified, according to
various criteria including age and duration of drug
dependence, who could be ehgible lor methadone
treatment. They also specified the maximum initial
dosages that could be used. the minimum amount of
counseling that must be provided, and the factors to be
considered when deciding on take home medication,
such as how long a patient had been in treatment and
whether drug tests showed any evidence of illicit drug
use. The new regulations also created a closed system for
methadone, restricting its availability to approved
clinics and hospital pharmacics, with the aim of
deterring those lew individual physicians who, in viola-
tion of the 1971 regulations, continued prescribing
methadone for substantial fees (Jaffe, 1975; Rettig and
Yarmolinsky, 1995; Jaffe, 1997, Kreek and Vocei, 2002).

Each clement in the 1972 regulations was intended to
reduce or prevent problems that had been experienced
under the largely informal pre-1971 IND system; or Lo
correct the overly restrictive aspects of the 1971 regula-
tions; or to assurc concerned partics, including Con-
gress, that methadone would be used in combination
with, not as a substitutc lor, rehabilitation. In short, the
1972 regulations were designed to allow expansion of
treatment while maintaining some control over quality
of treatment. They deseribed ‘medication units’ because
they anticipated a time when clinics and individuoal

94

S5

practitioners would be linked to pharmacies and other
sites that would be authorized (o dispense drugs, such as
methadone, Tor the treatment of addiction. The drafters
of the regulations did not intend for medication dispen-
sing to be forever limited to a few large clinics. Although
they recognized thal access Lo treatment by individual
physicians might temporarily be limited, they believed
that the regulations would be revised as knowledge
expanded and as opioid maintenance treatment became
less controversial (Jaffe, 1975, 1997). The regulations
became [ully effective in March, 1973. However,
throughout 1972 and the beginning of 1973, some
members of Congress and certain journalists continued
to see methadone diversion as a serious problem, In
June 1973, the Senate passed the Mcthadone Diversion
Control Act ol 1973, which became the Narcotic Addict
Treatment Act of 1974 (NATA). This law, which was an
amendment of the Controlled Substances Act (CSA),
gave the newly created Drug Enforcement Agency
(DEA) jurisdiction over the storage and sccurity of
drugs used in the treatment ol addiction. It also required
separate DEA registration annually of practitioners and
treatment sites. The Secretary of Health, Education, and
Welfare (now Health and Human Services [HHS])
retained the responsibility for sctting standards for
proper professional practice in the medical treatment
of addiction.

Since 1970, clinicians have criticized the Federal
regulations as a burdensome interference with the
practice of medicine. Some claim that the paperwork
burdens and constraints on take-home doscs contribute
to patienls’ dropping out of treatment (Dole, 1992).
Although some of the criticism is valid, it often fails to
distinguish between federal. state, and local regulatory
burdens. State and local jurisdictions have also seen fit
to cnact legislation governing these programs, and some
of those regulatory requirements are (ar more restrictive
than federal ones. For example, some localities do not
permit any take-home medication. Another criticism is
that regulatory oversight is concerned exclusively with
process, although actual trcatment outcome can be
measured. Bul regulations alone are not responsible
for all of the problems methadone treatment providers
encounter. Not to be overlooked is the impact of the
more than 50% reduction (inflation-adjusted) in the level
of financial support for methadone treatment programs
in most parts ol the country over the past 30 years
(Gerstein and Harwood, 1990).

Alternatives to the current regulatory framework
have been sought and proposed over the vears. There
is no lederal legislation that requires the Secrelary ol
HHS o issuc regularions dealing with the medical
treatment of ‘narcotic addiction.” Guidelines could
accomplish this task equally well. In 1984, Congress
amended the NATA, and gave the DEA authority to
withdraw registration Irom (reatmenl programs or
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individual practitioners for committing (in DEA’s judg-
ment) ‘such acls as would render registration incon-
sistent with public interest.” Since one lederal agency
(DEA) already has the authority to revoke licensure,
there may be no good reason to have any HHS
regulutions. However, i’ the use of opioid agonists in
the treatment ol opioid dependence were governed only
by HHS guidelines or prolessional judgment, any over-
sight of the quality of treatment would be left to the
discretion of the DEA and to the tort system (Molinari
el al.,, 1994).

