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ABSTRACT

In the United States, the prevalence and burden of chronic pain is large and still growing. Older adults
(aged �65 years) make up a large portion of the population with chronic pain, and their presentation,
diagnosis, and treatment tends to be more complicated because of age-related physiological changes and
comorbidities. Guidelines on treating patients with severe back pain recommend opioids as an option for
those who do not find adequate pain relief from acetaminophen or nonsteroidal anti-inflammatory drugs
(NSAIDs). For older adult patients at higher risk for NSAID-related adverse effects, such as those who
have gastrointestinal or cardiovascular disease, diabetes mellitus, or who are taking low-dose aspirin,
opioids are recommended instead. Opioids may also be an appropriate option for patients with neuropathic
pain who have not achieved adequate analgesia from maximum doses of first- and second-line antineu-
ropathic agents. Still, opioids are not appropriate for all patients; rather, a differential diagnosis, consid-
eration of other comorbidities, and the potential for opioid-related adverse effects and substance abuse are
required to confirm the value of opioid treatment for each individual. For nonresponders to opioid therapy,
opioid rotation should be considered before discontinuation is pursued.
© 2013 Published by Elsevier Inc. • The American Journal of Medicine (2013) 126, S3–S11
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Chronic pain is a significant problem in the United States.
The Institute of Medicine estimated that there were 100
million individuals with pain in the United States in 2011.1

It is noteworthy, however, that this number does not include
patients with acute pain or children with pain. Thus, about
one-third of the American adult population experiences
chronic pain,1 based on the current population of approxi-
mately 309 million; other sources suggest that a much
higher number of Americans, 130 million, have persistent
pain.2 Furthermore, undertreatment of pain is common. The

merican Academy of Pain Medicine estimates that �4 of
0 patients with moderate-to-severe pain do not get ade-
uate relief from their analgesics, while nearly 1 of 4 pa-
ients change health care professionals �3 times because of
erceptions of suboptimal pain care.3
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Another concern facing the pain community in the
United States is the increase in a segment of the population
with a high incidence of pain: the aged. As the “baby
boomer” generation reaches age 65 years and older (as of
2011), the demographic distribution of the American pop-
ulation will change significantly (Figure 14). By 2020, the
portion of the population aged 65 to 74 years is projected to
grow 74%, while the portion of the population aged �65
years is projected to grow only 24%.4 Older adults (aged

65 years) have a higher prevalence of chronic pain con-
itions, lower tolerance for pain, and increased interference
rom pain in their daily lives.5,6 Older adults with pain
onditions also have very diverse presentations, and pain
ssessment can be complicated in this population because of
eluctance to report pain, cognitive impairment, and com-
unication deficits.7

Because of the immensity of the burden of chronic pain,
there is a critical need for family physicians and general
practitioners to manage patients with chronic pain. Other-
wise, in order to manage all Americans with persistent pain,

each and every practicing pain specialist in the United
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States would have to treat approximately 21,000 patients.
This projected statistic underscores the need for multidisci-
plinary cooperation in the treatment of chronic pain, with
joint efforts by primary care physicians as well as other
health care professionals. Toward this end, there have been
initiatives by pain societies to educate clinicians regarding
the management of chronic pain. For a portion of patients
with chronic pain, treatment may need to involve strong
analgesics, such as opioids; yet managing the prescrip-
tion of these controlled substances requires skills not
commonly included in routine training curricula. Most
recent estimates suggest that only one-fifth of physicians
have received medical school training on recognizing
drug diversion, and only 20% have received training on
identifying signs of addiction or drug abuse.8 The dearth

f family physicians willing to prescribe opioids for
oncancer pain will likely become more poignant now
hat the United States is implementing the Risk Evalua-
ion and Mitigation Strategies (REMS) program for indi-
idual long-acting and extended-release opioids. This is
ecause specialty certification for prescribers may be
equired along with monitoring/registry of patients, in an
ffort to determine a drug’s benefit-to-harm ratio and to
inimize risks associated with prescribing controlled

ubstances.2

There are several populations with chronic noncancer
pain for whom opioid therapy may be appropriate. The bulk
of American patients who need relief from persistent, mod-
erate-to-severe pain have back pain conditions (�38 mil-
lion) or osteoarthritis (�17 million).9 Coincidentally, the

