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FDA Warnings /Regulatory Alert
Subsequent to CPG Completion

FDA has issued the following important revised regulatory and/or warning:

Drug Withdrawal

November 19, 2010 - Propoxyphene {Darvon, Darvocet):

Xanodyne Pharmaceuticals has agreed to withdraw propoxyphene, an oplold pain reliever used to treat mild to
moderate pain, from the U.5. market at the request of the FDA, due to new data showing that the drug can
cause serlous toxicity to the heart, even when used at therapeutic doses. FDA concluded that the safety risks of
propoxyphene outweigh its benefits for pain relief at recommended doses. FDA requested that the generic
manufacturers of propoxyphene-containing products remove thelr products as well.

Healthcare professionals should stop prescribing and dispensing propoxyphene-containing products to patients,
contact patients currently taking propoxyphene-containing products, inform patients of the risks associated with
propoxyphene, and discuss alternative pain management strategies.

Drug Warning

May 25, 2010 - Uitram (tramadol hydrochioride):

Ortho-McNeil-Janssen and the U.S. Food and Drug Administration (FDA} changes to the Warnings section of the
prescribing information for tramadol, a centrally acting synthetic opioid anatgesic Indicated for the management of
moderate to moderately severe chronic pain. The strengthened Warnings Informatfon emphasizes the risk of
suicide for patients who are addiction-prone, taking tranquilizers or antidepressant drugs and also warns of the
risk of overdosage.

X Propoxyphene and Tramadol are referred to in this guideline in:

* Table1{Page 16)

» Table 3 {Page 41)

s  Table E1 {Page 108, 109)
* Table E2 {Page 113)

e Table E3 {Page 114)

¢ Table E4 {Page 124,125)
e Table E5 (Page 129,130}
¢ Table E6 (Page 132)
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INTRODUCTION

The Clinical Practice Guideline (CPG) for the Management of Oploid Therapy {OT) for Chronic Pain was
developed under the auspices of the Veterans Health Administration {VHA) and the Department of Defense
{DoDj pursuant to directives from the Department of Veterans Affairs (VA), VHA and DoD define clinical
practice guidelines as:

“Recommendations for the performance or exclusion of specific procedures or services derived
through a rigorous methodological approach that includes:

* Determination of appropriate criteria such as effectiveness, efficacy, population benefit, or
patient satisfaction; and
s Literature review to determine the strength of the evidence in relation to these criteria.”

The VA/DoD published the first Clinical Practice Guldeline on management of opioid therapy for chronic pain
in 2003, This original publication was intended to improve pain management, quality of life, and quality of
care for veterans, The focus of the guideline has been to provide education and guidance to primary care
clinicians, researchers and other health professionals as they encounter patients with persistent pain and its
complications.

The current publication aims to update the evidence base of the 2003 Guideline. It is focused, as was the
original CPG, on chronic oploid therapy (opioid therapy for more than one month). It is directed to the
clinician who Is interested in knowing more about this approach to the management of chronic pain.

The decision te widen the scope of the 2003 guideline to oploid therapy for chronic pain, as opposed to
chronic non-cancer pain, was debated within the guideline Working Group (WG). The distinction between
"non malignant” or "non cancer" pain is somewhat artificial. The success of oplold therapy in cancer
treatment and the significant increase in the number of cancer survivors with pain required reconsideration of
the narrow scope, There Is no sclentific evidence to suggest that the effects of cancer pain are any worse than
non-cancer pain. However, long-standing societal aversion to opiold therapy for the population at large is
tempered by the renewed emphasis on the moral imperative to alleviate suffering In the sick, There is a
substantial literature on the use of opioid therapy for cancer pain, and in many areas of treatment and follow-
up, it Is possible to apply the same strategies to the patient with non-cancer pain. The working group
evaluated several suggestions and accepted those that apply to this population. The target population of the
current guideline is therefore inclusive of patients with cancer who have chronic pain due to the cancer or the
treatment they are receiving. However, the recommendations may not be appropriate for patlents treated in
the palliative care setfing.

The intent of this updated guideline is:

* To promote evidence-based management of individuals with chronic pain

* To identify the critical decision points in management of patients with chronic pain who are candidates
for opiold therapy

» Toimprove patient outcomes, i.e., reduce pain, Increase functional status and enhance the quality of life

¢ Todecrease the incidence of complications

s To allow flexibility so that local policies or procedures, such as those regarding referrals to, or consultation
with, substance abuse specialty, can be accommodated
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Chronic Pain:

Chronic paln, which can be caused by many medical conditions and syndromes with different
pathophyslologies, Is an Important and common medical concern worldwide. In the United States, pain is the
most common complaint that leads patients to seek medical care. Although opioid use for acute/postsurgical
pain and for palliative care is accepted in the United States, controversy continues among pain practitioners
concerning the use of opioids for the treatment of chronic pain. More recently, this controversy has
resurfaced, in part through press and media reports of opioid medication abuse and alleged practitioner

misconduct.

Much of this controversy stems from the fimited evidence regarding the long-term benefits and hazards
assoclated with dafly use of opioids. Despite a substantial increase in prescription opioids, there remains a
paucity of data regarding long-term opiold efficacy. In the absence of these data, providers must rely on
whatever information is available to inform their clinical judgment, balancing the benefit and harm, In order to
make decisions regarding their individual patient. Clinicians need to recognize that opiold analgesics can be
helpful to some individuals with chronic pain, but are ineffective or potentially harmful to others.

Opioid treatment of pain has been, and remains, severely hampered because of actual and legal constraints
related to substance abuse and diversion. The guideline algorithm and recommendations suggest a structured
goal-directed approach to chronic opioid treatment, which aims to sefect and monitor patients carefully, and
wean therapy if treatment goals are not reached.

OT in VA population:

The use of long-term opiloid therapy for patients with chronic pain continues to increase. Opioid therapy was
once the demain of pain specialists and confined largely to patients with cancer pain, Sales of long-acting
oplolds have increased by five {5) times over the last six years and prescriptions of long-acting opioids are
expected to double every three to four years, Non-spectalists now prescribe opioid therapy, and 95% of long-
acting opioids are prescribed for non-cancer pain.

More than 50% of male VA patients in primary care report chronic pain. The prevalence may be even higher in
female veterans. Pain is the most frequent presenting complaint of returning Operation Enduring Freedom /
Operation lraqi Freedom (OEF/OIF) soldiers (> 50% of OEF/OIF veterans signing into the VHA), and is
particularly prevalent (>90%) In those with polytrauma. in some studies, the prevalence of comorbid post
traumatic stress disorder {PTSD), traumatic brain injury {TBI) and pain exceeds 40%,

OT in DoD population:

Pain is the most frequent symptom reported in the community and primary care setting, and accounts for
nearly 20% of alt ambulatory visits. Chronic pain is the most common cause of work disability. Chronic pain
is frequently accompanied by psychiatric disorders that add to patient suffering and complicate treatment,
Chronic pain Is a serious and highly prevalent condition among OIFfOEF service members (active duty
personnel and veterans). The absence of studies of the prevalence or treatment In this population is
concerning because chronic pain may prove to be even more prevalent and disabling in these veterans than
for previous combat veterans. A soldier or marine routinely carrles heavy body armor and equipment, often
over 80 pounds, which over multiple deployments Increases the likelihood of musculoskeletal injury. Better
body armor and helmets combined with advanced medical care and transport in the field improve the
survival rate {>90%) from serious injuries caused by blasts or projectiles, increasing the frequency of limb
amputations and severe nerve and musculoskeletal damage in survivors, The multiplicity and severity of
wounds in OEE/OIF soldiers, coupled with cognitive impairments associated with TBI and mental health
morbidity such as PTSD complicate pain assessment and intervention efforts and consequences, and impacts
on readiness.

Target Population:

s Adults (18 or older} with chronic pain conditions who are treated in any VA or DoD clinical setting
s Special populations: polytrauma, T8I, mTBl, PTSD, substance misuse, and psychiatric comorbidity.
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Audiences:

s Healthcare professionals who are providing, or directing, oploid therapy treatment services to
patients with chronic pain in any VA/DoD healthcare setting.

Scope of the Guideline:

e Offers best practice advice on the care of adults who may benefit from OT

s Addresses assessment and evaluation of chronic pain and appropriateness of OT

» Discusses primary intervention, referral, consultation and shared care in OT

e  Addresses initiation, titration and maintenance of OT

e Presents and discusses formal treatment plans and treatment agreements for OT

s  Prasents updated pharmacotherapy advice on opioid medications that are FDA approved

e Provides guidance on assessing response to treatment, and determinations of adherence or abuse
{aberrant drug-related behaviors)

s Addresses-discontinuation of opicid therapy and follow-up
* Discusses potential outcomes
s Does not address the use of opioids for patients receiving end of life treatment

Development Process;

The development process of this guideline follows a systematic approach described in “Guideline-for-
Guidelines,” an internal working document of the VA/DoD Evidence-Based Practice Working Group that
requires an ongoing review of the work in progress. Appendix A clearly describes the guideline development
process followed for this guideline,

In completing this OT guideline update, the WG relied heavily on the following evidence-based guideline:

Chou R, Fanciullo GJ, Fine PG, et al. Clinical Guidelines for the Use of Chronic Oploid Therapy in Chronic
Noncancer Pain. {APS/AAPM) The Jowrnal of Pain 2009{Feb); 10(2}:113-230.

The WG reviewed the APS/AAPM 2009 guldeline and made the decision to adopt severa! of their
recommendations. The Working Group developed a revised comprehensive clinical algorithm that
incorporates the assessment and determination of the appropriateness of OT as well as the management of
therapy. Additional recommendations were added addressing treatment of specific adverse effects and for
the diagnosis and management of aberrant behaviors that the Working Group considered to be of importance
to patients in the healthcare systems of the VA and DoD. '

Literature Searches:

The review of the Amerlcan Pain Society {APS} /American Academy of Pain Medicine (AAPM) also revealed the
lack of solid evidence based research on the efficacy of long-term opioid therapy. Almost all of the
randomlzed trlals of opioids for chronle noncancer pain were short-term efficacy studies. Critical research
gaps on the use of opiolds for chronic noncancer pain include: lack of effectiveness studies on long term
benefits and harms of opioids (including drug abuse, addiction, and diversion); insufficient evidence to draw
strong conclusions about optimal approaches to risk stratification, monitoring, or initiation and titration of
oploid therapy; and lack of evidence on the utility of informed consent and opioid management plans, the
utility of opioid rotation, the benefits and harms specific to methadone or higher doses of opioids, and
treatment of patients with chronic noncancer pain at higher risk for drug abuse or misuse. The best available
long-term evidence of efficacy is from open-label, uncontrolled, time-series studies. The WG decided to focus
the search on specific topics related to management of therapy that addressed 13 Key Questions that the
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multidisciplinary expert group believed to be critical to answer in order to develop evidence-based
recommendations. (See Appendix A — List of Questions {page 101]).

These literature Searches were conducted covering the period from January 2003 through March 2009 that
combined terms for opiofds and chronic pain on Ovid MEDLINE, the Cochrane Database of Systematic
Reviews, and the Cochrane Central Register of Controfled Trials. Electronic searches were supplemented by
reference lists and additional citations suggested by experts. The identified and selected studles on those
issues were critically analyzed and evidence was graded using a standardized format. The evidence rating
system for this document s based on the system used by the U.S. Preventive Services Task Force (USPSTF).

Evidence Rating System
SR

CA A strong recommendation that clinicians provide the intervention to eligible patients.

Good evidence was found that the intervention improves important heafth outcomes and
concludes that benefits substantially outweigh harm.

B A recommendation that clinicians provide {the service} to eligible patients.

At least fair evidence was found that the intervention improves health outcomes and concludes
that benefits outweigh harm.

C No recommendation for or against the routine provision of the intervention is made.

At least fair evidence was found that the intervention can improve health outcomes, but
concludes that the balance of benefits and harms is too close to justify a general
recommendation.

D Recommendation is made against routinely providing the intervention to asymptomatic patients.

At least fair evidence was found that the intervention is ineffective or that harms outweigh
benefits.

| The conclusion Is that the evidence is insufficlent to recommend for or against routinely providing
the Intervention,

Evidence that the intervention is effective Is lucking, or poor quality, or conflicting, and the
balance of benefits and harms cannot be determined.

SR = 5trength of recommendation

Grading of Recommendations:

If evidence exists, the discussion following the recommendations for each annotation includes an evidence
table that Identifies the studles that have been considered, the quality of the evidence, and the rating of the
strength of the recommendation [SR]. The Strength of Recommendation, based on the level of the evidence
and graded using the USPSTF rating system (see Table: Evidence Rating System), is presented in brackets
following each guideline recommendation.

Where existing literature was ambiguous or conflicting, or where scientific data was lacking on an issue,
recommendations are based on the clinical experience of the Working Group. Although several of the
recommendations in this guideline are based on weak evidence, some of these recommendations are strongly
recommended based on the experience and consensus of the clinical experts and researchers of the Working
Group. Group Consensus statements were provided to minimize harm and increase patient safety.
Recommendations that are based on consensus of the Working Group include a discussion of the expert
opinion on the given topic. No [SR] Is presented for these recommendations. A complete bibliography of the
references in this guideline can be found in Appendix |.

This Guideline is the product of many months of diligent effort and consensus building among knowledgeable
individuals from the VA, and DoD, and a guideline facilitator from the private sector. An experienced
moderator facilitated the multidisciplinary Working Group. The draft document was discussed in two face-to-
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face group meetings, The content and validity of each section was thoroughly reviewed in a series of
conference calls. The final document is the product of those discussions and has been approved by all
members of the Working Group. The list of participants is included in Appendix H to the guideline.

Implementation:

The guideline and algorithms are designed to be adapted by individual facilities in considering needs and
resources. The algorithms serve as a guide that providers can use to determine best interventions and timing
of care for their patients to optimize quality of care and clinical outcomes. This should not prevent providers
from using their own clinical expertise in the care of an individual patient. Guideline recommendations are
intended to support clinical decision-making and should never replace sound clinical judgment.

Although this guideline represents the state of the art practice on the date of Its publication, medical practice
is evolving and this evolution requires continuous updating of published information. New technology and
more research will improve patient care in the future. The clinical practice guideline can assist in identifying
priority areas for research and optimal allocation of resources, Future studies examining the results of clinical
practice guidelines such as these may lead to the development of new practice-based evidence.
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‘Comprehensive Assessment

- Pain history and results of previous treatments

- Impact of pain on family, work, life

- Review of previous diagnostic studies

- Additional consultationsand referals

- Coexigting llinesses and {reatments and effect on pain

- Significant psychological, soctal or behavioral factors
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- Family history of chronic pain

- Collateral or family Involvement
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Symptom Attributes

- Duration of symptom
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- Location/ radiation

« Co-morbidity

- Previous episodes

- Intenglty and impact

- Previous treatment and
medications

- Patient perception of
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Discuss freatiment agreement
with patient and family
Request a wrilten opioid

treatment agreement
[H}

14 *

Determine and document
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Continue on
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Annotations

Definitions

Physical dependence

Physical dependence on an opioid is a physiologic state in which abrupt cessation of the opioid, rapid tapering
{e.g. when a patient forgets to take the medication), or administration of an opioid antagonist, results in a
withdrawat syndrome, Physicai dependency on opioids is an expected occurrence in all individuals using long-
term use of oploids for therapeutic or for non-therapeutic purposes. it does not, in and of itself, imply

addiction {APS, 2004).

Use of the word “dependence” by itself is often used synonymously with addiction and should not be used to
describe physical dependence.

Tolerance

Tolerance is a form of neuroadaptation to the effects of chronically administered opicids (or other
medications), which Is manifested by the need for increasing or more frequent doses of the medication to
achleve the Initial effects of the drug. Tolerance may occur both to the analgesic effects of opioids and to
some of the unwanted adverse effects, such as respiratory depression, sedation, or nausea. The appearance
of tolerance is variable In cccurrence, but it does not, in and of itself, imply addiction (APS, 2004}

Addiction

Addictlon, in the context of pain treatment with opioids, is characterized by a persistent pattern of
dysfunctional opioid use that may involve any or all of the follfowling:

s Loss of control over the use of opiolds
»  Preoccupation with obtalning opioids, despite the presence of adequate analgesia
» Continued use despite physical, psychological, or social adverse consequences (APS, 2004)

Pseudoaddiction

Pseudoaddiction describes patient behavlors that may occur when paln Is undertreated. Patients with
unrelieved pain may become focused on obtalning medications, may "clock watch,” and may otherwise seem
to be inappropriately "drug seeking.” Even such behavlors as illicit drug use and deception can occur in the
patient's efforts to obtain pain relief, in contrast to true addiction, in pseudoaddiction the behaviors resolve
when the pain Is effectively treated (Definitions, 2001), Misunderstanding of this phenomenon may lead the
clinician to inappropriately stigmatize the patient with the label ‘addict.” In the setting of unrelieved pain, the
request for Increases in drug dose requires careful assessment, renewed efforts to manage paln, and
avoidance of stigmatizing labels. Distinguishing addiction from pseudoaddiction can be difficult and often
takes time and multiple patient encounters.

Hyperalgesia
Hyperalgesia is an increased sensitivity to pain, which may be caused by damage to nociceptors, to peripheral
nerves, or by changes in the central nervous system.

Opioid induced Hyperalgesia

Opioid induced hyperalgesia clinically presents with increased pain or Increased pain sensitivity without a
change in the underlying medical condition. It is clinically confirmed by observing unremitting or perhaps
increased pain to Increases in oploid dose, Patients with opiold induced hyperalgesia may experience a
paradoxical reduction in pain when opioids are discontinued. This is clinically complex, and difficult to

diagnose.
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1. Assessment

A, Patient with Chronic Pain

The patient managed within this guideline suffers from chronic pain, either chronic noncancer pain or chronic
cancer-related pain in cancer survivors. The patient has been previously assessed and treated, over a perlod
of time, with non-opioid therapy or non-pharmacologic pain therapy. Because the response to treatment has
not provided adequate benefit, the patient is considered a candidate for a trial of oploid therapy.

Because opioid therapy carries risk and can cause harm in some individuals, this guideline addresses the
needed actions and documentation required for the safe and effective use of oploid therapy.

Pain is defined as an unpleasant sensory and emotional experience associated with actual or potential tissue
damage or described In terms of such damage {IASP, 1994). The perception of pain Is influenced by physical,
psychological, social, cultural, and hereditary factors.

In the absence of reversible pain-generating pathology, chronic pain {pain that persists beyond expected
tissue healing time and generally persists longer than 3-6 months) is generally best viewed as a chronic
condition for which cure is not likely. An oploid trial when indicated for chronic pain is best used as one
component of a chronlc care model treatment approach emphasizing active treatment modalities and
collaborative self-management to maintain or improve long-term physical and psychosocial functioning,

There are limited data on the safety and efficacy of long-term opioid therapy for chronic pain and there are
significant risks Invelved. Therefore, a "universal precautions" approach Involving careful patlent selection
and risk management is recommended.

This guideline can also be used for patients with chronic cancer pain. Cancer survivors may benefit from use
of opioid therapy in treatment of persistent pain caused by the cancer itself or by treatment for the cancer
{e.g., surgery, radiotherapy, chemotherapy), as well as non-cancer related pain. Patients with cancer, who are
increasingly living many years after diagnosis, can be better served using oploid therapy in a chronic pain
model.

This guldeline does not address patients who are at a terminal stage of their disease or who are undergeing
end-of life care, patients with cancer who have been recently diagnosed, or patients with other serious or life
threatening llinesses.

The classes of oplold medications that are included in this guldeline are listed in Table 1: Classes of Oploid
Medications. This guideline will not address the use of sublingual buprenorphine for the treatment of pain
since ft Is not FDA approved for this purpose. There are studies underway fooking at the efficacy of sublingual
buprenorphine for pain management, The guideline will address the treatment of chronic pain for patients on
sublingual buprenorphine for addiction treatment.

_RECOMMENDATIONS _ I o L
1. Atrial of opioid therapy Is indicated for a patient with chronic pain who meets all of the following
criterfa:

a. Moderate to severe pain that has failed to adequately respond to indicated non-opioid and non-
drug therapeutic interventions

b. The potential benefits of opioid therapy are likely to outweigh the risks { i.e., no absolute
contraindications)

c. The patient is fully informed and consents to the therapy
d. Clear and measurable treatment goals are established

2. The ethical Imperative is to provide the pain treatment with the best benefit-to-harm profile for the
individual patient.
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EVIDENCE TABLE

4| Recommiendations i . -] Sources of Ewdence a LES [ QE 7 o | SR
1 | Opioid therapy is Endlcated for moderate to Breivik, 2001 ] Poor |
severe pain that has failed other indicated
therapeutic interventions
2 | Consider the ethical imperative of benefit-to- Joranson et al,, 2002 m Poor |
harm profile Laval et al,, 2002 n

LE=Level of Evidence; QE = Quallty of Evidence; SR = Recommendation {See Appendix A}

Note: For more information on Identifying patients who should be referred to a pain specialist or pain clinic see the
Web-based educational program “Opioids in the Management of Acute and Chronic Paln”, avallable at
http:/fvaww.sites.lrn.va.gov/painfopiolds.

Table 1 lists the opiold medications from four different classes that are addressed in this guideline.

Table 1: Classes of Opioid Medicatfons ®

Phenanthrenes Diphenylheptanes Phenylpiperidine Other

Codeine Methadone Fentanyt Tramadol!
Hydrocodone Propoxyphene Tapentadol
Hydromorphone
Morphine
Oxycodone
Oxymorphone

® for contraindication regarding specific medications (See Appendix E}

B. Obtain Comprehensive Assessment Including: History, Physical Examination, and a
Review of Diagnostic Studies

OBJECTIVE

To perform and document a beneflt to-harm evaluation which lncludes hEstory, physrcal exammation and
appropriate diagnostic testing before initiating OT.

BACKGROUND

Most of the snformation needed to deveiop an effectlve pain therapy plan is contamed in a routine htstory and
physical examination. Management of opioid therapy requires a thorough assessment before initiation of
treatment, A patient with chronic pain may have physical, psychological, social, cultural, splritual, and
hereditary factors as well as behavioral factors that contribute to suffering and require speclal attention In an
evajuation. Optimal management involves a comprehensive assessment leading to an individualized
treatment approach using a combination of treatment options. Multiple factors may determine the
effectiveness of oploid therapy for a particular patient. The cliniclan should also be aware of relative and
absolute contraindications to opioid therapy for particular patients.

Note: A specific diagnosis will help direct adjunctive therapy. The assessment should help to distinguish
between noclceptive and neuropathic pain and this may, In turn, guide the intervention. For some patients,
however, it may not be possible to narrow down the diagnosis further than “chronic pafn”, and intermittent
re-evaluations should be considered to determine the pathophysiology of the pain complaint.
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1. A comprehensive patient assessment should be completed to identify clinical conditions that may

interfere with the appropriate and safe use of opioid therapy (OT).
The comprehensive assessment should Include:

a. Medical History

Age, Sex

History of present illness, including a complete pain assessment {see Annotation )

History of injury if applicable

Past Medical and Surgical history

Past Psychiatric history {including depression, anxiety, other emotional disorders, risk of

suicide including family history and previous suicidal attempts)

e Medications (including current and past analgesics, their effectiveness, side effects, and
tolerability, as well as drugs that may interact with opioid therapy)

» Substance use history (personal, family, peer group)

¢  Family history

» Social history {including employment, cultural background, soclal network, marital
history, and legal history, other behavioral patterns (I.e. impulse behaviors})

¢  Review of systems
Allergies
Abuse (sexual, physical and mental)

b. Physical examination

« Ageneral examination
¢ A painfocused musculoskeletal and neurotogic examination
¢ Mental Status Examination {MSE) {Including level of alertness, ability to understand and
follow instruction, and suicidal ideation)
¢, Review of diagnostic studies and assessments

d. Evaluation of occupationat risks and ability to perform duty

2. Information from the pain history and physical exam should be reviewed to ensure that the patient
has had an adequate therapeutic trial of non-oploid medication therapies.

3.  Aurine drug test {UDT} (also referred to as urlne drug screen {UDS)} should be used to screen for the
presence of illegal drugs, unreported prescribed medication, or unreported alcohol use prior to
starting therapy. [B}

4, Patients on chronic opiold therapy should be assessed for suicide risk at onset of therapy and
regularly thereafter. High suicide risk Is a relative contraindication for OT.

5. Oploid therapy should be used only after careful consideration of the risks and benefits.

{)ISC U.S_‘S{ON

History of Present Iliness Including Complete Pain Assessment—A comprehensive pain assessment s
required for initial evaluation of patients with pain {see Annotation C). The components of a comprehensive
pain assessment vary, but for the purposes of evaluating the patient with chronic pain being considered for
opioid therapy, it should include several areas.

Pain-related History—Include the following:

Prior Pain Treatment—Since in many cases opioids may be recommended only after alternative pain
control methods have been attempted, information regarding an individual’s response to past pain
treatment efforts is essential. it is important to evaluate not only which treatments have been tried but
also to determine the dose and length of the treatment. Some patients may report treatment failure
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when they have actually not experienced an adequate therapeutic trial of the treatment option. Of
particular relevance Is any information regarding past opioid treatment, including adherence, adverse
effects, and outcomes, as previous opioid therapy failure may warrant strong consideration of not
undertaking additional trials.

Other drugs co-administered with opioids may result in adverse drug interactions. For example,
concurrent sedative use may cause cognitive deficits in patients on opioid therapy {Canadian Pain Society,
2002). Benzodiazepines have been shown to also increase the risk of central sleep apnea with methadone
{Webster & Choi, 2008). Benzodiazepines have also been shown to be assoclated with an increased risk
of death due to methadone toxicity. {(McCowan et al., 2009; Caplehorn & Drummer, 2002) The use of
fentanyl with CYP 3A4 inhibitors (e.g., ritonavir, ketoconazale, itraconazole, troleandomycin,
darithromycin, nelfinavir, nefazodone, amiodarene, amprenavlr, aprepitant, diltiazem, erythromycin,
fluconazole, fosamprenavir, grapefrult juice, verapamil} may increase plasma fentanyl concentrations,
increase or prolong adverse drug effects, and cause potentially fatal respiratory depression. Agents that
prolong QTc intervals on electrocardiogram may increase the risk of QTc prolongation and torsades de
pointe with methadone.

Paln-Related Fear— Although there is no evidence linking levels of pain-related fear to the effectiveness
of oplolds, there is evidence that pain-related fear is associated with decreased function. Individuals with
high fear levels may experience greater pain-refated Impairment and fess improvement following
treatment (Crombez et al., 1999; Viaeyen & Crombez, 1999; Vlaeyen et al., 2001),

Pain Interference with Function— Pain at higher levels of intensity is more Jikely to interfere with
individuals’ daily life activities (Serlin et al., 1995). Pain Interference may have important Impliications for
individuals’ quality of life.

Medical History— Certain medical conditions require caution with oplold use. Significant respiratory
depression, particularly in unmonitored settings, and acute or severe asthma are relative
contraindications to opioid therapy. Chronic Obstructive Puimonary Disease (COPD}) patfents may have
decreased respiratory drive with oploid therapy. This is not an absolute contraindication; however,
extreme caution should be used. Obstructive sleep apnea patients who do not use Continuous Positive
Alrway Pressure (CPAP) are at increased risk of further desaturation with the use of opiolds, which may
cause central sleep apnea. Patients on CPAP with sleep apnea may experience additional opioid-induced
central sleep aphea with oplolds. Patients with sleep apnea should be adequately treated for thelr sleep
apnea before the initlation of chronic oplold therapy (Javaheri et al., 2008). Patients with symptoms
suggestive of sleep apnea should have a sleep study prior to inltiation of OT. Risk factors for osteoporosis
and the presence of sexual dysfunction should be noted. Renal failure and liver failure may alter the
recommended dosing of opioids.

Allergies—True allergy to apiolds is uncommon. In patlents reporting adverse reactions to oploid
therapy, a careful history of the nature of the reaction shouid be undertaken to determine if it is a true
allergy or a manageable adverse effect. In patients with true allergy to an oploid, an opiold of a different
chemical class can be tried with caution.

Review of Diagnostic Studies—Patients shouid have a complete assessment of thelr prier evaluations to
include consultations, laboratory data, and imaging studies. If the assessment is found to be incomplete,
the studies should be completed prior to the initiation of chronic opioid therapy.

Psychiatric History—Include the following:

Depression—Patfents with chronic pain commonly have co-morbid depression, which can complicate
treatment. In these patients, screening and concurrent treatment of depression may lead to improved
results. Patients being treated for depression with MAQIs should not be treated with opioid therapy.
Patients with depression should be asked about suicidality. Cross-sectional and longitudinal studies
indicate an increased risk of suicide for patients with persistent pain. The additional risk of opioid therapy
for patients with suicidal ideation/history needs to be carefully evaluated {Smith et al., 2004).
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Anxiety Disorders—Anxiety disorders may complicate pain treatment and may necessitate anciflary
treatment.

Other Emotional Disorders—Potentially unstable affective disorders such as bipolar disorder, personality
disorders, and/or active psychesis warrant close association with the mental health provider netwerk in
the assessment process prior to any determination to initiate opioid therapy.

Personality Disorder— A personality or character disorder is a very enduring pattern of behavior and an
interpersonal tendency that deviates markedly from the individual's culture. These patterns are often
pervasive, ingrained, and inflexible, usually starting in adolescence. DSM-IV notes three clusters under
the Axis I diagnostic category: (1) odd or eccentric; {2) dramatic, emotional or erratic; and {3} anxious or
fearful, The presence of a personality disorder can be associated with patient management issues
including manipulation, noncompliance, impulsiveness, and emotional reactivity. Some disorders are not
immediately apparent but will declare themselves over time. Careful attention should be given to their
detection.

Substance Use History— Current substance use disorder (SUD) is not a contraindication to OT, However,
when treated with opioids, patients with a history of SUD are at higher risk of developing problematic use
of drugs, addiction, or relapse. Physicians should be especially cautious about prescribing controlted
substances to these patients. The degree of risk in opioid abuse forms a continuum that correlates to the
history of SUD. For example, a patient with a distant history of substance use would be less at risk than a
patient with a recent history of substance use. Consuitation with an addiction speclalist for evaluation or
co-management may be useful, as well as involvement of the patient’s family. An alternative would be
the proviston of opioids in a structured setting {i.e., Opioid Pain Clinic) that can provide support and
evaluation needed for this group of patlents {Wiedemer, 2007}

Social History—Include the following:

Employment—Paln may have significant impact on the patient’s employment status. Patients with
occupations that require a high level of cognitive function vigilance may require special considerations.
Consultation to occupational health providers and review of industry guidelines may be necessary (see
Annotation E). Patlents with occupations that require a high level of cognitive function or personal
reliabllity {e.g. pllots) or occupations covered by individual state Departments of Transportation {e.g. bus
drivers, truck drivers) require speclal consideration, When possible, consuit with their eccupational
physician or industry guidelines about allowed medical therapies. Accommodations to the workplace
environment and/or role may have already been considered or instituted. !f continued employmentis a
goal of the patient, employment information should be obtained in the assessment. One of the goals of
opioid therapy may be the improvement of functional status and return to full employment. Research
literature supports the prompt return to emplayment for acute back pain.

Cultural Background—In general, cultural factors are not an issue in response to opioid therapy.
Howevaer, culturally driven belief systems may affect compliance with medication regimens.

Family Support—Concurrent interviewing (in person or via phone contact) of involved family members is
warranted (if avaflable) to complete the patient assessment.

Legal History — There are no trials relating oploid therapy to legal issues. Some reports indicate that
pending drug refated legal issues decrease the likelihood of pain treatment success and may predict

oploid misuse,
Physical Examination—Include the following:

Mental Status Examination (MSE) — Evaluation of cognitive function, anxiety, depression and other
psychiatric disorders.

Age—Patient age is of special concern when prescribing opioids. In a literature review, Herr, (2002)
cautions caregivers to be particularly aware of adverse effects that may be more severe in older patients.
Older patients, who are often treated with multiple medications, tend to have co-morbidities; have a
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greater frequency of hepatic, renal, or cardiac impairments; and are more likely to experience drug-drug
interactions and drug-disease interactions. Older patients are more prone to constipation, nausea,
vomiting, sedation, respiratory depression, urlnary retention, intestinal obstruction, delirium, and
cognlitive impairment. Some older patients benefit from short-acting agents rather than fong acting
agents due to the accumulation of metabolites {Pappagallo, 1999}, Although older patients have
increased prevalence of cognitive impairment and sedation, there is no evidence that there is an
increased frequency of falls In the older patient on opioids {Leipzig et al., 1999). However, opioids have
been associated with hip fractures in the elderly (Guo et al., 1998; Shorr et al., 1992)

Race— One clinical study addressed the potential impact of race on the effects of codeine. Caraco et al,,
(1999} compared the effect of quinidine on the production of morphine in Caucasian and Chinese
patients. Chinese patients, with a particular form of an enzyme {CYP2D6), were less likely to convert
codelne to morphine, resulting in reduced analgesic effects in response to codeine.

Gender—Zacny (2001}, in a literature review of six studies, analyzed the differences in the subjective
effects of morphine in women and men. Females were found to report higher ratings of feeling “spaced
out,” “heavy/sluggish,” and dry mouth. No differences in psychomotor or physiclogicat effects of
morphine emerged in this study.

Risk Assessment for Aberrant Drug-related Behavlors:

Urine Drug Test (UDT}—UDT or other laboratory tests should be part of a comprehensive patient
assessment. Presence of illicit metabolites may warrant referral to a substance abuse/addiction
consultant, Cliniclans should be aware of the type of drugs tested, and the sensitivity and speclficity of
their facliity’s UDT assay because detection of synthetic opioids and newer benzodiazepines may not be
part of routine screens. The goal should be to check for the presence of drugs in any amount. Most UDT,
however, have cut-off levels below which the test result is reported as negative (see Annotation M3).
Providers should be aware of the fact that positive results may occur and confirmation done by different
methodology may be appropriate before clinical decisions are made.

Risk Stratification Instruments—The Oplold Risk Tool (ORT), Screener and Opiofd Assessment of Patients
with Pain (SOAPP) Version 1, and Revised SOAPP (SOAPP-R) instruments may be useful for predicting risk
of future aberrant drug-related behaviors. However, some caution in the interpretation of the results of
these instruments Is warranted. The evidence on risk stratification Instruments to predict occurrence of
aberrant drug-related behaviors is limited mainly to prospective studies (Akbik et al.,, 2006; Butler, 2004;
Butler et al., 2008} with some methodological shortcomings, and evidence is sparse for each instrument.
The SOAPP-R Is assoclated with only modest likelihood ratios {Butler, 2004; Butler et af., 2008, 2009}). In
addition, evidence on methods for performing risk assessment before starting opioids, and for monitoring
patients once on chronic opioid therapy, is limited. The evidence Is based on a small number of diagnostic
accuracy and prognosis studies that focused on prediction (Butler, 2004; Butier et al., 2008) or
identification of variably defined aberrant drug-related behaviors (Chou, 2009; Butler, 2007; Compton et |
al,, 1998; Holmes, 2006; Michna, 2004; Wasan et al., 2007; Eisenberg, 2006). All of these studies had

some methodological shortcomings, including use of non-standardized definitions for aberrant drug-

related behaviors with uncertain clinical significance. No reliable evidence was found on the diaghostic

accuracy of urine toxicology testing, pill counts, or prescription drug monitoring programs, or on clinical

outcomes associated with implementation of different monitoring approaches {APS/AAPM, 2009).

Risk of Suicide

Patients with chronic pain have an increased risk of suicide. This risk is increased during times of stress
and loss. Often patients will choose to use lethal medication as a means of sulcide. Patients with a family
history of suicide are at an increased risk of suicide. Patients are also at an increased risk if they
demonstrate impulsivity or medicatlon misuse. [t is important to assess frequently for suicide, refer as
needed for treatment of depression, and provide patients supportive psychological therapy and safe drug

treatment.
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EVIDENCE TABLE
Evidence Sources of Evidence LE | QE SR
1 Epidemiological studies: Braden & Suliivan, 2008 li-2 | Good B
Chronic pain is an independent | Hakansson, Schiyter, et al,,
risk for suicide, 2008
llgen et al,, 2008
Magni et al,, 1598
Ratcliffe et al., 2008
Theodoulou et al.,, 2005
2 Patients with access to fethal Smith, Edwards et al., 2004
drugs will often use them as II-2 | Good 8

part of their sulcidat plan
Family history of suicide, poor

3 impulse control, and Hakansson, Schlyter, et al., 2 | Eair c
medication misuse are risk 2008
factors for suicide
Suicidal ideation associated with
4 severe chronic pain, ongoing Thompson et ai,, 2006 li-2 | Fair C

probiems with street drugs,

firearm ownership
LE=Level of Evidence; QE = Quality of Evidence; SR = Strength of Recommendation {See Appendix A}

C. Complete Assessment of Pain; Determine Cause of Pain, if Possible

OBJRCTIVE:

Obtain pain-related data required to manage the paln intervention

BACKGROUND

Assessment and documentation of paln In a systematic and consistent manner guides the identification of
unrelleved pain and the evaluation of treatment-related change. Since the goal of therapy is to alleviate pain
and Improve function, the assessment should focus on pain and functional status,

Noclceptive pain is usually due to continuous stimulation of specialized pain receptors in such tissues as the
skin, bones, Jolnts, and viscera. it is often Indicative of ongoing tissue damage. Typical examples include
osteoarthritls and chronic pancreatitis. Neuropathic pain is due to nerve damage or abnormal processing of
signals in the peripheral and central nervous system. Examples include postherpetic neuralgia, diabetic
neuropathy, radiculopathy, brachial plexopathy, phantom iimb paln, complex regional pain syndrome type i
{reflex sympathetic dystrophy) and type B [causalgia}, and pain resuiting from spinal cord injuries, Most
chronic pain syndromes involve one or both of the above mechanisms,

RECOMMENDATIONS =
1. Painintensity should be evaluated at each visit.
2, Intensity of pain should be measured using & numeric rating scale {0-10 scale) for each of the
following:
o current pain,
» least pain in last week

[H

+  “usual” or “average” pain in last week

3. The patient’s response to current pain treatments should be assessed using questions such as:
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«  “What is your intensity of pain after taking {use of) your current
treatment/medication?”

e “How long does your pain relief fast after taking your treatment/medication?”
»  “How does taking your treatment/medication affect your functioning?”
{Note: some interventions may temporarily increase pain, so it may not be appropriate to ask
these questions.)
4. Other attributes of pain should be assessed as part of the comprehensive pain assessment:

s  Onset and duration, location, radiation, description (quality), aggravating and
alleviating factors, behavioral manifestations of pain, and Impact of pain

e Temporal patterns and variations (e.g., diurnal, monthly, seasonal)
¢  Current and past treatments for pain
s Patient’s expectations for pain relief

5. if possible, determine the type of pain:

s Differentiate between nociceptive and neuropathic paln

e  Consider further evaluation if needed {such as imaging, Electro Diagnostic Studies
{EDS) or consultation}

s Ask specifically whether the patient suffers from headache

6. Assaessment of function, to obtaln a baseline, should include; {Consistent evaluation too! is helpful in
providing evaluation of response to opioid therapy over time):

Cognitlve function (attention, memory, and concentration)
Employment

Enjoyment of life

Emotional distress (depression and anxiety)

Housewaork, chores, hobbies, and other day to day activities
Sleep

Mobility

Self-care behaviors

s  Sexual function
7. Information from the pain history and physical exam should be reviewed to ensure that the patient has

had an adequate trial of non-opioid therapy.

