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Among patients who present to medical providers with
chronic pain complaints, there is an elevated prevalence of il-
licit substance use and prescription misuse. For those with le-
gitimate pain, this predicament potentiates the risk of being
medically underserved or undertreated. Complicating fac-
tors include a lack of specificity and sensitivity to the issue of
defining substance abuse or misuse in the health care setting.
Irrespective of whether patients have histories of addiction,
problematic behavior manifests during the course of chronic

pain therapy, making a conceptualization of the nature and
function of this behavior difficult. The objective of this article
is to highlight known confounds in the assessment of “nor-
mal” pain-related vs. substance abuse behavior. Our aim is to
offer important points to consider, a set of systematic guide-
lines to follow, and an armamentarium of essential tools to fa-
cilitate contingency management planning in the context of
treating chronic pain with controlled substances.
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INTRODUCTION: THE EPIDEMIC OF
UNDERTREATED PAIN

Nearly one third of the US population has experi-
mented with illicit drugs, and substance use disorders
are estimated to have a base rate of 6% to 15%."* In the
year 2000, more than 4 million Americans used pre-
scription medication for nonmedical purposes. Due to
the high prevalence of illicit substance use and height-
ened national concerns about prescription misuse, the
manner in which clinicians approach chronic pain
treatment is often compromised.* The effect of this
compromise is most salient for patients who have cur-
rent or past histories of substance abuse and progres-
sive life-threatening or life-compromising disease.
These individuals frequently present with numerous
physical and psychosocial issues that bear import on
medical treatment generally and pain and symptom
management specifically. Many physicians and
midlevel practitioners do not specialize in issues of ad-
diction and may encounter substantial difficulty in
their effort to treat these patients effectively and com-
passionately. The fact that there exists a lack of speci-
ficity and sensitivity to the issue of defining substance

abuse or misuse in the chronic pain medical setting re-
sults in an unclear treatment approach. Irrespective of
whether patients have bona fide histories of addiction,
problematic behavior can become manifest during the
course of chronic pain therapy, making a conceptual-
ization of the nature and function of this behavior diffi-
cult for the practicing clinician.
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It is toward providing a more sophisticated under-
standing of these issues that this article will focus. One
of the factors that has the most detrimental effect on
pain management in this country is the undertreatment
of pain due to opiophobia.* Opiophobia defined refers
to the fear experienced by prescribing clinicians of the
processes and consequences of prescribing opioid an-
algesics.”” It is believed that opiophobia may stem from
multiple concerns including apprehension about
“opening the door” to abuse, incurring regulatory and
legal sanction, inducing respiratory depression in vul-
nerable patients, and ultimately establishing a
diagnosable addiction problem.?

While it is estimated that approximately 3% to 16%
of patients with chronic pain are (psychologically) ad-
dicted to opioids, this statistic may not reflect the true
base rate of addiction in this population due to the con-
siderable diversity in patient samples and the many
discrepancies or inconsistencies in the definition of ad-
diction.”" However, empirical data do suggest an ele-
vated prevalence of general substance use disorders in
the chronic pain population in the range of 0% to 40%,
a statistic higher than previously reported.’"® Conse-
quently, there is greater potential for the inadequate
treatment of pain if a patient has a history of substance
abuse.’

In light of these issues, and in spite of the establish-
ment of exemplary national guidelines for the treat-
ment of cancer pain that one would think should foster
confidence and specificity in pain treatment, both ma-
lignant and nonmalignant pain continue to be
undertreated in the medical setting. Regarding cancer-
related pain, it is estimated that 40% to 50% of patients
with metastatic disease and 90% of patients with ter-
minal illness experience unrelieved pain.”"* In an ef-
fort to promote a clinically useful understanding of the
potential role of vulnerability to abuse or misuse in the
treatment of chronic pain with controlled substances,
this article will examine relevant conceptual and clini-
cal aspects of aberrant prescription medication use and
illicit (herein referenced as the use of either drugs or al-
cohol) substance abuse or addiction. Furthermore, our
objective is to clarify some issues that will assist clini-
cians in better differentiating the function of relevant
clinical behaviors with the aim of improving the identi-
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fication and treatment of acts of noncompliance rang-
ing from the innocuous to the illegal.

THE CHALLENGE OF DEFINING
ABUSE AND ADDICTION IN
THE MEDICAL SETTING

Chronic opioid therapy has gained progressive ac-
ceptance among medical clinicians as an appropriate
and effective method of pain management, not only for
the treatment of malignant pain but also for nonmalig-
nant pain.*** Despite growing acceptance, the use of
chronic opioid therapy remains a controversial topic
due to the possibility that some patients may be at an
increased risk for developing opioid abuse or activating
a premorbid or latent addiction associated with the use
of other substances." Therefore, while prescribing or
dispensing chronic opioids, it is essential that particu-
lar attention is paid to the assessment of a patient’s clin-
ical outcomes such as degree of pain relief, level of
psychosocial and physical functioning, extent of medi-
cation side effects, and the presence of potentially
problematic substance use behavior.*>*

The challenges encountered in attempting to iden-
tify a substance use disorder or related problem among
medical patients arise because the definitions of abuse
and misuse have been, perhaps, erroneously extracted
from observations of the population of individuals
without medical illness and inappropriately applied to
the population of individuals with medical illness.
Clarification of terminology and concepts, as well as
population-specific investigation, is therefore crucial
to facilitating the accurate diagnosis and management
of abuse or misuse of substances in the medical set
ting.27,28

Definition of Terms

Because there is a great deal of semantic and theoret-
ical confusion regarding the terms and constructs of in-
terest, in the following exposition, they are operation-
ally defined in Table 1.

Pseudoaddiction

As previously mentioned, a host of studies provide
compelling evidence that pain is undertreated among
the medically ill.""® In addition, clinical experience
suggests that the inadequate management of chronic
pain and related symptoms may serve to motivate or
maintain aberrant substance use behavior. Pseudo-
addiction is one term used to delineate the manifesta-
tion of distress and medication-seeking behavior of in-
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Table 1

Differentiation of Relevant Terms®’

Term

Definition Utility

Substance abuse/
addiction

Substance misuse;
aberrant, problem-
atic, compulsive, or
impulsive use of
substances

Pseudoaddiction

Physiological
tolerance

Physiological
dependence

Opiates versus
opioids

A primary, chronic, neurobiological condition with genetic, psychosocial,
and environmental factors influencing its development and manifesta-
tions. It is characterized by the emergence of psychological abuse and/or
dependence (DSM-IV criteria) and includes 1 or more of the following:
craving, impaired control, compulsive use, overuse, and continued use
despite harm. Behaviors of addiction lead to life interference and distress
and are characterized by a loss of emotional and/or behavioral control.

Very useful construct that involves the
important tenet of “use despite harm.”
Chronic pain management must
comprise clear treatment planning and
extensive monitoring and follow-up.

The intentional use of a medication characterized by overuse or use to
achieve a desired psychic effect (eg, change in affect or mood) in the
absence of physiological dependence. Those who exhibit aberrant
medication-taking behavior by using prescriptions other than as
prescribed, in response to negatively valenced emotion, or to improve
chronic boredom, often have comorbid personality disorders.

Potentially useful construct whereby
use may involve experimentation or
criminal diversion. Behavior must be
monitored closely, and patients may
require psychiatric referral and follow-
up concomitant with pain
management.

A term used to describe problematic substance use behaviors that may
be comparable to the behavior of addiction but that are motivated by
unrelieved pain. Patients who are undertreated may “clock-watch,”
become focused on obtaining medication, and otherwise seem to engage
in inappropriate “medication-seeking” behavior. Behavior such as illicit
substance use and deception can even occur in a patient’s effort to obtain
relief. Pseudoaddiction can be distinguished from true addiction when
the problematic behavior resolves because pain is perceived satisfactorily
or adequately treated.

Potentially useful construct whereby
the diagnosis is made after effective
medication therapy is delivered.

A state of physical adaptation to a medication involving a reduction in
the desired effect of a stable dosage or to the need to increase the dosage
to garner an equivalent effect to that previously achieved. Tachyphylaxis
is the term used when this process happens quickly.

Not useful for determining substance
use disorders because all patients may
experience this physical state.

A state of physical adaptation to a medication composed of the emergence Not useful for detecting substance use
of withdrawal symptoms when a medication is tapered without adequate  disorders or addiction because all
titration (ie, on abrupt cessation, rapid dose reduction, decreased blood patients may experience this
level, and/or administration of an antagonist). Physical dependence is physiological state.
not a clinical problem when patients are tapered appropriately.

