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Background: Opioid abuse has continued to increase at an alarming rate since the 1990s. As
documented by different medical specialties, medical boards, advocacy groups, and the Drug
Enforcement Administration, available evidence suggests a wide variance in chronic opioid therapy
of 90 days or longer in chronic non-cancer pain. Part 1 describes evidence assessment.

Objectives: The objectives of opioid guidelines as issued by the American Society of Interventional
Pain Physicians (ASIPP) are to provide guidance for the use of opioids for the treatment of chronic
non-cancer pain, to produce consistency in the application of an opioid philosophy among the many
diverse groups involved, to improve the treatment of chronic non-cancer pain, and to reduce the
incidence of abuse and drug diversion. The focus of these guidelines is to curtail the abuse of opioids
without jeopardizing non-cancer pain management with opioids.

Results:

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.

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.

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.

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.

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.

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 quality studies.
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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.

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.

Disclaimer: The guidelines are based on the best available evidence and do not constitute inflexible treatment recommendations.
Due to the changing body of evidence, this document is not intended to be a “standard of care.”

Key words: Chronic pain, persistent pain, non-cancer pain, controlled substances, substance abuse, prescription drug abuse,
dependency, opioids, prescription monitoring, drug testing, adherence monitoring, diversion
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1.0 InTRODUCTION

The American Society of Interventional Pain Phy-
sicians (ASIPP) guidelines for responsible opioid pre-
scribing for chronic non-cancer pain are systematically
developed statements designed to assist practitioners
and patients in making decisions about appropriate
health care for specific clinical circumstances. These
guidelines also focus on various aspects of opioid use,
misuse, abuse, overuse, and resulting fatalities. Thus,
these guidelines focus not only on physicians and prac-
titioners, but on law enforcement agencies, lawmak-
ers, and regulators who need to better understand the
role of opioids in non-cancer pain management. The
guidelines present statements of best practice based on
a thorough evaluation of the evidence from published
studies on outcomes of treatments. For further infor-
mation and detailed analysis, readers may review the
related publications, including systematic reviews and
individual articles.

1.1 Purpose

Evidence-based clinical practice guidelines for re-
sponsible chronic opioid prescribing of 90 days or longer
in chronic non-cancer pain are statements which have
been developed in order to improve quality of care,
patient access, treatment outcomes, appropriateness
of care, efficiency and effectiveness, and achieve cost
containment by improving the cost-benefit ratio. Other
purposes include providing a better understanding of
the risks and benefits of curtailing opioid abuse while
at the same time not jeopardizing access to opioids for
patients for whom they are medically indicated. These
guidelines are provided in 2 parts: Part 1 assesses the
evidence and Part 2 provides guidance.

1.2 Objectives
The objectives of these guidelines are to provide

clear and concise guidelines to physicians to improve

patient access and to avoid diversion and abuse. The

perceived benefits of these guidelines include:

¢ Increased physician awareness about current issues
involving opioids and non-cancer pain

¢ Improved patient access
Reduced level of opioid abuse with responsible
prescribing

+ Improved ability to manage patient expectations
Reduced diversion

¢ Improved understanding by law enforcement
about proper prescribing patterns

+ Improved cooperation among patients, providers,
and regulatory agencies

¢ Improved understanding by patients regarding
their rights, but also an increased awareness of re-
sponsibilities and adverse consequences that may
occur while taking opioid medications.

1.3 Population and Preferences

The population covered by these guidelines in-
cludes all patients with chronic moderate to severe
pain of non-cancer origin who may be eligible for ap-
propriate medically necessary opioid analgesic manage-
ment, within an algorithmic approach of chronic pain
management, and within the boundaries of responsible
opioid prescribing. This management may include or be
independent of other modalities of treatments includ-
ing interventional techniques.
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1.4 Application

These guidelines are developed for use by physi-
cians practicing interventional pain management and
do not constitute inflexible treatment recommenda-
tions. The guidelines may, however, also be applied to
other physicians, as well as practitioners involved in
prescribing opioids. These guidelines are not intended
to address all possible clinical situations where opioids
might be used for non-cancer pain in clinical practices.
It is expected that a provider will establish a plan of care
on a case-by-case basis, with consideration of individual
patients’ medical conditions, personal needs, and pref-
erences, as well as the physician’s experience. Based on
individual patients’ needs, a treatment different from
the guidance provided and outlined here could be war-
ranted. Thus, these guidelines do not represent the
“standard of care.”

1.5 Implementation and Review
The dates for implementation and review were
established:
¢ Effective date - July 1, 2012
¢ Scheduled review - July 1, 2014
¢ Expected revision date on or before June 30, 2015.

