The Journal of Pain, Vol 10, No 2 (February), 2009: pp 113-130
Available online at www.sciencedirect.com

R

ELSEVIER

Opioid Treatment Guidelines

Clinical Guidelines for the Use of Chronic Opioid Therapy
in Chronic Noncancer Pain

Roger Chou," Gilbert J. Fanciullo,” Perry G. Fine, Jeremy A. Adler,* Jane C. Ballantyne,?
Pamela Davies,® Marilee |. Donovan,’ David A. Fishbain,® Kathy M. Foley,® Jeffrey Fudin, '°
Aaron M. Gilson,"" Alexander Kelter,'* Alexander Mauskop, ' Patrick G. O'Connor,'*
Steven D. Passik, ' Gavril W. Pasternak,'® Russell K. Portenoy,'” Ben A. Rich,'®

Richard G. Roberts,"® Knox H. Todd,?® and Christine Miaskowski,?" For THE AMERICAN PAIN
SocleTy—AMERICAN AcADEMY OF PaIN MEeDICINE OpPioiDs GUIDELINES PANEL

" Oregon Evidence-based Practice Center, Department of Medicine, Department of Medical Informatics

and Clinical Epidemiology, Oregon Health and Science University, Portland, Oregon.

2pain Management Center, Department of Anesthesiology, Dartmouth-Hitchcock Medical Center, Lebanon,

New Hampshire.

3 Pain Research Center, Department of Anesthesiology, University of Utah, Salt Lake City, Utah.

4 pacific Pain Medicine Consultants, Encinitas, California.

> Division of Pain Medicine, Department of Anesthesia and Critical Care, Massachusetts General Hospital, Boston.
6Seattle Cancer Care Alliance, Seattle, Washington.

7Pain Management Clinic, Kaiser Permanente Northwest, Portland, Oregon.

8School of Medicine, Neurological Surgery and Anesthesiology, University of Miami, Miami, Florida.

9Pain and Palliative Care Service, Department of Neurology, Memorial Sloan-Kettering Cancer Center, New York,
New York.

"9Samuel S. Stratton Department of Veterans Affairs Medical Center, and Albany College of Pharmacy & Health
Sciences, Albany, New York.

" pain and Policy Studies Group, Paul P. Carbone Comprehensive Cancer Center, University of Wisconsin, Madison.
2 Epidemiology and Prevention for Injury Control (EPIC) Branch, California Department of Health Services,
Sacramento, California (retired 2005).

3 New York Headache Center, New York, New York.

"4 saction of General Internal Medicine, Yale University School of Medicine and Yale-New Haven Hospital, New Haven,
Connecticut.

15 Department of Psychiatry and Behavioral Sciences, Memorial Sloan-Kettering Cancer Center, New York, New York.
61 aboratory of Molecular Neuropharmacology, Department of Molecular Pharmacology and Chemistry, Memorial
Sloan-Kettering Cancer Center, New York, New York.

7 Department of Pain Medicine and Palliative Care, Beth Israel Medical Center, New York, New York.

8School of Medicine, Division of Bioethics, University of California Davis.

"9School of Medicine and Public Health, University of Wisconsin, Madison.

20pain and Emergency Medicine Institute, Beth Israel Medical Center, New York, New York.

2" Department of Physiological Nursing, University of California, San Francisco.

Abstract: Use of chronic opioid therapy for chronic noncancer pain has increased substantially. The
American Pain Society and the American Academy of Pain Medicine commissioned a systematic
review of the evidence on chronic opioid therapy for chronic noncancer pain and convened a multi-
disciplinary expert panel to review the evidence and formulate recommendations. Although evidence
is limited, the expert panel concluded that chronic opioid therapy can be an effective therapy for
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carefully selected and monitored patients with chronic noncancer pain. However, opioids are also
associated with potentially serious harms, including opioid-related adverse effects and outcomes
related to the abuse potential of opioids. The recommendations presented in this document provide
guidance on patient selection and risk stratification; informed consent and opioid management
plans; initiation and titration of chronic opioid therapy; use of methadone; monitoring of patients
on chronic opioid therapy; dose escalations, high-dose opioid therapy, opioid rotation, and indica-
tions for discontinuation of therapy; prevention and management of opioid-related adverse effects;
driving and work safety; identifying a medical home and when to obtain consultation; management
of breakthrough pain; chronic opioid therapy in pregnancy; and opioid-related polices.
Perspective: Safe and effective chronic opioid therapy for chronic noncancer pain requires clinical
skills and knowledge in both the principles of opioid prescribing and on the assessment and manage-
ment of risks associated with opioid abuse, addiction, and diversion. Although evidence is limited in
many areas related to use of opioids for chronic noncancer pain, this guideline provides recommen-
dations developed by a multidisciplinary expert panel after a systematic review of the evidence.

© 2009 by the American Pain Society
Key words: Clinical practice guideline, opioids, opioid analgesics, risk assessment, monitoring, chronic

pain.

Editor’s Note: The American Pain Society and the Ameri-
can Academy of Pain Medicine present this first of
3 articles in this 3-part report as a guideline for opioid
treatment of noncancer pain.

pioid analgesics are widely accepted for the treat-
Oment of severe acute pain and chronic pain re-

lated to active cancer or at the end of life. In
contrast, the use of chronic opioid therapy (COT, see Ap-
pendix B, Glossary) to treat other types of chronic pain
remains controversial. Chronic pain is defined by the In-
ternational Association for the Study of Pain as “pain
that persists beyond normal tissue healing time, which
is assumed to be three months.”>® Chronic pain may occur
in the context of numerous diseases and syndromes.>"'34
For the purposes of this guideline, all chronic pain dis-
orders outside of cancer pain or pain at end of life are
collectively labeled "“chronic noncancer pain” (CNCP).
CNCP conditions, including common conditions such as
back pain, osteoarthritis, fibromyalgia, and headache,
are extremely prevalent and account for very large costs.
For back pain alone, total health care expenditures in
2004 and 2005 were estimated at $85 to $100 billion.”®
CNCP is a leading cause of disability'®'?® and can have
deleterious effects on ability to work, functional status
and other quality of life domains.

There are numerous treatments for CNCP and a com-
prehensive assessment is needed in every case to guide
therapeutic decision making. Some patients with CNCP
are appropriate for focused therapy with a small number
of modalities. Patients with more complex cases, includ-
ing those with disabling CNCP, tend to experience better
outcomes if they are managed using a comprehensive
approach that integrates strategies to improve pain
with those that address the functional impairment and
psychosocial factors that are often associated with
CNCP.88 Whether the plan of care is limited or is designed
to be more comprehensive, opioid therapy may be a use-
ful component of the management plan.3*'32 However,
the selection of patients for an opioid trial, and decisions

about chronic opioid therapy (COT), must weigh poten-
tial benefits of opioids against the risk of significant
harms, including a wide range of adverse effects as
well as adverse outcomes associated with abuse (refer
to Appendix B, Glossary for definition) potential.
Opioid prescriptions have increased substantially over
the last 20 years," in part due to a growing consensus
that opioid therapy is appropriate for some patients with
CNCP."*? An increase in prescription opioid misuse (see
Glossary) and mortality associated with opioid use has
also been observed, affecting adolescent and adults of all
ages.’ Clinicians and regulators mustjointly seek a balanced
approach to opioid use, acknowledging the legitimate
medical need for opioids in some patients with CNCP, while
concurrently recognizing the serious public health prob-
lem of abuse (see Appendix B, Glossary), addiction (see
Appendix B, Glossary) and diversion (see Appendix B, Glos-
sary), and implement procedures to reduce these risks.
The American Pain Society (APS), in partnership with
the American Academy of Pain Medicine (AAPM), com-
missioned a multidisciplinary panel to develop evi-
dence-based guidelines on COT for adults with CNCP.
These recommendations are based on a systematic evi-
dence review also commissioned by the APS and AAPM. "

Methods

Panel Composition

The APS and AAPM convened a multidisciplinary panel
of 21 experts to review the evidence and formulate recom-
mendations (see Appendix 1 for list of panel members).
Two co-chairs (P.F. and G.F.) were selected by the APS and
AAPM to lead the panel, which also included the Chair of
the APS Clinical Practice Guidelines Committee (C.M.) and
the APS Director of Clinical Guidelines Development (R.C.).

Target Audience and Scope

The intent of the guideline is to provide evidence-
based recommendations for use of COT for CNCP in
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both primary care and specialty settings. The target audi-
ence is all clinicians who provide care for adults with
CNCP, including cancer survivors with chronic pain due
to their cancer or its treatment. Management of cancer
pain, pain at end of life, acute pain, postsurgical pain,
labor pain, or CNCP in children and adolescents is outside
the scope of this guideline. Separate APS guidelines ad-
dress management of sickle cell pain® and cancer pain.®?

Funding and Conflicts of Interest

Funding for the guideline was provided by the APS.
The guideline was approved by the APS and AAPM, but
the content of the guideline is the sole responsibility of
the authors and panel members. All panelists were re-
quired to disclose conflicts of interest within the preced-
ing 5 years at all face-to-face meetings and before
submission of the guideline for publication, and recused
themselves from votes if a conflict was present. Conflicts
of interest of the authors and panel members are listed in
Appendix 1.

Evidence Review

This guideline is informed by an evidence review con-
ducted at the Oregon Evidence-based Practice Center
and commissioned by APS and AAPM."® The panel devel-
oped the key questions, scope, and inclusion criteria
used to guide the evidence review. Literature searches
were conducted through November 2007. Investigators
reviewed 8,034 abstracts from searches for systematic
reviews and primary studies from multiple electronic
databases, reference lists of relevant articles, and sugges-
tions from expert reviewers. A total of 14 systematic
reviews and 57 primary studies (not included in previ-
ously published systematic reviews) were included in
the evidence report."®

Grading of the Evidence
and Recommendations

The panel used methods adapted from the Grading
of Recommendations Assessment, Development, and
Evaluation (GRADE) Working Group to rate the recom-
mendations included in this guideline.>® Each recom-
mendation received a separate grade for the strength
of the recommendation (strong or weak) and for the
quality of evidence (high, moderate, or poor) (Appendix
2). In general, a strong recommendation is based on the
panel’s assessment that potential benefits of following
the recommendation clearly outweigh potential harms
and burdens. Given the available evidence, most clini-
cians and patients would choose to follow a strong rec-
ommendation. A weak rating is based on more closely
balanced benefits to harms or burdens, or weaker evi-
dence. Decisions to follow a weak recommendation
could vary depending on specific clinical circumstances
or patient preferences and values. For grading the qual-
ity of a body of evidence that supports a recommenda-
tion, we considered the type, number, size, and quality
of studies; strength of associations or effects; and consis-
tency of results among studies.>?
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Guideline Development Process

The guideline panel met in person on three occasions
between September 2006 and January 2008. At the first
meeting, the panel developed the scope and key ques-
tions used to guide the systematic evidence review. At
the second meeting, the panel reviewed the results of
the evidence review and drafted initial potential recom-
mendation statements. In between the second and third
meetings, panelists participated in a multi-stage Delphi
process, in which the draft recommendations were
ranked and revised. At each stage of the Delphi process,
the lowest-ranked recommendations were eliminated.
At the third meeting, the final set of recommendations
and recommendation grades were finalized and ap-
proved. Although a two-thirds majority was required
for a recommendation to be approved, unanimous
agreement was achieved on all but two recommenda-
tions (5.2 and 5.3 each had 2 panelists voting against).
After the third meeting, the guideline was written by
various panel members and drafts distributed to the
panel for feedback and revisions. Over twenty external
peer reviewers were solicited for additional comments.
After another round of revisions and panel approval,
the guideline was submitted to the APS and AAPM
Executive Committees for approval.