ajority of candidates for opioid therapy are the follow-
ng: (1) patients with chronic low back pain of somatic/
echanical origin who are not responding to nonopioid

gents, or patients with chronic low back pain who re-
uire a third-line adjuvant when neuropathic pain is pres-
nt; (2) patients with osteoarthritis who are not respond-
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Figure 1 The number of persons (in millions
ng to acetaminophen and who have a contraindication
or administration of nonsteroidal anti-inflammatory
rugs (NSAIDs) and cyclooxygenase (COX)-2 inhibitors;
nd (3) patients with neuropathic pain who have not
chieved adequate analgesia despite treatment with max-
mum doses of first- and second-line antineuropathic
herapies.

TREATMENT RECOMMENDATIONS AND CAVEATS
For patients with severe back pain, the American College
of Physicians and the American Pain Society 2007 clin-
ical guidelines recommend opioids, including tramadol,
as an option for those who do not gain adequate pain
relief from the use of acetaminophen or NSAIDs.10 In-

eed, older adults have further constraints due to changed
rgan physiology associated with aging. Particularly for
lder adult patients with gastrointestinal or cardiovascu-
ar disease, the use of NSAIDs or COX-2 inhibitors can
ead to serious adverse effects.11 The American Geriat-
ics Society recommends opioids as an option for these
atients at higher risk for NSAID-related adverse ef-
ects.11 A case report in 1985 of 38 patients documented
he beginnings of opioid clinical use for nonmalignant
ersistent pain,12 and since then, randomized controlled

trials have established the efficacy of opioids for manag-
ing persistent pain from low back pain, osteoarthritis, and
neuropathic pain conditions. Thus, opioids can be a ben-
eficial alternative for older adults with some types of low
back pain unresolved by treatment with acetaminophen.
A differential diagnosis is required to ascertain the type
of back pain a patient has and whether it will likely
respond to opioid treatment. In fact, a mechanistic anal-
ysis, including a thorough medical history, physical ex-
amination, and diagnostic testing, can identify whether
the source of low back pain is mechanical, neuropathic,
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A DIFFERENTIAL DIAGNOSIS OF
LOW BACK PAIN
In general, axial mechanical pain is associated with osteo-
porotic fractures, metastatic bone lesions with or without
fractures, internal disc disruption, and ligament tears. Clas-
sically, patients with internal disc disruption are young and
may or may not have undergone back surgery, but have not
found resolution of their pain. These patients with failed
back surgery syndrome then often rely on opioids for pain
relief. Lateral mechanical pain can result from facet arthrop-
athy, sacroiliac joint dysfunction, fascial strain or injury
(myofascial pain), or ligament strain. These patients may
present with different patterns of radiating pain, but typi-
cally the pain does not spread to below the knee. Both
lateral and axial mechanical pains are typically responsive
to opioid-based medications, with the exception of myofas-
cial pain. Evidence indicates that opioids do not ameliorate
this muscle-related pain, which frequently involves the lon-
gissimus thoracis and iliocostalis lumborum, and sometimes
the quadratus lumborum. In older adults, strains can also
lead to pain due to kyphosis, scoliosis, malpositioning,
and/or joint disease. Another frequently misdiagnosed con-
dition involves both low back pain and leg pain due to stress
on the piriformis muscle resulting from an inability to sit
appropriately in a chair, or in patients with one leg that is
shorter than the other. Evaluation of the buttocks region is
needed to establish a diagnosis of piriformis syndrome.

Neuropathic-based back pain conditions, such as disc
herniation with radiculopathy in which leg pain is involved,
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Figure 2 A clinical approach to diagnosing low back pain. C

magnetic resonance imaging.
generally are not amenable to opioid treatment as a first-line
agent, but, as noted before, opioids may be indicated in the
short term if the doses of antineuropathic medications have
been optimized. Mixed low back pain, such as spinal ste-
nosis associated with osteoarthritis in which there is leg pain
below the knee combined with back pain, can be partially
responsive to opioids; however, in more severe cases of
hypertrophic osteoarthritis, which produces lateral foram-
inal stenosis due to nerve compression, patients typically
will not respond to opioid treatment alone; adjuvant anti-
neuropathic agents will be needed.