Chemicals derived from natural versus synthetic sources, respectively

dividuals with unrelieved pain.** Pseudoaddictive
behavior may be comparable in form to the behavior of
true addiction. However, the hallmark feature of this
syndrome, and the characteristic that makes it quite
distinct, is the cessation of aberrant behavior on achiev-
ing adequate pain relief.””*

The clinical differential between addiction and
pseudoaddiction presents numerous challenges to the
practitioner in the assessment of individuals with
known substance abuse and comorbid medical illness.
Clinical reports indicate that aberrant behaviors
evoked by unrelieved pain may be so adverse that pa-

tients with past substance abuse return to using illicit
substances as a method of coping with the stress of in-
tolerable levels of pain. Other patients who engage in
less blatant patterns of behavior, however, are the ones
who present the greatest challenge to practitioners and
raise the strongest concerns about the presence of true
addiction. It is important to note again that while it may
be apparent that behavior associated with illicit sub-
stance abuse and prescription misuse are equally aber-
rant, the intent or function of these behaviors may be
difficult to discern in the context of unrelieved pain
symptoms.*”*
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Differentiating Aberrant Substance
Use Behavior: True Addiction
Versus Pseudoaddiction

While assessing the degree of aberrancy of given
substance use behaviors, it is also necessary to remain
cognizant of the fact that these behaviors exist along a
continuum of severity, from less aberrant (such as ag-
gressive requests for medication) to more aberrant
(such as injecting oral medication). Furthermore, they
may vary in function (behavior motivated by a desire to
achieve a change in a mood state such as euphoria ver-
sus to reach a state of relief from refractory pain) as well
as form (behaviors that are overt or apparent versus
those that are covert or surreptitious). Classification of
these questionable behaviors as representative, or not,
of the social or cultural norm presupposes a degree of
certainty regarding the parameters of what defines nor-
mative behavior. In the area of prescription medication
utilization, there are no empirical data defining these
parameters. Illustrating this point, if a large proportion
of patients were to be observed engaging in a specific
behavior, the behavior could be illness specific and
therefore normative of the particular population from
which observations are drawn. Consequently, it is criti-
cal that judgments concerning aberrancy should be ex-
amined and considered contextually, that is, on the ba-
sis of their corresponding population reference
points.?”*

A study performed at Memorial Sloan-Kettering
Cancer Center revealed that 26% of cancer patients ad-
mitted to borrowing anxiolytics from a family member
at some time during the course of treatment.” The high
incidence of this prescription-borrowing behavior
raises concerns about the predictive validity of a
characteristically aberrant behavior as an index of the
presence of substance abuse. Clearly, there is a need for
empirical study to clarify the nature of prescription
medication utilization among qualitatively different
patient populations to guide the accurate conceptual-
ization of the severity, function, and form of behaviors
that are likely to manifest during chronic pain treat-
ment.”*

The behaviors associated with abuse of illicit sub-
stances versus prescription medication are more
clearly established in the addiction literature. There-
fore, it is a much easier task for the clinician to apply
these indices of addiction toward the understanding of
patients with comorbid medical illness receiving con-
current pain therapy. Variables associated with the
problematic use of substances are noted in Table 2 and

294 e JOURNAL OF PHARMACY PRACTICE 2003(16.4)

are founded on years of retrospective and prospective,
experimental and quasi-experimental research. Of
note, the relative reliability and validity of these vari-
ables are more established for some (age, socioeco-
nomic status, gender, familial history) than others
(race/ethnicity, marital status, educational level).
Nonetheless, our efforts to manage coexisting illicit (or
other) substance use problems are further guided by a
variety of known behavioral and physical predictors of
substance abuse, including those listed in Table 3. Cli-
nicians working in the area of chronic pain manage-
ment are advised to be sensitive to the presence of both
psychological and physical complaints (eg, social anxi-
ety, depression, sexual dysfunction) as well as to physi-
cal findings suggestive of the presence of current alco-
hol and drug use (eg, tremor, tachycardia, odor).

Disease-Related Variables:
Additional Factors to Consider

Alterations in physical and psychosocial function-
ing caused by medical illness and related treatment
may parallel those produced by long-term substance
abuse behaviors and serve to further confound the es-
tablishment of a common practice of defining addic-
tion in the medical care setting. In this regard, it may be
particularly complicated to assess one of the most criti-
cal variables in the diagnosis of addiction, that is, “use
despite harm.” For example, it is often difficult to dis-
cern problematic substance use behavior among pa-
tients who develop social withdrawal or cognitive
change after brain irradiation for metastases. In this in-
stance, even if impaired cognition is clearly related to
adverse prescription medication use, this effect might
only represent an attempt to reach a narrow therapeutic
window of pain relief rather than to attain a desired
psychic effect.?”* In addition, in situations in which
disease and pain have severely limited psychological,
social, and vocational or physical functioning, it can be
difficult to ascribe harm secondary to particular sub-
stance use behaviors in the context of pervasive dys-
function. Further demonstrating this point, the pres-
ence of a symptom such as mild mental clouding may
be insignificant when compared to other outcomes
such as noncompliance with prescribed therapy and
engagement in those behaviors that compromise rela-
tionships with friends and family members, physi-
cians, and other allied health care professionals and are
secondary to chronic substance abuse.””* To accu-
rately conceptualize the nature of substance-related be-
havior among medical patients, detailed information is
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Table 2

Correlates and Suspected Risk Factors for Addiction to Illicit or Other Substances (ie, Drugs and Alcohol)®"%

Gender More common among men than women; differences in prevalence and incidence are attributed to a number of
variables including societal standards, cultural norms, body size, metabolism, presence of comorbid
psychopathology, history of trauma, other life events, and so forth.

Age Higher among younger people (adolescents and young adults), lower among older adults; prevalence may be

reduced with age because of increase in remission or decrease in survival rates; reduced tolerance with age or
willingness to disclose; period, age, or cohort effects

Race-ethnicity Prevalence and incidence rates of substance use by racial-ethnic group are very complex; findings are not yet

conclusive here

Family history Substance use disorders and problems cluster in families; study is under way as to the role of genetic transmission

versus environmental factors

Employment status Unemployed versus employed people exhibit higher rates of problematic substance use; prevalence also differs by

type of occupation, with higher rates noted among blue-collar jobs or those lower in socioeconomic status

Marital status Higher rates of substance use problems are evident among people who cohabitate but have never been married or
those in unstable marriages; in addition, cohabitating women may exhibit an elevated risk as do partners of those

who evidence problematic use

Educational level Failure to meet educational goals is associated with elevated risk for substance use problems

Note: The association between these factors may be bidirectional and reflect a correlational, not necessarily causational, relationship.

Table 3

Behavioral Predictors of Addiction to Illicit or Other Substances®"®

Presenting Complaints That Are Red Flags for
Alcohol and Other Substance Use Problems

Physical Findings Suggestive of
Alcohol and Other Substance Use Problems

Frequent absences from work or school
History of frequent trauma/accidental injuries

Depression or anxiety

Mild tremor

Odor of alcohol on breath or marijuana on clothing

Nasal or conjunctival irritation (suggestive of cocaine insufflation or exposure to

marijuana smoke, respectively)

Labile hypertension
Gastrointestinal symptoms
Sexual dysfunction

Sleep problems

Labile blood pressure (suggestive of alcohol withdrawal)
Enlarged, tender liver
Tachycardia and/or cardiac arrhythmia

“After shave/mouthwash” syndrome (to mask the odor of alcohol)

required concerning the role or function of substances
in a patient’s life across multiple domains in personal
functioning (ie, social, physical, recreational, emo-
tional, cognitive, etc).

Refinements in the Conceptualization
of Substance Abuse and Misuse
in the Medical Setting

Various definitions of substance abuse that embody
the phenomenon of physical dependence or tolerance
as defined in the DSM-IV* (Table 1) are not wholly ap-
plicable to patients who receive potentially abusable
medication for legitimate medical purposes. In this

case, development of the physiological states of de-
pendence or tolerance is well within the norm of
clinical expectations. Nonetheless, a differential diag-
nosis should be explored if questionable behaviors oc-
cur during chronic pain treatment. True addiction is
only one of several possible explanations for the devel-
opment of these physiological states and is most likely
evident only when other behaviors (such as multiple
unsanctioned dose escalation or the receipt of opioids
from multiple prescribers) are present. Examples of
specific behaviors predictive of prescription medica-
tion abuse or misuse are listed in Table 4.

Again, keep in mind that the differential diagnosis of
pseudoaddiction must be considered if patients report
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Table 4

Behavioral Predictors of Addiction to Prescription Medication

21,32,64,65

Behaviors More Predictive

Behaviors Less Predictive

Use of prescription medication in an inappropriate manner (eg, cutting time-release

Aggressive complaining

preparations; injecting oral formulations, chewing, or otherwise misusing transdermal
fentanyl; stealing or “borrowing” medication from another person; multiple unilateral

dose escalations despite warnings from clinicians)

Obtaining medication from a nonmedical source

Repeatedly requesting dose increases or early refills despite the presence of adequate

analgesia

Tllicit or inappropriate prescription use behavior (eg, selling or forgery, multiple
episodes of prescription “loss,” or prescription-seeking behavior without the

Drug hoarding when symptoms are milder

Requesting specific drugs

Acquisition of drugs from other medical
sources

permission or knowledge of current clinician or following warnings to desist)

Continual resistance to changes in therapy despite clear evidence of adverse physical

or psychological effects from the drug

Concurrent alcohol or illicit drug abuse/positive urine or blood drug screens
(ie, cocaine, opioids, amphetamines, barbiturates, PCP, marijuana, or alcohol, etc)

Objective evidence of substance-related deterioration in the ability to function at work,

Unsanctioned dose escalation once or twice in
frequency

Unapproved use of the drug to treat another
symptom

Occasional impairment in personal functioning

in the family, or socially (eg, repeated episodes of gross impairment or dishevelment)

Meeting DSM-IV criteria for substance abuse or dependence

Reporting psychic effects not intended by the
clinician

distress secondary to unrelieved symptoms. For exam-
ple, behavior such as aggressive complaints about the
need for higher doses or occasional unilateral medica-
tion dose escalations may be an indication that a pa-
tient’s pain is undermedicated. Uncontrolled sub-
stance use may also indicate the existence of another
psychiatric disorder, the accurate detection of which
may have beneficial therapeutic implications. For ex-
ample, patients with borderline personality disorder
may be categorized as exhibiting aberrant substance
use behavior when they use prescription medication to
communicate to others (knowingly or unknowingly)
something about the level of their emotional distress or
to alleviate chronic boredom. Similarly, patients who
use opioids to self-medicate symptoms of anxiety, de-
pression, insomnia, or problems with adjustment may
be classified as aberrant substance users. It is important
to note, however, that problematic behavior associated
with prescription medication use infrequently repre-
sents criminal intent, as evidenced by reports of pain
with the intention of selling or diverting.