The APS intends to update its clinical practice guide-
lines regularly. This guideline and the evidence report
used to develop it will be reviewed and updated by
2012, or earlier if critical new evidence becomes
available.

Recommendations

1. Patient Selection and Risk
Stratification

Recommendations

1.1 Before initiating COT, clinicians should conduct
a history, physical examination and appropriate
testing, including an assessment of risk of sub-
stance abuse, misuse, or addiction (strong recom-
mendation, low-quality evidence).

1.2 Clinicians may consider a trial of COT as an option
if CNCP is moderate or severe, pain is having an
adverse impact on function or quality of life, and
potential therapeutic benefits outweigh or are
likely to outweigh potential harms (strong recom-
mendation, low-quality evidence).

1.3 A benefit-to-harm evaluation including a history,
physical examination, and appropriate diagnostic
testing, should be performed and documented be-
fore and on an ongoing basis during COT (strong
recommendation, low-quality evidence).

Proper patient selection is critical and requires a com-
prehensive benefit-to-harm evaluation that weighs the
potential positive effects of opioids on pain and function
against potential risks. Thorough risk assessment and
stratification is appropriate in every case. This approach
is justified by estimates of aberrant drug-related behav-
iors (see Appendix B, Glossary), drug abuse, or misuse
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in patients with CNCP, which range from 0% to 50%,
depending on the population evaluated and methods
used to define and identify these outcomes.?” Risk strat-
ification pertaining to outcomes associated with the
abuse liability of opioids—misuse, abuse, addiction and
diversion—is a vital but relatively undeveloped skill for
many clinicians.®® However, all clinicians prescribing opi-
oids should be knowledgeable about risk factors for opi-
oid abuse and methods for assessing risk. Assessment of
risks for opioid-associated adverse effects also should
be performed, given their high prevalence.®®

A thorough history and physical examination, includ-
ing an assessment of psychosocial factors and family his-
tory, is essential for adequate risk stratification. Implicit
in the recommendation to conduct a comprehensive ben-
efit-to-harm analysis is the recognition that an opioid
trial may not be appropriate. Clinicians should obtain ap-
propriate diagnostic tests to evaluate the underlying pain
condition, and should consider whether the pain condi-
tion may be treated more effectively with nonopioid
therapy rather than with COT. For example, COT gener-
ally would not be appropriate before a trial of an anticon-
vulsant for trigeminal neuralgia,” a disease-modifying
antirheumatic drug for rheumatoid arthritis,” a cortico-
steroid for polymyalgia rheumatica,''® or various abor-
tive and prophylactic therapies for migraine headache.

Reliable evidence on methods to accurately assess the
potential benefits of COT is limited. However, random-
ized trials that demonstrate the benefits of COT are
most applicable to patients with moderate or more se-
vere pain who have not responded to nonopioid thera-
pies.*>3 presence of poorly-defined pain conditions,
a likely somatoform disorder, or unresolved compensa-
tion or legal issues may predict poorer response to all
therapies, including COT."*"'% Although neuropathic
and non-neuropathic pain conditions appear in general
to respond similarly to COT,*>38¢ evidence that demon-
strates the efficacy of COT for conditions with strong
psychosocial contributors such as some types of chronic
low back pain,’* daily headache,"® and fibromyalgia“*®
is sparse. There is insufficient evidence to recommend
use of an intravenous opioid trial to predict likelihood
of benefit from COT.®3

The factor that appears to be most strongly predictive
of drug abuse, misuse, or other aberrant drug-related
behaviors after initiation of COT is a personal or family
history of alcohol or drug abuse.?8:3>60.7285111 yoynger
age and presence of psychiatric conditions are also asso-
ciated with aberrant drug-related behaviors in some
studies.2®3>6084111 preexisting constipation, nausea,
pulmonary disease, and cognitive impairment probably
predict risk for opioid-related adverse effects, though
no studies have adequately evaluated the utility of these
factors for use in risk stratification.

Clinicians should consider a trial of COT for CNCP when
potential benefits are likely to outweigh risks, and there
is no alternative therapy that s likely to pose as favorable
a balance of benefits to harms. For example, a patient
who is 60 years old, has chronic disabling osteoarthritis
pain despite nonopioid therapies, and whose history re-
veals no significant psychiatric comorbidities, major med-

ical comorbidities, or personal or family history of drug
abuse or addiction would be assessed as having high po-
tential benefits from COT relative to potential risks. COT
could be prescribed to this patient in most clinical settings
with routine monitoring (see Section 5). In contrast, a pa-
tient who is 30 years old with fibromyalgia and recent in-
travenous drug abuse would have high potential risks
relative to benefits. COT in this context requires intensive
structure, monitoring, and management by professionals
with expertise in both addiction medicine and pain med-
icine and should be undertaken only if risks can be ade-
quately managed (see Section 6). The selection of
patients between these two extremes requires careful as-
sessment and characterization of patient risk and struc-
turing of care to match risk (see Section 5). In patients
with a history of substance abuse or a psychiatric comor-
bidity, this may require assistance from persons with ex-
pertise in managing pain, addiction or other mental
health concerns (see Section 6), and in some cases opioids
may not be appropriate or should be deferred until the
comorbidity has been adequately addressed.

Screening tools that assess the potential risks associ-
ated with COT based on patient characteristics are likely
to be helpful for risk stratification, though more valida-
tion and prospective outcome studies are needed to
understand how their use predicts and affects clinical
outcomes. Tools that appear to have good content,
face, and construct validity include the Screener and Opi-
oid Assessment for Patients with Pain (SOAPP) Version 1
(Appendix 3),"° the revised SOAPP (SOAPP-R),'? the Opi-
oid Risk Tool (ORT) (Appendix 4),'*® and the Diagnosis,
Intractability, Risk, Efficacy (DIRE) instrument (Appendix
5).% DIRE is clinician-administered and is designed to
assess potential efficacy as well as harms. The SOAPP
Version 1, SOAPP-R and ORT are patient self-report ques-
tionnaires that assess risk of aberrant drug-related
behaviors.

2. Informed Consent and Opioid
Management Plans

Recommendations

2.1 When starting COT, informed consent should be
obtained. A continuing discussion with the patient
regarding COTshould include goals, expectations,
potential risks, and alternatives to COT (strong
recommendation, low-quality evidence).

2.2 Clinicians may consider using a written COT man-
agement plan to document patient and clinician
responsibilities and expectations and assist in
patient education (weak recommendation, low-
quality evidence).

Clinicians should inform patients about the risks and
benefits associated with COT before initiating a trial of
therapy.®° In patients already on COT, clinicians should
periodically review risks and benefits of therapy. Patients
should be counseled about the potential for common
opioid-related adverse effects (eg, constipation, nausea,
sedation) as well as other serious risks (eg, abuse, addic-
tion, overdose). Potential risks of long-term or high-dose
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COT (eg, hyperalgesia (see Appendix B, Glossary), endo-
crinologic or sexual dysfunction) should also be dis-
cussed, though more evidence is needed to better
understand and quantify these risks.?*2>7382 The goal
of the consent process is to assist patients to make appro-
priate medical decisions that are consistent with their
preferences and values. In some states, clinicians are re-
quired to document this discussion, though specific re-
quirements vary.>> A sample informed consent form is
shown in Appendix 6.

It is important for clinicians to discuss a COT manage-
ment plan before initiating a course of treatment and
on an ongoing basis while patients are on therapy.3°
The COT management plan includes goals of therapy,
how opioids will be prescribed and taken, expectations
for clinic follow-up and monitoring (see Section 5), alter-
natives to COT, expectations regarding use of concomi-
tant therapies, and potential indications for tapering
or discontinuing COT, which may include failure to
make progress toward therapeutic goals, intolerable
adverse effects, or repeated or serious aberrant drug-
related behaviors.? Patients should be counseled that
opioids may be just one part of a multimodal treatment
plan (see Section 9) to reduce pain intensity and improve
quality of life, especially functional capacity. To avoid
unrealistic patient expectations regarding likely bene-
fits, patients should be counseled that total pain relief
with COT is rare. Indeed, trials suggest that improvement
averages less than 2 to 3 points on a 0 to 10 scale.**®3

Although evidence is lacking about the most effective
methods to convey the COT management plan, written
documentation can help clarify the plan with the pa-
tient, the patient’s family, and other clinicians who
may become involved in the patient’s care. For patients
at higher risk for misuse of opioid analgesics, use of
clear written guidelines may be particularly helpful to
reinforce expectations about the appropriate and
safe use of opioids. Though the content of written
COT management plans vary,>* provisions may include:
Obtaining opioids from one prescriber, filling opioids
prescriptions at one designated pharmacy, random
urine drug screens, office visits at a specified minimum
interval, use of pill counts, limited prescriptions (in
weekly or biweekly instead of monthly amounts) and
enumeration of behaviors that may lead to discontinu-
ation of opioids. However, there is insufficient evidence
to guide specific recommendations on which provisions
to include. A sample COT management plan is shown in
Appendix 7.

There isincreasing awareness that theft from medicine
cabinets is a major source of diverted opioids. All pa-
tients should be encouraged to lock their medications
(eg, using a medicine safe). Guidance is available on
best methods for disposing of opioids.%°

3. Initiation and titration of COT

Recommendations

3.1 Clinicians and patients should regard initial treat-
ment with opioids as a therapeutic trial to
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determine whether COT is appropriate (strong rec-
ommendation, low-quality evidence).

3.2 Opioid selection, initial dosing, and titration should
be individualized according to the patient’s health
status, previous exposure to opioids, attainment of
therapeutic goals, and predicted or observed harms
(strong recommendation, low-quality evidence).
There is insufficient evidence to recommend short-
acting versus long-acting opioids, or as-needed ver-
sus around-the-clock dosing of opioids.

An initial course of treatment with opioids for CNCP
should be viewed as a short-term, therapeutic trial last-
ing from several weeks to several months. The decision
to proceed with COT should be intentional and based
on careful consideration of outcomes during the trial.
Outcomes to consider include progress toward meeting
therapeutic goals, presence of opioid-related adverse ef-
fects, changes in the underlying pain condition, changes
in psychiatric or medical comorbidities, and the identifi-
cation of aberrant drug-related behaviors, addiction, or
diversion (see Section 5 on monitoring). In most cases,
the therapeutic trial includes individualization of the
dose through incremental dose escalations, as long as
no serious harms are present. In patients who experience
mild or moderate opioid-related adverse effects, alonger
trial may be indicated because some adverse effects
decrease with longer exposure. Some adverse effects
can be managed with additional therapies (see Section
8). Suspected aberrant drug-related behaviors require
further evaluation and action (see Section 6).