Because of the different responses of different types of
low back pain to opioids, it is critical to identify the etiology
of the pain whenever possible. Furthermore, for all patients
presenting with persistent pain, a diagnosis with an appro-
priate differential is the first step to a “universal precau-
tions” approach to pain management. Universal precautions
is a theory borrowed from the infectious disease discipline,
wherein realizing the impossibility of reliably assessing the
risk of developing drug abusive behaviors or addiction, an
appropriate minimum level of caution is applied to all pa-
tients being prescribed a controlled substance.13 An algo-
ithm for establishing the type of low back pain with which
patient is presenting is depicted in Figure 2. Regardless,

t is important to point out that even if an appropriate
valuation suggests that a patient is a candidate for opioid
herapy, an exit strategy is an integral part of every plan. If
fter 3 to 6 months of opioid titration there is no evidence of
linical efficacy, the opioid should be discontinued. There is
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an increased level of awareness among prescribers that
opioids may be associated with long-term side effects, as
discussed by Dr Brennan in this supplement.14

Osteoarthritis is another prevalent condition that leads to
moderate-to-severe pain with the potential to be responsive
to opioids. Opioids can be an appropriate option for patients
with osteoarthritis who have not responded to acetamino-
phen therapy and who have a contraindication for use of
NSAIDs or COX-2 inhibitors. Once again, because of the
adverse effects associated with NSAIDs and COX-2 inhib-
itors, the American Geriatrics Society cautions against us-
ing these medications in older persons at risk for cardiovas-
cular and gastrointestinal complications.11 This group of
individuals includes adults with significant renal disease, a
history of heart disease, and left ventricular dysfunction.
Whereas the risk of developing gastrointestinal bleeding
with NSAID use in patients aged �65 years is well known
and accepted, the increased risk of congestive heart failure
with use of NSAIDs in older adults with a history of car-
diovascular disease has also been known for 10 years, yet is
not always recognized by clinicians.15,16 A matched case-
ontrol study found that the incidence of congestive heart
ailure in 1023 hospital inpatients studied was higher with
ncreasing age, preexisting heart disease, and the use of
iroxicam, naproxen, or tenoxicam, in particular.15 Com-

pared with participants without heart disease who did not
use NSAIDS, the use of NSAIDs by patients with a history
of heart disease increased the odds ratio for developing
congestive heart failure to 26.3 (95% confidence interval
[CI], 5.8-119.1).15 Also, a large Canadian study of individ-
als aged �66 years showed an increase in the risk of
ospital admission for congestive heart failure in partici-
ants taking rofecoxib (n � 14,583; adjusted rate ratio, 1.8;
5% CI, 1.5-2.2) or nonselective NSAIDs (n � 5,391;
djusted rate ratio, 1.4; 95% CI, 1.0-1.9) compared with
on–NSAID-using controls (n � 100,000; adjusted rate
atio, 1.0).17 This longitudinal study also included 18,908

participants who took celecoxib; it established that cele-
coxib use is not associated with a heightened risk of con-
gestive heart failure in older adults (adjusted rate ratio, 1.0;
95% CI, .8-1.3).17

Even in patients without significant renal disease or left
ventricular dysfunction, however, COX-2 inhibitors can be
problematic because of the high risk of thromboembolic
phenomena, or when combined with low-dose aspirin. As
older adults frequently take minidose aspirin for cardiopro-
tective purposes, this situation poses 2 significant problems.
First, the cardioprotective effect of aspirin is mediated
through the irreversible acetylation of serine 529 in the
enzyme cyclooxygenase, halting the production of throm-
boxane A2 in platelets and thereby reducing platelet aggre-
ation.18 Competitive binding of cyclooxygenase favoring

ibuprofen over concomitantly taken aspirin hinders the car-
dioprotective effect.18 It is not clear whether this phenom-
non also occurs with other NSAIDs, but caution should be
xercised until studies with other NSAIDs are available.