CONCERN FOR THE ABUSE OF
PRESCRIPTION ANALGESICS IN
THE REGULATORY SETTING

Within the past decade, the introduction of new
drug delivery systems has resulted in important ad-
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vances in pain treatment. Implantable pumps, trans-
dermal patches, and controlled release formulations,
for example, have dramatically improved the lives of
millions of pain patients. According to the Drug En-
forcement Agency (DEA), between 1990 and 1997, the
number of C-II substances approved for medical use in-
creased from 300 to more than 400, with about 75% of
new drugs classified as analgesics.* Unfortunately, the
DEA also reports that diversion, theft, trafficking, and
abuse of opioid analgesics have been rising along with
their increased medical use.

By definition, all controlled substances have some
potential for abuse. Most prescription pain medica-
tions, particularly C-II and C-III narcotic drugs, have a
high potential for abuse. As a result, these drugs are in
great demand on the street where they may sell for 10
times or more their retail cost. This sizable price differ-
ential between the retail cost and the street value at-
tracts criminals and drug abusers who may pose as doc-
tor shoppers, forge prescriptions, commit pharmacy
theft, or engage in other unlawful activities to obtain
drugs for their own use or for resale on the street.*

Within the past several years, the development of
more powerful sustained-release opioid analgesics has
led to an increase in another, somewhat unique, form of
drug-related criminal activity that has become known
as the “patient-dealer.” Unlike the doctor shopper who
skillfully but fraudulently feigns illness, the patient-
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dealer has a verifiable condition or pain syndrome that
warrants treatment with potent analgesics. In a sense,
the patient-dealer presents a double threat. First, be-
cause they tend to present with obvious conditions,
patient-dealers arouse little or no suspicion in trusting
practitioners when they ask for additional medication
for increased pain complaints. For example, most
chronic pain patients, particularly those with malig-
nant pain, will experience “analgesic tolerance”—an
expected and normal side effect of long-term opioid
therapy. Because of this, or due to a progression in an
underlying disease state, practitioners expect that they
will have to increase dosing levels for such patients
over time. Thus, when the patient-dealer makes a simi-
lar request, the practitioner is likely to honor it without
question. But unlike the law-abiding patient who
needs the additional medicine, the patient-dealer in-
tends to redistribute the unneeded drugs to others.

A second threat posed by patient-dealers is their
ability to visit multiple doctors to obtain excess medi-
cation for resale on the street. Without very much trou-
ble, a patient-dealer with an apparent or verifiable seri-
ous condition warranting pain medication can seek
treatment from several different practitioners at once,
with each practitioner oblivious to the fact that his or
her patient is receiving similar care from other practi-
tioners. One successful patient-dealer, a terminally ill
cancer patient in Maine, was indicted in 2001 for un-
lawfully distributing opioid analgesics obtained by es-
tablishing treatment relationships with multiple prac-
titioners. While the exact number of practitioners this
patient-dealer visited on a regular basis was not stated
in the public record (because, presumably, they were
not at fault), the indictment revealed that the defendant
was earning an average of $8000 per week selling
OxyContin, a sustained-release form of oxycodone
that, according to media accounts at the time, was sell-
ing for $1 per milligram on the street.”

Unlike the doctor shopper who is a fraud and has no
illness or pain but is expert at feigning symptoms to de-
ceive practitioners into providing drugs for resale on
the street, the patient-dealer in all cases has an actual
and verifiable condition requiring treatment. By se-
cretly visiting additional practitioners, or untruthfully
reporting an escalation of pain for the purpose of re-
ceiving additional medication, the patient-dealer is
able to acquire sizable amounts of controlled sub-
stances. Given the unique and peculiar nature of this
enterprise, regulatory and law enforcement communi-
ties are unable to estimate its scope, much less prevent
its occurrence. While there are due diligence proce-
dures recommended for detecting or deterring the
doctor shopper, at present there are no similar proce-

dures to detect or deter the patient-dealer. States with
prescription-monitoring programs appear, at least
anecdotally, to have reduced levels of doctor shoppers
and patient-dealers. However, these programs are still
defeated by professional criminals who use fraudulent
identification and pay cash for their services and drugs.

Of additional concern for today’s pain management
practitioner are past or present substance abusers who,
as a group, tend to have higher accident rates and other
abuse-related trauma injuries leading to chronic pain
conditions.” These patients can be successfully treated
for pain if they work closely with practitioners in a
treatment alliance or structured relationship that takes
into account their special status. Several years ago, in
an effort to allay practitioners’ fears when using con-
trolled substances for treating chronic pain, the US
Federation of State Medical Boards (FSMB) issued
guidelines specifically aimed at helping doctors safely
manage the high-risk pain patient.”” The FSMB guide-
lines describe the high-risk pain patient as someone
with chronic pain who is a past or present substance
abuser.”” As would be expected, treating such patients
requires additional precautions and vigilance. The
FSMB recommends using written treatment agree-
ments to establish a therapeutic alliance between the
high-risk patient and the practitioner. According to the
FSMB, the agreement should set forth explicit perfor-
mance expectations and requirements to ensure the pa-
tient’s compliance with the treatment plan. The FSMB
asserts that written treatment agreements will not be
applicable in all cases but particularly for those involv-
ing high-risk patients as a means toward reducing drug
diversion. Moreover, the use of a written treatment
agreement may protect a practitioner from excessive
regulatory scrutiny if a patient is found to be diverting
prescribed medications. While practitioners are not ex-
pected to act as police detectives, or take extraordinary
means to regulate patient behavior, they are expected
by virtue of their federal and state licensing status to ex-
ercise professional due diligence in prescribing con-
trolled substances for all of their patients, including
those considered to be at a high risk for diverting drugs.

To measure substance abuse, the federal government
established a system about 30 years ago, called the Drug
Abuse Warning Network (DAWN), which is currently
managed by the Department of Health and Human Ser-
vices. DAWN was originally designed to track hospital
emergency department admissions for drug-related
overdose conditions and currently monitors admis-
sions data in a representative sample of about 500 par-
ticipating hospitals in 21 metropolitan areas. DAWN
data do not reflect the prevalence of drug abuse in soci-
ety as a whole but only the frequency of drug-related
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DAWN ED Mentions* for Analgesics and
Analgesic Combinations 1996 to 2001
DRUG 1996 1997 1998 1999 2000 2001
Codeine 1208 10383 1420 894 | 1155 930
Acet/codeine 5907 6598 5049 3845 | 3849 | 2641
[ Fentany aa] 208] 286 swr| sv6 70
Hydrocodone 1574 904 1907 2074 | 2240 | 2214
Acet/hydrocodone 9845 10667 11686 | 13043 | 17538 | 19058
Meperidine 806 731 495 512 706 519 |
Methadone 4129 3832 4810 5426 7819 | 10725 | Figure 1. Drug Abuse Warning Network
Morphine 864 1299 1954 2213 2478 | 3403 (DAWN) data: emergency department
Oxycodone mentions.”
100 372 1034 1804 3792 | 11100 *Mentions include any formal reports on re-
Acet/oxycodone 2839 4353 3841 4503 6637 | 7190 cord regarding overdose of opioid narcotics re-
Aspirin/oxycodone 251 287 335 121 396 119 quiring an emergency room visit at participat-
ing institutions. This includes, but is not
Propoxyphene 1065 1166 1109 816 583 684 iiriiitlerzlsttlomitrll?:r?tional and/or accidental over-
Acetipropoxyphene 4822 5337 4714 4816 4891 4675 dose and use of concomitant medications with
opioids that synergistically may have inten-
Relative Standard Error (RSE) > 50%, data suppressed tionally or unintentionally resulted in an
overdose.

emergencies and the substances mentioned by patients
admitted for such emergencies. Despite this and other
limitations, DAWN data may be useful for the practitio-
ner and regulator alike in helping to identify specific
types of drugs more likely to be encountered in emer-
gency overdose situations. In fact, state and federal pol-
icy makers often consider DAWN data when crafting
regulatory and penal laws or when designing drug-
abuse prevention strategies.