Tn summary, for most of the past 30 years the
regulatory framework dealing with the use of opioids
in the treatment of addiction in the U.S. has consisted of
a dual oversight at the federal level (HHS and DEA), as
well as various (and varyving) regulatory requirements at
the state and local levels. Although the FDA regulations
were intended to be more flexible and responsive than
legislation to changing conditions, prior to the major
revision that was finalized in 2001 they had been revised
only twice, in 1980 and 1989. Those changes were
relatively minor, mostly having to do with urine testing,
on-site services, and easing constraints on admissions.
Despite complaints about over-regulation, when the
FDA and thc National Institutc on Drug Abusc
(NIDA) issucd a proposal in 1983 to convert most
regulations to “guidelines’, most of the treatment provi-
ders who responded to the proposal stated a preference
for the existing regulatory system (Rettig and Yarmo-
linsky, 1995). In 1989, largely as a response to the spread
of HIV among intravenous drug users, NIDA and the
FDA published a rule regarding ‘interim methadone
maintenance’—the provision of methadone without
rchabilitative scrvices to addicts waiting to get into full
service programs (Rettig and Yarmolinsky, 1995). The
methadone treatment providers and some state autho-
rities reacled unlavorably. Many trealment providers
believed that interim maintenance would inevitably lead
local, state, and federal governments to further reduce
funding and to pay only for dispensing methadone
(Rettig and Yarmolinsky, 1995).

3. Opioid-agonist treatment regulations—recent changes

The number of patients in methadone treatment
programs has grown since the early 1970s, lrom about
20,000 to about 180,000 (Kreek and Vocci, 2002). Some
states still do not permit methadone or other opioid
agonist treaiment regulated by the NATA. In 1993,
when the FDA (inally approved LAAM for the treat-
ment ol heroin addiction, multiple state and local
legislative and regulatory barriers still prevented it
from being used. Even where it was permitted its utility
was compromised because the FDA regulations that

prohibited 1ake-home doses entirely. (New regulations
that took effect in 2001 now permit take-home doses.)

Tn 1992, the Institute of Medicine (TOM) undertook a
review of the Federal regulation of methadone and
LAAM in the treatment of addiction. Their report,
issued in 1995, concluded (among other things) that the
current regulation by multiple agencies: (1) overempha-
sizes the dangers of methadone diversion; (2) burdens
programs with unnecessary paperwork; (3) constrains
clinical judgment; (4) reduces access to treatment; and
(5) coniributes to premature discontinuation of treai-
ment. The TOM recommended that the current detailed
regulations be replaced by practice guidelines and
sharply reduced regulations (Rettig and Yarmolinsky,
1993).

