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Objectives:

e Indications and contraindications for the use of schedule Il in drug
therapies including risk, evaluation and mitigation strategies for use of
opiates in treatment of chronic pain for non-terminal conditions.

 The need for periodic assessment and documentation of functional
status

e Opioid contract

 The most recent guidelines and recommendations for pain
management therapies and education as established by state and
national organizations such as Ohio pain initiative , the American Pain
Society and the FDA

« Some of the ethical concerns about prescribing opioids for chronic pain
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Opioids in Chronic Pain

e Indications

e Controversy
 Risks assessment
e Contraindications

« Management
— Guidelines
— Controlled substances contract
— Screening
_ i O\ Cincinnati
Weaning Children's



American Pain Soclety. Assessment and
Management of Children with Chronic Pain

e Opioids are rarely indicated in the long-term
treatment of chronic nonmalignant pain in
children, although they may be beneficial in
certain painful conditions with clearly defined
etiologies (e.g., sickle cell disease, incurable
degenerative joint and neurodegenerative
diseases, etc.). Consultation or referral to a
pediatric chronic pain specialist should be
strongly considered in these cases.
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http://www.ampainsoc.org/advocacy/downloads/aps12-pcp.pdf



A Beautiful Overview

American Society of Interventional Pain
Physicians (ASIPP) Guidelines for Responsible
Opioid Prescribing in Chronic Non-Cancer Pain:
Part | - Evidence Assessment
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Summary

1) There Is good evidence that non-medical use
of opioids is extensive; one-third of chronic pain
patients may not use prescribed opioids as
prescribed or may abuse them, and illicit drug
use Is significantly higher in these patients.
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What are we talking about?

Seghal et al., 2012

Table 1. Jllustration q(' e u&ripie dgﬁn ttions uttlized in ciinicazpra:crice.

oL xance A state of adaptation in which exposure toa draginduces changes that result in a dirnirmtion of one or more opicid
effects over time (15).
Physical A state of adaptation manifested by a drug class-specific withdrawal syndramne that can be produced by abrupt
Dependence cessation, rapid dose reduction, decreasing blood level of the drug, andfor a dministration of anantagonist (15).
A primary chronic, neurobiologic disease with genetic, psychosocial, and environrnental factors influencing its
Addiction development and manifestations. R is characterized by behaviors that include one or mare of the following: impaired
control over drug use, cornpulsivwe use, contirmed use despite harm, and craving ( 15).
Aberrant drug- | A behavior outside the boundaries of the agreed -on treatment plan which is established as early as possible in the
related behavior | doctor-patient relati onship (16).
Use of 2 medication for normedical use, or for reasons other than prescribed (DSM IV TR 2000). Misuse can be
Misuse willful or unintentional use of a substance ina manner not ¢ onsistent with legal or medical guidelines, such as altering
dosing or sharing medicines, which has harmful or p otertially harmful consequences. It does not refer to use for mind
altering purposes (17).
Misuse with consequences (DSM IV TR 2000). The use of a substance to modify or control mood or state of mind ina
Abuse rarmer thatisillegal or harmful to oneself or others. Potentially hanmful consequerces include accidents or injuries,
blackouts, legal problems, and sexnal behavior that increa ses the risk of hurnan irmrmunodeficiency virus infection (17).
Do The intenti onal transfer of a controlled substance from legitimate distribution and di spensing channels into illegal
channels or obtaining a controlled substance by anillegal method (17).




2) There is good evidence that opioid prescriptions are increasing
rapidly, as the majority of prescriptions are from non-pain physicians,
many patients are on long-acting opioids, and many patients are
provided with combinations of long-acting and short-acting opioids
Pain Physician: July Special Issue 2012; 15:S1-S66
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3) There Is good evidence that the increased
supply of opioids, use of high dose opioids,
doctor shoppers, and patients with multiple
comorbid factors contribute to the majority of
the fatalities.

Pain Physician: July Special Issue 2012; 15:S1-S66
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4) There Is fair evidence that long-acting opioids
and a combination of long-acting and short
acting opioids contribute to increasing fatalities
and that even low-doses of 40 mg or 50 mg of
daily morphine equivalent doses may be
responsible for emergency room admissions
with overdoses and deaths

Pain Physician: July Special Issue 2012; 15:S1-S66



5) There is good evidence that approximately
60% of fatalities originate from opioids
prescribed within the guidelines, with
approximately 40% of fatalities occurring in 10%
of drug abusers.

Pain Physician: July Special Issue 2012; 15:S1-S66



e “Conclusion: Among patients receiving
opioids for nonmalignant pain, the daily dose
IS strongly associated with opioid-related
mortality, particularly at doses exceeding
thresholds recommended In recent clinical
guidelines.”