In patients who are opioid-naive, or have modest pre-
vious opioid exposure, opioids should be started at a low
dose and titrated slowly, to decrease risk of opioid-
related adverse effects. However, there is insufficient ev-
idence to recommend specific optimal starting doses and
methods of dose titration. In general, opioid doses
should be individualized based on risk for adverse out-
comes and responses to therapy. Some patients, such as
frail older persons or those with comorbidities, may ben-
efit from more cautious initiation and titration of ther-
apy. Short-acting opioids are probably safer for initial
therapy since they have a shorter half-life and may be
associated with a lower risk of inadvertent overdose.
However, there is no direct evidence from randomized
trials that demonstrates that any one opioid is superior
to any other for initial therapy (see Section 4 for issues
regarding methadone).'” There is also insufficient evi-
dence to guide recommendations for use of short-acting
versus long-acting opioids,'” or as-needed versus around-
the-clock dosing. Proposed benefits of transitioning
to long-acting opioids with around-the-clock dosing
include more consistent control of pain, improved adher-
ence and lower risk of addiction or abuse, though well-
conducted studies have not examined these benefits.

4. Methadone

Recommendation

4.1 Methadone is characterized by complicated and
variable pharmacokinetics and pharmacodynamics
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and should be initiated and titrated cautiously, by
clinicians familiar with its use and risks (strong rec-
ommendation, moderate-quality evidence).

Use of methadone for CNCP has increased dramati-
cally.”® However, few trials have evaluated benefits and
harms of methadone for CNCP."” In addition, a number
of epidemiologic studies suggest an increased rate of
methadone-associated  deaths in  the  United
States.'>*%7691 QTc prolongation and cardiac arrhythmias
may occur in patients on methadone, particularly at higher
doses, or with concomitant use of drugs that interact with
methadone or that themselves prolong QTc.2"2368

Clinicians who prescribe methadone should be familiar
with its clinical pharmacology and associated risks. Meth-
adone has a very long and highly variable half-life, which
necessitates careful titration to avoid delayed adverse
events, such as overdose. Although the half-life of meth-
adone is usually estimated at 15 to 60 hours, in some re-
ports the half-life is as high as 120 hours.”" In a patient
for whom the methadone half-life is 60 hours, it would
take almost 12 days on a stable dose of methadone to ap-
proach a steady state (5 half-lives). Methadone should
therefore be started at low doses and titrated slowly.
Based on panel consensus, a safe starting dose in most
opioid-naive patients is 2.5 mg every 8 hours, with dose
increases occurring no more frequently than weekly. In
older patients or those with renal or hepatic comorbid-
ities, less frequent dosing and more cautious dose titra-
tion are recommended.

In opioid-tolerant patients, conversion to methadone
should be performed cautiously. Equianalgesic dose ra-
tios for methadone relative to other opioids are variable
and can range from 0.1% to 10% morphine equivalents
(lower at higher doses). In patients on lower doses of
other opioids, safe starting doses of methadone may be
similar to those used for opioid-naive patients. Starting
methadone doses should generally not exceed 30 to 40
mg a day even in patients on high doses of other opioids.
Several algorithms are available for converting from
other opioids to methadone, though there is insufficient
evidence to recommend a particular method, and much
of the evidence is derived from studies of patients with
cancer.**®%112 Because of its long half-life and variable
pharmacokinetics, the panel recommends that metha-
done not be used to treat breakthrough pain or as an
as-needed medication.

5. Monitoring

Recommendations

5.1 Clinicians should reassess patients on COT periodi-
cally and as warranted by changing circumstances.
Monitoring should include documentation of pain
intensity and level of functioning, assessments of
progress toward achieving therapeutic goals,
presence of adverse events, and adherence to pre-
scribed therapies (strong recommendation, low-
quality evidence).

5.2 In patients on COT who are at high risk or who
have engaged in aberrant drug-related behaviors,

clinicians should periodically obtain urine drug
screens or other information to confirm adherence
to the COT plan of care (strong recommendation,
low-quality evidence).

5.3 In patients on COT not at high risk and not known
to have engaged in aberrant drug-related behav-
iors, clinicians should consider periodically obtain-
ing urine drug screens or other information to
confirm adherence to the COT plan of care (weak
recommendation, low-quality evidence).

Clinicians should periodically reassess all patients on
COT. Regular monitoring of patients once COT is initi-
ated is critical because therapeutic risks and benefits
do not remain static and can be affected by changes
in the underlying pain condition, presence of coexist-
ing disease, or changes in psychological or social
circumstances. Monitoring is essential to identify pa-
tients who are benefiting from COT, those who might
benefit more with restructuring of treatment or receiv-
ing additional services such as treatment for addiction,
and those whose benefits from treatment are out-
weighed by harms. Insufficient evidence exists to guide
precise recommendations on appropriate monitoring
intervals. However, risk stratification (see Section 1) is
useful for guiding the approach to monitoring. In pa-
tients at low risk for adverse outcomes and on stable
doses of opioids, monitoring at least once every three
to six months may be sufficient. Patients who may
need more frequent or intense monitoring, at least
for a period of time after initiation of therapy or
changes in opioid doses, include those with a prior his-
tory of an addictive disorder, those in an occupation
demanding mental acuity, older adults, patients with
an unstable or dysfunctional social environment, and
those with comorbid psychiatric or medical conditions.
For patients at very high risk for adverse outcomes,
monitoring on a weekly basis may be a reasonable
strategy.

Monitoring that involves regular, repeated evalua-
tions and addresses a variety of domains is likely to be
more informative than infrequent, narrowly focused
evaluations. Although there is insufficient evidence for
specific recommendations about how to monitor
patients on COT, there is general agreement that moni-
toring should routinely include assessment and docu-
mentation of pain severity and functional ability,
progress toward achieving therapeutic goals, and pres-
ence of adverse effects.® In addition, clinicians should
routinely carry out a thorough clinical assessment for
presence of aberrant drug-related behaviors, substance
use, and psychological issues. Because patient self-report
may be unreliable for determining amount of opioid use,
functionality, or aberrant drug-related behaviors,'-¢711°
pill counts, urine drug screening, family member or care-
giver interviews, and use of prescription monitoring
program data can be useful supplements. Although evi-
dence is lacking on the accuracy and effects on clinical
outcomes of formal screening instruments for identifica-
tion of aberrant drug-related behaviors, use of tools with
strong content, face and construct validity, such as the
PADT (Appendix 8)°”°® and COMM (Appendix 9)"" are
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recommended as an efficient method of assessment and
documentation.

Periodic urine drug screening can be a helpful tool to
monitor patients on COT.®> Urine drug screening is likely
to result in a higher yield in patients with risk factors for
drug abuse or diversion. However, targeted (nonuniver-
sal) urine drug screening will miss some proportion of
patients who engage in aberrant drug-related behav-
iors, as predictors of such behaviors are relatively
weak.'® Random urine drug screens may be more infor-
mative than scheduled or routine testing, as patients
may change behaviors when they expect to be tested,
though there are no studies comparing these ap-
proaches. Although evidence on accuracy of urine drug
screening to identify aberrant drug-related behaviors
or diversion is lacking, and no evidence exists that dem-
onstrates that screening improves clinical outcomes, ab-
sence of prescribed opioids or presence of unprescribed
opioids or illicit drugs can be a marker for problematic
issues that would not be apparent without urine drug
screening.®’ Interpretation of urine drug screen results
is a challenge, and requires an understanding of opioid
drug metabolism, pharmacokinetics and limits of labora-
tory testing methods.® In fact, urine drug screen results
usually do not suggest a definitive course of action,
but rather should be interpreted in the context of indi-
vidual patient circumstances.>® Clinicians should con-
sider a differential diagnosis for abnormal urine drug
screen results, including drug abuse or addiction, self-
treatment of poorly controlled pain, psychological is-
sues, or diversion (which may be suggested by absence
of prescribed opioids).

6. High-Risk Patients

Recommendations

6.1 Clinicians may consider COT for patients with
CNCP and history of drug abuse, psychiatric issues,
or serious aberrant drug-related behaviors only if
they are able to implement more frequent and
stringent monitoring parameters. In such situa-
tions, clinicians should strongly consider consulta-
tion with a mental health or addiction specialist
(strong recommendation, low-quality evidence).

6.2 Clinicians should evaluate patients engaging in
aberrant drug-related behaviors for appropriate-
ness of COT or need for restructuring of therapy,
referral for assistance in management, or discon-
tinuation of COT (strong recommendation, low-
quality evidence).

CNCP is common in patients with suspected aberrant
drug-related behaviors, psychosocial comorbidities, and
history of substance abuse."">"%° Use of COT is challeng-
ing in these patients because they are more vulnerable to
drug misuse, abuse, and addiction. In some patients, such
as those actively using illicit drugs, potential benefits are
outweighed by potential risks, and COT should not be
prescribed outside of highly controlled and specialized
settings (such as an opioid treatment program with di-
rectly observed therapy). In other patients, potential

119

benefits of COT may outweigh potential risks. Although
evidence is lacking on best methods for managing such
patients, potential risks may be minimized by more fre-
quent and intense monitoring compared with lower
risk patients (see Section 5), authorization of limited pre-
scription quantities, and consultation or co-manage-
ment with persons who have expertise in addiction or
mental health issues. In settings where local access to
specialists is limited, clinicians may need to consider al-
ternative methods (such as telemedicine or web-based
resources) for obtaining consultative services, though
there is no evidence evaluating risks and benefits com-
pared with traditional face-to-face consultation. Clini-
cians should also be aware of and use prescription
monitoring programs if they are available in their area
of practice, as they can help identify patients who obtain
drugs from multiple sources.®?

The occurrence of aberrant drug-related behavior
always suggests the need for re-evaluation, and perhaps
a change in therapy. However, aberrant drug-related be-
haviors vary in seriousness. Clinicians should formulate
a differential diagnosis when evaluating suspected
aberrant drug-related behaviors (see Section 5).*" The re-
sponse to aberrant drug-related behavior reflects a clini-
cal judgment about its seriousness, its cause or causes,
the likelihood that behaviors of this type will recur, and
the clinical context. Although evidence to guide optimal
management strategies is lacking, anecdotal experience
of panel members suggests that patients who are not as-
sessed as being at high risk and engage in a relatively
nonserious aberrant behavior, such as one or two epi-
sodes of unauthorized opioid escalations, can often be
managed with patient education and enhanced moni-
toring. Patients who are repeatedly nonadherent and
patients who engage in more serious aberrant behaviors
(such as use of cocaine, use of unprescribed opioids, or
obtaining opioids from multiple outside sources) may re-
quire consultation or referral (if not already done), major
restructuring of therapy, and in many cases discontinua-
tion of COT (see Section 7). In one study, four or more
previous aberrant drug-related behaviors were a strong
predictor of a current substance use disorder.?® Patients
who report a subjective sense of losing control regarding
opioid use may also require restructuring of therapy, as
this may predict future aberrant drug-related behav-
iors.'? Patients who meet criteria for a substance use dis-
order should be referred for treatment of this serious
comorbidity.