1.6 Focus

The focus of these guidelines is to curtail the abuse
of opioids without jeopardizing non-cancer pain man-
agement. It is recognized that the management of
non-cancer pain takes place in a wide context of health
care situations, involving multiple specialties and mul-
tiple techniques. However, providers managing acute
pain must be cognizant of the fact that once opioid use
commences, they are continued in the majority of pa-
tients in the chronic phase and throughout their life-
time frequently. Consequently, these guidelines cannot
be applied to all patients. The decision to implement
a particular management approach should be based
on a comprehensive assessment of the patient’s overall
health status, disease state, preference, and physician
training and skill. Multiple guidelines have been pub-
lished, along with extensive literature on opioids, and
the related adverse effects in clinical practice.

1.7 Chronic Pain

Chronic pain is defined by the International Asso-
ciation for the Study of Pain (IASP) as, “pain that persists
beyond an expected time frame for healing” (1). Rec-
ognizing the complexity of chronic pain, ASIPP defines
chronic pain as, “pain that persists 6 months after an

injury and beyond the usual course of an acute disease
or a reasonable time for a comparable injury to heal,
that is associated with chronic pathologic processes
that cause continuous or intermittent pain for months
or years, that may continue in the presence or absence
of demonstrable pathologies; may not be amenable to
routine pain control methods; and healing may never
occur” (2,3). Based on multiple regulations and defi-
nitions, chronic may be considered as continued pain
after 90 days.

The true burden of chronic pain has not been ac-
curately estimated due to numerous variations in the
definition, severity, interference with activities of daily
living and the ability to work. Thus, estimates of chron-
ic pain have ranged from 11% to 55% (4,5). However,
it has been well documented that chronic persistent
pain can cause significant impairment of physical activ-
ities, psychological health, and performance of social
responsibilities including work and family life (2,4-34).
The Institute of Medicine (IOM) report on relieving pain
in America (6) noted that not only is the magnitude of
pain in the United States astounding, with more than
100 million Americans with pain that persists for weeks
to years, but that it also has estimated financial costs
ranging from $560 billion to $630 billion per year with
Americans constituting only 4.5% of the global popu-
lation. Harkness et al (8) reported a modest increase
in prevalence in follow-up studies over a 40 year pe-
riod, with, low back pain having increased from 8.1%
to 17.8% in males and 9.1% to 18.2% in females. In
contrast, Freberger et al (9), in an evaluation in North
Carolina households conducted in 1992 and repeated
in 2006, showed a significant and rapid overall increase
for low back pain of 162% from 3.9% in 1992 to 10.2%
in 2006. These findings have been echoed in numer-
ous studies. Hoy et al (10-12), in multiple publications
evaluating spinal pain, showed variable prevalence
with a significant recurrence of 24% to 80%; a sig-
nificant increase in prevalence as the population ages.
Manchikanti et al (2), in a comprehensive review of epi-
demiology, described the adult population as ranging
from 2% to 40%, with a median point-prevalence of
15%, and lifetime prevalence of 54% to 80%. Studies
of the prevalence of low back and neck pain and its
impact in the general population have shown 23% of
patients reporting Grade Il to IV low back pain with
a high pain intensity and disability compared to 15%
with neck pain. In addition, age-related prevalence of
persistent pain has been shown to be more common in
the elderly when associated with functional limitations

www.painphysicianjournal.com

S3



Pain Physician: July Special Issue 2012; 15:51-S66

and difficulty in performing daily life activities. Chronic
persistent low back and neck pain is seen in 25% and
60% of patients, one year or longer after the initial
episode.

Chronic pain is often confused with chronic pain
syndrome (2). Chronic pain syndrome has been defined
as a complex pain condition with physical, psychologi-
cal, emotional, and social components. Even though
both chronic pain and chronic pain syndrome can coex-
ist and are defined in terms of duration and the per-
sistence of the sensation of pain and the presence or
absence of psychological and emotional components,
they are 2 separate entities. Chronic pain syndrome, as
opposed to chronic pain, encompasses the added com-
ponents of certain recognizable psychological and so-
cioeconomic influences and characteristic psychological
and sociological behavioral patterns. These features,
while to some extent may distinguish both conditions,
overlap each other in multiple aspects.

