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1. Patient Evaluation and Risk Stratification

1. Carefully consider the potential therapeutic benefits, risks of harm, abuse, and misuse
prior to initiating long-term use of opioids for chronic, non-cancer related pain.
2. Thorough patient assessment is critical, including but not limited to:
a. Completing a medical history and physical examination
b. Performing a psychological evaluation and opioid risk assessment
i. PHQ-9 (Appendix 6)
ii. Opioid Risk Tool (Appendix 4)
iili. CAGE-AID Questionnaire (Appendix 5)
iv. SOAPP-R (Appendix 7)
v. DIRE Instrument (Appendix 8)
c. Establishing a diagnosis and medical necessity
i. Pain Intensity and Interference (Appendix 1)
d. Exploring non-opioid therapeutic options
i. Therapeutic Options for Pain Management (Appendix 2)
ii. Non-Opioid Pain Management Tool (Appendix 3)
Evaluating both potential benefits and risks of opioid therapy
Being cognizant of aberrant or drug-seeking behaviors
As a universal precaution, undertaking urine drug testing
. Reviewing the CURES/PDMP report for the patient
3. In some cases, opioids may not be appropriate or should be deferred until the comorbidity
or history of substance abuse has been adequately addressed by specialists.
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Recommended Key Actions

e Conduct a careful and thorough patient assessment and evaluation

e Seek consultation from a pain, psychiatry, addiction, or mental health specialist as needed
e Perform opioid risk assessment

Opioid Risk Tool (Appendix 4)

CAGE-AID Questionnaire (Appendix 5)

SOAPP-R (Appendix 7)

DIRE Instrument (Appendix 8)

Urine drug testing, CURES/PDMP report
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Note: Although these assessment tools are well-established with proven effectiveness, providers
must be aware that seasoned diverters know the right answers to these tools.
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2. Informed Consent and Opioid Management Plans

1. When starting chronic opioid therapy, obtain an informed consent, which addresses:
a. Treatment goals and expectations
b. Potential risks (e.g. side effects, risk of tolerance, dependence, opioid misuse)
c. Anticipated therapeutic benefits
2. Establish a pain management agreement for patients:
a. On short-acting opioids at time of third visit within two months
b. On long-acting opioids
c. Expected to require more than three months of opioid therapy
3. Develop treatment goals together with patients, including:
a. Reasonably attainable improvement in pain and function
b. Improve pain associated symptoms (e.g. sleep disturbance, depression, anxiety)
c. Avoid unnecessary or excessive use of medication
d. Continue opioid therapy only if there is clinically meaningful improvement in
pain and function that outweighs risks to patient safety
e. Opioid therapy will be discontinued if benefits do not outweigh risks
4. Treatment Plan should contain but not limited to the following:
a. Information supporting the selection of therapies
Pharmacologic intervention
Non-pharmacologic interventions
Pain and function assessment
Further diagnostic evaluation
Consultation, referral or additional therapies
“Exit strategy” for discontinuing opioid therapy when opioid tapering becomes
necessary
5. Clinicians should pursue consultations including interdisciplinary pain management when
patients may benefit from additional skills or resources that they cannot provide.
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Recommended Key Actions

e Obtain a patient consent and a pain management agreement

e Establish and document treatment plan and goals with patient, including realistic goals
for pain and function, and should consider how opioid therapy will be discontinued if
benefits do not outweigh risks.

e Counsel patients on potential risks of opioid therapy

e Samples of pain management agreements:
o AAPM Sample Agreement (Appendix 9)

o Suggested Patient Medication Agreement and Consent (Appendix 10)
o Suggested Treatment Plan Using Prescription Opioids (Appendix 11)
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3. Initiating Opioid Trial

1. Nonpharmacologic therapy and nonopioid pharmacologic therapy are preferred for
chronic pain.

a. Consider opioid therapy only if expected benefits outweigh risks for patient
b. Opioid should be combined with nonpharmacologic therapy and nonopioid
pharmacologic therapy, as appropriate

2. Avoid prescribing opioid pain medication and benzodiazepines concurrently whenever
possible

3. Clinicians and patients should regard initial treatment with opioids as a therapeutic trial
(usually no more than 45 days) to determine whether chronic opioid therapy (COT) is
appropriate.

4. Individualize opioid selection, initial dosing, and titration according to the patient’s
health status, previous exposure to opioids, attainment of therapeutics goals, and
predicted or observed harms.

a. Reference dosing recommendation for opioid naive patients (Table 1)
i. Start at the lowest effective dosage and go slow
ii. When starting opioid therapy, prescribe immediate-release opioids instead
of extended-release/long-acting (ER/LA) opioids
iii. For acute pain, prescribe no greater quantity than needed for the expected
duration of pain. Three days or less will often be sufficient; more than
seven days will rarely be needed
iv. Caution in dosing for frail older persons or those with co-morbidities
5. Continuation of opioid therapy after an appropriate trial should be based on:
a. Clinical outcomes (e.g. progress toward functional goals, pain status)
b. Side effects
c. Lack of medication misuse, abuse or diversion
6. Use of psychotherapeutic co-interventions
a. Screen for depression and anxiety using validated tools (e.g. PHQ-9, GAD-7).
b. As pain is often a complex biopsychosocial condition, consider integrating
psychotherapeutic interventions, functional restoration, interdisciplinary therapy,
and other adjunctive non-opioid therapies.
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Recommended Key Actions

e Consider safer alternative treatment before initiating opioid therapy. Consider opioid
therapy only if expected benefits outweigh risks for patient

e When starting opioid therapy, prescribe immediate-release opioids instead of extended-
release/long-acting (ER/LA) opioids.

e For acute pain, prescribe the lowest effective dose at no greater quantity than needed for
the expected duration (i.e. three days or less)

e Start low and go slow

e Combine with nonpharmacologic therapy (e.g. psychotherapeutic co-intervention) and
nonopioid pharmacologic therapy, as appropriate.

e Avoid concurrent benzodiazepine and opioid prescribing
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4. Patient Education

1. Counsel patient on potential side effects and risks of opioid therapy (part of patient
consent)
a. Driving and work safety due to cognitive impairment as a result of COT
b. Danger signs of respiratory depression which require immediate medical help
i.  Snoring heavily and cannot be awakened
ii. Having trouble breathing
iii. Extreme drowsiness and slow breathing
iv. Blue skin/lips
v. Non-responsiveness to painful stimulation
vi. Feeling faint, very dizzy, confused or has heart palpitations
2. Educate patient and caregiver on naloxone use and administration
a. Consider offering naloxone when factors that increase risk for opioid overdose,
such as history of overdose, history of substance use disorder, higher opioid
dosages (=50 MME/day), or concurrent benzodiazepine use, are present
3. Effective January 1, 2015 California pharmacists are able to furnish naloxone under
standardized procedures/protocols to family members or those who might be in contact
with an individual at risk of overdose, or anyone who requests the drug without a
prescription

Recommended Key Actions

e Counsel patient on potential side effects, risks of opioid therapy, and danger signs of
respiratory depression which require immediate medical attention

e Educate patient and caregiver on naloxone, and consider offering naloxone when there is
an increased risk for opioid overdose such as history of overdose, history of substance

use disorder, higher opioid dosages (=50 MME/day), or concurrent benzodiazepine use,
are present.
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5. Ongoing Patient Assessment

1. Conduct regular review and monitoring for the duration of opioid therapy
a. Evaluate benefits and harms with patients within 1 to 4 weeks of starting opioid
therapy for chronic pain or dose escalation
b. Evaluate continued therapy every 3 months or more frequently
2. Continuation, modification or termination of opioid therapy for pain should be based on:
a. Clinical progress (pain intensity, level of function and quality of life)
i. Pain Assessment and Documentation Tool (PADT) (Appendix 12)
b. Absence of adverse events such as overdose or diversion
c. If benefits do not outweigh harms of continued opioid therapy, optimize other
therapies and work with patient to taper opioids to lower dosages or to taper and
discontinue opioids
d. Strongly consider re-evaluation for those who do not follow the normal course of
recovery
e. Strongly consider tapering the patient off opioids as the acute pain episodes
resolves. Taper opioids by 6 weeks if clinically meaningful improvement and
pain has not occurred
3. Access and manage common opioid-associated adverse effects
a. Opioid side effect summary (Appendix 18)
b. Consider tapering dose for patient with signs of over-sedation or overdose risk
4. Regularly ensure and monitor compliance of pain management agreement
a. Routine CURES/PDMP report, ranging from every prescription to every 3 months
b. Routine Drug testing at least annually
i. Urine Drug Testing Quick Reference (Appendix 13)
c. Pill counting
5. If abuse is confirmed, immediately consult an addiction medicine specialist or mental
health specialist trained in substance abuse disorders
6. Contact the police or Drug Enforcement Agency (DEA) in event of prescription forgery,
prescription theft or assaultive behaviors
a. Insome instances, may be necessary to taper opioid therapy and/or terminate the
physician patient relationship
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Recommended Key Actions

Evaluate benefits and harms with patients within 1 to 4 weeks of starting opioid therapy
for chronic pain

Reassess patients on chronic opioid therapy regularly for clinical progress, absence of
adverse events and compliance of pain management agreement

If benefits do not outweigh harms of continue opioid therapy, consider tapering opioids to
lower dosages or to discontinue opioids

Conduct routine CURES/PDMP reports, drug testing and pill counting

Refer to addiction medicine specialist or substance use disorder specialist/program if
abuse is confirmed

Contact police or DEA in event of prescription forgery and other criminal activity
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6. High-Risk Patients

1. Screen and identify patients at risk of substance abuse by medical history review and
screening assessment tool (e.g. Opioid Risk Tool, Appendix 4)
2. For patients at above-average risk of substance abuse, consider:
a. Exhausting all non-opioid management interventions prior to considering opioid
therapy
b. Consulting with an addiction specialist
c. Establishing a patient agreement, informed consent, and a written treatment plan
by careful review with the patient
d. Closely monitoring for side effects, efficacy, and warning signs
e. Regular CURES/PDMP report and drug testing
3. Perform more frequent and intense monitoring for high risks patients and consider:
a. Limiting prescription quantities
b. Collaborating with a specialist in addiction medicine
4. If misuse or abuse of opioid is suspected or confirmed:
a. Initiate a non-confrontational in-person meeting
b. Present options for referral
c. Offer or arrange evidence-based treatment (e.g. buprenorphine or methadone in
combination with behavioral therapies)
d. Opioid taper/discontinuation
. Switch to non-opioid treatment
f. Avoid abandoning the patient or abruptly stopping opioid prescription

Recommended Key Actions

e Identify patients at risk of substance abuse with screening assessment tools such as:
o Current Opioid Misuse Measure (COMM)- (potential substance abuse problem)
(Appendix 14)
Opioid Risk Tool (Appendix 4)
CAGE-AID Questionnaire (Appendix 5)
SOAPP-R (Appendix 7)
o DIRE Instrument (Appendix 8)
e For patients at above-average risk of substance abuse, consider:
o Conducting frequent and intense monitoring including CURES/PDMP and drug
testing
o Limiting prescription quantities
o Collaborating with addiction specialist
e Offer or arrange evidence-based treatment (e.g. buprenorphine or methadone in
combination with behavioral therapies) for patients with opioid use disorder

o O O
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7. Dose Escalations, High-Dose Opioid Therapy, Opioid

Rotation, and Indications for Discontinuation of Therapy

1.

Take caution once the morphine equivalent dose (MED) reaches 80 mg/day according to
Medical Board guidance
a. Consider referral to an appropriate specialist
b. Closely monitor adverse effects and changes in health status
c. Ensure compliance to patient agreement and treatment plan
If MED reaches 50 mg/day:
a. Increase frequency of follow-up
b. Consider offering naloxone
Evaluate potential causes and reassess benefits relative to harm when opioid dose
escalations are repeated
Implement opioid rotation or tapering when patients on COT experience inadequate
benefit despite dose increases (e.g. opioid insensitivity or hyperalgesia) and/or intolerable
adverse effects
Tapering opioid therapy to cessation may be required for reasons below:
a. Repeated aberrant drug related behaviors, drug abuse/diversion
Intolerable side effects
Failure to achieve anticipated pain relief or functional improvement
Evidence of non-medical or inappropriate use
Failure to comply with monitoring such as urine drug screening
f. Failure to comply with pain management agreement
Establish a safely-structured tapering regimen or “exit strategy” when clinically indicated
a. Slow 10% dose reduction per week to a more rapid 25-50% reduction every few
days

© oo o

Recommended Key Actions

Take caution when MED exceeds 80 mg/day by consulting appropriate specialists and
close monitoring
When MED reaches 50mg/day, increase frequency of follow-up, and consider offering
naloxone
Implement opioid rotation when pain relief is inadequate despite dose increase (e.g.
opioid insensitivity or hyperalgesia), or intolerable adverse effects
Establish a safely-structured tapering regimen or “exit strategy” when clinically indicated
o Exit Strategy Guide (Appendix 16 )
o Suggested Strategies for Tapering and Weaning (Appendix 17)
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8. Medical Records

1. Provider must maintain adequate and accurate medical records
2. Medical records for treating a patient with chronic opioid use, according to Medical
Board guidance, should include but is not limited to:
a. Patient’s medical history
Results of physical examination and laboratory tests
Patient consent
Pain management agreement
Results of risk assessment tool
Treatment provided, including all medications prescribed or administered
Patient education including discussion of risks and benefits
Monitoring of patient progress, pain assessment and functional improvement
Notes on evaluation by specialists
Information that support the initiation, continuation, modification and termination
of treatment
Intervention in response to any aberrant drug use behaviors
Results of CURES/PDMP report and drug testing
. All prescription orders for opioid and other controlled substance

s TQe o oo o
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Recommended Key Actions

e Maintain adequate and accurate medical records, including thorough patient evaluation,
opioid risk assessment, patient consent, pain management agreement, patient education,
supporting documentation for opioid therapy, ongoing patient assessment, regular
compliance monitoring, and prescription orders for controlled substance
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9. Special Patient Populations

1. Acute Pain

a. Clinicians should only prescribe opioid medications when the severity of the pain
warrants the use and other non-opioid medications or therapies have been deemed
unlikely to provide adequate pain relief.

b. Opioid medications should only be dispensed with a quantity sufficient for a short
duration of use.

c. Long, intermediate, and extended-release/long-acting opioids should not be
prescribed for the treatment of acute pain, except in scenarios where close
monitoring for potential adverse effects can be implemented.

2. Emergency Department

a. Clinicians treating patients in emergency departments or urgent care
environments face challenges with initiating opioid treatment due to lack of
patient history and unavailability of the primary physician, potentially leading to
situations of controlled substance abuse.

b. For patients presenting with acute low back pain

Clinicians should assess the need for opioid medications by determining if
non-opioid medications or non-pharmacological treatments will provide
adequate pain relief.

Clinicians should reserve opioid medications for more severe pain or pain
not relieved by previous analgesic therapy.

Clinicians should consider the risk of opioid medication abuse, misuse, or
diversion before prescribing, and only prescribe the lowest practical dose
for a restricted duration of time.

c. For patients presenting with acute exacerbation of non-cancer chronic pain

Clinicians should not routinely prescribe outpatient opioid medications for
these patients seen in the emergency department.

Clinicians should only prescribe opioid medications at the lowest practical
dose for a restricted duration of time when deemed necessary after taking
into consideration risk of abuse, misuse or diversion.

Clinicians should when applicable, honor existing pain contracts/treatment
agreements and utilize sources such as prescription drug monitoring
programs to help drive therapy.

d. Clinicians should utilize prescription monitoring programs to identify patients at
risk of opioid medication diversion or doctor shopping.

e. Tools:
i.

Clinical Policy (Appendix 15)
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3. End-of-Life Pain

a. Clinicians should individualize opioid therapy for pain management at the end of
life, as certain patient priorities may result in the need for lower doses of
medication and subsequently higher levels of pain in exchange for meaningful
interactions with loved ones.

b. Clinicians should consult a specialist in palliative medicine when necessary to
prevent under-prescribing of opioids due to provider or patient fear of respiratory
depression.

4. Cancer Pain

a. Clinicians should understand that although opioid therapy is the accepted
treatment for cancer pain management, some cancer patients may experience
benefits from non-opioid therapy, surgeries, radiation therapy, or other
procedures.

b. Clinicians should not only recognize the range of medications available for
adjuvant treatment of cancer pain, but also the increased risk for side effects as
most patients are on a complex pharmacological regimen.

5. Older Adults

a. Clinicians initiating opioid therapy for older adults should prescribe lower starting
doses with slow titration, longer dosing intervals, and frequent monitoring.

b. Older adults currently taking benzodiazepines should be tapered off slowly (if
possible) to decrease the risk of respiratory depression.

6. Psychiatric Patients

a. Clinicians should recognize the higher risk for side effects associated with opioid
treatment for patients with psychiatric disorders and therefore prescribe opioids
only for well-defined somatic/neuropathic pain conditions with slow titration,
frequent monitoring, and consultation from specialists.

7. Patients Prescribed Benzodiazepines

a. Clinicians should assess the need for benzodiazepine tapering in patients on
opioid therapy or other medications that cause respiratory depression.

b. Patients who are not candidates for or cannot tolerate benzodiazepine tapering
should undergo slow titration of opioids with lower doses.

Recommended Key Actions

¢ Individualize opioid therapy based on patient medical history, presentation of symptoms,
and concurrent pharmacological therapy
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10. Compliance with Controlled Substances L aws

1. Clinicians should be aware of current federal and state laws, regulatory guidelines and
policy statements that govern the use of COT, including a pharmacist’s corresponding
responsibility regarding the dispensing of controlled substances

Recommended Key Actions

e Refer to the following sources to ensure legal use of COT in California
o California laws regarding controlled substances
= Health and Safety Code Section 11000-11033 (Reference 4)
o Guide to the Laws Governing the Practice of Medicine by Physicians and
Surgeons by the Medical Board of California (Reference 5)
o Federal laws regarding controlled substances (Reference 6)
= Title 21 United States Code (USC) Controlled Substances Act
o Pharmacist corresponding responsibility (Reference 7)
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11. IEHP Narcotic Drug Treatment Authorization
Requirement

1. Please submit IEHP Prescription Prior Authorization (RX PA) for exceeding quantity
limit, morphine equivalent daily dosage (MED) of 200mg or greater, and/or non-
formulary narcotic drug request

2. Provide medical justification and document required for Rx PA clinical review as
indicated below (see section I)

I. IEHP Requirement for Opioid Analgesic Request

Required Medical

Types of Rx PA Requests Documentation for Rx PA Review

Pain assessment

Treatment plan and goal

Pain Contract was signed

Current and past analgesic drug regimen

Any additional medical justification relevant to Rx PA request

MED < 200mg

akrownE

All items on the IEHP Pain Assessment and Treatment Plan Form

must be submitted with the Rx PA:

1. Current and past analgesic drug regimen

2. Pain contract was signed

3. Documentation that risks and benefits of opioid therapy was

discussed

4. Documentation of opioid titration process to current pain

regimen

Adequate trial of optimal non-opioid analgesic drug regimen

Recent CURES report was reviewed

Recent urine drug screen result(s)

Pain assessment

Treatment plan and goal

0. Plan for opioid discontinuation if benefits do not outweigh the
risks

11. History of substance abuse

12. Any additional medical justification relevant to Rx PA request

MED > 200mg

RO ~NOo O
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Il. IEHP Formulary Quantity Limit

Drug Name Generic Name Schedule | Quantity Limit/ 30 days
Tylenol W/Codeine codeine/apap 11 90
Norco hydrocodone/apap Il 90
Duragesic fentanyl Il 10
MS Contin, Avinza, Kadian morphine Il 60
Percocet oxycodone/apap Il 90
Ultram tramadol VI 90

I11. Equianalgesic Chart

MED for Selected Opioids

Opioid Approximate Equianalgesic Dose (oral &
transdermal)

Morphine oral (chronic po) 30

Codeine oral 200

Fentanyl transdermal 0.2

Hydrocodone 30

Hydromorphone oral 7.5

Methadone 10

Oxycodone 20

Oxymorphone oral 10

IVV. Recommended Dosage

Opioid Recommended starting dose for | Recommended dose threshold for
opioid-naive patients pain consult

Fentanyl Not recommended for opioid naive | 50 mcg/h (q72h)
patients

Hydrocodone 5-10 mg g4-6h 80 mg per 24 hours

Hydromorphone 2 mg q4-6h 20 mg per 24 hours

Methadone 2.5-5 mg bid-tid 20 mg per 24 hours

Morphine IR: 10 mg g4h 80 mg per 24 hours
SR: 15 mg q12h

Oxycodone IR: 5 mg g4-6h 55 mg per 24 hours
SR: 10 mg g12h

Oxymorphone IR: 5-10 mg g4-6h 30 mg per 24 hours

SR: 10 mg g12h
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[EHP Pain Assessment & Treatment Plan

Patient Name: Member ID:

Date of Birth: Diagnosis

***please complete ALL sections of this form for further consideration. Incomplete forms will not be
taken, ***

Section A:
Member Medication Regimen

Current Analgesic Regimen:

Drug Name Strength Frequency Quantity Duration D/C date

Past Analgesic Regimen (within last 6 months):

Drug Name Strength Frequency Quantity Duration D/C date

Section B:
Supporting documents for current treatment plan.

Chart notes documenting titration up to current dose.