— “an average daily dose of 200 mg or more of
morphine (or equivalent), was associated with a
nearly 3-fold increase in the risk of opioid-related

mortality”
Arch Intern Med. 2011;171(7):686-691



6) The short-term effectiveness of opioids is fair, whereas the long-
term effectiveness of opioids is limited due to a lack of long-term (>
3 months) high quality studies, with fair evidence with no significant
difference between long-acting and short-acting opioids.

7) Among the individual drugs, most opioids have fair evidence for
short-term and limited evidence for long-term due to a lack of
guality studies.

8) The evidence for the effectiveness and safety of chronic opioid
therapy in the elderly for chronic non-cancer pain is fair for short-
term and limited for long-term due to lack of high quality studies;
limited in children and adolescents and patients with comorbid
psychological disorders due to lack of quality studies; and the
evidence is poor in pregnant women.

Pain Physician: July Special Issue 2012; 15:S1-S66



9) There is limited evidence for reliability and
accuracy of screening tests for opioid abuse
due to lack of high quality studies.

10) There Is fair evidence to support the
identification of patients who are non-compliant
or abusing prescription drugs or illicit drugs
through urine drug testing and prescription drug
monitoring programs, both of which can reduce
prescription drug abuse or doctor shopping.

Pain Physician: July Special Issue 2012; 15:S1-S66



Long-term efficacy

e Several reviews and meta-analyses:

— Tramadol helpful for osteoarthritis

— No other opioid has good evidence of efficacy for any other
indication
* Poor studies, indeterminate or negative results, high dropout
rates. Limited follow-up times

Manchikanti et al., 2011

* “There still remains little evidence in the medical literature to
address the concerns of physicians and patients regarding the
effect of opioids on pain intensity, improved function and risk of
drug abuse.”

Deshpande et al., 2010



Our Indications at CCHMC Palin
Management Center

« Structural pain etiology

— E.qg. EB, vascular malformation, prolonged post-
surgical pain, inflammatory and structural joint
disorders

 Functional - under limited circumstance
— E.g. Abdominal pain in IBD

* Help with Physical therapy
— E.g. complex regional Pain Syndrome

* Help with return to function
— Wil they go to school, do PT, etc.?



Our Contra-indications at CCHMC Palin
Management Center

Doctor-shoppers

Purely functional pain

Headaches

History of drug abuse

Psychiatric impairment

Strong Family history of drug abuse

OARRS suspicious or urine dirty on first visit




Risk assessment and mitigation

e Right patient
e Right reason
— Appropriate indication
* Right Drug
* Right conditions
« Right follow-up




Pain Physician: July Special Issue 2012; 15:567-116



Journal of Pain, Vol 10, No 2 (February), 2009: pp 113-130



The Right patient - ASIPP

1. A) Comprehensive assessment and
documentation is recommended before initiating
opioid therapy, including documentation of
comprehensive history, general medical condition,
psychosocial history, psychiatric status, and
substance use history. (Evidence: good)

« B) Despite limited evidence for reliability and
accuracy, screening for opioid use is recommended,
as it will identify opioid abusers and reduce opioid
abuse. (Evidence: limited)

Pain Physician: July Special Issue 2012; 15:S67-116



he Right Patient - ASIPP

2. A) Establish appropriate physical diagnosis and
psychological diagnosis If available prior to initiating
opioid therapy. (Evidence: good)

« B) Caution must be exercised in ordering various
Imaging and other evaluations, interpretation and
communication with the patient; to avoid increased
fear, activity restriction, requests for increased opioids,
and maladaptive behaviors. (Evidence: good)

o (C) Stratify patients into one of the 3 risk categories —
low, medium, or high risk.

D) A pain management consultation, may assist non-
pain physicians, if high-dose opioid therapy is utilized.
(Evidence: fair)

Pain Physician: July Special Issue 2012; 15:S67-116



The Right Patient - APS + AAPM

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

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



Right Reason - ASIPP

« 3. Essential to establish medical necessity
prior to initiation or maintenance of opioid
therapy.(Evidence: good)

o 4, Establish treatment goals of opioid therapy
with regard to pain relief and improvement in
function. (Evidence: good)



Right Reason - APS + AAPM

e 1.2 Clinicians may consider a trial of COT as
an option if CNCP Is moderate or severe,
pain Is having an adverse impact on function
or quality of life, and potential therapeutic

penefits outweigh or are likely to outweigh

potential harms (strong recommendation,
ow-quality evidence).

