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uring the past decade, debate has intensified about
D the role of long-term opioid therapy in the man-

agement of chronic nonmalignant pain. Special-
ists in pain management have discussed the issues exten-
sively! and now generally agree that a selected population
of patients with chronic pain can attain sustained analgesia
without significant adverse consequences. This perspective,
however, is not uniformly accepted by pain specialists and
has not been widely disseminated to other disciplines or
the public. Rather, the more traditional perspective, which
ascribes both transitory benefit and substantial cumulative
risk to long-term opioid therapy, continues to predomi-
nate. According to this perspective, the inevitability of tol-
erance limits the possibility of sustained efficacy, and other
pharmacological properties increase the likelihood of ad-
verse outcomes, including persistent side-effects, impair-
ment in physical and psychosocial functioning, and addic-
tion. If accurate, these outcomes would indeed justify the
withholding of opioid therapy for all but the most extreme
cases of chronic nonmalignant pain.

Two sets of observations have been the strongest im-
petus for a critical reexamination of the evidence support-
ing the traditional view of opioid therapy. First, experience
gained during the management of cancer pain has demon-
strated the potential for highly favorable outcomes from
long-term opioid therapy. Second, evidence has accumu-
lated that the laws and regulations intended to reduce il-
licit use and misuse may have unintended adverse effects
on legitimate prescribing. These observations provide a con-
text for further analysis of the controversy surrounding
the use of opioids for nonmalignant pain.
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Implications of opioid therapy for cancer pain

Experience in the cancer population contrasts starkly with
the negative view of opioid drugs. Numerous surveys indi-
cate that long-term opioid therapy provides adequate re-
lief to 70 to 90 percent of patients with cancer pain.? Rather
than contributing to distress or dysfunction, the relief of
pain in this population is associated with an improved qual-
ity of life.> On this basis, long-term treatment with opioid
drugs has been strongly advocated by pain specialists and
both national and international medical organizations.*

This experience in the treatment of cancer pain has
produced observations that belie accepted dogma about
opioid therapy. For example, patients rarely demonstrate
euphoric responses to opioid drugs, and neither analgesic
tolerance nor physical dependence is a significant clinical
problem. Moreover, patients without concurrent brain pa-
thology seldom experience persistent neuropsychological
toxicity (such as somnolence or mental clouding). Most
important perhaps, addiction is extremely rare among can-
cer patients with no prior history of substance abuse who
are administered opioids for pain. These observations jus-
tify the need to examine conventional thinking about the
role of these drugs overall, including their potential utility
in chronic nonmalignant pain.

Implications of opioid regulation

The prescription of opioids is scrutinized by regulatory and
law enforcement agencies, which are responsible for pre-
venting drug diversion and eliminating inappropriate pre-
scribing practices. In pursuing these functions, these agen-
cies have no statutory or regulatory interest in impeding the
legitimate use of opioids by physicians.’ Physicians under-
stand the need to monitor and regulate controlled prescrip-
tion drugs, and must be assured that prescribing behavior
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that is within the bounds of accepted medical practice will
not lead to investigation or sanction. If a proper balance
were struck between the intrusions necessary to regulate
these potentially abusable drugs and protecting patients’
access to them, there would be no need for concern.

Unfortunately, evidence indicates that this balance has
not been achieved.® Regulatory policies contribute to the
undertreatment of pain both directly, by impeding access
to controlled prescription drugs, and indirectly, by nega-
tively influencing prescribing behavior. Impediments to
access are exemplified by regulations in some states that
limit the number of tablets that can be prescribed at one
time. Such a regulation may force patients with a legiti-
mate need for high opioid doses, most of whom have can-
cer pain, to obtain multiple prescriptions per week, which
may be exhausting to both the patient and prescriber.

The adverse impact of regulation on legitimate pre-
scribing is less concrete but probably far more widespread.
In a recent survey, a majority of physicians admitted that
concerns about regulatory scrutiny at least occasionally
impel a change in the prescription of a controlled drug.”
Not surprisingly, the degree of concern about regulatory
oversight was greatest with the drugs most often used in
the management of severe pain, such as morphine.

Analysis of multiple copy prescription programs of-
fers additional evidence of the influence of regulatory poli-
cies on physician prescribing. These programs, which moni-
tor physician behavior through the use of a special pre-
scription form for controlled drugs, offer point-of-sale data
that are strongly favored by those in the regulatory and
law enforcement communities.® Every state that has initi-
ated a multiple copy prescription program has recorded a
greater than 50 percent reduction in the prescribing of the
regulated drugs.” Although proponents contend that this
change reflects a lower rate of abuse, these claims have
been disputed by pain specialists and others.!’ Data from
the federal Drug Abuse Warning Network have not con-
firmed that multiple copy prescription programs curtail
prescription drug abuse,!! and surveys in Texas and New
York suggest that the increased awareness of regulatory
oversight associated with these programs reduces legiti-
mate prescribing of the regulated drug and increases pre-
scribing of substitute drugs that may be less preferred for
the indication in question.?