In addition to using the written treatment agree-
ment, practitioners with high-risk pain patients should
consider prescribing medications with relatively low
levels of abuse potential. The government’s DAWN da-
tabase, while not a precise indicator of drug abuse prev-
alence in the general population, is a useful guide for
choosing drugs with relatively low abuse potential.
Figure 1 provides DAWN data for selected opioid anal-
gesics commonly used in chronic pain treatment. It is
important to note in Figure 2 that following a period of
decline from 1990 to 1996, the abuse of opioid analge-
sics increased rapidly over the next 6 years.

According to DAWN, the mentions of prescription
analgesics in emergency department admissions for
drug-related overdoses doubled between the second
half of 1997 and the first half of 2002.% For the purpose
of clarification, “mentions” include any formal reports
on record regarding overdose of opioid narcotics re-
quiring an emergency room visit at participating insti-
tutions. This includes, but is not limited to, intentional
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and/or accidental overdose and use of concomitant
medications with opioids that synergistically may have
intentionally or unintentionally resulted in an over-
dose. Close examination of DAWN data in Figure 1 sug-
gests that most abuse occurs with a relatively small
number of drugs and specific formulations. Figure 3 il-
lustrates DAWN’s reformatted abuse data to show the
frequency of mentions for selected opioid analgesics as
a percentage of all narcotic analgesics mentioned in the
database for the years indicated. As is demonstrated, 3
drugs—hydrocodone, oxycodone, and methadone—
accounted for more than half (51%) of all the DAWN
mentions of narcotic analgesics in 2001.

Knowing which opioid analgesics account for the
majority of mentions in the DAWN database can be in-
formative for the practitioner and pharmacist con-
cerned about diversion and abuse. Taking into account
these data, along with the predictors noted previously
(Tables 2 and 3), practitioners may be better equipped
to deter or detect the rare patient who is attempting to
obtain drugs by fraud. While the numbers of such pa-
tients remain remarkably low, the social damage that
even a few can cause is significant. A recent report by
Florida medical examiners of 5816 drug-overdose
deaths in 2002 revealed that prescription drugs out-
paced illegal drugs by a 2-to-1 margin as the cause of
death. The principal prescription drugs identified in
this study were benzodiazepine, hydrocodone,
oxycodone, and methadone.” Not surprisingly, the
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DAWN Mentions* of Narcotic Analgesics
Have Doubled in the Past Five Years
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Figure 2. Drug Abuse Warning Network (DAWN) data: narcotic an-

algesic use mentions.”

*Mentions include any formal reports on record regarding overdose of opioid
narcotics requiring an emergency room visit at participating institutions. This
includes, but is not limited to, intentional and/or accidental overdose and use
of concomitant medications with opioids that synergistically may have inten-
tionally or unintentionally resulted in an overdose.

opioids noted in the Florida report, namely, hydroco-
done, oxycodone, and methadone, were cited as the top
3 most frequently mentioned drugs in the DAWN hos-
pital admissions data for 2001 (Figure 1).

Perhaps the most promising development in the past
several years has been the growing alliance between

practitioners and regulators, as they begin to see their
missions—protecting health and safety—as compati-
ble interests. The adversarial relationship between the
medical and regulatory communities that existed for
most of the past century has given way to a new, coop-
erative relationship that seeks to reduce the diversion
and abuse of drugs while ensuring that patients in need
are adequately treated for their conditions. In October
2001, the DEA and some 21 health care organizations,
including the American Medical Society, the American
Pain Society, and the American Pharmaceutical Asso-
clation, issued a “consensus statement” on the use of
controlled substances. The following statement ex-
presses the concept of collaboration between these 2
important groups: “Preventing drug abuse is an impor-
tant societal goal, but there is consensus, by law en-
forcement agencies, health care practitioners, and pa-
tient advocates alike, that it should not hinder patients’
ability to receive the care they need and deserve.”*’

In addition to the above, a team of researchers re-
cently reported that “the attitudes and practices of
medical boards toward physicians’ practice of pre-
scribing opioids have changed for the better over the
last several years.”*' This team surveyed 38 medical
boards and found that “opioid quantity as a marker of
questionable practice”*' no longer prevails and that, in-
stead, medical boards are more inclined to look at
whether the practitioner has “appropriately evaluated
the patient, prescribed consistent with board guide-
lines, and appropriately documented their pre-
scribing.”*!

Trend Analysis of DAWN
.. . *-
Opioid Mentions*: 1994 v. 2001
D of Ratio
Drug 1994 Total 1994 Total Ratio of 1994 2001 Total 2001 Total ~Ratio of 2001  of Total
Mentions DAWN Mentions to Mentions DAWN Mentions to DAWN
(est.) Narcotic Total DAWN (est.) Narcotic Total DAWN Mentions
Mentions 1994 Narcotic Mentions 2001 Narcotic ~ 1994 v 2001
Mentions Mentions
Codeine 9439 44518 21.2% 3720 99317 3.7% —-17.5%
Fentanyl 28 44518 0.06% 710 99317 0.71% +0.65%
Hydrocodone 9320 44518 20.9% 21567 99317 21.7% +0.80%
Figure 3. Drug Abuse Warning Network —
(DAWN) data: trends in opioid ana]gesic Meperidine 925 44518 2.0% 665 99317 0.67% —-1.33%
. 66
use mentions. Methadone 3252 | 44518 73% | 10725| 99317 108% |  +3.5%
Mentions include any formal reports on re-
cord regarding overdose of opioid narcotics re- .
quiring an emergency room visit at participat- Morphine 1099 44518 2.5% 3403 99317 3.4% +0.9%
ing institutions. This includes, but is not
limited to. intentional and/or accidental over- Oxycodone 4069 44518 9.1% 18409 99317 18.5% +9.4%
dose and use of concomitant medications with
opioids that synergistically may have inten- Propoxyphene 6731 | 44518 15.1% 5361| 99317 54% | -9.7%
tionally or unintentionally resulted in an
overdose.
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For their part, medical practitioners are becoming
more knowledgeable about drug diversion and sub-
stance abuse. To complement this, regulators and regu-
latory policy, as illustrated by the above examples, are
moving away from interventions based solely on
chronicity and quantity of prescribing and are coming
closer to understanding the complicated but vital role
of the pain management specialist in treating patients
with chronic pain. The end result of this collaboration
is, of course, better patient care.

THE CLINICAL MANAGEMENT
OF CONTROLLED MEDICATION

As mentioned thus far, disconcerting substance use
behaviors are neither mutually exclusive nor totally
overlapping and thus make a thorough psychiatric or
psychological assessment vitally important to the suc-
cessful categorization of these behaviors among indi-
viduals without a prior history of substance abuse and
those with a history of substance abuse who are known,
statistically speaking, to present with greater psychiat-
ric comorbidity.””*" Aberrant substance use among
medically ill patients, with or without a prior history of
substance abuse, represents a serious and complex
clinical issue. Perhaps most difficult is the manage-
ment of patients who are actively abusing illicit sub-
stances concomitant with medical therapy. The follow-
ing guidelines apply irrespective of whether a patient is
an active substance abuser, has a past history of sub-
stance abuse (is currently in a state of remission), or is
not complying with the prescribed therapeutic regi-
men (is misusing prescription medication). The princi-
ples that follow are designed to help the practicing cli-
nicians to establish structure, control, and close
monitoring so that they can prescribe freely and with-
out naiveté, prejudice, or an elevated risk of revocation
of the license to prescribe.

Interdisciplinary Treatment:
The Optimal Approach to
Managing Chronic Pain

A multidisciplinary team approach, with an inter-
disciplinary focus (ie, collaborative, holistic/focused
on the mind-body relationship, and embodying the
tenets of the biopsychosocial model***) is recom-
mended for the management of substance abuse and
misuse in the medical care setting. Mental health pro-
fessionals with specialization in the area of addiction
are usually instrumental here given their expertise in
developing and executing strategies for behavioral
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management and treatment compliance. Unfortu-
nately, these skilled professionals are not often readily
available to clinicians working in private practice or
other medical agencies. Therefore, it is beneficial for
clinicians in independent practice to establish a collec-
tive of complementary practitioners in their geograph-
ical locale with whom they can refer patients for the
purpose of receiving supplementary services for pain
control and maintain a modicum of team-based sup-
port. Clinicians practicing in isolation can quickly ex-
perience feelings of anger, defensiveness, and frustra-
tion in relation to medical patients with chronic pain.
Such feelings can unintentionally compromise the
level and quality of health care and contribute to a per-
ceived sense of alienation, hopelessness, and rejection
felt on the part of the patient. Structured, interdisci-
plinary treatment (ie, to include addiction, behavioral
medicine, rehabilitation medicine, social work, and/or
psychiatry team members, etc) is the most effective ap-
proach toward facilitating staff understanding of each
patient’s needs, provides a forum for necessary venting
and strategizing, and aids in the development and ad-
ministration of efficacious and empathic interventions
for optimizing pain control and minimizing aberrant
substance use. Regular staff meetings can also help to
establish both patient-specific and team-based treat-
ment goals, facilitate consistency and confidence in the
provision of services, foster patient compliance, and
maximize the likelihood that clinical objectives are
met.