1.8 Therapeutic Opioid Use

The global epidemic of chronic pain with its related
disability and opioid use and related fatalities, are the
issues of modern medicine, specifically in the United
States (13-45). This is illustrated by the fact that over-
whelming data points to an increased supply of opioids,
high medical users, and doctor shoppers. One example
of the therapeutic opioid explosion is the fact that
sales of opioid analgesics quadrupled between 1999
and 2010. The data on sales and distribution of opioids
show an increase from 96 mg of morphine equivalents
per person in the United States in 1997 to 710 mg per
person in 2010 (39,46). In fact, this is equivalent to 7.1
kg of opioid medication per 10,000 people, or enough
to supply every adult American with 5 mg of hydroco-
done every 6 hours for 45 days. In addition, sales of hy-
drocodone have increased by 280% from 1997 to 2007,
while methadone usage has increased 1,293% and oxy-
codone usage increased by 866% (36). Moreover, the
estimated number of prescriptions filled for opioids ex-
ceeded 256 million in the United States in 2009 (47-49).
The data becomes even more convincing when com-
pared from 2002 to 2009, showing an increase from 9.3
million for extended-release (ER) opioids to 22.9 million,
a 146% increase; and from 164.8 million to 234 million
for immediate release (IR) opioids, a 42% increase with
an annual increase of 21% for ER opioids and 6% for
IR opioids. Furthermore, the data illustrates an 8-fold
increase in stimulant prescriptions from 1999 to 2009
(47). As repeatedly illustrated, hydrocodone with ac-

etaminophen was the number one prescription from
2006 through 2011 (50). Opiate analgesics constituted
number 4 in the proportion of patients treated in se-
lected therapies with hypertension, topping at 42.4 mil-
lion; and opiate analgesics at 15.6 million, constituting
number 10 in spending in leading therapy areas; with
oncologicals constituting 23.2 billion, and opiate anal-
gesics constituting 8.3 billion in 2011 (50). In addition to
this, with respect to the world’s supply of opioids, the
United Nations Office on Drugs and Crime shows that
90% of the global consumption of morphine, fentanyl,
and oxycodone registered in 2009 occurred in Australia,
Canada, New Zealand, the United States, and several
European countries (51,52). In addition, a UN report il-
lustrates that the U.S. population, constituting 4.6% of
the world’s population consumed 83% of the world'’s
oxycodone, and 99% of hydrocodone in 2007 (53). It
has been illustrated that global pharmaceutical compa-
nies produced more than 75 tons of oxycodone in 2007
compared with 11.5 tons in 1999. The consumption of
hydrocodone, the most commonly prescribed opioid in
the United States, is about 27.4 million grams annually
compared to 3,237 grams for Britain, France, Germany,
and Italy combined (53).

The explosive use of therapeutic opioids, however,
is complicated by a lack of evidence regarding their ef-
fectiveness, long-term efficacy, and safety data in the
treatment of chronic non-cancer pain, but there is irre-
futable evidence of adverse consequences (46,54-123).
While the IOM report (6) is a blueprint for transform-
ing prevention, care, education, and research claiming
that effective pain management is a moral impera-
tive, a professional responsibility, and the duty of the
people in the healing professions, it also, on the other
hand, recognizes the serious problem of diversion and
abuse of opioid drugs and questions their long-term
usefulness.

The IOM also believes that when opioids are used
as prescribed, they can be safe and effective for acute
postoperative pain, procedural pain, and patients near
the end of life who desire more pain relief, but not for
chronic non-cancer pain. Thus, although proponents
of opioids argue that the IOM is promoting pain treat-
ments including opioids, the IOM clearly acknowledges
that there is no evidence for their effectiveness and
acknowledges abuse patterns and adverse effects in
chronic pain settings.

There have been dramatic increases in the num-
ber of opioid prescriptions for non-cancer pain over
the past 2 decades, coinciding with the liberalization
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of laws governing opioid prescribing for the treatment
of chronic non-cancer pain by the state medical boards
in the late 1990s (124). In addition, the escalation of
opioid use in the United States has been fueled by the
introduction of new pain management standards for
inpatient and outpatient medical care issued by the
Joint Commission on Accreditation of Healthcare Orga-
nizations (JCAHO) in 2000 (125), by multiple physicians
and organizations advocating increased use of opioids
in the treatment of chronic non-cancer pain, by aggres-
sive marketing by the pharmaceutical industry, with the
development of long-acting opioids, and by a growing
awareness of the right to pain relief empowered by
JCAHO standards (126-131). While these positions are
largely based on relatively poor science and misinfor-
mation, in relation to the safety and effectiveness of
opioids when prescribed by physicians and taken ap-
propriately, they have unexpectedly fueled explosive
increases in the utilization of opioids (52,64,65,67-
70,126-150). This overwhelming misinformation is illus-
trated by the fact that language in the model guide-
lines (124) states, “No disciplinary action will be taken
against a practitioner based solely on the quantity and/
or frequency of opioids prescribed.” This has provided
a misleading and false sense of security to widely pre-
scribe these drugs even with weak or no indications of
their utility. The recent revelation that the pharmaceu-
tical industry was involved in the development of opi-
oid guidelines as well as the bias observed in the devel-
opment of many of these guidelines illustrate that the
model guidelines are not a model for curtailing con-
trolled substance abuse and may, in fact, be facilitating
it (59-62,69,70,72). Actually, while proponents continue
to advocate increased opioid therapy, responsible opi-
oid prescribers and opponents have been discussing
the postmortem analysis of the opioid epidemic and its
consequences (59-62). Most agree that there have been
gross miscalculations and misinformation behind the
provision of therapy on a wide scale without evidence
and proven safety.