Restructuring of therapy may include more frequent
or intense monitoring strategies, temporary or perma-
nent tapering of opioid doses, or the addition of psycho-
logical therapies or other nonopioid treatments. In
patients with opioid addiction who require ongoing
pain treatment and do not respond to nonopioid analge-
sic interventions, structured opioid agonist treatment
with methadone or buprenorphine by a licensed pro-
gram may be an appropriate option. COT must be discon-
tinued in patients who are known to be diverting opioids
or in those engaging in seriously aberrant behaviors
(such as injecting an oral formulation). Patients whose
COT is to be discontinued may require referral or
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consultation for assistance with opioid detoxification
and management of withdrawal (see Section 7).

7. Dose Escalations, High-Dose Opioid
Therapy, Opioid Rotation, and
Indications for Discontinuation

of Therapy

Recommendations

7.1 When repeated dose escalations occur in patients
on COT, clinicians should evaluate potential causes
and reassess benefits relative to harms (strong rec-
ommendation, low-quality evidence).

7.2 In patients who require relatively high doses of
COT, clinicians should evaluate for unique opi-
oid-related adverse effects, changes in health
status, and adherence to the COT treatment plan
on an ongoing basis, and consider more frequent
follow-up Vvisits (strong recommendation, low-
quality evidence).

7.3 Clinicians should consider opioid rotation when
patients on COT experience intolerable adverse ef-
fects or inadequate benefit despite dose increases
(weak recommendation, low-quality evidence).

7.4 Clinicians should taper or wean patients off of COT
who engage in repeated aberrant drug-related
behaviors or drug abuse/diversion, experience no
progress toward meeting therapeutic goals, or
experience intolerable adverse effects (strong rec-
ommendation, low-quality evidence).

Management of treatment-refractory patients on high

doses of COT is challenging. Although progressively
higher opioid doses may improve symptom control in
some patients, repeated dose escalations can also be
a marker for a substance use disorder or diversion. In
some patients, repeated dose escalations may have lim-
ited utility because of adverse effects, the lack of incre-
mental benefit with higher doses, or other factors.
Theoretically, opioids have no maximum or ceiling
dose, but there is little evidence to guide safe and effec-
tive prescribing at higher doses and there is no standard-
ized definition for what constitutes a “high” dose. By
panel consensus, a reasonable definition for high dose
opioid therapy is >200 mg daily of oral morphine (or
equivalent), based on maximum opioid doses studied in
randomized trials**3 and average opioid doses ob-
served in observational studies.'®® Some studies suggest
that hyperalgesia,?® neuroendocrinologic dysfunc-
tion,?>’® and possibly immunosuppression''*"® may
be more likely at higher opioid doses, though more evi-
dence is needed to define these risks, their relationship
to dose, and their relationship to clinical outcomes.

Clinicians should carefully reassess (see Section 5) all

patients on COT who have repeated dose escalations.
When opioid doses reach 200 mg daily of morphine (or
equivalent), more frequent and intense monitoring is of-
ten appropriate, to sufficiently inform the decision to
continue therapy or consider additional dose escalations.
Opioid treatment may require restructuring (including
weaning or discontinuation of COT) if assessments indi-

cate reduced analgesia, function, or quality of life;
aberrant drug-related behaviors; or the presence of in-
tolerable adverse effects.

Opioid rotation (switching from one opioid to another
opioid) is a potential strategy for patients on COT who
experience intolerable adverse effects or inadequate
benefit despite dose increases. The theory behind opioid
rotation is based on concepts of incomplete cross-toler-
ance to the analgesic and nonanalgesic effects across
opioids and a high degree of individual variation in re-
sponse to different opioids. This could potentially lead
to a better balance of benefits to harms when one opioid
is changed to another.®®'%® However, well-designed
studies that evaluate the benefits and harms of opioid
rotation are lacking, and available studies in patients
with CNCP show inconsistent results.334° There is also in-
sufficient evidence to guide specific recommendations
for performing opioid rotation. Dose conversion tables
and rotation protocols are available’® and generally
suggest that a switch to a new drug should be accompa-
nied by a moderate (usually 25% to 50%) reduction in
the calculated equianalgesic dose. However, this method
does not apply to cases in which patients are being
rotated to methadone (see Section 4).

Patients should be tapered or weaned off COT when
they engage in serious or repeated aberrant drug-
related behaviors or diversion, experience intolerable
adverse effects, or make no progress toward meeting
therapeutic goals. Although there is insufficient evi-
dence to guide specific recommendations on optimal
strategies, a taper or wean can often be achieved in
the outpatient setting in patients without severe medical
or psychiatric comorbidities. When available, opioid de-
toxification in a rehabilitation setting (outpatient or in-
patient) can be helpful, especially for patients unable
to reduce their opioid dose in a less structured setting.
When aberrant drug-related behaviors are a continuing
issue, the clinician may need to enforce weaning efforts.
If the aberrant behaviors are thought to be due to addic-
tion, addiction treatment resources should be made
available and continued follow-up arranged to provide
both support for nonopioid pain management and to
motivate the patient to seek treatment for addiction.

Symptoms of opioid withdrawal can be very unpleas-
ant, but are generally not life threatening. Approaches
to weaning range from a slow 10% dose reduction per
week to a more rapid 25% to 50% reduction every few
days. Evidence to guide specific recommendations on
the rate of reduction is lacking, though a slower rate
may help reduce the unpleasant symptoms of opioid
withdrawal.?%>1%9'31 Factors that may influence the rate
of reduction include the reason driving the decision to
discontinue COT, presence of medical and psychiatric co-
morbidities, the starting dose, and the occurrence of
withdrawal symptoms as the process is initiated. Anec-
dotal clinical experience of panel members suggests
that at high doses (eg, over 200 mg/d of morphine or
equivalent), the initial wean can be more rapid. The
rate of dose reduction often must be slowed when rela-
tively low daily doses, such as 60 to 80 mg daily of mor-
phine (or equivalent), are reached, due to occurrence
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of more withdrawal symptoms. Patients weaned from
COT because of lack of effectiveness may report improve-
ments in well-being and function without any worsening
in pain,® though other patients may experience pain
hypersensitivity during opioid withdrawal." Clinicians
should continue to treat patients who are withdrawn
from COT for their painful condition as well as for sub-
stance use or psychiatric disorders.

8. Opioid-Related Adverse Effects

Recommendation

8.1 Clinicians should anticipate, identify, and treat
common opioid-associated adverse effects (strong
recommendation, moderate-quality evidence).

An important goal of any COT management plan is to
maintain a favorable balance of benefits relative to
harms. Anticipation and treatment of opioid-associated
adverse effects reduce the likelihood that patients will
discontinue COT due to intolerable adverse effects, and
may allow use of higher opioid doses if needed for
uncontrolled pain.

Constipation is one of the most common opioid-
related adverse effects.?® Most patients develop some
degree of constipation after opioid initiation or dose
increases, and resolution of constipating effects of
opioids often does not occur with continued exposure.
In older adults or other patients with additional reasons
to develop constipation, we recommend routinely
considering initiation of a bowel regimen before the
development of constipation. Though most evidence is
anecdotal, bowel regimens including increased fluid
and fiber intake, stool softeners, and laxatives are often
effective. There is insufficient evidence to recommend
oral opioid antagonists to prevent or treat opioid-
induced bowel dysfunction in persons with CNCP, though
randomized trials suggest some potential benefits over
placebo.00137

Nausea or vomiting is another common opioid-associ-
ated adverse effect that tends to diminish over days or
weeks of continued opioid exposure. A number of anti-
emetic therapies, in both oral and rectal forms, are avail-
able to treat nausea or vomiting.

Sedation or clouded mentation after opioid initiation
also tends to wane over time. When initiating or chang-
ing doses of opioids, patients should be counseled about
driving and work and home safety (see Section 10). In ad-
dition, patients should be counseled on effects and risks
of concomitant exposure to other drugs and substances
with sedating effects. There is insufficient evidence to
recommend specific pharmacologic therapies for persis-
tent opioid-related sedation.

Chronic use of sustained-release oral opioids for CNCP
was associated with hypogonadism and decreased levels
of dehydroepiandrosterone sulfate in several cross-sec-
tional studies.?*2® Patients should be tested for such hor-
monal deficiencies if they report symptoms consistent
with their presence, such as decreased libido, sexual dys-
function, or fatigue. Insufficient evidence exists to rec-
ommend routine monitoring of asymptomatic patients
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on COT for CNCP for hormonal deficiencies, or to guide
specific treatment approaches if a deficiency is identi-
fied.

Other common opioid-related adverse effects include
pruritus and myoclonus. Effective treatment strategies
for either condition are largely anecdotal. Respiratory
depression may occur when initial opioid doses are too
high, opioids are titrated too rapidly, or opioids are
combined with other drugs that are associated with
respiratory depression or that may potentiate opioid-in-
duced respiratory depression (such as benzodiazepines).
Patients with sleep apnea or other underlying pulmo-
nary conditions may be at higher risk for respiratory de-
pression and opioids should be initiated and titrated
carefully.

9. Use of Psychotherapeutic
Cointerventions

Recommendation

9.1 As CNCP is often a complex biopsychosocial condi-
tion, clinicians who prescribe COT should routinely
integrate psychotherapeutic interventions, func-
tional restoration, interdisciplinary therapy, and
other adjunctive nonopioid therapies (strong rec-
ommendation, moderate-quality evidence).

CNCP is often a complex condition that may involve bi-
ological, psychological, and environmental factors.%®
When pain is accompanied by comorbidities, impaired
function, or psychological disturbances, COT is likely to
be most effective as part of multimodality treatment
that addresses all of these domains. Clinicians should
routinely integrate therapies that target the psychoso-
cial and functional factors that contribute to or are
affected by CNCP.

Cognitive-behavioral therapy is the best-studied psy-
chological therapy and is consistently shown to be effec-
tive for CNCP.>%7887.92.133 |t often focuses on helping
patients cope with chronic pain to improve function.
Other potentially beneficial psychological therapies in-
clude progressive relaxation, biofeedback, and other
techniques.’® Functional restoration with specific be-
havioral interventions, pain education, and simulated
or actual physical tasks in a supervised environment
may enhance function and improve strength, endurance,
flexibility, and cardiovascular fitness.'?" Interdisciplinary
or multidisciplinary pain management approaches coor-
dinate physical, vocational, or psychological components
and are provided by at least two health care profes-
sionals with different clinical backgrounds, and may be
the best method for providing multimodality therapy
for the highly disabled CNCP patient.3®53¢4 The intensity
and content of interdisciplinary therapy varies widely,
but most involve an exercise program and some type of
psychological therapy. More intensive interdisciplinary
programs tend to be more effective than less intensive
programs.>® Barriers to obtaining interdisciplinary ther-
apy include high costs, limited availability in the United
States, and frequent lack of insurance coverage. In addi-
tion, patients are more likely to benefit if highly
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motivated to participate, because interdisciplinary reha-
bilitation generally requires a high degree of engage-
ment and commitment of time and effort.

10. Driving and Work Safety

Recommendation

10.1 Clinicians should counsel patients on COT about
transient or lasting cognitive impairment that
may affect driving and work safety. Patients
should be counseled not to drive or engage in po-
tentially dangerous activities when impaired or if
they describe or demonstrate signs of impair-
ment (strong recommendation, low-quality
evidence).