DISCUSSION

There are advantages to using a numeric rating scale (NRS) for assessing pain and function. The NRS has been
found to be valid and rellable, and to be sensitive to changes in acute, cancer, and chronic pain (Breivik &
Skoglund, 1998; De Conno et al., 1994; Farrar et al., 2000; Paice & Cohen, 1997). Research indicates that
“least” and “usual” pain ratings provide the best estimate of actual pain intensity (Jensen et al., 1992},
Assessment of goal attainment and treatment-refated changes can be helpful in clinical decision-making
{Serlin et al,, 1995}

In a 30-day study of 167 patlents with moderate to severe osteoarthritis, Caldwell et al., {1999) compared
opioid treatment to placebo {all patients were allowed to maintain baseline NSAID therapy). The study results
demonstrated that global quallty of sleep improved in the active treatment group compared to the placebo
cohort. Peloso et al., (2000) compared controlled release codeine to placebo in a 4-week study of 103
patients with osteoarthritis of the hip or knee. They reported an improvement in physical function in the
codeine group.
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Roth et al., (2000} reported that in a group of elderly patients with moderate osteoarthritis, self-evaluations of
general activity, sleep, enjoyment of life, and mood Improved during treatment with controlled-release
oxycodone therapy compared to placebo. Improvement was sustained for up to 18 months of follow-up

NOTE: The VA Pain Outcomes Toolkit includes several optional instruments for functional status assessment
and screening tools for high-risk patients

EV[DENCE_TABLE
T e T

Evaluate pain intensity using 0-1C Skoglund., 1598 -2 Fair B
scales De Conno et al., 1994
: Farrar et al., 2000
Jensen et al., 1992
Ogon et al., 1996
Serlin et al,, 1995

2 Evaluate function related to pain Caldwell et al., 1999 ! Good |A
lensen et al., 1992 i
Peloso et al., 2000 t
Roth et al,, 2000 f

LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation {See Appendix A}
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2. Determination of the Appropriateness of Opioid Therapy

D. Are There Contraindications to Opioid Therapy that Cannot be Resolved?

OBJECTIVE

Avold inappropriate or harmful therapy

BACKGROUND

Although there are few absolute contraindications to the use of oploids in chronic pain, many factors must be
considered prior to initiating therapy. The clinician must carefully weigh risks and benefits of opioid therapy,
and should discuss them with the patient and family/care glver where appropriate. Patients with relative
contralndications pose higher risk problems.

RECOMMENDATIONS

1. Opioid therapy trial should NOT be initiated in the following situations (absolute contraindlcations):
a, Severe respiratory instability
b. Acute psychiatric instabllity or uncontrotled suicide risk

¢. Diagnosed non-nicatine Substance Use Disorder {DSM-{V criteria) not In remission and not in
treatment

d. True allergy to oploid agents (cannot be resolved by switching agents}
Co-adminlistration of drug capable of inducing life-limiting drug-drug interaction

®

f. QTcinterval > 500 millisecond for using methadone

g. Active diversion of controlled substances {providing the medication to someone for whom it was
not intended)

h. Prior adequate trials of specific oploids that were discontinued due to intolerance, serlous
adverse effects that cannot be treated, or lack of efficacy

2. Opiold therapy trial can be initiated with caution in the following situations. Consider consultation
with appropriate specialty care to evaluate if potential benefits outweigh the risks of therapy.
a. Patient receiving treatment for diagnosed Substance Use Disorder {DSM-V criteria). {See
Annotation P1)
b. Medical condition in which OT may cause harm:

¢ Patient with obstructive sleep apnea not on CPAP

s Patients with central sleep apnea {See Annotation P2)

s Chrenic pulmonary disease (mild-moderate asthma, COPD)

& Cardiac condition {QTc interval 450-500 milliseconds) that may Increase risk of
using methadone

s Known or suspected paralytic Heus

s  Respiratory depression in unmonitored setting

¢. Risk for sulcide or unstable psychiatric disorder
d. Complicated pain

*  Headache not responsive to other pain treatment modalities
e. Conditions that may impact adherence to OT:

« Inability to manage opioid therapy responsibly (e.g., cognitively impaired)
s  Unwillingness or inability to comply with treatment plan
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s Unwillingness to adjust at-risk activities resulting in serious re-injury
s  Social instability

s Mental Health disorders

3. Consider consultation with an appropriate specialist if legal or clinical problems indicate need for more
intensive care related to opioid management. (See Annotation E — Indications for consultation).

biscusston -

Absolute contraindications

a Acute psychiatric instability
Current serious suicidality, severe depression, unstable bipolar disorder, or psychotic disorder preciudes
safe use of opioids, unless the patient is closely monitored and professional staff or family members
administer the medication {Harden, 2002},

b Meets DSM-IVR criteria for substance use disorder (SUD) not in remission and not in
treatment
Current substance {other than nicotine} abuse or dependence increases the risk of drug-drug
interactions, addiction to prescribed opicids, and diversion, However, use of a substance, whether legal
or [llegal, does not in itself constitute a substance use disorder. A medical diagnosis of a SUD should be
made according to the Dlagnostic and Statistical Manual-Version 1, Revised {DSM-1V-R). A diagnosis of
5UD requires that substance use is maladaptive and resuits in clinically significant impairment or distress.
Chronic and appropriate use of prescribed oplolds will cause physiologic dependence and may result In
tolerance. However, appropriate use of opioids for chronic pain does not constitute a SUD when it results
In Improved function and quality of life. Pseudoaddiction describes patient behaviors that may occur
when pain s undertreated. Patients with unrelieved pain may become focused on obtaining medications.
The proper respense to pseudoaddiction is to adjust the dose of opioids, or other treatment, to provide {
effective pain refief,

It is not clear whether a history of SUD In a sustained remission (> 12 months} is predictive of increased
risk for development of addiction or refapse in the context of oploid therapy. However, prudence dictates
that the provider consider the stabllity of remission; Including the patient's insfght, participation in
recovery activities such as self-help groups, and soclal support. Opiold therapy may lead to
abuse/addiction in a small percentage of chronic pain patients, but a larger percentage will demonstrate
aberrant drug-Related behaviors (ADRBs) and illicit drug use (Fishbain et al., 2008). Providers should
consider consultation with a SUD specialist when the patient has a more recent history of a SUD, when
remission is unstable or for patients with a history of prior opioid addiction, intravenous drug use, or
prescription drug abuse or dependence {Large & Schug, 1995; Becker et al., 2000).

¢ True Allergy to opioid agents
Morphine causes the release of histamine that frequently results In itching, but this is not an allergic
reaction. True allergy to opioid agents (e.g. anaphylaxis) is not common but does occur. Generally,
allergy to one oplold agent does not mean the patient is allergic to other opioids; also switching to an
agent in another opioid drug class may be effective. For example, if a patient has a hypersensitivity to a
phenanthrene, then a diphenylheptane drug may be tried. When patients report an "allergy"” to all but
one agent, the presence of a substance use disorder should be considered. Consultation with an allergist
may be helpful to resolve these issues.

d Co-administration of a drug capable of inducing life limiting drug-drug interaction
Providers should carefully evaluate potential drug interactions prior to initiating opioid therapy, {such as
MAQI with concurrent meperidine use, methadone with benzodlazepines, fentany! with CYP3A4
inhibitors, or propoxyphene and alcohol and other CNS depressants}. (Note: meperidine is
contraindicated for chronic pain because of this potentially fatal drug interaction and the potential for
accumulation of the neurotoxic metabolite, normeperidine, with regular dosing.}
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QTcinterval > 500 millisecond for using methadone

Methadone Is a potent oplold receptor agonist with similar side effects compared with other strong
opioids. It also has unusual pharmacodynamics, pharmacokinetics, and metabolism that must be
considered in order to ensure safe use of methadone as an analgesic. Unlike most other commonly used
opioids, methadone is associated with dose related prolongation of the QTc interval, and with torsades de
pointes. In patients on methadone maintenance therapy for treatment of DSM-diagnosed opicid
dependence, the estimated prevalence of OFc > 500 msec was 2%. The risk of QTc prolongation or
torsades de pointes in patients treated with methadone for chronic pain is unclear. Nationally, increased
use of methadone for pain management has been associated with increases in methadone assoclated
overdose deaths (GAQ, 2009).

Active diversion of controlled substances

Diversion should be suspected when there are frequent requests for early refllls, atypically large
quantities are required, when purposeful misrepresentation of the pain disorder is suspected, or when a
sensitive urine drug test {UDT) is negative for the substance being prescribed in the absence of
withdrawal symptoms, Routine UDT often daes not detect synthetic and semi-synthetic opioids
(methadone, oxycodone, fentanyl, hydrocodone, meperidine or hydromorphone). Verified diversion is a
crime and constitutes a strong contraindication to prescribing additional medications, and consultation
with a paln speclalist, psychiatrist, or SUD specialist may be warranted. Consider consultation with local
risk management and/or counsel.

Intolerance, serious adverse effects, or history of inadequate beneficial response to opioids,

(lack of efficacy). ‘
Although generally well tolerated, opioids have potential adverse effects that may cause significant

morbidity.

Relative contraindications (Initiate Trial with Caution)

a

Chronic or recurrent headache

Headache is common in veterans, particularly in OEF-OIF veterans. Because of the potential for
"transform" or "rebound" headache caused by regular frequent use of short-acting medications (including
oploids), chronic daily or frequent use of opiold therapy Is generally not indicated. Common diagnestic
categorles of headache include migraine {with or without aura), tension-type, occipital neuralgia and
myofasclal pain. As a general rule, chronic opleid therapy is not considered effective in this population,
although occasional (fess than 3 times weekly} use of short-acting opicids may become part of an abortive
strategy or second-third line treatment for episodic headache in a complex patlent where standard
abortive treatments fail or are not tolerated.

Inability to manage opioid therapy responsibly

Patlents may repeatedly "lose" medication, may be unable or unwilling to store the medication in a safe
place, or may repeatedly run short and ask for early refills, or obtain medication from more than one
physician. The likelthood of these problems can be minimized by clearly specifying expectattons prior to
initiating therapy using the written opiold treatment agreement {See Appendix C}. Many patients
respond to reminders and clear limft setting at the first Instance, but repeated occurrence makes
continuing therapy difficult, In these cases, a more structured setting {e.g., oploid pain care clinic) may
help. If a patient is cognitively impaired, assistance of a responsible caregiver may be required.

Unwillingness or inability to comply with reasonable treatment plan

Treatment of chronic pain often requires a interdisciplinary approach (such as physical therapy, relaxation
trafning, or behavloral health treatment), which requires active participation of the patient. Similarly,
patients must make lifestyle changes to accommodate chronic pain. Repeated failure of the patient to
follow through rafses questions about the motivation of the patient and the appropriateness of continued
opioid therapy. Patients must be counseled about this, and barriers to participation should be addressed.
When this fails to result in improved participation, consideration must be given to discontinuing opioid

therapy.
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d Social instability
Patients living In chaotic or unsafe environments (e.g. homeless shelter, living with others who are using
cocaine) should not receive an opioid supply until the environment is conducive to safe storage and use of

these medications, or other social stability is achieved.

E. Indications for Referral /Consultation for Evaluation and/or Treatment?

BACKGROUND

Chronic opioid therapy can be managed in the primary care setting for most patients who adhere to thelr
treatment agreement. However, some patients will present with complicating medical and social conditions
or with complex pain problems, which will require integrated care with specialists outside of the primary care
setting. In some cases, these more complicated cases may be treated successfully within primary care by
involving specialists as co-managers. In other cases, treatment will require referral to specialists, clinics, or
programs outside of the primary care setting, When significant psychosocial, emotional, behavioral, or
cognitive factors complicate chronic pain treatment, referral for interdisciplinary pain care Involving
behavioral health specialists is appropriate. Special attention should be given to those patients who are at risk
of misusing their medications and those whose living arrangements create a risk for medication misuse or
diversion, The management of patients with a history of substance abuse or with a coexisting psychiatric
disorder may require extra care, monitoring, documentation, and consultation with, or referral to, a SUD or
behavioral health specialist.

RECOMMENDATIONS
1. Refer to an Advanced Pain provider, or Interdisciplinary pain clinic or program for evaluation and
treatment a patient with persistent pain and any of the following conditions:
a. Complex pain conditions or polytrauma
b. Significant medical comorbidities that may negatively impact opioid therapy
c. Situation requires management beyond the comfort level of the primary provider
2. Refer to SUD Specialty Provider for evaluation and treatment patient whose behavior suggests
addiction to substances {excluding nicotine}.

3. Consider consultation with a SUD specialist to evaluate the risk of recurrent substance abuse or to
assist with ongoing management.

4. Refer to Behavioral Health Specialty for evaluation and treatment a patient with any of the following
conditions:

a. Psychosoclal problems or comorbidities that may benefit from behavioral disease/case
management
b. Uncontrolled, severe psychiatric disorders or those who are emotionally unstable
¢. Patients expressing thoughts or demonstrating behaviors suggestive of suicide risk
5. Refer patients with significant headache to a neurologist for evaluation and treatment.

6. Consider consultation with occupational health specialty if patient’s occupation require a high level of
cognitive function.

DISCUSSION - - B o
Studles show that patients do better when they have continuous access to a clinician who provides

comprehensive care for the large majority of their health care needs and who coordinates care when the
services of other health care professionals are needed {Chou et al., 2009).
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T Sources of Evidence™~ 7 Lt Eie LB S TQE LT | SRY

EVIDENCETABLE

-1 .Manage OT in Primary Care Chou et al., 2009 | Fair c
APS/AAPM, 2009
2 | Refer to interdisciplinary pain clinic | Becker et al., 2000 f Fair B

Flor et al,, 1992

Malone et al,, 1988
Guzman et al,, 2001
3 | Refer to substance abuse specialist | Dunbar & Katz, 1996 i Fair C

LE=Level of Evidence; QE = Quallly of Evidence; SR = Strength of Recommendation {See Appendix A}

F. Determine Appropriate Setting for Opioid Therapy

BACKGROUND _

The appropriateness of opioid therapy as a treatment modality for chronic pain and the level of risk for
adverse outcomes should be determined based on the initial and ongoing assessment of the patient. The fevel
of risk and the treatment setting, according to the clinical condition or situation, are summarized Table 2.

RECOMMENDATIONS

1. The clinician should assess the ability of the patient being considered for oploid therapy to be able to
adhere to treatment requirements, as these patients are likely to do well and benefit from OT.

2. The appropriateness of opioid therapy as a treatment modality for chronic pain and the levet of risk for
adverse outcomes should be determined based on the inftial and ongoing assessment of the patient.

3. For patients with history of drug abuse, psychiatric Issues, or serfous aberrant drug-related behaviors,
initiation of a trial of OT in the primary care setting should only be considered if more frequent and
stringent monitoring can be provided. In such situations, cliniclans should strongly consider
consultation with a mental heaith or addiction specialist.

4, Young patients {less than 25 years old) are at higher risk for diversion and abuse and may benefit from
more stringent monttoring.

5. The clinician should consider referring patients who have unstable co-occurring disorders {substance
use, mental health fllnesses, or aberrant drug related behavlors) and who are at higher risk for
unsuccessful outcomes {see Annotation E}.

The level of risk in certain clinical condition or situation, and the treatment setting are summarlzed in Table
2; Risks for Opioid Misuse of OT and Preferred Treatment Settings

DISCUSSION . ... .

“Proper patient selection is critical and requires a comprehensive benefit-to-harm evatuation that weighs the
potential positive effects of opiofds 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
behaviors, drug abuse, or misuse 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 stratification pertaining
to outcomes associated with the abuse liability of opioids—misuse, abuse, addiction and diversion—Is a vital
but relatively undeveloped skill for many cliniclans. However, all clinicians prescribing opiolds shouid be
knowledgeable about risk factors for oploid abuse and methods for assessing risk. Assessment of risks for
oploid-associated adverse effects also should be performed, given their high prevatence.
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“A thorough history and physical examination, including an assessment of psychosocial factors and family
history, is essentlal for adequate risk stratification. tmplicit in the recommendation to conduct a
comprehensive benefit-to-harm analysis is the recognition that an opioid trial may not be appropriate.”

{APS/AAPM, 2008}

atment Settings

Table 2: Risks for Optoid Misuse of OT and Preferred Tre

- Condition/situation

Treatment Setting -

- . LT for O

Low - No history of SUD - Provide OT in primary care setting

- No psychiatric co-morbidity

- Prior good adherence to treatments with
the primary care provider

- Existence of social support system

Moderate - History of substance use - Primary care with escalated monitoring
- History or co-occurring psychiatric disorder and caution
- History of suicide attempt - Consider consultation with SUD or
- Any positive UDT Behavioral health specialty

- Any history of legal problems
-Young age (less than 25)

High - Unstable or untreated substance use or - Advanced structured pain clinic/
mental health disorder program
- Persistent or repeated troublesome - Co-managed with Substance Use
aberrant behavior or history of ADRB Disorder or Mental Health Specialty

G. Educate Patient and Family about Treatment Options; Share Decisions about Goals

and Expected Outcomes of Therapy

OBECTVE __ - _ , D
Reduce barriers and address concerns regarding opioids so that the patient and family/care giver can make
informed decistons about pain management, patient outcomes, and adherence to therapy.

BACKGROUND

The education of patients regarding their therapy is important for all patients with chronic pain. Helping
patients gain a clear understanding of the nature of the treatment, expected outcome and possible adverse
effects Is an important element of management. Given the deeply rooted biases and prevalence of
misinformation in our society regarding the medical use of oploids, the need for repeated education of
patients and families can be expected. Some patients may harbor fears that use of oplolds will cause more
harm than benefit, while others may think of opioid therapy as a panacea. Unwarranted beliefs of this kind
can lfead to undesirable attitudes and behaviors that may increase dysfunction and retard the alleviation of
pain. Total pain relief is rare. Rellef of 2-3 points on 10-peint scale is average.

_RECOMMENDATIONS |

1. Involve the patient and family/caregiver in the educational process, providing written educational
material in addition to discussion with patient/family.

2. Discuss the opioid pain care agreement (OPCA) in detail, and reinforce in subsequent visits {See
Annotation H}.
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3. Provide, and document in the medical record, patient education on the following topics:

»  General Information: goals and expectations, addiction, tolerance, physical dependency,
withdrawal symptoms

»  Patient responsibilities: prescriptions, adherence to treatment plan, obtaining medications
from a single prescrtber (or clinic) and single pharmacy, pain diary, feedback to the provider

w  Legal Issues

= Instruction on how to take medication: importance of consistent dosing and timing,
interaction with other drugs

= Prophylactic treatment of adverse effects and management of constipation

»  Discussion of an individualized comprehensive care plan that may include, in addition to OT,
physical therapy, occupational therapy, cognitive-behavioral therapy, acupuncture,
manipulation, complementary and alternative medicine, other non-pharmacologic therapies,
and other non-oplold agents.

DISCUSSION

There are no systematic reviews or randomized controlled trials concerning the role of patient education in
opioid therapy. The review of the evidence by Chou et al., (2009} found no studies evaluating the effects of
patient education methods, or different methods for providing or documenting informed consent, before
initiating a trial of opicids. Valuable information, however, is available from ad hoc reviews of the medical
literature, and from clinicians' day-to-day Interactions with patlents who take opioids or who are
contemplating taking opioids. These sources indicate that some patients may experience conslderable anxiety
when contemplating opiocid therapy. They fear outcomes such as addiction, tolerance, escalating doses, and
physical dependence. It is important for the clinician to accompany any prescriptfon for oploids with at least
one informational session in which the patient can express concerns, ask questions, and be appropriately
informed about adverse effects, tolerance, risks of addiction and ways of preventing difficulties in oplold
management. It fs also important for clinicians to be aware of the potential for distorted portrayals of opiolds
in the medla, and to attempt to correct misconceptions whenever possible (Brown et al., 1996; Cohen et al,,
2001; Hancock & Burrow, 2002).

Although there is a lack of evidence to support the effectiveness of education to improve outcomes In patients
on oploids, the literature review on this issue supports education of the patient and family before starting
opiold therapy {Brown et al,, 1996; Cohen et al., 2001; Hancock & Burrow, 2002; Yackman et al., 2008}, The
intention Is to improve the collaboration of the patient and family with the provider, to achleve realistic goals
and expectations, to improve drug efficacy, and to decrease risks of adverse outcomes, such as addiction
{McCaffery & Pasero, 1998; Goodwin et al., 2009), diversion, drug interactions, and adverse drug effects.

On a general level, Knight & Avorn, (2001) report the outcomes of a small number of studles that support the
value of education for improving complance and awareness of potentlal medication adverse effects and
benefits In older patients.

More specific to opfoid therapy, a literature review by Cohen et al,, (2001) addressed patient education for
patients with chronic pain. Cohen and his colleagues point out that education can go beyond informing the
patient about medications, and can point the way to non-pharmacologic means of pain control such as
exercise and effective body mechanics that can contribute to overall reduction of the patient’s pain. Jacobson
et al., {1996) discuss another potential value of patient education - patient empowerment. The authors
believe that patients should not place blind faith in opioids to eliminate their pain. Patients should be given
information with which to develop realistic expectations and to make informed choices about opioids.

McCaffery & Pasero, {1998) and Brown et al., {1996} address a critical component of education for patients
contemplating taking opioids: the fear of dependence or abuse. Both literature reviews incorporate the
authors' clinical interactions with patients. They point out that some patients will not accept opioid therapy
until thelr concerns have been addressed. McCaffery & Pasero's review Is a good source of common sense
and specific advice on how to address patients’ fears and allay them, For instance, they note, "many people
think that around-the-clock dosing is like addiction since the pain medicine is taken before it is needed” ...
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patients may need to hear that "pain, like any disease, needs to be controlled with regularly scheduled
medication."

On the most specific level, two papers {Hancock & Burrow, 2002; Heidrich, 2001) address concerns about
controlled-release oxycodone hydrochloride as an oploid particularly susceptible to abuse. Both papers
address the need for a balanced portrayal of this drug in the media. Hancock & Burrow, {2002) call for an
effort "to publicize the need for cautious handling and management of oxycodone controlled-release to help
decrease the incidence of diversion and abuse without restricting its use as a legitimate analgesic for people
experiencing pain.”

In several other literature reviews, also with interspersed opinions of the authors, Miaskowski, (2008} and
Palos, (2008) both describe the importance of communication between patients on opioid therapy and their
providers. Jackman et al., (2008) concurs that a written freatment plan for OT should have clear objectives to
determine success, monitor misuse, outline responsibilities, and state expectations that the patient will have
pertodic follow up with the provider. He also emphasizes the importance of one prescriber and one pharmacy
to dispense the medications. Goodwin et al., (2009} highlights the importance of a comprehensive care plan
for patients on chronic opioid therapy.

Education Is an ongoing and dynamic process that should be adjusted based on patient needs. Appropriate
documentation is of paramount importance to ensure continuity of care.

v | r 2220 | Sources of Evidence' i b _ i
1 | Education of patient and family/caregiverin an | Brown et al.,, 1996 I Poor |
interactive and written format Cohen et al,, 2001
Hancock & Burrow, 2002
Jacobson et al., 1996
Knight & Avorn, 2001
McCaffery & Pasero, 1998

Goodwin, 2009
Jackman et al,, 2008
2 1 Discussion of the oploid agreement Jackman et al,,2008 ]} Poor i
Miaskowski C, 2008
3 | Documentation of patient and family education | Working Group Consensus il Poor |
in the medical recard
4 | One prescriber, one pharmacy for patients on Jackman et al.,2008 m Poor I
oT Fishbain SM, 1999
5 | patients on OT should have a comprehensive Goodwin, et al.,, 2008 1] Poor J

care plan which includes patient education
LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recormmendation (See Appendix A}

H. Discuss a Written Opioid Pain Care Agreement with Patient and Family

OBJECTIVE o _
Define the responsibllities of the patient and the provider for the management of OT,

BACKGROUND

Opioid Pain Care Agreement {OPCA} is an agreement between the providers and the patient regarding
provision of oploid therapy as part of care for chronic pain. This type of agreement Is also named Treatment
Agreement, Opioid Agreement, or Oploid Contract. The use of the term contract should be avoided, since it is
not a legal document. The VA coined the term OPCA to emphasize the purpose of the treatment as
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management of pain using oploids. The success of any therapies for chronic pain conditions largely depends
on the patient's participation with all aspects of the treatment plan, including and not limited to opioid
therapy. Before a trial of opioid analgesic is undertaken, the provider should obtain informed consent from
the patient or the patient's guardian. Informed consent should include a discussion of the risks and benefits of
therapy as well as the conditions under which opiolds will be prescribed. Written treatment agreements are
tools for educating patients (and providers) about the opioid treatment plan and documenting the patient's
agreement to participate.  Evidence supporting use of opioid pain treatment agreements Is largely
unremarkable but what Is avallable appears te indicate that use of these agreements would be beneficial for
patients and providers.

Patients on OT should have one deslgnated provider who accepts primary responsibility for
their overall medical care. This clinician may or may not prescribe OT, but should coordinate
consultation and communication among all clinicians involved in the patient's care.

RECOMMENDATIONS

1.  Discuss a trial of opioid therapy with the patient, and obtain the patient's informed consent in a
shared decision-making discussion. Document the informed consent discussion.

2. Review and discuss a written Opioid Pain Care Agreement {OPCA) with the patient who Is expected
to receive daily oploid therapy for the treatment of chronic pain, The signed agreement can serve
as documentation of an informed consent discussten. (For a sample agreement, see Appendix C)

3. The responsibilities during therapy, of the provider and the patient, should be discussed with the
patient and family. A discussion of patient responsibilities should be patient-centered and address
the following Issues :

« Goals of therapy -- Partial pain refief and improvement in physical, emotional, and/or social
functioning

* The requirement for a single prescribing provider or treatment team

s The limitation on dose and number of prescribed medications

* Proscription agalnst the patient changing dosage without discussing with provider

» Monitoring patient adherence - discuss the role of random urine drug testing, the use of "pill
counts"

» A prohibition on use with alcohol, other sedating medications, or illegal drugs without
discussing with provider

s Agreement not to drive or operate heavy machinery until abatement of medication-related
drowsiness

s Respansibility to keep medication safe and secure
¢ Prohibition of selling, lending, sharing or giving any medication to others

s Limitations on refills: only by appointment, in person, and no extra refills for running out
early {exceptions should be considered on an individual basls)

s Compliance with all components of overall treatment plan {including consultations and referrals)
s Adverse effects and safety issues such as the risk of dependence and addictive behaviors

s The option of sharing information with family members and other providers, as necessary,
with the patient’s consent

+ Need for periodic re-evaluation of treatment
e Reasons for stopping opioid therapy
* Consequences of non-adherence with the treatment agreement.

4. Patient refusal to sign an agreement should be documented in the medical record. Consider
patient’s refusal to sign an agreement as part of the initial and ongoing assessments of the patient’s
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ability to adhere to the treatment plan and the level of risk for adverse outcomes (see Table 2,
Annotation F). The prescription of therapy, in such cases, should be based on the individual patient
and the benefits versus harm involved with therapy. The rationale for prescribing opioids without a
signed agreement should be documented.

DISCUSSION _

No prospective experimental studies were found that evaluated whether an explicit or detailed informed
consent process before initiating opioid therapy for CNCP is associated with improved clinical outcomes,
better adherence to the treatment plan, greater patient satisfaction, or how the consent process affects
patients’ choices regarding use of oploids {Chou et al., 2009). Agreement between the patlent and the
provider is required. In particular, risunderstandings about the agreement can lead to later frustration and
anger. With the exception of "Goals of therapy", the agreement is the same for all patients, "Goals of
therapy" is very patient specific. The improvements in pain and function that are expected and that are
critical to the decision to continue to opioid therapy should be made clear at the beginning of therapy. it
should be noted that a review of the literature found only a few references of improved function {Turk et al,,
2002). There is very little evidence regarding the efficacy of treatment agreements as part of oploid therapy
for patients with chronlc pain, No controlied trials or systematic reviews of controlied trials were identified,

Three case series were identified, two of which were retrospective chart reviews (Dunbar & Katz, 1596;
Kirkpatrick et al., 1994}, Two of these studies showed that all or nearly all patients who signed a written
treatment agreement as part of an oploid management ptan for chronic pain had positive outcomes and that
there was a low rate of drug tolerance and noncompliance with the treatment protocol (Burchman & Pagel,
1996; Kirkpatrick et al., 1994). The other study {Dunbar & Katz, 1996), which included only patients with a
prior history of substance abuse, showed that nearly half of the patlents who signed a written treatment
agreement did not comply with it and that there was no obvious relationship between a signed agreement
and positive outcomes. Itis the consensus of most experts that such agreements are obtained to assist with
proper documentation (Fishman et at,, 1999). Furthermore, it Is also expected that medico-legal benefits from
such documentation may be obtalned.

A retrospective study (Wiedemer et at., 2007) evaluated the effects of a structured program in an opioid
renewal clinic that included the use of opioid treatment agreements. The program was designed for
prescribing opiclds in patients with aberrant behavior, or “deemed” at risk” for aberrant behavior or addiction
by their primary care provider. The program eliminated aberrant behavior and abnormal urine tests in all “at-
risk” patients and in 33% of patients with demonstrated aberrant behaviors,

Goldberg et al,, (2005) measured the effect of an explicit pain management program on unscheduled patient
visits, prescribing behavior, and opioid use. ina retrospective study, 91 VA patients who had a formal pain
management contract and a matched comparison group of patients without evidence of such a contract were
evaluated. The results of the study showed that implementation of a contract decreased visit frequency to
the ED, the number of providers issuing prescriptions, the number of separate prescriptions for opioids, and
the number of dispensed oxycodone tablets, The decrease was significant (P < 0.001) for each measure. In
the matched group of 224 patients receiving opioids, ED visit frequency decreased during the observation
period, but to a lesser degree. The number of separate providers issuing opioids to these patients and the
number of unique prescriptions did not change over time, although the number of oxycodone tablets
consumed Increased steadily.

Fagan et al., (2008} surveyed 110 internal medicine physictans about their perception of the usefulness of
agreements/contracts for opioid therapy in CNCP, and about their perception of whether using agreements
was assoclated with a more positive attitude towards patients with CNCP. The survey showed that physicians
pelieve that the use of agreements was associated with reducing multiple prescribers by 76%, requests for
early refills by 67%, and calls from patients by 57%. They also believe that an agreement facilitated
discussions on potential problems associated with OT and easier identification of patients who were abusing

medications,
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Hariharan et al., {2007) in a retrospective study of 330 patients from a single medical practice {(majority with
tow back pain or fibromyalgia) reported that over 60% of patients adhered to their agreement.

EVIDENCE TABLE

Sources of Evidence - - . ['LE % | QEI .| 'SRo

27| Recommendations:: e AR S
1 | Discuss opioid use issues with patient and Burchman & Pagel, 1996 It Fair ol
obtaln patient’s consent Dunbar & Katz, 1996 It

Fishman et al.,, 2000 lil
Fishman et al,, 1999 ]
Kirkpatrick et al,, 1994 ]

2 | Use of written patient opioid agreement Burchman & Pagel, 1996 1l Fair B
Dunbar & Katz, 1996 I
Fishman et al,, 1999 ]
Goldberg et al., 2005 Il
Kirkpatrick et al,, 1994 i
Fagan et at,, 2008 m
Hartharan et al., 2007 H]
Wiedemer et al,, 2007 il

LE=Level of Evidence; QE = Quallty of Evidence; SR = Strength of Recommendation (See Appendix A}

I. Determine and Document Treatment Plan

OBJECTIVE

Identify and describe key elements of the oploid treatment plan.

BACKGROUND o R _
The treatment plan for opioid therapy must acknowledge that the patient is fikely to benefit from a range of
theraples, both pharmacologic and non-pharmacologic. The long-term opiold therapy should be integrated
into the overall treatment objectives and plan for the individual patient.

RECOMMENDATIONS .~ . o _
1. The treatment plan should be Individually taliored to the patient’s circumstances and to the
characteristics of the patient’s pain.

2. Consider the use of other treatment approaches (such as supervised therapeutic exercise, biofeedback,
or cognitive behavior approaches), which should be coordinated with the oploid therapy.

3. Consider establishing a referral and interdisciplinary team approach, if indicated.
4. Establish a follow-up schedule to monitor treatment and patient progress.

5. The treatment plan and patient preferences should be documented in the medical record.

DISCUSSION
Simply decreasing the severity of the patfent's pain may be all that Is required to improve quality of life. Other
patients may require a more intensive and comprehensive treatment plan that addresses the physical,
psychological, and social contributors to their suffering. The Canadian Pain Society, {2002} guideline for the
establishment of a treatment plan provides a vatuable basis for the development of individ ualized treatment
pians for suitable candidates.
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OT Treatment Goals

Treatment goals should be relevant to the individual patient and may include the following domains:

1. Improvement of physical function (e.g., increase range of motion, standing, walking);
2. Improvement of general functional status {e.g., increase activities of daily living, social—recreational
activities, home—domestic activities);
. Increase in self-management of the persistent pain;
4, Improvement of vocational/disability status {e.g., improvement in work function, return to work, start
job training; start classes};
. Reduction/discontinuation of opioids and other pharmacologic medications;
6. Reduction of health care utilization for the chronic patn condition {e.g., reduce medical procedures,
inpatient admissions, outpatient office and emergency room visits);
7. Reduction of pain level {e.g., reduce visual analog scale scores, verbal rating scores, verbal descriptor
scores}).
8. Reduction of emotional distress assoctated with chronic pain
9. Achieve above goals while reducing the risk of misuse, and optimize treatment to avoid harm.

W

L%

EVIDENCE TABLE
ey Recommendattons “Sources of Evfdence DL QERT [ R
1 | Atreatment plan that has been indivldually Canadian Pain Souety, 2002 H Poor !
tailored to the patient’s circumstances and Gallagher, 1999
the characteristics of the patient’s pain Dobscha et al., 2008 _
2 | The use of other treatment approaches, which Frost et al., 1998 | Good A [
should be coordinated with the opioid Kuukkanen & Maikia, 1998
therapy Moffett et al,, 1999
Crider & Glaros, 1998
Stetter & Kupper, 2002
Fishbain, 1999

LE=Level of Evidence; QF = Quallty of Evidence; SR = Strength of Recommendation (See Appendix A}
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3. STARTING THE OPI0ID THERAPY TRIAL

]. Candidate for Trial of Opioid Therapy with Consent

Oploid therapy is a therapeutic trial. Prior to such a trial, the provider should determine that the potential
benefits are likely to outweigh the potential harms, and the patient should be fully informed and should
consent to the therapy. As treatment is administered, close monitoring of outcomes (pain reduction, physical
and psychosocial functioning, satisfaction, adverse effects, or any aberrant drug-refated behaviors} along with
careful titration and appropriate management of adverse outcomes, can establish successful long-term

therapy.

A trial of oplold therapy consists of three phases: initiation, titration, and maintenance. The initiation phase
(See Annotation K1) involves selecting an appropriate opioid agent and dose for the individual patient, after
considering the information obtained in the comprehensive assessment of the patient.

The titration phase (see Annotation K2) involves adjustment of the dosage to achieve the desired clinical
outcomes {pain relief, improved function, and patient satisfaction with minimal or tolerable adverse effects),
The clinically appropriate dose is the dose that yields maximum pain relief with a minimum of intolerable or
unmanageable adverse side effects. During this phase, a tack of response desplte dose escalation may indicate
that the patient has opiold non-responsive pain and opioid therapy should be discontinued. (See Figure 1}

The patient has entered the maintenance phase (see Annotation K3) when the required daily dose remains
relatively stable. This may be the longest phase of the opioid therapy trial. Worsening pain after a period of
stable maintenance may indicate disease progresslon, Increased activity level, environmentat factors
{exposure to cold or reduced barometric pressure), development of psychosocial stressors, tolerance, or
development of hyperalgesia. Additional evaluation may be indicated to determine the cause, Supplemental
doses of non-opioids, short-acting oploids, or both should be considered during treatment {see Annotation

K4).

Opioid Therapy - Titrate to Effect

serious
adverse
effects

Dose g
of Acceyrtable putln P
Opiokd
pain
intensity
TRIratioe SMalnteranee

Time

Figure 1 Opiold Therapy Titrate to Effect
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K1. Initiation Phase

OBJECTIVE . ] o o
To start oploid therapy using an appropriate drug and formulation for the patient at a relatively low dose to
gauge initial response, minimize adverse effects, and allow the patient to develop tolerance before making
further dosage increases.

BACKGROUND

A trial of opiold therapy may be indicated for patients who have falled to respond to a reasonable and
documented course of non-pharmacological or non-opioid pharmacological modalities, or when the risks of
those modalities outweigh the risks of opioid therapy. The trial involves a stepwise approach to the
identification of the best agent, or agents, and the best dosage for the individual patient. All three phases of
the opioid therapy trial {Initiation, titration, and maintenance) require ongoing assessment of the patient and
documentation regarding effectiveness and adverse effects.

The treatment of pain is guided by the premise that patients are unique In their perception of pain and in their
response to medications. it is known that there is a huge interindividual varlability in the responsiveness to
opioids. Accordingly, the patient’s response s the ultimate gulde to treatment.

_RECOMMENDéTIOIES_ i

General strategy for OT initiation phase:

1. Chronic pain fs often a complex biopsychosocial condition. Clinicians who prescribe OT should
routinely integrate psychotherapeutic interventions, functional optimization, interdisciplinary therapy,
and other adjunctive non-opioid pain therapies.

2. Provide written and verbal educatlon to the patient about the specific medIcation, anticipated adverse
effects, dosing and administration, possible excessive sedation and symptoms of opioid withdrawal.

3. With patient consent, obtain a urine drug test (UDT) prior to initiating an OT trial and randomly at
follow-up visits to confirm the appropriate use of opioids. A patient can refuse urine drug testing. The
provider should take into consideration a patient’s refusal to undergo urine drug testing as part of the
ongoing assessment of the patlent’s abliity to adhere to the treatment plan and the leve! of risk for
adverse outcomes {see Annotation F, Table 2).