Thus, therapeutic opioid use, specifically in high
doses over long periods of time in chronic non-cancer
pain starting with acute pain, not only lacks scientific
evidence, but is in fact associated with serious health
risks including multiple fatalities, and is based on emo-
tional and political propaganda under the guise of im-
proving the treatment of chronic pain. Despite wide-
spread concerns and increasing deaths, the availability
and utilization of opioids has increased exponentially in
the past few decades (2,4,5,7-33,35,36,42,43,64,71-77).

2.0 MEeTHODS

The objective of these guidelines was to synthesize
the available evidence on the comparative effectiveness
and safety of chronic opioid therapy in the treatment of
chronic non-cancer pain. The focus of these guidelines
is to curtail the abuse of opioids without jeopardizing
non-cancer pain management with opioids.

2.1 Panel Composition

ASIPP convened a multidisciplinary panel of 56 ex-
perts in various fields to review the evidence and for-
mulate recommendations for chronic opioid therapy
in non-cancer pain. The panel has been instructed to
answer questions and develop evidence pertaining to
important aspects of opioid therapy. Members of the
panel were also requested to develop comprehensive
reviews on various related subjects in preparation for
the opioid guidelines (44,62,78-86). Other independent
submissions were also considered (45,117,151-158). The
panel members convened in person on 3 occasions in
Memphis, Tennessee, during other workshops conduct-
ed by ASIPP, and also had 5 webinars and/or telephone
conferences. The majority of the participants attended
multiple meetings.

The committee provided a broad representation
of academic and non-academic clinical practitioners,
representing a variety of practices and geographic ar-
eas, all with interest and expertise in opioid use and
management of patients with chronic non-cancer pain.
The committee formulized the elements of the guide-
lines preparation process, including literature searches,
literature synthesis, consensus evaluation, open forum
presentations, and formal endorsement by the ASIPP
Board of Directors and peer review.

2.2 Evidence Review

These guidelines were developed utilizing the
evidence review conducted by ASIPP with multiple
comprehensive reviews (44,62,64,78-86) and other
independent submissions (45,117,151-160) to Pain
Physician. The guidelines also utilized multiple pre-
viously published guidelines and systematic reviews
(60,62,64,65,73,87,88,97,98,113,161-226). The panel
screened over 10,000 abstracts from searches for sys-
tematic reviews and primary studies from multiple elec-
tronic databases, reference lists of relevant articles, and
suggestions from expert reviewers. Multiple system-
atic reviews and primary studies were included in the
evidence synthesis with regards to pain relief, side ef-
fects, and functional outcomes when treated with opi-
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oids. Guidelines and treatment recommendations were
based on these reviews. During the process, the panel
reviewed published randomized controlled trials (RCTs),
meta-analyses, narrative reviews, and clinical practice
guidelines concerning the use of opioid analgesics in
patients with chronic non-cancer pain.

The process also incorporated information from
the much publicized Clinical Practice Guidelines We Can
Trust, published by the IOM (227). The IOM provided
a new definition for clinical practice guidelines, which
are as follows:

Clinical practice guidelines are statements that in-
clude recommendations intended to optimize patient
care, and that are informed by a systematic review of
evidence and an assessment of the benefits and harms
of alternative care options. The new definition pro-
vides a clear distinction between the term “clinical
practice guidelines” and other forms of clinical guid-
ance derived from widely disparate development pro-
cesses (e.g., consensus statements, expert advice, and
appropriate use criteria). Furthermore, it underscores
systematic review and benefits and harms assessment
as essential characteristics of clinical practice guidelines.

To be trustworthy, guidelines should:

1. Be based on a systematic review of the existing
evidence

2. Be developed by a knowledgeable, multidisci-
plinary panel of experts and representatives from
key affected groups

3. Consider important patient subgroups and patient
preferences, as appropriate

4. Be based on an explicit and transparent process
that minimizes distortions, biases, and conflicts of
interest

5. Provide a clear explanation of the logical relation-
ships between alternative care options and health
outcomes, and provide ratings of both the quality
of evidence and the strength of recommendations

6. Be reconsidered and revised as appropriate when
important new evidence warrants modifications of
recommendations

The IOM committee derived several recommenda-
tions directly relevant to the ultimate effectiveness of
the 8 standards in increasing the quality and trustwor-
thiness of CPGs and enhancing health care quality and
patient outcomes (227).

e  Establishing transparency
e Management of conflict of interest with appropri-
ate disclosures reflecting all current and planned

commercial, non-commercial, intellectual, institu-
tional, and patient/public activities pertinent to
the potential scope of the guidelines, with exclu-
sion criteria to exclude members with conflicts of
interest

e Guideline development group composition

e Clinical practice guideline - systematic review
intersection

e Establishing evidence foundations for rating the
strength of recommendations

e  Articulation of recommendations

e  External review

e Updating.