____Documentation indicating that the risk and benefits of opioid therapy have been discussed with the
patient.

____Documentation indicating treatment plan for discontinuation if benefits do not outweigh the risks.
____Documentation indicating a Prescription Drug Monitoring Report (CURES) has been reviewed within
the past 30 days.

Date CURES report was accessed:

____Pain Contract signed and dated within the past 12 months.
Date Pain Contract was signed:

____Urine Drug Screen within the past 6 months.

Last Updated on 01/05/2017



[EHP Pain Assessment & Treatment Plan

Patient Name: Member ID:

Date of Birth: Diagnosis

Date Urine Drug Screen was taken:
Results of test:

Section C:
Treatment Assessment Questions

Has the patient tried the most optimal non-opioid containing Yes  No__
analgesic drug regimen?

Does the patient have any history of substance abuse? Yes _ No__
If yes, please identify the substance and past treatment

Please provide any additional medical justification relevant to Yes _ No__
adding this medication to the patient’s pain regimen.

Section D:
Pain Assessment (0 = no pain, 10 = worst pain)

Current Pain:

On a scale of 0-10, how would you assess patient’s current pain.
Please circleone: 012345678910

Comments:

Treatment Goal:

On a scale of 0-10, what is the pain scale goal for this patient.
Please circleone: 012345678910

Comments:

Last Updated on 01/05/2017
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Appendix 9 - Pain Intensity and Interference (pain scale)

Pain Intensity and Interference (pain scale)®

Appendix 1: Pain Intensity
and Interference

Pain intensity and interference

in the last month. on average, how would you rate your pain? Use a scale from 0 to 10,
where 0 is "no pain® and 10 is "pain as bad as could be"? [That is, your usual pain at imes you
were in pain.]

No Pain as bad as
pain could be
] 1 2 3 4 5 -] 7 8 ] 10

In the last month, how much has pain interfered with your daily activites? Use a scale
from O to 10, where 0 is "no interference” and 10 is "unable to carry on any activities™?

No Unable to carry on
interference any activities
o 1 2 3 4 5 -] 7 8 e 10

Iinterpretation of the Two Itemn Graded Chronic Pain Scale — This two item version of the Graded Chronic

Pain Scale is intended for brief and simple assessment of pain severity in primary care settings. Based on prior

research, the interpretation of scores on these items is as follows:

Pain Rating Hem Mild Moderate Severe
Average/Usual Pain Intensity ] 58 7-10
Pain-related interference with activities 1-3 4-8 710

Although pamn intensity and pam-related interference with activihes are highly correlated and tend to change
together, it 15 recommended that change over time be tracked for pain mtensity and pain-related mterference

memd:nduﬂpmgamducmmpmmmmdmmmmm]nadmﬁmm
actrvities of two pomts 1s derate but chinically sigmificant improvement.

Simmlar pain ratings have been widely used m the Bnef Pamn Inventory, the Multidimensional Pamn Inventory,

and the Pain Severity Scale of the SF-12_

There 15 extensive research on the rehability, nhdnyandmsmsstochmgeofthﬁepamm
ratings, which is summarnzed mn the following reference

Von Korff M. Chronic Pain Assessment in Epidemiologic and Health Services Research: Empirical Bases and

New Directions. Handbook of Pain Assessment: Third Edition. Dennis C. Turk and Ronald Melzack, Editors.
Guilford Press, New York.. In press

? |nteragency Guideline on Opioid Dosing for Chronic Non-cancer Pain: An educational aid to improve care and

safety with opioid therapy (Washington State Agency Medical Directors” Group)

Appendices: Guidelines for Prescribing Controlled Substances for Pain
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Appendix 2: Therapeutic
Options for Pain Management

Appendix 10 - Therapeutic Options for Pain Management

Therapeutic Options for Pain Management?’

In treating pain, clinicians can avail themselves of five basic modalities of pain-
management tools:

1. Cognitive-behavioral approaches

2. Rehabilitative approaches

3. Complementary and alternative therapies
4. Interventional approaches

5. Pharmacotherapy

Not all of these options are necessary or appropriate for every patient, but clinical
guidelines suggest that all options should be considered every time a health care
provider decides to treat a patient with chronic pain. These options can be used alone
or in combinations to maximize pain control and functional gains. Only one of these
options involves medications and opioids are only one of many types of medications
with potential analgesic utility. Which options are used in a given patient depends on
factors such as the type of pain, the duration and severity of pain, patient preferences,
co-occurring disease states or illnesses, patient life expectancy, cost and the local
availability of the treatment option.

Cognitive-behavioral Approaches

The brain plays a vitally important role in pain perception and in recovery from injury,
illness or other conditions involving pain. Psychological therapies of all kinds, therefore,
may be a key element in pain management. At the most basic level, such therapy
involves patient education about disease states, treatment options or interventions, and
methods of assessing and managing pain. Cognitive therapy techniques may help
patients monitor and evaluate negative or inaccurate thoughts and beliefs about their
pain. For example, some patients engage in an exaggeration of their condition called
“catastrophizing” or they may have an overly passive attitude toward their recovery
which leads them to inappropriately expect a physician to “fix” their pain with little or no
work or responsibility on their part. Another way to frame this is to assess whether a
patient has an internal or external “locus of control” relative to their pain. Someone with
an external locus of control attributes the cause/relief of pain to external causes and
they expect that the relief comes from someone else. Someone with an internal locus of
control believes that they are responsible for their own well being; they own the
experience of pain and recognize they have the ability and obligation to undertake
remediation, with the help of others.

Some chronic pain patients have a strong external locus of control, and successful
management of their pain hinges, in part, on the use of cognitive or other types of

2! California Medical Association (Prescribing Opioids: Care amid Controversy March 2014)
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therapy to shift the locus from external to internal. Individual, group or family
psychotherapy may be extremely helpful for addressing this and other psychological
issues, depending on the specific needs of a patient.

In general, psychological interventions may be best suited for patients who express
interest in such approaches, who feel anxious or fearful about their condition, or whose
personal relationships are suffering as a result of chronic or recurrent pain.
Unfortunately, the use of psychological approaches to pain management can be
hampered by such barriers as provider time constraints, unsupportive provider
reimbursement policies, lack of access to skilled and trained providers, or a lack of
awareness on the part of patients and/or physicians about the utility of such approaches
for improving pain relief and overall function.

Rehabilitative Approaches

In addition to relieving pain, a range of rehabilitative therapies can improve physical
function, alter physiological responses to pain and help reduce fear and anxiety.
Treatments used in physical rehabilitation include exercises to improve strength,
endurance, and flexibility; gait and posture training; stretching; and education about
ergonomics and body mechanics. Exercise programs that incorporate Tai Chi,
swimming, yoga or core-training may also be useful. Other noninvasive physical
treatments for pain include thermotherapy (application of heat), cryotherapy (application
of cold), counter-irritation and electroanalgesia (e.g., transcutaneous electrical
stimulation). Other types of rehabilitative therapies, such as occupational and social
therapies, may be valuable for selected patients.

Complementary and Alternative Therapies

Complementary and alternative therapies (CAT) of various types are used by many
patients in pain, both at home and in comprehensive pain clinics, hospitals or other
facilities.27 These therapies seek to reduce pain, induce relaxation and enhance a
sense of control over the pain or the underlying disease. Meditation, acupuncture,
relaxation, imagery, biofeedback and hypnosis are some of the therapies shown to be
potentially helpful to some patients. CAT therapies can be combined with other pain
treatment modalities and generally have few, if any, risks or attendant adverse effects.
Such therapies can be an important and effective component of an integrated program
of pain management.

Interventional Approaches

Although beyond the scope of this paper, a wide range of surgical and other
interventional approaches to pain management exist, including trigger point injections,
epidural injections, facet blocks, spinal cord stimulators, laminectomy, spinal fusion,
deep brain implants and neuro-augmentative or neuroablative surgeries. Many of these
approaches involve some significant risks, which must be weighed carefully against the
potential benefits of the therapy.
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Pharmacotherapy

Many types of medications can be used to alleviate pain, some that act directly on pain
signals or receptors, and others that contribute indirectly to either reduce pain or
improve function. For patients with persistent pain, medications may be used
concurrently in an effort to target various aspects of the pain experience.

NSAIDs and Acetaminophen

Non-steroidal anti-inflammatory drugs (NSAIDs), which include aspirin and other
salicylic acid derivatives, and acetaminophen, are categorized as non-opioid pain
relievers. They are used in the management of both acute and chronic pain such as that
arising from injury, arthritis, dental procedures, swelling or surgical procedures.
Although they are weaker analgesics than opioids, acetaminophen and NSAIDs do not
produce tolerance, physical dependence or addiction. Acetaminophen and NSAIDs are
also frequently added to an opioid regimen for their opioid-sparing effect. Since non-
opioids and opioids relieve pain via different mechanisms, combination therapy can
provide improved relief with fewer side effects.

These agents are not without risk, however. Adverse effects of NSAIDs as a class
include gastrointestinal problems (e.g., stomach upset, ulcers, perforation, bleeding,
liver dysfunction), bleeding (i.e., antiplatelet effects), kidney dysfunction, hypersensitivity
reactions and cardiovascular concerns, particularly in the elderly. The threshold dose for
acetaminophen liver toxicity has not been established, although the FDA recommends
that the total adult daily dose should not exceed 4,000 mg in patients without liver
disease (although the ceiling may be lower for older adults).

In 2009, the FDA required manufacturers of products containing acetaminophen to
revise their product labeling to include warnings of the risk of severe liver damage
associated with its use. In 2014, new FDA rules went into effect that set a maximum
limit of 325 mg of acetaminophen in prescription combination products (e.g. Vicodin and
Percocet) in an attempt to limit liver damage and other ill effects from the use of these
products. Of note, aspirin (> 325 mg/d), ibuprofen, ketoprofen, naproxen and other non-
cyclooxygenase-selective NSAIDs, are listed as “potentially inappropriate medications”
for use in older adults in the American Geriatrics Society 2012 Beers Criteria because of
the range of adverse effects they can have at higher doses.

Nonetheless, with careful monitoring, and in selected patients, NSAIDs and
acetaminophen can be safe and effective for long-term management of persistent pain.

Opioids

Opioids can be effective pain relievers because, at a molecular level, they resemble
compounds, such as endorphins, which are produced naturally in the human central
nervous system. Opioid analgesics work by binding to one or more of the three major
types of opioid receptors in the brain and body: mu, kappa and delta receptors. The
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most common opioid pain medications are called “mu agonists” because they bind to
and activate mu opioid receptors. The binding of mu agonist opioids to receptors in
various body regions results in both therapeutic effects (such as pain relief) and side
effects (such as constipation).

Physical tolerance develops for some effects of opioids, but not others. For example,
tolerance develops to respiratory suppressant effects within 5-7 days of continuous use,
whereas tolerance to constipating effects is unlikely to occur. Tolerance to analgesia
may develop early, requiring an escalation of dose, but tolerance may lessen once an
effective dose is identified and administered regularly, as long as the associated
pathology or condition remains stable.

Opioids, as a class, comprise many specific agents available in a wide range of
formulations and routes of administration. Short-acting, orally-administered opioids
typically have rapid onset of action (10-60 minutes) and a relatively short duration of
action (2-4 hours). They are typically used for acute or intermittent pain, or breakthrough
pain that occurs against a background of persistent low-level pain. Extended-
release/long-acting (ER/LA) opioids have a relatively slow onset of action (typically
between 30 and 90 minutes) and a relatively long duration of action (4 to 72 hours). The
FDA states that such drugs are “indicated for the management of pain severe enough to
require daily, around-the-clock, long-term opioid treatment and for which alternative
treatment options are inadequate.”

These agents achieve their extended activity in various ways. Some have intrinsic
pharmacokinetic properties that make their effects more enduring than short-acting
opioids, while others are modified to slow their absorption or to slow the release of the
active ingredient. A given patient might be appropriate for ER/LA therapy only, short-
acting only or a combination of an ER/LA opioid with a short-acting opioid. Note that
patients may respond in very different ways to any given medication or combination of
medications. One size does not fit all, and treatment is best optimized by titrating a
given regimen on an individual basis. Combination products that join an opioid with a
non-opioid analgesic entail the risk of increasing adverse effects from the non-opioid co-
analgesic as doses are escalated, even if an increase of the opioid dose is appropriate.

In response to concerns about opioid misuse and abuse, abuse-deterrent and tamper-
resistant opioid formulations have been developed. One class of deterrent formulation
incorporates an opioid antagonist into a separate compartment within a capsule;
crushing the capsule releases the antagonist and neutralizes the opioid effect. Another
strategy is to modify the physical structure of

tablets or incorporate compounds that make it difficult or impossible to liquefy,
concentrate, or otherwise transform the tablets. Although abuse-deterrent opioid
formulations do not prevent users from simply consuming too much of a medication,
they may help reduce the public health burden of prescription opioid abuse.

Patients who receive opioids on a long-term basis to treat pain are considered to be
receiving long-term opioid analgesic therapy, which is differentiated from opioid use by
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patients who have an established opioid use disorder who use an opioid (e.g.
methadone) as part of their treatment program.

Potential Adverse Effects of Opioids

Although opioid analgesics (of all formulations) may provide effective relief from
moderate-to-severe pain, they also entail the following significant risks:

» Overdose

* Misuse and diversion

+ Addiction

* Physical dependence and tolerance

* Potentially grave interactions with other medications or substances
* Death

At the heart of much of the current controversy over the use of opioid analgesics for
chronic pain are beliefs about the degree to which these pain medications are
potentially addicting. Unfortunately, it is difficult to quantify the degree of addictive risk
associated with opioid analgesics, either for an individual patient or the population of
pain patients in general.

In this context, it is critical to differentiate addiction from tolerance and physical
dependence which are common physiological responses to a wide range of medications
and even to widely-consumed non-prescription drugs (e.g. caffeine). Physical
dependence and tolerance alone are not synonymous with addiction. Addiction is a
complex disease state that severely impairs health and overall

functioning. Opioid analgesics may, indeed, be addicting, but they share this potential
with a wide range of other drugs such as sedatives, alcohol, tobacco, stimulants and
anti-anxiety medications.

Rigorous, long-term studies of both the potential effectiveness and potential addictive
risks of opioid analgesics for patients who do not have co-existing substance-use
disorders have not been conducted. The few surveys conducted in community practice
settings estimate rates of prescription opioid abuse of between 4% to 26%. A 2011
study of a random sample of 705 patients undergoing long-term opioid therapy for non-
cancer pain found a lifetime prevalence rate of opioid-use disorder of 35%.41 The
variability in results reflect differences in opioid treatment duration, the short-term nature
of most studies and disparate study populations and measures used to assess abuse or
addiction. Although precise quantification of the risks of abuse and addiction among
patients prescribed opioids is not currently possible, the risks are large enough to
underscore the importance of stratifying patients by risk and providing proper monitoring
and screening when using opioid analgesic therapy.

Particular caution should be exercised when prescribing opioids to patients with
conditions that may be complicated by adverse effects from opioids, including chronic
obstructive pulmonary disease (COPD), congestive heart failure, sleep apnea, current
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or past alcohol or substance misuse, mental iliness, advanced age or patients with a
history of kidney or liver dysfunction.

In addition, opioids generally should not be combined with other respiratory
depressants, such as alcohol or sedative-hypnotics (benzodiazepines or barbiturates)
unless these agents have been demonstrated to provide important clinical benefits,
since unexpected opioid fatalities can occur in these combination situations at relatively
low opioid doses.

In addition to the potential risks just described, opioids may induce a wide range of side
effects including respiratory depression, sedation, mental clouding or confusion,
hypogonadism, nausea, vomiting, constipation, itching and urinary retention. With the
exception of constipation and hypogonadism, many of these side effects tend to
diminish with time. Constipation requires prophylaxis that is prescribed at the time of
treatment initiation and modified as needed in response to frequent monitoring. With the
exception of constipation, uncomfortable or unpleasant side effects may potentially be
reduced by switching to another opioid or route of administration (such side effects may
also be alleviated with adjunctive medications). Although constipation is rarely a limiting
side effect, other side effects may be intolerable. Because it is impossible to predict
which side effects a patient may experience, it is appropriate to inquire about them on a
regular basis.

Patients should be fully informed about the risk of respiratory depression with opioids,
signs of respiratory depression and about steps to take in an emergency. Patients and
their caregivers should be counseled to immediately call 911 or an emergency service if
they observe any of these warning signs.

As of January 2014, a California physician may issue standing orders for the distribution
of an opioid antagonist to a person at risk of an opioid-related overdose or to a family
member, friend, or other person in a position to assist a person at risk of an opioid-
related overdose. A physician may also issue a standing order for the administration of
an opioid antagonist to a person at risk of an opioid-related overdose to a family
member, friend, or other person in a position to assist a person experiencing or
reasonably suspected of experiencing an opioid overdose.

The potential of adverse effects and the lack of data about the addictive risks posed by
opioids do not mean these medications should not be used. Common clinical
experience and extensive literature document that some patients benefit from the use of
opioids on a short or long term basis. Existing guidelines from many sources, including
physician specialty societies (American Academy of Pain Medicine, The American Pain
Society), various states (Washington, Colorado, Utah), other countries (Canada) and
federal agencies (Department of Defense, Veterans Administration), reflect this potential
clinical utility.

Recommendations from authoritative consensus documents have been summarized in
concise, user-friendly formats such as: Responsible Opiate Prescribing: A Clinician’s
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Guide for the Federation of State Medical Boards; the 2013 Washington State Labor

and Industries Guideline for Prescribing Opioids to Treat Pain in Injured Workers; and
the Agency Medical Directors’ Group 2010 Opioid Dosing Guideline for Chronic Non-
Cancer Pain.

Methadone

Particular care must be taken when prescribing methadone. Although known primarily
as a drug used to help patients recovering from heroin addiction, methadone can be an
effective opioid treatment for some pain conditions. Methadone is a focus of current
debate because it is frequently involved in unintentional overdose deaths. These
deaths have escalated as methadone has increasingly been used to treat chronic pain.

Methadone must be prescribed even more cautiously than other opioids and with full
knowledge of its highly variable pharmacokinetics and pharmacodynamics. Of critical
importance is the fact that methadone’s analgesic half-life is much shorter than its
elimination half-life. This can lead to an accumulation of the drug in the body. In
addition, methadone is metabolized by a different group of liver enzymes than most
other opioids, which can lead to unexpected drug interactions.

When rotating from another opioid to methadone, extreme caution must be used when
referring to equianalgesic conversion tables. Consensus recommendations suggest a
75 to 90% decrement in the equianalgesic dose from conventional conversion tables
when a switch is made from another opioid to methadone.

Because the risk of overdose is particularly acute with methadone, patients should be
educated about these risks and counseled to use methadone exactly as prescribed.
They should also be warned about the dangers of mixing unauthorized substances,
especially alcohol and other sedatives, with their medication. This should be explicitly
stated in any controlled substance agreement that the patient receives, reads and signs
before the initiation of treatment [...].

Although uncommon, potentially lethal cardiac arrhythmias can be induced by
methadone. The cardiac health of patients who are candidates for methadone should be
assessed, with particular attention paid to a history of heart disease or arrhythmias. An
initial ECG may be advisable prior to starting methadone, particularly if a patient has a
specific cardiac disease or cardiac risk factors or is taking agents that may interact with
methadone. In addition, it is important that an ECG be repeated periodically, because
QT interval prolongation has been demonstrated to be a function of methadone blood
levels and/or in response to a variety of other medications.

Adjuvant Pain Medications
Although opioid medications are powerful pain relievers, in the treatment of neuropathic

pain and some other centralized pain disorders such as fibromyalgia, they are of limited
effectiveness and are not preferred. Other
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classes of medications, however, may provide relief for pain types or conditions that do
not respond well to opioids. Some of these adjuvant medications exert a direct
analgesic effect mediated by non-opioid receptors centrally or peripherally. Others have
no direct analgesic qualities but may provide pain relief indirectly via central or
peripheral affects.