In responsc o the IOM recommendations, the lederal
agencies thal comprise the Interagency Narcotic Treat-
ment Policy Review Board (FDA, NIDA, Substance
Abuse and Mental Health Services Administration
[SAMHSA]. Dcpartment of Veterans Affairs [VA],
DEA, and the Office of National Drug Control Policy
[ONDCP]) undertook the work of substantially revising
the HHS regulations. The DEA did not propose any
changes in its authority to require special licensing and
to oversce addiction treatment that uscs opioid drugs.
Originally, the new system was to have as its central
leature a set of HHS regulations requiring programs or
practitioners that use opioid agonists for addiction
treatment Lo be aceredited by an approved accrediting
body, and establishing an upper limit on the amount of
opioid medication that could be given to paticnts for use
outside the chnic at any one time. Accrediting bodies
would base their decisions on a set of treatment
standards approved by the Sccretary of HHS, and
representing the best clinical thinking of experts in the
ficld, subject to change as knowledge changes. It was
recognized at the outset that value judgments and trade-
offs are implicit in how standards of care are set. Setting
high standards that require competent initial assess-
ments, good medical care, and some minimal level of
psychosocial support will limit access for some addicts
where states, localities, or insurance carriers are un-
willing to pay for those services. Il the standards are not
met, neither programs nor individual practitioners can
be accredited, and the power to accredit becomes the
power to destroy. Converscly, if standards are sct quite
low, the cost ol delivering care will be reduced and
access may increase; but then it becomes likely that some
programs would be no more than opioid dispensaries
statted by the lowest cost personncl, and with consider-
able risk of hazardous prescribing practices and drug
diversion. Unless federal and state prioritics were o be
reordered so as to provide much greater financial
support for opioid treatment, setting standards, whether
by guideline or regulation, will involve difficult value
judgments.
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Some changes have now been approved, but the eflort
1o shift from federal regulations with their implicd
criminal penalties for violations 1o a system ol peer
review accreditation did not result in as much freedom
for clinical judgment as those within HHS, who
originally proposed the accreditation process, had
hoped lor. Pressures [rom already licensed methadone
providers and the DEA left in place many of the
regulatory constraints on clinical judgment, particularly
with respeet to the compliance burden placed on
virtually all new patients regarding lake-home medica-
tion and clinic attendance. While the new regulations
eased considerably the maximum take-home dosages
permitted for long term patients (in treatment for more
than 2 vears), new patients, regardless of level of
slability or need for other treatment services, are still
requited to obtlain nearly all their medication at the
clinic for a period of several months, Furthermore, the
burdens of meeting the accreditation requirements are
likcly to prevent individual physicians, no matter how
well trained, [rom using opioid medications such as
methadone or LAAM to treat opioid dependent patients
in their offices. unless the physician is administratively
linked to an existing opioid treatment program. In
addition. thc NATA still requires all physicians who
might wish to treat opioid addicts with Schedule 1I
opioid medications to oblain a separate registration (or
this purpose from the DEA, even if they intend to treat
only a few patients.

Although these latest changes in the regulations,
including the institution of accreditation, are far greater
than those accomphished by the two previous revisions,
their modesty and the time it took to bring them from
initial proposal to reality gives testimony to the incrtia
in the system, the complexity of forces that influence it,
and the power of the current stakeholders. The notion of
a system ol accredilation 1o replace the regulations was
raised by Curtis Wright and Jerome Jaffe at a meeting of
the Interagency Narcotic Treatment Policy Committee
in 1995, shortly after the release of the IOM report on
methadone regulation. It did not get final approval
within HHS until some time in December ol 2000. There
were considerable reservations voiced at ONDCP.
Following the Presidential elections of 2000 and the
change in administration, a hold was placed on all
regulatory change. The modifications of the methadone
regulations did not go into effect until May 18, 2001 (N.
Reuter, personal communication).

4. Buprenorphine: a new pharmacotherapy for opioid
addiction

A major justification for the regulation, accreditation,
and scparatc DEA registration was to minimize the
diversion of opioid drugs from treatment programs.
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Among the most important concerns about diversion
arce the scrious toxic consequences that ensue when non-
tolerant individuals ingest dosages of methadone or
LAAM typically used in treatment. As early as Jasinski
ct al. (1978) had noted the possible clinical utility of
buprenorphine, a partial opioid agonisi. By the early
1990s, it became clear that buprenorphine could be used
effectively for the treatment of heroin addiction (John-
son et al, 1992; Ling et al, 1996) and that its partial
agonist propertics resulted in very substantially de-
creased loxicily even for mnon-lolerant individoals
(Walsh et al., 1994, 1995). Under these circumstlances,
one major justification for maintaining the ‘closed
system’ for medications used in opioid maintenance
was largely climinated. It was not so much that
diversion ol a partial agonist could be considered a
trivial issue, but rather that with lethality from diversion
of prescribed medication sharply reduced, a fresh look
could be taken at the costs and benefits of making
opioid treatment both morce accessible and less stigma-
lizing by moving il from the clinics into the oflices of
individual physicians. Tt seemed possible that, under the
right circumstances and once approved by the FDA for
use in the treatment of opioid dependence. buprenor-
phinc might be exempted from some of the burdens
associated with the use of methadonce and LAAM.

