s pioids are one of the most frequently
abused drugs.* The number of people
== abusing prescription drugs, including opi-
oids, more than doubled, from 7.8 million in 1992
to 15.1 million in 2003.% In a 2006 survey of drug
use in the United States, it was estimated that 5.2
million persons abused pain relievers, a 32%
increase from the 4.7 million reported in 20052
Opici-d abuse imposes substantial costs on society

and payers, as well as the users themselves.* In
2002, prescription opioids accounted for 18.9% of
the drugs implicated in multiple-drug-related
deaths.? Direct healthcare costs for opioid abusers
have been shown to be 8 times higher than for
nonabusers ($15,884 vs $1830, p < 0.01).* These
costs are driven primarily by the high utilization rates
of medical services and prescription drugs and the
high prevalence rates of costly comorbidities.

The increase in opioid abuse is particularly alarm-
ing among teens, with an estimated increase of
542% from 1992 to 2003.% In 2003, an estimated 2.3
million teens (aged 12-17 years) abused prescription
drugs, of which about 1.9 million abused opioids.?
The Partnership for a Drug-Free America estimated
that 1 in 5 teenagers have used prescription pain
killers to “get high.”" The short-acting opioid
hydrocodone was the most popular drug abused by
teens (18%), followed by oxycodone (10%). A sur-
veillance of Internet message boards dedicated to
drug abuse observed that of 3 targeted opioids, the
number of postings significantly differed for oxy-
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codone, hydrocodone, and morphine sulfate extend-
ed-release tablets (1813, 940, and 27 postings,
respectively; p < 0.001).°

The startling rise in opioid abuse necessitates
more action on the part of health care providers to
reverse this trend, particularly among teenagers.
Health care providers need to better understand
the mechanisms of abuse among patients and the
risk of abuse associated with individual agents.

USE AND ABUSE OF
PRESCRIPTION OPIOIDS
In addition to relieving pain, opioids can have iatro-
genic effects that may increase the risk of abuse—
cravings, withdrawal symptoms, and euphoria. The
etiology of abuse may include deception or illicit
methods to obtain opioids.® In many cases, fear of
uncontrolled pain may cause the patient to
increase the dose without consulting the prescrib-
ing physician and may lead to eventual abuse
and/or addiction behaviors.®

Generally, risk of addiction or abuse is higher for
patients with a history of substance abuse than for
those without such a history.” Patients with a his-
tory of underlying mental iliness, including depres-
sion, may be at high risk for abuse of opioids and
also may benefit from appropriate psychological
evaluation and treatment prior to the initiation of
opioid therapy.*®

Chronic Pain and Risk of Opioid Abuse
Use of opioids in the chronic pain patient popula-
tion is particularly common and is a known risk fac-
tor for abuse and addiction.® Chronic-pain patients
frequently utilize both short- and long-acting opioid
agents with mild or potent analgesic effects.®

A limited number of studies have investigated
the abuse of opioids in chronic pain populations.
Moreover, chronic pain is prevalent among those
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Table 1 Tolerance, Physlcal Dependence, and Addlctlon*"'

Develops when a constant opioid dosage produces a decreasung effect
Tolerance develops to the analgesic effects and to the opioid-induced side effects
(except constipation)

Tolerance

Describes the predictable pharmacologic effect that occurs after abrupt
discontinuation of opioid therapy

Manifested by development of withdrawal symptoms

The withdrawal symptoms that occur are often confused with addiction
Can occur in patients taking opioids for = 2 weeks

Withdrawal can be avoided by tapering doses by 10-20% per day

Physical
dependence

Addiction Not related to the property of the drug
(psychological Characterized by continued craving for an opioid and the need to use the opioid
dependence) for effects other than pain relief
Patients with addiction often exhibit aberrant drug-seeking behaviors and make
obtaining the drug the primary focus of their life

with a history of substance abuse.® Addiction has
been shown to range from 3.2% to 18.9% in
chronic pain populations.'

TOLERANCE, PHYSICAL
DEPERIDERICE, ARD
ADDICTIOR

Drug use can be seen as a continuum, which
can progress from casual use to addiction
(Figure 1)."" As the pattern of drug use approach-
es addiction, the desire for the drug assumes
increasing control of the individual’'s behavior. It
is important for practitioners to distinguish the
differences between tolerance, physical depend-
ence, and addiction (Table 1).5

Mitigating Opioid Abuse

Because opioids are very effective for managing
pain, banning these substances is an untenable
approach. Health care providers need to be
aware of the potential signs for drug diversion
and abuse. To help minimize the potential for
abuse, health care providers should screen
patients for the potential of drug abuse and
carefully monitor the progress of their treat-
ment.'*"? Health care providers should under-
stand and monitor for drug diversion mecha-
nisms, which include: employees stealing from
inventory, prescription forgery, robberies of phar-
macies and drug distributors, “doctor shop-
pers,” health care providers (physicians, den-

www.npjournal.org

tists, pharmacists), friends and family, illegal
Internet pharmacies, and illegal trafficking from
foreign countries.> 2

The development of new advances in drug tech-
nologies and new tamper-resistant formulations of
opioids to treat acute and chronic pain while reduc-
ing the risk of abuse would fulfill a significant
unmet need, as these products could potentially
play a central role in optimizing the risk-benefit
ratio of opioid analgesics.™ A New Drug
Application for a new formulation of morphine,
which has a naltrexone core, was submitted to the
Food and Drug Administration on February 28,
2008." This formulation is designed to provide
effective pain relief with long-acting morphine
when used as directed. However, if the product is
chewed, crushed, or dissolved, the sequestered
naltrexone mitigates the euphoria associated with
morphine and deters the misuse of the drug.

Also in Phase 3 clinical development, is a ver-
sion of long-acting oxycodone that is being studied
in patients with severe chronic pain.5'¢ This formu-
lation releases a fraction of oxycodone upon freez-
ing, crushing, or submerging in high-proof alcohol
compared with Oxycontin. Other abuse-deterrent
opioid products are in earlier phases of clinical
development. A proof of concept clinical trial has
recently been completed for an abuse deterrent,
sustained release, oral oxycodone formulation that
is designed to be more resistant to tampering and
abuse than traditional formulations of the drug.?
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Figure 1. Continuum of drug use: progression from
casual drug use to addiction.”

Experimental drug use Circumstantial drug use

Casual drug use

v

Intensive drug use

v

Compulsive drug use

ADDICTION

SUNNARY

“The obligations to battle pain and addiction are
not mutually exclusive, they are mutually inextri-
cable.""? Abuse of opioids is a serious and
increasing problem, particularly among
teenagers. Physicians need to be aware of the
factors associated with opioids and take steps
to mitigate the risk of abuse by individual
patients. This includes proper screening and
monitoring and the use of emerging agents that
will effectively control pain and may be associat-

ed with a lower risk of abuse. [EE
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