Commonly-used non-opioid adjuvant analgesics include antiepileptic drugs (AEDs),
tricyclic antidepressants (TCAs) and local anesthetics (LAs). AEDs, such as gabapentin
and pregabalin, are used to treat neuropathic pain, especially shooting, stabbing or
knife-like pain from peripheral nerve syndromes.TCAs and some newer types of
antidepressants may be valuable in treating a variety of types of chronic and
neuropathic pain, including post-herpetic neuralgia and diabetic neuropathy. LAs are
used to manage both acute and chronic pain. Topical application provides localized
analgesia for painful procedures or conditions with minimal systemic absorption or side
effects. Topical Las are also used to treat neuropathic pain. Epidural blocks with LAs,
with or without opioids, play an important role in managing postoperative and obstetrical
pain.
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Appendix 3: Non-Opioid Pain
Management Tool

[00] JUsWebeue ured ploldO-UoN - 11 XIpuaddy

Area/Type of Pain | Treatment Options When to Initiate Population Duration/Indication of Cautions/MISC
(Strongest R ions listed first) Tr
Back Pain Directed Exercise Program 1, 2,3,4,5,6 Within 7-10 days of injury All ages Life long Consider co morbities
<4 weeks
Controlled Weight Loss 2 Immediately All ages Life long Consider co morbidities
Ice/Heat 2, 4,6,7 During the first 1-4 days All ages Most effective in first 1-3 days Consider co morbidities
Acetaminophen up to 4 g/day 1, 2,4,6,8,9 | Immediately Adults Can be long term Consider co morbidities
Physical therapy 4, 6, 10, 11 After 3 weeks of conservative Adults 1-2 visits Consider co morbidities
therapy
NSAIDs 2, 4,6, 9, 12 Immediately (recommended to Younger adults, without any CV, Short term treatment Consider co morbidities, no
try Acetaminophen first) Renal or Gl risk factors CV, renal or Gl risk factors
Muscle Relaxers 4,9, 13 Immediately Adults Short term treatment Significant side effects profile,
use cautions in prescribing
Cox-2 Inhibitors 1, 2 If unable to tolerate NSAIDs and Adults, not to be used in people Short term treatment Consider co morbidities, no
failed Acetaminophen therapy with any CV risk factors CV risk factors
Back School 14, 15 After 1-2 weeks of conservative Adults For length of program This has shown to speed
therapy return to work, but not any
significance in lowering of
pain scores or duration of
pain.
Tramadol/acetaminophen 2 After failing acetaminophen for Adults Can be long term Consider co morbidities
1-2 weeks
Tramadol 2 After initial acetaminophen trail Adults Can be long term Consider co morbidities
Manipulation 1, 4, 6, 16, 17, 18, 19 Most effective when used for Adults 3-4 weeks of treatment has Consider co morbidities, not
pain <6 weeks of duration been studied. Upto 8 shown to be better than
without radiculopathy treatments. other therapies. Not to be
used with herniated disks
Back Pain >4 Directed Exercise Program 1, 2, 3,4, 5, 8, Immediately Adults Life Long Consider co morbidities
weeks 18,19
Yoga exercises (viniyoga) 20 Immediately Adults Life Long, studies for 12 weekly Has been shown to be as or
sessions more beneficial than exercise
in some studies.
Controlled Weight Loss 2 Immediately Adults Life Long Consider co morbidities
Acetaminophen upto 4 g/day 1,2,4,8 Immediately Adults Can be long term Consider co morbidities

NSAIDs 2, 4,12

Immediately, recommend
acetaminophen trial first. Some
evidence that NSAIDs are equal
with acetaminophen in chronic
low back pain (21) Some

Adults with no CV, Renal or Gl risk
factors

Short term

Consider co morbidities, no
CV, renal or Gl risk factors
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evidence that it is superior at
pain control. (22)

Muscle Relaxers 4, 13

Immediately

Adults

Short term treatment

Significant side effects profile,
use cautions in prescribing,
some studies did not show
any benefit after 3-4 weeks of
injury

Cox-2 Inhibitors 1, 2

If unable to tolerate NSAIDs and
no CV risk factors

Adults with no CV risk factors

Short term

Consider co morbidities, no
CV risk factors

Back School 14, 15, 18 After 1-2 weeks of conservative Adults For length of program This has shown to speed
therapy return to work, but not any
significance in lowering of
pain scores or duration of
pain. Swedish Back School
program was studied.
Tricyclic antidepressants 9, 23 After 3-4 weeks and failing Adults As long as deemed beneficial Have significant side effects
conservative therapy, profile, consider co
acetaminophen morbidities
Tramadol/acetaminophen 2 After failing acetaminophen for Adults Can be long term Consider co morbidities
1-2 weeks
Tramadol 2 After failing acetaminophen trial, | Adults Can be long term Consider co morbidities
co administration with
acetaminophen has been shown
to have more favorable results
Injections, epidural/facet joints 24, 25 After failing conservative Adults As long as beneficial, if effective | Choose population according
treatment often last 1-4 months in to guidelines. There are
duration, can be used to help conflicting opinions on
diagnosis and evaluate for efficacy
additional treatment options
Physical Therapy 10, 11 Recommend starting Adults 1-2 visits Consider co morbidities
immediately
Message Therapy 26, 27, 28 Recommended in conjunction Adults As long as beneficial has been Some disagreement in
exercise and education shown to effective for up toone | literature, but done by
year, >5 visits shows better licensed therapist found to be
results, most studies showed more effective
results in 6-10 treatments
Neuroreflexotherapy 29 Only in Chronic LBP Adults Undetermined Preliminarily this has shown
some effect. Requires
lengthy training of
practitioner to be considered
effective
Neck Pain Directed Exercise Program 1, 2, 3, 6, 30 Within 7-10 days of injury All ages Life long Consider co morbidities, can
add mechanical manipulation
to an exercise program
Acetaminophen 4g/day maximum 2, 6, 31 Immediately Adults Can be long term Consider co morbidities
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NSAIDs 6, 12, 31

Immediately (recommended to
try Acetaminophen first)

Younger adults, without any CV,
Renal or Gl risk factors

Short term treatment

Consider co morbidities, no
CV, renal or Gl risk factors

Physical Therapy 6 After 2 weeks of conservative Adults 1-2 visits for education, Consider co morbidities
treatment counseling of home exercise
Manipulation 6 Once more conservative Adults Best when combined with Consider co morbidites, rare
measures fail exercise instances of CVA
IV methylprednisolone 31 Within 8 hours of injury for acute | Adults One time treatment Any contraindications to IV
whiplash steroids.
IM Lidocaine 31 Chronic neck pain with arm Adults Only a few treatments indicated | Consider co morbidities
symptoms
Muscle Relaxers 31 Immediately Adults Short term Consider co morbidities
Acupuncture 32 After failing exercise and/or Adults Ideally 6 or more treatments, Consider co morbidities
acetaminophen/NSAIDs effects have been shown for
short-term pain relief
Headache Directed exercise program 33 Immediately Adults When the HA is a result of a Consider co morbidities
mechanical neck disorder
Acetaminophen 4g/day maximum 34 Immediately Adults Long term, has not been shown Consider co morbidities
to be effective in migraines
NSAIDS 12, 35, 36 Immediately Adults Short term, shown to be Consider co morbidities, not
effective in both migraine and to be used with CV, renal or
non-migraine HAs Gl risk factors
Triptans 36, 37 Use if unable to control HA with Adults Beneficial for migraine Consider co morbidities
NSAIDs and or acetaminophen headaches. IM has been shown
to be more effective than oral,
but both are superior to
placebo. Sumatriptan most
studied
Excedrin 36 Immediately Adults Shown to be beneficial in Acute Consider co morbidities
migraines
Amitriptyline 35 Immediately Adults Best for migraine headaches, Monitor for side effects and
can be started immediately complications of medication,
can cause drowsiness
Antidepressants (other TCAs, SNRIs, SSRIs) After failing conservative Adults Migraine, tension, and mixed. Independent of depression,
38, 39 therapy Studies lasted 4-27 weeks SSRI least effective
Antiemetics 36 With migraine associated nausea | Adults Has been shown to help with Consider co morbidities
pain and nausea with migraines
Anticonvulsants 40 After failing other therapies, for Adults For prevention of migraine Sodium valproate/divalproex
prevention headache sodium and topiramate are
the best studied
NSAIDS combined with metoclopromide 41 | After failing acetaminophen Adults Migraine Consider co morbidities,
metoclopromide can cause
dystonia. NNT 3.5
DHE IM/SC/IV 36 After failing more conservative Adults Have shown to help migraines, Consider co morbidities
therapies more effective in combination
with antiemetics
Isometheptene 36 After failing more conservative Adults Found effective for mild- Consider co morbidities
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therapies moderate migraine
Normal barometric oxygen therapy 42 Immediately Adults For use in Cluster Headaches Unknown
TENS 35 Immediately Adults Best for cervical tension Do not use in patients with
headaches, mildly affective in pacemakers, cardiac
some migraine headaches conduction abnormalities, or
over the carotid body or sinus
Manipulation 35 Immediately Adults Best for tension, post-traumatic Choose population according
headache. Can be helpful in to literature
some migraine headaches
Acupuncture 43 As adjuvant treatment Adults Shown to be effective for both Choose population according
tension and migraine to literature, not effective for
all
Osteoarthritis Directed Exercise Programl, 2, 3, 6, 44 Within 7-10 days of injury All ages Life long Consider co morbidities
Controlled Weight Loss 2 Immediately All ages Life long Consider co morbidities
Acetaminophen 4g/day maximum 2, 8 Immediately first line Adults Can be long term Consider co morbidities

NSAIDs 2, 12 Immediately Younger adults, without any CV, Short term Consider co morbidities, no
Renal or Gl risk factors CV, renal or Gl risk factors
Non-acetylated salicylates 2 Immediately Adults Short term Consider co morbidities,
watch for ototoxicity
Topical capsaicin 2 Immediately Adults Short term Consider co morbidities
Intra-articular steroid injection 2, 45 Immediately Adults Can be long term, but if too long | This should be considered

can consider joint replacement.

first-line therapeutic
intervention if OA is confined
to a single joint.

Cox-2 Inhibitors 1, 2

If unable to tolerate NSAIDs and
failed Acetaminophen therapy

Adults , not to be used in people
with any CV risk factors

Short term treatment

Consider co morbidities, no
CV risk factors
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Diacerein 46, 47 After failing other therapies Adults Studies lasted 2 months to 3 Consider co morbidities,
years shown to have minimal pain
relief
Acute Sports Ice/Heat 2 Immediately for first 1-4 days All ages For first 1-4 days Instruct on timing to not
Injury cause tissue damage
Acetaminophen 4g/day maximum 2 Immediately Adults Can be long term Consider co morbidities
NSAIDs 2, 12 Immediately, recommended Adults Short term Consider co morbidities
to try acetaminophen first
Neuropathic Pain Acetaminophen 4g/day maximum 48 Immediately Adults Can be long term Consider co morbidities
Anticonvulsants 49, 50 After failing acetaminophen Adults Can be long term Have a side effect profile that

oGV abed

must be monitored.
Carbamezapine and
gabapentin found to most
effective, some showing
crabamezapine to be more
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% effective with lower NNT and
o] higher NNH
[¢)
8_ Systemic administration of local anesthetics | After failing acetaminophen Adults Undetermined Can be as effective as
o 51 anticonvulsants. Monitor for
8 side effects
Tt Antidepressantsv34, 52 After failing acetaminophen. Adults Can be long term, TCAs Monitor for side effects,
() (amitriptyline) and Venlafaxine follow black box warnings.
g_— shown to be most effective. Newer SSRIs have less
o) Not shown to be effective in HIV | evidence supporting their use
g neuropathies in neuropathic pain
[0) Post-Herpetic Pain | Anticonvulsants 49 Immediately Adults While symptoms last Can cause drowsiness
z)h Fibromyalgia Supervised Aerobic/Strength training Immediately, for at least 20 All ages Life long, most studies were Consider co morbidities
(@] exercise 53,54, 55 minutes a day 3 times a week conducted on average for 12
- weeks, 3-24 weeks.
:10 Cognitive Behavioral Therapy 54, 56 Immediately Adults Data showed results from 6-30 Works best as a
8 months multidisciplinary approach
Q Amitriptyline 54, 57, 58 Immediately Adults While beneficial Does have side effect profile,
o tolerance to effect can occur
5 Cyclobenzaprine 54,57 Typically is after exercise, Adults While beneficial Significant side effects
@ acetaminophen and
@) amitriptyline
g Acupuncture 54, 59, 60 After exercise and amitriptyline Adults While beneficial Mild/weak evidence
= Deep tissue message 54 Immediately Adults While beneficial Mild/weak evidence
% Fluoxetine 54 Typically start with exercise, Adults While beneficial Secondary to amitriptyline,
® acetaminophen, and can be used in conjunction
Q amitriptyline first with tricyclics
g) Dual-reuptake inhibitors (SNRIs): 54 Immediately Adults While beneficial Weaker evidence than
(e previous medications
90- Gabapentin 61 Immediately Audlts While beneficial, studied over a Consider co morbidities
% 12 week period
(@] Pregabalin 54, 62, 63 Immediately Adults While beneficial Still under investigation, one
8 study showing positive results
8\ Dental Pain Acetaminophen 64, 65 Immediately All ages As needed Consider co morbidities
= NSAIDs 65 Immediately Adults As needed Consider co morbidities
e Acupuncture 57, 66 Immediately postop Adults 1-4 sessions
%- Pelvic Pain Directed exercise program 67 Immediately All ages Life long Consider co morbidities
(dysmenorrheal) Acetaminophen 68 During first 3 days of Adults While beneficial Consider co morbidities
menstruation
NSAIDs 68, 69 During first 3 days of Adults While beneficial Consider co morbidities

/GV ebed

menstruation

Oral contraceptives 70 Immediately Adults/Adolescents While beneficial Consider co morbidities, can
be traditional or extended
continuous cycle

Acupuncture 71 Immediately Adults 10 visits over 3 months Consider co morbidities

Chinese herbal medication 72 After other interventions Adults While beneficial Not all interactions known
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with other medications
Pelvic Pain Directed exercise program 73 Immediately All ages Life long Consider co morbidities
(chronic pelvic Medroxyprogesterone acetate 73 Immediately Adults Not found to be effected after 9 | Consider co morbidities
pain) months
Goserelin 73 After failing more conservative Adults As long as beneficial, cannot be Consider co morbidities,
therapies taken longer than six months extensive side effects
Pelvic Pain Danazol 74 After failing conservative Adults For up to 6 months Consider co morbidities,
(Endometriosis) therapy extensive side effects
OCPs 75 Immediately Adults While beneficial Consider co morbidities
Goserelin 75 After failing more conservative Adults While beneficial, cannot be Consider co morbidities,
therapies taken for longer than six months | extensive side effects
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Opioid Risk Tool (ORT) “~

Name

Patient Form

Mark each box that applies

Date

Appendix 4: Opioid Risk Tool

Female Male

1. Family history of substance abuse = Alcohol [ ] [ ]
= |llegal drugs [ ] [ ]
= Prescription drugs [ ] [ ]

2. Personal history of substance abuse = Alcohol [ ] [ ]
= lllegal drugs [ ] [ ]
= Prescription drugs [ ] [ ]

3. Age (mark box if 16-45 years) [ ] [ ]

4. History of preadolescent sexual abuse [ ] [ ]

5. Psychological disease = Attention-deficit/

hyperactivity

disorder, obsessive-

compulsive

disorder, bipolar

disorder,

schizophrenia [ ] [ ]
= Depression [ ] [ ]

Copyright © Lynn R. Webster, MD. Used with permission.

= # Professaonal Posigraduale Services®

PainKnowledge.org is sponsored by Professional Postgraduate Services ®.
Copyright © 2007 Professional Postgraduate Services ®. All rights reserved.
Supported by an educational grant from Endo Pharmaceuticals, Inc.
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Appendix 5: CAGE-AID

Appendix 6 - CAGE-AID

CAGE-AID Questionnaire

CAGE-AID Questionnaire

Patient Name Date of Visit

When thinking about drug use, include illegal drug use and the use of prescription drug other

than prescribed.
Questions: XES _NO
1. Have you ever felt that you ought to cut down on your drinking r B
or drug use?
2. Have people annoyed you by crificizing your drinking or drug use? [ | U
3. Have you ever felt bad or guilty about your drinking or drug use? | non
4. Have you ever had a drink or used drugs first thing in the moming L. L
LY i £I7
Scoring

Regard one or more positive responses to the CAGE-AID as a positive screen.

Psychometric Properties

The CAGE-AID exhibited: Sensitivity Specificity
One or more Yes responses 0.79 0.77
Two or more Yes responses 0.70 0.85
(Brown 1995)
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Appendix 6: PHQ-9

Appendix 7 - PHO-9 Nine Symptom Checklist

PHQ-9 — Nine Symptom Checklist

Patient Name Date

1. Over the last 2 weeks, how often have you been bothered by any of the following
problems? Read each item carefully, and circle your response.

a. Little interest or pleasure in doing things

Not at all Several days More than half the days Nearly every day
b. Feeling down, depressed, or hopeless
Not at all Several days More than half the days Nearly every day

c. Trouble falling asleep, staying asleep, or sleeping too much
Not at all Several days More than half the days Nearly every day

d. Feeling tired or having little energy
Not at all Several days More than half the days Nearly every day

e. Poor appetite or overeating
Not at all Several days More than half the days Nearly every day

f. Feeling bad about yourself, feeling that you are a failure, or feeling that you have
let yourself or your family down

Not at all Several days More than half the days Nearly every day
g Trouble concentrating on things such as reading the newspaper or watching

television

Not at all Several days More than half the days Mearly every day

h. Moving or speaking so slowly that other people could have noticed. Or being so
fidgety or restless that you have been moving around a lot more than usual

Not at all Several days More than half the days Nearly every day
i. Thinking that you would be better off dead or that you want to hurt yourselfin

some way

Not at all Several days More than half the days MNearly every day

2. If youchecked off any problem on this questionnaire so far, how difficult have these
problems made it for you to do your work, take care of things at home, or getalong
with other people?

Not Difficult atAl  Somewhat Difficult  Very Difficult Extremely Difficult

Copyright held by Plizer Inc, but may be photocopled ad libitum

May be pénted wihout permissi
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PHQ-9 — Scoring Tally Sheet

Patient Name Date

1. Over the last 2 weeks, how often have you been bothered by any of the
following problems? Read each item carefully, and circle your response.

Not Swra | Nomfen | Neady
atal days half e days ey day
0 1 2 3

a. Little interest or pleasure in doing things

b. Fecling down, depressed, or hopeless

¢. Trouble falling aslecp, staying asleep, or
sleeping too much

d. Fecling tired or having little energy

¢. Poor appetite or overcating

f. Feeling bad about yourself, fecling that you are
a failure, or fecling that you have let yourself
or your family down

g. Trouble concentrating on things such as
reading the newspaper or watching television

h. Moving or speaking so slowly that other
people could have noticed. Or being so fidgety

or restless that you have been moving around a
lot more than usual

i. Thinking that you would be better off dead or
that you want to hurt yoursclf in some way
Totals

2. Ifyou checked off any problem on this questionnaire so far, how difficult
have these problems made it for you to do your work, take care of things at
home, or get along with other people?

Not Difficult At Al Somewhat Dificult Very Difficult Extremely Difficult
0 1 2 3

Copyright held by Plizer inc, but may be photocopied ad libitum
May be printed wihout permission
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How to Score PHQ-9

Scoring Method  Major Depressive Syndrome is suggested if:
For Diagnosls . (Offhe 9items, 5 or more are circled as at least "More than half the days"
« Either item la or 1b is positive, that is, at least "More than half
the days"
Minor Depressive Syndrome is suggested if:
* Of the 9 items, b, c, or d are circled as at least "More than half the
days"”
« Either item la or 1b is positive, that is, at least "More than half
the days"

Scoring Method  Question One
For Planning » To score the first question, tally each response by the number

mm:mﬂng value of each response:
Not atall =0
Several days =1
More than half the days = 2
Neardy every day =3

* Add the numbers together to total the score.
« Interpret the score by using the guide listed below:
Score Action

= The score suggests the patient may not need depression
treatment.

>5-14 | Physidan uscs clinical judgment about treatment, based on
patient’s duration of symptoms and functional i mpairment.

=15 Warrants treatment for depression, using antidepressant,
psychothermapy and/or a combination of treatment

Question Two

In question two the patient responses can be one of four: not
difficult at all, somewhat difficult, very difficult, extremely difficult.
The last two responses suggest that the patient's functionality is
impaired. After treatment begins, the functional status is again
measured to see if the patient is improving.

Copyright held by Plizer inc, but may be photocopied ad libitum
How 1o Score PHO-9
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Appendix 7: SOAPP-R

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

The Screener and Opioid Assessment for Patients with Pain (SOAPP) Version 1.0 is a tool
for clinicians to help determine how much monitoring a patient on long-term opioid therapy
might require. Physicians remain reluctant to prescribe opioid medication because of
concerns about addiction, misuse, and other aberrant medication-related behaviors, as well as
hability and censure concerns. Despite recent findings suggesting that most patients are able
to successfully remain on long-term opioid therapy without significant problems, physicians
often express a lack of confidence in their ahility to distinguish patients likely to have few
problems on long-term opioid therapy from those requiring more monitoring.

SOAPP version 1.0 1s a quick and easy-to-use questionnaire designed to help providers evaluate
the patients” relative nisk for developing problems when placed on long-term opioid therapy.
Version 1.0 -14Q) is:

A brief paper and pencil questionnaire

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

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

Simple scoring procedures

14 items

5 point scale

<8 minutes to complete

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

The SOAPP is for clinician use only. The tool is not meant for commercial distribution.
The SOAPP 1s NOT a lie detector. Patients determined to musrepresent themselves will
still do so. Other clinical information should be used with SOAPP scores to decide on a
particular patient’s treatment.

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

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

nfl exx |g|"|' ©2005 Inflexsion®, Inc. All rights reserved. 320 Needham Street, Suite 100, Mewton, MA 02454

CHIECE TICRBOLBEY AN

= Phone (617) 332-6028 - Fax (617) 332-1820 - www.inflexxion.com
The Screener and Opioid Assessment for Patients with Pain was developed with
an unrestricted grant from Endo Pharmaceuticals Inc.