To achieve such an outcome, two major hurdles had
to be overcome. First, buprenorphine would have to win
FDA approval Tor the treatment of opioid addiction;
second, some regulatory or legislative action was needed
that would cxempt it from the provisions of the CSA of
1970 and the NATA of 1974, It is important 1o point out
here that from the perspective of Reckitt and Colman
(now Reckitt Benckiscr Pharmaccuticals), the company
that originally developed buprenorphine as an analgesic
and still controlled its use, the legislative ctfort to be
deseribed and the effort to develop and win FDA
approval for its use in addiction treatment were seen
as being inextricably intertwined. It was obvious from
the experience with LAAM that winning FDA approval
for a drug used in the treatment of addiction in no way
assures ils ulilization il it also requires legislative
changes in each of the 50 states. Also, [rom a corporate
perspective it seemed unlikely that a drug confined to a
limited number of clinics that were already comfortable
using generic methadone would be used cnough to
justily the investment involved in taking buprenorphine
through the regulatory process.

Reckitt and Colman knew it would be at least a S-year
project and that it would be committing millions of
dollars 1o develop a product that had no patent
protection remaining. The Board ol Directors decided
to approve the process nevertheless. Tt was apparent
that, to recover any significant portion of corporate
cxpenditurcs, two conditions would be needed. First,
buprenorphine would need to reach the mainstream
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practice of medicine a goal that certainly seemed
achicvable in light of the IOM report on methadone
regulation. Second, a period of market exclusivity would
be needed to protect the product once FDA approved it.
The Company taced three challenges. To address the
maiter of market exclusivily they needed to seek Orphan
Drug designation. This was accomplished Lairly quickly
in 1994, The next challenge was to somehow amend the
CSA of 1970 to allow physicians to treat patients with
buprenorphine in the normal course of the practice of
medicine. This change would result in an exemption
from the NATA, which 1s itsell a modification of the
CSA. The third was to submit an NDA to the FDA and
gain its approval. What follows here is the story of how
the legislation that largely exempts buprenorphine from
certain provisions ol the CSA made its way through
Congress to the Oval Office.

5. A need for new legislation

Reckitt and Colman was convinced by the history of
efforts to modify the methadone regulations that
amending treatment program regulations through ad-
ministrative change would be a long and cumbersome
process unlikely to reach the goal of moving treatment
into the mainstream ol medicine and expanding ac
for new patients. The company therefore chose to seek a
change in the law. The original aim of the proposed
legislative solution seemed simple and straightforward:
to change the law to waive the current requirements for
physicians prescribing opioids to treat opioid depen-
dence. The proposed legislation would leave the metha-
donc system intact but cxpand thc possibilitics for
treatment. The original draft of this legislation, called
the Drug Maintenance and Detoxification Act, was
wrillen by Charles O'Keelle and Roberl Angarola in
Octoher, 1995, That first draft stated simply that the
requirements of the CSA did not apply when a physician
treated no more than 20 patients with a Schedule V
narcotic. As it turned out, this proposed legislation went
through many changes and was not linally passed by
Congress until 2000. Tt took more than 5 years to enact a
very minor amendment to the existing legislation,

The high points of that journcy make an interesting
lesson about the process of change in our democracy. In
1995, representatives of Reckitt and Colman  ap-
proached Capitol Hill offices to explain the issue as
they saw it; there is a new product which, when
approved, will have the potential to bring a significant
number of new patients into treatment. But there will be
no market for it and the medical communitly will not be
able o use il because of current legal requirements. In
several offices, staff members were very receptive,