The Important Elements
of a Clinical Assessment

The first person to suspect problematic substance
use, or to confirm a history of past or current substance
abuse, should alert the entire medical team, thus begin-
ning the process of interdisciplinary communication,
assessment, and management.*® Obtaining a very de-
tailed history of the duration, frequency, desired effect,
and function of problematic substance use is crucial
(ie, in the practice of behavioral medicine, this is
known as a functional analysis and reflects the assess-
ment of the pros and cons of the target behavior in the
long and short term). Too often, clinicians avoid di-
rectly asking patients about substance use, misuse, or
abuse due to concerns that they might “put-off” the pa-
tient or risk “losing face” in the event that their suspi-
cions are wrong. However, a direct, assertive approach
to communication, with particular focus on employing
active listening skills, is most likely to engender confi-
dence and a favorable rapport with patients; the oppo-



PAIN MANAGEMENT FOR PATIENTS WITH SUBSTANCE ABUSE PROBLEMS

site most certainly contributes to problems of treatment
compliance, lack of treatment efficacy, and staff frustra-
tion. Empathic and candid communication is, by all
means, the best approach to establishing a favorable
working alliance. In tandem, the use of a comprehen-
sive, graduated interview can be instrumental in reduc-
ing the common symptom of denial or resistance
among patients as well as clinicians.

The funnel approach to graduated assessment be-
gins the clinical interview with broad questions about
the role of substances (eg, nicotine, caffeine) in the pa-
tient’s life and gradually becomes more specific in fo-
cus (ie, moves toward a discussion about the use of il-
licit substances or prescription misuse). Such an
approach is also helpful for detecting the presence of a
coexisting psychiatric disturbance or disorder known
to significantly contribute to aberrant prescription
medication behavior. For example, studies suggest that
37% to 62% of individuals with alcohol abuse or de-
pendence have 1 or more coexisting psychiatric disor-
der, with anxiety, mood, and personality being those
most commonly encountered.”” The assessment and
treatment of comorbid psychiatric or psychological
disorder can greatly enhance medication adherence,
behavioral modification plans, and reduce the risk of
substance-related relapse among vulnerable individu-
als. Of note, the desired effects of illicit substances can
also serve as clues as to the nature of the comorbid dis-
turbance present (ie, drinking to quell panic, worry, or
social anxiety symptoms; taking amphetamine to foster
energy in the presence of depression, etc).

Development of an Interdisciplinary
Treatment Plan: A Harm Reduction Approach

Substance abuse is most often a chronic, progressive
disorder.*® Therefore, the development of clear and
thorough treatment goals is essential for chronic pain
management involving pharmacologic intervention
with controlled substances. During treatment, team
members should not expect the abrupt cessation of
substance-related problems among individuals who
are so predisposed. The distress associated with at-
tempts to cope with a life-threatening or life-compro-
mising illness, coupled with the availability of poten-
tially abusable prescription medication for symptom
control, can make this goal or expectation unrealistic.*®
Rather, a harm-reduction approach should be em-
ployed with the aim of enhancing social support, maxi-
mizing treatment compliance, and containing further
insult or injury through episodic relapse. The guide-
lines listed in Table 5 are recommended for the man-

agement of patients with a comorbid substance use
disorder or history of substance-related problems.

Recommendations for Outpatient
Medication Management

There are a number of strategies for promoting treat-
ment compliance among patients in an outpatient
medical setting. A written treatment agreement be-
tween the team and the patient provides structure to
the treatment plan, establishes clear expectations about
theroles of all involved, and outlines the consequences
of aberrant substance use (both prescription and illicit).
The inclusion of specifications for random, on-the-spot
urine toxicology screens and/or serum levels in the
agreement can be extremely useful in further maximiz-
ing treatment compliance. Expectations regarding at-
tendance at scheduled visits and the management of a
personal supply of medication should also be explicit.
For example, a clinician may wish to limit the amount
of medication dispensed per prescription and make re-
newals contingent on clinic attendance. In addition, it
is helpful to solicit a patient’s agreement to fill pre-
scriptions at a single pharmacy and obtain his or her
consent to share information with, or receive informa-
tion from, retail pharmacists with particular attention
to the fact that a controlled substance agreement is ac-
tive and on file. While prescribing pain and other medi-
cation used for symptom control, the delivery of clear
instructions about the parameters of responsible use is
essential. This practice can help to reduce a clinician’s
hesitation to prescribe medication and optimizes the
chance that patients will take their medication
responsibly.

A clinician may also wish to consider recommend-
ing participation in a substance abuse program, with
documented attendance a possible precondition for
ongoing prescription treatment. With a patient’s in-
formed consent and apparent willingness, it is also rec-
ommended that a clinician interface with as many peo-
ple as possible within his or her personal sphere (ie,
sponsors, family, and friends) to inform them of the
treatment plan to reduce the potential for stigmatiza-
tion in relation to noncompliance and to engender nec-
essary support.

In the unfortunate case whereby a patient is
noncompliant with, or resistant to, the medication and
other prescriptions for treatment following the multi-
ple receipt of detailed expectations for behavioral com-
pliance, it may be necessary to consider discharge. In
this case, thorough discussion on the part of all treating
parties involved should be initiated and then followed
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Table 5
Managing Chronic Pain With Opioids: A Harm Reduction Approach®

Step

Description

Step 1: Establish a working relationship and
make clear your acceptance of the patient’s
subjective report of pain.

Step 2: Use nonopioid therapies and
behavioral interventions where possible
but not as substitutes for appropriate pain
control.

Step 3: Evaluate opioid use history.

Focus on developing rapport with the patient. Use empathy, active listening, and
nonjudgmental comments and body language.

Consider anticonvulsants for neuropathic components of pain. Consider nonsteroidal
anti-inflammatory drugs (NSAIDs) for swelling and muscle tension. Consider relaxation
training, pacing, biofeedback, guided imagery, distraction, and so forth.

Consider tolerance, routes of administration, duration of action, and medication side effect

profile. Avoid undermedication, which can lead to attempts to self-medicate and other

problematic behavior.

Step 4: Choose an opioid.

Consider the results of Step 3. Choose long-acting versus short-acting medication whenever

possible. Limit rescue medication.

Step 5: Continually reassess the adequacy of
your pain and symptom control plan with
the patient and team members.

Document behavior and revisit issues on a regular basis. Reassess effectiveness of treatment
regimen, being aware of need to avoid undertreatment. Evaluate whether the patient is
engaging in other parts of therapy (ie, psychosocial interventions, physical therapy,

prescribed NSAIDs, etc) and not just focusing solely on opioids.

Step 6: Know your opioids.

Stay apprised of the relative costs and trends of diversion and methods of concealment.

up with the patient. In some cases, the patient may be
willing and able to engage in corrective action per the
provision of detailed contingencies for his or her be-
havior (ie, “if you do this [desirable/undesirable behav-
ior], then we will do that [consequence]”; here it may
be beneficial to have the patient sign a formal agree-
ment to capitalize on their commitment to reengage the
therapy). This is, of course, an area where motivational
interventions promoting the opportunity for reward or
mastery experiences will yield the most favorable out-
comes.**" The decision to discharge must be handled
sensitively and therapeutically as it will have both im-
portant ethical and legal implications.

Recommendations for Inpatient
Medication Management

The management of a patient with substance use
problems, who has been admitted to the hospital for the
treatment of a life-threatening or life-compromising ill-
ness, must entail adherence to the guidelines listed for
the outpatient setting. These guidelines aim to promote
the important element of safety for patient and staff,
contain or diminish patient behavioral problems, foster
the appropriate use of medication, and communicate to
patients that treating clinicians possess an understand-
ing of, and facility with, pain and substance abuse man-
agement. As mentioned previously, the first point of or-
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der is to discuss a patient’s substance use in an open
and direct manner. In addition, it is necessary to reas-
sure the patient that concrete steps will be taken to
avoid adverse events such as medication withdrawal.
In specific situations, such as preoperatively, patients
should be admitted to the hospital several days in ad-
vance for stabilization of a medication regimen. Also, it
is important to provide a patient with a private room
near the nurses’ station to aid in monitoring and to dis-
courage attempts to leave for the purpose of purchasing
or otherwise obtaining illicit or unsanctioned sub-
stances. The treatment team should require visitors to
check in with nursing staff prior to visitation because it
may be necessary to search their packages to prevent
patient access to substances. As a final point, the team
may wish to consider collecting daily or random urine
specimens for toxicology analysis and continually re-
assess all relevant aspects of pain and related
symptoms.

Recommendations for the Management
of Patients in Substance-Related Recovery

Pain management with patients who are actively en-
gaged in recovery (ie, those maintaining continuous ab-
stinence) presents a unique challenge to the practicing
clinician. Depending on the structure of the recovery
program (eg, Alcoholics Anonymous, methadone
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maintenance), a patient may worry about ostracism
from other program members or sponsors about their
use of certain medications and may thus experience in-
creased apprehension about susceptibility to relapse
(ie, resumption of problematic use). Consequently, it is
often helpful to inform patients of the difference be-
tween psychological and physical dependence and ad-
diction and to explore the viability of nonopioid thera-
pies. This may include consideration of referral to a
specialty pain center to tailor a patient-centered treat-
ment plan.” Alternate therapies may include the use of
nonsteroidal anti-inflammatory drugs, anticonvulsants
(for neuropathic components), antidepressants,
antiarrhythmics, biofeedback, electrical stimulation,
neuroblative techniques, acupuncture, and behavioral
management. If the pain condition warrants the pre-
scription of opioids, care must be taken to provide ade-
quate education, structure opioid use with signed
agreements pertaining to their management, and, last,
to solicit random urine toxicology screens and tablet/
capsule counts. This may also be the optimal time to
employ a longer acting medication with different route
of delivery, such as transdermal fentanyl whereby the
patient is required to return used patches prior to being
issued a new prescription. If possible, attempts should
be made as well to include the patient’s recovery pro-
gram sponsor and/or important family members and
friends to garner their cooperation and aid in success-
ful monitoring of the condition.