4. There is no evidence to recommend for or against the selection of any specific oploid:

a. Using a shared decision-making process, select a specific oploid formulation, based on
experience and knowledge that matches the individual’s needs and specific medical conditions
b. Consider patient preference, and agent that allows administration by the least invasive route

c. Consider the ease of drug administration, patient’s prior experience with, and level of tolerance
to opioid medications, potential risk for misuse, abuse patterns, and local formulary guldance

d. Transdermal fentanyl should be avoided in opioid naive patients.
5. Start the opioid therapy trial with a low dose and with one medication at a time.

6. Initlate a bowel regimen to prevent and treat constipation, which is anticipated with all opiolds.

For possible choices of opioids, see Table 3: Use of Opioids for Chronic Pain in Special Populations.

Initiation strategy for continuous, persistent daily pain:

7. For continuous chronic pain, an agent with a long duration of action, such as controlled-release
morphine or methadone is recommended.
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8. Alternatively, short-acting opioids can be started, and later converted to fong acting opioids. {See
Annotation K2 - Titration)

9, Treatment of continuous chronic pain should be initfated with opioids on a defined and scheduled
basis.

Initiation strategy for episodic pain (intermittent pain that occurs few times a week):

10. For episodic chronic pain, consider short-acting oploids {such as morphine, oxycodone, or
hydrocodone), trying one medication at a time on a PRN {as needed) basis. Long-acting opioids should
not be used on a PRN basis.

Cautions for use of Methadone in Patients with Chronic Pain:

Methadone is characterized by complicated and variable pharmacokinetics and pharmacodynamics and
should be initiated and titrated cautiously by clinicians who are familiar with its use and risks, or who can
consult with clinfclans experienced in dosing methadone. Only under these requirements should methadone
be considered as an alternative first-line drug for OT in the primary care setting,

11. When using methadone:

a. Inform patients of the arrhythmia risk
b. Ask patients about heart disease, arrhythmia, and syncope

c. Obtain an electrocardiogram (ECG) to measure the QTc interval before starting methadone and
once the dose is stabillzed {maintenance phase). Measure the QTc annually thereafter If the
patient history is positive for risk factors for prolonged QTc interval, or has known prolonged QTc
interval. Perform additlonal electrocardiography if the methadone dosage exceeds 100 mg/day,
or if the patient has unexplained syncope or selzures

d. If the QTcinterval Is greater than 450ms, but less than 500ms, reevaluate and discuss with the
patient the potential risks and benefits of therapy, and the need for monitoring the QTc more
frequently

e, If the QTc interval exceeds 500 ms, discontinue or taper the methadone dose and consider using
an alternative therapy. Other contributing factors, such as drugs that cause hypokalemia, or QT
prolongation should be eliminated whenever possible

f. Be aware of interactions between methadone and other drugs that may prolong QTcinterval, or
slow the elimination of methadone, and educate patients about drug interaction.

DISCUSSION

A trial of opioid therapy has been endorsed as a standard therapeutic approach to chronic pain by several
professional organizations (APS/AAPM, 1996, 2009; Canadian Pain Society, 2002). The entire treatment with
an opioid agent s a trial. During the trial, the clinician attempts to establish effective pain relief and
improvement in function by prescribing oplotd agents, and by making specific and well-documented dosage
adjustments in response to feedback from the patient.

Choice of agent:

Very few well-designed studies compare the efficacy, safety, and tolerability of different opiolds In the
treatment of patients with chronic pain. in general, no single agent is superior to the others. However, an
individual may obtain a better response, have a greater degree of safety, or have better tolerability with
certain agents or delivery methods. If a decision is made to begin opioid therapy in an opioid-naive patient, a
short-acting opioid or an equivalent dose of a long-acting opioid {other than transdermal fentanyl} may be
used {see Appendix E, Drug Tables Ei and E2}.
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Quang-Cantagrel and his colleagues, {2000) performed a chart review of 86 outpatients recelving long-acting
opioids. They found that although 85% of the patients eventually received adequate short-term pain rellef
from opioids, some patients tried as many as five opioids before settling on a successful treatment. The
authors concluded, "If it Is necessary to change the opioid prescription because of intolerable adverse effects
or ineffectiveness, with each new opioid tested, the number of patients to whom this new prescription will be
effective increases ... Failure of one opioid cannot predict the patient's response to another opioid."

Short acting versus long-acting formulations:

There is Insufficient evidence of the superiority of long- over short-acting oploids with respect to pain relief,
adverse effects, or the rate at which tolerance develops (APS/AAPM, 2009}, Generally, long-acting
medications, with the exception of methadone, are more expenslve than their short-acting versions. Patlent
preference, in terms of prescription regimen, number of pills per day, and similar considerations are factors
that can affect the choice of drug formulation.

The review of evidence for the VA/DoD guideline, {2002}, identified 16 randomized controlled trials that
directly compared the efficacy of long-acting opioids to short-acting opicids or to another long-acting oploid
with shorter duration in patients with chronic non-cancer pain. Five trials found no significant difference in
outcome (Hale et al., 1999; Salzman et al., 1993; Caldwell et al., 1999; Caldwell et al., 2002; Peat et &k, 1999).

For oxycodone, three articles address this issue directly, and all compared controlled-release {CR) with
immediate-release (IR) oxycodone. The papers were all published in the same year and have several authors
in common. Patients had chronic pain associated with osteoarthritis {Caldwell et al,, 1998}, low-back pain
{Hale et al,, 1999}, or cancer or low-back pain {Salzman et al., 1999; two trials). Two papers had a double-blind
phase {Caldwell et al., 1999; and Hale et al,, 1999; N = 107 and 47, respectively}. Both trials in the third paper
were open-label {Salzman et al,, 1999; N = 48 and 57). Despite these Issues, all three studies reached
essentially the same conclusion: Oxycodone CR dosed every 12 hours is comparable to the equivalent dosage
of oxycodone IR given 4 times dally. Comparable efficacy was noted with regard to percentage of patients
achieving pain relief, intensity of pain relief, time to achieve stable pain control, and enhanced quality of
sleep. One study noted a slightly lower incidence of some adverse effects with oxycodone CR, but overall
adverse events were also fairly comparable.

The abundance of other studies making use of fong-acting formulations also report similar efficacy of long- and
short-acting oploids. Of 13 additional trials that addressed the fssue of predetermined maximal dose versus
to-effect dosing, 12 specifically state that long-acting formulations (codelne, fentanyl, morphine, oxycodone,
or tramado!) were used.

One study addressed the use of twice dally versus once-dally administration of equivalent doses {30 mg per

day) of extended-release morphine and showed comparable analgesic efficacy and adverse effects, but
jmproved sleep for the latter formulation {Caldwell et al., 2002).

Long-acting preparations may be preferred over short-acting agents in patients who require around-the-clock
analgesic therapy because they aliow less frequent dosing and, potentially, may decrease pain fluctuations
and improve compliance.

Patient considerations:
Special Population Characteristics. See Table 3: Use of Opioids for Chronic Pain in Special Populations

Type of pain: There are no data to support basing the choice of opioid agent on the type of pain. Some
studies, however, suggest that opioids may be useful in treating at least some forms of neuropathic pain {Huse
et al., 2001; Leung et al,, 2001; Sindrup et al,, 1999a & 1999b; Watson, 2000), dispetling any prior perceptions
that neuropathic pain does not respond to oploids.

In his literature review of the treatment of neuropathic pain with antidepressants and opioids, Watson, (2000}
reported that for post-herpetic neuraigia {PHN), *uncontrolled data related to a long-acting oral opicid and
single-dose intravenous controlled trials have supported an effect of opioids in PHN.” Huse et al,, {2001}
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evaluated the effect of oral morphine in 12 patients with phantom limb pain. The authors showed that not
only did the patlents experience a clinically relevant fessening of pain, but also that “neuromagnetic source
imaging of 3 patients showed Initlal evidence for reduced cortical reorganization under [morphine] concurrent
with the reduction in pain Intensity, which was larger in patients with higher pain reduction.” Leung and his
colleagues, {2001} compared the effects of alfentanil and ketamine Infusions in 12 patients with post-nerve
injury allodynia and hyperalgesia, and concluded; “clinical utilization of oploids with careful titration may be
beneficial in post-nerve Injury pattents with partial deafferentation™. Sindrup et al,, {1999a, 1939b) also
showed opioids to be useful in neuropathic pain. In a small study of tramadol for painful polyneuropathy the
authors stated that "tramadol appears to relieve both ongoing pain symptoms and the key neuropathic pain
feature allodynia in polyneuropathy.”

EVIDENCE TABLE
' Recommendations =7 “nwe Sourees of Evidence A VLES L U QES T SR
1 A trial of opioids for chronic pain when Consensus Statement, AAPM I} Poor !
other analgesic approaches are insufficient & APS, 1997
2 No single agent is superior; in most patients, | Quang-Cantagreletal,, 2000 | |l Fair B
trials with several medications may be {SR) '
required; rotation among opioids may
improve long-term efficacy
3 An oploid trial for either nociceptive or Huse ef al., 2001 ! Good A
neuropathic pain Leung et al., 2001
Sindrup et al., 1999a & 1995b
Watson, 2000
4 Long-acting agents are effective for Caldwell et al., 1999 | Good A
continuous, chronic pain Caldwell et al,, 2002
Hale et al,, 1999
Lloyd et al,, 1992
Peat et al,, 1959
Salzman et al., 1992
5 Start with agent and dose that have been Canadian Pain Soclety, 2002 Hi] Poor |
effective In the past
6 Increased overdose deaths with methadone | GAO-09-341, 2009 Hl Poor o
involved in pain patlents
7 Methadone causes QTc prolongation, a Krantz et al,, 2008 i Fair C
pregecessor to trosade de pointes
8 £CG testing reliably identifies QTc Bednar et al., 2002 | Good A
prolongation torsades de pointes
9 ECG should be obtained before initiation of | Group Consensus Ht Poor/ | C
methadone, after 30 days and yearly. Krantz et al,, 2009 Fair
ECGs should be repeated for dose
increases above 100 mg/day, unexpected
syncope, or seizures
10 | Reevaluate benefit & risk o methadone if Bednar et al., 2002 n Good A
QTc > 450 ms
11 | Discontinue methadone if QTc > 500 ms Group Consensus iH Poor !

LE=tevel of Evidence; QE = Quolity of Evidence; SR = Strength of Recommendation (See Appendix A)
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K2. Titration Phase

OBJECTIVE:

To adjust the dose of opwtd in an mdividuallzed and safe manner to achleve sahsfactory pain contro! and a
tolerable adverse effect profile,

BACKGROUND

The goal of optimal opiold titration for a stable chronic pain condition is to find, mcrementally, the Iowest
effective dose that achieves a satisfactory balance between benefits and harm. Effective therapy is achieved
when the patient reports improvement In pain rellef and/or function along with minimal or acceptable
adverse effects. Depending on the situation and phase of opioid therapy, the titration phase can involve
upward or downward adjustment of the dosage regimen, opiold rotation (i.e, downward titration of the old
agent concurrently with upward titration of the new agent), or even discontinuation of opioids by tapering
doses (i.e., titrating downward at a tolerable rate that minimizes withdrawal symptoms).

After Initiation of oploid therapy, careful upward dosage titration is necessary to minimize toxicity, altow
sufficient time for the patient to develop tolerance to opioid side effects, and to find the optimal dose for each
patient. Too rapld upward titration may exceed the patfent’s level of oploid tolerance and lead to serious
complications, such as respiratory depression.

Titratlon may also be necessary because It Is not unusual for the patient’s biopsychosocal, spiritual conditions,
and pain to change after initiation of opioid therapy. Other circumstances may arise that require adjustments
in the regimen or more aggressive clinical support, For example, Increases in the patient’s activity level (due
to improved analgesia) may exacerbate the pain. New adverse effects may emerge or become more clinically
significant with prolonged opiold administration, and thelr treatment may require dosage titration or the
addition of adjunctive medications. The underlying condition causing pain may worsen, requiring new
evaluation and therapeutic intervention. Furthermore, a patient may experience new medical or
psychological symptoms, the evaluation and treatment of which are complicated by the medications to treat
pain {See Table 4: Potentlal Reasons for Fluctuations in Pain).

Table 4: Potentia! Reasons for Fluctuations In Pain

Increased activity level affecting current chronic
condition
Worsening or progression of pain condition

Improvement of the underlying medlcal condition
Improvement in the patients’ blopsychosocial status
secondary to an interdisciplinary approach to pain

Exacerbation of a different chronic medical management
condition

A new acute medical condition

Concurrent mental health condition {e.g.
depression, anxiety, PTSD, SUD)

Concurrent stressor

Development of opioid tolerance

Opioid induced hyperaigesia

Drug interaction

Clinicians should carefully titrate the dose until adequate levels of analgesia and / or function have been
reached or until unmanageable and persistent adverse effects warrant a decreased dose or a change in
therapy {Jamison et al., 1998; Petrone et al., 1999; Ruoff, 1959).

For some patients, opioids do not exert an appreciable analgesic effect untll a threshold dose has been
achieved. However, most patients who respond to opiold therapy achieve acceptable pain relief at low to
moderate doses {arbitrarily defined as less than morphine-equivalent doses of 200 mg/day). Clinicians should
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refrain from repeatedly escalating doses in an effort to achieve complete pain relief, as this is an unrealistic
goal. In general, there is no pharmacological rationale for using a predetermined maximal dose for pure
agonist opioids, although setting dosage limits is documented in the literature {see Discussion).

The incidence of common opioid-related adverse effects, except for constipation, can be expected to decrease
during the titration period, either because of an effective adverse events management or because of the
development of tolerance. Unmanageable and persistent adverse effects warrant a decreased dose or a
change In therapy. Excessive sedation often precedes respiratory depression and Indicates the need to
withhold some doses and/for slow the rate of upward titration.

The eventual dose must be one at which the clinician can comfortably maintain the patient. If in the clinicians’

judgment, the care of the patient is beyond their own expertise, then the patient should be referred to a

clinician with the necessary expertise in chronlc pain management. Once a medication has been found that

provides pain relief, it is likely to continue to provide pain relief.

RECOMMENDATIONS

The general strategy for titration:
1. Maintain close communication with patients and families, explicitly discussing the criteria for

evaluating the effects of analgesic medications; doing so can help in defusing the anxiety that often
accompanies visits to the physiclan.

2. Ask the patlent to keep records of the time and dose of medication, the degree of pain relief, and the
occurrence of adverse effects.

3. Documentation is essential, and should demonstrate the evaluation process—including consultation,
prescriptions, and periodic review of patient status. Any change and consequent patient
response should be documented In the record.

4. Follow up with the patient in no longer than 2 to 4 weeks after dosage modifications, or other
treatment adjustments, basing the frequency of follow-up on the clinical situation (also see Annotation
K3 — Maintenance Phase).

5. Assess the patient for changes In blopsychosocial and spiritual domains but especlally the diagnosls,
trajectory of disease, and effect of adjuvant therapies.

6. Aswith initial opioid selection and dosing, titration should be individualized according to the patient’s
age, health status, previous exposure to opiolds, level of pain, comorbidities, potential drug
interactions, the particular oploid formulation, the level {setting) of care, attainment of therapeutic
goals, and predicted or observed harms,

7. If necessary, the dally dose may be Increased by 25%-100% at a time. In general, smatler increments
are appropriate for elderly or frail patients, those with likely low oplofd tolerance, and patients
experiencing unsatisfactory pain relief in the presence of some adverse effects. Larger increments may
be used in patients with severe uncontrolled pain or likely high level of opiold tolerance. If the new
dose Is well tolerated but ineffective, additional increases In dose can be considered.

8. To ensure that the full effect from a dosage change has been manifested, and to avoid potential
toxicity due to rapid accumulation of a drug, do not increase the dose more frequently than every five
half-lives. In the case of methadone, upward dosage titration should not occur more frequently than
every 7 days and perhaps longer {e.g., every 1 to 2 months), and only if there Is no problem with
daytime sedation, taking into consideration that there is wide interpatient variability in half-fives and
responsiveness. (See Appendices E>1 and F)

9. If possible, titrate only one drug at a time while observing the patient for additive effects, Maintain
patients on as few medications as possible to minimize drug interactions and adverse events.
Discontinue medications, especially adjuvant medications, which do not add substantially to patient
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10,

11,

12,

13.

function or comfort. Continue close assessment of patients prescribed multipte centrally
acting/psychoactive medications.

If a medication provides less than satisfactory pain reduction despite increasing the dose as tolerated
to a reasonable level {less than 200 mg/day morphine equivalent), evaluate for potential causes such
as nonadherence and drug interactions (see Appendix E, Table £6- Drug Interactions), and consider
changing to an alternate opioid medication.

Medication may be increased until limited by adverse effects or clear evidence of fack of efficacy. If a
high dose of medication {greater than 200 mg/day morphine equivalent) provides no further
improvement in function, consider consultation rather than further increasing the dose.

During the titration phase, reasonable supplemental {rescue} doses of a short acting opioid may be
considered. (See Annotation K-4-Supplementat Dosing)

Consider one or more of the following adjustments in therapy when there is an apparent loss of
analgesic effect

a. Further optimize adjuvant therapies
b. Re-titrate the dose

¢ Increase dose by 25-100%.

e Do not increase the dose more frequently than every 5 half lives (for methadone or
fentanyl no more than once a week), to ensure that the full effect from a dosage change
has been manifested and to avoid potential toxicity due to rapid accumulation of a drug

¢ If possible, titrate only one drug at a time, while observing the patient for additive
effects. Inappropriate or ineffective medications should be tapered while titrating an
appropriate pharmacologic regimen
»  Medication may be increased until treatment goals are met, Intolerable adverse effects
occur, or there is clear evidence of lack of efficacy
c. Rotate to another opioid

» Rotatlon between opiolds may help to improve efficacy, reduce side effects and reduce
dose escalation In some patients who are recelving long-term opiold therapy

» Rotate to another agent based on equianalgesic table and titrate {see Appendix E, Table
E6 for conversion factors)

d. Refer or consult with advanced paln care {pain or palliative care specialist/pharmacist)
s Ifthe dose of opioid Is large (more than 200mg/day morphine equivalent}
s If opioid induced hyperalgesia or oploid tolerance is suspected

e. Discontinue Opioid Therapy {See Annotatlion X).

Converting short-acting opioids to long-acting opioids:

14.

15.

16,

For a patient with continuous pain, an agent with a long duration of action, such as controlled-release
morphine or methadone, is recommended.

If short-acting oploids are effective and well tolerated, it may be possible to achieve equivalent pain
relief with fewer daily doses of the medication by substituting an equivalent dose of long-acting opioid
medication (such as methadone, morphine CR, exycodone CR, or transdermal fentanyl). These long-
acting medications may provide steadier serum levels and smoother pain control, They can be
supplemented with doses of short-acting medication to control pain exacerbation.

The conversion to a fong-acting opioid should be based on an equianalgesic conversion (see Appendix
E, Table E3 for conversion factors) and consideration of the incomplete cross-tolerance between
opioids. To allow for Incomplete cross-tolerance, In most cases, the starting conversion dose should be
50% to 67% of the calculated equianalgesic dose,
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A notable exception to this general rufe is methadone, which has relatively little cross-tolerance with
other opioids and should be started at a conversion dose that is based on the previous morphine-
equivalent dose. Inexperienced clinicians should consult with an expert before initiating methadone;
even in an oploid tolerant patient {see Appendix E, Table £-3, and Appendix F Methadone Dosing
Recommendations),

General Recommendations for Opioid Rotation:
17. Base the method of rotating opioids on the clinical situation. Either of the following two methods may
be used:

a. Step-wise Rotation: Reduce the old oploid dose by 25% to 50% decrements and replace the
amount removed with an equianalgesic converslon dose of the new opioid. This method may
be preferable when switching large doses of opiolds. A disadvantage of this method is that the
causative opioid(s) of new or worsening adverse effects during rotation would be difficult to
identify.

b, Single-step Rotation: Stop the old opioid and start the new opioid in an equianalgesic conversion
dose. This method may be preferable when the old agent must be stopped immediately
because of a hypersensitivity reaction. A disadvantage of this method Is that pain may worsen
if the new agent has a defayed peak analgesic effect (e.g., methadone) while the old agent has a
relatively short offset of effects.

See Appendix E, Table E3, for equlanalgesic doses and conversion methods.

DISCUSSION

Dosage titration is necessary for every short- and long-acting opiold medication {see Appendix £: Drug Tables
E1 and E2). Cliniclans can avoid causing serious complications due to oploid toxicity by carefully titrating
opioid doses at a rate that is appropriate for the pattent’s pain condition, circumstances, and risk factors that
may affect opioid dosing, as weil as the clinician’s resources for patient monitoring.

Long- Versus Short-acting Formulation:

Clinicians can titrate opiolds using either long-acting formulations from the start of therapy {Caldwell et al.,
2002; Hale et al., 1899; Salzman et al.,1999; Roth et al., 2000; Rauck, 2008; Huse et al., 2001} or short-acting
formulations, which are later switched to an equivalent dose of a long-acting formulation (Caldwell et al.,
1999} {see Appendix E, Table E7:Equianalgesic Doses). For chronic, persistent pain, fong-acting formulations of
opioids provide better dosing convenience for the patient. Some paln experts believe that the use of an
opioid with a long duration of action may have other advantages for treating chronic pain. Long-acting opioids
may facilitate patient compliance with around-the-clock dosing and can provide a more consistent blood level
{thereby potentially allowing better tolerabllity to adverse effects and may reduce the reinforcement of pain
hehavior that theoretically can occur with a PRN dosing regimen). However, short-term studies comparing
long-acting and short-acting opiold formutations provide little support for these advantages {see Annotation
K1). Evidence-based guidelines on the use of opioids for chronic noncancer pain concluded that there is
insufficient evidence to recommend either formulation over the other {Chou et al., 2008). Clinicians may
therefore consider patient preference when prescribing, as that may affect adherence to treatment,

Rescue Medication:

Titration can be done with (Peat et al., 1999) or without rescue opioid medication, If immediate-refease
rescue medication is used, a goal of optimal opioid titration for a stable chronic pain condition is to decrease
the frequency of rescue doses to a minimum {Canadian Pain Society, 2002}. {See Annotation K4}

Time-contingent vs. As-needed (PRN) Dosing:

Time-contingent is preferred over as-needed (PRN) dosing in the treatment of chronic pain despite a lack of
studies comparing these dosing methods. The literature review conducted prior to the VA/DoD, {2003)
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guideline for opioid therapy identified 18 studies {RCTs} that addressed dosing issues. Of the 18 studies, 16 —
used time-contingent dosing for chronic pain and reported it to be effective and safe. It should be noted that

many of the studies supplemented this baseline with additional medication for as-needed pain relief. Hale et

al., {1999) concluded that CR oxycedone Is appropriate for selected patients whose pain is inadequately

controlied by use of as-needed therapy. In contrast, two studies by Palangio et al., (2000, 2002} used a set

dosage every 6-8 or 4-6 hours, respectively, as needed for pain relief, not to exceed @ maximum daily dosage.

The second study also allowed supplemental anaigesics. These studies did show significant improvement in

pain relief over baseline, but since comparisons were between different drug combinations and not different

dosing methods, no conclusions can be drawn regarding time-contingent therapy,

Predetermined maximal dose vs. to-effect dosing:

Sixteen of the aforementioned trials directly and/or Indirectly addressed this issue. Fifteen of these made use
of titration to-effect at some point in the trial, and the one that does not states that the lack of sufficlently
high dosages (of morphine) disallows interpretation of their results, Dosing decislons represent a balance
between pain intensity and risk for adverse effects, and, are therefore, set by the patient's needs. Nearly all
studies do, however, establish a specific predetermined maximal dose for dosage titration, but in most cases,
the mean final dosage was well below the maximum allowed limit. In addition, this (relatively high)
predetermined ceiling was able to meet the analgesic needs of a farge majority of the patlents. Some
examples of maximal titration dosages include codeine = 400 mg/day; fentany] = 200 mcg/hr; morphine = 70-
300 mg/day; oxycodone = 60-400 mg/day; tramadol = 400 mg/day. Several authors explicitly stress the need
for individual dose titration to optimize analgesic effect while maintaining adverse effects ata tolerable level.
There Is a subpopulation of patients who do not achieve adequate relief within these dose-limits, and do
tolerate and function better on much higher doses.

Five of the 16 trials involved more than 100 patients. Four of these included osteoarthritis patients
exclusively, one trial included diabetic neuropathy patients exclusively, and the remaining trials included 256
patients with various chronic, non-malignant pain etiologies. All six of these trials made use of to-effect i
dosage (Allan et al,, 2001; Caldwell et al., 1999; Caldwell et al., 2002; Yarati et al.,, 2000; Roth et al., 2000).

Opioid Rotation:

A retrospective study showed that rotation between long-acting opiolds may help to improve effectiveness
and reduce adverse effects without dose escalation {based on expected equianalgesic doses). Rotation from
short-acting to long-acting opioids resulted in improved analgesla, but with a large {74%) increase In dose
(Thomsen et al,, 1999)

Stability of pain relief:

Stable pain relief can often be achieved with titration. Roth et al., (2000) reported that osteoarthritls patients
treated with oxycodone for 6 months (n=58), 12 months (n=41) or 18 months {n=15} maintained stable pain
intensities after being titrated to constant dosages. In a second study of ostecarthritis patients, 86 patients
were able to malntaln a constant morphine dosage for 26 weeks {Caldwell et al., 2002). This study explicitly
allowed an increase In dosage if necessary to optimize pain control. The authors stated that the stability of
dosage suggested that tolerance was not a problem. Huse et al., {2001) found that stable pain reduction was
achieved for patients treated with morphine for phantom limb pain (n=9 for Jong-term phase of 6-12 months).
Normal pain thresholds were not affected over the course of the study. The authors therefore did not believe
that chronic morphine use influenced peripheral pain sensitivity.

In contrast, another osteoarthritis study found a pain increase in active-treatment groups after titration with
oxycodone. However, given that this increase occurred over a relatively short period of time {30 days), the
authors suggest that insufficient titration time, not the development of tolerance, Is the likely reason for pain
instability {Caldwell et al., 1999).

Page 47



FINAL DRAFT VA/DoD Clinical Practice Guideline

Management of Opioid Therapy for Chronic Pain

Other Causes for Dose Escalation:

There are several pain or opioid-related phenomena that can lead to an apparent need to increase the opiold
dose: hyperalgesia due to neural hypersensitization; opioid-induced hyperalgesia {sensitization of
pronociceptive mechanisms); opioid tolerance (desensitization of antinociceptive mechanisms) or a
combination of these. Identifying the development of hyperalgesia s of great clinical Importance since
patients receiving opioids to relieve pain may in fact experience more pain as a result of treatment. Whereas
increasing the dose of opicid can be an effective way to overcome tolerance, doing so to compensate for
opioid-induced hyperalgesia may worsen the patient’s condition by Increasing sensitivity to pain while
escalating physical dependence. {See Annotation M4 - Assess and Identify any Complications.)

Adjuvant Therapies:

In a small RCT, Gilron et al,, (2005) found that the combination of morphine and gabapentin for neuropathic
pain was maore effective than either agent alone.
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E

VIDENCE TABLE

S evidence 7% 1 Sodrce of Evidence: i TrE-— Qs e 'SR
1 Documentation of evaluation process | Working Group Consensus ]| Paor !
and any consultations
2 Consultation to demonstrate Canadian Pain Society, 2002 1] Poor |
compliance with controlied
substance legislation
3 Set dose levels based on patient need, | Allan et al., 2001 | Good A
not predetermined maximal dose Caldwell et al., 1999
Caldwell et al., 2002
‘ Harati et al., 2000
4 Try one medication at a time for Joranson et al,, 1992 i Poor l
opioid-naive patient.
Discontinue opioid trials if opioid
naive patient does not experience
at teast partial analgesla with
incremental dose titratlons
5 Titrate until an adequate leve! of Jamison et al,, 1998 I Good A
analgesta is obtained Petrone et al,, 1999 li-2
Ruoff, 1998
Rauck, 2008
6 During the titration phase, reasonable Canadian Pain Society, 2002 Ifl Poor |
doses of rescue opioid may be College of Physicians and
provided Surgeons of Ontario, 2000
7 tndividual dose titration:
- Increase dose by 25-100%. Roth et al., 2000 i Good | A
- Do not increase more than every 5 Caldwell et al., 2002 H
half lives
- Titrate only one drug at a time
- Increase medication untll limited by
adverse effects or lack of efficacy
8 Rotate to another opiaid based on Breftfeld et al., 2003 i Poor I
equianalgesic table and titrate Thomsen et al,, 1999 il Fair B
Further optimize or add other Gilron et al.,, 2005 12 Fair B
adjuvant therapies
9 Long-acting agents are effective for Caldwell et al,, 1999, 2002 | Good A
continuous, chronic pain Hale et al., 1999 |
Huse et al., 2001 |
Peat et al,, 1998 |
Roth et al., 2000 |
Salzman et al., 1999 I
10 | Time-contingent dosing schedule Hale et al,, 1999 | Good A
College of Physicians and !
Surgeons of Ontario, 2000

LE=Level of Evidence; QF = Quulity of Evidence; SR = Strength of Recommendation (See Appendix A
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K3,

Maintenance Phase

OBJECTIVE:

Maintain rellable pain control and/or |mprovement in funct:on by contmulng the effectwe satssfactori!y
tolerated dose in a routine schedule.

BACKGROUND

The goal during the maintenance phase Is to maintain an effectwe, satlsfactortty tolerated dose, keepmg a
positive balance between benefits and harms.

Although the opiold medication and dose are relatively stable during the maintenance phase, regular re-
assessment Is necessary (see Annotations M1-M4). Re-titration of the opioid dose may be necessary because
of changes in the patient’s biopsychosocial status, spiritual conditions, or pain level (see Annotation K2 —

Titration Phase}.

Emphasis should be given to capitalizing on improved analgesfa by facilitating Incremental gains in physical
and social function. Opioid therapy should be considered complementary to other pharmacologic and
rehabilitative approaches. Improving quality of life in the chronically medically il patient is an acceptable goal
of pain treatment.

Patients Transferred to Primary Care:

Patients may present to primary care, already in maintenance phase, for continuation of OT started by
another provider. These patients may be on therapy that is different from what is recommended in this
guideline. The clinician should perform a careful assessment, including potential risks versus benefits, and if
clinfcally necessary adjust therapy following the recommendations In this section.

RECOMMENDATIONS 7

1. Maintain the lowest effectwe and weli tolerated dose. The optimal oplold dose is the one that
achieves the goals of pain reduction and/or improvement in functional status and patient satisfaction
with tolerable adverse effects.

2. Recognize that the dose may need to be titrated up or down on basis of the patient’s current
biopsychosocial situation. (See Annotation K2 —Titration Phase)

3. Assess patlents at feast every 1 to 6 months based on the following:

a. Individualize and adjust visit frequencies based on patient characteristics, comorbidities, level of
risk for potential drug misuse {i.e., diversion, addiction, abuse, and aberrant drug-related
behavior), type of pain, and type and dose of opioids. No specific visit frequency applies to afl
patients

b. Select a frequency that allows close follow-up of the patient’s adverse effects, pain status, and
appropriate use of medication

¢. The patient should be able to request an early evaluation

d. Any change in the efficacy of the maintenance dose requires a face to face encounter for
assessment prior to modifying therapy

4. Monthly renewat of the preseription for opiold medication can be facilitated by:

a. Phone call, email, or mail-in requests; and/or

b. A structured program {e.g., opiold renewal clinic) staffed by advanced care providers (e.g.,
pharmacists, nurse practitioners, PA-Cs, psychologists, RNs} with appropriate co-signatures

5. In addition to the maintenance opioid analgesic, supplemental doses of short-acting opioids may be
considered. {See Annotation K4 — Supplemental Therapy)

6. Assess and re-educate patient’s adherence with safely storing opioid medications.
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DISCUSSION

Frequency of Assessments:

Expert consensus opinion s the basis for the recommendation to assess patients at least every 1 to 6 months
based on clinical needs of the patient and type and dose of opioids. Patients with a low risk for potential drug
misuse may need to be monitored every 3 to 6 months and moderate risk patients more frequently, perhaps
monthly, whereas high-risk patients may need weekly monitoring (APS/AAPM, 2009). Legal precedents for
frequency of in-person {as opposed to phone) assessments of patients on opioid therapy should also be
considered, although this issue is complex and beyond the scope of this clinical practice guideline,

K4. Supplemental Therapy

BACKGROUND

Supplemental short- acting opioids may be considered in specific situations but their routine use in chronic
pain is controversial, This guideline supports the use of long-acting opioids in a scheduled manner for chronic
pain, rather than the use of supplemental or as-needed (PRN) opioids for exacerbations. Supptemental short-
acting oploids arose out of the concept of breakthrough pain, which originated from cancer pain treatment
and Is defined In different ways In the literature. The preferred term Is pain exacerbation. In chranic pain,
exacerbations are common.

In chronic pain, supplementa! opioids may be considered for rescue, breakthrough pain, and Incident pain.

Rescue Insufficlent analgesia during dosage titration

Breakthrough pain Unpredictable exacerbation of chronic pain
otherwise controlied on stable maintenance doses
of oplold

Incident pain Predictable, activity-related exacerbation of

chronic pain otherwise controlled on stable
maintenance doses of opioid

Pain exacerbation at the end of the dosing interval does not call for supplemental opioids; rather, it requires
either an increase In dose or shortening of the dosing Interval of the around-the-clock dosing regimen.

RECOM MENDATIONS

1, Evaluate worsening or new pain symptoms to determine the cause and the best treatment approach.

2. Encourage the use of non-pharmacologic modalities {e.g., pacing activitles, relaxation, heat, cognitive
behavioral therapy).

3. Carefully evaluate the potential benefits, side effects, and risks when considering supplemental
opioids.

4. Consider supplemental short-acting opioid, non-opioid, or a combination of both agents on an as-
needed basis,

5. Avoid the use of rapid-onset opiolds as supplemental opioid therapy In chronic pain, unless the time
course of action of the preparation matches the temporal pattern of pain intensity fluctuation.
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6. Avoid use of long-acting agents for acute pain or on an as-needed basfs in an outpatient setting.

7. When using combination products, do not exceed maximum recommended daily doses of
acetaminophen, aspirin, or ibuprofen.

8. Avoid the use of mixed agonist-antagonist opioids, as these agents may precipitate withdrawat in
pattents who have physical opioid dependence.

9. Whenever possible, use the same opioid for supplemental therapy as the long-acting opioid to avoid
confusion about the cause of any adverse effects that may develop.

10, When using short-acting pure agonist oploids (alone or in combination with non-opioid analgesics} for
supplemental therapy, give oploid doses equivalent to about 10-15%, the every four hourly equivalent,
or 1/6”’ of the total daily opioid dose, as needed.

Rescue Therapy:
11. Use rescue short-acting oplolds to assist with pain management during the titration process and to
help determine the long-term daily opiold dose.

Breakthrough Pain Therapy:
12. Do not use routinely for chronlc pain. If necessary, use breakthrough pain therapy sparingly.

13. Consider adjusting the long-acting oploid regimen if pain exacerbations are interfering with patient
function due to severity, frequency, or diurnal variations in pain intensity.

Incident Pain Therapy:

14. Educate and reassure patient, emphasizing realistic expectations about limitations of chronic opioid
therapy, the normal cyclic nature of chronic pain, and the importance of pacing activities,

15. Consider providing preemptive analgesia for preventing incident pain e.g., 8 to 12 doses per month of
short-acting oploid preparation.

DISCUSSION - - - )
There is insufficient evidence to guide recommendations regarding optimal treatment strategies for
breakthrough pain in patients with CNCP. Most of the trials evaluating supplemental oploid doses for
exacerbation of pain were conducted in patients who were treated for end-of life care. This population is not
addressed in this guideline.

Two trials supported the use of treating paln exacerbation (referred to as “breakthrough pain”) using rapid-
onset fentanyi buccal tablets on an as-needed basis in chronic noncancer pain (Portenoy et al., 2007; Simpson
et al,, 2007). These studies were short-term; therefore, there is no evidence to support the long-term safety
and efficacy of supplemental opiold therapy for chronic noncancer pain. More studles are needed to evaluate
the long-term benefits and harms of this strategy, and to compare effects of different short-acting or rapid
onset opioids. 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 nen-opioid drug
theraples and non-pharmacologic treatments as other options. Aithough there Is no evidence on the risk of
aberrant drug-related behaviors in relation to the availability of medication prescribed for breakthrough pain,
it is reasonable to assume that access to a rapid-onset or short-acting drug may increase the risk of such
behaviors in those already engaging in them or are at high risk to do so. In patients at low risk for aberrant
drug-related behaviors, a trial of an as-needed opioid with routine follow-up and monitoring may bea
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.
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No studies were found comparing supplemental opiold treatments to guide selection of an optimal approach.

Short-acting opioids may not have a fast enough onset to adequately treat unpredictable pain exacerbations,
may increase side effects, and may increase risk for ADRB,

EVIDENCE TABLE .

1 Evidence:: e -_Source of E\ndence AT LER

Use supplemental short-actmg oploid, Coluzzi et al., 2002 | Good
non-opioid, or a combination of both
agaents on an as-needed basis McCarberg B, 2007

2 Do not give treatment for breakthrough | Gomez-Batiste et al., 2002 | Good A
pain to patients with poorly managed
pain

3 Many patients taking long-acting opioid Hagen et al,, 2008 } Good A
analgesics may need suppiemental
analgesia for incident pain {e.g., 8 to
12 doses per month of short-acting
opioid preparation) McCarberg B, 2007

4 In patients being started on a new Markman et al., 2008 [ Good A
oploid, consider glving rescue
medication

Rescue therapy is often used when pain
is severe or escalating McCarberg B, 2007

5 Avoid the use of rapid-onset opioids as Working Group Consensus i | Poor !
supplemental oploid therapy In
chronic pain

6 Encourage the use of nonpharmacologic | Working Group Consensus Il | Poor I
modalities {e.g., pacing activities,
relaxation, heat, cognitive behavioral
therapy)

LE=Level of Evidence; QF = Quallty of Evidence; SR = Strength of Recommendation {See Appendix A)

L. Document Therapy

BACKGROUND B

Documentation shouid demonstrate the evafuatlon process, mcludmg consuitation prescrlptlon, checking for
duplicate oploid prescriptions from other providers, and periodic review of patient status. Any change and
consequent patient response should be documented in the record.

RECOMMENDATIONS

1. When writing a prescrlpt:on for opto!d therapy, be certain to record the name of the drug, the
strength, the number of dosage units {written numerically and in text} and how the drug is to be taken.
{In the case of methadone, indicate on the prescription that it is for pain as opposed to detoxiffcation).

