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Opioid Dependence vs Addiction
A Distinction Without a Difference?

B IOLOGICALLY, OPIOID
addiction can be un-
derstood in terms of
neuroadaptations that
arise when exog-

enous opioids are taken continu-
ously and long-term.^ Tolerance and
dependence are 2 such central ad-
aptations. Tolerance is the need to
increase dose to achieve the same ef-
fect, and dependence is the physi-
ologic response either to an uncom-
pensated increase in tolerance or to
the withdrawal of a drug.^ Toler-
ance may develop for both the eu-
phoric and the analgesic effects of
opioids and can be produced by psy-
chological as well as pharmacologi-
cal factors. Dependence is manifest
as withdrawal symptoms (eg, sweat-
ing, anxiety, insomnia) that are
caused by rebound at central nor-
adrenergic nuclei, and the less well-
understood effects of hyperalgesia
(increased pain sensation) and an-
hedonia (inability to feel pleasure).^'''
Withdrawal hyperalgesia and anhe-
donia may explain the worsening of
pain and mood that is seen during
an opioid taper or after detoxifica-
tion. Withdrawal symptoms are
powerful drivers of opioid seeking,
which in turn can be induced by fac-
tors that change tolerance (Figure).
Addiction is further defined by ab-
errant opioid-seeking behaviors that,
when persistent, result in irrevers-
ible changes in the brain. ̂

Standard drug addiction criteria
have long been unsatisfactory when
attempting to characterize iatro-
genic addiction.^ For the fifth edi-
tion of the Diagnostic and Statistical
Manual of Mental Disorders, toler-
ance and withdrawal (physical de-
pendence) will be specifically ex-
cluded from the diagnostic criteria
for substance use disorder that arises
during medical drug treatment, so
that the diagnosis will be based solely

on aberrant behaviors.^ For pain pa-
tients, drug-seeking behaviors are
different from behaviors that are
listed by standard criteria and are fo-
cused on obtaining opioids from pre-
scribers. Aberrancy in pain pa-
tients may include doctor shopping,
frequent lost prescriptions, and re-
peated requests for early prescrip-
tions, while the behaviors listed in
the fourth or fifth edition of the Di-
agnostic and Statistical Manual of
Mental Disorders, eg, "failure to ful-
fill major role obligations at work,
school or home," tend to be attrib-
uted to pain rather than to addic-
tion. In fact, pain patients who are
treated continuously with opioids
may not manifest any aberrant be-
haviors because they are effectively
receiving maintenance therapy,
which suppresses craving. How-
ever, when opioids are suddenly not
available, tolerance occurs, or at-
tempts are made to taper, craving
and addiction behaviors emerge. Re-
cent teaching has been that this
should be thought of as pseudoad-
diction, a misleading term that sug-
gests that aberrant opioid seeking is
predominantly a consequence of in-
adequate pain relief and should be
addressed by increasing opioid dose.
The concept of pseudoaddiction im-
plies that opioid seeking ends when
an adequate dose is reached, but this
is not apparent in the long-term
treatment of chronic pain. It is note-
worthy that patients are often more
willing to diagnose their own addic-
tion than are their providers, who
have been taught that addiction to
prescribed drugs is rare.

THE WASHINGTON STATE
EXPERIENCE

Washington is the first state in the
United States to attempt to limit the
opioid doses that are prescribed for
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Figure. Interdependence of nnood,
tolerance/dependence, and pain. Even in normal
individuals, pain and mood are interdependent,
in part through endogenous opioid mechanisms.
Individuals who are faking exogenous opioids
continuously over the long-term adapt by
developing tolerance and dependence.
Psychological tactors can alter tolerance and
thereby induce withdrawal symptoms. For the
dependent individuals, the need for more
opioids becomes the predominant reaction to
stress. Although pain is seen as the primary
reason to dose escalate, this pain is augmented
by psychosocial Stressors.

chronic pain. Rule 2876 was passed
by the legislature in 2010 and came
into effect in stages between July
2011 and January 2012. Broadly, the
rule sets a ceiling (in terms of daily
morphine equivalent dose) on the
amount of opioid that can be pre-
scribed for chronic (not acute or can-
cer) pain without consultation with
a pain specialist, unless the indi-
vidual is functioning well on a stable
or tapering dose. The legislation is
a response to Washington State's
high death rates from prescription
opioid overdose*^ and aims to offer
expert help and education to com-
munity clinicians who frequently re-
sort to opioid dose escalation with-
out achieving lasting improvement
in pain or function.