As with the provision of pharmacotherapy regi-
mens, behavioral or contingency management ap-
proaches should be tailored to address the nature, func-
tion, and severity of substance abuse or misuse. Once
again, fostering an environment of open and honest
communication among all parties provides reassur-
ance that guidelines are well established and will en-
gender a focus on mutually expressed goals. In some
cases, enforcement of these guidelines may fail to cur-
tail aberrant substance use despite repeated interven-
tion by staff. In the most recalcitrant of cases, discharge
should be considered. In an outpatient setting, medi-
cally responsible practice at this point in time would
involve the provision of appropriate guidelines and
enough opioid medication (without option for re-
newal) to initiate a reasonable taper so as to prevent a
patient from experiencing withdrawal. For obvious
reasons, clinicians should engage all members of the
treatment team including administrators in a discus-
sion about the ethical and legal implications of such a
decision and follow up with the patient as to the ratio-
nale for discharge or termination.

Recommendations for the
Management of Patients Actively
Abusing or Misusing Substances

Prescribing clinicians must aspire to monitor and
control substance use among all patients in a manner
that is consistent, relatively unbiased, and thoughtful.
Sometimes, the major problem is patient compliance
with medical treatment prescribed for an underlying
disease state whereby the substance abuse actually
shortens life expectancy by preventing the effective ad-
ministration of primary (medical) therapy (ie, a patient
engaging in intravenous heroine abuse with contami-
nated needles while increasing the risk of right-sided
endocarditis or HIV disease). Treatment prognosis may
also be moderated by the use of substances in a manner
that negatively interacts with therapy or predisposes
patients to other serious morbidity (eg, renal or liver
dysfunction). The goals of health care can be very diffi-
cult to define when poor compliance and risky behav-
ior appear to contradict a reported desire for the receipt
of disease-modifying therapy.

Turning now to 1 of a set of potential solutions, urine
toxicology screening can be a very useful tool to the
practicing clinician for its diagnostic utility as well as
for its stimulus value as a deterrent and monitoring
mechanism for patients with an established history of
abuse. However, recent work suggests that urine toxi-
cology screens are employed infrequently in tertiary
care centers.? In addition, when ordered, documenta-
tion tends to be vague about the rationale and often ab-
sent of concrete recommendations for follow-up. A re-
cent survey found that nearly 40% of medical charts
reviewed listed no reason for obtaining urine toxicol-
ogy screening, and nearly 30% of the time, the ordering
physician was unidentifiable.”® Staff education efforts
can help to address this apparent problem and may ul-
timately make urine toxicology screens a vital part of
treating chronic pain in the medical care setting.

Facts That You Might Not Know
About Toxicology Screening

One of the most important points to remember about
toxicology screening is that tests are qualitative, not
quantitative. A toxicology screen list is offered in Table
6 as an example and denotes the various opioid medi-
cations and their corresponding “cutoff” levels. A cut-
off is defined as the level warranted to detect the pres-
ence of a given chemical.**® If, for a given substance,
the value of a medication is measured below the cutoff,
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Figure 4. Chemical classes of opioids.”

Medication examples of each chemical class are listed below their prototypical examples. The likelihood of intolerance to a medication after not tolerating mor-

phine is listed above for each chemical class as probable, possible, or low risk.

*These agents lack the 6-OH group of morphine, possibly decreasing cross-sensitivity within the phenanthrene group.

the results will be reported as “negative,” meaning that
a particular chemical was not detected within the cho-
sen cutoff range. If, for a given substance, the value is
measured as equal to or above the cutoff, the results
will bereported as “positive,” meaning that a particular
chemical was detected. The concept of threshold is im-
portant to consider here because a patient’s urine
screen result may be reported as negative when in fact
the patient is taking a medication as prescribed for ther-
apeutic purposes but the medication fell below the
level of detection.

By way of example, if a patient is receiving a very
low as needed (ie, prn) dose of oxycodone, the urine
screen may be reported as negative, suggesting that the
dose consumed was too low to be reported as positive,
or that the urine was too dilute, or both. If the practitio-
ner prescribing the oxycodone deems discussion (con-
frontation would be contraindicated) with the patient a
necessary course of action due to concerns about diver-
sion, it would be prudent to initially contact the labora-
tory and obtain the corresponding cutoff values used
and quantitative report obtained for that test.
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Table 6
Sample Urine Toxicology Screen
With Corresponding Cutoff Levels®*®

Screen Cutoff (ng/mL)
Amphetamine 1000
Barbiturate 200
Benzodiazepine 200
Cocaine 300
Opiates 2000
Cannabinoids 50
Methadone 300
PCP (phencyclidine) 25

A Case Example

A patient is receiving oxycodone 5 mg by mouth 4
times daily as needed (ie, oxycodone 5 mg po qid prn).
A urine screen is completed and is reported as nega-
tive. When inquiring about the interpretation of this re-
sult with the laboratory, you are told that the cutoff for
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opiates is 2000 ng/mL. At this point, you should ask the
laboratory for the “actual” opioid value measured for
the specific patient in question. If the measured
amount was 1950 ng/mL, the laboratory would have re-
ported the test as negative because it is below the 2000
ng/mL mark. Many laboratories use a rather high cutoff
for opioids to limit the potential of a false positive re-
sult associated with the consumption of poppy seeds
(eg, found on bagels). If a residual question regarding
compliance remains, the practitioner could consider
ordering a blood serum level, the complementary
quantitative test that yields the amount of actual chem-
ical present and can be theoretically calculated from a
given oral dose.”®*

Typical Chemicals Included in
Toxicology Panels: Opioid Chemistry
and Urine Screening

Urine toxicology panels do not often test for the
presence of all opioids in a given screen but do include
several classes of related chemicals. Although the
screens and/or cutoffs may vary somewhat among lab-
oratories, phenanthrenes (those chemicals listed in the
first column of Figure 4) and a single phenylpiperidine
(meperidine only) are the most common classes in-
cluded in the standard urine toxicology panel. Medica-
tions that are not routinely tested include the
diphenylheptanes (methadone, propoxyphene),
other phenylpiperidines (fentanyl and its derivatives
such as sufentanil, alfentanil, remifentanil), and ben-
zomorphans (diphenoxylate, loperamide, pentazo-
cine). It is important to note as well that although
amphetamines are usually included in the standard
panel, a negative urine test will not rule out usage of
methylphenidate (Ritalin) or catecholamines (such as
phenylephrine or pseudoephedrine). Consequently,
these chemicals must be ordered separately.

Typical Questions

1. If a patient is receiving sustained release oxycodone
(at low doses), the urine screen may not always be re-
ported as positive. Why? One needs to consider the
dose and manner in which the patient is taking the
medication. It is possible that the amount excreted did
not reach, or fell below, the cutoff level of 2000 ng/mL.
Consider whether the patient used prn medication
regularly or just prior to providing a urine sample. In-
quire about the laboratory’s assigned cutoff level and
make a definitive determination after obtaining the
quantitative report. By way of example, if the labora-

tory’s cutoff is 2000 ng/mL and the patient’s actual
quantitative measurement was 1999 ng/mL, the urine
screen will be reported as negative.

2. If a patient is receiving fentanyl or methadone and is
not using a breakthrough medication, then one should
expect the results to be reported as negative. Why? A
positive result would indicate that the patient is likely
using other medications including those in the
phenanthrene class and/or meperidine (a phenyl-
piperidine). Note that meperidine is generally the only
phenylpiperidine identified in routine urine screens.

Action Recommended Following
Test Interpretation: Contingency-Based
Medication Management

As recommended previously, clinicians should
clearly inform patients about all procedures and expec-
tations (eg, “no-show/no-call” policy, required signa-
ture on treatment and controlled substance use agree-
ments, random toxicology screening) for medication
use during the period of prescribed enrollment in
opioid treatment. In particular, matters pertaining to il-
licit substance use, the receipt of pain medication from
multiple providers, requests for early refills, and/or the
inappropriate use of medication should be strictly de-
lineated and enforced in a written and signed agree-
ment. By way of example, a policy pertaining to toxi-
cology screening might, in part, read as follows:

If random, routine toxicology screening results
are . ..

1. ... positive for cocaine and/or heroin, then the clinic
will appropriately discontinue opioid therapy and re-
fer the patient to a treatment program. After successful
completion of said program, and consistently negative
random urine screens for more than 3 to 6 months, the
patient may be reevaluated within the clinic for eligi-
bility to receive long-term opioid therapy.

2. . . . positive for cannabinoids (ie, marijuana),
nonprescribed otherwise legal opioids, amphet-
amines, barbiturates, and/or benzodiazapines, then
the patient will be counseled during the visit and re-
ceive repeat urine toxicology screening (with 30 days
lapse in time from date of last use). If the toxicology
screen is positive a second time, then the clinic will
discontinue opioid therapy, provide recommendations
for the use of nonopioid treatment and substance-
related referral, and refer the patient back to the pri-
mary care clinician with additional recommendations
for future management.