2. Follow local regulations.
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4. Assessment of Patient Status and Response to Therapy

M1. Assess for Adverse Effects

OBJECTIVE .

Identify adverse effects and tolerabllity problems that may potentially change the treatment plan.

BACKGROUND

Adverse effects are a common and predictable consequence of oploid therapy. Opioid-induced adverse
effects may occur acutely or with long-term therapy. The most common adverse effects are constipation,
drowsiness, nausea, pruritus, and confusion, Development of tolerance to adverse effects {with the
exceptions of constipation, endocrine dysfunction, osteoporosis, and sleep disordered breathing) Is commonly

observed over time,

Generally, nausea and constipation can be minimized by the use of antlemetfc and bowe! regimens. When
opioids are titrated and monitored appropriately, respiratory depression other than sleep-disordered
breathing is relatively uncommon.

The long-term adverse effects of opioids are not well defined because studies are generally of short duration.
Emerglng studies suggest that opioid therapy can have relatively common effects on sleep architecture,
respiration during sleep, and on the endocrine and immune systems,

RECOMMENDATIONS

1. Evaluate patient for opioid adverse effects: constipation, nausea, vomiting, headache, dyspepsia,
pruritus, dizziness, tiredness, dry mouth, sweating, hyperalgesia, sexual dysfunctlon, and sedation.

2. Many adverse effects spontaneously resolve with continued administration and development of
tolerance. Consider individual levels of tolerability to different opioid agents.

3. If not already done, anticipate and consider preventive treatment for common adverse effects,
particularly constipation and nausea.

4. Keep in mind that slowly titrating the opioid dose, madifying the dosage regimen, treating symptoms,
and rotating the oploid agents may successfully treat most adverse effects.

5. Consider evatuation of possible drug-to-drug interactions with other medications that have been
prescribed for the patient (see Appendix £: Drug Table E4 — Drug Interactions).

DISCUSSION

The incidence and severity of side effects can have a significant impact on the outcome of chronic opioid
therapy. Typlcal opioid adverse effects are common (Caldwell et al., 2002; Mullican & Lacy, 2001; Roth et al.,
2000; McNicol et al., 2003; APS/AAPM, 2009). Adverse effects include constipation, nausea, vomiting,
somnolence, headache, dyspepsia, pruritus, dizziness, tiredness, dry mouth, sweating, sedation, osteoporosis,
sexual dysfunction, and endocrine dysfunction. Patient discontinuation due to adverse events is often
reported. Titration of dosage needs to be In balance with a tolerable level of adverse effects. Slower titration
may minimize adverse effects. There is evidence that slow titration of tramadol {50-mg increments every

3 days up to 200 mg per day) can improve tolerability with significantly fewer discontinuations due to nauses,
vomiting, dizziness, vertigo, or any adverse event. Most adverse events were mild or moderate in intensty
and resolved with continued therapy {Ruoff, 1999).

Most studies evaluating adverse effects of opioid therapy in patients with chronic non-cancer pain have been

short-term (range: 2 weeks to 12 months) {Caldwell et al., 1999; Caldwell et al., 2002; Mullican & Lacy, 2001;
Roth et al., 2000; Peloso et al., 2000, McNicol et al,, 2003). In one study, the most common adverse effects
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after 26 weeks of extended-release morphine were constipation and nausea (Caldwell et al,, 2002). Of 295
patients with osteoarthritis, 67% experienced at least one adverse effect and 20% discontinued the study early
because of an adverse effect. In McNicol’s review of 67 studies, the incidence of opioid induced nausea and
vomiting was 10% to 40%, and this symptom was ranked as highly distressing by patients. McNicol’s review
also estimated that constipation occurred in 25% to 50% of cancer patients and is the most common opioid
related side effect in patients with advanced cancer._In a study by Roth et al, {2000), 133 patients with
osteoarthritis reported similar rates of adverse effects (65.4%), however, no clinically significant safety
observations were made and there was reduction in pain intensity. In addition, adverse effects decreased in
frequency as therapy was continued.

in a study by Daniell et al., {2006), endocrine function was measured in 54 patients on chronic opioid therapy
and compared to 27 healthy controls, Hormone levels were much lower in the oplold users than in control
patients and total testosterone levels were subnormal in 74% of the opioid group, with an apparent dose-
response effect. Of the men who reported normal erectile function before opioid use, 87% reported severe
erectile dysfunction or decreased libido after beginning opioid therapy. A recent study showed that women
on chronic opioid therapy have a decrease in follicle stimulating hormone (FSH) and luteinizing hormone (LH}
accompanied by a significant inhibition of ovartan sex hormones {estradiol) and adrenal androgen
{testosterone and dehydroepiandrosterone sulfate [DHEAS]} production (Daniell, 2006).

Kinjo,(2005) observed in a cross-sectional analysis of a large US adult sample (N=14,646) significantly lower
bone mineral density among participants exposed to opioids. Fortin et al., (2008) examined bone mass
density in 81 male patients on oploid therapy and found that 44% of the subjects were osteopenic or
osteoporotic; 11 patients were hypogonadal on testosterone blood level testing and 25 patients had a normal
testosterone level, These results Indicate that the osteoporosis is not solely due to hypogonadism and that
testosterone is not lower in all patients treated with opiolds.

A recent study by Mogri et al., (2009} evaluated 98 consecutive patients on chronic opioid therapy for sleep-
disordered breathing. His findings showed 36% of patients had obstructive sleep apnea, 24% had central sleep
apnea, and 21% had mixed disorder. Wang et al., (2005} compared 50 methadone maintenance treatment
(MMT) patients to 20 matched normal subjects. Thirty percent of the MMT patients had central sleep apnea
while all of the control subjects were normal,

EVIDENCE TABLE

e
1 Evaluate patfent for adverse effects and APS/AAPM, 2009 Il Good |B
tolerability problems Caldwell et al,, 2002
McNicol et al., 2003,
Mullican & Lacy, 2001;
Peloso et al., 2000
Roth et al,, 2000,
2 Many adverse effects resolve Roth et al,, 2000 il Fair C
spontaneously

LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation (See Appendix A)

Assess Adherence

OBJECTIVE

Determine whether patient is adhering to the essential components of the treatment plan and the reasons for
any nonadherence.
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BACK GRO UND

Though research conflrmatlon is iacklng, adherence to the treatment pIan is hkely to be assocrated W|th
positive outcomes. Nonadherence may result from a variety of causes including poor provider-patient
communication, addiction, pseudoaddiction, confusion andfor memory impairment, psychiatric disorders,
emotional distress, or pursuit of financial gain (diversion). Taking less medication than prescribed can also be
unsafe, e.g., leads to inconsistent dosing. Determination of the reasons for nonadherence requires a thorough
evaluation by the care provider, The reasons for early refill requests should be sought since they may be due
to undertreated pain {pseudoaddiction) or increased analgesic requirements because of new or worsening

pathology.

Patients on OT for chronic pain can develop problems with adhering to the treatment plan. These problems
frequently manifest as clinically problematic behaviors, often termed “aberrant behaviors”, or also referred to
as aberrant drug-Related behaviors (ADRBs). These can adversely affect the outcomes of treatment.

ADRBs vary widely in their clinical severity and clinical and public health importance. Minor variations are
behaviors that do not immediately jeopardize health or safety but may negatively impact treatment
effectiveness and the provider-patient relationship, and may predict more serious non-adherence. Serious
variations are those that jeopardize the safety of the patient or soctety, or which are llegal.

Clinicians should emphasize to the patient the importance of not sharing or lending their oplold medications
with others. Transferring opiold drugs to any person other than the patient for whom they were prescribed is
a federal offense.

Lending and sharing opiold medications with anyone Is potentially dangerous and Is illegal. Although sharing
opioid medications with friends or family Is considered refatively minor nonadherence behaviors, the
consequences of such behavlor can be a serious public health problem. Medication supplies of friends and
family are the primary source of drugs involved in cases of prescription drug abuse and overdoses. Misuse of
oplolds can lead to morbidity and mortality In the patient and the public via diversion. Prescription
medications of family and relatives have become a major source of diverted drugs involved in drug abuse-
related deaths. Diversion of prescribed opioids is a public health problem especially in the young. In the
Natfonal Survey on Drug Use & Health {NSDUH, 2008) administered by SAMSHA, the majority of persons using
prescription pain relievers for nonmedical indications report recelving their drugs for free from a friend or
relative. They also reported that prescription painkillers have eclipsed marljuana as the first drug of abuse. In
evaluating how to respond to evidence of nonadherence, it is useful to consider three types of nonadherent
behaviors.

Level I; These relatively minor variations include non-adherence to prescribed medication schedules and other
recommended treatments for pain, making calls to the clinic for early refills, misplacing medications, or
tending and borrowing medications from family members or others. These behaviors can be managed
effectively with education, clinical structure, and behavioral interventions in the primary care setting, Minor
variations that occur frequently {more than 3 times a year) may be considered Level 1l variations; and may
Indicate a need for a more structured care environment.

Level ll: Behaviors that are persistently demonstrating deviation from the treatment agreement, and
represent manifestations of serious comorbidities such as addiction, mood disorders, personality disorder,
PTSD, psychosis, or cognitive dysfunction. These behaviors require consultation or co-management with one
or more speclalists in pain management, mental heaith, or addictions.

Level lll: Megal, criminal, or dangerous behaviors. Behaviors that consist of criminal diversion require
interaction with regulatory authorities outside, and within, the medical system and discontinuation of the OT.

RECOMMENDA TIONS

1. Atevery visit and telephone contact for opioid renewal assess and document adherence with
appropriate use of opioid anaigesics, and any evidence of misuse, abuse, or addiction.
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a. Evaluate how and when the patient Is taking medication, use of other medications including
nonprescription and herbal preparations, and use of alcohol and illicit drugs

b. Screening aids such as random pill counts, adherence checklists, or instruments such as the
Screener and Oploid Assessment for Patients with Pain {SOAPP), may be used to assist the
provider in assessing adherence

¢. With patient consent, obtain a Urine Drug Test (UDT) before initiating oploid therapy trial and
randomly at follow-up visits to confirm the appropriate use of opioids (See Annotation M3 }

d. Assess and document adherence to other components of the treatment plan, such as follow up
with referrals, tests, and other therapies

e. Assess patients for behaviors that are predictive of addiction including repeated minor variations
in adherence that may indicate an increased likelihood of addiction or serious non-adherence

f. Assess patient’s adherence and reeducate regarding the importance of safely storing opioid
medications

g. Assess and document patlent motivation and barriers to adherence

2. Based on the clinical assessment the provider should determine whether aberrant behavior is present
and respond with appropriate action.

3. ifthe clinician Is not sure of the meaning of the behavior, more frequent clinic visits, addiction or
mental health specialist consultatlons, or periodic drug screens might be employed.

4. When aberrant behaviors are present, providers should not stigmatize or Judge patients but instead
simply inform the individual that the behavior is unsafe and needs evaluation and adjustment in
treatment through increased structure and monitoring or referral.

5. A continuing pattern of repeated episodes of non-adherence following treatment changes designed to
maximize adherence should increase prescriber concerns and consideration of potential cessation of 0

opiold therapy.

6. Consider involving family members or significant others in Identifying solutions to non-adherence and
in monitoring future adherence when possible. This may include a change in the patient’s living
situation that would provide greater structure {e.g. nursing home, assisted living facllity), potentially
enhance compliance, and reduce nonadherence

DISCUSSION

Although the risk of developing true opioid addiction appears to be low in patlents with no prior history of a
substance use disorder {Friedman, 1990), less serious non-adherence to medication use is more common
(Turk, 2008},

The importance of assessing for nonadherence / ADRBs Is based on multiple interrelated observations. There
is strong evidence from multiple, weli-designed, tevel 1l-1 and II-2 epidemiology studies, both retrospective
and prospective, for the high prevalence of psychlatric co-morbidity with chronic pain, the impact of
psychiatric co-morbidity on the outcome of treatment of chronic pain, and the association of psychiatric co-
morbidity with aberrant behaviors in patients taking opiold analgesics for chronic pain. There is moderate
evidence (level I1-2 studies) that substance abuse predicts poor outcome from OT for chronic pain. There is
moderate evidence (level II-2 studles) that a substantial percentage of patients on OT for chronic pain have
positive urine drug screens, suggesting that this procedure may be the only way to identify addiction, drug
abuse and diversion. In consideration of the growing public health problems of ineffective pain management
and its concomitant costs to soclety, despite a rapid rise in the use of opiold analgesics, and increase n
prescription drug abuse, the Work Group felt that these recommendations deserved a “strong” designation.

Non-adherence may occur for a variety of reasons. It may be associated with undiagnosed addiction.
Alternatively, it could be due to changes in concurrent disorders such as depression, psychosis, or dementia.
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Otherwise, non-adherent behaviors may arise from a patient’s misunderstanding of their responsibilities while
receiving opioid therapy or from miscommunication between the patient and the prescriber.

When evaluating adherence it is important to evaluate how and when the patient is taking medication, use of
other medications Including nonprescription and herbal preparations, and use of alcohol and illicit drugs.
Providers should be aware of established predictors of opioid misuse as well as their strength of assoctation
with misuse {see Table 5: Predictors of Opioid Misuse).

Table 5: Predictors of Op[md Misuse {Turk, 2008)

‘Strong predictors: -+ | Moderate predictors | Weak predictors » 2| Ingonsistent predictors -
History of alcohol and | - Younger age - Family history of drug abuse - Male sex
illicit substance - History of fegal - History of childhood sexual - History of an anxiety disorder
abuse problems abuse - History of prescribed drug
- Positive UDT - History of DUIs or drug misuse
convictions - Race {nonwhite}
- Lost or stolen prescriptions - Education
- Obtaining opioids from - History of MVAs
alternate sources - History of schizophrenia
- High SOAPP or SOAPP-R scores

UDT=Urine Drug Test; MVAs=Motor Vehicies Accidents; SOAPP-R = Screener and Opioid Assessment for Patients with Pain (Revised)

Behaviors suggestive of opiold abuse or addiction include using opioids for reasons other than pain (such as to
“get high” or “manage stress”), rapidly escalating demands for dose increases, or unusual increase in doses,
observed or reported intoxication or unexplained withdrawal symptoms, repeatedly reporting that opioid
medication was lost, stolen, or destroyed; injection of opioids; threatening or harassing staff; repeatedly
seeking prescriptions from other providers or emergency rooms; and alteration, borrowing, stealing or selling
prescriptions.

One moderate sized prospective cohort study of a pain clinic sample on oploids (Wasan et al., 2009 [n=622])
demonstrated that drug craving predicts higher rates of opioid misuse and positive urine drug screens.

Urine drug tests (UDTs) are useful in documenting appropriate use of prescribed opioids or for detecting the
presence of alcohal, illegal street drugs, or other prescribed pharmaceuticals that may interact with opioids
and render them less effective or represent a danger to the patient. Results of UDT may also suggest the
presence of a substance use disorder. (See Annotation M3)

Other tools may be useful in assessing adherence to the opioid treatment agreement, including aberrant
behavior checklists, pill counts, and oploid misuse screening instruments such as the SOAPP. However, the
final determination as to whether ADRBs are present should be based on all available information.

The SOAPP guestionnaire contains the following questions for assessing medication adherence:

+ How often do you take more medication than you are supposed 10?

s How often have you taken medication other than the way that it was prescribed?

+ How often have your medications been lost or stolen?

e How often has more than one doctor prescribed pain medication for you at the same time?
Adherence to other components of the treatment plan such as referrals, tests, and therapies {e.g., physical
therapy} also Is important in order to minimize the need for opioid therapy and to optimize outcomes. Patient
motivation to follow through with these recommendations should be assessed, especially when non-
adherence is present. Other barriers to adherence that could be addressed may be present, For example,
patients may lack the cognitive capacity to manage a complex regimen, or may lack transportation,
Interviewing family members or other collateral sources is frequently helpful in determining adherence and
barriers.
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M3

When non-adherence is present the clinician should determine whether the variation from the treatment plan
is relatively minor and potentially amenable to educational intervention or adjustment of the treatment plan
{Level I); more persistent and reflecting the influence of comorbidities where consultation or co-management
is required {Level 11}; or serious, requiring termination of oploid therapy (Level ). Not every episode of
variation from the agreed management plan warrants a dlagnosis of addiction or reflects the presence of a
serious comorbidity.

EVIDENCE TABLE
i HEREE B S T fSource of Evidence ! tSR:-

i Substance users die from overdose Hall et al., 2008 B
2 | Prior history of substance abuse and presence of co- Edlund et al., 2007 B

morbld psychiatric disorder predicts risk for ADRBs | Fishbain et al., 2008

Patients who report 4 or more aberrant behaviors Wasan et al., 2007

while on OT are likely to have a diagnosis of Wasan et al., 2009

substance abuse disorder Fleming et ai.,, 2008
3 | Use of screening instruments reveals patients at risk Chou et al., 2009

for ADRBs Compton et al,, 2008
4 | Drug craving predicts abuse Wasan et al., 2009 -2 Fair B

LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation (See Appendix A}

Urine Drug Tests

BACKGROUND

Substance abuse, dependence and dlverslon are risks of OT The rlsk of opioid mlsuse in patlents on OT ls as
high as 30% In some series. Self-report of drug use has limited validity, and monitoring behavior alone can fail
to detect problems revealed by urine drug tests (UDTs). UDTs can Identify patients using Illicit substances and
can assist in the diagnosis of SUD. Routine and random UDTs are recommended for ail patients with chronic
pain prior to and during opioid therapy. Providers should be familiar with the procedure for ordering UDTs at
their local Iab, in Interpreting the results, and responding to the test results.

RECOMMENDATIONS:

1. Inform patients that drug testing is a routine proced ure for all patlents startlng or on oplotd therapy,
and is an important tool for monitoring the safety of their treatment.

2. With patient consent, obtain a UDT in all patients prior to inftfation of OT. [B]

3. With patient consent monitor all patients on OT with periodic random UDTs to confirm adherence to
the treatment plan. Increase the frequency of UDTs based on risk level for aberrant drug-related
behaviors and following each dose increase. [B]

4, Take into consideration a patient’s refusal to take a UDT as part of the ongolng assessment of the
patient’s ability to adhere to the treatment plan and the level of risk for adverse outcomes (see

Annotation ).

5. When Interpreting UDT results take into account other clinical information (e.g., past SUD, other risk
factors, aberrant drug-related behaviors, and other conditions indicating risk.)

6. Understanding of lab methods for drug testing and reporting are necessary to interpret UDT results
{L.e., screen versus confirmatory test, substances tested, cut-off levels for tests}. Maintain a close
working relationship with the clinical laboratory to answer any questions about the UDT or for
confirming the results.
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DISCUSSION

The patient who misuses substance often glves inaccurate information regarding substance use and about the
sharing or theft of their medications by family and friends. Providers cannot accurately predict which patients
will misuse, abuse, or divert substances. Therefore, alternative sources of information regarding substance
use need to be sought. Urine drug screens and confirmatory urine or blood drug testing may be useful in
detecting illicit drug use, use of drugs not prescribed, and opioid malabsorption. Repeatedly negative opioid
test results may strongly suggest diversion. When performed and interpreted properly, urine drug screens
and confirmatory urine and blood drug tests can provide accurate and useful information that allows the
clinician to tallor pain therapy, safeguards, and risk management strategies.

Substance abusers frequently have pain and die from overdose. Hall et al., {2008) reported that out of 295
decedents in West Virginia in 2006, pharmaceutical diversion was associated with 186 (63.1%) deaths, while
63 {21.4%) were accompanied by evidence of ‘doctor shopping'. Substance abuse indicators were identified in
279 decedents {94.6%)}, with nonmedical routes of exposure and lllicit contributory drugs particularly
prevalent among drug diverters. Muitiple contributory substances were implicated in 234 deaths {79.3%).
Opioid analgesics were taken by 275 decedents (93.2%), of whom only 122 {44.4%) had ever been prescribed

these drugs.

Urine Drug Test:

e In a study of UDTs In 470 consecutive patients referred to a university pain clinlc {Michna et al., 2007)
urine toxicology screens among patients prescribed opiolds for pain revealed a high incidence of
abnormal findings. Factors obtained by patients’ clinical history, such as common patient descriptors,
and number, type, and dose of prescribed opiolds were found to be poor predictors of abnormal
resuits, suggesting that UDTs identify patients at risk for ADRBs and addiction.

e Inastudy of 196 patients treated for at least 3 months with OT, 32% had abnormal drug screens.
{lves, Chelminski et al,, 2006).

o In athree-year study at three university pain clinics, of 122 patients maintained on OT, 43% had a
"nroblem" (21 % with positive urine toxicology and no behavioral issues and 11% with aberrant drug-
taking behaviors but normal UDTs}. Monitoring both urine toxicology and aberrant behavior in
chronic-pain patients treated with opioids Identlfied more problem patients than by monitoring
elther alone. The presence of active substance abuse predicts poor outcomes from OT,

e Substance users with pain often do not admit to using licit and illiclt substances found in their urine.
Schuckman et al., (2008) found a 32% discrepancy between self-reported illicit substances and the
results of urine drug test in patients presenting to the emergency room requesting pain medication
for treatment of headache, backache, and toothache.

e Manichikanti et al., (2006} found that in 80 out of 500 consecutive patients on opioid therapy, illicit
drug use was evident . The prevalence of illicit drug abuse In patients with chronic pain receiving
opioids continues to be a common occurrence.

o In asingle-practice study, Atluri & Sudarshan ,{2003} examined urine drug screens in patients with
pain who had suspicious behavior and denied using illicit substances. Of 89 patients with falled urine
drug screens, 32% were using marijuana, 7 % were using cocaine and 7% were using both. In 39% of
the patlents, urine drug screens detected oplotds not prescribed.

¢ Random and for-cause urine drug testing decreases illicit drug use {(Manchlkanti et al., 2006). Follow-
on studies of 500 consecutive patients in a single practice who underwent random urine testing for
1licit and Telt drugs found substantially lower {16% compared to 23%) overall illicit drug use after
random urine drug testing was instituted.

+  Evidence on prediction and identification of aberrant drug-related behaviors is limited, Although
several screening instruments may be useful, evidence Is sparse and primarily based on derivation
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studies, and methodological shortcomings exist in all studies. Studies that perform external
validation, use standardized definitiens for clinically relevant aberrant drug-related behaviors, and
evaluate clinical outcomes associated with different assessment and monktoring strategies are
needed, (Chou et al,, 2009}

EVIDENCE TABLE

| E g ey 1 Sources of Evidencel> = i

1 Use of screening instruments Chou et ai,,2009
reveals patients at risk for Compton et al.,, 2008
ADRBs

2 Substance users with pain often do | Schuckman et al., 2008 -2 fair B
not admit to using ficit and illicit | Alturi & Sudarshan, 2003 -1

substances found in their urine

3 Patients on OT have clinically Michna et al., 2007 Ii-1 Good |B
significant rates of positive Ives et al,, 2006
UDTs, even when they do not
have aberrant behaviors

4 Urine drug testing decreases iflicit | Manchikanti et al., 2006 -1 Fair B

drug use
LE=Level of Evidence; QF = Qualtty of Evidence; SR = Strength of Recommendation {See Appendix A}

M4. Assess and Identify Any Complications, Co-occurring Conditions, or Other
Indications for Consultation or Referral

OBJECTIVE 7
To identify and assess any compfications, co-morbidities, or other indlcations for consultation or referral that
are not necessarily related to active nonadherence hbehaviors.

BACKGROUND

In addition to assessing and addressing any nonadherence problems {Annotations M2, M3, N3}, patients may
have complicated pain conditions, co-morbidities, or other conditions that affect the response to therapy and
may warrant consultation with specialty care or referral to a higher evel of care.

RECOMMENDATIONS ~ L ,
1. Evaluate and assess the patient for the following problems or other indications for consultation or
referral:

. Patient with complex paln conditions
. Patient with significant medical comorbidities that may negatively impact opioid therapy
Patient with significant concurrent psychiatric ilinesses
. Patlent who is unable to tolerate increased pain or physical withdrawal symptoms arising from
opioid tapering when OT is being discontinued

e. Opiold induced hyperalgesia or opioid tolerance suspected (i.e., pain increases or changes while
on chronic stable opioid dosing and with an unchanged underlying medicat condition causing
the pain)

f. Patient with conditions requiring management beyond the expertise level of the primary

provider

oo oW
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DISCUSSION

Neurogenic Hyperalgesia:

Tissue injury can lead to nociceptor sensitization and subsequent central {spinal) neural sensitization and
supraspinal mechanisms of pain amplification. Nociceptor and central sensitization processes are thought to
be associated with development of hyperalgesia. Neurogenic hyperalgesia is probably more common than
opioid-induced hyperaigesia.

Opioid-Induced Hyperalgesia (OIH):
OIH or opioid-induced abnormat pain sensitivity refers to a pharmacodynamic phenomenon typicalty
associated with the long-term use of opioids.

In patients on opioid therapy, OiH clinicaily presents with increased pain or increased pain sensitlvity without
a change in the underlying medical condition (Angst & Clark, 2006; Chu et al., 2008].

The mechanisms of oplold-induced hyperalgesia are unclear but probably multifactorial, invelving alterations
in opiate receptor desensitization processes, receptor numbers, NMDA receptor activation, increases In
pronociceptive excitatory neurotransmitters and adaptatfon of descending neuromodulatory systems,
Clinically, oploid-induced hyperalgesla is manifested as increased sensitivity to noxious stimuli and/or
allodynia {painful response to previously non-noxious stimuli},

An individual taking opicids who develops increased pain but cannot achieve effective pain rellef despite
increases in dose may be experlencing opiold-induced hyperalgesia. Opioid-induced hyperalgesia may be
managed by tapering or discontinuing opicid therapy. A paradoxical reduction in pain would be expected to
occur with reductions in oploid dose. This is seemingly rare in clinical practice.

Opioid-Induced Tolerance:

Oplold-induced tolerance refers to decreased sensitivity to oploids such that larger doses are required to
achieve the same effect. Oplold tolerance would also present with decreased pain relief at a stable dose of
medication. Tolerance can have a number of mechanisms, involving both psychological and physiological
factors, which Include:

¢ Innate tolerance: A genetically determined, preexisting relative Insenshtivity to a medication

s  True tolerance:
—  Pharmacokinetic: {(enzyme induction)
—  Learned: Behavioral modification by user

¢ Pharmacodynamic:
~  Reduction in number of receptors over time
—  Upregulation and resistance of cAMP pathways to opioid mediated decreases In actlvity

Individuals vary In the extent to which they develop tolerance to the different effects of opioids. Most
patients treated with oploids for chronic pain do not seem to develop a problem due to analgesic tolerance
and maintain adequate pain relief at modest doses for very long periods. Many patients reach a plateau
within the first few months of treatment, after which only small adjustments in dose are necessary. Some
patients require frequent dosage increases to maintain effect.

Patients who have developed tolerance will have improved pain control with increased doses. Medical
providers may easily confuse opioid induced hyperalgesia with opioid tolerance. Opiold tolerance will also
present with increased pain at a stable dose of medication. However, patients with OIH may have worsening
pain with escalating doses of opioids, while patients who have developed tolerance will have improved pain
control with increased doses. OIH may involve pronociceptor sensitization whereas tolerance may be due to
antinociceptor sensitization (Chu et al., 2008). Testing of pain and sensory analgesia before and after inittating
opioid therapy may help to distinguish between OlH and opioid tolerance (Angst & Clark, 2006; Chu et al.,
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M5

2008). Testing of different pain parameters of patients on opioid therapy, on non-opioid therapy, and not on
medications has also supported the existence of OIH, but further testing needs to be done to elucidate better
parameters for routine clinical providers to use {Chu et al,, 2006; Ram et al,, 2008; Hay, 2009},

EVIDENCE TABLE
7| 'Recommendations:: =iil- ] seurées of Evidentge v for LE SR
1 | Consider opioid induced hyperalgesia if the Angst & Clark, 2006 |
effectiveness of the opioids decreases especially | Chu et al., 2008
in the setting of increased pain
2 | Opioid use may alter pain sensitivity as evidenced by | Hay, 2009 -2 | Fair C
clinical testing Ram et al., 2008 -2 | Fair |
Chu et al., 2008 1] Fair |
Chu et al., 2006 i-2 | Falr [
3 | Testing of pain and sensory analgesia before Chu et al,, 2008 ] Fair |
initiating OT and at follow up visits may help Angst & Clark, 2006
distinguish between OIH and oploid tolerance
4 | Ol may be due to pronociceptor sensitization and | Chu et al,, 2008 H] Fair |
tolerance may be due to antinociceptor Angst & Clark, 2006
sensltfzation

LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation (See Appendix A}

Assess Effectiveness (Pain, Function, and Satisfaction)

OBJECTIVE

To assess whether oploid therapy Is meeting the patient’s and clinician’s expected goals of pain relief and/or
functional improvement, and patfent satisfaction, and whether opioid therapy should be continued.

BACKGROUND

Assessments of the patfent for adverse effects or tolerability problems {Annotation M1) and adherence to the
pain treatment plan (opioid and nonopioid theraples; Annotation M2) would be incomplete without a
thorough assessment of whether oploid therapy is benefiting the patient. The three domains to assess for
effectiveness of opioid therapy are pain, function, and patient satisfaction. Pain is subjective and there are no
objective methods to verify the Intensity of reported pain; pain is what the patient says it s. Functional ability
can be verified using objective documentation, such as physical therapy progress notes, employment records,
exercise diarles, family reports, or other supplemental clinical information and observations. Patients can be
asked to perform, In clinic, specific tasks related to individualized goals of therapy {e.g., the ability to walk a
certain distance).

ideally, improvement in pain feads to gains in functional ability; however, many patients may experience
reduction in pain without functional improvement, or functional improvement without substantial changes or
even Increases in pain level, Patients should also be asked about their overall satisfaction with oploid therapy.
Evaluation of the three effectiveness domains forms the basis for the “positive” side of the equation when
welghing risks and benefits and deciding whether the benefits outweigh the potential risks sufficiently to
continue opioid therapy.

Failure to achieve at least partial analgesia, or Improved function, at relatively fow initfal doses in the non-
tolerant patient raises questions about the potential efficacy of opioid therapy for the patient’s pain
syndrome. In addition, failure to maintain analgesia while on stable doses of chronic opioid therapy raises
concerns about the presence of opioid induced hyperalgesia {O!H} or opioid tolerance, and the effectiveness
of continuing the current opioid therapy.
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Patient Assessments: Upon the initiation of opioid therapy, ongoing in-person or telephone contacts with the
patient must be scheduled. While the goal is reduction of pain intensity and improvement of functional status
and quality of life, the provider also must assess for potential functional decline induced by treatment.

Although there Is no evidence to suppert a specific follow-up period, there Is clinical experience that supports
follow-up appointments every 1-4 weeks during titration. Patients who are on a stable dose of medication
without evidence of adverse effects or adherence problems may be followed every 1-6 months.

RECOMMENDATIONS B
1. Evaluate pain intensity at each visit.

a. Intensity of pain should be measured in the following manner using a Numerlc Rating Scale (NSR)
{0 to 10} and include the following:

s Current pain

» Least pain in last week
* “Usual” or “Average” pain in the last week
b. The patient’s response to current pain medications should be assessed each visit using questions
such as:
« “What is your intensity of pain after taking your current treatment/medication?”
e “How long does your pain relief last after taking your medication?”

2. Evaluate pain-related function using objective documentation whenever possible, such as physical
therapy progress notes, employment records, exercise diaries, family reports, clinictan observations
{e.g., walking distance), or validated instruments or NRS rating scales on a monthly basis during the
titration phase and every six months after the patlent is on stable opiolds. Assessment of function

may include:
¢+ Employment
*  Epjoyment of life

Emotional distress (depression and anxiety)

Housework, chores, hobbies, and other day to day activities
Sleep

Mobility

e  Self-care behaviors

o  Sexual function
3, Assess overall patient satisfaction with pain therapy at each visit

4, Emphasis should be given to capitalizing on improved analgesia by gains in physical and socfal function;
oplold therapy should be considered complementary to other analgesic and rehabilitative approaches.

NOTE: The VA Pain Qutcomes Toolkit recommends several optional instruments for functional status

assessment. {link to Web site http://www1.va gov/pain_management/docs/Qutcomes.doc ]

DISCUSSION
Among patlents with cancer pain, results of several studles from different cultures have found that, on a 0-10
pain rating scale, pain ratings of 5 or more interfere significantly with dally functions in patients with cancer
pain (Cleeland et al., 1984; Cleeland et al., 1994; Serlin et al., 1995). Other research suggests that a rating of
four, rather than five, indicates that pain significantly interferes with function. For example, Twycross et al.,
{1996} used the Brief Pain Inventory to assess 111 patients with advanced cancer. They found that, on a 0-10
scale, pain ratings of 4 or greater correlated with marked interference with activity, while scoresof 6 and 7
correlated with marked increases in interference with enjoyment. This study and others, combined with
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clinical experience, has fed many clinicians to the conclusion that a pain rating greater than three signals the
need to revise the pain treatment plan with higher doses of analgesics or different medications and other
interventions {Cieeland & Syrjala, 1992; Syrjala, 1993}.

A study of 255 patients attempted to replicate the non-linear assoclation between pain and pain interference
with a non-cancer sample, and determine whether the cutoffs that had been identified as optimal for cancer
patients are optimal for persons with pain associated with amputation. The study also attempted to
determine whether the optimal cutoffs replicate across pain types (phantom limb, back and general pain}.
Findings in patients with low back pain, using average pain, were conslistent with those found in patients with
cancer pain using worst paln, based on interference with function {i.e., mild pain 1-4; moderate 5-6; severe
7-10). However, In the other groups, the degree of pain interference appeared to vary as a function of pain
type. At pain levels of 5 or higher (0~10 scale),the same level of pain was associated with greater Interference
with function in patients with back pain than in those with phantom limb pain (Jensen et al,, 2001).

Zelman, et al., {2003) also found different cutoffs for pain severity for different types of pain (low back and
osteoarthritis). Another study by Paul et al,, {2005} suggests that pain severity cutoffs vary accerding to the

type of pain.

Although Improving patient comfort is a valid and important goal, effective chronic oploid therapy should
ideally foster improved function, Paln rating goals should be individualized with each patient. Palin ratings of
less than four may not be attalnable. Patlents who set ongoing goals of greater than 3 need to be reminded
that quality of life requires that they easily perform certaln activities. Patients should be educated that
satisfactory paln relief Is a level of pain that is noticeable but not bothersome, and that a pain rating equal to
or less than the goal should be malntained as much of the time as possible. The discussion should emphasize
the activities that accompany the pain-rating goal. it is useful to ask the patlent what pain rating would make
it easy to sleep, eat, work, or perform other physical activitles.

Not only does setting comfort and function goals help the entire team, including the patient and significant i
others, to know what the pain treatment plan should achieve, but It alse helps the patient see how pain relief

contributes to improved quality of life. The patient’s comfort and function goals should be visible on all

records where pain ratings are recorded (McCaffery & Pasero, 1993}

There are advantages to using numerlc rating scales for assessing pain and function, The NRS has been found
to be valid and rellable, and to be sensitive to changes in acute, cancer, and chronic pain {Breivik & Skoglund,
1998; De Conno et al., 1994; Paice & Cohen, 1997). Research indicates that “least” and “usual” pain ratings
provide the best estimate of actual pain intensity (fensen et al., 1996). Measurement of other aspects of pain-
related functioning may be accomplished using one or more validated measures of pain interference or
functional status. Although there are no data establishing the validity of Individual numeric palt intensity
rating scales of function, numeric scales facilitate the assessment of goal attalnment and treatment related
changes, and assist with clinical decision-making (Serlin et al,, 1995}).

in a 30-day study of 167 patients with moderate to severe osteoarthritis, Caldwell et al., {1999) compared
opioid tréatment to placebo {all patients were allowed to maintain baseline NSAID therapy). The study
demonstrated that global quality of sleep improved in the active treatment group compared to the placebo
cohort. Peloso et al., (2000} compared controlled release codeine to placebo in a 4-week study of 103
patients with osteoarthritis of the hip or knee, and reported an improvement in physical function in the

codeine group.

Roth et al,, (2000) evaluated the treatment with controlled release oxycodone therapy versus placebo in a
group of elderly patients with moderate osteoarthritis. The patients’ self-evaluations showed improvement of

general activity, sleep, enjoyment of life, and mood.
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EVIDENCE TABLE )

.Sources of Evidence

Evaluate pain intensity using 0-10 scales

Breivlk & Skoglund, 1998
De Conne et al.,, 1994

4 Emphasis should be given to capltalizing
on improved analgesia by gains in
physical and social function

Ogon et at.,, 1996 H-2
Serlin et al., 1985 -2
2 Evaluate function refated to chronic Caldwell et al., 1999 ! Good | A
pain after initiation of therapy Peloso et al., 2000 |
Roth et al,, 2000 [
3 Assess effectiveness of treatment; Cleeland & Syrfala, 1992 ii Fair | B
revise treatment plan when pain Twycross et al,, 1996
rating is greater than 3 Jensen et al,, 2001
McCaffery 8 Pasero, 1999 H Poor

LE=Level of Evidence; QE = Quality of Evidence; SR = Strength of Recommendation {See Appendix A}
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5. ADJUSTMENT OF THERAPY

N1. Address Adverse Effects

OBJECTIVE

Modify treatment to achieve effective pain control while minimizing adverse effects and medication
intolerance.

BACKGROUND

Adverse effects to oploids may need only temporary symptomatic management because they often subside
over time with the development of tolerance. Adverse events that usually do not diminish are constipation,
endocrine dysfunction, and sleep-disordered breathing. Regular re-assessments and monitoring for these

conditions are required.,

Other less common adverse effects that are best treated by dose reduction during titration or opioid rotation
include sweating, peripheral edema, urinary retentlon, myoclonus, and dyspepsia,

RECOMMENDATIONS

A general strategy to minimize adverse effects:

1. Adverse effects can usually be minimized through the use of low starting doses, slow titration rates,
prophylactic and symptomatic treatments, and specific patient education provided at Initiation of

therapy.

2. Symptomatic treatment should be augmented with slow dosage titration, dose modification, and/or
oplold rotation to minimize the adverse effects as follows:

a. Titrate slowly, temporarily reducing or holding doses if necessary, or modify the dosage regimen
to allow the patient to develop tolerance to the adverse effects

b. If these measures fail to minimize the adverse effects, consider rotating to another opioid agent

3. If adverse effects are unmanageable and therapy Is a greater detriment than benefit as determined by
discussion with the patlent and family, oploid therapy should be discontinued.