Schator Carl Levin, who has had a long standing
personal inferest in expanding and improving addiction

treatment, became a supporter. Senator Orrin Hatch
and his stafl’ on the Senate Judiciary Commiltee, which
has jurisdiction over the Controlled Substance Act, was
also interested. Senator Joseph Biden, who had pre-
viously introduced legislation to encourage the develop-
ment of new addiction treatment medication, was most
interested. Strong allics in the House of Representatives
included Congressman Thomas Bliley, who was then
Chairman of the Commerce Committee, which shares
Jjurisdiction over the CSA with the Judiciary Committee.
With their eflorts, several key members ol the Judiciary
Commitiee and others on both sides of the aisle became
persuaded that the proposed legislative changes would
be good policy. Despite this promising start, it was not
until the end of the 1998 congressional year that the
Company could rally enough support 1o get something
going. But 1998 was an election year and the end of the
106th Congress, It was clear that the bill could not be
enacted using the full legislative route. Senate staff
suggested an alternate approach: using what is called a
‘musl-do” vehicle: that is, attaching it (o a bill not
necessarily related to the subject matler, but one such as
an appropriation bill that must be signed into law.
Senator Hatch’s staff, with agreement from the offices
of Scnators Levin, Biden and Moynihan, arranged to
have the proposed change to the CSA tucked into a
multiagency appropriations bill lor Senate action. This
required negotiating with HHS, Justice, and the White
House over provisions of the bill. The parties reached
agreement in late October 1998, about 3 years after the
original draft was written. Although Chairman Bliley of
the House Commerce Commitiee was willing to let this
amendment pass as part of the appropriations bill, the
senior Democrat member of that committee, Congress-
man John Dingell, was not. He objected to the process,
not the policy. He said the Committee had never held
hearings on the matter and had never formally con-
sidered the legislation. and this, he said, deprived the
members of the Committee of an opportunity to
examine the policy, understand it, and either agree or
disagree with it. He also noted that appropriations bills
are nol the place 1o change health care policy. The
provision was removed [rom the bill.

Shortly thereafter the bill's supporters in the Senate
produced a new draft of the legislation. This time the
Company and the involved congressional staffers tried
o follow everyone's rules. They worked with virtually
all of the interested parties, including the Clinton
administration, FDA, SAMHSA, NIDA, DEA, and
the departments of HHS and Justice. FDA was con-
cerned that the system could get out of hand unless
limits were placed on the number of doctors and
patients who initially could participate in the system.
DEA worried that they would not be able to get a
handle on whether physicians were appropriately regis-
tered. SAMHSA was concerned aboul the impact on
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their resources and about the potential impact on
current methadone clinics. The College on Problems of
Drug Dependence (CPDD), the American Methadone
Treatment Association (AMTA), the American Acad-
cmy of Addiction Psychiatry (AAAP), the American
Sociely ol Addiction Medicine (ASAM), the American
Psychiatric Association (APA), the AMA, the American
Osteopathic Association (AOA), and others in the field,
also had concerns and suggestions.

The new bill was introduced at the cnd of January,
1999, by Senators Hatch, Levin, and Biden. It provided
that physicians who were qualified 1o treat opioid-
dependent patients would be allowed to prescribe
certain FDA approved opioids without being subject
to current regulations, so long as they certified to their
qualilications with the Sceretary of HHS 30 days in
advance of treating such patients and treated no more
than 20 at a time. The bill also provided that the new
federal paradigm would not be pre-empted by the states
for at lcast a period of 3 years, but gave the Scerctary of
HHS and the Attorney General ample authority Lo stop
the entire program il there was significant abuse. Tt was
passed by the full Senate in November. Still needed was
a House bill and agreement between the House and
Scnate, but some people on the Democrat side of the
House were still irritated by the ill-fated cffort to put the
maltler into an appropriations bill the year before.
Congressman Dingell had written to the Secretary of
HHS, Donna Shalala, raising questions and concerns
about the buprenorphine bill that needed to be ad-
dressed before there could be further movement. For-
tunately, Secretary Shalala responded in support of the
policy change. She argued for changing the regulatory
framework of drug trcatment. for destigmatizing treat-
ment, and for the promise of new treatment products
such as buprenorphine. This was a positive develop-
ment, butl it was not until the end ol July of 1999 that a
bill was finally introduced into the House of Represen-
tatives. A hearing was held on July 30th, and although
one witness raised concerns about the impact of new
treatment arrangements on the current methadone
system, and another raised the issue ol whether insur-
ance would cover new (reatments, the witnesses were
otherwise quite positive. Significantly, Senators Hatch
and Levin testified in the House of Representatives in
support of the bill. Dr Westley Clark, of the Center for
Substance Abuse Treatment (CSAT), testilying for
SAMHSA, noted the importance of ensuring that states
would follow any new federal oversight arrangement
from the outsct to make certain it caught hold. He cited
the LAAM experience as an example ol how not 1o get
new inlerventions broadly adopted. Another 3 months
passed before the Commerce Committee acted and the
bill was ready for House consideration. During that time
various changes were made to the bill, including, for
example, grealer specificily about what makes a provi-
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der ‘qualified’. Although state preemplion remained a
concern for some members, the final language was
believed Lo provide sullicient opportunily afier an initial
transition period for states to make different rules.