Reproduced with permission from Stephen Butler."” See www.painedu.org for additional information.
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SOAPP* Version 1.0

Name: Date:

The following are some questions given to all patients at the Pain Management Center who
are on or being considered for opioids for their pain. Please answer each question as honestly
as possible. This information is for our records and will remain confidential Your answers

alone will not determine your treatment. Thank you

Please answer the questions below using the following scale:

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

1. How often do you have mood swings? 01234
2. How often do you smoke a cigarette within an hour after
you wake up? 0123 4

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

and grandparents, had a problem with alcohol or drugs? 01234
4. How often have any of your close friends had a problem with

alcohol or drugs? 0123 4
5. How often have others suggested that you have a drug or

alcohol problem? 01234
6. How often have you attended an AA or NA meeting? 01234
7. How often have you taken medication other than the way that it

was prescribed? 01234
8. How often have you been treated for an alcohol or drug problem? 1234
9. How often have your medications been lost or stolen? 012 3 4
10. How often have others expressed concern over your use

of medication? g1l 23 4

A‘ nflexxion® ©2005 Inflexdion®, Inc. Al rights reserved. 320 Needham Street, Suite 100, Newton, MA 02464 [N E=1=]
s « Phone (617) 332-6028 =« Fax (617) 332-1820 » www inflexxion.com FHARMACEUTICALS
The Screener and Opicid Assessment for Patients with Pain was developed with
an unrestricted grant from Endo Pharmaceuticals Inc.



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

11. How often have you felt a craving for medication? 01234

12. How often have you been asked to give a urine screen
for substance abuse? 012314

13. How often have you used illegal drugs (for example,
marijuana, cocaine, etc.) in the past five years? 01234

14. How often, in your lifetime, have you had legal problems or
been arrested? 01234

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

A’ flgu;mn ©2005 Inflexxion®, Inc. Al rights reserved. 320 Needham Street, Suite 100, Newton, MA urz4s4
Ticsmeuser-Haitn = Phone (617) 332-6028 = Fax (617) 332-1820 - www.inflexxion.com FHARMACEUTICAL
The Screener and Opioid Assessment for Patients with Pain was developed with
an unrestricted grant from Endo Pharmaceuticals Inc.




Appendix 8: DIRE
Instrument

D.I.R.E. Score: Patient Selection for Chronic Opioid Analgesia

For each factor, rate the patient’s score from 1-3 based on the explanations in the right

hand column.

Score Factor

Explanation

Diagnosis

1 = Benign chronic condition with minimal objective findings or no definite
medical diagnosis. Examples: fiboromyalgia, migraine headaches,
nonspecific back pain.

2 = Slowly progressive condition concordant with moderate pain, or fixed
condition with moderate objective findings. Examples: failed back surgery
syndrome, back pain with moderate degenerative changes, neuropathic
pain.

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

Intractability

1 = Few therapies have been tried and the patient takes a passive role in
his/her pain management process.

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

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

Risk

(R=Totalof P+ C+ R + S below)

Psychological:

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

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

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

Chemical Health:

1 = Active or very recent use of illicit drugs, excessive alcohol, or
prescription drug abuse.

2 = Chemical coper (uses medications to cope with stress) or history of CD
in remission.

3 = No CD history. Not drug-focused or chemically reliant.

Reliability:

1 = History of numerous problems: medication misuse, missed
appointments, rarely follows through.

2 = Occasional difficulties with compliance, but generally reliable.
3 = Highly reliable patient with meds, appointments & treatment.

Social Support:

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

2 = Reduction in some relationships and life roles.

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

Efficacy score

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

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

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

Total score=D+1+R+E

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

Source: Miles Belgrade, Fairview Pain & Palliative Care Center © 2005.
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Appendix 9: AAPM Sample

o RELIEV/y, Agreement
& ”‘f@ SAMPLE FOR ADAPTATION AND REPRODUCTION
g ON PHYSICIAN LETTERHEAD
w the AMERICAN
7 ACADEMY of PLEASE CONSULT WITH YOUR ATTORNEY
2, PAIN MEDICINE
)

the voice of pain medicine

Long-term Controlled Substances Therapy
for Chronic Pain

SAMPLE AGREEMENT

A consent form from the American Academy of Pain Medicine

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

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

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

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

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

phone:

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

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

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

7. Unannounced urine or serum toxicology screens may be requested, and your cooperation is required.
Presence of unauthorized substances may prompt referral for assessment for addictive disorder.

© 2001 American Academy of Pain Medicine
Reviewed July 2004.
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8. Prescriptions and bottles of these medications may be sought by other individuals with chemical depend-
ency and should be closely safeguarded. It is expected that you will take the highest possible degree of
care with your medication and prescription. They should not be left where others might see or otherwise
have access to them.

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

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

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

12.  Early refills will generally not be given.

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

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

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

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

17. It should be understood that any medical treatment is initially a trial, and that continued prescription is
contingent on evidence of benefit.

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

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

Physician Signature Patient Signature

Date Patient Name (Printed)

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

AAPM

4700 W. Lake Avenue

Glenview, IL 60025-1485
847/375-4731 Fax 847/375-6477
E-mail info@painmed.org

Web site http://www.painmed.org/

© 2001 American Academy of Pain Medicine
Reviewed July 2004.



Appendix 10: Suggested Patient Pain
Medication Agreement and Consent

Appendix 13 — Su

PATIENT PAIN MEDICATION

ested Patient Pain Medication Agreement and Consent

AGREEMENT AND CONSENT

This agreement is important for you:
» You will have a safe and controlled pain treatment plan.
« Your medicines have a high potential for abuse. They can be dangerous if used in
the wrong way. You need to understand the risks that come from use of pain medicines.

Please read and make sure you understand each statement here. Here are rules about refills

and health risks. Here are also reasons for stopping your pain control treatment.

I WILL:

I will only get my pain medicine from this clinic during scheduled appointments.

I will take my pain medicine the way that my healthcare provider has ordered.

I will be honest with all my healthcare providers if | am using street drugs.

I will be honest about all the medicine | use. This includes medicine from stores and herbal medicines.
I will be honest about my full health history.

I will tell my healthcare provider if | go to an emergency room for any reasons.

If I get pain medicine from an emergency room, | will tell my healthcare provider.

I will call this office if | am prescribed any new medicine.

I will call this office if I have a reaction to any medicine.

I will tell all other healthcare providers that | have a pain medication agreement.

[ will tell the emergency room people that | have a pain medication agreement.

I will take drug tests and other tests when | am told to do so.

[ will go to office visits when [ am told to do so.

I will go to physical therapy when I am told to do so.

I will go to counseling when [ am told to do so.

[ will follow directions for all treatment.

I will show up on time for all appointments.

[ will make an appeintment for refills before [ run out of medicine.

I will tell my health provider if | will be out of town so that | can get my refills.

[ will get past health records from other offices when needed.

I will deliver these records by hand if needed. I will do this within one month of being asked.
I will pay for these records if needed.

[ will give permission to this clinic to talk about my treatment with pharmacies, doctors, nurses, and others
who are helping me.

[ will give permission to any healthcare provider to get information from this clinic about my health and my pain
treatment.

I will take responsibility if I overdose myself accidentally or on purpose.

I will tell my healthcare provider if I plan to become pregnant.

[ will tell my healthcare provider if | am pregnant while I am taking pain medicine.

[ will only take this medicine the way | was told to take it.

(o o e e e o I s o e e e o o o e e e e e o o

£ CONTINUED ON NEXT PAGE
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I WILL NOT:

I will not share or sell, or trade any of my medicine.

I will not drink alcohol or take street drugs while I am taking pain medicine.

I know that I cannot call the office to have my medicine refilled over the phone.

I will not go to the emergency room or other doctors for more pain medicine or other drugs.

I know that when I drive a car, | must be fully alert. Iknow that when I use machines, I must also be fully alert.
Pain medicines can make me less alert. When [ am taking pain medicines, | need to be sure that I am alert.
I need to be sure that it is safe for me to drive a car or use a machine.

I will not stand in high places or do anything to hurt others after | have taken pain medicine.

I will not leave my medicine where it can be stolen or where others can take it.

I will not leave my medicine where children can find it.

I will not suddenly stop taking my medicine. I know that if I do this, I can have withdrawals.

aoooo

[ o o

WHEN USING A PHARMACY, I WILL:
O 1 will use the same pharmacy for all my medicines. This is the pharmacy that I have picked:
O 1 will not ask for early refills or more pain medicine, even if | lose my medicine.

I KNOW THAT

[ Pain management may include other treatment. Some treatment may not include medicine.

[0 Pain medicine will probably not get rid of all of my pain. Pain medicine can reduce my pain so that I can do more and have
a better life.

O Part of my treatment is to reduce my need for pain medicine.

O Ifthe pain medicines work, | will continue to use them. If the pain medicine does not help me, it will be stopped.

0O My medicines will not be replaced if any of these things happen: Medicine is lost. Medicine gets wet.
Medicine is destroyed

O If my medicine is stolen, I might be able to get more medicine if I get a report from the police about the medicine being
stolen.

O Any of my healthcare providers can find out from the California Prescription Drug Monitoring Program about any other
medicines [ get from any other pharmacy in California. This is called a CURES report.

0 My healthcare provider may contact the drug enforcement agency, if | try to get other doctors to give me pain medicine.

[0 Healthcare providers may contact the drug enforcement agency if | am not honest about how I take pain medicine.

O My doctor and my clinic will help with any investigation if | am suspected of prescription drug abuse.

O I may be sent somewhere else for drug abuse or addiction help if | need it.

O Pain medicine can be addictive. This means that my body may need more and more pain medicine or that it can be hard
for me to stop taking this medicine.

O If1 suddenly stop using the medicine, | can get withdrawals.

O IfI use too much pain medicine, | can end up with health problems. I could die.

0O IfI mix medicines, [ could also end up with health problems. [ could die.

[0 Here are some things that could go wrong if I use too much medicine or mix medicines:

Overdose Addiction Constipation Vomiting Sleepiness

Slower reflexes Nausea Difficulty with urination ~ Confusion Itching

Problems with sex Dry mouth Depression Trouble breathing Death

CAUSE FOR DISMISSAL FROM THIS CLINIC
O Iknow that the pain medicines may be stopped if I break any part of this contract.
My signature below means that | have read this contract. | am signing this to say that | understand all of this contract.

Patient Name Doctor Name
Patient Signature Doctor Signature
Date-

Ay
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Appendix 11: Suggested Treatment
Plan Using Prescription Opioids

Appendix 14 — Suggested Treatment Plan Using Prescription Opioids

Treatment Plan Using Prescription Opioids

THE PURPOSE OF THIS AGREEMENT IS TO STRUCTURE OUR PLAN TO WORK TOGETHER
TO TREAT YOUR CHRONIC PAIN. THIS WILL PROTECT YOUR ACCESS TO CONTROLLED
SUBSTANCES AND OUR ABILITY TO PRESCRIBE THEM TO YOU.

I (patient) understand the following (initial each):

— Opioids have been prescribed to me on a trial basis. One of the goals of this treatment is to improve my ability
to perform various functions, including return to work. If significant demonstrable improvement in my functional
capabilities does not result from this trial of treatment, my prescriber may determine to end the trial.

Goal for mproved function:

Opioids are being prescribed to make my pain tolerable but may not cause it to disappear entirely. if that goal is
not reached, my physician may end the trial.

Goal for reduction of pain:

Drowsiness and slowed reflexes can be a temporary side effect of opicids, especially during dosage adjust-
ments. If | am experiencing drowsiness while taking opiocids, | agree not to drive a vehicle nor perform other
tasks that could involve danger to myseif or others.

—_ Using opicids to treat chronic pain will result in the development of a physical dependence on this medication,
and sudden decreases or discontinuation of the medication will lead to symptoms of opioid withdrawal. These
symptoms can include: runny nose, yawning, large pupils, goose bumps, abdominal pain and cramping, diar-
rhea, vomiting, imitability, aches and flu-like symptoms. | understand that opioid withdrawal is uncomfiortable but
not physically life threatening.

___ There is a small risk that opioid addiction can occur. Almost always, this occurs in patients with a personal or
family history of other drug or alcohol abuse. if it appears that | may be developing addiction, my physician may
determine to end the trial.

Continued on other side.
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1 agree to the following (initial each):

| agree not to take more medication than prescribed and not to take doses more frequently than prescribed.

|l agree to keep the prescribed medication in a safe and secure place, and that lost, damaged, or stolen

| agree not to share, sell, or in any way provide my medication to any other person.

| agree to obtain prescription medication from one designated licensed pharmacist. | understand that my
doctor may check the Utah Controlled Substance Database at any time to check my compliance.

| agree not to seek or obtain ANY mood-modifying medication, including pain relievers or tranquilzers from ANY
other prescriber without first discussing this with my prescriber. If a situation anises in which | have no alternative
but to obtain my necessary prescription from another prescriber, | will advise that prescriber of this agreement. |
will then immediately advise my prescriber that | obtained a prescription from another prescriber.

___ | agree to refrain from the use of ALL other mood-madifying drugs, including alcohol, unless agreed to by
my prescriber. The moderate use of nicotine and caffeine are an exception to this restriction.

| agree to submit to random urine, bloed or saliva testing, at my prescriber's request, to verify compliance with
this, and to be seen by an addiction specialist if requested.

__ | agree to attend and participate fully in any other assessments of pain treatment programs which may be
recommended by the prescriber at any time.

| understand that ANY deviation from the above agreement may be grounds for the prescriber to stop

prescribing opioid therapy at any time.
Patient Signature Date
Prescriber Signature Date
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Q Q Appendix 12: Pain Assessment and
Documentation Tool (PADT)

PROGRESS NOTE
Pain Assessment and Documentation Tool (PADT™)

Patient Stamp Here

[ 1

Patient Name: Record #:

Assessment Date:

L |

Current Analgesic Regimen

Drug name Strength (eg, mg) Frequency Maximum Total Daily Dose

The PADT is a clinician-directed interview; that is, the clinician asks the questions, and the clinician records the responses. The Analgesia,
Activities of Daily Living, and Adverse Events sections may be completed by the physician, nurse practitioner, physician assistant, or nurse.
The Potential Aberrant Drug-Related Behavior and Assessment sections must be completed by the physician. Ask the patient the ques-
tions below, except as noted.

Analgesia Activities of Daily Living
If zero indicates "no pain" and ten indicates "pain as Please indicate whether the patient’s functioning with
bad as it can be," on a scale of 0 to 10, what is your the current pain reliever(s) is Better, the Same, or
level of pain for the following questions? Worse since the patient’s last assessment with the
PADT* (Please check the box for Better, Same, or
1. What was your pain level on average during the Worse for each item below.)
past week? (Please circle the appropriate number)
Better Same Worse
NoPain 0 | 2 3 456 7 89 |0 amnasbad
as it can be 1. Physical functioning U g a
2. What was your pain level at its worst during the
past week? 2. Family relationships O a a
NoPain 0 | 2 3 45 6 7 8 9 |o Fainasbad
as it can be
3. Social relationships O a a
3. What percentage of your pain has been relieved
during the past week? (Write in a percentage
between 0% and 100%.) 4. Mood - - -
4. Is the amount of pain relief you are now obtaining 5. | 0O 0 0
from your current pain reliever(s) enough to make - Sleep patterns
a real difference in your life?
U Yes U No
6. Overall functioning O a a

2 (Cmenyy 85 Al e s die saians peim rElis: * If the patient is receiving his or her first PADT assessment,

- L )
clinically significant? the clinician should compare the patient’s functional status
Yes U No  Unsure with other reports from the last office visit.

(Continued on reverse side)

Copyright Janssen Pharmaceutica Products, L.P. ©2003 All rights reserved.
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O O

PROGRESS NOTE
Pain Assessment and Documentation Tool (PADT™)

Potential Aberrant Drug-Related Behavior

Adverse Events i i o
This section must be completed by the physician.

Please check any of the following items that you discovered

1. Is patient experiencing any side effects from during your interactions with the patient. Please note that
current pain reliever(s)? OYes O No some of these are directly observable (eg, appears
intoxicated), while others may require more active
. listening and/or probing. Use the “Assessment” section
Ask patient about potential side effects: below to note additional details.
) U Purposeful over-sedation
None  Mild Moderate Severe 0 Negative mood change
a. Nausea 0 0 0 0 U Appears intoxicated
U Increasingly unkempt or impaired
b. Vomiting 4 d 4 . O Involvement in car or other accident
c. Constipation 0 0 0 0 O Requests frequent early renewals
O Increased dose without authorization
d. ltching d d d d O Reports lost or stolen prescriptions
e. Mental cloudiness O 0 O 0 O Attempts to obtain prescriptions from other
doctors
f. Sweating d . d . O Changes route of administration
g. Fatigue 0 0 0 0 U Uses pain medication in response to situational
stressor
h. Drowsiness a d u d O Insists on certain medications by name
i, Other 0 0 0 U Contact with street drug culture
U Abusing alcohol or illicit drugs
j- Other d d d O Hoarding (ie, stockpiling) of medication
U Arrested by police
O Victim of abuse

2. Patient’s overall severity of side effects? '
0 None O Mild O Moderate O Severe Other:

Assessment: (This section must be completed by the physician.)
Is your overall impression that this patient is benefiting (eg, benefits, such as pain relief, outweigh side effects) from
opioid therapy?  UYes 4 No 4 Unsure

Comments:

Specific Analgesic Plan:

U Continue present regimen Comments:

U Adjust dose of present analgesic

U Switch analgesics

U Add/Adjust concomitant therapy

U Discontinue/taper off opioid therapy

Date: Physician’s signature:

ﬁ PHARMACEUTICA
Provided as a service to the medical community by Janssen Pharmaceutica Products, L.P. JANSSEN momTeLn




Appendix 13: Urine Drug Testing
Quick Reference URINE

QUICK REFERENCE

WHAT YOU NEED TO KNOW

The detection time of most drugs in urine is 1 to 3 days,
but is longer if the drug is lipophilic*.

Cutoff (ng/mL) | Days
Amphetamine 1000 =5
Cannabinoids*
moderate smoker (4x/week) 50 5
heavy smoker (daily) 50 10
chronic smoker 50 =28
Benzoylecgnonine after street doses of cocaine 300 2-3
Opiate (eg, morphine, heroin) 2000 1-2
Phencyclidine* 25 8
chronic users 25 =30

These guidelines are general; interpretation of detection time must take account
of variability of urine specimens, drug metabolism & half-life, patient’s physical
condition, fluid intake, method, & frequency of use.

The two major types of UDT are immunoassays &
GC/MS or HPLC

Semisynthetic/synthetic opioids are not reliably
detected by opiate immunoassays:

Natural Semisynthetict Synthetict
(from opium) (derived from opium) (man-made)
0 codeine 0 hydrocodone 0 meperidine
0 morphine 0 oxycodone 0 fentanyl series
0 thebaine 0 hydromorphone 0 proproxyphene
0 oxymorphone 0 methadone

0 buprenorphine

TOpioids not resulting in morphine or codeine in urine.

Specify GC/MS or HPLC for patients taking opioids.
A therapeutic drug level may fall below a test’s cutoff.

Do not assume a negative result means
“no drug present.”

Ask for “no threshold” testing (LOD),
especially when testing for a semisynthetic
or synthetic opioid.

There is no direct relationship between dose & urine
drug concentration.

BEFORE YOU ORDER A TEST

Ask the patient:
Are you taking any prescribed, OTC, or herbal drugs?
When was the last dose/quantity?
Drug abuse/addiction history.

Let the laboratory know what you are looking for:
Illicit substance.
Prescription drug misuse.
Presence of prescribed medication.

Sponsored by the California Academy of Family Physicians in cooperation with PharmaCom Group, Inc.
This activity is supported by an unrestricted educational grant from Purdue Pharma L.P.
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URINE

QUICK REFERENCE

PRACTICAL STRATEGIES

Establish routine UDT immunoassay panel, which
generally indentify drug classes.
Recommended immunoassay screens are:
Cocaine
Amphetamines (including ecstasy)
Opiates
Methadone
Marijuana
Benzodiazepines.
Additional tests, as needed.

Specific drug identification:
GC/MS or HPLC for all patients prescribed opioids,
especially semisynthetic or synthetic opioids.
Specify “no threshold” (LOD) to increase
likelihood of detecting prescribed medications.

Specimen collection:
Random collection preferred.
Unobserved specimen collection usually acceptable.
Suspect tampering if urine characteristics are
not consistent with normal human urine, which
should have:
Temperature 90°F - 100°F
pH45-85
Creatinine >20 mg/dL (<20 mg/dL=dilute).

UDT results:

Anticipate what you will do with results.

Consult with laboratory regarding ANY

unexpected results.

A positive UDT result reflects recent drug use.
Schedule appointment to discuss abnormal/
unexpected results with patient.

Use results to strengthen physician-patient
relationship & support positive behavior change.
The presence of addiction does not preclude
the existence of pain.

Document results & interpretation.

GC/MS=gas chromatography/mass spectrometry;
HPLC=high-performance liquid chromatography;
LOD=limit of detection; OTC=over-the-counter;
UDT=urine drug test



Appendix 14: COMM

Current Opioid Misuse Measure (COMM)

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

- Signs & Symptoms of Intoxication

- Emotional Volatility

- Evidence of Poor Response to Medications

- Addiction

- Healfthcare Use Fafterns

- Problematic Medication Behavior

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

A quick and easy to administer patient-self assessment

17 items

Simple to score

Completed in less than 10 minutes

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

Ideal for documenting decisions about the level of monitoring planned for a particular

patient or justifying referrals to specialty pain clinic.

» The COMM is for clinician use only. The tool is not meant for commercial distribution.

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

« |t is important to remember that all chronic pain patients deserve treatment of their pain.

Providers who are not comfortable treating certain patients should refer those patients to

a specialist.