These observations indicate that clinicians may per-
ceive some degree of personal risk in prescribing opioids,
even if medical judgment supports this use. The reality of
this perception has been buttressed by a nationwide survey
of members of boards of medical examiners, which revealed
that a substantial proportion of these regulators would
potentially recommend investigation of a prescriber solely
in response to the knowledge that an opioid had been ad-
ministered to a patient with nonmalignant pain for more
than six months.!3
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Decision making by physicians within the broad pa-
rameters of conventional medical practice should not be
unduly influenced by federal or state laws, regulations,
policies, or communications that restrict patient access to
controlled prescription drugs or incite fear of inappropri-
ate scrutiny or sanction by regulators or those in law en-
forcement. In an area of therapeutics that is continuing to
evolve, like long-term opioid therapy, a clear need exists
for dialogue between regulators and clinicians that can
define the shifting parameters of conventional practice and
continually reassure legitimate prescribers. This dialogue
has not taken place and efforts are needed to support it. A
critical reevaluation of the role of opioid therapy in the
management of chronic nonmalignant pain can be a useful
element in this process.

Published experience

Opioid therapy has been evaluated in a small number of
controlled clinical trials that assess brief periods of dosing
in specific populations with nonmalignant pain. Most of
these trials evaluate one or two weeks of treatment in pa-
tients with arthritis. The results largely, but not uniformly,
support the efficacy of the therapy, but their relevance to
long-term management is dubious."* None demonstrates
the development of abuse behaviors during the brief treat-
ment periods. One controlled trial had an open-label ex-
tension phase, during which treatment benefit was main-
tained.

The most relevant controlled trial published to date
evaluated six weeks of morphine therapy in patients with
chronic musculoskeletal pain.* This study, which used a
crossover design, compared the opioid against an active
placebo (benztropine) to ensure blinding of the therapy
and evaluated a broad range of outcomes related to subjec-
tive effects and function. The results demonstrated a sig-
nificant reduction in pain during morphine therapy, with-
out change in physical or psychological functioning, and
without evidence of psychological dependence (measured
on a “drug liking” scale) or aberrant drug-related behavior.

Numerous surveys have also been published during
the past decade. Some have described the favorable experi-
ence of clinicians who have administered opioid drugs to
selected patients with nonmalignant pain.'® One large sur-
vey, for example, described 100 patients with diverse pain
syndromes who received dihydrocodeine, buprenorphine,
or morphine for prolonged periods.'” More than half these
patients maintained greater than 50 percent analgesia for
at least one month and performance status increased over-
all, with the largest improvement observed among those
with the greatest relief of pain. No incidents were reported
of serious toxicity or drug-related behaviors suggestive of
addiction or abuse.

In another survey, patients treated for sickle cell dis-
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ease at a single university-based clinic were offered liberal-
ized prescribing of opioids modeled on the treatment of
cancer pain.'® During a two-year follow-up period, emer-
gency room visits declined by 67 percent and hospital ad-
missions decreased by 44 percent. No increase in opioid
abuse was reported.

In contrast to these favorable surveys, others depict
negative outcomes associated with long-term opioid
therapy. These generally originate from multidisciplinary
pain management programs and suggest that opioid use
may predispose to heightened pain and functional impair-
ment, neuropsychological toxicity, prevarication about drug
use, and poor treatment response.'” Many of the patients
described in these reports improve (at least functionally,
and sometimes even in terms of pain) when opioids are
tapered and discontinued within the context of a more
comprehensive pain treatment program.

The limited number of controlled trials, combined with
the disparities and inherent biases of the survey literature,
preclude definitive conclusions about the risks and ben-
efits of long-term opioid therapy. Nonetheless, it is reason-
able to infer from these conflicting results that there is a
spectrum of patient responses. On one end of this spec-
trum is a “successful” subpopulation that achieves sustained
partial analgesia without the development of treatment-
limiting toxicity, functional deterioration, or aberrant drug-
related behaviors. Some of these patients achieve functional
gains as pain declines. On the other end is a subpopulation
that deteriorates during opioid therapy. This deterioration
can be characterized by worsening pain and disability, the
development of aberrant drug-related behaviors, or both.

Most pain specialists endorse this view of opioid
therapy and, consequently, no longer debate the role of
opioid therapy in absolute terms. For pain specialists, the
issue is not whether opioid drugs should ever be used in
the treatment of chronic pain, but when and how. Although
this shift in consensus may not be shared by all specialists,
and has certainly not disseminated widely to other profes-
sional disciplines, it is noteworthy, and suggests that the
use of opioid therapy for chronic nonmalignant pain must
now be evaluated as a potentially salutary therapeutic op-
tion for carefully selected patients. From this vantage, all
those who might become involved in this therapy—clini-
cians, pharmacists, regulators, and patients—could ben-
efit from a clear understanding of the evidence that defines
its risks and benefits.

Opioid therapy for nonmalignant pain: critical
issues

The risks and benefits of opioid therapy can be addressed
by examining the diverse literature that relates to several
critical issues, specifically efficacy, the potential for adverse
pharmacological effects, and addiction liability.
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Therapeutic efficacy

The efficacy of opioid therapy can be discussed in terms of
the responsiveness of different patient subgroups, the du-
rability of the response, and the appropriateness of therapy
in the context of larger treatment goals.