Opioids may cause somnolence, clouded mentation,
decreased concentration, and slower reflexes or incoordi-
nation, especially when initiating therapy, increasing
doses, or when opioids are taken with other drugs or sub-
stances that affect the central nervous system 8101126
These effects could impair patients’ abilities to drive or
work safely. However, epidemiologic studies suggest
that motor vehicle accidents, fatalities, and citations for
impaired driving are not disproportionally associated
with opioid use.3%3 Other studies indicate that patients
who initiate opioids or are on COT perform similarly
to patients not on COT on standardized driving
tests.'3434579117 Shortcomings of the evidence include
areliance on cross-study comparisons (eg, rates of opioid
use in persons involved in motor vehicle accidents com-
pared with estimates of opioid use in the general popula-
tion), use of simulated and other controlled driving tests
that may not completely mirror real-world driving condi-
tions, and probable selection bias, as patients experienc-
ing central nervous system opioid-related adverse effects
are probably less likely to drive or to participate in studies
that evaluate driving ability. No studies have evaluated
the effects of COT on work safety.

As a public health measure and for the individual
patient’s safety, clinicians should counsel all patients
initially prescribed COT not to drive or engage in poten-
tially dangerous work or other activities when impaired.
Patients should be educated about the greater risk of
impairment when starting opioid therapy, when increas-
ing doses, and when taking other drugs or substances
that may have central nervous effects, including alcohol.
Clinicians should counsel patients not to drive or engage
in potentially dangerous activities if they describe or
demonstrate signs of impairment, and should refer to
state laws regarding physician-reporting requirements
to local authorities in these situations. In the absence
of signs or symptoms of impairment, no evidence exists
to suggest that patients maintained on COT should be
restricted from driving or engaging in most work activi-
ties. Some studies suggest that COT may improve cogni-
tive functioning due to better control of pain.6"3°
However, clinicians should be aware that certain profes-
sions (such as bus drivers and pilots) may be subject to
additional regulations and laws regarding use of
opioids.

11. Identifying a Medical Home and
When to Obtain Consultation

Recommendations

11.1 Patients on COT should identify a clinician who
accepts primary responsibility for their overall
medical care. This clinician may or may not pre-
scribe COT, but should coordinate consultation
and communication among all clinicians involved
in the patient’s care (strong recommendation,
low-quality evidence).

11.2 Clinicians should pursue consultation, including
interdisciplinary pain management, when patients
with CNCP may benefit from additional skills or re-
sources that they cannot provide (strong recom-
mendation, moderate-quality evidence).

Studies show that patients do better when they have
continuous access to a clinician who provides compre-
hensive care for the large majority of their health care
needs and who coordinates care when the services of
other health care professionals are needed.’®’ Having
a clinician who accepts primary responsibility for their
overall medical care is likely to be particularly important
for patients with CNCP, as they use health care services
more frequently’® and have more comorbidities’3®
than those without CNCP. US adults with a primary care
clinician, rather than a specialist, as their main health
care provider had 33% lower costs of care and were
19% less likely to die at a given age compared with
a matched cohort, after adjusting for demographic and
health characteristics.>’ Having a primary care clinician
is a powerful predictor of longevity."'?*

The attributes of effective primary care were described
recently in a model known as the patient-centered pri-
mary care medical home.® With their multiple and com-
plex health care needs, patients with CNCP require
the coordinated and comprehensive services offered
through a medical home. The medical home model
does not necessarily require the primary care clinician
to prescribe and monitor COT. In fact, patients with
CNCP may need additional or special services that may
not be available in their medical home. In such cases, con-
sultation with other professionals is essential. In particu-
lar, pain centers that provide access to an array of pain
therapies and specialists trained to assess, prescribe,
and monitor COT can be highly valuable. Nonetheless,
the primary care clinician should continue to coordinate
consultation and communication among all clinicians in-
volved in the patient’s treatment.

12. Breakthrough Pain

Recommendation

12.1 In patients on around-the-clock COT with break-
through pain, clinicians may consider as-needed
opioids based upon an initial and ongoing analy-
sis of therapeutic benefit versus risk (weak recom-
mendation, low-quality evidence).

Patients prescribed stable doses of around-the-clock

COT for CNCP frequently experience periods of increased
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pain (ie, breakthrough pain).>'°® Breakthrough pain
(see Appendix B, Glossary) should be assessed separately
from the baseline pain, and can be related to progression
of the underlying condition, or a new or unrelated pain
condition. Appropriate evaluation of breakthrough pain
may require additional diagnostic testing, follow-up
visits, or consultation in order to identify the etiology
of the pain or the factors precipitating it. Management
of breakthrough pain should include consideration of
specific therapies directed at the cause of the pain or
the precipitating factors, or nonspecific symptomatic
therapies intended to lessen the impact of breakthrough
pain when it occurs.

There is insufficient evidence to guide recommenda-
tions regarding optimal treatment strategies for break-
through pain in patients with CNCP. Limited evidence
from short-term trials suggest that short-acting or rapid
onset, as-needed opioids may be effective in this setting,
but more studies are needed to evaluate the long-term
benefits and harms of this strategy, and to compare
effects of different short-acting or rapid onset opi-
oids."®*12 Clinicians should weigh carefully the potential
benefits versus risks when considering the addition of an
as-needed opioid for treatment of breakthrough pain,
and consider both nonopioid drug therapies and nonphar-
macologic treatments as other options. Although there is
no evidence on the risk of aberrant drug-related behavior
in relation to the availability of medication prescribed for
breakthrough pain, it is reasonable to assume that access
to a short-acting drug may increase the risk of such behav-
ior in those already engaging in them or at high risk to do
so. In patients at low risk for aberrant drug-related behav-
iors, a trial of an as-needed opioid with routine follow-up
and monitoring may be a reasonable strategy. In patients
at higher risk for aberrant drug-related behaviors, a trial
of an as-needed opioid should only occur in conjunction
with more frequent monitoring and follow-up. In all cases,
clinicians should carefully assess for aberrant drug-related
behaviors and progress toward meeting therapeutic goals,
and periodically reassess relative benefits to risks of the as-
needed opioid to make appropriate decisions regarding
continuation of this therapy.

13. Opioids in Pregnancy

Recommendation

13.1 Clinicians should counsel women of childbearing
potential about the risks and benefits of COT
during pregnancy and after delivery. Clinicians
should encourage minimal or no use of COT dur-
ing pregnancy, unless potential benefits out-
weigh risks. If COT is used during pregnancy,
clinicians should be prepared to anticipate and
manage risks to the patient and newborn (strong
recommendation, low-quality evidence).

Managing CNCP in pregnant women is challenging.

COT in this setting affects at least two patients, one of
whom (the fetus) is unable to consent to treatment. In
addition, due to the paucity of research that has been
done, or is likely to be done for ethical reasons, it is diffi-
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cult to evaluate benefits and risks of COT in pregnancy.
Most of the literature on pregnancy and opioids has fo-
cused on women in methadone maintenance treatment,
or women who used opioids for analgesia during labor,
rather than COT for CNCP.

Although there are survey data that associate the use
of COT during pregnancy with adverse newborn out-
comes including low birth weight, premature birth, hyp-
oxic-ischemic brain injury, and neonatal death,’ it is
difficult to separate effects of opioid use from other
maternal factors that may contribute to these adverse
newborn outcomes.?? Other neonatal complications as-
sociated with maternal opioid use include prolonged
QT syndrome and opioid withdrawal syndrome. The risks
of adverse neonatal outcomes may be lower when
women are on methadone for chronic pain management
rather than for opioid dependence treatment.'*® Higher
doses of antenatal methadone in tolerant mothers do
not seem to increase complication rates.””

Given potential risks of opioids during pregnancy,
clinicians should counsel women about risks and benefits
of COT and recommend minimal or no use of opioids un-
less potential benefits outweigh risks (eg, severe disabling
pain only controllable with opioids). Clinicians who care
for pregnant women on COT must be prepared to address
the additional risks. While antenatal harms may be diffi-
cult to predict and prevent, opioid withdrawal can be ex-
pected in up to half of newborns of opioid-dependent
mothers. If the mother is receiving COT at or near the
time of delivery, a professional who is experienced in the
management of neonatal withdrawal should be available.

14. Opioid Policies

Recommendation

14.1 Clinicians should be aware of current federal and
state laws, regulatory guidelines, and policy state-
mentsthat governthe medical use of COT for CNCP
(strong recommendation, low-quality evidence).

Surveys show that clinicians have a poor or limited un-

derstanding of the laws, regulations, and other policies
that governthe prescribing, dispensing, or administration
of controlled substances, including opioid analge-
sics.*®1%7 Little research has been conducted to determine
the extent that clinicians’ knowledge of policies impacts
healthcare practice and patient care.*’” However, clini-
cians are more vulnerable to regulatory investigation or
discipline if they fail to comply with practice standards
or regulations. Clinicians who prescribe COT for CNCP
should be aware of the substantial policy changes that
have occurred in recent years, and take steps to under-
stand their responsibilities under federal and state laws,
regulations, and other governmental policies that govern
such practice. Resources are available to provide clinicians
with information regarding opioid-prescribing policies
in all 50 states and the District of Columbia.>°

Conclusions

Use of COT for CNCP has been steadily increasing for
2 decades. Guidelines based on the best available
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evidence and developed by multidisciplinary panels of ex-
perts are critical for promoting the effective and safe use
of COT for CNCP. Although evidence is limited, an expert
panel convened by APS and AAPM concludes that COT
can be an effective therapy for carefully selected and mon-
itored patients with CNCP. However, opioids are also asso-
ciated with potentially serious harms, including opioid-
related adverse effects and outcomes related to the abuse
potential of opioids. The guidelines presented in this doc-
ument are based on the underlying assumption that safe
and effective therapy requires clinical skills and knowl-
edge in both the principles of opioid prescribing and on
the assessment and management of risks associated with
opioid abuse, addiction, and diversion.

Although these guidelines are based on a systematic re-
view of the evidence on COT for CNCP, the panel identified
numerous research gaps. In fact, the panel did not rate any
of its 25 recommendations as supported by high quality ev-
idence. Only 4 recommendations were viewed as sup-
ported by even moderate quality evidence. Nonetheless,
the panel came to unanimous consensus on almost all of
its recommendations. Optimally balancing benefits and
risks of COT for CNCP is dependent on careful patient eval-
uation and structuring of opioid therapy to accommodate
identified risk, appropriate initiation and titration of COT,
regular and comprehensive monitoring while on COT, and
anticipation and management of opioid-related adverse
effects. Other areas of strong consensus include recom-
mendations to use therapies targeting psychosocial fac-
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American Pain Society and American Academy of Pain Medicine Opioids Guidelines
Panel Members; Discipline and Affiliation

Director, APS Clinical Guidelines Project, Roger Chou, MD - Internal Medicine, Oregon Health and Sciences University —
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Term

DeriniTiON

Aberrant drug-related behavior
Abuse

Addiction

Breakthrough pain
Chronic opioid therapy
Diversion

Hyperalgesia

Misuse

Physical dependence

Tolerance

A behavior outside the boundaries of the agreed on treatment plan which is established as early as
possible in the doctor-patient relationship.>°

Any use of an illegal drug, or the intentional self-administration of a medication for a nonmedical purpose
such as altering one’s state of consciousness, for example, getting high.®®

A primary, chronic, neurobiologic disease with genetic, psychosocial, and environmental factors
influencing its development and manifestations. It is characterized by behaviors that include one or
more of the following: impaired control over drug use, compulsive use, continued use despite harm,
and craving.'?°

Transient or episodic exacerbation of pain that occurs in patients with pain that is otherwise considered
stable but persistent®’!

