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In this issue, Paulozzi, Budnitz, and Xi of the Centers for Disease Control and Prevention
describe mortality data from the National Center for Health Statistics and retail sales of
controlled substances from the U.S. Drug Enforcement Administration (DEA). The authors
attribute rising opioid analgesic mortality to their medical use and *“aggressive” pain
management. Although these findings add to the growing body of evidence that describes
adverse health consequences associated with increased abuse of prescription pain medications,””’
they do not explain how prescribing or pain management relate to mortality. Evidence of causal
relationships would be necessary to determine that a particular drug or prescriptions for pain

management caused a death.

The media often picks up such analyses and the result is that complex underlying problems of
abuse and addiction are attributed to prescription drugs and their prescribers. Unwittingly,
publicity about simple associations can exacerbate fears of appropriate medical use of
prescription drugs among pain patients and the public, trigger more drug control, and increase
fears of regulatory scrutiny among legitimate prescribers and dispensers. All of these can lead to

further under-treatment of pain.

Abuse of prescription pain medicines leads to tragic consequences for individuals, families, and
society, and has profound implications for those involved in pain management, addiction
medicine, and diversion control. Here we argue that a public health approach is necessary to
understand prescription opioid abuse and diversion and we discuss several elements we believe

are essential.



First, we need better data. Databases that are now in use, such as those analyzed by Paulozzi et
al., cannot attribute the cause of a death to a particular drug. A recent Substance Abuse and
Mental Health Services Administration report addressing methadone-associated mortalities
points to the difficulty of using postmortem examinations to reliably distinguish methadone
toxicity deaths from those where the presence of methadone is incidental.® Because mortality
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often occurs in the presence of poly-substance use,”"" it becomes even more difficult to

determine a specific cause of death, let alone the user’s intent or the source of drug.

In particular, we need information about the motivations for drug use. For example, it is
important to know whether those who die from drug-related causes were pain patients using
medications for which they had a legitimate prescription for pain. Indeed, literature suggests that
much of the abuse of opioid analgesics is by recreational and street users and individuals with
co-morbid psychiatric conditions.***? Yet, the most widely-used databases for estimating
incidence or prevalence of abuse and non-medical use of opioid analgesics, such as the Drug
Abuse Warning Network,*® Monitoring the Future,'* and the National Survey of Drug Use and
Health,* do not collect data about motivations for use, which could include pain relief, euphoria,
blocking withdrawal, suicide, or self-medication of co-morbid conditions such as anxiety or
depression. A public health approach also requires that we know more about the sources of
abused drugs. Major databases, like those cited above, do not collect information about the
sources, or vectors, of the drugs leading to morbidity or mortality. We have already made

recommendations to improve data collection.**

We should bear in mind that it is those who are involved in abuse, addiction, and related
trafficking that drive a powerful demand to divert prescription drugs. Indeed, drug abuse data
systems should be seen as an important source of information about unmet treatment needs for a
range of populations who create the demand, including those with mental health and substance

use disorders.

While treatment for opioid analgesic abuse and addiction has expanded to save lives and reduce
demand,*® epidemiologists should examine how people manage to divert prescription drugs from
the drug distribution system. Reports indicate opioid analgesics are stolen from medicine



cabinets, sold by patients, obtained from “pill mills,” the internet, forgery and “doctor-
shopping;™"™® All of these activities are illegal and are not legitimate medical care or “pain

management.”

Another category of crimes to divert prescription controlled substances are when individuals
steal from the supply chain, e.g., pilferage from hospital medical inventories, pharmacy
robberies, and night break-ins. Until recently, there has been little evidence of the extent that
opioid analgesics are diverted by this (or any other) method.?'?°?> We filed a Freedom of
Information Act request to obtain a DEA database containing federally required reports of the
amounts stolen from businesses that hold DEA registrations.?® For unknown reasons, this
national database included reports from less than half of the states and, thus, significantly under-

reports national incidence and quantities.

Our preliminary analysis reveals that there were almost 13,000 incidents of prescription
controlled substances diverted by theft from 2000 to 2003. In 2003 alone, 2 million dosages of
six opioid analgesics that we studied were reported stolen from the supply chain, mainly from
retail pharmacies;** these were all FDA-approved Schedule 1 prescription opioid analgesics:
Fentanyl, hydromorphone, meperidine, methadone, morphine, and oxycodone. The amounts of
hydrocodone, a Schedule 111 opioid analgesic, that were diverted in this manner were

approximately twice as much as the total of all six study drugs.

It is now apparent that there are significant non-medical sources of diversion. Consequently, we
cannot automatically interpret that mortality involving prescription opioids means that the person
was using a “prescribed” opioid or that pain management was involved. Clearly, the tremendous
amounts of “prescription” opioid analgesics reported stolen from the supply chain reached the
illicit market without ever having been prescribed by a physician or dispensed by a pharmacist to
a patient. The fact that large quantities of abused opioid analgesics are diverted directly from the
supply chain, completely bypassing the involvement of ordinarily conscientious healthcare

professionals, underscores the need to develop abuse-resistant medications.



To be sure, the Paulozzi et al. study should prompt more investigation of the prevalence of
iatrogenic drug abuse and addiction, but we also need to know the case characteristics and

motivations of those who exhibit aberrant drug behaviors that end in overdose and death % s

0
that evidence-based interventions can be developed and tested. In high-incidence areas, targeted
ethnographic studies could provide information that would stimulate efforts to address the
underlying causes of prescription drug abuse at the community level to relieve the devastating
burdens associated with abuse and addiction. Meanwhile, we should support state medical
regulatory authorities who have been working for a decade to achieve balance at the state level
by taking disciplinary action against those few practitioners who divert prescription pain
medications, and by adopting policies that encourage pain management and better education of
practitioners to take necessary precautions when prescribing opioid analgesics.?**! Working
more closely with national organizations charged with measuring the national incidence and
prevalence of adverse health consequences from prescription opioid abuse, we could develop an
evidence base for understanding the complex relationships between unintentional poisoning,

prescription drug abuse and diversion, and the medical use of opioid analgesics.

Clearly, we must not allow the drug abuse problem, illegal activities, and a very small minority
of careless, misinformed, or mal-intended health professionals to interfere with the public health
goal of relieving pain and improving the quality of life in patients with a legitimate need for a
prescription opioid. We fully concur with the authors that efforts to reduce mortality from opioid
analgesics must be balanced™ (i.e., targeting interventions at those who cause the problem while
not impeding appropriate and effective patient care). However, targeting interventions requires
information about why prescription controlled drugs are misused, how they are diverted, and

who diverts them. This area continues to be ripe for a public health examination.
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