Opioid responsiveness

Experience in the management of cancer pain has focused
attention on the concept of opioid responsiveness.*® Opioid
responsiveness refers to the probability that “adequate”
analgesia (that is, satisfactory relief without intolerable and
unmanageable side-effects) can be attained during dose ti-
tration. After opioid therapy is initiated, most patients un-
dergo gradual escalation of the dose until a favorable bal-
ance between analgesia and side-effects is reached, or treat-
ment-limiting toxicity precludes further dose adjustments.
The balance between analgesia and side-effects varies from
patient to patient given the same opioid, and from opioid
to opioid within the same individual.!

The large individual variability in the responsiveness
to opioid drugs can be ascribed to a variety of patient-
related and pain-related factors.”? The existence of one or
more of these factors can relatively increase or decrease
the likelihood that optimally administered opioid therapy
will yield a favorable balance between analgesia and side-
effects. No factor has ever been shown to impart complete
resistance to opioid analgesia. For example, a neuropathic
mechanism may reduce the overall responsiveness to opioid
drugs,” but does not exclude a favorable response in any
individual case.?* No characteristic of the patient or pain
syndrome can predict the overall benefit of opioid therapy.

These observations resonate well with clinical experi-
ence. They indicate that opioid therapy may or may not
provide adequate pain relief to any individual patient. The
only method for determining outcome is through a thera-
peutic trial. At present, the predictors of opioid response
are not strong enough to exclude patients as candidates for
treatment on the presumption of inefficacy.

Durability of response

Clinicians and patients alike commonly express concern
that the inherent pharmacology of opioid drugs, specifi-
cally the potential for tolerance, limits the potential for
long-term efficacy. Tolerance is a pharmacological prop-
erty defined by the need for increasing doses to maintain
effects. The term does not imply a specific mechanism or
mechanisms, but does indicate that exposure to the drug is
the driving force for the change in response.

Although tolerance can be readily demonstrated in
animal models,” these models have limited relevance to
the complex clinical setting.?® During opioid therapy, tol-
erance to adverse effects, such as respiratory depression,
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somnolence, and nausea, appears to occur routinely. This
is a favorable outcome that allows dose escalation to levels
associated with analgesia. In contrast, clinically significant
tolerance to analgesic effects appears to be uncommon.
Most patients who are receiving opioid drugs for chronic
pain attain stable doses associated with a favorable bal-
ance between analgesia and side-effects for prolonged pe-
riods.?” Dose escalation, when it is required, usually has an
obvious alternative explanation, such as worsening of a
painful lesion.

Analgesic tolerance, therefore, seldom compromises
the efficacy of therapy. Fear of tolerance does not justify a
decision to withhold or delay a therapeutic opioid trial.

Therapeutic appropriateness

The treatment of chronic nonmalignant pain is usually
guided by the dual goals of enhanced comfort and improved
physical and psychosocial functioning. Although conven-
tional thinking assumes that opioid therapy compromises
functional restoration, the surveys described previously
present a more complex situation. Some patients with non-
malignant pain can receive opioids and apparently capital-
ize on improved comfort by increasing function, whereas
others receive the same drugs and develop worsening dis-
ability.

This variability in the response to opioid therapy high-
lights the heterogeneity of patients with chronic pain. Re-
ports from multidisciplinary pain management programs
that suggest a high likelihood of opioid-related functional
disturbances may reflect the population referred to such
programs, which is characterized by higher levels of psy-
chosocial distress and functional impairment than other
patients with chronic pain.?® The appropriateness of opioid
therapy for all patients with chronic nonmalignant pain
cannot be generalized from any selected population.

Furthermore, pain specialists do not advocate opioid
therapy as a substitute for a comprehensive pain manage-
ment approach that may incorporate psychological and
rehabilitative treatments for appropriate patients. It is even
possible that some patients who are candidates for multi-
disciplinary pain management programs could benefit
from opioid therapy as a complementary treatment. Opioid
treatment may also be an approach that could be imple-
mented by the individual practitioner as part of a
multimodality treatment strategy for patients who have
disabling pain and are not candidates for specialized pain
treatment programs, lack access to such programs or the
resources to attend them, or continue to experience severe
pain after completing such a program. Persistent pain is
common following participation in a multidisciplinary pain
management program, even if functional benefits are ini-
tially gained, and many patients continue to use opioid
drugs.”
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Adverse pharmacological outcomes

The risk of adverse pharmacological outcomes can be evalu-
ated in terms of major organ toxicity, persistent side-effects,
and the potential problems posed by physical dependence.

Major organ toxicity

There is no evidence of major organ toxicity during long-
term opioid therapy in either the cancer population or the
methadone-maintenance population. Case reports have
described the occurrence of pulmonary edema in dying
cancer patients who received very high opioid doses,* but
this clinical situation is extreme and the connection be-
tween the drug and the adverse event is unproven. Longi-
tudinal studies in the methadone-maintenance population
have demonstrated that the occurrence of liver disease re-
lates to concurrent alcohol use or another medical disor-
der, rather than ingestion of the opioid.*

Recent studies in animal models have revealed the ex-
istence of opioid-related dysimmune effects.>> Human data
relevant to this issue of immune alteration are very lim-
ited, and no worrisome clinical observations have been
made in the cancer population or the methadone-mainte-
nance population. Although the potential for adverse im-
mune effects is a serious concern that awaits clinical evalu-
ation, it would not be appropriate to consider any practi-
cal changes in the therapeutic use of opioid drugs in the
absence of additional data.