Constipation:

4. [nitial bowel regimens should generally consist of a bowel stimulant and a stool softener as well as
general measures, such as increased fluid intake, Increased dietary fiber, and adequate exercise.

Routinely initiate a stimulant-based bowel regimen at commencement of chronic opioid therapy.
If the initiaf regimen is inadequate, mild hyperosmotic, saline, and emollient laxatives may be added.

If possible, reduce or discontinue other drugs that may cause or contribute to constipation.

% N o

Bulk-producing laxatives, such as psyllium and polycarbophil, are not recommended and are relatively
contraindicated as they may exacerbate constipation and lead to intestinal obstruction in patients with
poor fluid intake,

9,  Assess patients for constipation symptoms at every office visit.

Nausea and vomiting:
10. Conslder prophylactic antiemetic therapy at initiation of therapy.
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11. Rule out other causes of nausea, and/or treat based on cause including

a. Stimulation of chemoreceptor trigger zone: dopamine or serotonin antagonist
b. Slowed GI motility: metoclopramide
¢. Nausea associated with motion: dimenhydrinate or scopolamine.

Itching:
12. Rule out an allergic reaction.

13. ltching may resolve spontaneously despite continuation of opioid therapy. If the itching does not
spontaneously resolve, consider treatment with antihistamines.

Sedation:
14, Rule out other causes.

15. Reduce dose (with or without addition of a co-analgesic). Excessive sedation within the first few days
of initiating opioids may require temporarily holding one or two doses and restarting at a lower dose to

prevent respiratory depression,

16. Add or Increase non-oploid or non-sedating adjuvant for additional pain rellef so that the opioid can be
reduced.

17. If the above measures fail to relieve sedation adequately, consider rotating to another opioid agent,

18. Consider adding caffeine or a prescription psychostimulant medication.

Confusion or Minor deterioration of cognitive function:
19. Rule out other causes,
20. Consider reducing or stopping (tapering) the dose.

21, Add or increase hon-oploid or non-sedating adjuvant for additional pain relief so that the oploid can be
reduced,

22, Rotate oploid agent.

23, If patient continues to deteriorate during titration phase and presents with symptoms of delirium,
oplold therapy should be discontinued.

24, If patient develops increased confusion or major cognitive changes (delirium} during the maintenance
phase, consider hospitalization to investigate the cause and to continue treatment safely.

Opioid-induced-endocrinopathy:
25, Ask all patients on oploids for chronic pain about symptoms of oploid-induced endocrinopathy {i.e.
hypogonadism) on each visit.
26. if opioid-induced endocrinopathy symptoms are present, , and not accounted for by another disorder or

iliness (e.g., depression, chronic disease), laboratory evaluation and consultation with an endocrinologist
should be considered

27. Insufficient data exists to recommend routine [aboratory screening for endocrinopathy in
asymptomatic patients on OT,

Immune Dysfunction:
28. There is insufficient evidence to make recommendations regarding OT and immune dysfunction.
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Osteoporaosis:
29, Consider monitoring bone density in patients at risk for osteoporosis (See Table &: Risk Factors for
Osteoporosls), as patients with fractures assoclated with hypogonadism often have no other symptoms

assoclated with hypogonadism.

Table 6: Risk Factors for Osteoporosis

Increased age

Female sex

Family history

Low bady weight/small stature
Caucasian, Astan and Latino heritage
History of broken bones

Females after menopause

Inactive lifestyle

. Smoking

10. Alcohol abuse

LRNOV S WM e

Medical comorbidities that can lead to osteoporosis:

carbamazepine, and possibly non—
enzyme-inducing agents
Aromatase inhibitors, such as
anastrozole, exemestane and
letrozole

Cancer chemotherapeutic drugs
Cyclosporine A

hormone (GnRH}) such as
feuprolide and goserelln
Heparin

Lithium

Medroxyprogesterche acetate
for contraception
Methotrexate

s AIDS/HIV ¢ Idiopathlc scoliosis * Poor diet
o Ankylosing spondylitis ¢ Inflammatory bowel disease * Post-polio syndrome
» Blood and bone marrow disorders + Diabetes mellitus s Premature menopause
¢ Breast cancer ¢ Kidney disease ¢ Prostate cancer
s Cushing’s syndrome ¢ lupus » Rheumatold arthritis
s Eating disorders s Lymphoma and feukemia * Severe liver disease
+ Emphysema * Malabsorption syndromes {e.g., {Including biliary cirrhosis)
¢ Female athlete triad cellac disease, Crohn's disease) s Spinal cord Injuries
s Gastrectomy ¢ Multiple myeloma * Stroke (CVA)
» Gastrointestinal bypass procedures s Multiple sclerosis s Thalassemia
» Hyperparathyroidism ¢ Organ transplants ¢ Thyrotoxicosis
s Hyperthyrofdism ¢ Parkinson’s disease * Weightloss
Certain drugs that can lead to osteoporosls:
e Aluminum-containing antacids & Glucocorticolds, such as *  Proton pump inhibitors
s Antiepileptic drugs, such as cortisone and prednisone (PPls)
phenytoin, phenobarbital, ¢ Gonadotropin releasing ¢ Selective serotonin

reuptake inhibitors {SSRIs}
Tacrolimus

Tamoxifen
(premenopausal use)
Thiazolidenediones
{ploglitazone and
rosiglitazone}

Thyrold hormones in
excess
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DISCUSSION

All 27 of the RCTs that were reviewed report that typical opiold adverse effects are common and include
constipation, nausea/vomiting, and somnolence. Adverse events contributed to patient discontinuation.
Individual titration and tailoring to patient needs, Including anticipating and treating adverse effects, is

generally advised.

Nausea and sedation are generally short-term, and often resolve with continued therapy, although
antiemetics may be necessary to control nausea during initial dose titration. Sedation can often be controlted
by careful titration, as tolerance to this adverse effect will often develop. Rotating opioids may also provide
benefits for patients. Proper patient screening, education, and preemptive treatment of potential side effects
may aid in maximizing effectiveness while reducing the severity of side effects and adverse events (Benyamin
et al., 2008) (See Annotatlon R3). One adverse effect that is not likely to be seif-limiting Is constipation. Every
patient should receive prophylactic measures to ensure regular bowel movements.

Older Patients:

Adverse effects are of special concern in older patients. In a literature review, Herr, (2002) cautions caregivers
to be particularly aware of adverse effects that may be more severe In older patients. She notes, “selecting
the appropriate medication for use with older patients Is often complicated by multiple llinesses and multiple
medications. The potential is high for drug-drug and drug-disease Interactions ... many drugs may also be
subject to altered pharmacokinetics because of decreased renal and hepatic function in older patients.” She
lists the following adverse effects to which older patients are prone: constipation, nausea, vomiting, sedation,
respiratory depression, urinary retentlon, intestinal obstruction, delirium, and cognitive impairment, Ina
tutorial, Pappagallo, (1999) recommends, “...with the elderly, low doses of short-acting agents may be used, as
drug blood levels tend to accumulate.”

Constipation:

Oploid-induced bowel dysfunction {OBD) is a constellation of gastrointestinal signs and symptoms that are
often associated with the use of opioids for the management of chronic pain. OBD consists of constipation,
decreased gastric emptying leading to gastroesophageal reflux disorder, abdominal cramping, spasm, bloating,
delayed Gl transit time and the formation of hard, dry stools. Constipation, often used as a surrogate measure
of OBD, typically does not abate as a patient develops tolerance to oploids, Constipation Is highly prevalent,
being estimated to oceur in 25% to 50% of patients treated with opioids for cancer pain and 15% to 0% of
chronic noncancer pain patients treated with opiolds. OBD can have a serious negative impact on the quality
of life of the patlent suffering with chronic pain. Oftentimes, these patients will decide on thelr own to
decrease the dose or skip a dose of their medication to ease the distress of the chronic constipation.
Constipation is a common problem associated with long-term opioid administration and this slde effect should
be anticipated, routinely treated prophylactically, and monitored regularly. There Is a lack of RCTs evaluating
theraples for constipation induced by chronic opioid therapy. Most of the literature consists of meta-analyses
that assess the Incidence of oploid-induced bowe! disorder in patients on chronic opiold therapy with brief
discussions of therapy, which are anecdotal opinions of the authors. Although most evidence is anecdotal,
bowel regimens including increased fluid and dietary fiber intake, stool softeners, and stimulant laxatives are
often used. There is insufficient evidence to recommend oral nonspecific opiotd antagonists, and these agents
can precipitate withdrawal. Peripheral opioid antagonists provide substantial relaxation benefits in
hospice/palliative care patients with advanced medical illness. Presently, there Is insufficient evidence to
recommend peripheral opioid antagonists to prevent or treat opiold-induced bowel dysfunction in populations
other than hospice/palilative care patients.

s Abowel regimen should be initlated for the patlent at commencement of opioid therapy. Itis
commonly accepted that both a stimulant and a stool softener are required. Most frequently this
combination Involves the use of senna and docusate sodium, respectively. Osmotic laxatives such as
lactulose are also commaoniy used.
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s Bulk-forming laxatives should be used with caution because of the risk of exacerbating constipation,
fecal impaction, and intestinal obstruction unless adequate fluid intake is maintained {Panchal et al.,
2007; McNicol et al., 2003}.

Nausea and Vomiting:
s Because of the high incidence of nausea, prophylactic antiemetic therapy is sometimes given
{Canadian Pain Society, 2002; Cohen et al,, 1992; Gan et al,, 1997, Pitkanen et al,, 1997; Wang et al,,
1996).

Itching/Pruritus:

e Consider treatment with antihistamines {Cherny et al., 2001).

Sedation and Cognitive Dysfunction:

Sedation or clouded mentation most often occurs at the onset of opioid therapy, or with a significant dosage
increase. These effects tend to resolve over a few days. Reassurance and education {such as warning the
patient to avoid driving; and avoid alcohol, marijuana, lllicit drugs, and additional sedating medications} should
be provided. Sedation that does not resolve after a few days usually occurs when comorbidities or additional
sedating medications are present. Treatment for patients whose symptoms persist should proceed in a logical
progression to include assessment of the comorhidities, discontinuation, or dose reduction of the sedating
medications to include the opiold agent, opiotd rotation, and consideration of addition of a psychostimutant
{McNicol et al., 2003).

Delirium {acute confusional state) Is assoclated with mental clouding that feads to disturbance of
consciousness and comprehension (McNico! et al., 2003). Mild cognitive impairment and halfucinations
frequently occur at the onset of opiold therapy or with a significant dosage increase. The diagnosis of opfold-
induced delirium can be complicated by the high prevalence of delirium and other mental status changes that
can oceur in opiold-treated patlents with significant medical comorbidities, As with all oplold-induced side
effects, delirium should be managed by first ruling out underlying causes and reducing the dose or
discontinuing any non-essential centrally acting medications. If symptoms persist, dosage reduction, opioid
rotation, or cessation of opioid therapy will need to be considered.

+ Sedation usuaily decreases over time on stable doses (Jacox et al,, 1994).

e Determine whether sedation Is due to the opioid; eliminate nonessentlal CNS depressant medications
(Passik & Weinreb, 2000).

¢ Add caffeine or a prescription psychostimulant medication during the day.

¢ Change opioid {Cherny et al,, 2001).

Hallucination/Dysphoria:

Evaluate underlying cause; consider role of primary therapy. Hallucinations can be due to a variety of causes,
inctuding change in surroundings and sleep deprivation.

Evaluation of hailucinations is often performed by “trial and error” techniques. Eliminate nonessential CNS-
acting medications (e.g. sterolds).

Reevaluate and treat underlying process if appropriate.
Dysphoria is more common with mixed opioid agonists/antagonists and antidopaminergic medications.
If hallucination or dysphoria persists:

— Consider a trial of an antipsychotic in consultation with behavioral health specialty

Page 71




FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronic Pain

—  Switch to another opioid.

Opioid-induced-endocrinopathy:

Evidence indicates that a significant percentage of patients treated with OT develop opioid-induced
endocrinopathy. This side effect of OT is responsive to therapy if it is appropriately recognized and diagnosed.
Symptoms of opioid-induced-endocrinopathy Include, but are not limited to, decreased libido, erectile
dysfunction {men), infertility, depression and anxiety, decreased muscle mass and strength, tiredness or
fatigue, hot flashes and night sweats, amenorrhea, irregular menses, galactorrhea (women}, osteoporosis and
fractures. {Katz & Mazor, 2009}

Laboratory studies should include total and free testosterone {or sex hormone binding globulin}, luteinizing
hormone {LH), follicle-stimulating hormone (FSH) (optional), and dehydroepiandrosterone sulfate {DHEAS) in
hoth men and women, and estradiol in women. (Katz & Mazer, 2009}

» Daniell, {2002) compared 54 community patients on sustained action opioids versus 27 similar men
for control. Free testosterone, total testosterone, estradiol, dihydrotestosterone, LH and FSH; were
all significantly lower {p <.001} in patients on opioid therapy. Free testosterone, total testosterone
and estradiol were subnormal in 56%, 74% and 74% of subjects, respectively. Total testosterone was
subnormal in all patients on >100mg of methadone and in 19 of 26 (73%) consuming lower doses. Of
oploid patients who had normal sexual function prior to therapy, 87% reported severe erectile
dysfunction or diminished libido after beginning oploid therapy.

¢ Another study (Daniell, 2008), compared 47 females on OT with 68 females not on opioid therapy and
recorded menstrual histories and measured gonadotrophin, androgen and estradiol levels.
Testosterone, estradlol and DHEAS values were 48% and 57% lower in opioid consuming women with
Intact ovarian tissue than control subjects {p<.001-.05), Menses had often ceased soon after
beginning sustained-action opioid therapy.

» Long-acting opioid preparations suppress the hypothalamic-pitultary-gonadaf axis in some men and
produce a symptomatlc state of androgen deficlency. Testosterone therapy normalizes hormone
levels and appears to improve a number of quality of life parameters (sexual function, well-being, and
mood) (Daniell, Lentx, & Mazer, 2006).

¢ Dehydroepiandrosterone (DHEA} deficiency often produces fatigue, depression, weakness, and sexual
dysfunction, all of which improve with replacement therapy. In one study (Daniell, 2006), DHEAS
levels were lower in opioid-treated (34 males and 32 females} than In control subjects (33 males and
53 females) in a dose related pattern {p<.01). DHEAS levels were below age-specific norms in 67% of
opiold consumers and 8% of controls {p<.001}. The levels were below the laboratory’s lowest
detection Emits in 29% of opioid users and 1% of controls {(p<.001}.

«  Osteoporosis is an important risk factor for many types of fractures. Complex patient populations
with chronic pain, not usually on opicid as monotherapy, and exercising poorly may contribute to
osteoporosis. Chronic oploid use has been recognized as a risk factor in the development of
osteoporosis through reducing bone mineral density.

s Kim et al., (2006} examined the frequency and severity of low bone mineral density (BMD} among
patients enrolled in a methadone maintenance treatment (MMT) program. Dual energy x-ray
absorptimetry (DXA} results were below normal in 83% (76/92} of the study sample with T-scores
<-2.5 {osteoporosis range) In 35% [32/92} and between ~1.0 and 2.5 {osteopenia range) in 48%
f44/92].

e Decreased bone mineral density defines osteoporosis according to the World Health Organization
and Is an Important predictor of future fractures. Kinjo et al, {(2005) analyzed data on adults aged 17
years and older from the Third National Examination Survey. Total femoral bone mineral density of
7114 male and 7532 female participants was measured by DXA, In linear regression models,
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significantly reduced bone mineral density was found In subjects taking opioids compared to

nonusers.

Fortin et al., {2008} examined serum testosterone levels and bone mass density on 81 male patients

on opioid therapy (average duration of therapy 2.5 years, average patient age 45 years}. Thirty-six
patients (44%} had bone mass densities in the osteopenic and osteoporotic ranges. Of these thirty-
six, only eleven were hypogonadal, therefore monitoring the total testosterone blood level is not a
reliable method to determine the risk for developing opioid-associated ostecporosis.

EVIDENCE TABLE

[Recomimendations. i R i s ISources of Evidence
Recommend modifying the dose or rotating the opioid  {Ruoff, 1999
agent to minimize adverse effects Cherny et al,, 2001
For constipation:
Initial bowel regimens should generatly include a Panchal et al., 2007 it {Poor C
stimulant laxative and a stool softener
A bowel regimen should be initiated at the start of opioid |McNicol et al., 2003 HI  [Fair B
therapy.
Don’t use bulk forming agents, as they may cause Panchal et al,, 2007 N |Fair B
Intestinal obstruction APS/AAPM, 2009
For nausea and vomiting: | Good (A
Consider prophylactic antiemetic therapy Cohen et al,, 1992
Add or increase non-opiold adjuvants Gan et al,, 1997
If analgesia is satisfactory, decrease opioid dose by 25%  jPitkanen et al., 1997
Base treatment on cause: Wang et al,, 1996
Stimulation of chemoreceptor trigger zone: dopamine or
serotonin antagonist
Stowed Gl motility: metoclopramide
Nausea associated with motfon: dimenhydrinate or
scopolamine
For sedation; Passik & Weinreb, 2000 I Fair B
Determine whether sedatlon Is due to the opioid; Canadian Pain Soclety,
eliminate nonessential CNS depressants 2002
If analgesta is satisfactory, reduce oploid dose by 10-15%- {Jacox et al,, 1994
Add or increase non-opioid or non-sedating adjuvant for [Cherny et al., 2001
additional pain relief so that the opioid can be
reduced
Add stimulant drug during the day such as caffeine
Change opioid
For itching: Cherny et al., 2001 I |Fair 8
Consider treatment with antihistamines
Change oploid
For hallucination/dysphoria: Cherny et al,, 2001 | Fair B
Evaluate underlying cause
Eliminate nonessential CNS-acting medications {e.g.
steroids)
For delirium:
Pelirium should be managed by first ruling ouf or McNicol et al., 2003 il [Poor C
eliminating other causes {metabolic disturbances, Davis et al,, 2003
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hypoxia, and dehydration), offending antipsychotic
agent (phenothiazines or tricyclic antidepressants) and
reducing doses of or discontinuing nonessential,
centrally acting medications, if pain is under control.

Ersek et 21,2004

Opioid switch rather than opioid reductionis a Davls et al,, 2003 Il |poor C
reasonable optlon if pain is not well controlled, Ersek et al,, 2004

Reduction in the dose of opicid, and the addition, if McNicol et al,, 2003 it |poor C
needed, of an adjuvant analgesic may resolve Davis et al., 2003
symptoms.

if additional management is needed, changing the route [McNicol et al., 2003 Il |poor C
of opioid administration may be beneficlal. Davls et al,, 2003

If pharmacologic treatment is deemed necessary, McNicol et af,, 2003 H |poor C
haloperidol may be considered for patients who have |Davis et al., 2003
agitated delirium, because of its efficacy and low Ersek et al,, 2004
incldence of cardiovascular and anticholinergic side
effects.

8 |For opioid Induced Endocrinopathy: Daniell, 2002
87% of males with ¢/o severe erectile dysfunction, {I-2 iGood |A

>100mg methadone resulted in 100% of subjects with
subnormal testosterone

Menses had often ceased soon after beginning sustained |Daniell, 2008 II-2 |Good B
action opiold therapy in females indicating opioid
induced menopause

Testosterone patch therapy in 23 men with OPIAD, Daniell, Lentz & Mazer, H-2 [Good A
Androgen deficiency symptoms, sexual function, 2006
mood, depression and hematocrit levels showed
Improvement during treatment,

OT patients had significantly lower levels of DHEAS
(p<.01} than non-opioid consumers

9 |For immune Dysfunction: Palm et al., 1998

Decreased Ig in chronic pain patients before starting 1I-2 ifair C

treatment and further decreased during OT.
LE=Level of Evidence; QE = Quality of Evidence; SR = Strength of Recommendation (See Appendix A}

Daniell, 2006 11-2 |Good |B

N2 Severe Unmanageable Adverse Effects

OBJECTIVE O
Determine whether adverse effects warrant adjustment of oploid therapy or discontinuation of oploid
therapy,

BACKGROUND

Adverse effects associated with opioid therapy cannot always be resolved despite maximal attempts to
mitigate them. The determination of tolerability rests primarlly with the patient and the care provider
attempts to find and advise solutions. When the options have been exhausted and the therapy is a greater
detriment than benefit, as determined in consultation with the patient and family, opiold therapy should be
discontinued. (See Annotation T)

RECOMMENDATIONS = | o
1. If a medication causes unmanageable adverse effects, consider changing to an alternate oplold
medication.
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2. When therapy Is a greater detriment than benefit as determined in consultation with the patient and
family, opioid therapy should be discontinued.

DISCUSSION S o

One situation that calls for strong consideration of discontinuing oploid therapy is the presence of
unmanageable sleep-disordered breathing, Recent studies identifying sleep-disordered breathing as a
potentially serious adverse effect of OT challenges previous beliefs that patients usuaily develop rapid
tolerance to the respiratory depressant effects of opioid therapy (see Annotation P1) and that discontinuation
for respiratory depression is rarely indicated {Joranson et al., 1992). Development of sleep apnea {central or
otherwlse) while on opioid therapy is a relative contraindication to continuing therapy (See Annotation D).

N3. Serious Non-Adherence - Illegal, criminal, or dangerous behaviors

OBJECTIVE

Address serious nonadherence behaviors promptly.

BACKGROUND . L e
llegal, dangerous, or criminal behaviors have impact beyond the patient and clinician, and must be addressed
at the time the action becomes apparent to the treatment team or provider. Behaviors that jeopardize the
safety of the patient or society or are illegal may require the immediate cessation of the oplold with
appropriate treatment of potential withdrawal symptoms. [n addition, prompt documentation is mandated

and conslderation of notifying police authorittes.

Table 7: Types of Sericus and Dangerous Behaviors

Sk A

rs) .

- Active dwersi&l (;smtalviihg o:-' bfovision of drugs to othe
- Prescription forgery
‘_’borro ing”

- Intentional or unintentional overdose or suicide attempt
- Assaultive behaviors
- Aggressive/threatening/belligerent behavior in the clinic

RECOMMENDATIONS

1. Address safety issues immediately and apply fegal mandates as appropriate.

2. Dangerous or illegal behaviors may require immediate cessation of the opioid therapy with
consideration of appropriate treatment of potentiat withdrawal symptoms.

3. Document and refer to behavior health specialty those patients demonstrating behaviors suggestive of
suicide.

4. For a patient with evidence of diversion or dangerous or sulcidat behavior the clinician should
discontinue OT, refer as appropriate for emergency psychiatric evaluation, and fiag the chart.

5. Consider notifying law enforcement about suspected criminal behaviors such as prescription fraud or
diversion. Consult with counsel prior to doing so to clarify current confidentiality faws and regulations
{e.g., VA /military police, risk manager, and/or regional counsel).
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6. Carefully document the details of the situation in the clinical record, or not, as advised by risk
management and/or legal counsel.

DISC USSION

The oploid management pfan or agreement |nst1tuted between the patlent and the prowder creates a
structure to guide and evaluate adherence. Issues of opioid therapy misuse that may be reflective of an opioid
addiction problem evolving during opiold pharmacotherapy should be addressed before discontinuation of
oplolds. Clinicfans should ensure that the patlent understood the directions for proper use of oploids and rule
out the possibility that serious nonadherence was due to under-medication (pseudoaddiction). Clinictans who
are prescribing opiolds must ensure that documentation of the overall management ptan for opiofd therapy
adheres to the standards of the organization in which they practice. State and Federal regulations must afso
be followed. As always, the relationship that exists between the provider and patient must remain one of
trust, and varlations from this agreed upon plan must prompt appropriate actions. The clinician should be
ready to institute necessary actions and to document these actions in the medical record.

N4. Minor Non-adherence or Medication Misuse

.OB]EC TIVE

Educate patient, adjust cllnlcal structure and behavioral mterventlons, and othenwse revise treatment to
address relatively minor behavioral problems so that appropriate oploid therapy can be continued,

BACKGROUND

Minor nenadherence behaviors (Level I) are generaHy those that can be managed in the primary care settlng
Once a relatively minor varlation in adherence to the treatment plan has been Identified, a more structured
response to treatment may eliminate the aberrant behavlors, increase compliance with the treatment plan,
and improve treatment outcomes.

The decision to continue therapy should rest on the resolution of the immediate issue coupled with
implementation of any needed revislons in the treatment plan following discussion with, and agreement by,
the patient.

RECOMMENDATIONS

1. Conslder adjustment of the Enlt!al treatment agreement, with emphasis upon speciﬂc adherence issues
that have been identified; a more structured approach may be required. Possible responses to minor
nonadherence might include:

. Reviewing, discussing, and restating the treatment plan
. Reviewing the written oploid treatment agreement and Incorporating any needed revisions
. Recommending consultation with a pain, addictions, or behavior health specialist

. Change of medication, medication dose, or amount dispensed
. More frequent clinic contacts {telephonic, physician extenders, or clinic visits)
g. Instituting periodic or random urine toxicology screens
2. Consider setting up a grievance procedure with the patient.

a
b
€
d. Administration of medications under supervision or with the assistance of others
e
£

3, Consider invelving family members or significant others in identifying solutions to non-adherence and
in monitoring future adherence when possible. This may include change In the patient’s living situation
that would provide greater structure {e.g. nursing home, assisted living facility) and might enhance
compliance and reduce nonadherence,
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DISCUSSION o -

Minor nonadherence or misuse should result in the prompt review of the treatment agreement, modification
of the management plan as indicated, and documentation of these actions. Involvement of the patient’s
family may be an important strategy in addressing non-adherence. The dlinician should be aware that phystcal
dependence and tolerance may mimic some of the minor variations and these variables should be evaluated
appropriately. Be aware that, for the patient receiving chronic oploid therapy, a diagnosis of “substance
dependence” (l.e. prescription opfold dependence) should not be based on the two DSM-IV criteria for
physical dependence {tolerance, withdrawal). These criteria normally apply to assessing a general population
of patients for diagnoses of substance dependence {addiction); however, in patients receiving chronic,
prescribed opioid therapy, they are expected, latrogenic phenomena.

Therefore, in patients suffering significant, chronic, substantiated pain who exhibit aberrant behaviors
associated with possible substance addiction/abuse, consultation with an addiction specialist knowledgeable
about the treatment of pain may be helpful. The goal Is, not only to more carefully identify opicid abuse or
addiction behaviors arising out of the context of opioid therapy for chronic pain, but aiso to consider whether
the patient’s addiction/abuse non-adherent behaviors can be reduced or eliminated to allow for continued
opioid treatment for chronic pain. Note also that medically undertreated pain may increase the risk for
ADRBs,

A grievance procedure with the patient in the event that a disagreement may occur between the patient and
the provider about the patient’s treatment plan, can be presented elther before or during ongoing therapy.
The Joint Commission {FJC) has specific recommendations that may be helpful in this regard. The provider
may alert the patient representative of the hospital in advance about possible treatment disagreements and
other treatment providers about any controversy so that a coordinated approach is used among different

providers,
EVIDENCE TABLE
: “Sources of Evidence ™ || “]{5R
Working Group |
Issues that have been identified; a more structured Consensus
approach may be required
2 | Consult/refer to behavioral health specialist if Working Group il Poor | §
nonadherent behaviors may be associated with Consensus
changes in mood or emotional stability
3 | Set up a grievance procedure with the patient The Joint Commision { Ill Poor | I
Behavioral Health
Standards

1 E=tevel of Evidence; QF = Quallty of Evidence; SR = Strength of Recommendation (See Appendix A

N5. Moderate Non-Adherence: Persistent Aberrant Behavior, Comorbidities or other
Indications for Consultation or Referral for Evaluation and Management

OBJECTIVE

Address moderate (Level i) nonadherence behaviors.

BACKGROUND

Leve! fl nonadherence behaviors are persistent and represent manifestations of serlous comorbidities such
as history of or co-occurring substance abuse or addiction; psychiatric disorders, such as mood disorders,
personality disorder, PTSD, psychosis, or cognitive dysfunction. These behaviors require consultation or co-
management with one or more specialists in pain management, mentai health, or addictions.
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RECO@MENDATIONS -

1, Consider consultation with, or referral to, a behavioral health specialist if exacerbation of an underlying
psychotic disorder is an issue, if the nonadherent behaviors may be due to changes in mood or
Increased suicidality, or if there is evidence of Increased and poorly controlled anger and tendency to
violent behaviors (see Annotation 02},

2. Consider referral to an addiction specialist if the nonadherent behaviors are those associated with
possible addiction {see Annotation O1).

3, Patients presenting with persistent or troublesome aberrant behavior who do not respond to
intervention by primary care should be referred for evaluation and management of OT to a more
structured care environment {e.g., Pharmacy Pain Management Clinic / Opiold Renewal Pain Care
Clinic/ Pain Medicine Clinic).

4, |f such programs are not available, consider continuing OT with increased frequency of monitoring and
screening, performing a comprehensive behavioral assessment, and addressing co-morbidities.

EVIDENCETABLE S
Recommendation Sources of Evidence LE QE SR
1 Consider referral to a more structured Edlund et al., 2007 2 Good B

program: patient with substance abuse | Wasan et al,, 2007
history and/or psychiatric comorbidity Schieffer et al., 2005
Meghani et al,, 2009
Wilsey et al., 2008

2 Referral to structured program: persistent Edlund et al,, 2007 n2 moderate | B
or troublesome aberrant behavior Wasan et al,, 2007
Schieffer, Pham, et al,,
2005

Meghani et al., 2009
Wilsey et al., 2008
LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation (See Appendix A}
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6. CONSULTATION/REFERRAL

01. Consultation or Referral to Substance Use Disorder/Addiction Specialty for
Evaluation and Treatment of Non-Adherence Behaviors, or Misuse Suggestive of
Addiction to Prescribed Medication, Including Addiction

BACKGROUND

Behaviors suggestive of opiocid abuse or addiction include: rapidly escalating demands for dose Increases or
unusual increase in doses; observed or reported intoxication or unexplained withdrawal symptoms;
repeatedly reporting that opioid medication was lost, stolen, or destroyed; injection of opioids; threatening or
harassing staff; repeatedly seeking prescriptions from other providers or emergency rooms; and alteration,
borrowing, stealing or selling prescriptions. it is important to emphasize that although they may be
associated, addiction behaviors and criminal activities should be clearly distinguished and identified, as there
are sfgnificantly different implications for the prescriber to consider.

RECOMMENDATIONS 7 e
1. Conslder consultation or referral to addiction specialty for evaluation and treatment in the following
conditions:

a. Demonstration of behaviors suggesting addiction to prescribed opiolds or substance use
disorders

b. Patlents with a significant chronic, or substantiated pafn, who develop addiction behaviors in the
context of chronic oploid therapy

¢. Uncontrollad substance use disorder {excluding nicoting)

d. Behaviors characteristic of compulsive drug use {addiction} to either opioids or other drugs or
alcohol should be referrad to an addiction specialty

e. Complex conditions who manifest behaviors characteristic of addiction with multiple co-
occurring psychiatric disorders

f. Need for tapering of oplolds or unable to tolerate tapering after discontinuation of OT,

2. Consider consultation with a SUD specialist to evaluate the risk of recurrent substance abuse or to
assist with ongoing management.

3. Refer patient for psychosocial treatments specific to prescription medication addiction/abuse. These
can include addiction counselors comfortable with such topics, and self-help organizations (Pills
Anonymous/PA, the Natlonal Chronic Pain Qutreach association, and other similar organizations).
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Table 8: Positive and negative predictors for continuation of OT In patients manifesting addictive

behaviors

Positive predictors

Negative predictors

Prior good adherence and motivation with the primary
care provider

The addiction/abuse behaviors are limited in both severity
and number

Absence of other pre-existing or concurrent substance
abuse/addiction

Patient willingness to comply with heightened compliance
supervision measures {i.e. pill counts, more frequent
visits, random drug and alcohol screens, smaller
prescriptions, zero tolerance for jost
medications/refills)

Opportunities for Improvement exist in the management
of the chronic pain; including the use of: {1} non-opioid
pharmacotherapy; {2) non-medication physical
therapies {l.e. TENS, ultrasound/deep heat, massage,
physical therapy); and (3} the provision of psychosoclal
theraples {i.e. biofeedback, formal relaxation
techniques, supportive and cognltive psychotherapy)

Pattent education by the addiction specialist regarding
addiction/abuse behaviors results in significantly
improved Insight regarding addiction/abuse behaviors
and thelr harm

Patient motivation for changing addiction/abuse behaviors
relative to ongolng oploid prescribing Is responsive to
addiction specialist consultation and is internally
located {l.e. motivated by an Internal desire to adhere
to prescribing boundaries in the interest of preserving
the therapeutic relationship and maximizing paln
control}

A supportive recovery environment (e.g., spouse, partner,
family, supervisor) where someone is willing to assist
{with patient's consent) in monitoring compliance
issues

Prior poor or questionable adherence and motivation with
the provider {weak therapeutic relationship)

The addiction/abuse behaviors are significant in severity or
number

Pre-existing or concurrent other substance
abuse/addiction

Patient unwilling to comply with heightened compliance
supervision meastres

Chronic paln management Is already biopsychosoclally
maximized

Patient education by the addiction specialist regarding
addiction/abuse behaviors results in only mildly
Improved insight regarding addiction/abuse behavlors
and their harm

Patient motivation for changing addiction/abuse behaviors
is externally focated (i.e. motivated by the desire to re-
acquire a source for drug abuse, pressures from the
court or family} and unresponsive to the addiction
specialist’s consultation

An unsupportive recovery environment, Including actlve
substance abuse by others in the home

EVIDENCE TABLE

ources of Evidenc

Consuitation/reférral to SUD specialty for

Dunbar & Katz, 1996
redirecting addiction behaviors and Pappagallo & Heinberg, i
continue oploid therapy 1997

LE=Level of Evidence; QE = Quality of Evidence; SR = Strength of Recommendation (See Appendix A}

02. Consider Consultation or Referral to Specialty Care for Complications, Co-
occurring Conditions, or Other Indications

BACKGROUND

Any complications, co-occurring conditions, or other indications requiring consultation er referral should be
appropriately addressed according to the nature of the problem and needs of the patient.
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Patients on OT should have one designated provider who accepts primary responsibility for their overall
medical care. This clinician may or may not prescribe OT, but should coordinate consultation and
communication among all clinicians involved in the patient’s care.

RECOMMENDATIONS

1. Consfder referral to a Pain Medicine Spacialist in the following situations:

a. Patient with complex pain conditions or polytrauma
b. Patient with significant medical comorbidities that may negatively impact opioid therapy

¢. Patient who is unable to tolerate increased pain or physical withdrawal symptoms arising from
opioid tapering when OT is being discontinued

d. Opioid induced hyperalgesia or opiold tolerance is suspected

e. High dose of medication {greater than 200 mg/day morphine equivalent) provides no further
improvement in function

f. Patient requiring management beyond the expertise of the primary provider
2. Consider Referral to/consultation with a Behavioral Health Provider for evaluation and treatment in
the following conditions:
a. Exacerbation of an underlying psychotic disorder
b. Uncentrolled, severe psychiatric disorder or those who are emotionally unstable
¢. Demonstration of high-risk behaviors suggestive of suicide ideation
d. Psychosocial problems or comorbidities that may benefit from disease or case management
e. Adverse behavioral or cognitive effects of OT
f. Co-occurring trauma related conditions {mTBI, TBI, PTSD}
DISCUSSION

The provider should be aware that there may be patients with psychiatric disorders, Including personality
disorders, whose condltions may become manifest during therapy. These patients should be referred to the
appropriate mental/behavior health clinic If simple strategies ordinarily used by the primary care provider do
not prave successful. In particular, If a patient develops suicidal ideation, immediate referrat should occur.
Suictdal ideation is most frequent In mood disorders, psychotic disorders, PTSD, personality disorders,
substance use/gambling disorders, in panic disorder, and In patients with chronic pain.

Studies show that patients do better when they have continuous access to a cliniclan who provides
comprehensive care for the large majority of their health care needs and who coordinates care when the
services of other health care professionals are needed {Chou et al,, 2009).

“Having a clinician who accepts primary responsibllity 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
comorhidities 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. “(APS/AAPM, 2003}

Page 81




FINAL DRAFT VA/DoD Clinfcal Practice Guideline

Management of Opioid Therapy for Chronic Pain

7. FOLLOW-UP

P. Follow-up at Appropriate Intervals

OBJECTIVE

Evaluate pain as a guide to further intervention.

BACKGROUND

The goal of stable relief of pain and effective management of adverse effects depends on a regular evaluation
of the patient’s status

RECOMMENDATIONS

1. Schedule follow-up visits at least every 2-4 weeks after any change In medication regimen and at least
once every 1-6 months for the duration of the therapy {maintenance),

Z. Assess at each visit:

. Comfort {degree of analgesia)
. Opiold-related adverse effects

. Adherence to opioid treatment agreement and other aspects of treatment plan
. Obtain laboratory studies (especially liver or kidney function screens), and/or order drug screens
as indicated
f. Use of self-report instruments (diary, opicid log) may be helpful but should not be required .

3. Documentation is essential and the medical record for each encounter should specifically address
comfort, function, adverse-effects, and treatment plan adherence.

a
b
¢. Functional status {physical and psychosocial)
d
e

EVIDENCE TABLE
Z|: Recommendations :Sources of Evidence LE
1| Evaluate and document comfort, adverse College of Physicians and I
effects, functional status, and aberrant Surgeons of Ontario
behaviors at each visit {CPSOY, 2000
2! See the patient every 2-4 weeks after any College of Physicians and ]| Poor i
change in medication regimen, then every Surgeons of Ontario, 2000
6-8 weeks
3| Reguest a consultation, as indicated Working Group Consensus n Poor I
4| Laboratory studies and/or drug screens, as College of Physicians and i Poor |
indicated Surgeons of Ontario, 2000

LE=Level of Evidence; QF = Quality of Evidence; SR = Strength of Recommendation {See Appendix A}
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8. Discontinue Opioid Therapy

Q. Indication to Discontinue OT

BACKGROUND

An opiotd treatment tna! should be dtscontmued :f the goals are not u]tlmately met, and opioid treatrment
should be discontinued at any point if adverse effects outweigh benefits or if dangerous or illegal behaviors
are demonstrated. At this point, the clinician will have reached the decision to discontinue opioid therapy for
one of the following reasons:

{1} Severe unmanageable adverse effects

{2) Serious non-adherence to the treatment plan or unsafe behaviors

{3) Misuse suggestive of addiction to prescribad medication

{4) Lack of effectiveness of therapy or a desire on the part of the patient to discontinue therapy

The decision to discontinue opioid treatment should ideally be made jointly with the patient and, if
appropriate, the family/caregiver. This decision should include careful consideration of the outcomes and
ongoing monitoring.