- - - - - -

r‘.-ﬂ"‘-\ . ©2007 Inflexxion®, Inc. All rights reserved. 320 Needham Street, Suite 100, Newton, MA 02464
nflexxion « Phone (617) 332-6028 = Fax (617) 332-1820 - www inflexxion.com

The Screener and Opioid Assessment for Pafients with Pain was developed with

a grant from the National Institutes of Health (#2R44DA015617-02) and an educational grant from Endo Phamaceuticals.

AR ————

Reproduced with permission from Stephen Butler."" See www.painedu.org for additional information.
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COMM

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

Never
Seldom
Sometimes
Often
Very
Often

Please answer the questions using the
following scale:

1. Inthe past 30 days, how often have
you had trouble with thinking clearly or 0 ) O 0 0
had memory problems?

2. Inthe past 30 days, how often do
people complain that you are not

completing necessary tasks? (i.e., doing 0 0 O O O
things that need to be done, such as
going to class, work or appointments)

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

4. In the past 30 days, how often have
you taken your medications differently

from how they are prescribed? © Q © o -

5. In the past 30 days, how often have
you seriously thought about hurting 0 0 O 0 0
yourself?

6. In the past 30 days, how much of your
time was spent thinking about opioid

medications (having enough, taking them, © o O 0 O
dosing schedule, etc.)?
7. Inthe past 30 days, how often have 0 0 o 0 0

you been in an argument?

8. Inthe past 30 days, how often have
you had trouble controlling your anger o) ) o] ) 0
(e.g., road rage, screaming, etc.)?

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

— ©2007 Inflescdon®, Inc. All nghts reserved. 320 Needham Street, Suite 100, Newton, MA 02464
dnflexxion - Phone (617) 332-6028 = Fax (617) 332-1820 = www.inflexxion.com
N The Screener and Opicid Assessment for Patients with Pain was developed with
a grant from the National Institutes of Health (#2R44DA015617-02) and an educational grant from Endo Phamaceuticals.




Please answer the questions using the
following scale:

10. In the past 30 days, how often have
you been worried about how you're O O
handling your medications?

11. In the past 30 days, how often have
others been worried about how you're @] @] O 8] O
handling your medications?

12. In the past 30 days, how often have
you had te make an emergency phone

call or show up at the clinic without an 2 M @ D =
appointment?

13. Inthe past 30 days, how often have

Never
Seldom
O |~ | Sometimes
Often
Very
Often

you gotten angry with people? 2 2 o g Q
14. In the past 30 days, how often have

you had to take more of your medication O 0] 8] @) o
than prescribed?

15. In the past 30 days, how often have

you borrowed pain medication from @) O O O O

someone else?

16. In the past 30 days, how often have
you used your pain medicine for
symptoms other than for pain (e.g., to @] O O 8] Qo
help you sleep, improve your mood, or
relieve stress)?

17. In the past 30 days, how often have

you had to visit the Emergency Room? o = = = =
= ©2007 Inflexxion® Inc. All rights reserved. 320 Needham Street, Suite 100, Newton, MA 02464
inflexxion - Phone (617) 332-6028 = Fax (617) 332-1820 = www.inflexxion.com

N The Screener and Opiold Assessment for Patients with Pain was developed with
a grant from the National Institutes of Health (#2R44DA015617-02) and an educational grant from Endo Phamaceuticals.



Scoring Instructions for the COMM

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

Sum of Questions COMM Indication

>or=9 +
<9 -

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

The table below presents several statistics that describe how effective the COMM is at different
cutoff values. These values suggest that the COMM is a sensitive test. This confirms that the
COMM is better at identifying who is misusing their medication than identifying who is not misusing.
Clinically, a score of 9 or higher will identify 77% of those who actually turn out to be at high risk.
The Negative Predictive Values for a cutoff score of 9 is .95, which means that most people who
have a negative COMM are likely not misusing their medication. Finally, the Positive likelihood ratio
suggests that a positive COMM score (at a cutoff of 9) is nearly 3 times (3.48 times) as likely to
come from someone who is actually misusing their medication (note that, of these statistics, the
likelinood ratio is least affected by prevalence rates). All this implies that by using a cutoff score of 9
will ensure that the provider is least likely to miss someone who is really misusing their prescription
opioids. However, one should remember that a low COMM score suggests the patient is really at
low-risk, while a high COMM score will contain a larger percentage of false positives (about 34%),
while at the same time retaining a large percentage of true positives. This could be improved, so
that a positive score has a lower false positive rate, but only at the risk of missing more of those who
actually do show aberrant behavior.

COMM Cutoff Score | Sensitivity | Specificity | Positive Negative | Postive Negative
Predictive | Predictive | Likelihood | Likelihood
Value Value Ratio Ration

Score 9 or above A 66 .66 95 3.48 .08

inflexxion’
S

82007 Inflexxion®, Inc. All ights reserved. 320 Needham Street, Suite 100. Newton, MA 02464
« Phone (617) 3326028 « Fax (617) 332-1820 » www inflexxion.com
The Screener and Opioid Assessment for Patients with Pain was developed with
a grant from the Mational Institutes of Health (#2R44DA015617-02) and an educational grant from Endo Phamaceuticals.



Appendix 15: Clinical Policy

Appendix 1 - Clinical Policy: Critical Issues in the Prescribing of Opioids for Adult
Patients in the Emergency Department

PAIN MANAGEMENT/CLINICAL POLICY

Clinical Policy: Ciritical Issues in the Prescribing of Opioids for
Adult Patients in the Emergency Department

From the American College of Emergency Physicians Opioid Guideline Writing Panel
Stephen V. Cantrill, MD (Chair)

Michael D. Brown, MD, MSc (Methodologist)

Russell J. Carlisle, MD

Kathleen A. Delaney, MD

Daniel P. Hays, PharmD, BCPS

Lewis S. Nelson, MD

Robert E. O’Connor, MD, MPH (ACEP Board Liaison)
AnnMarie Papa, DNP, RN, CEN, NE-BC (ENA Representative)
Karl A. Sporer, MD

Knox H. Todd, MD, MPH

Rhonda R. Whitson, RHIA (Clinical Practice Manager, ACEP)

Providing Technical Assistance:

Leonard J. Paulozzi, MD, MPH, Medical Epidemiologist, Jacqueline Spaulding, MD, Medical Officer, Division of
Division of Unintentional Injury Prevention, National Anesthesia, Analgesia, and Addiction Products,
Center for Injury Prevention and Control, Centers for Center for Drug Evaluation and Research, Food and
Disease Control and Prevention Drug Administration

Chet Pogostin, DVM, MPA, Deputy Director, Division of
Unintentional Injury Prevention, National Center for
Injury Prevention and Control, Centers for Disease

Control and Prevention Approved by the ACEP Board of Directors, June 14,

Bob A. Rappaport, MD, Director, Division of Anesthesia, 2012
Analgesia, and Addiction Products, Center for Drug Supported by the Emergency Nurses Association, July 18,
Evaluation and Research, Food and Drug Administration 2012

This clinical policy was funded under contract 200-2011-M-38670 with the Centers for Disease Control
and Prevention, National Center for Injury Prevention and Control, Division of Unintentional Injury.

DISCLAIMER: The findings and conclusions in this report are those of the authors and do not necessarily
represent the official position of the Centers for Disease Control and Prevention/the Agency for Toxic
Substances and Disease Registry, or the Food and Drug Administration.

Policy statements and clinical policies are the official policies of the American College of Emergency
Physicians and, as such, are not subject to the same peer review process as articles appearing in the print
journal. Policy statements and clinical policies of ACEP do not necessarily reflect the policies and beliefs
of Annals of Emergency Medicine and its editors.

0196-0644/$-see front matter
Copyright © 2012 by the American College of Emergency Physicians.
http://dx.doi.org/10.1016/j.annemergmed.2012.06.013

[Ann Emerg Med. 2012;60:499-525.]

Volume 60, No. 4 : October 2012 Annals of Emergency Medicine 499

Appendices: Guidelines for Prescribing Controlled Substances for Pain Page A1


i2527
Text Box
Appendix 15: Clinical Policy


Clinical Policy

ABSTRACT

This clinical policy deals with critical issues in prescribing
of opioids for adult patients treated in the emergency
department (ED). This guideline is the result of the efforts of
the American College of Emergency Physicians, in
consultation with the Centers for Disease Control and
Prevention, and the Food and Drug Administration. The
critical questions addressed in this clinical policy are: (1) In
the adult ED patient with noncancer pain for whom opioid
prescriptions are considered, what is the utility of state
prescription drug monitoring programs in identifying
patients who are at high risk for opioid abuse? (2) In the
adult ED patient with acute low back pain, are prescriptions
for opioids more effective during the acute phase than other
medications? (3) In the adult ED patient for whom opioid
prescription is considered appropriate for treatment of
new-onset acute pain, are short-acting schedule II opioids
more effective than short-acting schedule III opioids? (4) In
the adult ED patient with an acute exacerbation of
noncancer chronic pain, do the benefits of prescribing
opioids on discharge from the ED outweigh the potential
harms?

INTRODUCTION

Pain is a major symptom of many patients presenting to the
emergency department (ED), with up to 42% of ED visits being
related to painful conditions." Pain management has received
increased emphasis in the past decade, including The Joint
Commission’s focus on patient analgesia” and increasing
institutional emphasis placed on patient satisfaction surveys
covering pain management. Much literature, including the most
recent Institute of Medicine report on this topic, has stressed
that health care providers have not done as well as possible in
the area of pain management.” A possible unintended
consequence of these efforts is the increase in prescription drug
abuse, especially opioid abuse, the fastest-growing drug abuse
problem in the United States.”

As part of this issue, there has been a startling increase in
unintentional drug overdoses and related deaths since the late
1990s.”° Reported overdose deaths involving opioid analgesics
increased from 4,030 in 1999 to 14,800 in 2008.”® Data from
2008 reveal that drug overdoses were the second leading cause
of injury death in the United States, after motor vehicle
crashes.” Currently, deaths from opioid analgesics are
significantly greater in number than those from cocaine and
heroin combined.®

The efforts of clinicians to improve their treatment of pain,
along with pharmaceutical industry marketing, have been
factors in contributing to a significant increase in the sale and
distribution of opioids in the United States. For example, the
sales of opioid analgesics to hospitals, pharmacies, and
practitioners quadrupled between 1999 and 2010.* Drug sales
and distribution data of opioids show an increase from 180 mg
morphine equivalents per person in the United States in 1997
to 710 mg per person in 2010.%'* This is the equivalent of 7.1

kg of opioid medication per 10,000 population, or enough to
supply every American adult with 5 mg of hydrocodone every 4
hours for a month.®

The dilemma of treating pain appropriately while avoiding
adverse events is further complicated by insufficient data
supporting the long-term use of opioids in the treatment of
chronic noncancer pain. Although selective use of opioids in the
treatment of acute pain is traditionally accepted, the treatment
of chronic noncancer pain is more complex. Many authors have
begun to question the routine long-term use of opioids for the
treatment of chronic noncancer pain.''""* Multiple practice
guidelines have been developed to address this issue.'*"”
However, most recommendations in this area are of a consensus
nature, being based on experiential or low-quality evidence.

Data from 2009 show that there were more than 201.9
million opioid prescriptions dispensed in the United States
during that year.”® It is difficult to obtain reliable data
concerning the degree to which this is an emergency medicine
issue, but during 2009, in the 10- to 19-year-old and 20- to
29-year-old patient groups, emergency medicine ranked third
among all specialties in terms of number of opioid prescriptions,
writing approximately 12% of the total prescriptions in each age
group. In the 30- to 39-year-old group, emergency medicine
ranked fourth.”” Although these data do not deal with total
doses dispensed by specialty, it is commonly postulated that the
population served in EDs as a whole is at high risk for opioid
abuse.”’

The significant increase in opioid-related deaths has raised
the concern of many.”®® This problem has also been observed
in the pediatric population.””** Action at the national level
includes the recent proposal from the Food and Drug
Administration for the establishment of physician education
programs for the prescribing of long-acting and extended-release
opioids as part of their national opioid risk evaluation and
mitigation strategy (the REMS program).*” State efforts to
address this issue have included the development of statewide
opioid prescribing guidelines, such as those developed by the
Utah Department of Health'” and statewide ED opioid
prescribing guidelines, such as those developed in Washington
State by the Washington chapter of the American College of
Emergency Physicians (ACEP) working with other state
organizations.'® Some individual EDs and emergency physician
groups have also promulgated opioid prescribing guidelines.
Some of these policies also deal with the necessity of patient
education about the safe use and proper disposal of opioid
medications. Early data indicate that, in some cases, these
guidelines may decrease prescription opioid overdose.*
Anecdotal experience suggests that public policies such as these
may change patient perceptions of appropriate prescribing and
mitigate complaints arising from more stringent prescribing
practices. ACEP has approved related policy statements about
optimizing the treatment of pain in patients with acute
presentations and the implementation of electronic prescription

. . 27,2
drug monitoring programs.*”*"
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This clinical policy addresses several issues believed to be
important in the prescribing of opioids by emergency
physicians for adult patients treated and released from the
ED for whom opioids may be an appropriate treatment
modality. Although relieving pain and reducing suffering are
primary emergency physician responsibilities, there is a
concurrent duty to limit the personal and societal harm that
can result from prescription drug misuse and abuse. Because
long-acting or extended-release opioids are not indicated for
the treatment of acute pain, the aim of this clinical policy is
to provide evidence-based recommendations for prescribing
short-acting opioids for adult ED patients with painful acute
or chronic conditions while attempting to address the
increasing frequency of adverse events, abuse, and overdose
of prescribed opioid analgesics.

METHODOLOGY

This clinical policy was created after careful review and
critical analysis of the medical literature. The critical questions
were formulated in the PICO (patient, intervention,
comparison, outcome)”’ format to strengthen the clarity and
scientific rigor of the questions. Searches of MEDLINE,
MEDLINE InProcess, and the Cochrane Library were
performed. All searches were limited to English-language
sources, human studies, adults, and years 2000 to 2011. Specific
key words/phrases and years used in the searches are identified
under each critical question. In addition, relevant articles from
the bibliographies of included studies and more recent articles
identified by committee members were included.

This policy is a product of the ACEP clinical policy
development process, including expert review, and is based on
the literature; when literature was not available, consensus of
panel members was used. Expert review comments were
received from emergency physicians, toxicologists, pain and
addiction medicine specialists, pharmacologists, occupational
medicine specialists, and individual members of the American
Academy of Clinical Toxicology, American Academy of Family
Physicians, American Academy of Pain Medicine, American
Chronic Pain Association, American College of Occupational
and Environmental Medicine, American College of Osteopathic
Emergency Physicians, American College of Physicians,
American Pain Society, American Society of Health-System
Pharmacists, American Society of Interventional Pain
Physicians, Emergency Medicine Resident’s Association, and
Emergency Nurses Association. Their responses were used to
further refine and enhance this policy; however, their responses
do not imply endorsement of this clinical policy. Clinical
policies are scheduled for revision every 3 years; however,
interim reviews are conducted when technology or the practice
environment changes significantly. The Centers for Disease
Control and Prevention was the funding source for this clinical
policy.

All articles used in the formulation of this clinical policy were
graded by at least 2 subcommittee members for quality and
strength of evidence. The articles were classified into 3 classes of

evidence on the basis of the design of the study, with design 1
representing the strongest evidence and design 3 representing
the weakest evidence for therapeutic, diagnostic, and prognostic
studies, respectively (Appendix A). Articles were then graded on
dimensions related to the study’s methodological features:
blinded versus nonblinded outcome assessment, blinded or
randomized allocation, direct or indirect outcome measures
(reliability and validity), biases (eg, selection, detection,
transfer), external validity (ie, generalizability), and sufficient
sample size. Articles received a final grade (Class L, 1L, III) on the
basis of a predetermined formula, taking into account the design
and study quality (Appendix B). Articles with fatal flaws or that
were not relevant to the critical question were given an “X”
grade and were not used in formulating recommendations for
this policy. Evidence grading was done with respect to the
specific data being extracted and the specific critical question
being reviewed. Thus, the level of evidence for any one study
may have varied according to the question, and it is possible for
a single article to receive different levels of grading as different
critical questions were answered. Question-specific level of
evidence grading may be found in the Evidentiary Table
included at the end of this policy. Evidence grading sheets may
be viewed at htep://www.acep.org/clinicalpolicies/?pg=1.

Clinical findings and strength of recommendations about
patient management were then made according to the following
criteria:

Level A recommendations. Generally accepted principles for
patient management that reflect a high degree of clinical
certainty (ie, based on strength of evidence Class I or
overwhelming evidence from strength of evidence Class 11
studies that directly address all of the issues).

Level B recommendations. Recommendations for patient
management that may identify a particular strategy or range of
management strategies that reflect moderate clinical certainty
(ie, based on strength of evidence Class II studies that directly
address the issue, decision analysis that directly addresses the
issue, or strong consensus of strength of evidence Class 111
studies).

Level C recommendations. Other strategies for patient
management that are based on Class III studies, or in the
absence of any adequate published literature, based on panel
consensus.

There are certain circumstances in which the
recommendations stemming from a body of evidence should
not be rated as highly as the individual studies on which they
are based. Factors such as heterogeneity of results, uncertainty
about effect magnitude and consequences, and publication bias,
among others, might lead to such a downgrading of
recommendations.

This policy is not intended to be a complete manual on the
evaluation and management of adult ED patients with painful
conditions where prescriptions for opioids are being considered,
but rather is a focused examination of critical issues that have
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particular relevance to the current practice of emergency
medicine.

The goal of the ACEP Opioid Guideline Panel is to
provide an evidence-based recommendation when the
medical literature provides enough quality information to
answer a critical question. When the medical literature does
not contain enough quality information to answer a critical
question, the members of the ACEP Opioid Guideline Panel
believe that it is equally important to alert emergency
physicians to this fact.

Recommendations offered in this policy are not intended to
represent the only management options that the emergency
physician should consider. ACEP clearly recognizes the
importance of the individual physician’s judgment. Rather, this
guideline defines for the physician those strategies for which
medical literature exists to provide support for answers to the
critical questions addressed in this policy.

Scope of Application. This guideline is intended for
physicians working in hospital-based EDs.

Inclusion Criteria. This guideline is intended for adult
patients presenting to the ED with acute noncancer pain or an
acute exacerbation of chronic noncancer pain.

Exclusion Criteria. This guideline is not intended to
address the long-term care of patients with cancer or chronic
noncancer pain.

CRITICAL QUESTIONS

1. In the adult ED patient with noncancer pain for whom
opioid prescriptions are considered, what is the utility of
state prescription drug monitoring programs in identifying
patients who are at high risk for opioid abuse?

Recommendations

Level A recommendations. None specified.

Level B recommendations. None specified.

Level C recommendations. The use of a state prescription
monitoring program may help identify patients who are at high
risk for prescription opioid diversion or doctor shopping.

Key words/phrases for literature searches: opioid, drug
prescriptions, drug monitoring, drug utilization review,
substance abuse detection, drug-seeking behavior, drug and
narcotic control, substance-related disorders, physician’s practice
patterns, program evaluation, emergency service, and variations
and combinations of the key words/phrases with exclusion of
cancer.

Emergency physicians must balance oligoanalgesia
(undertreatment or ineffectual treatment of pain) with concerns
about drug diversion* and doctor shopping. ™’ Therefore, the

*Drug diversion: The diversion of drugs for nonmedical use through
routes that do not involve the direct prescription of the drug by a
provider. Diverted drugs might be provided by family or friends,
purchased on the street market, or obtained through fraudulent
prescription. Epidemiologic data suggest that most opioids used
nonmedically are obtained through these means.

development of mechanisms to address these issues is justified.
The expanded use of prescription drug monitoring programs to
curb prescription opioid misuse was recommended in the 2011
Prescription Drug Abuse Prevention Plan released by the White
House Office of National Drug Control Policy.** Prescription
drug monitoring programs are state-based monitoring programs
for certain controlled substances that are prescribed by licensed
practitioners and dispensed by pharmacies. Although existing in
various forms for more than 3 decades, the first effort to
standardize prescription drug monitoring practice was the
passage in 2005 of the National All Schedules Prescription
Electronic Reporting Act (NASPER). Unfortunately, this
federal legislative mandate that intended to harmonize
prescription drug monitoring programs across the various states
has yet to be fully funded.

Prescription drug monitoring programs ideally serve multiple
functions, including identifying patients who engage in doctor
shopping, and patients, providers, or pharmacies who engage in
diversion of controlled substances and providing information
about prescribing trends for surveillance and evaluation
purposes. Such information may serve to benefit the patients,
the health care system, epidemiologists, policymakers, regulatory
agencies, and law enforcement.” Certain large health care
systems, particularly closed prescribing systems such as the
Veterans Administration and health maintenance organizations,
maintain databases that allow prescribers to view recent
prescriptions of enrolled clients or patients. Forty-one states
have operational prescription drug monitoring programs of
various complexity and capability, with an additional 7 states
having prescription drug monitoring program legislation in
place but with programs that are not yet operational. *® Most
states allow health care providers and pharmacists to access the
programs for patients under their care. Other groups such as law
enforcement and regulatory boards may also have access. One
program tracks only schedule II drug prescriptions, whereas
most track drug prescriptions of schedule IT to IV or I to V
drugs.