Theoretically, continuous exposure to an exogenous
opioid could produce long-lasting changes in central ner-
vous system mechanisms that are mediated by endogenous
opioids and their receptors. These mechanisms could in-
volve the processing of nociceptive information or any of
the other diverse homeostatic functions mediated by these
compounds. It is even possible, of course, that exposure to
an opioid drug at critical periods could change the vulner-
ability to the aberrant processes that underlie addiction.
Future studies should continue to evaluate the possibility
of such outcomes. To date, no clinical evidence indicates
that these phenomena are occurring.

Persistent side-effects

Many of the diverse clinical effects produced by opioids
could be manifest as morbid side-effects during pain treat-
ment. Persistent constipation, somnolence, or cognitive
impairment, for example, can become problematic and limit
the utility of the therapy. Constipation is the only persis-
tent side-effect that commonly occurs in the cancer popu-
lation, but a few patients experience other adverse effects.
In the methadone-maintenance population, approximately
10 to 20 percent of patients complain of persistent consti-
pation, insomnia, and decreased sexual function; a some-
what higher percentage report persistent sweating.>
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The potential for cognitive impairment is particularly
important in the use of opioids for chronic nonmalignant
pain. Overt impairment could compromise rehabilitation
efforts and place the patient at risk (for example, during
driving). Conceivably, mild impairment could have the same
effect and even go unrecognized by the patient or others.

Although cognitive impairment and disturbances in
psychomotor functioning are commonly observed follow-
ing acute administration of opioids to nontolerant patients
or dose escalation in those on chronic therapy, these effects
typically wane with stable long-term therapy.3* In opioid-
treated patients with cancer pain, small impairments in
reaction time have been observed,* but the clinical signifi-
cance of this finding is not clear. A recent study of cancer
patients receiving long-term morphine therapy revealed only
minimal effects on cognitive and psychomotor functions
related to driving.’® Another study of cancer patients sug-
gested that tolerance to the adverse neuropsychological
effects that occur immediately after opioid dose escalation
develops within two weeks.?”

In patients without cancer, the data are more conflict-
ing. Several surveys of patients admitted to pain programs
and surveys of heroin addicts and methadone-maintenance
patients have demonstrated clinically evident sedation or
abnormalities on neuropsychological testing.®® All these
populations were subject to selection bias, however, and
no survey controlled for the possible confounds of prior
head injury or concurrent administration of other centrally
acting drugs. Some studies of methadone-maintained pa-
tients have not observed cognitive impairment, and a small
study that compared a group of chronic pain patients treated
with opioids alone with a group treated with benzodiaz-
epines noted significant cognitive effects only in the latter
group.” Also reassuring, surveys of driving records per-
formed in methadone-maintained populations have not
revealed an increased rate of infractions or accidents.®

Thus, the data cannot adequately characterize the risk
of subtle neuropsychological impairment among patients
with chronic nonmalignant pain. Additional investigations
in this area are needed. In the cancer population, conven-
tional clinical practice views long-term opioid use as fully
compatible with normal function in most cases. Patients are
encouraged to be active and there is no admonition to limit
driving or other activities unless overt impairment is ob-
served. Clinical experience in the methadone-maintenance
population is similar. In the absence of definitive studies,
however, clinicians who administer opioids to patients with
nonmalignant pain must carefully assess the potential for
subtle cognitive impairment over time. Occasionally, this
may require formal neuropsychological testing.

Risk of addiction and abuse

The potential for iatrogenic addiction is a major issue in
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the use of opioid drugs for the management of chronic non-
malignant pain. To assess this potential, the definitions of
phenomena relevant to drug dependence must be clarified.

Definition and implications of physical dependence

Physical dependence is a physiological phenomenon defined
solely by the development of an abstinence syndrome (opioid
withdrawal) following abrupt discontinuation of therapy,
substantial dose reduction, or administration of an antago-
nist drug.*! No studies have been conducted of physical
dependence in patients who are receiving opioids for pain,
and clinical observation suggests that the dose and dura-
tion of treatment required to produce the phenomenon
vary remarkably across patients. To be prudent, clinicians
generally assume that patients are physically dependent (that
is, have the capacity for an abstinence syndrome) after a
few days of repeated opioid doses.