RECOMMENDATIONS

1. Opioid therapy shouid be tapered off and discontinued lf any of the fo!lowmg SItuatlons occur:

The medication fails to show partial analgesia with incremental dose titration
‘frials with different agents provide inadeguate analgesia

There is other evidence that the pain may not be opiold responsive

Real or potential harms outweigh real or potential benefits

a0 oo

e. Patientrequest.
2. Consider decreasing the opioid dose when pain level decreases in stable patients. {See Annotation X —
Tapering)

DISCUSSION

Reviews of open- iabel follow-up studies have shown that up to 56% of patients abandon the treatment
because of lack of analgesic efficacy or side effects {Furlan et al., 2006). Lack of analgesic efficacy may be due
to predetermined dose limits, and thus failure of dose titration.

Severe Unmanageable Adverse Effects:

Adverse effects associated with opioid therapy cannot always be resolved despite maximal attempts to
mitigate them. The determination of tolerability rests primarify with the patient and the care provider
attempts to find solutions. When the options have been exhausted and the therapy Is a greater detriment
than benefit, as determined in consuitation with the patient and family, opioid therapy should be
discontinued. See Annotation N2,

Evidence of Hlegal, criminal, or Unsafe and Dangerous Behavior:

Behaviors that consist of criminal diversion for financial profit require interaction with regulating authorities
outside and within the medical system. These behaviors may also occur with active substance abuse or
persistent or troublesome aberrant behavior. See Annotation N3,
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Misuse suggestive of addiction to prescribed medication:

Opioid dependence is a cluster of cognitive, behavioral, and physiological symptoms characterized by
repeated self-administration and usually results in opioid tolerance, withdrawal symptoms, and compulsive
drug taking, despite negative consequences. While federal regulatory language uses the term “opiate
addiction,” the diagnostic term opioid dependence is used here for consistency. Opioid dependence may
occur with or without the physiological symptoms of tolerance and withdrawal,

Currently, the Food and Drug Administration {FDA} has approved pharmacotherapy for patients diagnosed
with opioid dependence. Recent scientific advances have encouraged the use of pharmacologic treatments.
Oploid agonist therapy for opioid dependence consists of administering methadone or sublingual
buprenorphine, In combination with a comprehensive range of medical, counseling, and rehabilitative
services. Opioid therapy is not recommended in the setting of buprenorphine use. A SUD specialist may be
better able to evaluate the risks and benefits of continuing opioid therapy in such a situation. See Annotation
02,

R: Is Patient Willing To Engage In Addiction Therapy

I?AQKQROUND

Patients manifesting behaviors characterlstic of compulsive drug use (addiction) to either oploids, other drugs,
or alcohol should be offered referral to an addiction specialist. If there are clearly unsafe or iliegal behaviors,
oploid prescribing should stop immediately and withdrawaf should be addressed.

In other circumstances, a decisfon might be made to either taper and discontinue oploid prescribing, or wait
until after consuitation has been obtained,

If oploid agonist therapy for opioid addiction (e.g., methadone maintenance} is being considered, it may be
helpful to walt to taper the prescribed opioids until the diagnosis is clarified and opioid agonist therapy
inductton begun.

Patients with complex conditions with multiple co-morbidities including other psychiatric disorders should be
referred to an addiction medicine or addiction psychiatry specialist for parallel management along with their
ongolng pain management.

RECOMMENDATIONS

1, Document, and offer referral to addiction specialty for patients demonstrating behavlors suggesting
addictlon to prescribed oploids or substance use disorders.

2. Discuss pharmacotherapy options with all patfents with opioid and/or aicoho! dependence.

3, Ifthere are clearly unsafe or iliegal behaviors, opiold prescribing should stop Immediately and
withdrawal should be addressed.

49 year-old male with history of chronic testicular and Refer to substance |Current: oxycodone facetaminophen 2
back pain with normal exemination end no indication for  {use disorder tab TID PO.

surgical Intervention. Taking 6 tablets of treatment clinic, |Taper by 25% per day
oxycodone/acetaminophen per day. No functional deficits  frapid taper Day 1: 2 tab every 8 hrs Day 2: 2 tab
except heavy lifting. Shortly after transferring to my care  [treatment over every 12 hrs Day 3: 1.5 tab every 12 hrs
the patlent begins displaying drug-seeking behavior with  [one week Day 5: 1 tab every 12 hrs Day 6: 1/2 tah
repeated requests ta increase the daily dose, refusal to every 12 hrs Day 7: Discontinue

follow through with adjunctive therapy, non-opioid oxycodonefacetaminophen
medications and referrals. Finally, the potlent loses his

prescriptions twice in a short period of time,
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S. Address Safety and Misuse; Begin Process to Discontinue Opioid Use

BACKGROUND

The provider may refer to a grievance procedure or treatment agreement If one has previously been discussed
with the patient. The Joint Commission has specific recommendations that may be helpful in this regard. In
addition, a provider may alert the patient representative of the hospital in advance about possible treatment
disagreements, The primary care provider should also alert other treatment providers about any controversy,
to ensure prescription from a single provider.

RECOMMENDATIONS _

1. Attempt to maintain contact with any patient who withdraws from treatment due to a disagreement.

2. Refer patients with comorbid psychiatric diserders to appropriate mentai health providers.

3. identify and document any co-occurring disorders {CODs) in patients with substance use disorders;

a. Psychiatric history, including symptoms and their relation to substance use, current and past
diagnoses, treatments and providers

b. infectious diseases {HiV, Hepatitis C, sexually transmitted disease}

¢. For patients using nicotine offer and recommend tobacco use cessation treatment

d. Medica! CODs that may be related to or affected by substance use {e.g., diabetes, cardiovascular
disease, digestive disorders, skin infections, respiratory disorders, dementia, cerebrovascular
disease)

4. Individuals with SUD should be assessed for any significant, unmet psychosocial needs or situational
stressors. These Include but are not limited to:

. Inadequate or no housing

. Financial difficulties, especially If unable to meet basic needs

Problematic family relationships or situations (including caregiver burden or domestic violence)

. Poor social support

. Religious and spiritual problems

QOccupational problems

Difficulties with activities of daily living or instrumental activities of daily living

L1 T-o B < N = S+ B = S -

DISCUSSION
The patient may not understand or agree with the decision to withdraw opioid therapy. This may lead to a
variety of unwanted behaviors. The patient may seek to take advantage of the provider's desire to help, and
may therefore engage in a prolonged debate about continuing the therapy. The provider should keep in mind
the reasons that led to the decision; another provider's support can be very helpful in this situation. In other
cases, the patient may resort to threats and intimidation in an effort to obtain a prescription. All providers
have a right to work in a safe and secure place. If a provider anticipates a threatening response, a system that
summons security should be in place. The provider should avoid situations where it might be difficult to
escape an unsafe situation, and should consider asking additional staff members to be present while seeing
the patient. In fact, acts of viclence are rare, but do occur, and the provider should never act based on
intimidation.
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T. Discontinue Opioid Therapy; Taper Medication

OBJECTIVE

Maintain patient safety and comfort during the initial phase of opto:d abstmence

BACKGROUND

The decision to discontlnue opiold treatment should |dea|1y be made jomtly thh the patient and, :f
appropriate, the family/caregiver and needs to include careful consideration of the outcomes. Follow-up after
discontinuation should include monitoring and consideration for consultation or referral to help maintain
patient safety and comfort during the initial phase of opioid abstinence.

RECOMMENDATIONS

1. Decisions regard:ng taperlng schedu!e should be made on an indiwdual basus Sometlmes faster or
slower tapering may be warranted.

2. For those patients who are at high risk of aberrant behaviors (parasuicidal acts, dealing/selling
medications, or those with severe impulse control disorders), tapering opiold In a primary care setting
is not appropriate and those patients should be referred to an addiction or pain specialist with
expertise dealing with difficult cases.

3. Patients with complicated withdrawal symptoms should be referred to a pain specialist or a center
speclalizing in withdrawal treatment.

4, Pattent being tapered due to development of addiction shoufd be referred for SUD treatment. Opioid
detoxification in a primary care setting followed by ongoing substance use treatment may be
appropriate,

U. Educate on Withdrawal Symptoms, Taper Medications

OBJECTIVE

Prepare the patient to dlscontinue oploids with a minimum of withdrawal symptoms

BACKGROUND

Discontinuing opioids for pataents who choose to stop therapy for elective reasons due to adverse effects, or
lack of efficacy can easily be done on an outpatient basis with minimal withdrawal symptoms. Pain may
temporarily Increase during the tapering If withdrawal symptoms occur. Patlents who are having opiold
therapy discontinued due to non-adherence may need additional support and counseling to understand the
reasons regarding the decision to discontinue their opioid therapy. Since alternate pain management
strategies have usually already been exhausted, one may have to acknowledge that the patient is likely to
experience increased pain.

RECOMMENDATIONS

1. Complete evaluation of treatment, comorbtdlty, psycho!ogfcaf cond|tion and other relevant factors
should be completed prior to the initiation of the taper.

2. Clear written and verbal instructions should be given to patients/family to educate them about the
slow taper protocol that will minimize abstinence (withdrawal) syndromes.

3, Patients who are unable to tolerate the taper as described should be considered for referral to, or
consultation with, a pain specialist, substance use specialist or other expert.
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4, Withdrawal management for addicted patients is not part of this guideline. Refer to the VA/DoD
Guideline for the Management of Substance Use Disorders.

Protocol for Tapering:

—  Taper by 20%-50% per week [of original dose], for patients who are not addicted. The goalisto
minimize adverse/withdrawal effects.

—  The rapid detoxification literature indicates that a patient needs 20% of the previous day's dose to
prevent withdrawal symptoms,

—  Decisions regarding tapering schedule should be made on an individual basis. Sometimes faster or
slower tapering may be warranted.

— Some experts suggest that the longer the person has been on oploids, the slower the taper should ba.

- Remaln engaged with the patient through the tapering process, and provide psychosocial support as
needed.

~  Consider using adjuvant agents, such as antidepressants to manage irritability, sleep disturbance, or

antleplleptics for neuropathic pain. {Interagency Guideline on Opiold Deosing for Chronic Non-cancer
Pain. {2007) available at: http://www.agencymeddirectors.wa.gov/Files/OpioidGdline.pdf )

— Do not treat withdrawal symptoms with oploids or benzodiazepines after discontinuing opioids.
{interagency Guideline on Opiold Dosing for Chronic Non-cancer Pain {2007) available at;
http://www.agencymeddirectors.wa.gov/Files/OpioldGdline.pdf)

DISCUSSION

Opiate withdrawal can develop within hours of cessation of the drug. While it is not life threatening, in
patlents without significant comorbidities, it can be quite uncomfortable, Signs and symptems include
gastrointestinal symptoms {such as abdominal cramping, nausea, vomiting and diarrhea), musculoskeletal
symptoms (such as myalgias, arthraigias, or muscle spasms}, anorexlia, yawning, lacrimation, salivation,
rhinorrhea, plloerection, insomnia, anxiety, irritability, dysphoria, and manifestations of sympathetic
hyperactivity such as diaphoresis, tachycardia, fever, mydriasis, or mildly elevated blood pressures. In
patients with significant comorbiditfes withdrawal should be medically managed.

According to Mattick & Hall, {1996), medically managed withdrawal is successful to the degree the patient:

e |5 physiologically stable
Avoids hazardous medical consequences of withdrawal

s Experiences minimal discomfort
Reports being treated with respect for his or her dignity

Completes the tapering protocol {e.g.,, no longer requires medication for withdrawal symptom
management}

-

Engages in continuing care for SUD

The suggestions below represent a relatively rapid taper. The duration of the taper can always be longer.

¢  Methadone:

~  Decrease dose by 20-50% per day until you reach 30 mg/day,
—  Then decrease by 5 mg/day every 3-5 days to 10 mg/day,
— Then decrease by 2.5 mg/day every 3-5 days.

+ Morphine SR/CR:
— Decrease dose by 20-50%per day until you reach 45 mg/day,
— Then decrease by 15 mg/day every 2-5 days.
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e  Oxycodone CR:

—  Decrease dose by 20-50% per day until you reach 30 mg/day,
— Then decrease by 10 mg/day every 2-5 days.
¢ R Opioids use a similar schedule

s Clonidine 0.1 mg twice, or three times dally may be used to control any withdrawal symptoms if there are
no contraindications, Supplemental medications will often be required as clonidine will not address afl
withdrawal symptoms {e.g., muscie and joints aches, nausea, diarrhea, anxiety}.

+ The patient on fentanyl should be rotated to & different oplold, either long-acting morphine or
methadone, Once the patient Is converted, the same guidelines will apply.

¢ Alternately, with the availability of transdermal fentanyl 12 meg/hr patches, some patients may be
tapered down on fentany! patches and then given a brief supply of oral short acting opioid to complete
the taper.

Case Examples for Opioid Tapering

1. Unmanageable Adverse  Action Rapid Taper Slow Taper
Effects
Hyperalgesia — comphains of gradually Curreat: Morphine $R 90 mg bid PO Day |- Horphine 58 90 mg PO
increasing pain unti everything horts, Slow taper over 2-4 weeks, Day 1-3 — %0 mg PO bid, bid,
tlorphine had previousty been effective, Decrease dose by 25% every Day 4-6 — &0 mg PO bid; Day 8- 60 mg PO bid;
now 20 fonger efective. Patient has pain 31 days Day I-¥— 30 mg PO bid; Day 1% -30 mg PO bid;
alt over, Day 10-13 —15 mg PO bid; Day 22 - 15 mg PO big;
Day 14 - DC morphine. Day 1% - DC morphine
2, Serlous Adverse effect Action

relief despite reduction 1o curreat dose of
320 mg qi2h of oxycodone €R.

50 year ofd male obese patieat on Opioid discontinued for sospected | Current: 30 mg morphine controffed- HiA
morphine controlled-release 30 mg three sleep apnea, release tid
times per day for 1BP. Patieat noted fo Rapid taper over 7 days. Day | - I5 mg fid
stop breathing at night and snare heavdly. Decrease dose by 30% - 50% | Day 2 - [5 mg bid
every 2-3 days Day 3 - 15 mg qd
Educate on withdrawal symptoms | Day 4 - 15 mg qd
Referral for sleep evaluation and | Day 5 - 15 mg qd
possible (PAP, Day 6~ 15 mg gd
Consider restarting opiate alter
evaloation and (PAP,
3. Adverse Effects Action
Patient on high-dose oxycodone (R and & triak of opiaid rotatien to methadone wil be attempted. The total 24-hoar dose of cumrent opiod is oxycedone
experiencing hallucinations with poor pain 640 mg/d,

The oral morphine equianalgesic dose is about 960 to 1280 mg/d.

Because the oral morphine equivakeat dose i greater than 500 mg/d, a pain specialist is consalted aad inpatient
hospitalization considered.

& rapid “step and go” conversion will be uadertaken to avoid confusion in case the patient develops adverse
effects. The conversion dose of methadone for an osal morphine equivaleat dose of about 1000 my is 48 to
64 mg/d (3% of oral morphine equivalent dose) given i divided doses gk,

Hethadone 20 mg g8h {60 mp/d} i started 2nd oxycodone (R is discontinued,

The dose of methadone is subsequently tiirated fo patient’s response.
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4. Opioid Unresponsive

Actlon

Rapid Taper

Slow Taper

49 year old male with chronic bilateral foot
pai secondary to chemotherapy indrced
neuropathy, who has falled a trial of 3
opioids, fncluding methadoe, morphine (R
and oxycodone R,

Patieat Is currendly taking 120
mg of oxycodone €R 8D and
woeld like to taper off the
medication,

Current: 120 mg of oxycodone (§
BID

Week I: 90 mg bid

Week 2: 80 mp bid

Week 3: 40 mg bid

Week 4: 40 mg bH

Week 5: 30 mg bid

Week 6 20 mg bid

Week T 10 mg bid

Week 8 DC oxycodone (R

Hik

5. Elective Decision

Action

78 year old female tolerating taking two tab
of oxycodone/acetaminophea every § hours for
past fwo years dee to arthritis, She wants fo
stop her medication dne to financial
constraints,

Discoss withdrawal symptoms
Taper by 25% - S0% per week

Wi I: 2 every 8 brs
W 2: 2 every 12 hrs
Wi 3z 1every 12 b
Wk 4 /2 every 12 hrs
Day 28 BC oxycodone
latetaminophea

Discess withdrawal symptoms

Taper by 25%-50% every 3 days
Day 1-3 2 every § b

Day 4.7 2 every 12 hrs

Day 8-11 1 every 12 brs

Day ¥2-H4 |72 every 12 by

Day 14 BC oxycodone/ acetaminophen

V. Follow-up as Indicated

OBJECTIVE

Provide appropriate long-term surveillance.

RECOMMENDATIONS

1. Do not abandon a patient under any circumstances,

2. Maintain contact with any patient who withdraws from treatment due to a disagreement.

3. Refer patients with comorbid psychiatric disorders to appropriate mental health providers,

DiscussioN

A provider should never abandon a patient. This has both legal and ethical ramifications, Providers should

seek both legal and ethical consultations if they fear thelr actions may be Interpreted as patient
abandonment. Providers should make every effort to find another treatment option for the patient,
Providers should be aware, however, that prescribing opioid medications other than for legitimate medical

purposes Is against the law,

Often, after a patient disagrees with the treatment decision to medically withdraw from opioid therapy, the
patient will drop out of treatment. If this occurs, the provider should send a registered letter to the patient.
The letter should inform the patient that he has two weeks to return to treatment or his case will be closed
and he would have to go through Intake again before care is resumed.
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9. MANAGEMENT of OT in SPECIAL POPULATIONS

W. OT in Patient with History of Substance Use

RECOMMENDATIONS

1. Use caution when using opioids in patients with history of substance use disorders, [B]

2. Use an integrated treatment approach addressing both pain {B] and SUD issues with appropriate
information sharing. [C]

3. Patients on oploid agonist therapy for DSM-IV diagnosis of opicid dependence who have a co-
oceurring chronic pain disorder should be treated for pain considering the following options:

a. Use non-pharmacologic interventions
b. Use other non-oploid pharmacologic treatment modalities

¢. Cautlous use of opioid therapy by using another oploid agonist with slow titration
and careful communication with the SUD oploid agonist therapy prescribers. [8]

4, Perform urlne drug testing as an adjunctive tool at regutar intervals. {B]

EVIDENCE TABLE

‘Source; i
Schieffer et al,,

2005

oploid misuse

2 A substantial number of patlents do not take | Atluri & Sudarshan, 2003 -1 Good B
opioid medications as prescribed
’ 3 Acute pain can be managed In patients Alford et al,, 2006 ] Poor |
receiving chronic oploid agonist therapy
4 Chronic pain can be managed in patients Clark et al., 2008 Hl Poor 1
recelving chronic oploid agonist therapy
5 Persons with concurrent chronic pain, SUD, Currie et al,, 2003 -1 Good B
and a history of SUD beneflt from an
integrated treatment mode! of pain
management and relapse prevention
6 Patlents who are focused on; oploids, opicid | Akbik et al., 2006 I1-1 Good B
overuse, other substance use, Atluri et al,, 2004
nonfunctional status, unclear etiology of
pain, exaggeration of pain, legal prablems,
and mood swings have a tendency to

misuse in chronic oploid therapy
LE=Level of Evidence; QE = Quality of Evidence; SR = Strength of Recommendation {See Appendix A}

Management of buprenorphine-treated patients transferred from another provider:

1. Management of OT in patients on sublingual (SL} buprenorphine {with or without naloxone) for DSM-IV
diagnosis of opicid dependence:

a. SLbuprenorphine is FDA-approved for treatment of oploid dependence and can only be
prescribed by a gualified and DEA-waivered physician for this purpose

b. Patients on SL buprenorphine should not receive full agonist opioids concomitantly for routine
pain control

c. Nonopiold and nonpharmacologic strategies for pain management should be maximized
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d. In the event of anticipated pain ( i.e., an elective procedure or surgery) St buprenarphine should
be stopped for 48 hours before the scheduled event

e. Forunanticipated pain {trauma, emergency surgery or procedure} the care team managing the
acute pain should be notified that the patient is prescribed SL buprenorphine and when the last
dose was taken.

DISCUSSION

St buprenorphine is not FDA approved for pain management. in the event that a patient transfers care and
requests to be continued on SL buprenerphine that was prescribed for pain by another provider, the
recommendations for comprehensive assessment (see Annotation B) should be followed. In addition,
permission should be obtained from the patlent to speak with the provider who has been prescribing St
buprenorphine. Ifit is determined that the patient was recelving SL buprenorphine for addiction, the patient
should be referred to an appropriately DEA-waivered Buprenerphine certified physician for further
Buprenorphine treatment. If St buprenorphine was being prescribed solely for pain, then an oploid rotation to
a full-agonist opioid should be undertaken if opioid therapy is indicated. It Is recommended that SL
buprenorphine be stopped for 24 hours before a fuil-agonist opiolid is started.

Clinical Guidelines for the use of buprenorphine in the treatment of oploid addiction. TIP 40. (2004} US
Department of health and Human Services, Substance Abuse and Mental health Services
Administration Center for Substance Abuse Treatment. Laura McNicholas, MD chair of consensus

panel

X. OT and Risk for Sleep Apnea

BACKGROUND

OT Is Implicated in inducing central sleep apnea, ataxic breathing, and hypoxic / apnelc episodes, and
worsening sleep fragmentation. Daytime sleepiness may indicate severe sleep-disordered breathing or
concurrent depression. Sleep-disordered breathing shows a dose-related effect and Is more prevalent in
patients taking daily morphine-equivalent doses of about 200 mg or higher; however, It may be prevalent at
lower doses as well,

RECOMMENDATIONS o S
1. Bevigilant for sleep apnea during OT. [f clinical suspicion exists for the presence of sleep apneain a
pattent on OT, steep study should be considered. [B].

2. Patients on OT who present with sleep disorder confirmed by a sleep study should be assessed for the
appropriateness of continuing OT and should be evaluated for the risks {(based on the severity of the
sleep-disordered breathing) versus benefits of OT. If OT is continued, it should be titrated cautiously.
Patients found to have sleep-disordered breathing should be followed with 2 repeated sleep study. [C]

3. Patient with abnormal sleep study should be educated about the significant additional risks including
breathing disruption, and instructed to avold alcohol, or any CNS-depressant medication. [A)

4, The type of steep apnea should be evaluated to determine if it is obstructive or central. CPAP may
worsen central sleep apnea. [D]

5. Patients with sleep apnea who are on OT may benefit from a reduction in the dose of their opioids.

6. Discontinuation of oploid therapy should be considered if the sleep apnea is severe or life threatening.
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7. Consider more careful monitoring of OT in patients treated with methadone and/or benzodiazepines.

[B]

DISCUSSION

in an observational study of 140 chronic pain patients on opioid therapy who received overnight
polysomnographies regardless of whether they showed symptoms of sleep apnea, sieep-disordered breathing
{i.e., apnea-hypopnea index = 5 per hour) was common, occurring in 75% of patients {25% had no sleep
apnea). Of those with sleep-disordered breathing, 39% had obstructive sleep apnea, 24% had central sleep
apnea, 8% had both central and obstructive sleep apnea, and 4% had sleep apnea of indeterminate type. A
relationship was observed between the central apnea index and methadone dose as well as with
benzodiazepines (Webster, et al., 2008}). More studies are needed to further evaluate risk factors and
mechanisms for opioid-related sleep disordered breathing.

In a retrospective case serles of 98 consecutive patients on OT sent for sleep studies regardless of whether
they had symptoms of sleep apnea, 36% had obstructive sleep apnea (OSA}, 24% had central sleep apnea
CSA), 21% had combined obstructive and central sleep apnea, 4% indeterminate, and 15% were negative
{Mogri et al,, 2008). Of 83 patients, 45 (54.2%) had sleep related hypoxemia. Hypoxemla during wakefulness
was seen in 10% of patients, and hypoxemfa during sleep not clearly assoclated with apneas/hypopneas was
seen in 8% of patients. Sleep-related hypoxemia, in the absence of sleep apnea, or hypoxemia during
wakefulness was observed in two patients (2%, 95% Cl 0-7%). The results of this study suggested that patients
on OT might be at risk of hypoxemia during quiet wakefulness with or without sleep apnea.

In a small case series of 6 patients who were on morphine-equivalent doses of 120420 mg/day and were
referred for sleep studies because of excessive daytime sleepiness, all patients had abnormal apnea-hypopnea
indlces, ranging from 28.4—106 per hour {Alattar & Scharf, 2009). Bilevel treatment of CSA corrected
nocturnal hypoxemia and reduced sleep fragmentation. These treatment results require confirmation in
randomized controlled trials.

in another small case report, Mogrl et al.,, {2008} described three cases of patients who were using sustained
release opioids for chronic non-malignant paln. These individuals had normal sleep studies at the beginning of
the evening then developed severe central sleep apnea after the ingestion of a single dose of opioids during
the night for their pain symptoms. The authors concluded that, “short-term ingestion of opioid analgesics can
precipitate central sleep apnea in patients with chronic pain receiving long-term oplate therapy who
otherwise show no evidence of central sleep apnea.”

In a case report, a 41-year-old on long-acting opioid therapy was diagnosed with moderate obstructive sleep
apnea. On initiation of CPAP, she manifested severe central sleep apnea that was unresponsive to
supplemental oxygen and interfered with CPAP titration. (Glidewell, 2009).

In a case study of 5 patients, Javaheri et al., {2008) reported that with CPAP administration thelr average
apnea-hypopnea index improved, however thelr central apnea index increased from 26 to 37/hour, These
patients were then successfully trialed on servoventilation. The authors stated, “treatment with CPAP
eliminates obstructive apneas but Increases central apneas.”

Steep apnea has also been observed In patients on methadone for opioid addiction. In ane study of 50 stable
patients on methadone maintenance therapy, 30% had central sleep apnea, with 12% of the variance
explainable by methadone blood concentration {Wang et al., 2005).
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EVIDENCE TABLE 7 o -

“Evidence. :Sourc
Patients on OT or methadone maintenance | Wang et al., 2005
therapy (MMT} are at risk of developing {MMT)
central and obstructive sleep apnea Alattar &
Scharf,2009 {OT)
Webster et al., 2008
{oT}
2 Patients on chronic opioid therapy may be Mogri et al., 2009 -3 Good B
at risk of hypoxemia with or without (OT}
sleep apnea
3 Patients on opioid therapy may be at risk of | Mogri et al,, 2008
central sleep apnea Glidewell, 2009
Javaheri et al,, 2008
4 Consider more careful monitoring in OT Webster et al,, 2008 | H-3 Fair B
patients treated with methadone or
benzodiazepines
5 Daytime sleepiness and fatigue in OT Wang et al,, 2008 ] Fair B
patients Is suggestive of sleep disorder Walker & Farney, Hl
{Central Apnea or apnea } or depression 2009
6 Co-morbidities, such as cardiovascular Webster et al., 2008 | (I Good B
disease, pulmonary disease, obesity,
neuromuscular disorders may Increase
the likelihood of developing sleep apnea
in patients treated with OT,
LE = Level of evidence; QE = quality of the evidence; SR = strength of recommendation see Appendix A {
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Appendix A:
Guideline Development Process

The update of the VA/DoD Clinical Practice Guideline for Management of Opioid Therapy for Chronic Pain was
developed following the steps described in “Guideline for Guidelines,” an internal working document of the
VA/DoD Evidence Based Practice Working Group, that requires an ongoing review of guideline works in
progress.

The Offices of Quality and Performance and Patient Care Services of the VA, the U.S. Deputy Assistant Under-
Secretary for Health, and the Army Medical Command of the DoD identified clinical leaders to champion the
guideline development process. During a prepfanning conference call, the clinical leaders defined the scope of
the guideline and identified a group of clinical experts from the VA and DoD to form the Opioid Therapy {OT)
for Chronlc Pain Working Group (WG). For this guideline these WG participants were drawn from the fields of
primary care, pain management, physical medicine (PM&R), anesthesiology, internal medicine, rheumatology,
neurology, psychiatry, psychology, pharmacy, nursing, social work, and addiction specialists from diverse
geographic regions, and both VA and DeD health care systems.

The WG participated in two face-to-face meeting to reach consensus about the guldeline algorithm and
recommendations and to prepare a draft update document. The draft continued to be revised by the Working
Group through numerous conference calls and individual contributions to the document.

Recommendations for the performance or inclusion of specific procedures or services were derived through a
rigorous methodological approach that included the following:
¢ Determining appropriate criterfa such as effectiveness, efficacy, population benefit, or patient
satisfaction

»  Reviewing literature to determine the strength of the evidence in relation to these criteria
»  Formulating the recommendations and grading the level of evidence supporting the recommendation

The WG developed a set of researchable questions within the focus area of the guldeline and identified
associated key terms after orientation to the guldeline scope and to goals that had been identiffed. This
ensured that the guideline development work outside of meetings focused on issues that practitioners
considerad important and produced criteria for the literature search and selection of included studies that
formed the body of evidence for this guideline update.

An initial global fiterature search identified a few comprehensive systematic reviews (SRs) that employed a
rigorous and methodicatl search for evidence on the key questions related to OT in adults. The WG decided to
adopt the results of these systematic reviews and to focus the additional searches on topics that were not
addressed by the published SRs. Therefore, the Search Questions developed by the WG were divided into two
{2} categories. First were comprehensive (full) searches of topic areas that had either not been addressed in
the previous version of this guideline or had been included but not fully developed. The search for these
questlons covered the period since the last VA/DoD CPG {2002 through 2003). The second group was limited
{update) searches on topics which had been adequately addressed by the published SR of APS/AAPM, (2009)
and for which new research findings were probable. The updating search for these questions covered the
periods from June 2008 to March 2008,

Generally speaking, full searches were conducted on specific topics concerning potential adverse effects and
their management, sub-populations with higher risk of harm caused by OT, and specific interventions involved
in providing an opioid therapy trial. These included:
+  Risks and benefits of OT for patients with sleep apnea, cardiac disease, substance use disorder
and sulcidal potential
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Approaches to addressing common adverse effects

Breakthrough pain in non-cancer versus cancer, pre-medication
Benefits & harms of OT in patients with comorbiditfes {e.g., TBI, PTSD}
Enhancements of care and Care Models

Limited (update} Searches were conducted on:
*  Risks & benefits of OT for patfents with SUD
¢ Patient education
¢ Treatment and consent agreements
s Aberrant behavior: evaluation, predictors, and treatment
s Discontinuing or tapering OT
¢ Breakthrough pain; acute exacerbations or new acute pain
¢ long acting opioids

All questions specified (adapted from the Evidence-Based Medicine toolbox, Center for Evidence-Based
Medicine, [http://www.cebm.net )}:

e Popuiation — Characteristics of the target patient population

e Intervention — Exposure, diagnostic, or prognosis

e Comparison — Intervention, exposure, or control used for comparison

s  Outcome - Qutcomes of interest
These specifications served as the preliminary criteria for selecting studies. See PICO Questions to Guide

Literature Search {page 101} for a complete listing and categorization of the questions.

Selection of Evidence

The evidence selection process was designed to identify the best available evidence to address each key
question and ensure maximum coverage of studies at the top of the hierarchy of study types. Published, peer-
reviewed RCTs, as well as meta-analyses and systematic reviews that included randomized controlled studies,
were considered to constitute the strongest level of evidence in support of guldeline recommendations, This
decision was based on the judgment that RCTs provide the clearest, most scientifically sound basis for judging
comparative efficacy. The WG made this decision while recognizing the limitations of RCTs, particularly
considerations of generalizability with respect to patient selection and treatment quality, When available, the
search sought out critical appralsals already performed by others that described explicit criteria for deciding
what evidence was selected and how It was determined to be valid. The sources that have already undergone
rigorous critical appraisal Include Cochrane Reviews, Best Evidence, Technology Assessment, and AHRQ
systematic evidence reports.

In addition to Medline/PubMed, the following databases were searched: Cinahl/Medline/Embase/PsycINFO
{OVID}, Database of Abstracts of Reviews of Effectiveness {DARE}, and Cochrane Central Register of Controlled
Trials. For Medline/PubMed searches, limits were set for language (English), and type of research (RCT,
systematic reviews and meta-analysis). For prognostic and diagnostic questions (e.g., does test improve
outcome?); cohort or other prospective non-RCT designs were considered.

The following inclusion criteria were used to select the articles identified in the literature search for possible
inclusion:

o Published in United States, United Kingdom, Europe, Australia, Japan, New Zealand

«  Full articles only published in English

¢  Study populations: age limited to adults 18 years of age or older; alf races, ethnicities, and
cultural groups
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Since the initial global search revealed only a limited number of randomized trials, the inclusion criteria were
expanded to include prospective trials, cohort studies and in some cases, where these were not available, also
epidemiologic and observational studies.

Preparation of Evidence Tables (Reports) and Evidence Rating
The results of the searches were organized in evidence reports, and coples of the original studies were
provided to the WG for further analysls. Each reference was appraised for scientific merit, clinical relevance,
and applicability to the populations served by the VA and DoD health care systems.

Recommendation and Quality Rating
Evidence-based practice involves integrating clinical expertise with the best avallable clinlcal evidence derived
from systematic research.

A group of research analysts read and coded each article that met inclusfon criterfa. The articles were
assessed for methodological rigor and clinical importance. Clinical experts from the VA and DoD WG reviewed
the results and evaluated the strength of the evidence, considering quality of the body of evidence {made up
of the individual studies) and the significance of the net benefit (potential benefit minus possible harm) for
each intervention,

The overall strength of each body of evidence that addresses a particular Key Question was assessed using
methods adapted from the U.S, Preventive Services Task Force {Harris, 2001}. To assign an overall quality [QE]
(see Table A-2) of the evidence {good, fair, or poor}, the number, quality, and size of the studies; consistency
of results between studies; and directness of the evidence were considered. Consistent results from a
number of higher-quality studies [LE] {see Table A-1} across a broad range of populations; supports with a high
degree of certainty that the results of the studies are true and therefore the entire body of evidence would be
considered “good” quality, A “fair’ quality was assigned to the body of evidence indicating that the results
could be due to true effects or to biases present across some or all of the studies. For a “poor” quality body of
evidence, any conclusion is uncertaln due to serious methodological shortcomings, sparse data, or
inconsistent results.

The Strength of Recommendation [SR] was then determined based on the Quality of the Evidence [QE), and
the clinical significance of the net benefit [NE] (see Table A-3} for each intervention, as demonstrated by the
body of evidence. Thus, the grade (i.e,, A, B, C, D or |} assigned to guideline recommendations reflect both
variables; the Quality of the evidence and the potential clinfcal benefit that the Intervention may provide to
patlents (see Tahle A4).

Tahle A-1: Levef of Evidence (LE) o ]

I | " At tealst one properly done RCT ]

fll~1 ” Well-designed controlled trial without randomization

-2 Well-designed cohort or case-control analytic study, preferably from more than one source

Multiple time series evidence with/without intervention, dramatic results of uncontrolied

il-3
experiment

| Opinion of respected authorities, descriptive studies, case reports, and expert committees
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- Table A-2: Overall Quality [QE] .

Good High grade evidence {I or II-1} directly linked to health outcome

Fair or

High grade evidence {1 or 1I-1) linked to intermediate outcome;

Moderate grade evidence (11-2 or [I-3) directly linked to health outcome

Poor Leve] IHl evidence or no linkage of evidence to health outcome

7 Tahble A-3: Net Effect of the Intervention [NE]

More than a small relative impact on a frequent condition with a substantlal burden of

suffering;
Substantial or
A large impact on an infrequent condition with a significant impact on the individuai
patient level,
A small refative impact on a frequent condition with a substantial burden of suffering;
Moderate or
A moderate Impact on an infrequent condition with a significant Impact on the
individual patient level.
A negligible relative Impact on a frequent condition with a substantial burden of
suffering;
Small or
A small impact on an infrequent condition with a significant Impact at the individual
patient level,
Negative impact on patlents;
Zero or or
Negative No relative impact on either a frequent conditfon with a substantial burden of suffering,
or an Infrequent condition with a significant Impact on the individual patient level,
" . Table A-4: Final Grade of Recommendation [SR]
The net benefit of the intervention
Quality of Substantial Mederate Small Zero or Negative
Evidence
Good A B D
Fair B B D
Paoor ' ' '

Appendices

Poge 98



FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronic Pain

Strength of Recommendation Rating [SR]

A} Astrong recommendation that the clinicians provide the intervention to eligible

' patients.

Good evidence was found that the intervention improves important health outcomes
and concludes that benefits substantially outweigh harm.

B| Arecommendation that clinicians provide {the service) to eligible patients.

) At least fair evidence was found that the intervention improves health outcomes and
concludes that benefits outweigh harm.

+:C No recommendation for or against the routine provision of the intervention is made.
i At least fair evidence was found that the intervention can improve health outcomes,

but concludes that the balance of benefits and harms is too close to justify o general

recommendation.

~+D.| Recommendation is made against routinely providing the intervention to

" asymptomatic patients.

At least fair evidence was found that the intervention Is ineffective or that harms

‘ outweigh benefits,

"L} The conclusion Is that the evidence is insufficient to recommend for or against

-+ | routinely providing the Intervention.

Evidence that the intervention is effective is lacking, or poor quality, or conflicting, and

the balance of benefits and harms cannot be determined.

Lack of Evidence — Consensus of Experts

Where existing literature was ambiguous or conflicting, or where scientific data was lacking on an issue, _
recommendations were based on the clinical experience of the Working Group. {

This update of the OT Guideline is the product of many months of dilfgent effort and consensus building
among knowledgeable individuals from the VA, DoD, and academia, as well as guldeline facilitators from the
private sector. An experienced moderator facilitated the multidisciplinary Working Group. The list of
participants is included in Appendix H.

Algorithm Format

The clinical algorithm incorporates the information presented In the guideline in a format which maximally
facilitates clinfcal decision-making. The use of the algorithmic format was chosen because of evidence showing
that such a format improves data collection, diagnostic and therapeutic decisfon-making, and changes
patterns of resource use.

The algorithmic format allows the provider to follow a linear approach to critical information needed at the
major decision points in the clinical process and includes:

—  An ordered sequence of steps of care

—  Recommended observations

= Declslons to be considered

—  Actions to be taken

A clinical algorithm diagrams a guideline into a step-by-step decision tree. Standardized symbols are used to
display each step in the algorithm (Society for Medical Decision-Making Committee, 1992). Arrows connect
the numbered boxes Indicating the order in which the steps should be followed.
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[::] Rounded rectangles represent a clinical state or condition.

Hexagons represent a decision point in the guideline, formulated as a
@ question that can be answered Yes or No. A horizontal arrow points to

the next step If the answer is YES., A vertical arrow continues to the
next step for a negative answer.

Rectangles represent an action In the process of care.

O Ovals represent a link to another section within the guideline.