urthermore, low-dose aspirin enhances the risk of gastro- P
ntestinal complications associated with COX-2 inhibitors.
he landmark randomized controlled trial by Silverstein and
olleagues, which enabled the US Food and Drug Admin-
stration (FDA) approval of celecoxib, showed that among
onusers of aspirin, celecoxib users had a statistically sig-
ificant lower incidence of ulcer complications (P � .09)
nd symptomatic ulcers (P � .02) after 6 months than did
sers of nonspecific NSAIDs.19 However, among those tak-
ng low-dose aspirin, there was no statistically significant
ifference in gastrointestinal complications and ulcers be-
ween COX-2-specific and COX-2-nonspecific NSAIDs, in-
icating a loss of the gastroprotective effect.19 Thus, pa-

tients who have failed to garner adequate pain relief from
acetaminophen and who use low-dose aspirin are another
population in whom opioids could be an appropriate option
for pain control. Alternatively, a COX-2 inhibitor could be
used for pain control with an alternative antiplatelet therapy,
but these latter treatments tend to be expensive.

Additionally, patients with a history of diabetes mellitus
and evidence of proteinuria, suggesting the presence of
glomerular disease, are another population for whom
NSAIDs can be detrimental. In this population, NSAID or
COX-2 inhibitor use can decrease the blood flow to the
kidneys and thus increase the risk of renal failure.20 Also, in
patients receiving treatment with angiotensin-converting en-
zyme inhibitors to treat arterial hypertension or for after-
load-reducing purposes, the use of NSAIDs or COX-2 in-
hibitors can potentially lead to adverse effects such as
hyperkalemia and acute renal failure from critically reduced
renal blood flow.21 Therefore, NSAIDs or COX-2 inhibitors
hould not be prescribed long term to manage pain in these
atients.

Another concern in prescribing drugs for persistent pain
s the necessity of managing the potential for drug-drug
nteractions. Many of the medications used by patients with
ow back pain and osteoarthritis are metabolized through the
ytochrome P450 (CYP) enzyme system—the enzymes re-
ponsible for metabolizing 40% to 50% of all medications.22

Small changes in enzyme activity can cause significant
changes in the drug plasma concentrations by prolonging or
reducing the half-life of the drug. Specifically, medications that
induce or inhibit the CYP3A4 and/or the CYP2D6 enzymes
may prolong or reduce the effects of the opioid analgesics—
oxycodone, hydrocodone, fentanyl, and methadone23—as well
as of many antidepressants and neuroleptics.24,25 For example,

YP3A4 activity is induced by many anticonvulsants (includ-
ng carbamazepine, oxcarbazepine, phenytoin, and valproic
cid) and by caffeine, while grapefruit juice, star fruit, and
imvastatin inhibit the enzyme’s activity.26 Inhibitors of

CYP2D6 include the serotonin and norepinephrine reuptake
inhibitor duloxetine, as well as celecoxib and ritonavir,
while dexamethasone is an inducer of the enzyme.27 Mean-
while, patients who take medications that use or affect the
CYP2C9 enzyme pathway may be susceptible to drug-drug
interactions with NSAIDs.28,29 Consequently, in patients
eceiving medications that induce or inhibit cytochrome

450 enzymes and who also require therapy for moderate-
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to-severe persistent pain, use of an opioid not affected by
this metabolic pathway may be indicated.30,31 Opioids in
his class include morphine, oxymorphone, hydromorphone,
nd tapentadol.

Opioids also may be an appropriate option for patients
ith neuropathic pain who have not achieved adequate

nalgesia despite treatment optimization with maximum
oses of first- and second-line antineuropathic agents, such
s anticonvulsants and tricyclic antidepressants/dual re-
ptake inhibitors. A systematic review by Eisenberg and
olleagues found that intermediate-length (8 days to 8
eeks; median 28 days) randomized controlled trials have
emonstrated significant efficacy of opioids over placebo
or treating persistent nonmalignant neuropathic pain, likely
ndicating clinical relevance.32 The American Academy of
eurology has included opioids as a first-line medication

or a specific type of neuropathic pain: postherpetic neural-
ia (PHN).33 The full list of recommended first-line thera-

pies for PHN is as follows: gabapentin, lidocaine patch 5%,
oxycodone and morphine sulfate controlled-release, prega-
balin, and tricyclic antidepressants.33 These recommenda-
ions are in agreement with an algorithm for treating neu-
opathic pain constructed by experts and published in the
ournal Pain.34 Therein, tricyclic antidepressants, opioids,

gabapentin, and pregabalin are recommended for relieving
peripheral neuropathic pain, and the lidocaine patch is rec-
ommended for treating PHN based on numbers-needed-to-
treat data. Furthermore, a Neuropathic Pain Special Interest
Group under the auspices of the International Association
for the Study of Pain (IASP) published evidence-based
guidelines echoing the other 2 sets of recommendations,
wherein the previous therapies were suggested along with
dual reuptake inhibitors of serotonin and norepinephrine.35