Great confusion exists among clinicians about the dif-
ferences between physical dependence and addiction. This
continues despite the widespread acceptance among ad-
diction specialists of the critical distinctions between these
phenomena. Although physical dependence, like tolerance,
has been suggested to be a component of addiction*? (spe-
cifically, the avoidance of withdrawal has been postulated
to lead to drug-seeking behavior®), the clinical experience
gained in the population with chronic pain strongly af-
firms that addiction should be defined in a manner that
fully distinguishes it from physical dependence. Physical
dependence alone does not preclude the uncomplicated
discontinuation of opioids in the medical setting, as amply
demonstrated by the success of opioid detoxification by
multidisciplinary pain programs and the routine cessation
of opioids in cancer patients who become fully analgesic
following a pain-relieving neurolytic procedure.* Indirect
evidence for this distinction between physical dependence
and addiction is even provided by animal models of opioid
self-administration, which have demonstrated that persis-
tent drug-taking behavior can be maintained in the absence
of physical dependence.®

The fundamental distinction between addiction and
physical dependence implies that clinicians should never
label patients who are presumed to be at risk for an absti-
nence syndrome (that is, physically dependent) as addicted.
Such a description misrepresents reality and stigmatizes
the patient. For the same reason, use of the imprecise general
term dependent should be avoided. Clinicians should use
physically dependent when this fits the intended meaning.

Physical dependence is often perceived to be clinically
unimportant as long as an abstinence syndrome is avoided.
It must be acknowledged, however, that the possibility of
adverse effects, such as psychological and physical mor-
bidity related to the syndrome of protracted abstinence or
the potential for psychological distress driven by a fear of
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withdrawal, has not been investigated. These possible out-
comes require additional evaluation.

It has also been postulated that subtle abstinence syn-
drome phenomena could contribute to a “downhill spiral”
in which pain is sustained or maladaptive behaviors are
perpetuated as a result of opioid use.* Some type of simi-
lar process has also been suggested to explain “rebound”
headache, a syndrome of refractory pain ascribed to fre-
quent use of short-acting analgesics.*” Although no sys-
tematic study has been done of this putative phenomenon,
the problematic nature of opioid therapy in some patients
is unquestionable, and, in these individuals, the impact of
all possible outcomes related to treatment, including physi-
cal dependence, should be carefully assessed. In some cases,
this assessment can only be performed if opioid therapy is
discontinued for a period of weeks to months, so that pa-
tient responses independent of the drug can be monitored.

Definition of addiction

Standard definitions of addiction have been developed from
experience with substance abusers, but are difficult to ap-
ply to patients who are receiving a prescribed therapy for
an appropriate medical indication. The definition in a major

pharmacology text* incorporates “relapse after with-
drawal” and the definition promulgated by the World
Health Organization® includes a reference to physical de-
pendence. These definitions could be applied to opioid-
treated patients generally. Similarly, the definitions for psy-
choactive substance dependence in the third and fourth
editions of Diagnostic and Statistical Manual of Mental
Disorders® include criteria based on chronicity of use, physi-
cal dependence, and tolerance. Such criteria also fail to
distinguish patients who receive chronic opioid therapy
for pain from those who are addicted.”! The definition de-
veloped by a task force of the American Medical Associa-
tion>? appears to be most relevant to patients (“compulsive
use of a substance resulting in physical, psychological or
social harm to the user and continued use despite that
harm™), but requires additional detail to be useful.

In the clinical setting, addiction should be defined as a
psychological and behavioral syndrome characterized by
(1) loss of control over drug use, (2) compulsive drug use,
and (3) continued use despite harm. These phenomena must
be described in a manner appropriate to patients with
chronic pain by reference to specific aberrant drug-related
behaviors that may be encountered in practice (see Table
1). These behaviors are familiar to clinicians, but have not

Probably More Predictive
* Selling prescription drugs
* Prescription forgery
¢ Stealing or “borrowing” drugs from others
* Injecting oral formulations
* Obtaining prescription drugs from nonmedical sources
* Concurrent abuse of alcohol or illicit drugs

* Multiple episodes of prescription “loss”
out informing prescriber or after warnings to desist
appears to be related to drug use
psychological effects from the drug
Probably Less Predictive
* Aggressive complaining about needing more of the drug

* Drug hoarding during periods of reduced symptoms
* Requesting specific drugs

sions
* Unapproved use of the drug to treat another symptom
* Reporting psychic effects not intended by the clinician

* Multiple dose escalations or other noncompliance with therapy despite warnings
* Repeatedly seeking prescriptions from other clinicians or from emergency rooms with-
* Evidence of deterioration in the ability to function at work, in the family, or socially that

* Repeated resistance to changes in therapy despite clear evidence of adverse physical or

* Openly acquiring similar drugs from other medical sources

¢ Unsanctioned dose escalation or other noncompliance with therapy on one or two occa-

* Resistance to a change in therapy associated with “tolerable” adverse effects with ex-
pressions of anxiety related to the return of severe symptoms

been empirically studied. A priori,
they can be placed along a spec-
trum, in which some (such as re-
peated visits to an emergency
room against medical advice or
the demand for a specific opioid)
are worrisome, but less likely to
indicate addiction than others
(such as injection of an oral for-
mulation or acquisition of illicit
opioids to supplement prescribed
drugs).’

Although the diagnosis of
addiction may be relatively
straightforward in the patient who
engages in highly aberrant behav-
iors, the more common situation,
in which the patient occasionally
demonstrates a less egregious be-
havior, is far more challenging to
assess. In this circumstance, true
addiction actually appears on a
“differential diagnosis,” which
must be resolved through a care-

ful evaluation. This differential

Table 1: Aberrant Drug-Related Behaviors, Empirically Divided into Those Assumed
to Be Relatively More Predictive and Those Assumed to Be Relatively Less Predictive
of Addiction.