e Treat Underlying condition first




Right Drug - ASIPP

5. A) Long-acting opioids in high doses are recommended only
in specific circumstances with severe intractable pain that is not
amenable to short-acting or moderate doses of long-acting
opioids, as there is no significant difference between long-acting
and short-acting opioids for their effectiveness or adverse
effects. (Evidence: fair)

B) The relative and absolute contraindications to opioid use in
chronic non-cancer pain must be evaluated including respiratory
Instability, acute psychiatric instability, uncontrolled suicide risk,
active or history of alcohol or substance abuse, confirmed
allergy to opioid agents, coadministration of drugs capable of
Inducing life-limiting drug interaction, concomitant use of
benzodiazepines, active diversion of controlled substances, and
concomitant use of heavy doses of central nervous system
depressants. (Evidence: fair to limited)



Right Drug - APS + AAPM

« 3.1 Clinicians and patients should regard initial
treatment with opioids as a therapeutic trial to
determine whether COT Is appropriate (strong
recommendation, low-quality evidence).

« 3.2 Opioid selection, initial dosing, and titration
should be individualized according to the patient’s
health status, previous exposure to opioids,
attainment of therapeutic goals, and predicted or
observed harms (strong recommendation, low-quality
evidence).

* There is insufficient evidence to recommend short-
acting versus long-acting opioids, or as-needed
versus around-the-clock dosing of opioids.



Right Drug, Methadone - ASIPP

8. A) Methadone is recommended for use in late
stages after failure of other opioid therapy and only
by clinicians with specific training in the risks and
uses. (Evidence: limited)

* B) Monitoring recommendation for methadone
prescription is that an electrocardiogram should be
obtained prior to initiation, at 30 days and yearly
thereafter. (Evidence: fair)



Right Drug, Methadone - APS + AAPM

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



Right Conditions - ASIPP

6. A robust agreement which is followed by all parties is essential
In initiating and maintaining opioid therapy as such agreements
reduce overuse, misuse, abuse, and diversion. (Evidence: fair)

7. A) Once medical necessity Is established, opioid therapy may
be initiated with low doses and short-acting drugs with appropriate
monitoring to provide effective relief and avoid side effects.
(Evidence: fair for short-term effectiveness, limited for long-term
effectiveness)

B) Up to 40 mg of morphine equivalent is considered as low dose,
41 to 90 mg of morphine equivalent as a moderate dose,

and greater than 91 mg of morphine equivalence as high dose.
(Evidence: fair)

C) In reference to long-acting opioids, titration must be carried out
with caution and overdose and misuse must be avoided.
(Evidence: good)



Right Conditions - ASIPP

* 9. In order to reduce prescription drug abuse
and doctor shopping, adherence monitoring by
UDT and PMDPs provide evidence that is
essential to the identification of those patients
who are non-compliant or abusing prescription
drugs or lllicit drugs. (Evidence: fair)



Right Conditions - APS + AAPM

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

o 2.2 Clinicians may consider using a written COT
management plan to document patient and clinician

* responsibilities and expectations and assist in patient
education (weak recommendation, low quality
evidence).



Right Conditions - APS + AAPM

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



Right Conditions - APS + AAPM

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

e 11.2 Clinicians should pursue consultation, including
Interdisciplinary pain management, when patients
with CNCP may benefit from additional skills or
resources that they cannot provide (strong
recommendation, moderate-quality evidence).



Right Conditions - Ohio

 Ohio Emergency and Acute Care Facllity
Opioids and Other Controlled Substances
(OOCS) Prescribing Guidelines
— April, 2012
— Guidelines for use of opioids in the ED

— Common sense
 NOT the place for long-term opioid treatment
No replacing “lost” or “stolen” Rx
Coordinate with primary team
3 day supply at most
Monitor and screen prior to prescribing
« Patient education

http://lwww.healthyohioprogram.org/ed/guidelines.aspx



Right Follow-up - ASIPP

e 10. Constipation must be closely monitored and a
bowel regimen be initiated as soon as deemed
necessary. (Evidence: good)

 11. Chronic opioid therapy may be continued, with
continuous adherence monitoring, in well-selected
populations, in conjunction with or after failure of
other modalities of treatments with improvement in
physical and functional status and minimal adverse
effects. (Evidence: fair)



Right Follow-up - APS + AAPM

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

5.2 In patients on COT who are at high risk or who have engaged in
aberrant drug-related behaviors, clinicians should periodically
obtain urine drug screens or other information to confirm adherence
to the COT plan of care (strong recommendation, low-quality
evidence).