Even though the IOM committee recognized that
other forms of clinical guidance might have value, the
process was not described in the report. The IOM also
acknowledged that for many clinical domains, high
quality evidence was lacking or even non-existent. How-
ever, given such constraints, guideline developers may
still produce trustworthy clinical practice guidelines if
their development reflects the committee standards.

2.3 Methodological Assessment

The methodology utilized here follows the system-
atic review process derived from AN evidence-based
review of systematic reviews and meta-analysis of ran-
domized trials and observational studies (228-246),
Consolidated Standards of Reporting Trials (CONSORT)
guidelines for the conduct of randomized trials (247-
253), Strengthening the Reporting of Observational
Studies in Epidemiology (STROBE) guidelines (254-258),
Cochrane guidelines (223), and Chou and Huffman'’s
guidelines (64).

The guideline preparation considered systematic
reviews, comprehensive reviews, and RCTs, and obser-
vational studies of critical importance that were pub-
lished after the publication of the systematic reviews.

2.3.1 Analysis of Evidence

The analysis of the evidence was performed based
on United States Preventive Services Task Force (USP-
STF) criteria (259) as illustrated in Table 1, criteria which
have been utilized by others (64,260).

The analysis was conducted using 3 levels of evidence;
good, fair, or limited (i.e., lack of evidence or poor).

2.4 Guideline Development Process
The guidelines panel met on multiple occasions. At
the first meeting, the panel defined the scope and de-
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velopment of recommendations for important aspects
to guide the systematic evidence review and synthesis.
During the course of multiple meetings the sub-panels
reviewed the results of the evidence review and drafted
potential recommendations. The final consensus was
carried out by electronic communication with further
discussions, revisions, and final recommendations ap-
proved by at least two-thirds of the majority.

3.0 EviDENcE ASSESSMENT

The evidence synthesis and analysis resulted in
the following conclusions and recommendations with
unanimous consent. Ten of the 55 authors provided
information that they received funding from the in-
dustry; however, of these, only 2 (less than 4%) were
receiving funding from drug makers with multidisci-
plinary authorship (18%) receiving funding for research
or engaged in speaking from the industry.

Editorially, appropriate measures were taken to
avoid any conflicting opinions from authors receiving
funding from the industry. The panel was multidisci-
plinary with academicians, practitioners, and geographi-
cally diverse. Of the 55 members involved in preparing
the guidelines, there were 2 pharmacists, 2 psychologists,
2 registered nurses, one statistician, one physical thera-
pist, 2 research coordinators, one librarian, one academic
radiologist, 3 residents or fellows, and the remaining (40)
were practicing interventional pain physicians, either in
an academic setting or in private practice. Many of the
practitioners are also involved in drug detoxification.

The first author of the 2008 opioid guidelines, An-
drea Trescot, MD, who has not participated initially, has
withdrawn her name due to time constraints. A second

author, Xiulu Ruan, MD, who participated sporadically,
withdrew his name due to time constraints and lack of
appropriate involvement.

3.1. The Extent of Opioid Abuse

Results of the 2010 National Survey on Drug Use
and Health (NSDUH) (261) showed that an estimated
22.6 million or 8.9% of Americans aged 12 or older were
current (past month) illicit drug users. lllicit drugs in the
survey included marijuana, cocaine, heroin, hallucino-
gens, and inhalants, or prescription-type psychothera-
peutic drugs (defined in this survey as prescription-type
pain relievers), tranquilizers, stimulants, and sedatives
used non-medically. Marijuana was the most commonly
used illicit drug with 17.4 million current (past month)
users, or 6.9% of the US population. Next to marijuana,
7.0 million (2.7%) persons age 12 or older had used pre-
scription-type psychotherapeutic drugs non-medically
in the past month (current use). Of these, 5.1 million
used pain relievers.

There is an increase in incidences of driving un-
der the influence of illicit drugs. In 2010, 10.6 million
persons, or 4.2% of the population aged 12 or older,
reported driving under the influence of illicit drugs dur-
ing the past year. The rates were highest among adults
aged 18 to 25 with 12.7% (261). Also in 2010, 15.7%
used marijuana on 300 or more days within the past 12
months, translating to 4.6 million using marijuana on
a daily or almost daily basis over a 12-month period. In
addition, 39.9%, or 6.94 million, used the drug on 20 or
more days in the past month. Persons with any type of
psychological distress including major depression have
utilized higher doses of psychotherapeutic drugs.

Table 1. Method for grading the overall sirength of the evidence for an intervention.