Positron emission tomography of patients being given
experimentally induced painful stimuli has also provided
important evidence that opioids do indeed target regions of
the brain involved in processing pain.36 Previous studies
identified the brain structures activated by pain; these same
cerebral structures had normalization of blood flow and
decreased activation with increasing opioid doses in the face
of a painful stimulus.36

Still, recent studies have questioned the efficacy of long-
term opioid therapy for treatment of pain. Current data
suggest that opioids have a “limited effect”; for treating
back pain, as much as 50% of opioid-naive patients placed
on potent opioids report no change or worsening of their
chronic pain.37 In fact, approximately 10% to 30% of pa-
tients randomized to opioids in primarily short-term clinical
trials (most studies were �4 weeks in length, although some
were as long as 24 months including an open-label exten-
sion period) withdrew because of lack of efficacy or the
development of severe side effects.38,39 Subsequent to those
iterature reviews, Martell and colleagues published an anal-
sis suggesting that opioids are used commonly for chronic
ow back pain, but long-term data support its efficacy for
nly 16 weeks of use.40 Indeed, this review assessed 4

tudies on the efficacy of opioids compared with placebo or p
nonopioid control and found no evidence of reduced pain
ith opioids, as judged by the Visual Analog Scale for pain;
easures of psychosocial functioning or quality of life,

owever, were not considered—a notable shortcoming of
he literature analysis. Meta-analysis of the 5 studies di-
ectly comparing the efficacy of various opioids demon-
trated a nonsignificant reduction in pain from baseline.40 In
his review, significant issues with substance abuse and
berrant drug-taking behaviors also limited the benefit of
pioid therapy in the low back pain population studied.
herein, the prevalence of lifetime substance use disorders

anged from 36% to 56% and current substance use disor-
ers were estimated to be as high as 43%.40 Aberrant med-
cation-taking behaviors ranged from 5% to 24%. Such
nformation highlights the fact that opioids are not appro-
riate for all patients; rather, a differential diagnosis and
onsideration of other comorbidities are required to confirm
he value of opioid treatment for each individual patient
ith moderate-to-severe persistent pain.

CLINICAL IMPLEMENTATION OF OPIOID
THERAPY
In 1998 the Federation of State Medical Boards (FSMB) of
the United States published a set of guidelines for prescrib-
ing controlled substances for persistent pain; the guidelines
were revised in 2005.41 As of the end of 2010, 24 state

edical boards have adopted all or part of the FSMB Model
olicy for their own.42 In the FSMB Model Policy, opioids

are recognized as an essential tool in the armamentarium for
relieving pain; equally important is the imperative to min-
imize the misuse and abuse of these controlled substances,
so as not to pose a threat to society.41 In line with a
niversal precautions approach, the guidelines recommend
thorough evaluation of each new patient with a complaint
f pain, involving documentation of pain characteristics,
isease characteristics, comorbidities, functional deficits,
nd substance abuse or lack thereof by consideration of
edical history, physical examination, diagnostic and lab-

ratory results, and other evaluations. From this informa-
ion, a treatment plan is developed, recorded, and discussed
ith the patient before informed consent is gathered. It is
otably important to construct a pain management program
or patients that addresses pain as well as other pain-related
ssues, and includes services such as psychological support,
hysical therapy, and rehabilitative therapy. Then, an agree-
ent for treatment is agreed upon and signed by the patient

nd the physician; all these documents are archived, along
ith the details of the initial evaluation, subsequent treat-
ent, and ongoing care and monitoring.
There is no pathognomonic sign of a substance abuse

isorder; rather, most often, addiction diagnoses must be
ade by careful observation over time. Furthermore, be-

ause pain and addiction can coexist, there are risks asso-
iated with prescribing opioids, as addressed in the recom-
endations of the FSMB’s Model Policy. A universal
recautions approach to pain medicine involves a thorough
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inquiry about drug and alcohol history for every patient con-
sidered for opioid therapy. Tools such as the Opioid Risk Tool
(ORT) and the Screener and Opioid Assessment for Patients
with Pain Revised (SOAPP-R) can be useful in helping to
gauge a patient’s risk of drug misuse or abuse.43,44