Meanwhile, a bill aimed at shutting down illicit
methamphetamine laboratories had been introduced
into the Senate by Scnator John Asheroft and was
arousing interest and support. This interest was shared
by many House members as well, and it now gained
priority in both the Housc and Scnate Judiciary
Commitiees. Thus, before the Drug Addiction Treat-
ment Act (DATAY) of 2000, or the ‘Buprenorphine bill’,
as it came to be known, could be released, some
aclivities on methamphetamine, including hearings in
members’ home districts, had to bc undertaken.
Furthermore, the members wanted to ensure that the
methamphetamine bill would sail through the legislative
process. This required a considerable amount of nego-
tation aboul both bills among interested partics. The
House finally considered the buprenorphine bill on July
18, 2000 under ‘Suspension of the Rules’. Under this
procedure, only 1 h of debate is allowed and no
amendments are accepted. While it is more predictable
than a process where multiple amendments can be
offered, under this procedure a two-thirds vote, rather
than a simple majority, is nceded to pass a bill, and for
this reason the committee was concerned that the bill
not be controversial. The debate was held, the bill was
supported, and it seemed poised to be passed by the
House on a voice vole, when Chairman Bliley made a
motion to require a roll call votc to take place later that
day. Then another glitch appeared: the version ol the
bill printed in the Congressional record was dillerent
from the version that had been considered on the House
floor. This administrative error meant the bill would
have to lay over until the next day at least.

Although the Scerctary of HHS had been supportive,
the DEA had serious reservations, and the 1-day layover
gave them another opportunity to voice their concerns.
They immediately contacted the House Judiciary Com-
mittee and atlempled 1o add a requirement lor physi-
cians to register scparatcly with the DEA or to get DEA
approval belore preseribing. The elfort failed. The bill
passed the House the next day with a vote of 412 to 1. It
was then placed on the Senate calendar, butl belore it
could come to consideration, the Scnate Judiciary
Commitiee passed the methamphetamine bill and at-
tached to it their version of the buprenorphine bill. The
Senate now had its own bill, quite different from the
House version, a methamphetamine/buprenorphine bill,
which it passed and sent to the House on Janunary 27,
2000. Although the buprenorphine amendment 1o the
CSA had now been passed by both House and Senate,
there was still no law on the books that actually changed
policy.
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Throughout this process, staflers in the ollices of
Scnators Hatch, Levin and Biden were secking other
vehicles for both the methamphetamine and buprenor-
phine bills, Ultimately, both bills were included in
another ‘must pass’—a huge bankruptey reform bill.
The House and Senate were in conference on this bill.
Bankruptey reform was hardly benign and the confer-
ence was not without some rancor. Senator Levin was
determined to pass the buprenorphine bill, with or
without the methamphetamine bill. As the ranking
member of the Senate Armed Services Committee, and
with the concurrence of the chairman of that committee,
Senator John Warner, he had the buprenorphine bill
placed in the Department of Defense Authorization
conference. attached to another ‘must pass’ bill to allow
the military (o continue to [unction.