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



Right Follow-up - APS + AAPM

High Risk Patients

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

6.2 Clinicians should evaluate patients engaging in aberrant drug-
related behaviors for appropriateness of COT or need for restructuring
of therapy, referral for assistance in management, or discontinuation of
COT (strong recommendation, lowquality evidence).



Right Follow-up - APS + AAPM

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

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

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

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



Right Follow-up - APS + AAPM

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

« 9.1 As CNCP is often a complex biopsychosocial
condition, clinicians who prescribe COT should
routinely integrate psychotherapeutic interventions,
functional restoration, interdisciplinary therapy, and
other adjunctive nonopioid therapies (strong
recommendation, moderate-quality evidence).



Signs of abuse/misuse

What we see —
most often

Cited in Chou et al., 2009
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Controlled substances agreements

o Contracts versus informed consent
— Pejorative potential
— Presumes control by prescriber
— Legal implications unclear






Urine Drug Testing

e Rationale
— Protecting the patient
— Protecting the practitioner
— Protecting the pain therapy plan
— Protecting the community
— Protecting society
— Promoting cost-effectiveness
— Protecting resources
— Practicing safe and effective medicine
— Practicing and fulfilling ethics in medical practice
— Preserving access to therapy



Interpretation

 UDT positive for prescribed drugs and
negative for any other drugs —lllicit or licit;

 UDT negative for prescribed opioid,;

 UDT positive for non-prescribed opioid or
nenzodiazepines,;

 UDT positive for illicit drugs

« UDT specimen tampered with low urine
creatinine or cold urine sample.




Interpretation: cautions

Christo et al., Pain Physician 2011



Christo et al., Pain Physician 2011

Interpretation: Cautions, |



Christo et al., Pain Physician 2011

Interpretation: Cautions, |



Right follow up: Weaning

Opioids induce tolerance and physical
dependence

Withdrawal is likely in patient taking opioids
for over a week, unless weaned off

Weaning schedules are variable, for lack of
evidence. Low doses can be rapidly weaned

High doses, or long-term (months +) required
slow weaning.

Roughly: 10% reduction every 2-3 days
Call for assistance



Ethical Issues

« Pain relief is part of medical care and
considered a basic right by many

e Duty to relieve pain
e Some pain is amenable to opioid treatment

 Why is opioid prescribing different from that of
anticonvulsants? Or NSAIDs?

 Why should only some patients have to
undergo urine screens, or sign contracts?



Ethical Issues

 Should a controlled substances contract be
used?

 Who should have to participate?
 How to administer urine screens?
 What is our duty to society?

* Legal pressures on prescribers (such as this
new law)

 Words matter
— Oploids vs. narcotics



Educational Guidelines/Requirements

« REMS

—2011: FDA announced a new risk reduction
program, called Risk Evaluation and
Mitigation Strategies (REMS), for all
extended-release and long-acting opioid
analgesics



REMS cont’d .
e As part of the REMS, all ER/LA opioid

analgesic companies must provide:

— Education for prescribers of these medications,
which will be provided through accredited
continuing education (CE) activities supported by

Independent educational grants from ER/LA opioid
analgesic companies.

— Information that prescribers can use when

counseling patients about the risks and benefits of
ER/LA opioid analgesic use.

— 3 hours of material

— Monitored by CE institutions appropriate for each
discipline
http://www.fda.gov/downloads/Drugs/DrugSafety/InformationbyDrugClass/UCM277916.pdf



REMS Education goals

 The expected results of the prescriber
education in this REMS:

a. Understand how to assess patients for treatment with
ER/LA opioid analgesics.

b. Be familiar with how to initiate therapy, modify dose, and
discontinue use of ER/LA opioid analgesics.

c. Be knowledgeable about how to manage ongoing therapy
with ER/LA opioid analgesics.

d. Know how to counsel patients and caregivers about the
safe use of ER/LA opioid analgesics, including proper
storage and disposal.

e. Be familiar with general and product-specific drug
iInformation concerning ER/LA opioid analgesics.

http://www.fda.gov/downloads/Drugs/DrugSafety/InformationbyDrugClass/UCM277916.pdf



REMS

 American Pain Society response
— Should be all opioids
— competency-based educational programs

— Clinician training programs should be evidence-
based, and designed to develop and improve
clinical skills such as patient assessment,
communication and recognition of risks for abuse
as the basis for developing integrated treatment
plans, revising treatment plans, and making
referrals to pain specialists as necessary.

http://www.ampainsoc.org/press/2012/rems-statement.htmi



“That's all”

* Not really.

* Please feel free to contact the Pain
Management Center at CCHMC for
iInformation and support

e Thank you