A savvy universal precautions management approach
involves establishing reasonable limits before the outset of
therapy, because boundary-setting can assist in identifying
and controlling problematic opioid use.13 Most commonly,
roblematic use involves a patient unilaterally increasing
is or her dose. Notably, it is easier to loosen limits than to
ake them more restrictive; still, the limits should be rea-

onable so that a patient is able to adhere to them over the
ong term. Although treatment agreements are not contracts,
hey can be a very effective means of recording patient and
hysician expectations regarding treatment, thereby estab-
ishing boundaries. Toward this end, treatment agreements
hould be readable, reasonable, and flexible. Also, a scheme
or managing repeated or serious aberrant drug-taking be-
aviors should be established before treatment initiation so
hat patients in these circumstances can receive needed refer-
als or consultations, such as to an addiction medicine special-
st. Although a 2010 synthesis of the literature on treatment
greements found that little evidence supports their use in
linical practice for managing drug misuse in patients with
hronic pain,45 treatment agreements are included in virtually

all clinical guidelines on opioid treatment and are quickly
becoming the standard of care in pain management.

The current clinical approach for implementing opioid
therapy once a trial of opioid therapy has been decided on
begins by cautiously titrating the dose to an adequate ef-
fect.46 Once a therapeutic drug dose is established, then
ngoing screening and monitoring play important roles in
inimizing misuse and diversion in patients with persistent

ain who are taking opioids. Appropriate monitoring can
nvolve random urine drug testing, pill counts, implemen-
ation of interval dispensing—wherein the prescribing in-
erval is tightened (eg, a prescription is written for a month
ut dispensed in weekly allotments), and contingency dis-
ensing—wherein, for example, a patient is required to
ttend a referral appointment or leave a urine drug specimen
n order to receive the opioid prescription. Urine drug test-
ng is anything but uniform in the compounds tested for,
ensitivity of the assay, or interpretation of the results45;

this, however, can be ameliorated by establishing a good
working relationship with a reliable laboratory. Importantly,
urine drug screens are one way to identify and document drug
abuse or diversion even among patients not exhibiting aberrant
drug behaviors, and these tests have been recommended in
some clinical guidelines on opioid prescribing.41,47,48

Good practice in pain management should also involve
adhering to federal and state government-based regulatory
policies, prescribing and dispensing opioids according to
guidelines of established pharmacy and medical organiza-
tions, and participating in prescription drug monitoring pro-
grams (PDMPs). A 2004 study concluded that PDMPs re-

duce diversion, but PDMPs are highly variable from state to
state in the information gathered and the access physicians
have to the information.49 Regularly, each case should be
reviewed to assess treatment efficacy and tolerability as per
state requirements (which vary in periodicity). A universal
precautions approach to reevaluation of the patient suggests
regular assessment of pain levels, as well as the amount of
pain relief (analgesia), activities of daily living (psychoso-
cial functioning), adverse effects, aberrant behaviors, and
psychological functioning (affect/presence of addictive dis-
orders)—collectively called “The Five A’s.”13,50 Periodic
eassessments keep the treating physician current with a
atient’s potentially evolving pain disease or comorbidity,
nd enable him or her to take advantage of new develop-
ents in diagnostic testing. Then, if needed, the treatment

lan is adjusted to optimize analgesia and functioning, or to
ddress new or evolving pain comorbidities, such as drug
isuse, depression, and sleep disturbance.
In the face of a nonresponse to treatment, the opioid can

e substituted with a different opioid, otherwise known as
pioid rotation. Theoretically, opioid rotation takes advan-
age of individual differences in the presence and expression
attern of opioid receptor subtypes, for which each opioid
as a different preference.51 Empirically, opioid rotation has

been shown to improve pain control and/or lessen the side-
effect burden.52,53 Opioid rotation involves a calculation of
he dose of a new opioid based on equianalgesic equivalen-
ies, followed by further dose adjustments as necessary to
ccount for potency differences between opioids, as well as
nterindividual differences between patients and pain/dis-
ase characteristics.54