Daily or near-daily use of opioids for at least 90 days, often indefinitely (adapted from Von Korff et al)."**

The intentional transfer of a controlled substance from legitimate distribution and dispensing channels.®®

An increased response to a stimulus which is normally painful.>®

Use of a medication (for a medical purpose) other than as directed or as indicated, whether willful or
unintentional, and whether harm results or not.®

A state of adapation manifested by a drug class-specific withdrawal syndrome that can be produced by
abrupt cessation, rapid dose reduction, decreasing blood level of the drug, and/or administration of an
antagonist.'?°

A state of adapation in which exposure to a drug induces changes that result in a diminution of one or
more opioid effects over time.'?°
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Grading evidence and recommendations - operationalization of GRADE
methods®

High-quality

Evidence includes consistent results from well-designed, well-conducted studies in
representative populations that directly assess effects on health outcomes (at least two
consistent, higher-quality randomized controlled trials*, or multiple, consistent observational
studies with no significant methodological flaws showing large effects).

Moderate-quality

Evidence is sufficient to determine effects on health outcomes, but the strength of the evidence
is limited by the number, quality, size, or consistency of included studies; generalizability to
routine practice; or indirect nature of the evidence on health outcomes (at least one higher-
quality trial* with >100 subjects; two or more higher-quality trials* with some inconsistency; at
least two consistent, lower-quality trials*, or multiple, consistent observational studies with no
significant methodological flaws showing at least moderate effects).

Low-quality

Evidence is insufficient to assess effects on health outcomes because of limited number or
power of studies, large and unexplained inconsistency between higher quality studies, important
flaws in study design or conduct, gaps in the chain of evidence, or lack of information on
important health outcomes.

*Or prospective studies on risk prediction or studies of diagnostic accuracy when appropriate
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Appendix 3. Risk Assessment Tool — Screener and Opioid Assessment for Patients with Pain

(SOAPP)

Screener and Opioid Assessment for
Patients with Pain (SOAPP)® Version 1.0 - 14Q

The Screener and Opioid Assessment for Patients with Pain (SOAPP)® Version 1.01s atool
for clinicians to help determine how much monitoring a patient on long-term opioid therapy
might recquire. Physiciansremain reluctant to prescribe opioid medication because of
concems about addiction, misuse, and other aberrant medication-related behaviors, as well as
liability and censure concerns. Despite recent findings suggesting that most patients are able
to successfully remain onlong-term opioid therapy without significant problems, physicians
often express alack of confidence in their ability to distinguish patients likely to have few
problems on long-term opioid therapy from those requiring more monitoring.

SOAPP® version 1.01s a quick and easy-to-use questionnaire designed to help providers
evaluate the patients’ relative risk for developing problems when placed on long-term opioaid

therapy. Version 1.0 -14Q1s:

A bnief paper and pencil questionnaire

Developed based on expert consensus regarding important concepts likely to predict
which patients will require more or less monitoring on long-term opioid therapy (content
and face valid)

Preliminary reliability data (coefficient o) from 175 patients chronic pain patients
Preliminary validity data from 100 patients (predictive validity)

Simple scoring procedures

14 items

5 point scale

<8 minutes to complete

Ideal for documenting decisions about the level of monitoring planned for a particular
patient or justifiring referrals to specialty pain clinic.

The SOAPP® is for clinician use only. The tool 1s not meant for commercaal
distribution.

The SOAPP® 1s NOT alie detector. Patients determined to misrepresent themselves will
still do so. Other clinical information should be used with SOAPP® scores to decide on
a particular patient’ s treatment.

The SOAPP® 1s NOT intended for all patients. The SOAPP® should be completed by
chronic pain patients being considered for opioid therapy.

Itis important to remember that all chronic pain patients deserve treatment of their pain.
Providers who are not comfortable treating certain patients should refer those patients to
a specialist.

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
questions: PainEDU@inflexxion.com._The SOAPP® was developed with a grant from the National Institutes
of Health and an educational grant from Endo Phamaceuticals.

PainE0U.,

Cavmig

*Reproduced with permission from Inflexxion, Inc.!® See www.painedu.org for additional information.
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SOAPP® Version 1.0-14Q

Name: Date:

The following are some guestions given to all patients at the Pain Management Center who
are on or being considered for opioids for their pain. Please answer each question as honestly
as possible. This information is for our records and will remain confidential. Your answers
alone will not determine your treatment. Thank you.

Please answer the questions below using the following scale:

0 = Never, 1 = Seldom, 2 = Sometimes, 3 = Often, 4 = Very Often

1. How often do you have mood swings? 012 3 4
2. How often do you smoke a cigarette within an hour after
you wake up? 012 3 4

3. How often have any of your family members, including parents

and grandparents, had a problem with alcohol or drugs? 012 3 4
4. How often have any of your close friends had a problem with

alcohol or drugs? 012 3 4
5. How often have others suggested that you have a drug or

alcohol problem? 012 3 4
6. How often have you attended an AA or NA meeting? 012 34
7. How often have you taken medication other than the way that it

was prescribed? 012 34
8. How often have you been treated for an alcohol or drug problem? 012 34
9. How often have your medications beenlost or stolen? 012 3 4

10. How often have others expressed concern over your use
of medication? 012 34

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
guestions: PainE DU@inflecdon.com._The SOAPP® was developed with a grant from the National Institutes
of Health and an educational grant from Endo P hammac euticals.

PainZ0U.,

WERTVING PATN TREATHLNT

Tu#dutH EOUCATION
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0 = Never, 1 = Seldom, 2 = Sometimes, 3 = Often, 4 = Very Often

11. How often have you felt a craving for medication? 012 34

12. How often have you been asked to give a unine screen
for substance abuse? 012 34

13. How often have you usedillegal drugs (for example,
marijuana, cocaine, etc.) in the past five years? 012 34

14. How often, in your lifetime, have you had legal problems or
been arrested? 012 34

Flease include any additional information you wish about the above answers. Thank you.

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners ir
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
guestions: PainEDU@inflexxion.com. The SOAPP® was developed with a grant from the National Institutes
of Health and an educational grant from Endo Phanmaceutic als.

Pain=Z0 ...,

Fass TREATHANT TeEOUCH EOUCATION
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Scoring Instructions for the SOAPP® Version 1.0-14Q

To score the SOAPP® V.1- 14Q, amply add the ratings of all the questions:

A score of 7 or higher 1s considered positive.

Sum of Questions SOAPP® Indication
>or=7 -+
<7 -

What does the Cutoff Score Mean?

For any screening test, the results depend on what cutoff score is chosen. A score thatis good at
detecting patients at-risk will necessanly include a number of patients that are not really at rnisk.
A score that 1s good at 1dentifying those at low risk wall, in turn, miss a number of patients at
nsk. A screening measure like the SOAPP® generally endeavors to minimize the chances of
missing high-risk patients. This means that patients who are truly at low risk may still geta
score above the cutoff. The table below presents several statistics that describe how effective the
SOAPP® 15 at different cutoff values. These values suggest that the SOAPP® 15 a senative test.
This confirms that the SOAPP® 15 better at identifying who 1s at high risk than 1dentifying who
15 atlownsk. Clinically, a score of 7 or higher will 1dentify 91% of those who actually tum out
to be at high nsk. The Negative Predictive Values for a cutoff score of 715 .90, which means
that most people who have anegative SOAPP® are likely atlow-nisk. Finally, the Positive
likelihood ratio suggests that a positive SOAPP® score (at a cutoff of 7) 1s nearly 3 ttmes (2.94
times) as likely to come from someone who 15 actually at high nisk (note that, of these statistics,
the likelthood ratio 15 least affected by prevalence rates). All this implies that by using a cutoff
score of 7 will ensure that the provider 15 least likely to miss someone who isreally at igh nisk.
However, one should remember that alow SOAPP® score suggeststhe patient 1s really atlow-
sk, while a high SOAPP® score will contain a larger percentage of false positives (about 30%),
while at the same ttme retaining a large percentage of true positives. This coul d be improved, so
that a positive score has alower false poative rate, but only at the nisk of missing more of those
who actually do show aberrant behavior.

SOAPP® Cutoff | Senstivity | Specificity | Postive Negative Posttive Negatie
Score Predictive Predictive Likelihood | Likelihood
Vahe Value Ratio Ration
Score 7 or dbove 91 69 ) 90 294 13
Score 8 or above 36 73 75 86 3.19 .19
Score 9 or above 11 & i 30 390 28

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or pemitted by copyright holder. Permissions
questions: PainEDU@inflexxion.com. The SOAPP® was developed with a grant from the National Institutes
of Health and an educational grant from Endo Pharmac euticals.

Pain=0U....

AT TESOUSH EDUCATON
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Date

Patient Name

OPIOID RISK TOOL

Mark each Item Score Item Score
box that applies If Female If Male

1. Family History of Substance Abuse Alcohol [ 1] 1 3
Illegal Drugs [ 1] 2 3
Prescription Drugs [ ] 4 4
2. Personal History of Substance Abuse Alcohol [ ] 3 3
Illegal Drugs [ ] 4 4
Prescription Drugs [ ] 5 5
3. Age (Mark box if 16 — 45) [ ] 1 1
4. History of Preadolescent Sexual Abuse [ ] 3 0
5. Psychological Disease Attention Deficit
Disorder [ ] 2 2
Obsessive Compulsive
Disorder
Bipolar
Schizophrenia
Depression [ ] 1 1
TOTAL [ ]
Total Score Risk Category Low Risk 0 —3 Moderate Risk 4 —7 High Risk > 8

Reproduced with permission from Lynn Webster™’
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D.L.LR.E. Score: Patient Selection for Chronic Opioid Analgesia
For each factor, rate the patient’s score from 1-3 based on the explanations in the right hand
column

Score Factor Explanation

Diagnosis 1 = Benign chronic condition with minimal objective findings or no definite medical
- diagnosis. Examples: fibromyalgia, migraine headaches, non-specific back pain.
2 = Slowly progressive condition concordant with moderate pain, or fixed condition
with moderate objective findings. Examples: failed back surgery syndrome, back
pain with moderate degenerative changes, neuropathic pain.

3 = Advanced condition concordant with severe pain with objective findings.
Examples: severe ischemic vascular disease, advanced neuropathy, severe spinal
stenosis.

Intractability 1 = Few therapies have been tried and the patient takes a passive role in his/her

- pain management process.

2 = Most customary treatments have been tried but the patient is not fully engaged
in the pain management process, or barriers prevent (insurance, transportation,
medical iliness).

3 = Patient fully engaged in a spectrum of appropriate treatments but with
inadequate response.

Risk (R= Total of P+C+R+S below)

Psychological: 1 = Serious personality dysfunction or mental illness interfering with care. Example:
personality disorder, severe affective disorder, significant personality issues.