3. ...consistently negative (note here: 3 data points are
required to determine an actual trend in behavior) fol-
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lowing a history of prior positives with consequent ac-
tion to discontinue opioids, then the clinic will re-
sume opioid therapy with planned random medica-
tion screening to monitor future compliance.

4. ... variably positive (for nonprescribed controlled
substances as determined by DEA regulation), then
this will be cause for discontinuation of opioid ther-
apy and the provision of recommendations for non-
opioid treatment for pain management.

In summary, if a patient consistently demonstrates
behavior of addiction (eg, with the use of ethyl alcohol,
opioids, benzodiazepines, or other substances), the
clinic will recommend (1) cessation of opioid therapy
with appropriate taper; (2) initiation of nonopioid ther-
apy; (3) enrollment in, and successful completion of, a
substance use treatment program; and/or (4) successive
urine toxicology screens with negative results for a pe-
riod of = 3 to 6 months prior to reevaluation of candi-
dacy for therapy with controlled substances. Recom-
mendations are thus made on a case-by-case basis and
are tailored to meet patients’ individualized needs.

CONCLUSION: UNDERSTANDING

THE RANGE OF ISSUES ASSOCIATED
WITH THE PRESCRIPTION USE OF
POTENTIALLY ABUSABLE MEDICATION

While the most prudent actions on the part of clini-
cians cannot obviate the risk of all aberrant substance
use, we must recognize that virtually any medication
that acts on the central nervous system and any route of
administration has the potential for abuse. Herein, the
problem lies not with the medication but rather is in-
fluenced by variables within and among the individu-
als taking them. The effective management of patients
with chronic pain who engage in aberrant substance
use necessitates a comprehensive treatment approach
that recognizes the interaction between biological,
chemical, social, and psychiatric or psychological as-
pects of substance abuse and misuse. Furthermore,
treatment plans should provide the practical means to
manage risk, target pain, and ensure patient and staff
safety.

Treating medically ill patients who are experiencing
chronic pain and substance-related problems is clearly
complex and challenging because one sphere can sig-
nificantly complicate the other. However, to provide
treatment that maximizes the chance of favorable out-
comes, substance use issues involving the presence of
an elevated risk of abuse or misuse must be identified
and managed directly. While previous studies have
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shed light on the particular diagnostic meanings of var-
ious behaviors and have afforded clinicians the
opportunity to recognize those that are truly aberrant,
far too often clinicians are prejudiced in their percep-
tions of these behaviors due to anecdotal accounts of
patient-related problems and to a lack of experience or
confidence in prescribing controlled substances. Some
behaviors (eg, occasional unsanctioned changes in dos-
age, requests for specific opioid medications) are uni-
versally judged as aberrant regardless of limited data
substantiating their aberrancy or contribution to addic-
tion, while other behaviors (multiple episodes of pre-
scription “loss,” borrowing medication from others)
may not seem aberrant at face value but indeed may
have predictive value for the development or presence
of true addiction.

Without a doubt, the future holds several challenges
regarding the state of pain management in medically ill
patients with past or present histories of substance
abuse or misuse. Data are needed to understand which
aberrant substance-related behaviors are normative
among the medically ill. These studies will likely need
to target specific medical conditions to maximize our
future clinical understanding. For instance, aberrant
behavior common among cancer patients (such as in-
creasing medication dose once or twice in frequency)
may or may not be similar to those behaviors found in
patients with other disorders such as sickle cell anemia
or chronic lower back pain. In conclusion, we collec-
tively call for future programmatic study involving epi-
demiological research on the nature, function, and
form of the behavioral correlates of chronic pain among
multiple disease categories and across varied patient
populations, including those with comorbid substance
abuse or related vulnerability.

Acknowledgments

In an attempt to achieve and maintain clarity, the
authors would like to express appreciation to Albany
VAMC Pain Management Clinic Addiction Consultant
Cherilyn Rubin, NP, and Clinical Pharmacist Saleem
Naina, PharmD, for their collective contribution to-
ward ensuring that the substance-related terms and
constructs of interest applied herein accurately corre-
spond to those currently referred in the field of addic-
tion and that the various scenarios offered regarding
urine toxicology screening and the dispensation of pre-
scription medication were illustrative in delineating
the most critical of points in the evolving and complex
practice of chronic pain management.



PAIN MANAGEMENT FOR PATIENTS WITH SUBSTANCE ABUSE PROBLEMS

REFERENCES

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Collier JD, Kopstein AN. Trends in cocaine abuse reflected in
emergency room episodes reported to DAWN. Public Health Re-
port. 1991;106:59-68.

Groerer ], Brodsky M. The incidence of illicit substance use in
the United States 1962-1989. Br ] Addict. 1992;87:1345.
Regier DA, Myers JK, Dramer M, et al. The HIMH epidemiology
catchment area program. Arch Gen Psychiatry. 1984;41:934.
Zacny J, Bigelow G, Compton P, Foley K, Iguchi M, Sannerud C.
College on problems of drug dependence taskforce on prescrip-
tion opioid non-medical use and abuse: position statement.
Drug Alcohol Depend. 2003;69(3):215-232.

Cohen F. Postsurgical pain relief: patient’s status and nurses’
medication choices. Pain. 1980;9:265-274.

Morgan JP. American Opiophobia: Customary Underutilization
of Opioid Analgesia. New York: Hawthorne; 1986:163-173.
Shine D, Demas P. Knowledge of medical students, residents,
and attending physicians about opioid abuse. | Med Educ.
1984;59:501-507.

Hill CS Jr. The barriers to adequate pain management with
opioid analgesics. Semin Oncol. 1993;20(2 suppl 1):1-5.
Fishbain DA. Treatment of pain in addicts. Paper presented at:
National Institute of Substance Abuse Technical Review, 1993,
Bethesda, Md.

Haller DL, Butler S. Use and abuse of prescription and recre-
ation medication by chronic pain patients. In: Hariss LS, ed.
Problems in Medication Dependence. Washington, DC: Govern-
ment Printing Office; 1991:456-457.

Miotto MD, Comptom P, Ling W, et al. Diagnostic addictive disease
in chronic pain patients. Psychosomatics. 1996;3(37):223-235.
Atkinson JH, Slater MA, Patterson TL, et al. Prevalence, onset,
and risk of psychiatric disorders in men with chronic lower back
pain: a controlled study. Pain. 1991;45:111-121.

Fishbain DA, Goldberg M, Meagher BR, et al. Male and female
chronic pain patients categorized by DSM-III diagnostic criteria.
Pain. 1986;26:181-197.

Gatchel RJ, Polatin PB, Mayer TG, et al. Psychopathology and
therehabilitation of patients with chronic low back pain disabil-
ity. Arch Phys Med Rehabil. 1994;75:666-670.

Katon W, Eyon K, Miller D. Chronic pain: lifetime psychiatric
diagnosis and family history. Am J Psychiatry. 1985;142:1156-
1160.

Joranson DE, Gibson AM. Policy issues and imperatives in the
use of opioids to treat pain in substance abusers. ] Law Med Eth-
ics. 1994;22(3):215-223.

Glajchen M, Fitzmartin RD, Blum D, et al. Psychosocial barriers
to cancer pain relief. Cancer Practice. 1995;3(2):76-82.

Ramer L, Richardson JL, Cohen MZ, et al. Multimeasure pain as-
sessment in an ethnically diverse group of patients with cancer.
J Transcult Nurs. 1999;10(2):94-101.

Ward SE, Goldberg N, Miller-McCoulry V, et al. Patient-related
barriers to the management of cancer pain. Pain. 1993;52:319-
324.

Portenoy RK. Chronic opioid therapy in nonmalignant pain. J
Pain Symptom Manage. 1990;Suppl:46-62.

Portenoy RK. Opioid therapy for chronic nonmalignant pain
and current status. In: Fields HL, Liebeskind JC, eds. Pain Re-
search and Management. Seattle, Wash: IASP; 1994:247-287.
Portenoy RK, Foley KM. Chronic use of opiate analgesics in non-
malignant pain: report of 38 cases. Pain. 1986;25:171-186.
Urban BJ, France RD, Steinberger EK, et al. Long-term use of nar-
cotic/antidepressant medication in the management of phan-
tom limb pain. Pain. 1986;24:191-196.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

40.

Zenz M, Strumpf M, Tryba M. Long-term opiate therapy in pa-
tients with chronic nonmalignant pain. J Pain Symptom Man-
age. 1992;7:69-77.

Compton P, Darakjian MA, Miotto K. Screening for addiction in
patients with problematic substance use: evaluation of a pilot
assessment tool. ] Pain Symptom Manage. 1998;16:355-363.
Passik SD, Weinreb HJ. Managing chronic nonmalignant pain
and overcoming obstacles to the use of opioids. Adv Ther.
2000;17:70-80.

Passik SD, Portenoy RK. Substance abuse issues in palliative
care. In: Berger A et al., eds. Principles and Practice of Support-
ive Oncology. Philadelphia: Lippincott-Raven; 1998:513-524.
Passik SD, Portenoy RK. Substance abuse disorders. In: Holland
JC, ed. Psycho-oncology. New York: Oxford University Press;
1998:576-586.