Grade Definition

Good
accuracy).

Evidence includes consistent results from well-designed, well-conducted studies in representative populations that
directly assess effects on health outcomes (at least 2 consistent, higher-quality RCTs or studies of diagnostic test

Fair

methodological flaws).

Evidence is sufficient to determine effects on health outcomes, but the strength of the evidence is limited by the number,
quality, size, or consistency of included studies; generalizability to routine practice; or indirect nature of the evidence

on health outcomes (at least one higher-quality trial or study of diagnostic test accuracy of sufficient sample size; 2 or
more higher-quality trials or studies of diagnostic test accuracy with some inconsistency; at least 2 consistent, lower-
quality trials or studies of diagnostic test accuracy, or multiple consistent observational studies with no significant

Limited, lack of
evidence, or poor

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

Adapted and modified from methods developed by U.S. Preventive Services Task Force (64,259,260).

www.painphysicianjournal.com
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The source of prescription drugs was an important
issue in 2009-2010. Among persons aged 12 or older who
used pain relievers non-medically in the past 12 months,
55% reported that they received the drug for free from
a friend or relative (261), while another 11.4% bought
or took the drug from a friend or relative. Only 17.3%
reported that they got the drug from just one doctor. In
contrast, 4.4% procured the pain relievers from a drug
dealer or other stranger and 0.4% reported buying the
drug on the Internet. Thus, over 79% obtained prescrip-
tion pain relievers from sources other than doctors. How-
ever, Becker et al (262) showed that in a large commu-
nity sample, 31% of respondents reporting non-medical
use of opioids obtained these medications directly from
a physician, and 20% reported obtaining opioid analge-
sics exclusively from a physician.

Martell et al (73), in a systematic review of opioid
treatment for chronic back pain, estimated the preva-
lence of lifetime substance use disorders to range from
36% to 56%, with a 43% current substance use disorder
rate. Furthermore, aberrant medication taking behav-
iors also ranged from 5% to 24%. In a study of opioid
prescriptions for chronic pain and overdose (263), the
authors identified 51 opioid-related overdoses, includ-
ing 6 deaths. They concluded that patients receiving
higher doses of prescribed opioids were at an increased
risk for overdose, which underscored the need for close
supervision of these patients. In a review of opioid de-
pendence and addiction during opioid treatment of
chronic pain (37), it was concluded that problematic
opioid seeking and addiction arise often enough dur-
ing chronic treatment to be of considerable concern.
However, Fishbain et al (264), in a structured evidence-
based review of 67 studies, concluded that chronic
opioid therapy exposure will lead to abuse and addic-
tion only in a small percentage of chronic pain patients
(3.3%), but a large percentage (11.5%) will demon-
strate aberrant drug-related behaviors and illicit drug
use. Moreover, they showed that the percent of urine
drug screens with illicit drugs present was 14.5%, while
the percent of urine drug screens with a non-prescribed
opioid or no opioid present, suggesting the possibility
of diversion, was 20.4%. In a study of substance use
disorders in a primary care sample of patients receiv-
ing daily opioid therapy (265), it was found that the
frequency of opioid use disorders was 4 times higher
in patients receiving opioid therapy when compared
with general population samples (3.8% versus 0.9%). A
study evaluating risks for possible and probable opioid
misuse among recipients of chronic opioid therapy in

commercial and Medicaid insurance plans (266) showed
an estimated possible misuse of 20% to 24%.

Degenhardt and Hall (113) described the extent
of illicit drug use and dependence and its contribution
to the global burden of disease. They showed that in
high-income countries, illicit drug use contributes to
the burden of disease with major adverse health effects
of dependence, psychotic disorders, and other mental
disorders. In the United Kingdom (221), most prescrib-
ing fell within current guidelines with increasing pre-
scriptions of benzodiazepines and opioids resulting in
addiction. It was stated that addiction to prescription
drugs can be every bit as dangerous and distressing as
addiction to illegal drugs.

Edlund et al (92) in a large national represented
cross-sectional survey of over 9,000 subjects found
that the prevalence of problematic substance use was
higher among those on prescribed opioids than among
non-opioid users. This included problematic use of al-
cohol and non-opioid substances as well as opioids.
Controlling for comorbid mental disorders, the associa-
tion with non-opioid substances disappeared, suggest-
ing that the higher prevalence of mental disorders in
opioid users mediates their higher risk for problematic
substance use.

In an “empirical view of opioid dependence,” Ru-
etsch (222) described that approximately 20% of Ameri-
cans report using prescription opioids for non-medical
use and that 6% to 15% of people in the United States
abuse drugs. This is associated with annual costs of near-
ly half a trillion dollars, taking into account the medi-
cal, economic, social, and criminal impact of this abuse.
Numerous other studies also have reported the abuse
of opioids in various groups, along with the impact of
this abuse on various aspects of the society (267-278).