2 = Personality or mental health interferes moderately. Example: depression or
anxiety disorder.

3 = Good communication with clinic. No significant personality dysfunction or
mental illness.

Chemical Health: 1 = Active or very recent use of illicit drugs, excessive alcohol, or prescription drug
abuse.
2 = Chemical coper (uses medications to cope with stress) or history of CD in
remission.
3 = No CD history. Not drug-focused or chemically reliant.

Reliability: 1 = History of numerous problems: medication misuse, missed appointments, rarely

follows through.

2 = Occasional difficulties with compliance, but generally reliable.

3 = Highly reliable patient with meds, appointments & treatment.

Social Support: 1 = Life in chaos. Little family support and few close relationships. Loss of most
normal life roles.

2 = Reduction in some relationships and life roles.

3 = Supportive family/close relationships. Involved in work or school and no social
isolation.

Efficacy score 1 = Poor function or minimal pain relief despite moderate to high doses.

- 2 = Moderate benefit with function improved in a number of ways (or insufficient
info- hasn'’t tried opioid yet or very low doses or too short of a trial).

3 = Good improvement in pain and function and quality of life with stable doses over
time.

Total score=D+ |1+ R+ E

Score 7-13: Not a suitable candidate for long-term opioid analgesia
Score 14-21: Good candidate for long-term opioid analgesia

Reproduced with permission from Miles Belgrade4
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8 the AMERICAN
2 ACADEMY of
9, PAIN MEDICINE

. . , -
Hd  the voice of pain medicine

Consent for Chronic Opioid Therapy

A consent form from the American Academy of Pain Medicine

Dr. is prescribing opioid medicine, sometimes called narcotic analgesics, to me
for a diagnosis of

This decision was made because my condition is serious or other treatments have not helped my pain.

I am aware that the use of such medicine has certain risks associated wath it, including, but not limited to:
sleepiness or drowsiness, constipation, nausea, itching, vomiting, dizziness, allergic reaction, slowing of
breathing rate, slowing of reflexes or reaction time, physical dependence, tolerance to analgesia, addiction
and possibility that the medicine will not provide complete pain relief.

I am aware about the possible risks and benefits of other types of treatments that do not involve the use
of opioids. The other treatments discussed included:

I wall tell my doctor about all other medicines and treatments that [ am receiving.

I wall not be involved in any activity that may be dangerous to me or someone else if | feel drowsy or am
not thinking clearly. I am aware that even if [ do not notice it, my reflexes and reaction time might still be
slowed. Such activities include, but are not limited to: using heavy equipment or a motor vehicle, working
in unprotected heights or being responsible for another individual who 1s unable to care for himself or
herself

I am aware that certain other medicines such as nalbuphine (Nubain ™), pentazocine (TalwinT),
buprenorphine (Buprenex™), and butorphanol (Stadol ™), may reverse the action of the medicine [ am
using for pain control. Taking any of these other medicines while I am taking my pain medicines can cause
symptoms like a bad flu, called a withdrawal syndrome. [ agree not to take any of these medicines and to
tell any other doctors that I am taking an opioid as my pain medicine and cannot take any of the medicines
listed above.

I am aware that addiction 1s defined as the use of amedicine even 1f it causes harm, having cravings for a
drug, feeling the need to use a drug and a decreased quality of life. [ am aware that the chance of becoming
addicted to my pain medicine is very low. | am aware that the development of addiction has been reported
rarely in medical joumals and is much more common in a person who has a family or personal history of
addiction. [ agreeto tell my doctor my complete and honest personal drug history and that of my family to
the best of my knowledge.

© 1999 American Academy of Pain Medicine. Reproduced with permission from the American Academy of Pain Medicine.
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I understand that physical dependence is anormal, expected result of using these medicines for along time.
I understand that physical dependence is not the same as addiction. [am aware physical dependence means
that if my pain medicine use is markedly decreased, stopped or reversed by some ofthe agents mentioned
above, I will expenence a withdrawal syndrome. This means I may have any or &l of the following: runny
nose, yawning, large pupils, goose bumps, abdominal pain and cramping, diatrhea, immitability, aches
throughout my body and a flu-like feeling. [ am aware that opioid withdrawal is uncomfortable but not life
threatening.

I am aware that tolerance to analgesia means that I may require more medicine to get the same amount of
painrelief 1 am aware that tolerance to analgesia does not seem to be abig problem for most patients with
chronic pain, however, it has been seen and may occur to me. If it occurs, increasing doses may not always
help and may cause unacceptable side effects. Tolerance or failure to respond well to opioids may cause
my doctor to choose another form of treatment.

(Males only) I am aware that chronic opioid use has been associated with low testosterone levels in males.
This may affect my mood, stamina, sexual desire and physical and sexual performance. 1 understand that
my doctor may check my blood to see if my testosterone level is normal.

(Females Only) If I plan to become pregnant or believe that [ have become pregnant while taking this pain
medicine, I will immediately call my obstetric doctor and this office to inform them. [ am aware that,

should I carry a baby to delivery while taking these medicines, the baby will be physically dependent upon
opioids. | am aware that the use of opioids is not generally associated wath a risk of birth defects. However,
birth defects can occur whether or not the mother is on medicines and there 1s always the possibility that
my child will have a birth defect while [ am taking an opioid.

I have read this form or have it read to me. Iunderstand all of it I have had a chance to have all of my
questions regarding this treatment answered to my satisfaction. By signing this form voluntarily, I give my
consent for the treatment of my pain wath opioid pain medicines.

Patient signature Date

Witness to above

Approved by the AAPM Executive Committee on January 14, 1999,

o aELIEW”G
&0 “,
s * 47100 W. Lake Avmu:
3 Glenview, IL 60025-1485
: the AMERICAN  g4/375 4731
X ACADEMY of  Fax 877734-8750
% PAIN MEDICINE = E-mal aspm@amctec com

the voice of pain medicine Web site www.painmed.org

© 1999 American Academy of Pain Medicine. Reproduced with permission from the American Academy of Pain Medicine.
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g SAMPLE FOR ADAPTATION AND REPRODUCTION
i the AMERICAN ON PHYSICIAN LETTERHEAD
2 ACADEMY of
e% PAIN MEDICINE PLEASE CONSULT WITH Y OUR ATTORNEY

the voice of pain medicine

Long-term Controlled Substances Therapy
for Chronic Pain

SAMPLE AGREEMENT

A consent form from the American Academy of Pain Medicine

The purpose of this agreement is to protect your access to controlled substances and to protect our ability to
prescribe for you.

The long-term use of such substances as opioids (narcotic analgesics), benzodiazepine tranquilizers, and
barbiturate sedatives 1s controversial because of uncertainty regarding the extent to which they provide long-
term benefit There is also the nisk of an addictive disorder developing or of relapse occurring in a person wath
apnor addiction. The extent of this risk is not certain.

Because these drugs have potential for abuse or diversion, strict accountability is necessary when use is pro-
longed. For this reason the following policies are agreed to by you, the patient, as consideration for, and a
condition of, the willingness ofthe physician whose signature appears below to consider the initial and/or
continued prescription of controlled substances to treat your chronic pain.

1. All controlled substances must come from the physician whose signature appears below or, during his or
her absence, by the covenng physician, unless specific authonzation is obtained for an exception.
(Multiple sources can lead to untoward drug interactions or poor coordination of treatment.)

2. All controlled substances must be obtaned & the same pharmacy, where possible. Should the need arise
to change pharmacies, our office must be informed. The pharmacy that you have selected is:

phone:

3. You are expected to inform our office of any new medications or medical conditions, and of any adverse
effects you experience from any of the medications that you take.

4. The prescribing physician has pemission to discuss all diagnostic and treatment details with dispensing
pharmacists or other professionals who provide your health care for purposes of maintaining account-
ability.

5. Youmay not share, sell, or otherwise permit others to have access to these medications.
6.  These drugs should not be stopped abruptly, as an abstinence syndrome will likely develop.

7. Unannounced urine or serum toxicology screens may be requested, and your cooperation is required.
Presence of unauthorized substances may prompt refemral for assessment for addictive disorder.
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8.  Prescriptions and bottles of these medications may be sought by other individuals with chemical depend-
ency and should be closely safeguarded. It is expected that you will take the highest possible degree of
care with your medication and prescription. They should not be left where others might see or otherwise
have aceess to them.

9. Original containers of medications should be brought in to each office visit.

10.  Since the drugs may be hazardous or lethal to a person who is not tolerant to their effects, especially a
child, you must keep them out of reach of such people.

11, Medications may not be replaced if they are lost. get wet, are destroyed. left on an airplane, ctc. If your
medication has been stolen and you complete a police report regarding the thefl, an exception may be
made.

120 Early refills will gencrally not be given.

13.  Prescriptions may be issucd carly if the physician or paticnt will be out of town when a refill is due. These
prescriptions will contain instructions to the pharmacist that they not be filled prior to the appropriate
date.

14.  If the responsible legal authorities have questions conceming your treatment, as might occur. for example,
if you were obtaining medications at several pharmacies, all confidentiality is waived and these authoritics
may be given full aceess to our records of controlled substances adminsstration.

15. It is understood that failure to adhere to these policics may result in cessation of therapy with controlled
substance prescribing by this physician or referral for further specialty assessment,

16.  Renewals are contingent on keeping scheduled appointments. Please do not phone for prescriptions after
hours or on weckends.

17. It should be understood that any medical treatment is initia lly a trial. and that continued prescription is
contingent on cvidence of benefit.

18.  The risks and potential benefits of these therapies are explained clsewhere [and you acknowledge that you
have received such explanation).

19, You affirm that you have full right and power to sign and be bound by this agreement, and that you have
read. understand. and accept all of its terms.

Physician Signature Paticnt Signaturc

Date Patient Name (Printed)

Approved by the AAPM Executive Committee on April 2. 2001.

AAPM

4700 W, Lake Avenue

Glenview, 1. 60025-1485
847/375-4731 Fax 877/734-8750
E-mail aapm/@ametec.com
Web site http://www.painmed.org

© 2001 American Academy of Pain Medicine. Reproduced with permission from the American Academy of Pain Medicine.
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Clinical Guidelines for the Use of Chronic Opioid Therapy in Chronic Noncancer Pain

A PROGRESS NOTE
Pain Assessment and Documentation Tool (PADT")

Patient Starnp Hero
’._

Patient Name: Record #:
Assessment Date:

Current Analgesic Regimen
Drug name Strength (eg.mg) Frequency Maximum Total Daily Dose
The PADT is a clinician-directed interview; that is, the clinician asha the q Jons, and the cli r ds the resp The Anclgesia,
Activities of Deily Living, and Adverse Events may be plated by the phyiicion, nurie proc r, physicion t, or nurse.

The Potentiol Aberrant Drup-Reloted Behovior and Assessment sections must be completed by the phrysician. Ask the patient the ques-
tions below, except as noted.

Analgesia

Activities of Daily Living

If zero indicates "no pain” and ten indicates "pain as
bad as it can be,” on a scale of 0 to 10, what is your
level of pain for the following questions?