Weissman DE, Haddox JD. Opioid pseudoaddiction: an iatro-
genic syndrome. Pain. 1989;36:363-366.

Passik SD, Portenoy RK, Ricketts PL. Substance abuse issues in
cancer patients part 1: prevalence and diagnosis. Oncology.
1998;12(4):517-521.

Passik SD, Kirsh KL, McDonald M, et al. A pilot survey of aber-
rant drug-taking attitudes and behaviors in samples of cancer
and AIDS patients. ] Pain Sympt Manage. 2000;19:274-286.
American Psychiatric Association. Diagnostic and Statistical
Manual of Mental Disorders. 4th ed. Washington, DC: American
Psychiatric Association; 1994.

Good P. Current government and regulatory affairs for pain man-
agement: is the DEA your friend or foe? Prepared remarks pre-
sented at: The World Foundation for Pain Relief and Research
program’s “Current concepts in acute, chronic, and cancer pain
management”; December 10, 1999; New York, NY.

US Department of Justice, Drug Enforcement Administration.
Multiple Copy Prescription Programs Resource Guide. Washing-
ton, DC: Government Printing Office; 1987. Publication 1987-
181-487:60241. See also: Information Bulletin: oxycontin diver-
sion and abuse. US Justice Department, National Drug Intelli-
gence Center. Product 2001-L.0424-001. January 2001.

Roche, T. The potent perils of a miracle drug: oxycontin is a
leading treatment for chronic pain, but officials fear it may suc-
ceed crack cocaine on the street. Time Magazine. January 8,
2001.

Rosenblum A, Joseph H, Fong C, Kipnis S, Cleland C, Portenoy
RK. Prevalence and characteristics of chronic pain among chem-
ically dependent patients in methadone maintenance and resi-
dential treatment facilities. JAMA. 2003;289(18):2370-2378.
Federation of State Medical Boards of the United States. Model
Guidelines for the Use of Controlled Substances for the Treat-
ment of Pain. Dallas, Tex: Federation of State Medical Boards;
May 1998. Available at: http://www.fsmb.org.

Substance Abuse and Mental Health Services Administration,
Office of Applied Studies. Emergency Department Trends From
the Drug Abuse Warning Network, Preliminary Estimates Janu-
ary-June 2002. Rockville, Md: US Department of Health and Hu-
man Services; 2002. DAWN Series: D-22. DHHS Publication
(SMA) 03-3779.

Florida Department of Law Enforcement. 2002 Florida Medical
Examiners Drugs Identified in Deceased Persons Report. Talla-
hassee, Fla: FDLE; June 2003. Available at: http://www.fdle.
state.fl.us/publications/examiner_drug report.pdf.

US Department of Justice, Drug Enforcement Administration. A
Joint Statement From 21 Health Organizations and the Drug En-
forcement Administration: Promoting Pain Relief and Pre-
venting Abuse of Pain Medications: A Critical Balancing Act.
October 23, 2001. Available at: http://www.deadiversion.
usdoj.gov/pubs/pressrel/consensus.pdf.

JOURNAL OF PHARMACY PRACTICE 2003(16.4) ¢ 307



JEFFREY FUDIN ET AL

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

308

Hoffmann DE, Tarzian AJ. Achieving the right balance in over-
sight of physician opioid prescribing for pain: the role of state
medical boards. ] Law Med Ethics. 2003;31:21-40. Available at:
http://www.aslme.org/pub_jlme/31.1/hoffmann.pdf.

Engel, GL. The need for a new medical model: a challenge for
biomedicine. Science. 1977; 96:129-136.

Engel, GL. The clinical application of the biopsychosocial
model. Am ] Psych. 1980;137:535-544.

Orchard, WH. Memoriam to Dr George Engel. ANZ ] Psych.
2003;37(1):112.

Sweet JJ, Tovian SM, Suchy Y. Psychological assessment in
medical settings. In: Graham JR, Naglieri, JA, eds. Handbook of
Psychology: Assessment Psychology. New York: John Wiley;
2003:10:291-315.

Lundberg JC, Passik SD. Alcohol and cancer: a review for psy-
cho-oncologists. Psycho-Oncology. 1997;6:253-266.

Penick E, Powell B, Nickel E, et al. Comorbidity of lifetime psy-
chiatric disorders among male alcoholics. Alcoholism: Clin Exp
Res. 1994;18:1289-1293.

Kinney J. Clinical Manual of Substance Abuse. 2nd ed. St.
Louis, Mo: Mosby-Year Book; 1996.

DiClemente CC, Velasquez MM. Motivational interviewing and
the stages of change. In: Miller W, Rollnick S, eds. Motivational
Interviewing: Preparing People for Change. 2nd ed. New York:
Guilford; 2002.

Miller W, Rollnick S. Facilitating change. In: Miller W, Rollnick
S, eds. Motivational Interviewing: Preparing People for Change.
2nd ed. New York: Guilford; 2002.

Rollnick S, Mason P, Butler C. Health Behavior Change: A Guide
for Practitioners. New York: Harcourt; 2000.

Parrino M. State Methadone Treatment Guidelines. DHHS Pub-
lication. (SMA) 93. Washington, DC: Substance Abuse and Men-
tal Health Services Administration; 1991.

Passik SD, Schreiber J, Kirsh KL, Portenoy RK. A chart review of
the ordering and documentation of urine toxicology screens in a
cancer center: do they influence patient management? J Pain
Symptom Manage. 2000;19(1):40-44.

Dietzen DJ, Ecos K, Friedman D, Beason S. Positive predictive
values of abused medication immunoassays on the Beckman
Synchron in a veteran population. J Anal Toxicol. 2001;25(3):
174-178.

Jacobs DS, DeMott WR, Finley PR, Horvat RT, Kasten BL, Tilzer
L. Laboratory Test Handbook. Hudson, Ohio: Lexi-Comp; 1996.
Baselt RC, Cravey RH. Disposition of Toxic Medication and
Chemicals in Man. 3rd ed. Littleton, Mass: Year Book Medical;
1989.

Durback LF, Scharman EJ, Brown BS. Emergency physicians’
perceptions of medication screens at their own hospitals. Vet
Hum Toxicol. 1998;40(4):234-237.

e JOURNAL OF PHARMACY PRACTICE 2003(16.4)

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

Reder RF, Oshlack B, Miotto JB, Benziger DD, Kaiko RF. Steady-
state bioavailability of controlled-release oxycodone in normal
subjects. Clinical Ther Vol. 1996;18(1):95-105.

Berkowitz BA. Therelationship of pharmacokinetics to pharma-
cological activity: morphine, methadone, and naloxone. Clin
Pharmacokinet. 1976;1(3):219-230.

American Pain Society. Definitions Related to the Use of
Opioids for the Treatment of Pain: A Consensus Document From
the American Academy of Pain Medicine, the American Pain
Society, and the American Society of Addiction Medicine.
Available at http://www.ampainsoc.org/advocacy/opioids2.
htm. Accessed June 9, 2003.

Graham AW, Schultz TK, Wilford BB, eds. Principles of Addic-
tion Medicine. 2nd ed. Chevy Chase, Md: American Society of
Addiction Medicine; 1998.

Crum RM. The epidemiology of addictive disorders. In: Graham
AW, Schultz TK, Wilford BB, eds. Principles of Addiction Medi-
cine. 2nd ed. Chevy Chase, Md: American Society of Addiction
Medicine; 1998.

Schulz JE, Parran T Jr. Principles of identification and interven-
tion. In: Graham AW, Schultz TK, Wilford BB, eds. Principles of
Addiction Medicine. 2nd ed. Chevy Chase, Md: American Soci-
ety of Addiction Medicine; 1998.

Draft of VA/DOD Clinical Practice Guideline for the Manage-
ment of Opioid Therapy for Chronic Pain. Available at http://
www.guideonline.info/REVIEW/GOL_COT/COT_TOC.htm.
Accessed June 9, 2003.

National Pain Education Council. Progress in Chronic Pain
Management: Module 4 Substance Abuse Issues. Available at
http://www.npcweb.org. Accessed May 28, 2003.

US Department of HHS/SAMSHA/OAS/DAWN: Adapted from
Table 2.8.0 Pub. D-21, August 2002. “ED mentions for CNS
agents by drug category. Estimates for coterminous US by year.
US Department of HHS/SAMHSA/OAS. Emergency Depart-
ment Trends From the Drug Abuse Warning Network, 1997-
2001. Adapted from Table 2.7.0 and Preliminary Estimates, Jan.-
June 2002, Table 2.8.0. Publication No. D-22, December 2002.
Passik SD, Kirsh KL, Portenoy RK. Substance abuse issues in
palliative care. In: Berger AM, Portenoy RK, Weissman DE, eds.
Principles and Practice of Palliative Care & Supportive Oncol-
ogy. 2nd ed. Philadelphia: Lippincott Williams & Wilkins;
2002:593-603.

Jaffe JH, Martin WR. Opioid analgesics and antagonists. In:
Gilman AG, Goodman LS, Gilman A, eds. Goodman and
Gilman’s The Pharmacological Basis of Therapeutics. 6th ed.
New York: Macmillan; 1996:494-534.