The abuse of opioids in chronic non-cancer pain has
been estimated to range from 5% to 41% of patients
receiving opioids for chronic pain (52,68,75,145,279-
307). In addition, illicit drug use in patients in chronic
pain management settings without controlled sub-
stance abuse was found in 5% to 16% of patients and
illicit drug use in patients with controlled substance
abuse was present in 34% of the patients (279-281,290-
293,297-299,304-306). Multiple evaluations with urine
drug testing (UDT) in recent years have shown signifi-
cant abnormalities indicating the inappropriate intake
of prescribed opioids, benzodiazepines, and use of il-
licit drugs. However, recent monitoring trends have
shown reduced doctor shopping and illicit drug use at
least in some settings (284,287,293).
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3.1.1 Conclusions

1. There is good evidence that non-medical use of
opioids is extensive.

2. There is good evidence that approximately one-
third of chronic pain patients may not use pre-
scribed opioids as prescribed or may abuse them.

3. There is good evidence that illicit drug use in
chronic pain patients is significantly higher than in
the general population and that such use is high
in patients receiving opioids and higher in those
abusing opioids.

3.2 Prescribing Patterns

In pain management settings, it has been reported
that as many as 90% of patients received opioids for
chronic pain management in spite of numerous issues
involved (36,68,279-284,286,287,289-293,303-307). In
addition, it also has been illustrated that the majority
of these patients were on opioids prior to presenting to
an interventional pain management setting (289).

Deyo et al (35) illustrated that approximately 61%
of patients in primary care settings with low back pain
received a course opioids and 19% were long-term us-
ers. They also showed that psychological distress, un-

healthy lifestyles, and utilization were associated incre-
mentally with duration of opioid prescription, not just
with chronic use. Among long-term opioid users, 59%
received only short-acting drugs, 39% received both
long and short-acting drugs, and 44% received a seda-
tive/hypnotic. Of those with any opioid use, 36% had
an emergency visit. Multiple studies (7,73,92,262) have
described that many patients in primary care settings
also abuse illicit drugs. In a 2009 survey, it was report-
ed that the majority of the opioids were prescribed by
multiple specialities, including family practice, internal
medicine, dentistry, emergency medicine, and ortho-
pedic surgeons, rather than pain physicians (47-49). As
shown in Figure 1, 42% of IR opioids and 44% of long-
acting opioids were prescribed by primary care physi-
cians, whereas specialties identified as pain manage-
ment, including anesthesiology and physical medicine
and rehabilitation, contributed to 6% of IR opioids and
23% of long-acting opioids.

Multiple studies illustrate increasing or escalating
use of therapeutic opioids. Caudill-Slosberg et al (308),
in one of the earliest evaluations, demonstrated that
opioid use doubled from 8% in 1980 to 16% in 2000.
Further data illustrates that from 1999 to 2002, 4% of

Immediate Release Opioids

36.9%
All Others

7.4% - Orthopedic
Surgery

42.1%
Primary Care

Long Acting Opioids

22.9%
All Others

43.8%
Primary Care

Fig. 1. Total number of prescriptions dispensed in the U.S. by vartous spectalties for IR and ER/ LA opioids, year 2009.
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U.S. adults reported use of opioid analgesics for pain
within the past month (309). In another study from
Utah (310), the results illustrated that 28.8% of adults
had been prescribed an opioid in the last year and
29.1% of these prescriptions were for long-term pain.
Other studies have illustrated the proportion of insured
people receiving opioids with the diagnosis of chronic
non-cancer pain with a corresponding increase of opi-
oid prescriptions (311). In settings of managing young
veterans, it was reported that the prevalence of chronic
opioid use increased from 3% in 2003 to 4.5% in 2007
(312). Patients on average were exposed to 2 different
opioids and had 3 different prescribers. Further, 80% of
opioid prescriptions during the study were prescribed
by family care providers, and less than 1% was from
pain specialists.

Boulanger et al (66) in a retrospective analysis of
factors for opioid and non-opioid therapy for fibromy-
algia showed that 78,511 of 117,305 patients were on
opioids.

3.2.1 Conclusions

1. There is good evidence that opioid prescriptions
are increasing rapidly.

2. There is good evidence that the majority of pre-
scriptions are from non-pain physicians.

3. There is good evidence that many patients are on
long-acting opioids.

4. There is good evidence that many patients are pro-
vided with combinations of long-acting and short-
acting opioids.

3.3 Relationship of Therapeutic Opioid Use
and Adverse Consequences

The overuse of opioids and the escalation of the
therapeutic use of opioids have been briefly described
earlier in this manuscript and extensively in other man-
uscripts (34,36,44,45). The majority of cases involving
injury and death frequently occur with people using
opioids exactly as prescribed, not just with those misus-
ing or abusing them (67). Even more importantly, most
studies indicate that patients on long-term opioid ther-
apy are unlikely to stop even if analgesia and function
are poor and safety issues arise (36). On the other hand,
patients reporting pain relief and improvement in func-
tion with other modalities or surgical or non-surgical
interventions continue to use opioids (260,313-325).