Reprinted with permission from R.K. Portenoy, “Opioid Therapy for Chronic Nonmalignant
Pain: Current Status,” in H.L. Fields and J.C. Liebeskind, eds., Progress in Pain Research and
Management (Seattle: IASP Press, Vol. 1, 1994): at 267.
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diagnosis includes pseudoaddic-
tion, for example, which is a term
that describes the development of
aberrant behavior in cancer pa-
tients who are experiencing un-
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relieved pain; with better analgesia, the behaviors cease.*
Other diagnoses include specific psychiatric disorders, such
as some personality disorders, that can be characterized by
impulsive drug use. Occasionally, problematic behaviors
reflect an encephalopathy with confusion about the thera-
peutic regimen. Irresponsible drug-related behavior rarely
indicates criminal intent.

Given this complexity, the diagnosis of addiction can
only be entertained following a careful assessment of spe-
cific drug-related behaviors. This assessment must first as-
certain if the behaviors can be fairly labeled as aberrant. In
some cases (for example, the patient who consumes less of
the drug when pain spontaneously remits and consumes
more than prescribed when pain flares), this may involve
consideration of the instructions given to the patient.

If aberrant drug-related behavior has occurred, the cli-
nician must explore its nature and implications. An epi-
sode volunteered by the patient and perceived to be transi-
tory and impulsive, perhaps related to a period of unre-
lieved symptoms, does not warrant a diagnosis of addic-
tion, whereas behaviors that have occurred repeatedly and
suggest a more profound loss of control over drug use
should be appropriately labeled as such. If the meaning of
the behavior is not clear, some time may be required to
assess the patient correctly and observe the reaction to ad-
ditional requirements, such as frequent clinic visits or peri-
odic drug screens.

Risk of addiction

If a true addiction syndrome were a common occurrence
among patients who are administered opioids for nonma-
lignant pain, the approach could not be justified. Indeed,
therapeutic decision making about this therapy should be
influenced by the potential for any management problems,
including those that could potentially be classified as
pseudoaddiction. Unfortunately, published surveys have
failed to report the prevalence of the various aberrant drug-
related behaviors, and a critical evaluation of the current
literature can only begin to clarify the occurrence of more
severe disturbances consistent with addiction. Specific in-
formation about the prevalence and impact of all aberrant
drug-related behaviors is needed.

Early surveys of individuals undergoing treatment for
addiction yielded data that appeared to suggest a substan-
tial risk of iatrogenic addiction during opioid therapy for
pain. In one report, more than one-quarter of some addict
groups stated that addiction began as a result of prescribed
opioid treatment.”® Combined with reports of high recidi-
vism rates among detoxified addicts,*® and theoretical writ-
ings that linked addiction to the pharmacological proper-
ties of tolerance and physical dependence,” these data sup-
ported the view that the mere exposure to an opioid could
induce and sustain an addiction.
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These surveys were unable to elucidate the risk of ad-
diction during long-term opioid administration to patients
without a known history of substance abuse, or patients
with varying histories of abuse or addiction. Indeed, the
biases inherent in these surveys limit the utility of the in-
formation they provide. Surveys of actual pain patients
are more relevant, but these, too, are subject to the poten-
tial for selection bias and observer bias. The relatively high
rate of aberrant drug use observed among patients referred
to multidisciplinary pain management programs,*® for ex-
ample, is difficult to interpret due to variability in the defi-
nitions applied to drug-related outcomes in these settings
and the highly selected nature of the populations.*

In the absence of well-conducted longitudinal surveys
of otherwise unselected populations with nonmalignant
pain, other data have been adduced to clarify addiction
liability during opioid therapy. For example, although it is
widely believed that opioids produce the reinforcing expe-
rience of euphoria, surveys of cancer patients, postopera-
tive patients, and normal volunteers indicate that elation is
uncommon following administration of an opioid; dysphoria
is observed more typically, especially in those who receive
meperidine.®® The rare occurrence of euphoria in patients
without a history of abuse suggests that fundamental pro-
cesses may predispose to addiction and are uncommon
among patients who have not previously demonstrated
abuse behaviors. It can be speculated that the lack of prior
substance abuse, combined with the lack of a euphorigenic
response to a therapeutic opioid, signals a particularly low
risk of addiction.

Several patient surveys are also relevant. The Boston
Collaborative Drug Surveillance Project, for example, iden-
tified only four cases of addiction among 11,882 hospital-
ized patients with no history of substance abuse who re-
ceived at least one dose of an opioid.®* A nationwide sur-
vey of burn units found no cases of addiction in the infor-
mation obtained about 10,000 patients treated for burn
pain,®* and a survey of patients treated at a large headache
center could only identify three problem cases among 2,369
patients who had access to opioid analgesics.®® Recent stud-
ies of patients who were allowed to self-administer an opioid
for a period of weeks to treat mucositis pain following
bone marrow transplantation observed patterns of drug-
taking behavior that were inconsistent with the diagnosis
of addiction.®* The latter finding is consistent with clinical
experience, which indicates that addiction is an exceed-
ingly rare outcome during long-term opioid treatment of
cancer pain.