As the rule comes into effect, cli-
nicians are beginning to taper high-
dose opioid therapy in their pa-
tients. In some cases, this tapering
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has occurred because the rule has
been misunderstood, leading pre-
scribers to taper doses in patients
who have been stable for years, re-
sulting in tbe reemergence of se-
vere pain and extreme anbedonia,
both of which are likely to be with-
drawal effects. What we have learned
from these attempts at tapering doses
in patients who have been receiv-
ing established therapy for many
years is that tapering may destabi-
lize the patients, leaving persistent
craving and aberrant behavior in its
wake. The opioid dependence that
we once believed to be short-lived
or easily reversed is sometimes seen
to persist as complex persistent de-
pendence for months after a taper.
The question is whether to main-
tain these patients on a regimen of
opioids with the usual precautions
or to try to taper their doses at least
to a safer level.

CONCLUSIONS

The Washington State experience at-
tests that there are many patients who
are currendy being treated with high-
dose opioids and who are unwilling
to taper their opioids despite persist-
ing pain and known risk. These pa-
tients are highly demanding to their
providers. There are also patients,
usually with shorter-term or more in-
termittent use, who are motivated to
taper, and their doses can be tapered
relatively easily either in an outpa-
tient or an inpatient setting.® For the
recalcitrant cases, understanding de-
pendence and accepting that this de-
pendence demands therapy similar to
addiction maintenance treatment, in-

cluding regular and continued coun-
seling and monitoring, will go a long
way toward being able to treat the pa-
tients without removing a class of
medications on which they have
become dependent. In light of new
evidence that is revealing the limita-
tions and dangers of high-dose long-
term opioid therapy, we can and must
question the wisdom of providing
such therapy in tbe first place. How-
ever, for the patients who are al-
ready affected, the solution cannot lie
in abandoning them as they struggle
with established dependence.

Dependence on opioid pain treat-
ment is not, as we once believed, eas-
ily reversible; it is a complex physi-
cal and psychological state that may
require therapy similar to addic-
tion treatment, consisting of struc-
ture, monitoring, and counseling,
and possibly continued prescrip-
tion of opioid agonists. Whether or
not it is called addiction, complex
persistent opioid dependence is a se-
rious consequence of long-term pain
treatment that requires consider-
ation when deciding whether to em-
bark on long-term opioid pain
therapy as well as during the course
of such therapy.

Jane C. Ballantyne, MD, FRCA
Mark D. Sullivan, MD, PhD
Andrew Kolodny, MD

Published Onhne: August 13,2012.
doi:10.1001/archinternmed.2012
.3212
Author Affiliations: Departments of
Anesthesiology and Pain Medicine
(Dr Ballantyne) and Psychiatry and
Behavioral Sciences (Dr Sullivan),
University of Washington School of

Medicine, Seattle; and Department
of Psychiatry, Maimonides Medical
Center, Brooklyn, New York (Dr
Kolodny).
Correspondence: Dr Ballantyne, De-
partment of Anesthesiology and Pain
Medicine, University of Washing-
ton School of Medicine, PO Box
356540, Seattle, WA 98195 (jcbl2
@uw.edu).
Financial Disclosure: Dr Sullivan
has received educational grants from
Pfizer and Covidien and has served
on an advisory board for Janssen.

REFERENCES

1. Hyman SE, Malenka RC, Nestler EJ. Neural mecha-

nisms of addiction: the role of reward-related learn-

ing and memory. Annu Rev Neurosci. 2006;29:

565-598.

2. Ballantyne JC, LaForge KS. Opioid dependence and

addiction during opioid treatment of chronic pain.

Pa/n. 2007:129(3):235-255.

3. Koob GF, Le Moai M. Drug addiction, dysregulation

of reward, and allostasis. Neuropsychopharmacoiogy

2001;24(2):97-129.

4. White JM. Pleasure into pain: the consequences of

long-term opioid use. Addict Behav. 2004;29(7):

1311-1324.

5. Savage SR, Joranson DE, Covington EC, Schnoll

SH, Heit HA, Gilson AM. Definitions related to the

medical use ot opioids: evolution towards univer-

sal agreement. J Pain Symptom Manage. 2003;

26(1):655-667.

6. D'Brien GP, Volkow N, Li TK. What's in a word? ad-

dict ion versus dependence in DSM-V. Am

J Psyciiiatry. 2006;163(5):764-765.

7. Franklin GM, Mai J, Wickizer T, Turner JA, Fulton-

Kehoe D, Grant L Dpioid dosing trends and mor-

tality in Washington State workers' compensation,

1996-2002. Am J ind Med. 2005;48(2):91 -99.

8. Townsend CO, Kerkvliet JL, Bruce BK, et al. A lon-

gitudinal study of the efficacy of a comprehensive

pain rehabilitation program with opioid with-

drawal: comparison of treatment outcomes based

on opioid use status at admission. Pain. 2008;

140(1 ):177-189.

ARCH INTERN MED/VOL 172 (NO. 17), SEP 24, 2012
1343

WWW.ARCHINTERNMED.COM



Copyright 2012 American Medical Association.  All Rights Reserved.  Applicable FARS/DFARS Restrictions

Apply to Government Use.