If adequate pain relief with tolerable side effects, if any,
is not attained after several increases in the opioid dose over
a period of 3 to 6 months, opioid therapy is discontinued.46

Several guidelines supporting the use of opioid therapy
developed by the American Society of Interventional Pain
Physicians,49 The British Pain Society,55 the European Fed-
eration of Chapters of the International Association for the
Study of Pain,56 The Canadian Pain Society,57 and The

ustralian Pain Society58 detail reasons for the discontinu-
tion of opioid therapy, such as failure to achieve adequate
nalgesia or functional improvements, immitigable and in-
olerable adverse effects, failure to adhere to the patient-
hysician treatment agreement or continuing nonadherence,
nd serious or repeated aberrant drug-related behaviors or
iversion. These guidelines, however, do not outline exit
trategies for ending opioid therapy. When a patient is
eleased from care because of aberrant drug-related issues,
contingency plan for management must be implemented,

ecause the patient still presents a problem to the commu-
ity and to himself or herself. The 2009 guidelines devel-
ped collaboratively by the American Pain Society and the
merican Academy of Pain Medicine mention approaches

or discontinuing opioids, including tapering the dose by
0% per week, or more rapidly by reducing the dose either
5% or 50% every few days, but, owing to “insufficient
vidence,” refrain from recommending a specific strategy.47
In the 2010 update of the original 2003 US Department of
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Veterans Health Administration and Department of Defense
guidelines on prescribing opioids for chronic pain, however,
methods for discontinuing opioid therapy have been de-
tailed along with case examples (Table 1).47 It is notewor-
thy that in the process of withdrawing opioids from a pa-
tient’s drug regimen, the initial decrease is generally
achieved without much problem. But once low doses are
reached, a protracted course is to be expected, particularly
in patients who have received long-term treatment with
opioids.

SUMMARY
Opioids are a viable treatment alternative in patients with
pain unrelated to cancer, particularly for those with contra-
indications for taking COX-2 inhibitors or NSAIDs. Recent
data suggest that opioids may be useful in the treatment of
neuropathic pain as a second-line agent and even as a
first-line agent in select clinical circumstances.35 One must
e aware, however, of the pitfalls in the use of opioids,
ncluding adverse effects and other complications. To im-
rove outcomes and manage risks associated with prescrib-
ng opioids, universal precautions should be implemented
or each individual patient, and boundaries should be estab-
ished regarding medication use. The development of aber-

Table 1 Specific Recommendations on Opioid Discontinuation
of Defense (DoD) Guidelines

Protocol for Tapering
● Taper by 20%–50% per week [of original dose], for patients w

effects.
● The rapid detoxification literature indicates that a patient nee
● Decisions regarding tapering schedule should be made on an i

warranted.
● Some experts suggest that the longer the person has been on
● Remain engaged with the patient throughout the tapering pro
● Consider using adjuvant agents such as antidepressants to man

neuropathic pain.
● Do not treat withdrawal symptoms with opioids or benzodiazep

Recommendations
1. Decisions regarding tapering schedule should be made on an i

warranted.
2. For those patients who are at high risk of aberrant behaviors

impulse control disorders), tapering opioid in a primary care s
or pain specialist with expertise dealing with difficult cases.

3. Patients with complicated withdrawal symptoms should be ref
treatment.

4. Patients being tapered owing to development of addiction sho
detoxification in a primary care setting followed by ongoing s

5. Complete evaluation of treatment, comorbidity, psychological
initiation of the taper.

6. Clear written and verbal instructions should be given to patien
minimize abstinence (withdrawal) syndromes.

7. Patients who are unable to tolerate the taper as described sho
specialist, substance use specialist, or other expert.

Adapted from VA/DoD Clinical Practice Guideline for Management of O
ant behaviors should be noted and acted upon in a patient-
entered fashion, such as by contingency dosing. Before
ursuing discontinuation in nonresponders to opioid ther-
py, prescribers should consider opioid rotation. An exit
trategy should always be an element of any treatment plan
nvolving controlled substances.
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