Although these surveys of patients with pain are reas-
suring, they, too, are limited by various sources of bias and
a lack of generalizability to the diverse populations with
chronic nonmalignant pain. Moreover, the interpretation
of all survey data requires comparison to U.S. population
prevalence rates for alcoholism (3 to 16 percent) and other
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forms of substance abuse (5 to 6 percent).®® Obviously, sur-
veys of pain patients that demonstrate rates of substance
abuse much lower than population base rates must be in-
terpreted cautiously.

Overall, these surveys provide evidence that the out-
comes of drug abuse and addiction do not commonly oc-
cur among patients with no history of abuse who receive
opioids for medical indications. Other epidemiological data
similarly contradict the notion that exposure to opioid drugs
alone reliably leads to escalating use and recidivism after
detoxification. The existence of so-called “chippers,” indi-
viduals who occasionally use heroin recreationally,® belies
the inevitability of the full addiction syndrome even in those
who consume the drugs for purposes other than pain con-
trol. More interesting, perhaps, is the evidence that a large
proportion of soldiers who abused heroin in Vietnam
stopped this activity abruptly on return to the United States
and subsequently demonstrated a low rate of relapse.®” This
finding highlights the importance of situational factors in
the pathogenesis of addiction.

Some direct evidence even indicates that a genetic fac-
tor may be important in the development of addiction.®® A
genetic predisposition has been demonstrated convincingly
in alcoholism,® and it has been postulated that the devel-
opment of alcoholism in a small minority of those who
imbibe parallels the development of addiction in a small
proportion of those exposed to opioids.”

Together, these data suggest that the development of
addiction cannot be ascribed solely to the reinforcing prop-
erties inherent in a drug. Rather, addiction requires predis-
posing psychological, social, and physiological (possibly
genetic) factors, which presumably interact in some com-
plex fashion during drug exposure. Based on the limited
information available, it is highly unlikely that patients
without a significant history of substance abuse will be-
come addicted during long-term opioid treatment of chronic
pain.

This risk should not be assumed to be nil, however,
and assumptions concerning addiction should not be as-
sumed to extend to all types of aberrant drug-related be-
havior. Indeed, it is probable that patients without prior
abuse vary in the risk of aberrant behavior. For example, it
can be speculated that the risk of aberrant behaviors (in-
cluding those consistent with addiction) is probably greater
among those with severe character pathology associated
with impulsivity and among those who are relatively young.
A brief, five-item screening tool has recently been validated
and suggests that the number of alcoholic drinks per day,
acknowledged use of cannabis, a history of smoking, and
age may be important predictors of opioid abuse;”* further
experience with this instrument is needed to determine its
predictive validity, and hence its utility in clinical practice.
Although the risk of problematic drug taking, and perhaps
addiction, is probably higher among those with a known
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history of substance abuse, it is likely that this risk also
varies with the type and frequency of abuse, the history of
substance abuse treatment, current psychosocial supports,
and other factors. Additional studies are needed to con-
firm the low risk of addiction or abuse among those with
no history of significant abuse and to clarify the predictive
value of specific patient characteristics.

Conclusions

Pain specialists now generally agree that a subpopulation
of patients with chronic nonmalignant pain can attain fa-
vorable outcomes for prolonged periods using opioid drugs.
These outcomes are characterized by sustained analgesia,
relatively stable doses, tolerable side-effects, functional gains
(or at least no demonstrable functional decline), and highly
responsible drug taking (that is, no evidence of significant
aberrant drug-related behavior). These outcomes substan-
tively mimic those observed in the typical cancer patient.

On the basis of clinical experience and the foregoing
analysis, guidelines for the use of opioid therapy in non-
malignant pain have been proposed (see Table 2). These
guidelines, which attempt to balance the potential for salu-
tary effects and the possibility of serious morbidity, will
likely evolve as additional data become available.

Given the evidence that opioid therapy can be discon-
tinued without difficulty in virtually all patients, treatment
can be initiated in the form of a therapeutic clinical trial.
Prior to such a trial, the patient should be fully informed
and consent to the therapy. As treatment is administered,
close monitoring of the relevant outcomes (specifically pain
relief, side-effects, physical and psychosocial functioning,
and the development of aberrant drug-related behaviors)
can clarify its benefit.

Once begun, opioid therapy requires a working knowl-
edge of the pharmacological techniques described in the
cancer pain literature.”? These guidelines optimize the like-
lihood of successful therapy by emphasizing individualiza-
tion of therapy through a process of assessment and dose
adjustment. Although some clinicians support specific ap-
proaches for all patients with nonmalignant pain, such as
the use of long-acting drugs and no access to supplemental
doses, these recommendations are derived solely from an-
ecdotes and are better applied on a case-by-case basis.

Escalation of the opioid dose until satisfactory analge-
sia occurs, or intolerable and unmanageable side-effects
supervene, is the standard for cancer pain management and
would presumably optimize analgesic outcomes during the
treatment of patients with nonmalignant pain as well. Ad-
herence to this principle may pose a problem, however, if
excessive focus on therapy limits rehabilitation, or increases
the discomfort of the clinician who is managing a contro-
versial therapy in a highly regulated environment. Previ-
ous experience also suggests that the need for repeated dose
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(1) Opioid therapy should be considered only after all other reasonable attempts at analgesia have failed.