Tn the spring of 2000, there were six versions of the
buprenorphine bill making their way through the
legislative process: two versions of a stand-alone bupre-
norphinc bill; two versions of a buprenorphine/metham-
phetamine bill; a buprenorphine/bankruptey bill; and a
buprenorphine/guns  bill. Then events took another
amazing turn. On May 9, 2000, the House passed a
bill, H.R. 4365, to ‘amend the Public Health Service Act
with respect to children’s health’. Without fuss or
fanfare, this combination of scveral children’s health
bills was scheduled for action. It was now Chairman
Bliley’s chance to seize an opportunity; so H.R, 2634,
Bliley’s buprenorphine hill, became part ol what came to
be known as the ‘Children’s Health Act’. The House
passed their bill and sent it to the Senate. After some
behind the scenes negotiations, the bill passed the Senate
on September 22, 2000, with an amendment that was.
not surprisingly. thc Scnate version of the buprenor-
phine bill with the methamphetamine provisions. That
amended bill, of course, had to be sent back over to the
House and reconsidered. The House passed the bill
exactly as the Senate had passed it, as Public Law 106—
310, on September 27, 2000. On October 17th, President
Clinton signed it into law. It is of some academic interest
that the bankruptey bill and the defense authorization
conlerence were siill in play, so at the last minute the
buprenorphine provisions had to be snatched out of
those bills, The President vetoed the bankruptey bill on
December 19, 2000,

6. The drug addiction treatment act of 2000

The new law, the DATA of 2000, ofters an opportu-
nily 1o make significant changes in the way addiction
treatment is delivered. The change could be of benelit o
hundreds of thousands of patients addicted to opioids.
Perhaps as result of this legislation, other companies will
scc morc opportunity in the development of new
pharmaceuticals (o treat addiction. The Jast hurdle was

the final approval of the buprenorphine NDA by the
FDA.

Buprenorphine for the treatment of opioid depen-
dence was approved on October 8, 2002. This approval
marks a new milestone in the evolution of the American
response 1o opioid addiction, but it does not mark our
crossing into therapeutic utopia. There will be problems.
With FDA’s approval of buprenorphine we will have,
concurrently, two distinct oversight systems that deal
with the use of opioid drugs in the treatment of opioid
addicts. One is the modilied set of regulations that
emerged from the hybrid IND-NDA that developed
and evolved over 30 years to provide a framework lor
oversight of methadone treatment. That system, which
applics to all Schedule I opioids, such as methadone
and LAAM, now incorporates a system ol professional
accreditation o oversee some aspecls of treatment
quality. It would not be inaccurate to describe this
system as a hybrid—hybrid. And it still includes. by
federal regulation, numerous constraints on the free
exercise of judgment by treating clinicians. The other
oversight system is the set ol conditions that will govern
the use of Schedule III-V opioid drugs, such as
buprenorphine, that are approved for the treatment of
addiction by thc FDA. In this systcm, the judgment of
the clinicians, who must attain certain qualitications or
special training in order 1o be exempl [rom certain
requirement of the NATA. is constrained by the
requirement to limit the number of patients treated at
any one time and the restriction on group practices.

7. Future challenges

It is not clear at this time how these two concurrent
systems will interact and what the impact will be on
patient access lo treatment or the array ol services
provided. Tt is anticipated that the changes in the older
system (the hybrid—hybrid) and the availability of
buprenorphine in the offices of qualified physicians
will serve both to increase access to treatment and to
ease the compliance burdens on patients, and that both
of these conditions will result in substantial benefits to
the public and patients treated, But the law of unin-
tended conscquences has not been repealed, and it will
remain for future commentators to judge what has been
brought by these policy changes.