Aletter within a box of an algorithm refers the reader to the corresponding annotation, The annotations
elaborate on the recommendations and statements that are found within each box of the algorithm. Included
in the annotations are brief discusstons that provide the underlying rationale and specific evidence tables.
Annotations Indicate whether each recommendation is based on scientific data or expert opinion. A complete
bibllography Is included in the guldeline.
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Opioid Therapy — PICO Questions to guide literature search

Patient with chronic pain AND

Use of O'i; '

Alternative pain

Increased harm,

1
respiratory disorders control mortality
2 | Patient with chronic pain Use of OT Alternative pain Increase risk for sleep
control disorders
3 Patient with chronic pain AND Use of OT, Alternative pain Increase harm,
cardlac disease methadone control mortality
4 | Patlent with chronic pain Use of OT Alternative pain increase risk for
W or w/o Comorbidity of major control suicide attempt
mental illnesses
5 | Patient with chronic pain who are | Use of OT Alternative pain Increase risk for
at high risk for suicide cantrol suicide attempt
6 | Patient on chronic pain with Strategies for Better outcome and
adverse effects: minimizing AE control of AE
a, constipation
b. Low testosterone /prolactin
¢, immune system dysfunction
d. Lower vitamin D
e, Sedation/delirilum
f. Osteoporosis
7 | Patlents with noncancer chrenic Use of Patfents with Better pain control
pain on OT with acute breakthrough cancer chronic and adverse effects
exacerbatfon medication pain on OT with
acute
exacerbation
8 | Patients on OT with acute Use of Use of Better pain control
exacerbation prophylactic breakthrough and adverse effects
dose of meds medication
dosage
12 | Patlent with Chronic pain and o7 No OT Improve outcome and
decrease harm
13 | Management of OT Modified care Usual Primary care | Improve outcomes
model and minimize AE,

aberrant behaviors
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APPENDIX B: Urine Drug Test

Table B1: Length of Time Drugs of Abuse Can Be Detected in Urine

Drug Time

Alcohol 7121
Amphetamine 48k

Methamplietamine 48h
Barbiturate

Short-acting {eg, pentobarbital) 241

Loag-acting (eg, phenobarbital) 3wk
Benzodiazepine

Short-acting (eg, lorazepani) 3d

Loug-acting (eg, diazepam) 3od
Cocaine metabolites 2-44d
Marijuana

Single wse 3d

Moderate use (4 timesiwk) 5-7d

Daily use 10-15d

Long-term heavy smoker =304
Opioids

Codeine 481

Heroin (morphine) 48 h

Hydromorplone 244

Methadone 3d

Morphine 48.72 1

Oxycodone 244

Propoxyphene 6-48 1t
Phencyclidine 8d

Sources:

Moeller K, Lee K, Kissack J. Urine Drug Screening: Practical Guide for Clinicians. Mayo Clin Proc January
2008:83(1):66-76

inaba DS, Cohen WE. Uppers, Downers, All Arounders: Physical and Mental Effects of Psychoactive Drugs. 5th ed.
Ashland, OR: CNS Publications, Inc; 2004.

Woelfel JA, Drug abuse urine tests: false-positive results, Pharmacist Lett/Prescribers Lett, 2005;21(3):210-314.
Council on Scientific Affairs, Scientific issues in drug testing. JAMA, 1987;257(22}:3110-3114.
Heit HA, Gourlay DL, Urlne drug testing in pain medicine. J Pain Symptom Manage. 2004,27(3):260-267.

Rosse RB, Deutsch LH, Deutsch 51, Medical assessment and laboratory testing in psychiatry, In: Sadock BJ, Sadock
VA, eds. Kaplan and Sadock’s Comprehensive Textbook of Psychiatry. Vol 1. 7th ed. Philadeiphia, PA: Lippincolt,
Williams & Wilkins; 2000,;732-755.

Verstraete AG. Detection times of drugs of abuse in blood, urine, and oral fluid. Ther Drug Monit. 2004;26(2):200-
205,
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11

12,

13.

APPENDIX C: Sample Opioid Pain Care Agreement

I understand that my provider and I will work together to find the most appropriate treatment for my chronic
pain, Iunderstand the goals of freatment are not to eliminate pain, but to partially relieve my pain in order to
improve my ability to function. Chronic opioid therapy is only ONE part of my overall pain management plan.
Tunderstand that my provider and I will continually evaluate the effect of opioids on achieving the treatment
goals and make changes as needed. 1agree to take the medication at the dose and frequency prescribed by my
provider. Iagree not to increase the dose of opioids on my own and understand that doing so may lead to the
treatment with opioids being stopped.

T understand that the common adverse effects of opioid therapy include constipation, nausea, sweating and
itchiness of the skin. Drowsiness may occur when starting opioid therapy or when increasing the dosage. 1
agree fo refrain from driving a motor vehicle or operating dangerous machinery until such drowsiness
disappears,

I'will not seck opioid medications from another physician for the treatment of my chronic pain. Regular
follow-up care is required and only my provider will prescribe these medications for my chronic pain for me at
scheduled appointments. :

I will attend all appointments, treatments and consultations as requested by my providers. I will attend all pain
appointments and follow pain management recommendations.

I will not give or sell my medication to anyone else, including family members; nor will I accept any opioid
medication from anyone else. I agree to be responsible for the secure storage of my medication at all times. If
these medications are stolen, I will report this to police and my provider and will produce a police report of this
event if requested to do so.

Tunderstand that if my preseription runs out early for any reason (for example, if I lose the medication or take
more than prescribed), my provider may not prescribe extra medication for me. I may have to wait until the
next prescription is due.

T understand that the use of other medications can cause adverse effects or interfere with opioid therapy.,
Therefore, I agree to notify my provider of the use of all substances, including marijuana, alcohol, medications
not prescribed for me (tranguilizers), and all illicit drugs.

I agree to periodic unscheduled drug screens.

T understand that I may become physically dependent on opioid medications, which in a small number of
patients may lead to addiction, I agree that if necessary, I will permit referral to addiction specialists as a
condition of my {reatment plan,

I understand that my failure to meet these requirements may result in my provider choosing to stop writing
opioid prescriptions for me. Withdrawal from the medications will be coordinated by the provider and may
require specialist referrals,

I hereby agree that my provider has the authority to discuss my pain management with other health care
professionals and my family members when if is deemed medically necessary in the provider’s judgment.

My providers may obtain Information from State controlled substances databases and other prescription
monitoring programs.

Patient Signature:
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APPENDIX D: Prescribing Controlled Substances

Any physician or authorized practitioner in the VA system who prescribes controlted substances is bound by a set of
regulations established by the VHA as well as by applicable Federal Laws. The Drug Enforcement Agency (DEA)
is the Federal agency responsible for enforcing both the provisions ofthe Confrolled Substances Act (CSA)and
applicable regulations from the Code of Federal Regulations (CFR).

Note: Physicians and practitioners who are not employed in the federal sector should consult with their individual
State authority 1o determine whether there are State-level laws that cover the prescribing of controlled substances.

Federal Regulations

The DEA, ina D rug P olicy B riefs a nd B ackground p aper ( hitp://www.usdoj.gov/dealpubs/csa.html), provides a
useful infroduction to the CSA:

“The Controlled Substances Act (CSA), Title IT of the Comprehensive Drug Abuse Prevention and Conirol
Acto 1970, isthelegal foundation of the g overnment's £ight a gainst t he a buse of drugs a nd ot her
substances, T his law is a consolidation of numerous laws regulating the manufacture and distribution of
harcotics, s timulants, d epressants, h allucinogens, a nabolic s teroids, a nd ¢ hemicals used in th e i llicit
production of controlied substances.

The CSA places all substances that are regulated under existing federal law into one of five schedules. This
placement is based upon the substance's medicinal value, harmfulness, and potential for abuse or addiction.
Schedule I is reserved for the most dangerous drugs that have no recognized medical use, while Schedule V
is the classification used for the least dangerous drugs. The act also provides a mechanism for substances to
be controlled, added to a schedule, decontrolied, removed from control, rescheduled, or transferred from
one schedule to another.”

“The CSA also creates a closed system of distribution for those authorized to handle controlled substances,
The cornerstone of this system is the registration of all those authorized by the DEA to handle controlled
substances. All individuals and firms that are registered are required to mainfain complete and accurate
inventories a nd r ecords o £ a Il tr ansactions involving ¢ ontrolled s ubstances, as well a s s ecurity forthe
storage of controlled substances.”

The DEA Website maintaing a current list of scheduled substances at
hitp:/iwww.usdoj.govidea/pubs/scheduling.html. An additional resource for the clinician is the U.S. Department of
Tustice’s Drug Enforcement Administration Diversion Control Program Website at
hito:/fwww.deadiversion.usdoj.gov/, Clinicians can obtain online versions of the CSA and CFR at this site, as well as
registration forms and additional information for physicians,

Veteran’s Health Administration Regulations

The Department of Veterans Affairs has published a Handbook covering controlled substance regulations (1957).
This Handbook is available at htip:/fwww.va.gov/publidirec/health/handbook/1108-1.htm, The Handbook “defines
procedures for the Department of Veterans Affairs (VA) accountability of all controfled substances and compliance
with Drug Enforcement Administration {DEA) Regulations,”
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As noted in the Handbook (1997), “VA maintains perpetual inventory of all controlled substances. These items will
consist of the drugs and other substances by whatever official name, common or usual name, chemical name, or
brand name designated, listed in Title 21 Code of Federal Regulations (CFR) Part 1300:

(1) Schedule II drugs are found in 21 CFR 1308.12,

(2) Schedule 1T drugs are found in 21 CFR 1308.13,

(3) Schedule IV drugs are found in 21 CFR 1308.14, and
{4) Schedule V drugs are found in 21 CFR 1308.15.”

Regulations concerning prescribing and labeling controlled substances are as follows:

o All prescriptions for controlled substances will be dated as of and signed on the day when issued and bear
the full n ame an d ad dress o f the p atient, an d the name, ad dress, an d D EA r egistration number o fthe
practitioner. Prescriptions should not be filled if they are more than 7 days old when presented.

»  Anintern, resident, mid-level practitioner, foreign-trained physician, physician, or dentist on the staff of a
VA facility e xempted from r egistration (21 CFR 1301.24) will i nclude on all p rescriptions is sued the
registration number of the VA facility and the special internal code number assigned by the VA facility in
fieu of the registration number of the practitioner r equired by law (21 CFR 1306. 05b). E ach written
prescription will have the name of the physician or authorized practitioner stamped, typed, or hand printed
on it, as well as the signature of the physician or authorized practitioner,

s  The label of any drug listed as a “Controlled Substance” in Schedule II, ITI, IV, or V of the Controlled
Substances Act will, when d ispensedto orfora patient, ¢ ontain the following warning: “CAUTION:
Federal [ aw p rohibits t he t ransfer o £t his d rug to a ny p erson o ther t han the p atient for whomit was
presoribed.”

The clinician may wish {o consult the Handbook for further details on controlled substance regulations inthe VA
system.

REFERENCES:

DEAB riefsa ndB ackground, D rugP olicy, C ontrolled 8 ubstances Act.( 2002) A vailablea t
hitp://www.usdoj.gov/dea/pubs/csa.html,

DEA Drug Scheduling. (2002) Available at http://www.usdoj.gov/dea/pubs/scheduling. html.

Department o £7J ustice, D rug E nforcement Administration, D iversion C ontrol P rogram W ebsite. A vajlablea t
http:/fwww.deadiversion.usdoj.gov/,

Department of Veterans Affairs, Veterans Health Administration. VHA Handbook 1108.1: Controlled Substances
(Pharmacy Stock), May 16, 1997, Washington, DC, Available at
http:/fwww.va.gov/publ/direc/health’handbook/1108-1.htm
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FINAL DRAFT VA/DoD Clinical Practice Guideline

Management of Opioid Therapy for Chronic Pain

APPENDIX F:
Methadone Dosing Recommendations for Treatment of Chronic Pain
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Summary

Although it has unique pharmacokinetic and pharmacodynamic properties, the general principles of dosing
methadone are similar to those of other opioids.

Methadone is most easily titrated by using small initial doses or adfusting the initial dose according to the
previous opioid dose.

A number of methods are available for titrating methadone using conversion ratios, as detailed below.
However, titration should be based on patient response and not solely based on equianaigesic dosing tables.
Consultation with a pain specialfist, clinical pharmacist, or other practitioner who has experience with using
methadone for chronic paln Is recommended if questions arise about dosing or titrating methadone,

Background

While methadone has gained increasing acceptance as an alternative to morphine for treatment of moderate
to severe pain, a number of authors have cautioned cliniclans about the complexities of dosing methadone or
have suggested the drug be prescribed by practitioners with relevant experience in an adequately monitored
setting.” Significant toxicity has occurred particularly when dosage increments were made too frequently,
conversion doses were too high, or dosing intervals were too close.>**° Accruing experience, however,
suggests that methadone can be safely used when initial doses are small, conversion ratios are adjusted to the
previous oplold dose, and dosage Is slowly titrated to patlent response.”>* %% The saneral principles of
dosing methadone are similar to those of other opioids.

The pharmacokinetic and pharmacodynamic properties of methadone are complex and incompletely
documented.'®" Although methadone may have a long elimination haif-life {range of mean/medians among
studies: 3 to 128 h in healthy volunteers, opiate addicts, patients with chronic pain, and patients with acute
pain ),*** the elimination half-life does not necessarily refiect duration of analgesia.”**? Patients may require
dosing intervals of 6 hours to achleve adequate pain relief, although repeated oral administration of
methadone for cancer pain may lead to progressively longer dosing intervals.*** As a result of the dissociation
between half-life and analgesic duration, tissue accumulation of methadone can occur, Patlients need to be
reassessed more frequently (e.g., every few days) when methadone is initiated and when the dose is
increased. However, once a stable dosing s established, follow-up can be as dinically indicated. With a 3-day
phased converslon from morphine to methadoene, the analgestc effects have taken a median of 5 days {range:
4 to 13 days) to stabilize.?

It is important to note that the equianaigesic conversion ratios between methadone and other opiolds are
imprecise

Summary

— Methadone Is a synthetic oploid analgesic with similar adverse effects to other oploids

—  Duration of analgesic action may be 6 hours or tonger

—  Methadone is the only long-acting opioid avallable as an oral sotution

—  Long haif-life and drug accumulation can lead to delayed toxicity {e.g., on days 2 to 5)

— The analgesic effects of methadone may take about 1 to 2 weeks to stabllize

— The equianalgesic dose of methadone in repetitive dosing s much smalter {1/5th to 1/10th) than that
suggested by single-dose studies
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— Initial doses of methadone should be small and adjusted to the previous opicid dose, using smaller
methadone-to—-morphine-equivatent conversion ratios (%) the farger the previous morphine-equivalent

dose

—  Aswith other opioids, methadone requires close patient monitoring for analgesic and adverse effects

Tabte F 1: Points to Consider About Equianalgesic Conversion Ratios

A number of egulanalgesic dosing tables underestimate the potency of
methadone.

Conversion ratios in many equianalgesic dosing tables do nol apply to repeated
doses of oploids.

The morphine- or hydromorphone-to-methadone conversion ralio increases (l.e.,
the potency of methadone increases) as the previous dose of morphine or
hydremorphone Increases.

Conversion ratios may not be bi-directional (l.e., the morphine-to-methadone
conversion ratio may not be the same as the methadone-to-morphine ratio).$

There may be large interpatient varfability in the equianalgesic converston ratio; a
single ratio may not be applicable to all patlents.’

The use of high but ineffective doses of previous oplold may result in
overestimation of the equivalent dose of methadone.

Tha relative analgesic potency ratio of oral to parenteral methadone Is 2:1;
however, confidence infervals are wide.

tManagement of Cancer Pain, Clincal
Practice Guidelines, AHCPR (1094)*%,
Cancer pain; a moenograph on the
management of cancer zg_ain. Health &
Welfare Canada (1984)™; Twycross
£1990 7 Levy (1985

The oral morphine o oraf methadone
conversion ratio may be unexpectedly
much higher in patients who previous

Ieag:eived very high doses of morphing.”

SBryera (1999

liEstimated ratio based en single-dose,

double-blind, double-dummy, cross-
over studies In patients with moderate
to severe cancer pain,'

The present dosing recommendations are provided to offer guldance on dosing methadone in the treatment
of patients with chronic noncancer pain (CNCP) or chronfc cancer pain, particularly when converting from
another opioid to methadone. If in doubt, a practitioner should consult a pain management specialist, clinical

pharmacist, or another practitioner who has the relevant knowledge.

Dosing Strategies

Recommendations for the use of methadone in the management of chronic non-cancer pain are extrapofated

from studies involving mostly patients with cancer pain.

Tahle F 2;: Posing racommendations for patients receiving codeine preparations or no previous oploids

Dosing strategy Initial MET dose Increments Comments
Gradual titration 25mga8h 25mgq8hevery5io As a general rule,
(For CNCP and situations necessitating less frequent 74 start low and go
moniteringy* slow.

Faster fitration 25mgqBor8h 25mgqg6or8has

{For cancer pain and situations where frequent often as every day over

monitoring Is possible) about 4 d

The dosing recommendations for gradual titration were modified with permission from Evidence-Based Recommendations for
Medical Management of Chronic Non-Malignant Paln, College of Physicians and Surgeons of Ontarie, November 2000. All doses

refer to oral administration. CNGP = Chronie noncancer pain; MET = Methadone
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Table F 3: Dosing recommendations for patients previously receiving other oplotds
} 4‘4

Gradual Conversion (For CNCP and patients monitored less frequently

MOR-E Calculated MET

[me/d] dose [mg /d] Initial MET dose Increment
<200 15mg Smgq8h Increase by calculated MET dose every 5-7 d
Calculated MET dose given in
- ~ .E * .
200-500 7% of MOR-E divided doses q 8 h Increase by calculated MET dose every 5-7 d

. Add 1/3rd of cafculated MET dose
~ 7% of MOR-E *| 1/3rd of calculated MET dose given and decrease previous oploid dose by 1/3rd every 5d

>500 <
In divided doses 8 h {Complete conversion period = 15 days)
* Calculation of MET dose based on oral morphine-equivalent [MOR-E] doses:
Methadone [MET] 2mg Examples:
Morphine [MOR] 30mg 250 mg/d MOR=250x 2 /30= 17 mg/d MET~5mgq8h
Hydromorphone [HMO] 8 mg 60 mg/dHMC = 60x2/8= 15mg/dMET=5mgg8h
Oxycodone [OXY] 15mg 120 mg/d OXY =120x2/15=16 mg/d MET~5mgq8h

600 mg/d MOR = 600 x 2/30 = 40 mg/d MET

First dose: 1/3rd of 40 mg/d = 12 mg/d =~ 15 mg/d

Give:

MET 5 mgg 8 h+ MOR 400 mg/d {in divided doses} x5 d
MET 10 mg g 8 h+ MOR 200 mg/d (in divided doses}x 5d
MET 15 mg q 8 h + discontinue MOR

Rapid Conversion {For cancer pain and patlents monitored frequently)>*>b124546

MOR-E MET-to-MOR-E

Initial MET dose Increment
[mg/d] Ratio [%]
<200 10% - 30% Calculated daily MET dose In Phased Converston:
divided dosesq 8 h Replace 1/3 of MOR-E dose with calculated dose
200-500 | 10% - 20% {up to a maximum 50 mg 4 8 h) of MET every day {complete conversion in 3 days)

Rapid (Stop-and-Go): Discontinue MOR-E

500~ 1000 | 5% - 10%
and start calculated dose of MET on day 1

> 1000 5% or less

Example of Phased Conversion:
600 mg/d MOR = 30 to 60 mg/d MET (or about 45 mg/d)
1/3rd of MET dose = 10 to 20 mg/d (or about 15 mg/d)
Day 1: MET5 mg q 8 h + MOR 400 mg/d (in divided doses)
Day 2: MET 10 mg g 8 h + MOR 200 mg/d {in divided doses)
Day 3: MET 15 mg g 8 h + discontinue MOR

1, Forthe most conservalive approach, use 5% MET/MOR-E (or less with very high MOR-E doses) to calctfate the initfal

MET dose irespective of the previous MOR-E dose
2. Titrale MET day by day according fo palient's sympfoms and the number of rescue doses administered
3. Smaller MET-lo-MOR-E conversion ralios(%) should be used the larger the previous MOR-E dose

CNCP = Chronic noncancer pain
HMO = Hydromorphone

MET = Methadone; MOR = Morphine
MOR-E = Morphine-equivalent

OXY = Oxycodone
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It is important to note that various dosing methods have been used {including a patient-controlled reglmens'")

and are still evolving, Two dosing strategies™" have been prospectively studied, but no clinical trials
comparing systematic dosing methods have been performed. A literature search {PubMed 1966 to 2001}
identified only a small case serles that discussed methadone dosing during the treatment of CNCP.*® The lack
of prospective and comparative studies highlights the need to carefully individualize the dosing regimen of
methadone, as is done with other opicids.

As a general rule, smaller methadone-to-morphine conversion proportions (%} should be used the larger the
previous morphine-equivalent dose, remembering that precise conversions from another opioid to
methadone are impossible. Disproportionately smaller methadone doses may be required with the larger
morphine doses. However, it is important to remember that the equianalgesic conversion ratio is only one
part of the process of properly dosing methadane and other oploids.

For inadequately treated pain during titration, a short-acting opioid preparation {such as acetaminophen with
codeine, oxycodone with or without acetaminophen, or immediate-release morphine) may be used as
necessary. Keep in mind that the use of supplemental opioid medicatlons in patients with CNCP is
controversial, If oploid medications for breakthrough pain (BTP) are indu:ated following titration to a stable
methadone dose in a patient with CNCP, they should be used sparingly.” Methadone has been used for
inadequately treated pain during titration (in doses 10% to 30% of the calculated daily methadone dose up to
3 to 8 doses per day as needed)*****’; however, the short-acting opioids are generally preferred to avoid

drug accumulation,

Special patient populations
Patlents 65 years and older may have a decreased clearance of methadone,* In patients with stable chronic
liver disease, no dosage adjustments appear fo be necessary ® Methadone and its metabolites do not
accumulate in patients with renal faflure.> The two prospective studies on methadone dosing strategies
excluded patients with fiver or renal disease.>" Use extra caution when dosing any opioid in all of these

patient populations.

COMMENTS

—  Once a stable analgesic dose is reached, dosing Intervals may be extended to 8 to 12 hours or longer,

—  Provide careful dose titration until adequate pain relief is achieved or adverse effects limit further dose
escalation.

—  Absence of a graded analgesic response {in CNCP) suggests that the patient’s pain may not be “opioid
responsive.”

—  Patients should he closely monitored, at least once weekly during titration and at least once a month
during maintenance.

—  Ppatients should be warned about potential adverse effects (drowsiness, respiratory depression) and the
possibility that analgesic and adverse effects may continue to evolve during the week after each dose
adjustment.

—  If drowsiness develops, patients (family member} should contact the provider to obtain advice about
further dosing.

—~  Use additional caution with elderly patients (65 years and older), patients with liver, renal, or pulmonary
disease, debilitated patients, and patients previously receiving high doses of oploid. Patfents who cannot
be monitored at home may be considered for inpatient titration of methadone.

Patient education
—  Explaln to patients that the initial dose may not provide optimum pain refief but that the starting dose is
chosen in order to reduce the chance of adverse effects. A paln and paln medicine diary should be kept.
~  Reassure patients that the dose will be titrated to achieve adequate analgesla.

! For patients with liver or renal disease, special consideration can be given locally to use an alternative opioid at the discretion of the care team
or provider.
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~  When applicable, explain the reason for and how to use the short-acting opioid during methadone dose
titration.

—  Advise patfents that the effects of methadone will increase over at least one week following a dosage
increment. Pain refief during the iast few days of that week will be greater than at the first few days of
the week.

—  Remind patients about the need for and the frequency of monttoring during the titration and

_ maintenance periods. Provide patients with instructions on what to do if they develop increasing or
intolerable adverse effects.

—  Advise patients to avold abrupt discontinuation of their opioid medication without first consulting their
physician. Educate patients about withdrawal symptoms.

—~  Slnce patients may become concerned about the sacial stigma assoclated with the use of methadone for
treatment of epioid dependence, reassure them that methadone Is also an accepted paln medication and
that they are not “addicts” because they are taking methadone for pain control. Explain the difference

between addiction and dependence.?
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APPENDIX G: Acronym List

ADRB Aberrant Drug Related Behavior
APS American Pain Society
ASAM American Society of Addiction Medicine -
BID Bis In Die {Latin: twice a day}
CNS Central Nervous System
COPD Chronic Obstructive Pulmonary Disease
CNCP Chronic Non Cancer Pain
oT Cpioid Therapy
CPAP Continuous Positive Alrway Pressure
CPG Clinical Practice Guldeline
CR Controlled-Release
CSA Central Sleep Apnea
DC Discontinue
BEA Drug Enforcement Administration
DHEAS Dehydroepiandrosterone Sulfate
Dob Department of Defense
DSM-IV Diagnostic and Statistical Manual — Version IV
pDul Driving Under the Influence {drugs or alcohol}
EMG Electromyography
ER Emergency Room
Gl Gastrointestinal
ASP Internatlonal Assoclation for the Study of Pain
LBP Low Back Pain
LE Level of Evidence
MAOI Manoamine Oxidase Inhibltors
MSE Mental Status Examination
mTB! Mid Traumatic Brain Injury
MVA Motor Vehicle Accident
N&V Nausea and Vomiting
NRS Numerical Rating Scale
NSAID Non-Sterold Anti-inflammatory Drug
OIH Opioid-induced hyperalgesla
OAT QOpiocid agonist therapy
OPCA Opiloid Paln Care Agreement
ORT Opioid Risk Tool
OSA Obstructive Sleep Apnea
oT Opiold Therapy
PA Pills Anonymous
PHN Postherpetic Neuralgia
PO Per Os (Latin: by mouth, orally)
PRN Pro Re Nata {Latin; as nesded)
PTSD Post Traumatic Stress Disorder
QE Quality of the Evidence
RCT Randomized Controlled Trial
RS Rectal Suppository
SA Substance Abuse
SAD Seasonal Affective Disorder
SOAPP Screener and Opioid Assessment of Patients with Paln
SR Strength of Recommendation
SUD Substance Use Disorder
TBi Traumatic brain injury
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DS Transdermal System

TENS Transcutaneous Electrical Nerve Stimulation
Tib Ter In Die {Latin: three times a day)

TIC The Joint Commission {formerly JCAHO)
uDs Urine Drug Screen

Ubdt Urine Drug Test

VA Veterans Administration

WG Working Group

Appendices Page 143



FINAL DRAFT

VA/DoD Clinical Practice Guideline
Management of Oploid Therapy for Chronic Pain

APPENDIX H: Participant List

VA/DoD Clinical Practice Guideline
Management of Opioid Therapy fer Chronic Pain

Jeffrey Barr, Major, USAF, MC
Director of Pain Management
Wilford Hail medical Center

59 MDW/SGO1A

2200 Bergquist Drive, Suite 1
Lackland AFB, TX 78236

Phone: 2106-292-7160

Email: Jeffrev.barr@lackland.af.mil

Thomas Brooks, LTC, AN, USA
CR Darnall Army Medical Center
42004 Battalion Ave

Fort Hood, TX 76544

Phone: 254-287-2321

Email; thom.brooks@us.army.mil

Carla Cassidy, RN, MSN, CRNP
Director, Evidence Based Practice Program
Department of Veterans Affairs

1717 H Street

4" Floor, Room 406

Washington, DC 20006

Phone: 202- 266-4502

Email: Carla cassidy{@va.gov

Michael E.Clark, PhD

Clinical Director, Chronic Pain rehabilitation Program
Thomas A. Haley veterans Hospital

13000 Bruce B. Blvd

Tampa, FL. 33612

Phone:813-972-2000 ext. 7484

Email: Michael.clark@va.gov

Email: Michael.clark8@ed.va.gov

Ernest Degenhardt, MSN, FNP, RN
Chief, Evidence-Based Practice
MEDCOM

2050 Worth Road, Suite 26

Fort Sam Houston TX 78234

Phone: 210-221-6527 {or) DSN 471-6527

Email: ernest.degenhardt@amedd.army.mil

Martha D’Erasmo MPH
Independent Consultant
4550 North Park Ave, # 505
Chevy Chase, MD 20815
Phone: 301- 654-3152

Email: Marty@hagiinc.com

Appendices

Page 144



FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronic Paln

Rosalie Fishman, RN, MSN, CPHQ
President

Healthcare Quality Informatics, Inc,
2275 Shady Grove Rd, Suite 500
Rockyille, MD 20850

Phone: 301- 296-4542

Email Rosalie@hqgiinc.com

Allison J. Franklin, MAJ, MC, USA

Physical Medicine and Rehabilitation Service
Depariment of Orthopedics and Rehabilitation
Walter Reed Army National Naval Medical Center
6900 Georgia Ave NW

Washington, DC 20307

Phone: 202-782-6369

Email; Allison.J.Franklin{@us.army.mil

Rollin M. Gallagher, MD, MPH

Clinical Professor of Psychiairy and Anesthesiology
University of Pennsylvania

Deputy National Program Director for Pain Management
Veterans Affairs Health System

Philadelphia VA Medical Center

3900 Woodland Ave

Philadelphia, PA 19104

Phone: 215-823-5800 ext. 3399 (or)

Fax;215-823-4256

Email: rollin.gallagher@va.gov (or) rmg3@comeast.net

Kevin T. Galloway, LTC, AN, USA

Chief, Clinical Care Branch

Proponency Office for Rehabilitation and Reintegration
Office of the Surgeon General

6301 Little River Turnpike, Suite 210

Alexandria, VA 22312

Phone: 703-325-6193

Email: Kevin.galloway@us.army.mil

Francine Goodman, BS Pharm, Pharm, D
Clinical Pharmacy Specialist

Pharmacy Benefits Management Services (119D)
Veterans Health Administration

1* Ave-1 Block North of Cermak Rd

Hines, IL 60141

Phone: 708-786-7862

Email: Francine.Goodman(@va.gov

Susan J, Hagan, MSN

Nurse Practitioner; Coordinator, Pain Program
James A Haley VAMC

Facility # 673, VISN # 8

13000 Bruce B Downs, RT 117

Tampa, FL. 33612

Phone; 813-613-4024

Email: Susan Haganf@va.gov

Appendices Page 145




FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronlc Pain

Sushma Jani, MD
Psychiatry Consultant
Defense Center of Excellence
10770 Hickory Ridge Road
Columbia, MD 21044

Phone: 410-997-5500

Email: sfagi@jhu.edu

Timothy Lee, MD

Medical Director, Pain Clinic
VA Puget Sound

1660 South Columbian Way
Seattle, WA

Phone: 206-277-4772

Email: timothy.lee@yva.gov

Shannon C. Miller, M.D., FASAM, FAPA, CMRO
Associate Professor of Clinical Psychiatry

University of Cincinnati

Cincinnati VA Medical Center

3200 Vine Street

Cincinnati, OH 45220

Phone: (513)-861-3100, x4870

Email; Shannon.miller@va.goy

James E, McCrary, Lt Col, USAF, MC
Medical Consultant, Do), PEC

DoD Pharmacoeconomic Center

2450 Stanley Road

Suite 208

Fort Sam Houston, TX 78234-6102
Phone: 210-295-2772

Email: jamesS.McCrary@amedd.army.mil

Jack M. Rosenberg, MD

Department of Veterans Affairs

Ann Arbor VA Medical Center

2215 Fuller Rd

Ann Arbor, MI, 48105

Phone: 734-769-7100 ext. 53374 (or) 734-845-5919
Email: Jackrose@umich.edu

Patrick A. Sherman, MAJ, MS, USA
Physician Assistant

BAMC, Department of Surgery

3841 Roger Brooke Rd

Fort Sam Houston, TX 78234

Phone: 210-916-0926

Email: Patrick. A Sherman{@@us.army.mil

Appendices Page 146




FINAL DRAFT : VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronic Pain

James J. Staudenmeier, COL, MC, USA
Psychiatrist

USA MEDDAC

Behavioral Health Department

11050 Mt, Belvedere Blvd

Fort Drum, NY 13602-5004

Phone: 315-772-3313

Email: James.Staudenmeier@us.army.mil

Oded Susskind, MPH
Medical Education Consultant
PO Box 112

Brookline MA 02446

Phone: 617- 232-3558

Email; Oded@tiac.net

Shana Trice, Pharm. D

Clinical Pharmacy Analyst

DoD Pharmacy Outcomes Research Group
DoD Pharmacoeconomic Center

2450 Stanley Road Suite 208

Fort Sam Houston, TX 78234-6102
Phone: 210-295-1271

Email: shana.trice@amedd.army.mil

Marjory K. Waterman, MN, RN
Nurse Consultant/ CPG Coordinator
U.8. Army Medical Command
Evidence Based Practice Office

ATTN: MCHO-CL-Q

2050 Worth Road, Suite 26

Fort Sam Houston, TX 78234

Phone: 210-221-7281

Email; Mariory, Waterman(@us.army.mil

Nancy L. Wiedemer, RN, CRNP
Pain Management Coordinator
Philadelphia VA Medical Center
300 Woodland Avenue
Philadelphia PA 19104

Phone: 215-823-5800 ext. 3933
Email: Nancy. Wiedemer(@va.gov

Appendices Poge 147




FINAL DRAFT VA/DoD Clinicof Practice Guideline
Management of Opioid Therapy for Chronic Pain

APPENDIX I: Bibliography

=, e e e = e SN i R T S = i

Akbik H, Butter SF, Budman SH, Fernandez K, Katz NP, Jamison RN. Validation and clinical application of the
Screener and Opiold Assessment for Patients with Pain {SOAPP). J Pain Symptom Manage 2006;32:287-
93,

Alattar MA, Scharf SM. Opioid-associated central sleep apnea; a case series. Sleep Breath 2009 May;13(2) 201-
6.

Alford DP, Compton P, Samet JH. Acute pain management for patients receiving maintenance methadone or
buprenorphine therapy. Ann Intern Med 2006 Jan;144:127-34,

Allan L, Hays H, Jensen NH de Waroux BL, Bolt M, Donald R, Kalso E. Randomised crossover trial of transdermal
fentanyl and sustained release oral morphine for treating chronic nen-cancer pain. BM)
2001;322(7295):1154-8.

Angst MS, Clark D). Opiold-induced hyperalgesia: A qualitative systematic review. Anesthesiology 2006;
104:570-87.

APS 2004 - Public policy statement on the rights and responsibliities of healthcare professionals in the use of
opiolds for the treatment of pain, A consensus document from American Pain Society, American
Academy of Paln Medicine and the American Society of Addiction Medicine. Available at:
http://www.ampainsoc.org/advocacy/pdf/rights.pdf

Atlur! S, Sudarshan G, Evaluation of abnormal urine drug screens among patients with chronic non-malignant
pain treated with opioids. Pain Physician 2003 Oct;5(4):407-9,

Atlurl SL, Sudarshan G. Development of a sereening tool to detect the risk of Inappropriate prescription opiold
use in patients with chronic pain. Pain physiclan 2004;7:333-8.

Becker N, Sjogren P, Bech P, Olsen AK, Eriksen J. Treatment outcome of chronic non-malignant pain patients
managed In a danish multidisciplinary pain centre compared to general practice: a randomised
controlled trial. Pain 2000 Feb;84(2-3):203-11.

Bednar NM, Harrigan EP, Ruskin JN. Rosades de pointes associated with non antiarythmic drugs and
observations on gender and QT¢. Am J Cardiol 2002 Jun1;89(11)1316-9.

Benyamin R, Trescot A, Datta S, Buenaventura R, Adlaka R, Sehgal N, Glaser SE, Vallejo R. Oplold
complications and side effects. 2008 Mar;11{2 Suppl}:5105-20.

Braden JB, Sullivan MD, Suicidal thoughts and behavior among adults with self-reported pain conditions in the
natlonal comorbldity survey replication. J Pain 2008;9(12):1106-15.

Breitfeld C, Eikermann M, Kienbaum P, Peters J. Opioid "heliday” following antagonist supported
detoxification during general anesthesia improves opioid agonist response in a cancer patient with
oploid addiction. Anesthesiology 2003 Feb;98(2):571-3.

Breivik EK, Skoglund LA. Comparison of present pain Intensity assessments on horizontally and vertically
oriented visual analogue scales. Methods Find Exp Clin Pharmacol 1998;20(8):719-24.

Breivik H. Opiolds in cancer and chronic non-cancer pain therapy-indications and controversies. Acta
Anaesthesiol Scand 2001;45 (9):1059-66.

Brown RL, Fleming MF, Patterson Ji. Chronic opioid analgesic therapy for chronic low back pain. ) Am Board
Fam Pract 1996 May-Jun;%(3):191-204.

Burchman St, Page! PS. Implementation of a formal treatment agreement for outpatient management of
chronic nonmalignant pain with opioid analgesics. § Pain Symptom Manage 1995;10(7):556-63.

Appendices Page 148



FINAL DRAFT VA/DoD Clinieal Practice Guideline
Management of Opiold Therapy for Chronic Pain

Butler SF, Budman SH, Fernandez K, Jamison RN. Validation of a screener and opiold assessment measure
for patients with chronic pain. Pain 2004 Nov;112:65-75.

Butler SF, Budman SH, Fernandez KC, Fanciullo GJ, Jamison RN. Cross-Valldation of a Screener to Predict
Opioid Misuse in Chronic Pain Patients {SOAPP-R). J Addict Med 2009 Jun 1;3(2):66-73,

Butier SF, Budman SH, Fernandez KC, Houle B, Benoit C, Katz N, Jamison RN. Development and validation the
Current Oplold Misuse Measure, Pain 2007;130:144-56.

Butler SF, Fernandez X, Benoit C, Budman SH, Jamison RN. Validation of the revised Screener and Opioid
Assessment for Patients with Pain {(SOAPP-R). J Pain 2008 Apr;9{4):360-72,

Caldwell JR, Hale ME, Boyd RE, Hague JM, lwan ¥, Shi M, Lacouture PG, Treatment of osteoarthritis pain with
controlled release oxycodone or fixed combination oxycodone plus acetaminophen added to
nonsteroldal antiinflammatory drugs: a double blind, randomized, multicenter, placebo controlled trial. J
Rheumatol 1999 Apr;26(4):862-9,

Caldwell JR, Rapoport R}, Davis JC, Offenberg HL, Marker HW, Roth SH, Yuan W, Eliot [, Babul N, Lynch PM.
Efficacy and safety of a once-daily morphine formulation in chronic, moderate-to-severe osteoarthritis
pain: results from a randomized, placebo-controlled, double-blind trial and an open-fabel extension trial.
J Pain Symptom Manage 2002;23{4}:278-91

Caldwell IR, Rapoport RJ, Davis JC, offenberg HL, Marker HW, Roth SH, Yian W, Eliot L, Babul N, Lynch PM.
Efficacy and safety of a once-daily morphine formulation In chronic, moderate-to-severe osteoarthritis
pain: results from a randomized, placebo-controlled, double-blind trial and an open-label extension trial,
) Pain Symptom Manage 2002;23(4):278-91,

Canadian Pain Soclety. 2002 - See Jovey et al., 2003

Caplehorn JR, Drummer OH, Fatal methadone toxicity: signs and circumstances, and the role of (
benzodiazepines, Aust N Z § Public Health. 2002 Aug;26(4}:358-62, '

Caraco Y, Sheller J, Wood Al Impact of ethnic origin and quinldine coadministration on codeine's disposition
and pharmacodynamic effects. ) Pharmacol Exp Ther 1999;290{1}:413-22.