Despite prescription drug monitoring programs providing an
intuitive perception of benefit for the medical community, there
are limited data to indicate any benefit of these programs for
improving patient outcomes or reducing the misuse of
prescription drugs.”” In part, this relates to the limited
optimization of and standardization between the programs and

the lack of a mechanism to allow interstate communication.>’

fDoctor shopping: The practice of obtaining prescriptions for
controlled substances from multiple providers, which is regarded
as a possible indication of abuse or diversion. There is no rigorous
definition, and various authors have defined it in different ways,
from 2 or more prescribers within 30 days, greater than 4 during 1
year, and greater than 5 during 1 year.>°>? It has also been
defined as the amount of drug obtained through doctor shopping
compared with the amount intended to be prescribed.®® The use of
“pill mills,” in which a prescriber provides ready access to
prescriptions or pills, can be considered a form of doctor shopping.
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One study has demonstrated that compared with states without
a prescription monitoring program, those with such a program
had a slower rate of increase in opioid misuse.”®

In an attempt to quantify the effect of a prescription drug
monitoring program, Bachren et al®*? conducted a prospective
study (Class III) of 18 providers who cared for a convenience
sample of adult patients with pain in a single Ohio ED. After
the clinical assessment of a patient, the researchers queried the
providers about 3 patient-specific issues: (1) the likelihood of
querying the state’s prescription drug monitoring program,
called Ohio Automated Rx Reporting System; (2) the likelihood
of providing an opioid prescription at discharge; and (3) if yes,
which opioid and what quantity. They were then provided with
a printout of the patient data from the prescription drug
monitoring program and asked to reassess the same questions.
Of the 179 patients with complete data, information from the
Ohio Automated Rx Reporting System altered prescribing
practice in 74 of 179 (41%). The majority (61%) of these
patients received fewer or no opioids, whereas 39% received
more. The change in management was attributed to the number
of previous prescriptions, 30 of 74 (41%); number of previous
prescribers, 23 of 74 (31%); number of pharmacies used, 19 of
74 (26%); and number of addresses listed, 12 of 74 (16%). A
limitation of this study was that 4 prescribers accounted for
almost two thirds of the total patient encounters. In this study,
knowledge of the information provided by a prescription drug
monitoring program had an important impact on the
prescription practices for controlled substances in an ED,
although the actual effect of prescription drug monitoring
program data on patient outcomes in this study is unknown.

Although not specifically evaluating the benefit of
prescription drug monitoring programs on identifying high-risk
patients, Hall et al,>? in a Class I1I study, reviewed
characteristics of decedents who died of prescription drugs in
West Virginia and reported that opioid analgesics accounted for
93% of deaths. Cross-referencing the medical examiner’s
detailed analysis of the cause of death with the West Virginia
prescription monitoring program, the authors determined the
prescription history of the drug associated with each fatality.
Patients who had received controlled drugs from 5 or more
prescribers in the year before death were defined as engaging in
“doctor shopping,” whereas those whose death was not
associated with a valid prescription were considered to have
obtained their drugs through “diversion.” Of the 295 deaths
that were reviewed, the mean age of patients who died was 39
years, and 92% were between ages 18 and 54 years. Diversion
was associated with 186 (63%) of the fatalities, and doctor
shopping was associated with 63 (21%) of the fatalities. Of the
295 total decedents, 279 (95%) had at least 1 indicator of
substance abuse, and these differed according to whether the
drug was obtained through diversion or doctor shopping.
Deaths involving diversion were associated with a history of
substance abuse (82.3% versus 71.6%; odds ratio [OR] 1.8;
95% confidence interval [CI] 1.0 to 3.4), nonmedical route of

pharmaceutical administration (26.3% versus 15.6%; OR 1.9;
95% CI 1.0 to 3.8), and a contributory illicit drug (19.4%
versus 10.1%; OR 2.1; 95% CI 1.0 to 4.9). Patients with
evidence of doctor shopping were significantly more likely to
have had a previous overdose (30.2% versus 13.4%; OR 2.8;
95% CI 1.4 to 5.6) and significantly less likely to have used
contributory alcohol (7.9% versus 19.8%; OR 0.3; 95% CI 0.1
to 0.9). Few patients (8.1%) were involved in both doctor
shopping and diversion. The study suggests that the
information provided by a prescription drug monitoring
program, with correct interpretation and action based on that
knowledge, might have prevented some inappropriate
prescribing and poor outcomes in this patient population.

In another Class III study, Pradel et al*?> monitored
prescribing trends for buprenorphine in a select area of France,
using a prescription drug database during a multiple-year
period. During this time, a prescription drug monitoring
program was implemented, allowing a before-after comparison
of the buprenorphine prescribing pattern for more than 2,600
patients. The doctor shopping drug quantity, which was defined
as the total drug quantity received by the patient minus the
quantity prescribed by an individual provider, increased from
631 g in the first 6 months of 2000 to a peak of 1,151 g in the
first 6 months of 2004, equivalent to 143,750 days of treatment
at 8 mg/day. The doctor shopping ratio, determined as the ratio
of the quantity delivered to the quantity prescribed, increased
steadily from early 2000 (14.9% of the grams of drug
prescribed) to a peak value in the first 6 months of 2004
(21.7%). After implementation of the prescription drug
monitoring program in early 2004, this value decreased rapidly,
in fewer than 2 years reaching the value observed in 2000. The
points of inflection of the doctor shopping curves (quantity and
ratio) coincided with the implementation of the prescription
drug monitoring program, suggesting an immediate benefit of
this program. The prescribed quantity did not change after the
implementation, indicating that access to treatment may not
have changed. Eighty percent of the total doctor shopping
quantity of buprenorphine was obtained by approximately 200
(8%) of the total patients. However, it is difficult to make any
inferences about the effect of a decrease in doctor shopping,
given the fractional amount of total prescribing accounted for
by this practice.’® The authors suggested that the doubling in
the street price of buprenorphine after the prescription drug
monitoring program implementation was an indicator of
success.

An observational study of opioid-related deaths by Paulozzi et
al®” highlights some important considerations in the assessment
of the effectiveness of prescription drug monitoring programs.
The authors assessed the mortality rate from 1999 to 2005 from
schedule II and III prescription opioids in the United States and
compared states that had prescription drug monitoring
programs with those that did not. They further divided states
with prescription drug monitoring programs into those that
proactively informed prescribers, generally by mail, of potential
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misuse and those that did not. This study found no difference
in the mortality rates over time for states with and without a
prescription drug monitoring program, nor did states with
proactive prescription drug monitoring programs perform better
than those with programs that were not proactive. There was a
nonsignificantly lower rate of consumption of schedule II
opioids and a significantly higher rate of consumption of
hydrocodone (schedule III) in states that had a prescription
drug monitoring program. A major limitation of this study is
that the variability in the prescription drug monitoring program
structure, including the ability of health care providers to access
the database, was not considered. Current applicability is
somewhat limited by substantial changes in the manner in
which prescription drug monitoring programs function since
the study was conducted, including the extent of physician
access and the definition of patient inclusion criteria. Because of
the practical limitation of the delay in informing the
prescriber of a patient’s potential drug misuse, the proactive
notification aspect of these programs would have minimal
effect on emergency medical practice in states that cannot
provide prescription drug monitoring program data in real
time.

In conclusion, there are no studies that directly evaluate the
effect of real-time, voluntary access to a prescription drug
monitoring program on prescribing practices of emergency
physicians. In addition, the broader effect of such access on
diversion, abuse, doctor shopping, mortality, and the possibility
of pain undertreatment remains undefined. Prescription drug
monitoring programs have many limitations in their current
format, including complex access issues, limitations on access
permission, thresholds for patient listing, timeliness, interstate
communication, and whether the data are presented to the
physician automatically or require physician effort to retrieve.
Furthermore, the recent addition of prescription drug
monitoring programs in several states and continuing changes in
the structure or function of existing programs limit the direct
application of even recently published research. Legislation
designed to improve prescription drug monitoring program
operation (eg, NASPER) has stalled or remained underfunded,
and concerns over patient confidentiality have often trumped
public health concerns. Until an interstate, frequently updated,
multiple-drug-schedule, easily accessible, widely used
prescription drug monitoring system is implemented, the
likelihood of success is limited.”

2. In the adult ED patient with acute low back pain, are
prescriptions for opioids more effective during the acute
phase than other medications?

Recommendations

Level A recommendations. None specified.

Level B recommendations. None specified.

Level C recommendations. (1) For the patient being
discharged from the ED with acute low back pain, the

emergency physician should ascertain whether nonopioid
analgesics and nonpharmacologic therapies will be adequate for
initial pain management.

(2) Given a lack of demonstrated evidence of superior efficacy
of either opioid or nonopioid analgesics and the individual and
community risks associated with opioid use, misuse, and abuse,
opioids should be reserved for more severe pain or pain
refractory to other analgesics rather than routinely prescribed.

(3) If opioids are indicated, the prescription should be for the
lowest practical dose for a limited duration (eg, <1 week), and
the prescriber should consider the patient’s risk for opioid
misuse, abuse, or diversion.

Key words/phrases for literature searches: acute low back
pain, opioid, and variations and combinations of the key
words/phrases.

Acute low back pain is a common ED presenting complaint.
Opioids are frequently prescribed, expected, or requested for
such presentations.””*" In a recent study, it was estimated that
low back pain—related disorders result in approximately 2.6
million annual ED visits in the United States. Of medications
either administered in the ED or prescribed at discharge, the
most frequently used classes were opioids (61.7%; 95% CI
59.2% to 64.2%), nonsteroidal anti-inflammatory drugs
(NSAIDs) (49.6%; 95% CI 46.7% to 52.3%), and muscle
relaxants (42.8%; 95% CI 40.2% to 45.4%).! The opioid
analgesics most commonly prescribed for low back pain,
hydrocodone and oxycodone products, are also those most
prevalent in a Government Accountability Office study of
frequently abused drugs.*” Low back pain as a presenting
complaint was also observed in a recent study to be associated
with patients at higher risk for opioid abuse.*® Low back pain,
although a common acute presentation, is also often persistent
and recurrent, with 33% of patients continuing to complain of
moderate-intensity pain and 15% of severe pain at 1 year from
initial presentation. Symptoms recur in 50% to 80% of people
within the first year.** In one study, 19% reported opioid use at a
3-month follow-up.*” Emergency physicians, as a specialty, are
among the higher prescribers of opioid pain relievers for patients
aged 10 to 40 years.”” Recent data show simultaneous increases in
overall opioid sales rates and prescription opioid-related deaths and
addiction rates and suggest that widespread use of opioids has
adverse consequences for patients and communities.®

There is a paucity of literature that addresses the use of
opioids after ED discharge for acute low back pain versus the
use of NSAID:s or the combination of NSAIDs and muscle
relaxants. Two meta-analyses published in the last 5 years
identified relatively few valid studies that address the use of
opioids for low back pain.*>4°

In a Class III 2008 Cochrane review, NSAIDs were
compared with opioids and muscle relaxants for the treatment
of low back pain.“® Three studies were reviewed that compared
opioids (2 of which are no longer in use) with NSAIDs for
treatment of acute low back pain, including 1 study considered
by the Cochrane reviewers to be of higher quality.”” None of
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the individual studies found statistically significant differences in
pain relief. A Class IIT review by McIntosh and Hall* of clinical
evidence for treatment of acute low back pain similarly found
no evidence for superiority of opioids over other therapies and
no direct information to demonstrate that opioids were better
than no active therapy; however, the authors concluded that the
opioid-related studies were too small to detect any clinically
important differences.

A Class III Cochrane review of NSAID treatment for acute
low back pain evaluated 65 studies (including more than 11,000
patients) of mixed methodological quality that compared
various NSAIDs with placebo, other drugs, other therapies, and
other NSAIDs.*® The review authors concluded that NSAIDs
are slightly effective for short-term symptomatic relief in
patients with acute and chronic low back pain without sciatica
(pain and tingling radiating down the leg). In patients with
acute sciatica, no difference in effect between NSAIDs and
placebo was found but moderate efficacy was found for opioids.
The systematic review also reported that NSAIDs are no more
effective than other drugs (acetaminophen, opioids, and muscle
relaxants). Placebo and acetaminophen had fewer adverse effects
than NSAIDs, and NSAIDS had fewer adverse effects than
muscle relaxants or opioids.

A 2003 Cochrane review of muscle relaxants for low back
pain (Class X because it did not address the role of opioids)
found that muscle relaxants were effective for short-term
symptomatic relief in patients with acute and chronic low back
pain.48 However, muscle relaxants were associated with a high
incidence of adverse effects. This study cited strong evidence in
4 trials involving a total of 294 people that oral
nonbenzodiazepine muscle relaxants are more effective than
placebo in patients with acute low back pain for short-term pain
relief, global efficacy, and improvement of physical outcomes.

Although no superiority has been demonstrated for opioids
over other therapies for treatment of acute low back pain,
groups have recommended against use of opioids as first-line
therapy for treatment of this problem.*”>° A guideline for
diagnosis and treatment of low back pain endorsed by the
American College of Physicians and the American Pain Society
recommends opioids only for severe, disabling pain that is not
controlled or not likely to be controlled with acetaminophen or
NSAIDs.”” In their 2007 guidelines, the American College of
Occupational and Environmental Medicine stated that routine
use of opioids for acute, subacute, or chronic low back pain is
not recommended.”

Several observational non-ED studies also suggest caution
with regard to opioid prescribing for back pain. Franklin et a
in a retrospective study (Class X because of the non-ED patient

1’51

population), found that workers with acute low back injury and
worker’s compensation claims who were treated with
prescription opioids within 6 weeks of acute injury for more
than 7 days had a significantly higher risk for long-term
disability. In a subsequent Class III population-based
prospective study of opioid use among injured Washington

State workers with low back pain, Franklin et al’* observed a
strong association between the amount of prescribed opioids
received early after injury and long-term use of prescription
opioids. A retrospective study of 98 workers with acute low back
pain and subsequent disability claims by Mahmud et al”® found
that patients whose treatment of new work-related low back
pain involved opioid use for 7 days or more were more likely to
have long-term disability (relative risk 2.58; 95% CI 1.22 to
5.47); however, the direct applicability of this study (Class X)
was limited because most patients were not seen in the ED. In
another study that addressed associations of long-term outcome
with opioid therapy for nonspecific low back pain, Volinn et
al’* found that the odds of chronic work loss were 11 to 14
times greater for claimants treated with schedule II (“strong”)
opioids compared with those not treated with opioids at all.
They further observed that the strong associations between
schedule II use and long-term disability suggest that for most
workers, opioid therapy did not arrest the cycle of work loss and
pain. Although this study was also graded as Class X because of
the population selected and failure to directly address acute or
immediate benefit, the results highlight potential problems of
treating acute low back pain with opioids.54 Unfortunately,
causation cannot be directly inferred from these studies because
of possible confounding.

In summary, although opioids currently offer the most potent
form of pain relief, there is essentially no published evidence
that the prescription of opioid analgesics for acute low back pain
provides benefit over other available medications or vice versa.
Several observational studies suggest associations of both
prescription of “strong” opioids or longer prescription duration
(greater than 7 days) and early opioid prescribing with worsened
functional outcomes. Additionally, as noted, the overall
increased rate of opioid sales has been strongly associated with
adverse effects in the community (overdose, addiction, aberrant
use, and death).® Therefore, it can be recommended that
opioids not be routinely prescribed for acute low back pain but
reserved for select ED patients with more severe pain (eg,
sciatica) or pain refractory to other drug and treatment
modalities. Prescriptions for opioids should always be provided
for limited amounts and for a limited period. Extra caution
(such as use of prescription drug monitoring programs and
seeking of collateral patient information such as patient visit
history) may be indicated for patients identified as possibly
having an increased risk for substance dependence or abuse.

3. In the adult ED patient for whom opioid prescription is
considered appropriate for treatment of new-onset acute
pain, are short-acting schedule II opioids more effective
than short-acting schedule III opioids?

Recommendations

Level A recommendations. None specified.

Level B recommendations. For the short-term relief of acute
musculoskeletal pain, emergency physicians may prescribe
short-acting opioids such as oxycodone or hydrocodone
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products while considering the benefits and risks for the
individual patient.

Level C recommendations. Research evidence to support
superior pain relief for short-acting schedule II over schedule III
opioids is inadequate.

Key words/phrases for literature searches: opioids, schedule I1
narcotics, schedule III narcotics, acute pain, acute disease,
emergency service, and variations and combinations of the key
words/phrases.

Schedules IT and I1I are classifications established by the
Comprehensive Drug Abuse Prevention and Control Act of
1970 and determined by the Drug Enforcement
Administration. Among other criteria, classification decisions
for specific drugs are based on judgments about the potential for
their abuse. Schedule II opioids include morphine (eg, MS
Contin), oxymorphone (eg, Opana), oxycodone (eg,
Roxicodone) and oxycodone combination products (eg,
Percocet, Percodan), as well as hydromorphone (eg, Dilaudid)
and fentanyl (eg, Duragesic patch, Actiq). Schedule III opioids
include combination products, such as hydrocodone (15 mg or
less) combined with acetaminophen (eg, Vicodin, Lortab) or
ibuprofen (eg, Vicoprofen), as well as some of the codeine
combination products.”” Schedule classifications for opioids
may change over time in response to a number of factors,
including their perceived risk of abuse. Calls to reclassify
hydrocodone combination products (eg, Vicodin, Lortab) from
schedule IIT to schedule II have increased in recent years in
response to increasing levels of abuse of these substances.

These recommendations address only new-onset acute pain.
Long-acting or extended-released schedule II products such as
oxycodone ER (OxyContin), methadone, fentanyl patches, or
morphine extended-release (MS Contin) are indicated for
chronic pain and should not be used for acute pain.”® Long-
acting and extended-release opioids are for use in opioid-
tolerant patients only and are not intended for use as an “as-
needed” analgesic. In addition, the immediate-release oral
transmucosal formulations of fentanyl are indicated only for
breakthrough pain relief in cancer patients who are already taking
sustained-release medications and are opioid tolerant. These
formulations should not be used for acute new-onset pain.

As part of the decision to prescribe opioids for new onset of
acute pain, the care provider can select between short-acting
schedule II or IIT agents (Table). In general, equianalgesic doses
of opioids are equally efficacious in relieving pain. Therefore, 2
priori, there is no reason to consider an equianalgesic dose of a
short-acting schedule II opioid more effective in providing pain
relief than a short-acting schedule III opioid. However, some
studies have compared schedule II and III opioids combined
with nonopioid analgesics with one another. Two prospective
randomized controlled trials have compared the efficacy of
short-acting oxycodone, a schedule II drug, with hydrocodone
combination products (schedule III) and found them to be
equal.””?® In 2005, Marco et al’” compared single doses of

Table. Short-acting oral opioid formulations. Dose and interval
are recommended starting dosing ranges.

Medication Initial Dose/Interval Schedule
Codeine/APAP 30-60 mg* PO Q4-6h PRN 1]l
Codeine 30-60 mg PO Q4-6h PRN I
Hydrocodone /APAP 515 mg* PO Q4-6h PRN 1]l
Hydromorphone 2-4 mg PO Q4-6h PRN 1]
Morphine 15-30 mg PO Q4-6h PRN I
Oxycodone/APAP 5-15 mg* PO Q4-6h PRN 1]
Oxycodone 5-15 mg PO Q4-6h PRN 1]
Oxymorphone 10-20 mg PO Q4-6h PRN 1]

APAP, acetaminophen; h, hour; mg, milligram; PO, by mouth; PRN, as needed;
Q, every.

*Listed dose is of the opioid component. Note that the acetaminophen compo-
nent is now limited to 325 mg or less per pill.

oxycodone 5 mg with hydrocodone 5 mg (both combined
with 325 mg acetaminophen). In this single-site Class II
study of 67 adolescent and adult subjects with acute
fractures, no differences in analgesic efficacy were observed at
30 or 60 minutes. Constipation rates were higher for
hydrocodone. In a 2002 Class I study, Palangio et al’®
compared oxycodone 5 mg combined with acetaminophen
325 mg (schedule II) with hydrocodone 7.5 mg combined
with ibuprofen 200 mg (schedule III) in a prospective,
multicenter, multidose, randomized controlled trial of 147
adules with acute or recurrent low back pain. During an 8-
day study period, no differences were found in pain relief,
doses taken, global evaluations of efficacy, health status, or
pain interference with work. As noted above, equianalgesic
doses of opioids have similar efficacy in the treatment of
acute pain, no matter their Drug Enforcement
Administration classification. Given this understanding, it
was not unexpected that 2 randomized controlled trials
comparing schedule II with III agents found no differences
in analgesic efficacy.

4. In the adult ED patient with an acute exacerbation of
noncancer chronic pain, do the benefits of prescribing
opioids on discharge from the ED outweigh the potential
harms?

Recommendations

Level A recommendations. None specified.

Level B recommendations. None specified.

Level C recommendations. (1) Physicians should avoid
the routine prescribing of outpatient opioids for a patient
with an acute exacerbation of chronic noncancer pain seen in
the ED.

(2) If opioids are prescribed on discharge, the prescription
should be for the lowest practical dose for a limited duration
(eg, <1 week), and the prescriber should consider the patient’s
risk for opioid misuse, abuse, or diversion.

(3) The clinician should, if practicable, honor existing
patient-physician pain contracts/treatment agreements and
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consider past prescription patterns from information sources
such as prescription drug monitoring programs.

Key words/phrases for literature searches: opioid, patient
discharge, pain, emergency service, and variations and
combinations of the key words/phrases with exclusion of cancer.