Undoubtedly, there will be some diversion of bupre-
norphine, and there will be some overdoses, We hope
that few, if any, are fatal. Some young people will try
buprenorphine and find it reinforcing. Somewhere,
someplace, these events will be reported on by the
media. Tt is difficult 1o predict the spin that such news
will be given. The published articles and the television
programs will probably not mention that in France the
widespread therapeatic use of buprenorphine for the
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treatment ol 70,000 heroin addicts seems to have
reduced significantly the opioids overdose death rate
(Ling and Smith, 2002). What the coverage might
underscore is that, other than peer pressure, neither
government nor the medical profession will have me-
chanisms 1o deal with the individual rogue physician
who preseribes inappropriately or o gencrously. It
such behavior persists there is, at the federal level. only
the extreme measure of reconsidering the status of
buprenorphine as a Schedule IIT drug, or of the
provisions of the Drug Abuse Treatment Act ol 2000.
What happens, of course, will reflect the peculiar
American ambivalence about the opioid addict as not
quite a patient and not quite a criminal, Thus, Amer-
icans scem willing to tolerate occasional untoward
events and misuse of drugs lor treatment ol hyperactiv-
ity or anxiety, but not those associated with treatment ol
opioid addiction. The most optimistic scenario is that
the use of buprenorphine in office based settings will
simply increasc access and lead the United States to a
more pragmatic altitude towards dealing with the
consequences of heroin addiction  and that such prag-
matism will be long lasting and will demonstrate what
can he achieved by easier and less stigmatizing access to
treatment. With continucd support from NIDA and
CSAT, the new cra of clinical freedom will be just
another step in the long national effort 1o achieve the
right balance between investing in supply control and
demand reduction.
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PCI

Property Casualty Insurers
Association of America

Advocacy. Leadership. Results.

STATEMENT OF PROPERTY CASUALTY INSURERS ASSOCIATION OF AMERICA

SUBCOMMITTEE ON REGULATORY REFORM, COMMERCIAL AND ANTITRUST LAW,
HOUSE JUDICIARY COMMITTEE
HEARING ON

“Treating the Opioid Epidemic: The State of Competition in the Markets for Addiction Medicine”

The Property Casualty Insurers Association of America is composed of nearly 1,000 member companies,
representing the broadest cross section of insurers of any national trade association. PCl members write
5202 billion in annual premium, 35 percent of the nation's property casualty insurance. We appreciate
the efforts of the Permanent Subcommittee on Investigations to focus attention on combatting the
opioid epidemic. Our members are deeply concerned about this problem. Unfortunately, the United
States is suffering from an epidemic of accidental deaths and addiction resulting from the increased sale
and use of powerful narcotic painkillers. The abuse of prescription painkillers is a serious public health
and public safety problem. Three out of four prescription drug overdoses are caused by prescription
painkillers—also called opioid pain relievers.

An opioid is defined as any morphine-like compound that produces pain relief. The American College on
Occupational and Environmental Medicine indicates that opioids are appropriate in the treatment of
acute musculoskeletal pain only on a short-term basis and for chronic pain only when other methods
and medications have failed.

Opioid painkillers such as oxycodone, hydrocodone, and methadone have been identified as one of the
primary reasons for the tragic increase in prescription drug overdose deaths, and they are being
prescribed in the United States at an unprecedented rate.

From a workers compensation perspective, PCl has aggressively worked at the state level to advocate
for solutions. The primary goal of an individual state workers compensation system is to provide injured
workers the best care available, so they can return to work as soon as they are able and continue to be
productive members of our society. There is significant evidence that long-term opioid use leads to
longer workers compensation claim duration, long-term disability, higher costs, and higher medical
expenses. Most importantly, long-term opioid use will significantly hinder an injured worker’s chance to
return to work.

To effectively address this epidemic, federal and state agencies need to continue to work together to
address this public health crisis. At both the state and federal level, PCl has recommended a number of
solutions to help control prescription painkiller abuse including the following:

» Educate providers so they can make better decisions and identify opioid-related problems in
their patients;
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e Reduce inappropriate access to opioids;

* Require providers to follow the CDC guidelines when prescribing opioids including the limiting of
a prescription to a short period of time during the acute phase of recovery;

» Require providers to follow consistent, evidence-based treatment guidelines for acute and
chronic pain;

* Require providers to check individual state prescription monitoring programs (PDMP) to help
identify patients with addiction problems;

#» Enhance interstate data sharing among PDMPS;

# Create a closed formulary to control costs and limit unnecessary use of opioids in the workers
compensation system;

* Require providers to offer psychological evaluations to patients with long term opioid to
determine appropriate psychological treatment; and

¢ Implement media and education programs regarding the safety of prescription painkillers.

We appreciate the opportunity to provide comments.