(2) The use of opioid therapy in an individual with a history of substance abuse is clinically complex and should be approached
with great care. The inclusion of an individual experienced in addictions evaluation and treatment is recommended in such
instances.

(3) A single practitioner should take primary responsibility for treatment.

(4) Patients should give informed consent before starting therapy; points to be covered include recognition of the low risk of true
addiction as an outcome, potential for cognitive impairment with the drug alone and in combination with sedative/hypnotics,
likelihood that physical dependence will occur (abstinence syndrome possible with acute discontinuation), and understanding
by female patients that children born when the mother is on opioid therapy will likely be physically dependent at birth.

(5) After drug selection, doses should be given around the clock; several weeks should be agreed on as the period of initial dose
titration, and although improvement in function should be continually stressed, all should agree to at least partial analgesia as
the appropriate goal of therapy.

(6) Failure to achieve at least partial analgesia at relatively low initial doses in the nontolerant patient raises questions about the
potential treatability of the pain syndrome with opioids.

(7) Emphasis should be given to capitalizing on improved analgesia by gains in physical and social function; opioid therapy should
be considered complementary to other analgesic and rehabilitative approaches.

(8) In addition to the daily dose determined initially, patients should be permitted to escalate dose transiently on days of increased
pain; two methods are acceptable: (a) prescription of an additional four to six “rescue doses” to be taken as needed during the
month; or (b) instruction that one or two extra doses may be taken on any day, but must be followed by an equal reduction of
dose on subsequent days.

(9) Initially, patients must be seen and drugs prescribed at least monthly. When stable, less frequent visits may be acceptable.

(10) Exacerbations of pain not effectively treated by transient, small increases in dose are best managed in the hospital, where dose
escalation, if appropriate, can be observed closely and return-to-baseline doses can be accomplished in a controlled environ-
ment.

(11) Evidence of drug hoarding, acquisition of drugs from other physicians, uncontrolled dose escalation, or other aberrant behav-
iors must be carefully assessed. In some cases, tapering and discontinuation of opioid therapy will be necessary. Other patients
may appropriately continue therapy within rigid guidelines. Consideration should be given to consultation with an addiction
medicine specialist.

(12) At each visit, assessment should specifically address:

a) comfort (degree of analgesia);

b) opioid-related side-effects;

¢) functional status (physical and psychosocial); and
d) existence of aberrant drug-related behaviors.

(
(
(
(

(13) Use of self-report instruments may be helpful but should not be required.

(14) Documentation is essential and the medical record should specifically address comfort, function, side-effects, and the occur-
rence of aberrant behaviors repeatedly during the course of therapy.

Table 2: Proposed Guidelines for the Management of Opioid Therapy for Nonmalignant Pain.

Reprinted with permission from R.K. Portenoy, “Opioid Therapy for Chronic Nonmalignant Pain: Current Status,” in H.L. Fields
and J.C. Liebeskind, eds., Progress in Pain Research and Management (Seattle: TASP Press, Vol. 1, 1994): at 274.

escalations is uncommon among patients with nonmalig- chological factors on drug-related behaviors and distinguish
nant pain who have a favorable response to opioid treat- the development of an addiction disorder from a less seri-
ment. Thus, the need for a higher dose should engender a ous problem. If the diagnosis of addiction is supported, a
careful evaluation of the medical and psychosocial status targeted therapeutic approach is needed and consultation
of the patient. The clinician may find it useful to seek addi- with a specialist in addiction medicine is recommended. If
tional consultations with specialists in pain management the diagnosis of addiction would not be appropriate and
at such times. the decision is made to continue therapy, a highly struc-

Long-term opioid therapy must be accompanied by tured response to the aberrant behaviors is still required.
ongoing assessment of aberrant drug-related behaviors. This These may incorporate new explicit instructions for dos-
assessment should determine the impact of pain and psy- ing (perhaps with a written contract), more frequent visits,
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smaller prescriptions, periodic urine screens, ongoing psy-
chotherapy, or other interventions. Consultation with a
specialist in addiction medicine may again be helpful. Pa-
tients who are perceived to have a relatively high risk of
aberrant behaviors (such as those with a previous history
of substance abuse) should have these controls incorpo-
rated into the treatment from the start. These patients are
also candidates for a conservative approach to therapy,
which might apply some of the anecdotal recommenda-
tions noted previously (for example, use of long-acting
drugs, no supplemental “as needed” doses, and avoidance
of parenteral doses).

The available data do not permit doctrinaire pro-
nouncements about the role of opioid therapy for nonma-
lignant pain. Rather, the assessment of this therapy is slowly
evolving as experienced is gained. Although additional
controlled clinical trials of long-term opioid therapy are
needed, the lack of these trials should not exclude the em-
pirical use of this approach when medical judgment sup-
portsitand treatment is undertaken with appropriate moni-
toring. This monitoring should repeatedly evaluate anal-
gesia, incidence and severity of opioid side-effects, current
physical and psychosocial functioning, and the occurrence
of any aberrant drug-related behaviors. Given the com-
plexities of this therapy, documentation of these endpoints
in the medical record is essential.
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