Patients with chronic noncancer pain, either already taking
opioids or not, commonly present to the ED for treatment of
acute exacerbation of their pain. There have been no studies
that evaluate the efficacy or potential harms of prescribing
opioids specifically for these patients on discharge from the ED.
Thus, given the paucity of evidence, this critical question cannot
be definitively answered. Despite the biological plausibility that
treating any acute exacerbation of pain with parenteral or oral
opioids should decrease pain intensity, no studies were found to
support this hypothesis.

Only 2 randomized controlled trials were identified that
addressed the use of short-acting opioids for the treatment of
breakthrough pain in patients taking opioids for chronic noncancer
pain; transmucosal fentanyl was the intervention for both trials.””*
Because of methodological problems, valid estimates for efficacy of
the intervention could not be determined, but adverse event rates
among both treated populations were common and similar (range
63% to 65%) (Class III).

A systematic review of nonrandomized studies by Devulder et
al®" examined the effect of rescue medications on overall
analgesic efficacy and adverse events. They examined 48 studies
of patients treated with long-acting opioids for chronic
noncancer pain and compared the analgesic efficacy and adverse
events among those that allowed short-acting opioid rescue
medications for breakthrough pain with those that did not allow
such rescue medications. Although graded Class X because of
lack of randomized studies and the limitation of harms studied
to adverse effects only, no significant difference in the analgesic
efficacy between the rescue and nonrescue studies was found.
There was also no difference between these 2 groups in the
incidence of nausea, constipation, or somnolence. Kalso et al,?
in a Class III systematic review, found that 80% of patients
receiving opioids for chronic noncancer pain had at least 1
adverse event, including nausea (32%), constipation (41%), and
somnolence (29%).

Studies of the use of opioids for chronic pain indicate that
adverse effects of these drugs are common. Several studies
assessed the adverse effects with the use of tramadol with
acetaminophen in the treatment of patients with chronic low
back pain.®*> All of the studies had high dropout rates and
reported adverse event rates of nausea, dizziness, and
somnolence between 8% and 17%. Allan et al,’° in a
nonblinded Class III study comparing transdermal fentanyl
versus oral morphine, found a constipation rate of 48% in the
morphine-treated patients compared with a rate of 31% in the
fentanyl-treated patients. Constipation was also the major
adverse effect in a Class I1I study by Hale et al®” comparing
oxymorphone extended release, oxycodone controlled release,

and placebo. Furlan et al,*® in a Class IT meta-analysis of 41
randomized studies of opioid use in the treatment of chronic
noncancer pain, found that constipation and nausea were the
only significant adverse effects. Holmes et al,*” however, in a
Class III study, assessed an opioid screening instrument, the
Pain Medication Questionnaire, in chronic noncancer pain
patients and found that those patients with a higher score were
more likely to have a substance abuse problem or request early
refills of their opioid prescription. In a retrospective Class 111
cohort study, Jensen et al”® conducted a 10-year follow-up on
patients discharged from a pain clinic and found that chronic
opioid treatment may put patients at risk for chronic
depression. Unfortunately, near-universal shortcomings of
these studies include the exclusion of patients with a history
of substance abuse, other significant medical problems, or
psychiatric disease, and lack of follow-up to detect long-term
effects such as aberrant drug-related behaviors, addiction, or
overdose. Therefore, studies such as these can be
confounded, making the ability to draw conclusions about
causality difficult.

Questions of opioid effectiveness involve the assessment of
reduction in pain and improvement in function for the patient,
potential patient adverse effects, and the potential harm to the
community (eg, opioid diversion and abuse) from the drugs
prescribed. Hall et al,” in a Class I1I retrospective analysis of
295 unintentional prescription overdose deaths, found that
93% were due to opioids, 63% represented pharmaceutical drug
diversion, 21% of the patients had engaged in doctor shopping,
and 95% of the patients had a history of substance abuse.
Although no studies have addressed the effects related to dose
and duration of prescribed opioids in this specific patient
population, 2 general studies have shown a correlation between
high daily opioid dose and overdose death.”"”

Patient assessment tools such as the Screener and Opioid
Assessment for Patients with Pain (SOAPP), Opioid Risk Tool
(ORT), Diagnosis, Intractability, Risk, and Efficacy (DIRE),
and others to assess the risk of prescription opioid misuse and
abuse have yet to be fully validated in the ED in terms of
sensitivity, specificity, and utility.”> Many, however, believe that
use of these tools, as imperfect as they are, represents a
beginning in the ability to better quantify potential risks related
to opioid prescribing for outpatients.

Many patients undergoing treatment for chronic noncancer
pain have pain contracts/treatment agreements with their
primary care providers. These should be honored if possible in
treating any acute exacerbation of their pain.”*”> As discussed
in critical question 1, use of prescription drug monitoring
programs may also assist the emergency physician in making
appropriate clinical decisions about the use of outpatient opioid
prescriptions for these patients.

FUTURE RESEARCH

Provider pain management practices related to opioids are

highly variable. In part, this variability reflects the lack of

evidence to guide many of these therapeutic decisions.”®
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Although there is high-quality research assessing the treatment
of acute pain with opioid analgesics during the ED encounter,
there is a paucity of studies assessing the benefits of prescribing
opioids for discharged ED patients with acute pain and chronic
noncancer pain, especially in comparison to other analgesic
drugs and pain treatment modalities. Therefore, clinical
decisions and practice recommendations must rely on practice
experience and consensus rather than research evidence.

ED populations typically include patients with unmet
substance abuse treatment needs and psychiatric comorbidities,
and many of these patients present with acute pain.”” In almost
all pain studies, these patients are excluded, leaving clinicians
with lictle evidence-based guidance for their pain management.
There are also significant research gaps in clearly understanding
the long-term harms of opioids, including drug abuse and
addiction, aberrant drug-related behaviors, and diversion. As
mentioned above, further research and validation is needed on
ED patient abuse and addiction-related assessment tools.
Additional studies to characterize individual patient-related risks
for opioid abuse are also greatly needed.

Although there has been recent widespread adoption of
prescription monitoring programs, there remains a dearth of
evidence about the effectiveness of these programs in altering
physician prescribing patterns or diminishing the adverse effects
of opioids in the community. For research in this area to
advance, further refinement of prescribing metrics (quantity,

duration, and frequency) and public health measures is required.

Comparison of the functionality and effectiveness of the various
state prescription drug monitoring program models may
provide additional insight into developing best practices that
could be adopted nationally, including the sharing of data
between states. Important distinctions among the states, such as
immediate online prescriber access to the prescription
monitoring program, should be examined for their relative
contributions. However, this type of analysis must consider
baseline variability among states for prescription opioid misuse
(versus heroin or methadone, for example) and other state-
specific issues (such as prescription-writing regulations).

With respect to the treatment of acute low back pain in the
ED, there is a need for quality studies comparing the
effectiveness of the more commonly prescribed opioids
(hydrocodone and oxycodone congeners and other
semisynthetic opioids) and nonopioid therapies, with attention
to confounding variables such as depression or other
psychopathology. Further study is needed to validate or refute
the reported associations of early or potent opioid prescribing
with increased rates of disability.”' Given the frequency of acute
low back pain as an ED presentation and its association with
perceived drug-seeking behavior,”® and with apparent higher
risk for misuse,” more attention needs to be paid to
discriminatory historical or physical factors that may be
predictive of drug-seeking or abuse to allow better matching of
treatment modality for individual patients.

Future studies should include additional multiple-dose
analgesic protocols to better understand the postdischarge
experience of patients with acute pain and what would
constitute optimum patient follow-up provisions. Investigators
should include clinically relevant study periods (days to weeks),
which vary by diagnosis; thus, trials should be stratified by
specific presenting complaints, pain site, discharge diagnosis,
and classification of pain type, ie, nociceptive, neuropathic, and
visceral pain. In addition to measuring pain and adverse effects,
functional outcomes, such as return to work or pain-related
quality-of-life measures, should be included.”” Straightforward
observational studies are needed to determine the relative
duration of different acute pain presentations, thus informing
decisions to prescribe an appropriate number of opioid doses
per prescription. Current prescribing practice often involves a
“one size fits all” pattern that is encouraged by electronic
prescribing software. Prescribing practices that ignore variable
durations of acute pain syndromes will predictably result in
undertreatment for some patients and overtreatment for others.
The latter increases the likelihood that unused opioids will be
diverted into nonmedical use in communities at risk.

Additional research should include evaluation of the
appropriateness of patient satisfaction as a quality metric as
related to patient expectations of opioids and the prevalence of
providers reporting pressure through low patient satisfaction
scores or administrative complaints to provide opioids when the
providers believe these drugs are not medically indicated. This
issue may gain increased importance with the institution of the
Hospital Consumer Assessment of Healthcare Providers and
Systems (HCAHPS) survey, which may tie some reimbursement
to patient satisfaction scores. Additional work is needed to
investigate what constitutes an appropriate educational
curriculum in both medical school and residency for physician
education concerning safe, appropriate, and judicious use of
opioids.

Research addressing the treatment of chronic noncancer
pain would be enhanced by the use of accepted case
definitions, standardized definitions of adverse events, and
validated pain measurements. Case definitions should use a
similar definition of chronic, nociceptive (musculoskeletal or
visceral) versus neuropathic pain, or pain by disease type
(headache, low back pain, etc). Research reporting also
requires more refined descriptions of opioid potency and
routes of administration.

Although opioids represent a treatment modality that has
long been used in patient care, it is clear by the paucity of
definitive answers to the questions posed in this document and
the significant number of future research issues that much work
remains to be done to clarify the best use of opioids in the care
of patients.

Relevant industry relationships/potential conflicts of
interest: Dr. Sporer is a consultant to Alcomed, a pharmaceutical
company. Dr. Todd serves on the Professional Advisory Board of the
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American Chronic Pain Association and has previously been a
consultant to the pharmaceutical industry.

Relevant industry relationships are those relationships with

companies associated with products or services that significantly
impact the specific aspect of disease addressed in the critical
questions.
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Evidentiary Table.
Study Year Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments Class
Measure/Criterion
Standard
Hall et al™ 2008 Retrospective, | Comparison of West Virginia Behaviors of those | 295 deaths; 67% | Actual source of opioids 1
population medical examiner data with who died of a male; 92% aged | involved in death not
based, patient data from the state pharmaceutical 18-54 y; 63% known; single state; not
observational prescription monitoring program | overdose; pharmaceutical | validated definitions;
study and opioid abuse treatment diversion; doctor diversion; 21% retrospective
program records shopping; doctor shopping;
substance abuse 95% substance
history; type of abuse history;
drug 93% opioids
Pradel et 2009 Database Review of prescription drug Determined Although there Reasons for multiple 1
al” database (not prescription prescribed quantity | was some providers or overlapping
monitoring program) to identify of buprenorphine, variation over or interrupted
amount of buprenorphine delivered quantity, | time, the trend prescriptions unclear;
delivered, prescribed, and and the doctor for prescribing did not examine risk
obtained by doctor shopping; shopping quantity | stayed constant | factors for abuse
extension of 2004 study, used overall and
multiple time period doctor shopping
comparisons; evaluation of trends decreased after
in doctor shopping over time 2004, associated
with the change
in the
mechanism by
which
prescriptions are
monitored
Baehren et 2010 Prospective, Physicians prescribing analgesics | Change in 179 enrolled; Convenience sample; 1
al® uncontrolled for nonacute pain were asked prescription for the | management majority of data from 4
details about the patient’s specific patient changed in 41%; | prescribers

prescription and then again after
being informed of the prescription
monitoring program search result
for that patient

61% received
fewer opioids,
39% received
more
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Evidentiary Table (continued).

Study Year Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments Class
Measure/Criterion
Standard
McIntosh 2011 Review of Multiple treatment modalities for | Clinical NSAIDs shown | The studies examining I
and Hall® randomized acute low back pain, including improvement of to effectively the effects of analgesics
controlled oral drugs, local injections, and low back pain improve such as acetaminophen
trials, nondrug treatment symptoms or opioids were
systematic compared with | generally too small to
reviews, and placebo, but use | detect any clinically
observational associated with | important differences
studies found gastrointestinal
searching adverse effects;
MEDLINE muscle
1966-12/2009, relaxants may
EMBASE reduce pain and
1980 to improve
12/2009, and clinical
Cochrane assessment but
database up to are associated
12/2009; 49 with adverse
studies met effects
inclusion including
criteria drowsiness,
dizziness,
nausea
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Roelofs 2008 | Cochrane NSAIDs and COX-2 inhibitors Clinical Review authors found 7 studies reported on 11
et al* review: administered to treat low back improvement of NSAIDs are not more acute low back pain, 5
search of pain low back pain effective than other drugs of which, including 1
MEDLINE, (acetaminophen, opioids, higher-quality study,
EMBASE, and muscle relaxants); did not find any
and placebo and acetaminophen | statistical differences
Cochrane had fewer adverse effects between NSAIDs and
central than NSAIDs, although the | opioids or muscle
registry of latter had fewer adverse relaxants; there is
controlled effects than muscle moderate evidence that
trials up to relaxants and opioids; the NSAIDs are not more
7/2007; 65 new COX-2 NSAIDs do not | effective than other
trials seem to be more effective drugs for acute low
qualified for than traditional NSAIDs but | back pain
review are associated with fewer
adverse effects, particularly
stomach ulcers, although
other literature has shown
that some COX-2 NSAIDs
are associated with
increased cardiovascular
risk
Videman | 1984 Double- 70 patients; comparative trial of Patients examined | Both regimens produced No mention of patient I
et al¥’ blind parallel | meptazinol vs diflunisal for up to | at 1-wk intervals marked improvement in randomization
study 3 wk for task capability, | most parameters, similar

range of motion,
and subjective pain
self-assessment

adverse effect profiles
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Evidentiary Table (continued).

Study Year Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Franklinet | 2009 Prospective Prospective cohort of workers Injury severity, For long-term users Addressed progression 1
al™ cohort; with back injuries interviewed at | pain, function, and | total number of to long-term use
Washington 18 days (medial) and 1 y after quantities of medications according to initial
State workers injury; pharmacy data obtained opioids used increased treatment and
with back from computerized records; significantly (P=.01) | continuation of same

injury; n=1,883

analyzed for demographic and
covariates

from the first to the
fourth quarter; after
adjustment for
baseline pain,
function, and injury
severity, the
strongest predictor of
longer-term opioid
prescriptions was
total number of
medications in the
first quarter; receipt
of >10 mg/day
medicine in first
quarter more than
tripled the odds of
receiving opioids
long term, and
receipt of >40
mg/day medicine in
first quarter had 6-
fold odds of
receiving long-term
opioids; amount of
prescribed opioid
received early after
injury predicts long-
term use
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Evidentiary Table (continued).

Study Year Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Marco et | 2005 Single site; Single dose of oxycodone 5 Primary outcomes | 88 subjects evaluated, 73 Small sample size 1I
al”’ prospective; mg/acetaminophen 325 mg were numeric pain | enrolled, 67 completed ED | powered to address
double blind; | schedule II vs hydrocodone 5 scores (0-10) at 30 | study period, 35 to acute pain during the
randomized mg/acetaminophen 325 mg and 60 min oxycodone, 32 to first 30 to 60 min in the
controlled schedule I11 hydrocodone; ED; study also assessed
trial; no baseline differences, no | adverse effects during a
concealment differences in outcomes at | longer period of time;
method 30 min: -0.6 (95% CI -1.8 excluded history of
described; ED to 0.5); 60 min -0.5 (95% alcohol or opioid or
patients with CI -2.0 to 1.0); adverse other substance abuse;
fractures effects higher for limited time period
constipation with
hydrocodone (21% vs 0%;
(95% CI 3% to 39%)
Palangio | 2002 Prospective Hydrocodone 7.5 mg/ibuprofen Primary outcome 147 subjects enrolled (75 Excluded drug or 1
etal’® multicenter 200 mg (schedule IIT) vs was mean daily hydrocodone/ibuprofen, 72 | alcohol abuse,
(18 sites), oxycodone 5 mg/acetaminophen | pain relief score at | oxycodone/acetaminophen), | concealment methods
randomized 325 mg (schedule II) endpoint (day 8 or | adults with acute or described
controlled day of recurrent low back pain
trial, discontinuation), requiring opioids, 85%
sequential study period up to 8 | completed study in both
assignment by days, intention-to- | groups, mean days to
computer- treat analysis endpoint 6.5 vs 6.9 days, no
generated baseline differences, no
randomization differences in pain relief,
schedule number of pills, global

evaluations, SF-36, pain
interference with work,
adverse events
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Portenoy | 2007 Randomized, Fentanyl buccal tablet for Pain before Fentanyl buccal tablet Severe selection bias in 11T
etal” double blind, breakthrough pain in chronic low | treatment and for 2 | effective for breakthrough | initial screening; for
placebo back pain patients h after treatment pain in chronic low back industry sponsored adverse
controlled pain; adverse effects in effects
65%; 34% during double-
blind phase
Simpson | 2007 Randomized, Fentanyl buccal tablet for Pain before Fentanyl buccal tablet Severe selection bias in 1
et al® double blind, breakthrough pain in chronic pain | treatment and for 2 | effective for breakthrough | initial screening; for
placebo patients h after treatment pain; adverse effects in industry sponsored adverse
controlled 63%; 22% dropout effects
Kalsoet |2004 Systematic Randomized trials in chronic Pain intensity 15 randomized trials were | 4-wk duration on 1
al” review noncancer pain comparing potent | outcomes included; 11 studies average; differing

opioids with placebo

compared oral opioids for
4 wk; pain intensity
decrease was 30%
compared with placebo;
only 44% were taking
opioids by mo 7 to 24;
80% of patients
experienced at least 1
adverse event:
constipation (41%),
nausea (32%),
somnolence (29%)

causes of pain; open
label in many of the
studies; limited power
calculations;
concealment not
maintained in some
studies
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Peloso et | 2004 | Prospective, | Tramadol/acetaminophen vs Pain VAS; pain 336 patients 35%-40% dropout rate; II
al® randomized, | placebo; patients with chronic relief rating scale; | randomized; pharmaceutical-
blinded low back pain requiring daily Short Form Magill | improved sponsored research
study medication for at least 3 mo Pain Questionnaire | mean final
SF-36; 3-mo trial pain scores (47
Vs 63;
P<.001),
adverse
effects: nausea
12%, dizziness
11%,
constipation
10%,
somnolence
9%
Ruoffet | 2003 | Prospective, | Tramadol/acetaminophen vs Pain VAS; pain 318 patients 153 of 318 dropped out; II
al® randomized, | placebo; patients with chronic relief rating scale; randomized; pharmaceutical-
blinded low back pain requiring daily Short Form Magill | tramadol sponsored research
study medication for at least 3 mo Pain Questionnaire | improved pain
SF-36; VAS (P=.15)
Roland Disability and final Pain
Questionnaire Relief Rating
Scale
(P<.001);
adverse
effects: nausea
13%,
somnolence
12%,
constipation

11%, dizziness
8%
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Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Schnitzer | 2000 | Prospective, | Tramadol/acetaminophen vs Time to 380 patients in | The dropout rate was I
et al® randomized, | placebo; patients with chronic discontinuation open-label the primary outcome;
blinded low back pain requiring daily because of phase; 254 pharmaceutical-
study medication for at least 3 mo inadequate pain entered into sponsored research
relief; Short Form blinded phase;
Magill Pain time to
Questionnaire; therapeutic
Roland Disability failure was
Questionnaire greater in the
placebo group
(P<.0001);
other
parameters
showed
improvement;
adverse
effects: nausea
17%, dizziness
15%,
somnolence
14%, headache
12%
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Allan et | 2005 | Nonblinded, | Transdermal fentanyl vs Pain relief (VAS Comparable Both groups had half of 11
al® randomized | sustained-release oral morphine; | scale); bowel pain relief, the participants drop
comparison | 680 total patients; dose titrated to | function (validated | noninferior, out; vague definition of
of 2 effect; followed for 13 mo; questionnaire); VAS score for | chronic low back pain;
treatments in | outpatient setting; not applicable | quality of life (SF- | fentanyl (56) not blinded

patients with
chronic low

to ED

36); disease,
progression (3-

vs morphine
(55); fentanyl

back pain point scale), days had lower
not working, constipation
adverse events all rate: fentanyl
during 13 mo (31%) vs
morphine
(48%)
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Hale et 2005 | Randomized | Comparison of oxymorphone VAS of pain score | Opioids were | Only 22 of 75 patients I
al”’ trial, blinded | extended-release vs oxycodone 4 h after morning superior to in the placebo group
controlled release vs placebo in dose; use of placebo at completed the study;
patients with chronic low back breakthrough pain | reducing VAS | included only patients
pain who were taking a stable medications; for pain receiving stable opioids
dose of opioids categorical pain compared with | and then randomized to
intensity, pain placebo, opioids or placebo;
intensity, global oxymorphone | baseline characteristics
assessment, adverse | (-27), between groups not
events oxycodone specified;
(-36); pharmaceutical-
oxymorphone | sponsored research
was

comparable to
oxycodone in
pain efficacy
and adverse
effects;
sedation and
constipation
were more
common with
opioids (35%
vs 29% vs
11%)
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/ Class
Measure/Criterion Comments
Standard
Furlan et | 2006 | Meta- Study included randomized trials | 41 randomized 81% of the studies Average II
al® analysis of any opioid for chronic studies with 6,019 | were believed to be of | duration of the

noncancer pain (defined as pain
for longer than 6 mo) vs placebo
or some other nonopioid
treatment

patients evaluated
for effectiveness
and adverse effects;
most (80%) had
nociceptive pain

high quality; dropout
rates were 33% in the
opioid group and 38%
in the placebo group;
opioids improved pain
and functional
outcomes compared
with placebo in
nociceptive and
neuropathic pain;
strong opioids were
superior to naproxen
and nortriptyline for
pain relief; weak
opioids were not
superior; constipation
and nausea were the
only significant
adverse effects
observed

study was 5 wk
(range 1-16 wk);
adequate random
patient
assignment in
only 17 of 41
trials; 90% of
trials were
pharmaceutical-
sponsored
research

£orjoq rearurd



ured Joj seoueisqnsg pajjosuo) Buiquosald J0) saulisping :sadipuaddy

Gev obed

: ¥ "ON ‘09 swmn[oA

7107 1940120

€7¢ ounipapy Luddowy fo seuuy

Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Holmes | 2006 | Prospective Convenience sample of patients Beck Depression 271 patients, Only 26% of patients I
et al” cohort who were new at a pain clinic; Inventory; divided into completed the full

Pain Medication Questionnaire
was administered; patients were
treated with interdisciplinary
treatment and/or medications
alone, depending on the results of
an initial evaluation

Confidential Pain
questionnaire; SF-
36; Million VAS;
Oswestry Disability
Questionnaire;
Physician Risk
Assessment; VAS

low-,
medium-, and
high-score
pain
medication
questionnaire;
high-score
group was
more likely to
have a known
substance use
problem (OR
2.6), request
early refills
(OR 3.2), or
drop out of
treatment (OR
2.3)

treatment program;
heterogeneous types of
pain diagnosis;
differing treatment
plans
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/Modality | Outcome Results Limitations/Comments | Class
Measure/Criterion
Standard
Jensen et | 2006 | Retrospective | Patients who were treated and Demographics, 160 patients; 160 of 279 possible 11
al” review of discharged from a pain clinic 10 y | health care 60% of patients participated;
cohort ago; medical records were utilization, patients were no control group

abstracted and questionnaires
were sent to willing participants

SF-36; Hospital
Anxiety and
Depression Scale;
Coping Strategy
Questionnaire;
CAGE* test

still taking
long-acting
opioids;

dose escalation
was unusual;
chronic users
had lower
health-related
quality of life
and higher
occurrence of
depression

COX-2, cyclooxygenase-2; ED, emergency department; /4, hour; mg, milligram; min, minute; mo, month; NSAID, nonsteroidal anti-inflammatory drug;

OR, odds ratio; SF-36, Short-Form Health Survey; VAS, visual analog scale; vs, versus; wk, week; y, year.
*CAGE (Cutting down, Annoyed, Guilty, Eye-opener) test is a method of screening for alcoholism.
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Appendix A. Literature classification schema.*

Design/Class

TherapyJr

Diagnosis*

. 8
Prognosis

1

Randomized, controlled trial or
meta-analysis of randomized trials

Nonrandomized trial

Case series
Case report
Other (eg, consensus, review)

Prospective cohort using a criterion
standard or meta-analysis of
prospective studies

Retrospective observational

Case series
Case report
Other (eg, consensus, review)

*Some designs (eg, surveys) will not fit this schema and should be assessed individually.