1. What was your pain level on average during the
past week? (Please circle the appropriate number)

Pain as bad

No Pain 0 | St e

23456782910

2. What was your pain level at its worst during the
past week!?

Pain as bad

No Pain 0 | a% It ean bé

23456788910

3. What percentage of your pain has been relieved
during the past week! (Write in a percentage
between 0% and 100%.)

4. Is the amount of pain relief you are now obtaining
from your current pain reliever(s) enough to make
a real difference in your life?
QYes O Neo

5. Query to clinician: Is the patient’s pain relief
clinically significant?

OYes O No 3 Unsure

Please indicate whether the patient’s functioning with
the current pain reliever(s) is Better, the Same, or
Worse since the patient’s last assessment with the
PADT= (Please check the box for Better, Same, or
Worse for cach item below.)

Better Same Worse
1. Physical functioning O Q Q
2. Family relationships O Q Q
3. Social relationships O Q Q
4. Mood a a a
5. Sleep patterns Q Q Q
6. Overall functioning O 0 a

* If the patient is recalving his or her first PADT assessmant,
the dinican should compare the patent’ functional saws
with other reports from the kst offico visit

(Continued on reverse side)

Copyright Janssen Pharmaceutica Products, LP. ©2003 All rights reserved.

Reproduced with permission from Ortho-McNeil-Janssen Pharmaceuticals, Inc.®®
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PROGRESS NOTE
Pain Assessment and Documentation Tool (PADT™)

Potential Aberrant Drug-Related Behavior|

Adverse Events This section must be completed by the physician.

Plecse check any of the following items that you discovered

1. Is patient experiencing any side offects from during your interactions with the patient. Please note that
current pain reliever(s)) OYes 0 No some of these are direcdy observable (eg, appears

intoxicated), while others may require more active

liste and/or probing, Usc the “Asscssment” section

Ask patient about potential side effects: m‘:vhfa note Jdiﬁo"?d details,

O Purposeful over-sedation
None Mild Moderate Severe O Negative d change
O Appears intoxicated

a Nausca a a Q Q
QO Increasingly unkempt or impaired
b. Vomiting a a Q Q QO Involvement in car or other accident
¢. Constipation a a (=] a O Requests frequent early renewals
O Increased dose without authorization
d. ltching a a o a QO Reports lost or stolen prescriptions
e. Mental cloudiness O Q Q Q a gttempts to obtain prescriptions from other
octors
f. Sweating Q a a Q O Changes route of administration
g. Fatigue a Q 0 Q O Uses pain medication in response to situational
stressor
h. Drowsiness m) Q Q Q O Insists on certain medications by name
L Othar a o 0 O Contact with street drug culture
O Abusing alcohol or lllicit drugs
j» Other Q = Q O Hoarding (ie, stockpiling) of medication
O Arrested by police
2. Patient’s overall severity of side offocts? gt;ﬁi“’“ of abuse

O None QO Mild 0 Moderate 0 Severe

Assessment: (This section must be completed by the physician.)
Is your overall impression that this patient is benefiting (eg. benefits, such as pain relief, outweigh side effects) from
oploid therapy? O Yes O No 0 Unsure

Comments:

Specific Analgesic Plan:

O Continue present regimen Comments:
0 Adjust dose of present analgesic

O Switch analgesics

O Add/Adpust concomitant therapy

Q Discontinuc/taper off opioid therapy

Date: Physican’s signawre:
Provided as a service to the medical community by Janssen Pharmaceutica Products, LP JANSSEN E oo
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Appendix 9. Monitoring Tool — Current Opioid Misuse Measure (COMM)

Current Opioid Misuse Measure (CONIVI) ™

The Current Opioid Misuse Measure (COMM)™ is a brief patient self-assessment to monitor chronic
pain patients on opioid therapy. The COMM™ was developed with guidance from a group of pain
and addiction experts and input from pain management clinicians in the field. Experts and providers
identified six key issues to determine if patients already on long-term opioid treatment are exhibiting
aberrant medication-related behaviors:

- Signs & Sympltoms of infoxication

- Emcdtional Volalility

- Evidence of Poor Response to Medications

- Addiction

- Heaithcare Use Patterns

- Problematic Medication Behavior

The COMM™ will help clinicians identify whether a patient, cumrently on long-term opioid therapy,
may be exhibiting aberrant behaviors associated with misuse of opioid medications. In contrast, the
Screener and Opioid Assessment for Patients with Pain (SOAPP®) is intended to predict which
patients, being considered for long-temn opioid therapy, may exhibit aberrant medications behaviors
in the future. Since the COMM ™ examines concurrent misuse, it is ideal for helping clinicians
monitor patients’ aberrant medication-related behaviors over the course of treatment. The COMM™
IS

+ A guick and easy to administer patient-self assessment

« 17 items

+ Simple to score

+ Completed in less than 10 minutes

+ Validated with a group of approximately 500 chronic pain patients on opioid therapy

+ |deal for documenting decisions about the level of monitoring planned for a particular
patient or justifying referrals to specialty pain clinic.

+  The COMM™ js for clinician use only. The toal is not meant for commercial distribution.

+ The COMM™ is NOT a lie detector. Patients determined to misrepresent themselves will
still do so. Other clinical information should be used with COMM™ scores to decide if
and when maodifications to particular patient's treatment plan is needed.

« |tis important to remember that all chronic pain patients deserve treatment of their pain.
Providers who are not comfortable treating certain patients should refer those patients to
a specialist.

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
guestions: PainEDU@infle xxion.com. The COMM™ was developed with a grant from the National Institutes of
Health and an educational grant from Endo Pharmaceuticals.

PainzDU..,

NT TREOUCH EOUCATION

*Reproduced with permission from Inflexxion, Inc!! See www.painedu.org for additional information.
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Appendix 9. Continued
COMM™

Please answer each question as honestly as possible. Keep in mind that we are only asking about
the past 30 days. There are no right or wrong answers. If you are unsure about how to answer the
guestion, please give the best answer you can.

Fe £ g
] o 5 b ol
7 il k] @
2 o £ 5 =&
Please answer the questions using the \ &
following scale:
0 1 2 3

1. In the past 30 days, how often have
you had trouble with thinking clearly or @] O
had memory problems?

2. Inthe past 30 days, how often do
people complain that you are not
completing necessary tasks? (i.e., doing O @] O O (@]
things that need to be done, such as
going to class, work or appointments)

3. In the past 30 days, how often have
you had to go to someone other than your
prescribing physician to get sufficient pain
relief from medications? (i.e., another
doctor, the Emergency Room, friends,
street sources)

4. In the past 30 days, how often have
you taken your medicatiu'ns differently O o) o) 0 0
from how they are prescribed?

O
O
O

5. Inthe past 30 days, how often have
you seriously thought about hurting O @] O O O
yourself?

6. In the past 30 days, how much of your
time was spent thinking about opioid
medications (having enough, taking them,
dosing schedule, etc.)?

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
questions: PainEDU@inflexxion.com. The COMM™ was developed with a grant from the National Institutes of
Health and an educational grant from Endo Pharmaceuticals.

PainZ0U..,

T#OUEH EOUCATION
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™ £ g
< f =

P3| ;| 8|

= @ g =
Please answerthe questions using the 2 P
following scale:

0 1 2 4
7. In the past 30 days, how often have 0 0 0 0 0

you been in an argument?

8. In the past 30 days, how often have
you had trouble controlling your anger O O
| (e.g.. road rage, screaming, etc.)?

9. In the past 30 days, how often have
you needed to take pain medications O (@] ) 0 O
belonging to someone else?

10. In the past 30 days, how often have
you been wormied about how you're O (0] 0] O (@]
handling your medications?

11. In the past 30 days, how often have
others been worried about how you're O (0] O O (@]
handling your medications?

12. In the past 30 days, how often have

O
O
O

you had to make an emergency phone

call or show up at the clinic without an g 2 9 9 2
appointment?

13. In the past 30 days, how often have o o o o o

you gotten angry with people?

14. In the past 30 days, how often have
you had to take more of your medication O (@] 0] 0 (@]
than prescribed?

15. In the past 30 days, how often have
you borrowed pain medication from O (@] 0] 0 (@]
someone else?

16. In the past 30 days, how often have
you used your pain medicine for
symptoms other than for pain (e.g., to O O @] O O
help you sleep, improve your mood, or
relieve stress)?

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practtioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
questions: PainEDU@& inflexxdon.com. The COMM™ was developed with a grant from the National Institutes of
Health and an educational grant from Endo Pharmaceuticals.

PainZDU.,
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17. In the past 30 days, how often have
you had to visit the Emergency Room? C 0 o 0 0

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
questions: PainEDU@inflexxion.com. The COMM™ was developed with a grant from the National Institutes of
Health and an educational grant from Endo Pharmaceuticals.

PainZ0U..,
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Scoring Instructions for the COMM™

To score the COMM™ simply add the rating of all the questions. A score of 9 or higher is
considered a positive

Sum of Questions COMM Indic ation

>or=9 +
<9 -

As for any scale, the results depend on what cutoff score is chosen. A score that is sensitive in
detecting patients who are abusing or misusing their opioid medication will necessarily include a
number of patients that are not really abusing or misusing their medication. The COMM ™ was
intended to over-identify misuse, rather than to mislabel someone as responsible when they are not.
This iswhy a low cut-off score was accepted. We believe that it is more important to identify patients
who have only a possibility of misusing their medications than to fail to identify those who are
actually abusing their medication. Thus, it is possible that the COMM ™ will result in false positives
— patients identified as misusing their medication when they were not.

The table below presents several statistics that describe how effective the COMM ™ is at different
cutoff values. These values suggest that the COMM ™ s a sensitive test. This confirms that the
COMM™ is hetter at identifying who is misusing their medication than identifying who is not
misusing. Clinically, a score of 9 or higher will identify 77% of those who actually turn out to be at
high risk. The Negative Predictive Values for a cutoff score of 9 is .95, which means that most
peaple who have a negative COMM™ are likely not misusing their medication. Finally, the Positive
likelihood ratio suggests that a positive COMM ™ scare (at a cutoff of 9) is over 2 times (2.26
times) as likely to come from someone who is actually misusing their medication (note that, of these
statistics, the likelihood ratio is least affected by prevalence rates). All thisimplies that by using a
cutoff score of 9 will ensure that the pravider is least likely to miss someone who is really misusing
their prescription opioids. However, one should remember that a low COMM ™ score suggests the
patient is really at low-risk, while a high COMM ™ score will contain a larger percentage of false
positives (about 34%), while at the same time retaining a large percentage of true positives. This
could be improved, so that a positive score has a lower false positive rate, but only at the risk of
missing more of those who actually do show aberrant behavior.

COMM™ Cutoff Sensitivity | Specificity | Positive Megative | Positive MNegative

Score Predictive | Predictive | Likelihood | Likelihood
Value Value Ratio Ration

Score 9 or above 77 66 .66 85 2.26 .35

©2008 Inflexxion, Inc. Permission granted solely for use in published format by individual practitioners in
clinical practice. No other uses or alterations are authorized or permitted by copyright holder. Permissions
questions: PainEDU@inflexxion.com. The COMM™ was developed with a grant from the National Institutes of
Health and an educational grant from Endo Pharmaceuticals.

PainZ0U...,
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