Cherny N, Ripamonti C, Pereira J. Strategles to manage the adverse effects of oral morphine: an evidence-
based report. ] Clin Oncol 2001;19(9):2542-54,

Chou R, Ballantyne JC, Fanciullo GJ, Fine PG, Miaskowski C. Research gaps on use of opiolds for chronic
noncancer pain: findings from a review of the evidence for an American Pain Soctety and American
Academy of Pain Medicine clinical practice guideline, J Pain, 2009 Feb;10(2):147-59.

Chou R, Fanciulio GJ, Fine PG, Adler JA, Ballantyne JC, Davies P, Donovan Mi, Fishbain DA, Foley KM, Fudin J,
Gilson AM, Kelter A, Mauskop A, O'Connor PG, Passik ST, Pasternak GW, Portenoy RK Rich BA, Roberts
RG, Todd KH, Miaskowski C. Clinical guidelines for the use of chronlc opiold therapy in chronic noncancer
pain. J Pain Feb 2009;10(2):113-30.

Chou R, Fanciuilo GJ, Fine PG, Miaskowski C, Passtk SD, Partenoy RK. Oploids for chronic noncancer pain:
prediction and identification of aberrant drug-related behaviors: a review of the evidence for an
American Pain Society and American Academy of Pain Medicine clinical practice guideline. ) Pain 2009
Feb;10(2):131-46. '

Chu LE, Angst MS, Clark D. Opioid-induced hyperalgesta in humans: molecular mechanisms and clinical
considerations. Clin J Pain 2008 Jul-Aug;24{6):479-96.

Chu LF, Clark DJ, Angst MS. Opioid tolerance and hyperalgesia in chronic pain patients after one month of oral
morphine therapy: a preliminary prospective study. J Pain 2006 Jan;7(1}:43-8.

Clark MR, Stoller KB, Brooner RK. Assessment and management of chronic pain in individuals seeking
treatment for opioid dependence disorder. Can J Psychiatry 2008;53:496-508.

Appendices Page 149




FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Opioid Therapy for Chronic Pain

Cleeland CS, Gonin R, Hatfield AK, Edmonson JH, Blum RH, Stewart JA, Pandya KJ. Pain and its treatment in
ouipatients with metastatic cancer. N Engl J Med 1994;330(9):592-6.

Cleeland CS, Shacham S, Daht JL, Orrison W. CSF beta-endorphin and the severity of pain. Neurology
1984;34(3):378-80.

Cleeland CS, Syrjala KL. How to assess cancer pain. In: DC Turk; R Melzack, editors. Handbook of Pain
Assessment. New York: The Guilford Press; 1992, p. 362-87.

Cohen RI, Chopra P, Upshur C. Guide to conservative, medical, and procedural therapies. Geriatrics 2001 Nov;
56{11):38-42.

Cohen SE, Ratner EF, Kreitzman TR, Archer JH, Mignano LR. Nalbuphine is better than naloxone for treatment
of side effects after epidural morphine. Anesth Analg 1992;75(5):747-52.

Coluzzi PH, Schwartzberg L, Conroy ID, Charapata S, Gay M, Busch MA, Chavez 1, Ashley J, Lebo D, McCracken
M, Portenoy RK. Breakthrough cancer pain: A randomized trial comparing oral transmucosal fentanyl
citrate (OTFC) and morphine sulfate immediate release {MSIR). Pain 2001 Mar;91(1-2):123-30,

Compton P, Darakjian J, Miotto K. Screening for addiction in patlents with chronic pain and "problematic™
substance use: evaluation of a pilot assessment tool. J Pain Symptom Manage 1998 Dec;16({6):355-63.

Compton PA, Wu SM, Schieffer B, Pham Q, Naliboff BD. introduction of a self-report version of the Prescription
Drug Use Questionnaire and relationship to medication agreement noncompliance. J Pain Symptom
Manage 2008 Oct;36{4):383-95.

CPSO 2000 - Task Force on CNMP. Evidence-based recommendations for medical management of chronic non-
malignant pain: College of Physicians and Surgeons of Ontario (CPSO); Nov 2000. Available at:
http://www.ihs.gov/NonMedicalPrograms/NC4/Documents/EBMchronicpainguidelines2000.pdf

Crider AB, Glaros AG. A meta-analysls of EMG biofeedback treatment of temporomandibular disorders. }
Orofac Pain 1999 Winter;13(1):29-37.

Crombez G, Vlaeyen JW, Heuts PH, Lysens R. Pain-related fear is more disabling than pain itself: evidence
on the role of patn-related fear in chronic back pain disability. Pain 1999;80{1-2}:329-39.

Cruciani RA, Methadone: to ECG or not to ECG...That is still the question. J Pain Symptom Manage 2008
Nov;36(5):545-52,

Currie SR, Hodglns DC, Crabtree A, Jacobt J, Armstrong S. Outcome from Integrated pain management
treatment for recovering substance abusers. J Pain 2003;4:91-100.

Danielt HW, Lentz R, Mazer N, Open-label pilot study of testosterone patch therapy in men with opioid-
induced androgen deficlency. J Pain 2006 Mar;7(3):200-10.

Daniell HW. DHEAS deficiency during consumption of sustained-action prescribed oploids: evidence for oploid-
induced Inhibition of adrenal androgen production. J Pain 2006 Dec;7{12}:901-7.

Daniell HW. Hypogonadism in men consuming sutained-action oral opioids. J Pain 2002 Oct;3(5):377-84.

Daniell HW. Opiold endocrinopathy in women consuming prescribed sustained-action opiolds for control of
nenmalignant pain. ] Pain 2008 Jan;9(1):28-36.

Daniell, Harry MD, Lentz R, Mazer N: Open-Label Pilot Study of Testosterone Patch Therapy in Men With
Opiold-Induced Androgen Deficlency. J Paln 2006 Mar;7{3}:200-10.

Davis MP, Srivastava M. Demographics, assessment and management of pain in the elderly. Drugs Aging
2003;20:23-57.

Pe Conno F, Caraceni A, Gamba A, Mariani L, Abbattista A, Brunelli C, La Mura A, Ventafridda V. Paln
measurement in cancer patients: a comparison of six methods. Pain. 1994 May;57{2}:161-6.

Appendices Page 150




* FINAL DRAFT VA/DoD Clinlcal Practice Guideline
Management of Opiold Therapy for Chronic Pain

Definitions 2001 - Definitions related to the use of opioids for the treatment of pain. A consensus document
from the American Academy of Pain Medicing, the American Pain Soclety, and the American Society of
Addiction Medicire. Available at http://www.painmed.org/pdf/definition.pdf

Dobscha SK, Corson K, Flores iA, Tansill EC, Gerrity MS. Veterans affairs primary care clinicians' attitudes
toward chronic pafn and correlates of opioid prescribing rates. Pain Med 2008;Jul-Aug;9(5):564-71.

punbar SA, Katz NP. Chronic opiocid therapy for nonmalignant pain in patients with a history of substance
abuse: report of 20 cases. ) Pain Symptom Manage 1996;11{3):163-71.

Edlund MJ, Steffick D, Hudson T, Harris KM, Sullivan M. Risk factors for clinically recognized opicid abuse and
dependence among veterans using optoids for chronic non-cancer pain. Pain 2007;129:355-62.

Eisenberg E, McNicol ED, Carr DB. Efficacy of mu-oploid agonists in the treatment of evoked neuropathic pain:
systernatic review of randomized controlled trials, Eur ) Pain 2006 Nov;10{8}:667-76.

Ersek M, Cherrier MM, Overman $$, Irving GA. The cognitive effects of opioids. Pain Manag Nurs 2004;5:75-93.

Fagan MJ, Chen JT, Diaz JA, Reinert SE, Stein MD. Do Internal medicine residents find pain medication
agreements useful? Clin ) Pain 2008 Jan;24{1):35-8.

Farrar IT, Portenoy RK, Berfin JA, Kinman L, Strom BL. Defining the clinically important difference in pain
outcome measures. Pain 2000 Dec 1;88(3):287-94,

Fishbain DA, Cote B, Lewis J, Rosomoff HL, Rosomoff RS. What percentage of chronic nonmalignant pain
patients exposed to chronic oploid analgesic therapy develop abuse/addiction and/or aberrant drug-
related behaviors? A structured evidence-based review. Pain Med 2008 May-Jun;9{4):444-59.

Fishbain DA. Approaches to treatment decisions for psychiatric comorbidity in the management of the chronic
pain patient. Med Clin North Am 1999 May;83(3):737-60, vii.

Fishman SM, Bandman T8, Edwards A, Borsook D. The opioid contract in the management of chronic paln. ) {
Pain Symptom Manage 1999 Jul;18{1):27-37.

Fishman SM, Wilsey B, Yang J, Reisfield GM, Bandman TB, Borsook D. Adherence monitoring and drug
surveillance In chronic opioid therapy. } Pain Symptom Manage 2000 Oct;20{4):293-307.

Fleming MF, Davis J, Passik SD. Reported lifetime aberrant drug-taking behaviors are predictive of current
substance use and mental health problems in primary care patlents. Pain Med 2008 Nov;2(8):1098-106.

Flor H, Fydrich T, Turk DC. Efficacy of multidisciplinary pain treatment centers: a meta-analytic review. Pain
1992:49(2):221-30.

Fortin JD, Balley GM, Vilensky JA. Does oploid use for pain management warrant routine bone mass density
screening in men? Pain Physician 2008 Jul-Aug;11(4):539-41,

Friedman DP. Perspectives on the medical use of drugs of abuse. J Pain Symptom Manage 1990 Feb;5(1
Suppl}:$2-5.

Frost H, Lamb SE, Klaber Moffett JA, Fairbank JC, Moser JS. A fitness programme for patients with chronic low
back pain: 2-year follow-up of a randomised controlled trial. Pain 1998 Apr;75{2-3):273-9.

Furlan AD, Sandoval JA, Mallis-Gagnon A, Tunks E. Opioids for chronic non-cancer pain: a meta-analysis of
effectiveness and side effects. CMAJ 2006 May 23;174{11):1589-94,

Gallagher RM. Treatment planning in pain medicine. Integrating medical, physical, and behavioral therapies.
Med Clin North Am. 1999 May;83(3):823-49,viil.

Gan TJ, Ginsberg B, Glass PS, Fortney J, Jhaveri R, Perno R. Opioid-sparing effects of a low-dose infusion of
naloxone in patient-administered morphine suffate. Anesthesiology 1997;87(5):1075-81.

Gilron |, Bailey JM, Tu D, Holden RR, Weaver DF, Houlden RL. Morphine, gabapentin, or their combination for
neuropathic pain. NEngl ) Med 2005 Mar 31;352(13):1324-34, !

Appendices Page 151




FINAL DRAFT VA/DoD Clinical Practice Guideline
Management of Oploid Theropy for Chronic Pain

Glidewell RN. Acetazolamide as an adjnct to CPAP treatment: a case of complex sleep apnea in a patient on
long acting opioid therapy. J Clin Sleep Med2008;5:63-4.

Goldberg X, Simel D, Oddone E, Effect of an opioid management system on opioid prescribing and
unscheduled visits in a large primary care clinfc. JCOM 2005 Dec;12(12):621-28,

Gomez-Batiste X, Madrid F, Moreno F, Gracla A, Trelis ), Nabal M, Alcalde R, Planas J, Cameil H. Breakthrough
Cancer Pain: Prevalence and Characteristics in Patients in Catalonia, Spain. J Pain Symptom
Manage2002;24{1):45-52. .

Goodwin JL, Kraemer 1J, Bajwa ZH. The use of Opioids In the treatment of Osteoarthritis: when, why, and how?
Curr Rheumato! Rep 2009 Feb;11{1):5-14.

Guo Z, Wills P, Viitanen M, Fastbom J, Winblad B. Cognitive impairment, drug use, and the risk of hip fracture
in persons over 75 years old: a community-based prospective study. Am Jj Epidemiol 1998 Nov
1;148(9):887-92.

Guzman J, Esmail R, Karjalainen K, Malmivaara A, Irvin £, Bombardier C. Multidisciplinary rehabilitation for
chronic low back pain: systematic review. BMJ 2001 Jun 23;322{7301):1511-6.

Hagen NA, Biondo P, Stiles C. Assessment and Management of Breakthrough Pain In Cancer Patlents: Current
Approaches and Emerging Research. Curr Pain Headache Rep 2008 Aug;12:241-8.

Hakansson AF, Schiyter F, Berglund M. Factors associated with history of non-fatal overdose among opioid
users in the Swedish criminal justice system. Drug Alcohol Depend2008 Apr 94;(1-3):48-55.

Hale ME, Fleischmann R, Salzman R, Wild J, Iwan T, Swanton RE, Kalko RF, Lacouture PG, Efficacy and safety of
controlled-release versus immediate-release oxycodone: randomized, double-blind evaluation in
patients with chronic back pain. Clin ) Pain 1999;15(3):175-83.

Hall A, Logan JE, Tobiin RL, Kaplan JA, Kraner JC, Bixler D, Crosby AE, Paulozzl L. Patterns of abuse among
unintentional pharmaceutical overdose fatalities, JAMA 2008 Dec 10;300(22):2613-20.

Hancock CM, Burrow MA. OxyContin use and abuse. Clin J Oncol Nurs 2002;6(2):109-10.

Harati Y, Gooch C, Swenson M, Edelman SV, Greene D, Raskin P, Donofrio P, Cornblath D, Olson WH, Kamin M,
Malntenance of the long-term effectiveness of tramadol in treatment of the pain of diabetic neuropathy.
] Diabetes Complications 2000 Mar-Apr;14(2):65-70,

Harden RN, Chronic opioid therapy: another reappralsal. APS Bulletin 2002 Jan/Feb; 12(1). Avallable at:
http://www.ampainsoc.org/pub/bulietin/jan02/polil.htm

Hariharan J, Lamb GC, Neuner JM. Long-term oploid contract use for chronic pain management In primary care
practice. A five year experience. ) Gen Intern Med 2007 Apr;22{4}:485-90.

Hay JL, White IM, Bochner F, Somogyi AA, Semple TJ, Rounsefell B. Hyperalgesia in opiofd-managed chronic
pain and opioid-dependent patients. J Pain 2009 Mar;10(3):316-22.

Heldrich DE, Controlled-release oxycodone hydrochioride (OxyContin). Clin Nurse Spec 2001;15(5):207-9.
Herr K., Chronic pain in the older patient: management strategies. 2. ] Gerontol Nurs 2002 Feb;28(2):28-

Holmes CP, Gatchel R), Adams L, Stowell AW, Hatten A, Noe C, Lou L. An oplold screening Instrument: long-
term evaluation of the utility of the Pain Medication Questionnaire. Paln Pract 2006 Jun;6(2):74-88.

Huse E, Larbig W, Flor H Birbaumer N. The effect of opioids on phantom limb pain and cortical reorganization.
Pain 2001;90{1-2}:47-55.

1ASP, 1994 - IASP Pain Deflnition Terminology. Available at: http://www.iasp-
pain.org/AM/Template.cfm?Section=Pain_Definitions&Template=/CM/HTMLDIsplay.cfm&ContentiD=17

28

Appendices Page 152




FINAL DRAFT VA/DoD Clinical Practice Guldeline
Management of Oploid Therapy for Chronic Pain

ligen MA, Zivin K, McCammon RJ, Valenstein M. Pain and suicidal thoughts, plans and attempts in the United
States. Gen Hosp Psychiatry 2008 Nov-Dec;30(6):521-7.

Ives TJ, Chelminski PR, Hammett-Stabler CA, Malone RM, Perhac JS, Potlsek NM, Shilliday BB, DeWalt DA,
Pignone MP. Predictors of opioid misuse in patients with chronic pain: a prospective cohort study. BMC
Health Serv Res 2006 Apr 4;6:46.

Jackman RP, Purvis JM, Mallett BS, Chronic nonmalignant pain in primary care. Am Fam Physiclan 2008 Nov
15;78(10):1155-62.

Jacobson L, Mariano AJ, Chabal C, Chancy EF, Mar C, What is adequate and appropriate paln treatment? JAMA
1996 May;275{17):1310-1.

Jacox A, Carr DB, Payne R. New clinical-practice guldelines for the management of pain in patients with cancer,
N Engl ] Med 1994;330(9):651-5,

Jamison RN, Raymand SA, Slawsby EA Nedeljkovic 58, Katz NP. Opioid therapy for chronic noncancer back
pain. A randomized prospective study. Spine 1998 Dec1;23(23):2591-600.

Javaherl 5, Mallk A, Smith J, Chung E. Adaptive pressure support servoventifation: a novel treatment for sleep
apnea associated with vse of opioids. 1 Clin Sleep Med 2008 Aug 15;4(4):305-10.

Jensen MP, Strom SE, Turner JA, Romano JM, Validity of the Sickness Impact Profile Roland scale as a measure
of dysfunction in chronic pain patients. Pain 1992 Aug;50(2):157-62.

Jensen MP, Turner JA, Romano JM. Changes In beliefs, catastrophizing, and coping are associated with
improvement in multidisciplinary pain treatment. i Consult Ciin Psychol 2001;69{4}:655-62.

Jensen MP, Turner JA, Romano JM. Chronic pain coping measures: individual vs, composite scores. Pain 1992
Dec;51{3):273-80,

Jensen MP, Turner LR, Turner JA, Romano JM, The use of multiple-item scales for pain intensity measurement
in chronic pain patients. Pain 1396 Sep;67{1):355-40.

Joranson DE, Cleeland CS, Weissman DE, Gilson AM. Oploids for chronic cancer and non-cancer pain: a survey
of state medical board members; 1992, Available at;
http://www.painpolicy.wisc.edu/publicat/92jmido.htm

Joranson DE, Gilson AM, Dahl J1, Haddox JD. Pain management, controlled substances, and state medical
board policy: a decade of change. ] Pain Symptom Manage 2002 Feb;23(2):138-47.

Jovey RD, Ennis J, Gardner-Nix J, Goldman B, Hays H, Lynch M, Moulin D; Canadian Pain Society. Use of oploid
analgesics for the treatment of chronic noncancer pain--a consensus statement and guldelines from the
Canadian Pain Society, 2002. Pain Res Manag. 2003 Spring;8 Suppl A:3A-28A.

Katz N, Mazer N. The impact of oplolds on the endocrine system. Clin J Pain 2009 Feb;25(2):170-5.

Kim TW, Alford DP, Malabanan A, Holick MF, Samet JH. Low bone density in patients receiving methadone
maintenance treatment. Drug Alcohol Depend 2006 Dec 1;85{3}:258-62.

Kinjo M, Setoguchi S, Schneeweiss S, Solomon DH. Bone mineraf density in subjects using central nervous
system-active medications. Am J Med 2005 Dec;118({12}:1414.

Kirkpatrick A, Derasari M, Kalra M, Miller R, Beede AM. Clintcal outcomes using a protocel-contract for opioid
use in patients with advanced reflex sympathetic dystrophy. Anesthesiology 1994 Sep;81:A1039.

Knight EL, Avorn J. Quality indicators for appropriate medication use in vulnerable elders. Ann Intern Med
2001;135 (8 Pt 2):703-10,

Krantz MJ, Martin J, Stimme! B, Mehta D, Haigney MC, QT¢ interval screening in methadone treatment. Ann
Intern Med 2009;150:387-95.

Appendices Page 153




FINAL DRAFT VA/DoD Clinlcal Practice Guideline
Management of Oplold Therapy for Chronic Pain

Kuukkanen T, Malkis E. Effects of a three-month active rehabilitation program on psychomotor performance
of lower limbs in subjects with fow back pain: a controlled study with a nine-month follow-up. Percept
Mot Skills 1998 Dec;37(3 Pt 1):739-53.

Large RG, Schug SA. Opioids for chronic pain of non-malignant origin--caring or crippling. Health Care Anal
1995 Feh;3{1):5-11,

Laval G, Sang B, Maliaret M, Villard ML, New Level Il opioids of the World Health Organization. Rev Med
interne 2002 Jan;23 (1):55-70.

Leipzig RM, Cumming RG, Tinetti ME. Drugs and falls in older people: a systematic review and meta- analysis:
II. Cardiac and analgesic drugs. ) Am Geriatr Soc 1999;47(1):40-50.

Leung A, Wallace MS, Ridgeway B, Yaksh TL . Concentration-effect refationship of intravenous alfentanil and
ketamine on petipheral neurosensory thresholds, allodynia and hyperalgesia of neuropathic pain. Pain
2001;91{1-2):177-87.

Magnl GS, Rigattl-Luchini S, Fracca F, Merskey H. Suicidality in chronic abdominal pain: an analysis of the
Hispanic Health and Nutrition Examination Survey (HHANES). Pain 1998 May;76(1-2}:137-44.

Malona MD, Strube M), Scogin FR. Meta-analysis of non-medical treatments for chronic pain. Pain 1988;
34(3):231-44.

Management of Substance Use Disorder in the Primary Care Setting. Washington, DC: VA/DoD Evidence-
Based Clinical Practice Guideline Working Group, Veterans Health Administration, Department of
Veterans Affairs, and Health Affairs, Department of Defense, September 2009. Office of Quality and
Performance. Available at: http://www.healthquality.va.gov/

Manchikanti L, Manchukonda R, Pampati V, Damron KS, Brandon DE, Cash KA, McManus CD. Does random
urine drug testing reduce illicit drug use in chronic pain patients receiving oplolds? Pain Physician 2006
Apr;9(2):123.9,

Markman JD. Not so fast: The refermulation of fentany! and breakthrough chronic non-cancer pain. Pain 2008
Jun;136(3):227-9.

Mattick RP, Half W, Are detoxification programmes effective? Lancet 1996 Jan 13;347(8994):97-100.

McCaffery M, Pasero C. Assessment: underlying complexities, misconceptions, and practical tools. in: M

McCaffery; C Pasero, editors, Pain: Clinical Manual. 2nd ed. CV Mosby Company. 5t. Louis: MO; 1999. p.
35-75, 291-2.

McCaffery M, Pasero CL. Talking with patients and families about addiction. Am J Nurs 1998;98(3}:18-21.
MecCarberg, B, The Treatment of Breakthrough Pain. Pain Med 2007 Jan-Feb;8{51):58-513.

McCowan C, Kidd B, Fahey T. Factors associated with mortality in Scottish patients receiving methadone in
primary care: retrospective cohort study, BMJ] 2009 Jun 16;338:b2225.

McNicol E, Horowicz-Mehler N, Fisk RA, Bennett K, Gialeli-Goudas M, Chew PW, Lau J, Carr D; American Pain
Society, Management of opioid side effects in cancer-related and chronic noncancer pain: a systematic
review. J Pain 2003 Jun;4{5):231-56,

Meghant S, Wiedemer N, Becker W, Gracely £, Gallagher RM. Predictors of resolution of aberrant drug
behavior in chronic pain patients treated in a structured opioid risk management program. Pain Med
2009 Jul-Aug;10(5):858-65.

Miaskowski C. Patient education about cancer pain management: how much time is enough? Pain 2008
Mar;135({1-2):1-2.

Michna E, Ross £L, Hynes Wi, Nedeljkovic S5, Soumekh $, Janfaza D, Palombi D, Jamison RN. Predicting
aberrant drug behavior in patients treated for chronic pain: importance of abuse history. J Pain
Symptom Manage 2004;28:250-8.

Appendices Page 154



FINAL DRAFT VA/DoD Clinicol Practice Guideline
Management of Oplold Therapy for Chronic Pain

Michna E, Jamison RN, Pham 1-D, Ross EL, Janfaza D, Nedeljkovic 55, Narang S, Palombi D, Wasan AD. Urine e
toxicology screening among chronic pain patients on opioid therapy: Frequency and predictability of
abnormal findings. Clin J Pain 2007 Feb;23:173-9.

Mitra S, Sinatra RS. Perioperative management of acute pain in the opioid dependent patient, Anesthesiology
2004 Jul;101{1):212-27.

Moffett JK, Torgerson D, Bell-Syer S, Jackson D, Llewlyn-Phillips H, Farrin A, Barber J. Randomised controlled
trial of exercise for low back pain: clinical outcomes, costs, and preferences. BMJ 1999 Jul
31;319(7205):279-83,

Mogri M, Desai H, Webster L, Grant BJ, Mador MJ. Hypoxemia in patients on chronic opiate therapy with and
without sleep apnea. Sleep Breath 2009 Mar;13(1):49-57

Mogri M, Khan M, Grant B, Mador J. Central sleep apnea induced by acute ingestion of oploids. Chest 2008
Jun;133(6):1484-8.

Mullican WS, Lacy JR. Tramadol/acetaminophen combination tablets and codeine/acetaminophen
combination capsules for the management of chronic pain: a comparative trial. Clin Ther 2001;23:1429-
45,

NSDUM 2008 - National Survey on Drug Use and Health 2008. A study conducted for Substance Abuse and
Mental Health Services Administration (SAMSHA), Available at:
http://www.oas.samhsa.gov/NSDUH/2K8NSDUH/tabs/toc.htm

Ogon M, Krismer M, Sollner W, Kantner-Rumplmair W, Lampe A. Chronic low back pain measurement with
visual analogue scales in different settings, Pain 1996 Mar;64{3):425-8.

Palce }A, Cohen FL. Validity of a verbally administered numeric rating scale to measure cancer pain Intensity.
Cancer Nurs 1997;20(2):88-93. [

Palangio M, Damask MJ, Morris E, Doyle RT Jr, Jiang JG, Landau CJ, de Padova A. Combination hydrocodone
and ibuprofen versus combination codeine and acetaminophen for the treatment of chronic pain, Clin
Ther 2000 Jul;22(7):879-92.

Palangio M, Northfelt DW, Portenoy RK, Brookoff D, Doyle RT Jr, Dornseif BE, Damask MC.Dose conversion and
titration with a novel, ence-dally, OROS osmotic technology, extended-release hydromorphone
formulation in the treatment of chronic malignant or nonmalignant paln. i Paln Symptom Manage 2002
May;23(5):355-68.

Palm S, Lehzen S, Mignat C, Steinmann J, Leimenstoll G, Maier C, Does prolonged oral treatment with
sustained-refease morphine tabfets influence immune function? Anesth Analg 1998;86:166-72,

Palos GR. Opiods and cancer survivors: Issues in side-effect management. Oncol Nurs Forum 2008 Nov;35
Suppl:13-9,

Panchal S, Milller-Schwefe P, Wurzelmann JI. Opiold-induced bowel dysfunction: prevalence, pathophysiology
and burden, Int J Clin Pract 2007;61(7);1181-7.

Pappagallo M, Heinberg LJ. Ethical issues in the management of chronic nonmafignant pain. Semin Neurol
1997;17(3):203-11.

Pappagallo M. Aggressive pharmacotogic treatment of pain. Rheum Dis Clin North Am 1999 Feb; 25(1):193-
213,

Passtk SD, Weinreb HJ, Managing chronic nonmalignant pain: overcoming obstacles to the use of opioids. Adv
Ther 2000;17{2):70-83,

Paul SM, Zelman DC, Smith M, Miaskowski C. Categorizing the severity of cancer pain: further exploration of
the establishment of cutpoints. Pain 2005 Jan;113(1-2):37-44.

Appendices Page 155




FINAL DRAFT VA/Dob Clinical Practice Guideline

Management of Opioid Therapy for Chronle Pain

Peat S, Sweet P, Miah Y, Barklamb M, Larsen U. Assessment of analgesta in human chronic pain. Randomized
double-blind crossaver study of once daily repro-dose morphine versus MST continus, Eur i Clin
Pharmacol 1999;55(8):577-81.,

Peloso PM, Bellamy N, Bensen W, Thomson GT, Harsanyi Z, Babul N, Darke AC. Double blind randomized
placebo control trial of controlled release codeine in the treatment of osteoarthritis of the hip or knee. J
Rheumatol 2000 Mar;27(3):764-71.

Petrone D, Kamin M, Olson W. Slowing the titration rate of tramadol HCl reduces the incidence of
discontinuation due to nausea and/or vomiting: a double-blind randomized trial. J Clin Pharm Ther

1999;24(2):115-23.

pitkiinen MT, Numminen MK, Tuominen MK, Rosenberg PH. Comparison of metoclopramide and ondansetron
for the prevention of nausea and vomiting after intrathecal morphine. Eur § Anaesthesiol. 1997

Mar;14{2):172-7.

Portenoy RK, Messina J, Xie F, Peppin J. Fentanyl buccal tablet (FBT) for rellef of breakthrough pain in opioid-
treated patients with chronic low back pain: a randomized, placebo-controlled study. Curr Med Res Opin
2007;23{1):223-33.

Quang-Cantagrel ND, Walilace MS, Magnuson SK. Opioid substitutfon to improve the effectiveness of chronic
noncancer pain control: a chart review. Anesth Analg 2000;90(4):933-7.

Ram KC, Eisenberg E, Haddad M, Pud D. Oral opioid use alters DNIC but not cold pain perception in patients
with chronic pain - new perspective of opioid-induced hyperalgesia, Pain 2008 Oct 15;139(2):431-8.

Ratcliffe GE, Enns MW, Belik SL, Sareen J. Chronic pain conditions and sufcidal ideation and suicide attempts:
an epidemiologic perspective. Clin j Paln 2008 Mar-Apr;24(3):204-10.

Rauck R, Ma T, Kerwin R, Ahdieh H. Titration with oxymorphone extended release to achleve effective long-
term pain rellef and improve tolerability in opioid-naive patients with moderate to severe pain. Pain
Med 2008 Oct;9{7):777-85.

Roth SH, Fleischmann RM, Burch FX, Dietz F, Bockow B, Rapoport R, Rutstein J, Lacouture PG. Around-the-
clock, controlled-release oxycodone therapy for osteoarthritis-related pain: placebo-controlled trial and
long-term evaluation. Arch Intern Med 2000;160(6):853-60.

Ruoff GE. Slowing the Initial titration rate of tramadol improves tolerability. Pharmacotherapy 1999;19 (1):88-
93.

Salzman RT, Roberts MS, Wild J, Fabian C, reder RF, Goldenheim PD. Can a controlled-release oral dose form of
oxycodone be used as readily as an immediate-release form for the purpose of titrating to stable pain
control? ) Pain Symptom Manage 1999;18{4):271-9.

Schieffer BM, Pham @, Labus J, Barla A, Van Vort W, Davis P, Davis F, Naliboff BD. Pain medication beliefs and
medication misuse in chronic pain. J Pain 2005 Sep;6(9):620-9,

Schuckman H, Hazelett S, Powell C, Steer S, A validation of self-reported substance use with biochemical
testing among patients presenting to the emergency department seeking treatment for backache,
headache, and toothache. Subst Use Misuse 2008;43(5):589-95.

serlin RC, Mendoza TR, Nakamura Y, Edwards KR, Cleeland €S. When is cancer pain mild, moderate or
severe? Grading pain severity by its interference with function. Pain 1995 May;61(2):277-84.

Shorr RI, Griffin MR, Daugherty JR, Ray WA. Oplold analgesics and the risk of hip fracture in the elderly:
codeine and propoxyphene. ] Gerontof 1992 Jul;47(4):M111-5.

Simpson DM, Messina J, Xie F, Hale M. Fentanyl buccal tablet for the relief of breakthrough pain in oploid-
tolerant adult patients with chronic neuropathic paln: a multicenter, randomized, double-blind, placebo-
controfied study. Clin Ther 2007;29(4):588-601.

Appendices

Page 156



FINAL DRAFT VA/DoD Clinical Practice Guideline
Manegement of Oplioid Therapy for Chronic Pain

Sindrup SH, Andersen G, Madsen C, Smith T, Brosen K, Jensen TS. Tramadol relieves pain and allodynia in
polyneuropathy: a randomised, double-blind, controlied trial. Pain 1999g;83(1}:85-30.

Sindrup SH, Madsen C, Brosen K, Jensen TS, The effect of tramadol in painful polyneuropathy in relation to
serum drug and metabolite levels. Clin Pharmacol Ther 1999b;66(6):636-41,

Smith M T, Edwards RR, Robinson RC, Dworkin RH. Suicidal ideation, plans, and attempts in chronic pain
patients: factors associated with increased risk. Pain 2004 Sep;111(1-2):201-8.

Stetter F, Kupper 5. Autogenic training: a meta-analysis of clinical outcome studies. Appl Psychophysiol
Biofeedback 2002 Mar;27(1):45-98.

Syrjala KL. Integrating medical and psychological treatments for cancer pain. in: CR Chapman; KM Foley,
editors. Current and emerging issues in cancer pain: research and practice. New York: Raven Press, Ltd;
1993. p. 393-409.

APS 1997 - The use of oploids for the treatment of chronic pain. A consensus statement from the American
Academy of Paln Medicine and the American Pain Soclety. Clin J Pain 1997;13(1}:6-8.

Theodoulou ML, Harriss L, Hawton K, Bass C. Pain and deliberate self-harm: an important association. J
Psychosom Res 2005 Apr;58{4):317-20.

Thompson R, Kane V, Cook JM, Greenstein R, Walker P, Woody G. Sulcidal ideatfon in veterans recelving
treatment for oplate dependence. ) Psychoactive Drugs 2006 jun;38(2):149-56,

Thomsen AB, Becker N, Eriksen J. Opiold rotation in chronic hon-malignant paln patients. A retrospective
study. Acta Anaesthesiol Scand 1999;43(9):918-23.

Turk DC, Swanson KS, Gatchel R). Predicting opioid misuse by chronic pain patients: a systematic review and
fiterature synthesis, Clin ) Pain 2008 Jul-Aug;24(6}:497-508.

Turk DC. A diathesis-stress model of chronic pain and disabllity following traumatic injury. Pain Res Manag
2002 Spring;7{1):9-19.

Twycross R, Harcourt ), Bergl S, A survey of paln in patients with advanced cancer. ] paln Symptom Manage
1996 Nov;12(5):273-82. Or

U.S. Department of Health and Human Services, Food and Drug Administration, E14:Clinical evaluation of
QT/QTc Interval prolongation and proarthmic potential for non-arrythmic drugs.CDER, Rockville MD.
Available at; http://www.fda.gov/downloads/Regulatoryinformation/Guidances/ucm129357, pdf

United States Governement Accountability Office. GAO methadone-associated overdose deaths: factors
contributing to Increased deaths and efforts to prevent them;2009 Mar. Report No.: GAQ-09-341.
Avallable at: www.gao.gov

Vlaeyen JW, Crombez G. Fear of movement/(rejinjury, avoidance and pain disability in chronic low back
pain patients. Man Ther 1999 Nov;4(4):187-95,

Viaeyen JW, de Jong J, Geilen M, Heuts PH, Breukelen G. Graded exposure in vivo in the treatment of pain-
related fear: a replicated single-case experimental design in four patients with chronic low back pain.
Behav Res Ther 2001 Feb;39(2):151-66.

Walker JM, Farney RJ. Are epioids associated with sleep apnea? A review of the evidence. Curr Pain Headache
Rep 2009;13;120-6.

Wang D, Teichtahl H, Drummer O, Goodman C, Cherry G, Cunnington D, Kronborg {. Central sfeep apneain
stable methadone maintanence treatment patients. Chest 2005 Sep;128(3):1348-56.

Wang D, Teichtahi H, Geodman C, Drummer O, Grunstein RR, Kronborg |, Subjective daytime sleepiness and
daytime function in patients on stable methadone maintenance treatment: possible mechanisms. J Clin
Sleep Med 2008 Dec 15;4(6):557-62.

Appendices Page 157




FINAL DRAFT VA/DoD Clinical Practice Guideline

Monagement of Opioid Therapy for Chronic Pain

Wang JJ, Ho ST, Hu OY. Comparison of intravenous nalbuphine infusion versus saline as an adjuvant for
epidural morphine, Reg Anesth 1996;21{3):214-8.

Wasan AD, Butler SF, Budman SH, Benoit C, Fernandez X, Jamison RN. Psychiatric history and psychologic
adjustment as risk factors for aberrant drug-related behavior among patients with chronfc pain. Clin J
Pain 2007 May;23(4):307-15.

Wasan A D, Butler SF, Budman SH, Benoit C, Fernandez K, Jamison RN. Psychiatric history and psychologic
adjustment as risk factors for aberrant drug-related behavior among patients with chronic pain. Clin J
Pain 2007 May;23{4):307-15,

Wasan AD, Butler SF, Budman SH, Fernandez K, Welss RD, Greenfield SF, Jamison RN. Does report of craving
oploid medication predict aberrant drug behavior among chronic pain patients? Clin J Pain 2009 Mar-
Apr;25(3):193-8.

Wasan AD, Michna E, Janfaza D, Greenfield S, Teter CJ, Jamison RN. Interpreting urine drug tests: prevalence
of morphine metabolism to hydromorphone in chronic pain patients treated with morphine. Pain Med
2007 Oct;9(7):918-23.

Watson CP. The treatment of neuropathic pain: antidepressants and opioids, Clin  Pain 2000;16(2 Suppl):549-
55,

Webster LR, Chol Y, Desai H, Webster L, Grant BJ. Sleep-disordered breathing and chronic opioid therapy. Pain
Med 2008 May-Jun;9{4}:425-32,

Wiedemer Ni, Harden PS, Arndt {0, Gallagher RM. The opioid renewal clinic: a primary care, managed
approach to opioid therapy in chronic pain patients at risk for substance abuse. Pain Med 2007;8(7):.573-
84,

Wilsey BL, Fishman $M, Tsodikov A, Ogden C, Symreng |, Ernst A, Psychological comorbldities predicting
prescription oplold abuse among patients in chronic pain presenting to the emergency department. Pain
Med 2008 Nov;9(8):1107-17.

Zacny JP, Morphine responses In humans: a retrospective analysis of sex differences. Drug Alcohol Depend
2001;63(1}:23-8.

Zelman DC, Hoffman DL, Seifeldin R, Dukes E. Development of a metric for a day of manageable pain control:
derivation of pain severity cutpoints for low back pain and osteoarthritis. Pain 2003,106(1-2):35-42.

Appendices Page 158