TObjective is to measure therapeutic efficacy comparing interventions.
*Objective is to determine the sensitivity and specificity of diagnostic tests.

SQObjective is to predict outcome, including mortality and morbidity.

Population prospective cohort
or meta-analysis of
prospective studies

Retrospective cohort
Case control

Case series
Case report
Other (eg, consensus, review)

Appendix B. Approach to downgrading strength of evidence.

Design/Class

Downgrading 1 2 3
None | 1l ]
1 level 1] 1] X
2 levels 1] X X
Fatally flawed X X X

Volume 60, NO. 4 :

October 2012

Annals of Emergency Medicine 525
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Appendix 16: Exit Strategy Guide

Exit Strategy Guide for Discontinuation of Opioid Therapy

The possibility of subsequent discontinuation from opioid therapy should be discussed

with the patient at the time that opioid therapy is initiated.

Determine patient is not sufficiently responsive to opioid therapy to
continue with such treatment
Suggested criteria:

e |Intolerable side effects at the minimum dose that produces effective
analgesia
Reasonable attempts at opioid rotation unsuccessful
Noncompliance with patient care agreement
Clinically rational dose escalation without adequate analgesia
Deterioration in physical, emotional, or social functioning attributed to
opioid therapv

!

Establish collaborative relationship with patient around need for
discontinuation of opioid therapy
Review exit criteria agreed upon in patient care agreement

Clarify that exit is for patient’s (not doctor’s) benefit

Clarify that exiting opioid therapy is not synonymous with abandoning
pain management or abandoning patient

Patient appears to
have a problem with
drug addiction

!

No apparent
addiction problem.
Patient able to
cooperate with
office-based taper.

!

Refer for addiction
management or co-
management

Taper opioids gradually
over one month
Implement non-opioid pain
management strategies,
including psychosocial
support, cognitive-
behavioral therapies,
physical therapy, non-
opioid analgesics,
management of insomnia,
anxiety, depression

Patient unable or
unwilling to cooperate
with outpatient taper

e Provide sufficient opioid for
one-month taper or
maintenance until admission

e Refer to inpatient program or
comprehensive outpatient
program, or similar services
as available
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Appendix 15 — Suggested Strategies for Tapering and Weaning

Liah Clnics onpe g Opiois for

Appendix 17: Suggested Strategies for
Tapering and Weaning

of Pan

Strategies for Tapering & Weaning

Strategies for tapering:

From a medical standpoint, weaning from opiocids can be done safely by

slowly tapering the opioid dose and taking into account the following issues:

* A decrease by 10% of the original dose per week is usually well tolerated
more rapidly without problems (over 6 to 8 weeks).

+ If opioid abstinence syndrome is encountered, it is rarely medically serious
although symptoms may be unpleasant.

+ Symptoms of an abstinence syndrome, such as nausea, diarrhea, muscle
pain and myocionus can be managed with clonidine 0.1 — 0.2 mg orally
every 6 hours or clonidine transdermal patch 0.1mg/24hrs (Catapres TTS-
1™) weekly during the taper while monitoring for often significant
hypotension and anticholinergic side effects. In some patients it may be
necessary to slow the taper imeline to monthly, rather than weekly
dosage adjustments.

* Symptoms of mild opioid withdrawal may persist for six months after
opioids have been discontinued.

* Consider using adjuvant agents, such as antidepressants to manage
irritability, sleep disturbance or antiepileptics for neuropathic pain.

+ Do not treat withdrawal symptoms with opioids or benzodiazepines after

+ Referral for counseling or other support during this period is
recommended if there are significant behavioral issues.

» Refemral to a pain specialist or chemical dependency center should be
made for complicated withdrawal symptoms.

Recognizing and managing behavioral issues during opioid weaning:
Opioid tapers can be done safely and do not pose significant health risks
to the patient. In contrast, extremely challenging behavioral issues may
Behavioral challenges frequently arise in the setting of a prescriber who is
tapering the opioid dose and a patient who places great value on the opioid
hefshe is receiving. In this setting. some patients will use a wide range of
interpersonal strategies to derail the opioid taper. These may include:
¢ Guilt provocation ("You are indifferent to my suffering”)
# Threats of various kinds
« [Exaggeration of their actual suffering in order to disrupt the progress of a
scheduled taper
There are no fool-proof methods for preventing behavioral issues during
an opicid taper, but strategies implemented at the beginning of the opioid
therapy are most likely to prevent later behavioral problems if an opioid taper
becomes necessary.

S7001

Wasshington State Agenoy Madical D¥ectors’ Group, 2007

Appendices: Guidelines for Prescribing Controlled Substances for Pain

Page A67



i2527
Text Box
Appendix 17: Suggested Strategies for Tapering and Weaning


"au| ‘saluedwo) |IIH-MeIDIIN 3yl Ag ‘v00Z @ yBlIAdoD "spa ‘Aousliod MY pue auld 9d ,,‘eIsabjeuy p1oidQ 01 apIN9 [ealul]) V., WoJy uolssiwiad yim pajuridey

. ‘2L L-GB/L66L SS8Id A
DIOIXO) I0A MBN BIBD 8ANBIES Ul Soido] "Spe ‘T Bienig 'Y AoUsLIOd (Ul "UCEA)SUOD
DBoNPUI-PIoIdD JO JusLsbBUBLU PUB JUBLUSSSSSY "My Aousliod ‘s Aqiaq wol pejdepy

sniey} Jo uoisindxa
selowoud ‘uonebul  (Usnjy umop-pue-dn)

Apnyessdolsod |njesn [eMOQ-18MO| SBPINOIY ysnjy skiieH
uonenoeas sajowoid
‘lemoq Jemo| seleinuins sules
uonenoens sajowoid
Bunel eq ueD  ‘jemoq Jemo| Selenuwing spns deog
sisieisuad ssonpu| Jeyem dej sjenbspeul s| Adessyl [eliul i sayoeoidde [BUOIIUSALOD SUIQUIOD IO UOIMS ‘&

R m——— sjoaye sziwndo o} Adeleyy pelosies Jo enpayos Buisop pue asop 1snipy ‘g

usyos 0} euwlsua swnjon-abie [00AI6 susjAuyieAiod 1o asn Alleg e
Aue 0] peppe aq Aew |0 [eisui |ONQUOS 4O 8SO|NJO.| JO asn Ale e
‘uonn|os 8yl waem o1 jnidieH awnjon abie

(usbe Buusyos
JUBLINOUOD B INOYIM 1O Yim) uonesedeid ojueyieo 19e1u0d B Jo asn Al e
uolenoeAs pue Apooesiq
‘sisielsuad ‘aunssaid 10 BUUSS SB UYONS 'OILeyleD 10BJU0D B JO (sAep £-z Auens) asn Jusnjuusiu| e
SesMned pue [pmog 8UOJE (syeSNoop wWnipos) usbe Buiuslos Aep B 1o [eu] e
spusisip Yeyl uononpo.d ; .
areydsoyd wnipos Jo ‘ejelyo wnissubew ‘epxoiphy wnissubew

seb 0} pes| Ueo pue _ . "
BuIl [BMOG] O} UBlLl Ue SE UoNns 'sAljexe| OIOWSO Ue Jo (SAep -z AleAs) 8sn JUaNILLIBIU| e

I sassejow ayy ul Jebns usied yum ssyoeosdde ssnosip pue suonuseiul oibojooelLieyd Jepisuo) 'z
|oo3s pejoedull ‘pley SUslos  [emog Jemo] SSleNLNG  sessejow pue I uonoedw jead) Jo N0 8Ny e
ewisus aswnjon-abie| Aep yoee awi awes sy} Je sjuswienow [emod ebeinoouy e
aiojeq palelsiuilipe [ools : uoljedsjep 1o} AoeAld pue LoJIOD ainsuT e
‘pauielal 8 UBD |10 )l 1seg  pajoedull ‘piey Susyos uonusial IO sreudoidde Ji uogeINGUIE puB AliGow eBeINoouT e

sigem Jad sewn g-1 (peyoadsns | UOKONIISCO [BMOQ

pesn aq Ael\  [@moq Jemo] seleinuils  sieydsoyd wnipos 10 pajeyigep Ajienes si Jusied ssajun) paleis|ol Se Jaq) AlelaIp aSeaIoU| e
GUINIOA |[BLLIS pa1els|0] Se 8xejul pINjl 8SE8IoU|

SJUSWILIOD/SUONEDIPU| wisiueyoap ewsig sjusied (e 10} sayoeoidde oibojooeuLeyduop |

sewaus Jo sadf] ‘yL a|qel uonjedijsuoo paonpui-pioido Buibeuew 1o} yoeosdde asimdals "¢ dais

Arewrwung 39939
apis prordQ :g[ xipuaddy



i2527
Text Box
Appendix 18: Opioid side effects Summary


BOUBNYEY BSEBIOUI

papodas usaq
aney saibsge

_.:.mE 1ongios WEDUBIS «
pUE 8S0{MoET » :
uojiEIpAyen peasonLow :a:oE_m.ﬁo
gonpoud few asrnuend « Anisses ag jsnw _m_v_mn__ mﬁMm
pauodal usaq BuNje} DBIpIeD 16 vm”mﬂ___am_u
BABY SBOLEISONS 10 Aousoinsu) RmAes ot
asey) o} seifuey « [BUES Yl SIUBlE oum sjUBIEd
uopauny $IN200 UolRAdSE peouanc Ul 55N PIOAY o
[BMOG SO} SaAEXE| § Bucwnaud piod) BLUNJOA IO SIBPIOSID aseasip
uo souspuadap Ag SNOLSS JO} [BUUSI0- » sifonose snoyss [RULLOPGE-BI)
pezUS|oRIBYD UDHIPUOD B nao0 few eae asnes 'fjasey e qum swuened ul
80UBLNSTR 1O IN00 ABL SYUBINU 1BMOT SARENE] | jhsdl [euEyad JO UOREIL »  BSTUBAO UM INJ00  yred [euLopR
subis m_gmcomcwom_a 10 uendiosaeR fiew esn wel-BUT e fewl uopespAusp Jo *Bugeoiq
gousladxs pue ‘asn wwuel-Buo) yim JeLLILHLL B|gnjos-1gy jo  PUB EBULEID 8IBABS « ‘uoluIsp
SUOXO[BU JUSDNS LOWILLIOD &Ue Bayue|p 8B 85N LLLS}-poys sjoaye epis ejqissed aie usnciosae sieduw) Joulw ‘sausiniey SUSWIWOD
glosqge sjusned sLIoS « pue Buidwesn) LM PEJRIDOSSE SHSIH o LoREIPALIEP PUB BaYUEl] SHSU [EUWIUIN o osn uuel-Buc ¢ ARiBuUsb a5 SSIH e uasiom e «  /SWRIGOId
[EMEIPUIM OILUBISAS S}ES WNIPOS
JUBLINDUCD JNOUHM 6 LSEUARW
it el uey) Auqieel
seonpoud Jey) asop B
saynuapl 18yl UopeEIse uopedisuoo E%wﬂﬂ%.%::woﬁm%
s0p eleiodiooul peonpu-pioido pUE 3SOMMI9E «
PINOUS JUBWIESI] o Joj Adesau) sull-isiy N BLUOIS
SB DIUEUIED JOBILIOD JusiLBAUODU| JasU0 ;
e axey pides pUy SR Buopauny
sejdesay) JBLo i seinseall wewsBeusw  YHm paLIguwiod AEns( e Inq “siusned awos Wl wenue
Auo pesn 80 PINOUS »  puouaalcD aIoLL uway-Buoy 10} Arep pasn 10aye JlEyleD 1OBIUCD uonoediul [208) 10 10§ [BIOUBUSG 54 10 JB1oREYD
femespyum ploido oy Apood pepuodsal 0 LB UaHEIL0) LB} JOLRES J0BLIS uoyednsuos siNoe  AeLu Bsn LLSl-BUCT Buibureud ul
Siusishs Busnes sey uonednsuon uoedisuc JUcID passpmod SIGEIENY » juejoeung sonpaud 10} pasn o4 AByy jnyasn aq e
NOLIM UOJRdASUOD  BlyM AUO PasapISUOD s wus)-Buo| jo wawebeueL o) sanpaooid (fep/Bw 00Y-002 LOEdISUCD AN suanBal
peonpul-ploido 80 PINOYS 8y pue 10} PEPUBLULLCOS) pajeIs|o) ||Bm pue ajes [eoipaL auojaq Busuesio Airensn) Aeowino 10} pepUBLLILIODa] HEXE] 150U O}
SlRIOIBLUE ABWN » 'DELL S 8ousuBdyT « Aeseuab jon « S8 pezuBodas AeiBusD) « MO0 10} PESN LSO » pesn $8s0( fipioUsb 10N 10} PASN UBYD « POPRE 8¢ PINCUS » asq)
sjusluoD pe
'UOJOD DU JBJEM
oBINE |ONGI0S
SUBLIOD PUB 850jMOET aw
[BUILLINELU) Lo sl JISUBS) BSESI08( -
selfjoliosle pue JBiEm JSURH} 85820080 «  jo0)S JO JUBILOD
1] [EUS8IUI0SEE 10 uodiosqE soNnpey « 1008 pLE emog 181em pue
1swobeiue ploido SUCH@ID8S SaSeasou| sisfejsuad sseaI0U| » uUOJ0D SBUSNIY & VEHJO BINIXIL S1E [0OJS USYOS Ui JGJBM BSEBIOU| »  SSEL 858 WSIUBYDBIN
{euuas ‘ereoses) (joNcues ‘8soInioe]
(aucpuadwop sauouinbelyjue ‘S)/ES WNIPOS (speas wnisd
‘ap|weidopoiELY) "(ifpacesia) ‘sies Winisaubew) '9S0[Nie)
siusBe opaupiold 10 JoiseD sueyawiAusudi iooAiB susifipadiod) (unipos s1esnoop] (1o FisULL) soIpeYIED sannexe|
BUOXO[EU [BIQ  SOIUELIED J0BJUDD SOIUBLIED JIEILOD SOIMEYIED JOBIUOD abeng| 210 SiuBjoBHNg sjuesugn BUI[ES/ONOWSO Bulluwio-ying ssejn

uonednsuod pasnpul-ploido Joj pasn sjuaby ‘gl ajqeL




Table 16. Dosing guidelines for agents used in opioid-induced

constipation

Class of agent

Bulk-forming laxatives
Psyllium

Methy! cellulose

Osmotic (saline) cathartics
Magnesium citrate

Magnesium sulfate
(Epsom salts)

Magnesium hydroxide
Sodium phosphate

Lactulose, sorbitol
Polyethylene glycol

Lubricants
Mineral oil

Surfactants
Docusate

Contact cathartics
Diphenylmethane
Bisacodyl

Anthraquinones
Cascara, senna

Castor ol

Prokinetic agents
Metoclopramide

Oral naloxone

Starting dose

1 tbsp tid

1 thsp tid
1/2-1 bottle
5-15¢g

30-60 mL
45 mL

30 mL
1 capful/day

1-2 thsp

300 mg

1-2 tabs

1-2 tabs
1-2 thsp

10 mg qid
1 mg bid

Effects/comments

2-4 days
Must be taken with at least
8 oz of water

2-4 days
Must be taken with fluids

3-6 hr
3-6 hr

30 min-6 hr

30 min-6 hr
Useful as prep for colonoscopy

24-48 hr
Variable

1-3 days

1-3 days

6-12 hr

6-12 hr
3-6 hr

Titrate dose; monitor for
withdrawal symptoms




‘Table 17. Antiemetic medications used in opioid-induced nausea and =

- vomiting -
Class Examples Initial dose*

Neuroleptics
Phenothiazines  Prochlorperazine 10 mg PO g6h; 25 mg PR g6h

Chlorpromazine 12.5-25 mg PO g8h

Butyrophenones  Haloperidol 0.5 mg IV g6h; 1 mg PO g6h
Anticholinergic  Scopolamine 1.5 mg q3d
drugs
Antihistamines = Promethazine 25 mg PO/PR g6h
Meclizine 25 mg PO g6h

Diphenhydramine 25 mg PO/IV gbh

Dimenhydrinate 25 mg PO/IV gBh

Hydroxyzine 25 mg PO/IV g6h

Trimethobenzamide 250 mg PO; 200 mg PR g6h
Prokinetic drugs Metoclopramide 10 mg PO/IV gBh

Corticosteroids Dexamethasone 1-4 mg PO/IV g8h

Benzodiazepines Lorazepam 0.5-1 mg SL/PO/IV g4-6h
Cannabinoids Dronabinol 2.5 mg PO g12h
5-HT; receptor Ondansetron 4-8 mg PO/SL/IV g8h
antagonists
Granisetron 1 mg PO/SLY/IV g12h
Dolasetron 50-100 mg PO/IV gq12h

IV, intravenous; PO, by mouth; PR, parenteral; SL, sublingual.

* May start at lower dose in older patients.



Table 18. Putative mechanisms of hausea and vomiting and their

respective treatments

Mechanism

Chemoreceptor
trigger zone

Enhanced
vestibular
sensitivity

Delayed gastric
emptying

Description

Nausea is described
in nonspecific terms,
without associated
symptoms.

Nausea is markedly
exacerbated by
movement (eg, when
patient arises from
bed) or is associated
with vertigo, reading,

or watching television.

Nausea is most
severe immediately
after eating and may
be associated with
postprandial vomiting,
early satiety, and
bloating.

Treatment

A neuroleptic (eg, prochlorperazine,
haloperidol) or a prokinetic drug with
dopamine antagonist properties (eg,
metoclopramide) is typically first-line
therapy. If neuroleptics are ineffective
at relatively high doses, other options
include a trial with an alternative opioid
or route of opioid administration

or treatment with an alternative
neuroleptic (eg, haloperidol,
chlorpromazine), antihistamine

(eg, diphenhydramine, hydroxyzine),
benzodiazepine (eg, lorazepam),
corticosteroid (eg, dexamethasone),
or serotonin antagonist (eg,
ondansetron).

Patients may benefit from use

of an anticholinergic drug

(eg, scopolamine), an antihistamine
(eg, meclizine, promethazine), or a
benzodiazepine (eg, lorazepam).

A prokinetic drug (eg,
metoclopramide) is the most
reasonable initial treatment.
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