Higher doses and a combination of short-acting
and long-acting opioids are likely to lead to abuse, and
also cause serious dose-related adverse effects includ-

ing death. Commencing long-acting opioid therapy is
often the starting point for high dose opioid therapy,
a practice that growing evidence suggests is harmful to
patients and increases the black market availability of
opioids through diversion (67).

In 2012, the Centers for Disease Control and Pre-
vention (CDC) (39) reported the percentage of prescrip-
tion drug overdoses patients by risk group in the United
States. Approximately 80% of prescribed low doses (less
than 100 mg of morphine equivalent dose per day) by
a single practitioner accounted for an estimated 20%
of all prescription overdoses (Fig. 2). In contrast, among
the remaining 20% of overdose patients, the 10%
prescribed high doses (greater than 100 mg morphine
equivalent dose per day) by single prescribers account
for an estimated 40% of prescription opioid overdoses
(94,326-329), whereas the remaining 10% of patients
seeing multiple doctors and typically involved in drug
diversion contribute to 40% of overdoses (326). Finally,
among persons who died of opioid overdoses, a signifi-
cant proportion did not have a prescription in their re-
cords for the opioid that killed them. In West Virginia,
Utah, and Ohio, 25% to 66% of those who died of phar-
maceutical overdose used opioids originally prescribed
to someone else (95,326). While 100 mg or more mor-
phine equivalent dosage was classified as a high dose in
some published studies (45,328,329), emergency room
admission for overdoses or deaths occurred at dosages
of 40 mg (327), 50 mg (94,263), 120 mg (328), and 200
mg (329). Thus, there were significant fatalities even at
the low doses (45,94,263,327).

The CDC also showed the relationship between in-
creasing opioid sales and treatment admissions, along
with deaths, as illustrated in Figure 3 (39,89,273). Fur-
ther, it has been shown that medical and non-medical
use of prescription opioids among high school seniors
in the United States reached 17.6% with lifetime medi-
cal use of prescription opioids, while 12.9% reported
non-medical use of prescription opioids (295).

Multiple misunderstood safety issues include ti-
tration based on efficacy and tolerability rather than
safety with hypotheses about pseudoaddiction, break-
through pain, and denial of hyperalgesia (80,102). It
has been reported that most deaths occur at night, sug-
gesting that rather than provide improved sleep, long-
acting drugs produce more adverse effects during the
night. These adverse effects are also associated with
the dangers of concomitant medication use, especially
nighttime sedatives, in conjunction with the dangers of
obesity and sleep apnea (67,103,104). Prolonged QTc in-
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Fig. 2. Percentage of patients and prescription drug overdoses, by risk group — United States.

Source: Centers for Disease Control and Prevention. CDC grand rounds: Prescription drug overdoses — a U.S. epidemic. MMWR Morb Mortal
Wkly Rep 2012; 61:10-13 (39).
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Fig. 3. Rates™ of opioid pain reliever (OPR) overdose death, OPR treatment admissions, and kilograms of OPR sold --- United
States, 1999—2010.

* Age-adjusted rates per 100,000 population for OPR deaths, crude rates per 10,000 population for OPR abuse treatment admissions, and crude
rates per 10,000 population for kilograms of OPR sold.

Source: Centers for Disease Control and Prevention. Vital signs: Overdoses of prescription opioid pain relievers — United States, 1999-2008.
MMWR Morb Mortal Wkly Rep 2011; 60:1487-1492 (89).
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terval and sudden death is a potential problem for all
opioids, even though it has been particularly described
for methadone and buprenorphine, particularly at high
doses (105-109). For all types of regular opioid therapy,
there are risks associated not only with constipation,
which does not resolve with time, but also with con-
tinued oversedation, impaired cognition, fractures, and
serious bowel obstruction, all of which increase with
larger doses (105,117,193,199-201,218-263).

Multiple studies in the literature
(26,36,38,110,112,330-348) have reported an associa-
tion between opioid prescribing and overall health sta-
tus, with increased disability, medical costs, subsequent
surgery, and continued or late opioid use. In fact, Frank-
lin et al (348) reported that appropriate guidelines
might bend the prescription opioid dosing and mortal-
ity curves. They showed that with the implementation
of Washington State opioid dosing guidelines, there
has been a substantial decline since 2007 of 27% in
the morphine equivalent dose per day of long-acting
Schedule Il opioids, and a 35% decline in the propor-
tion of workers on doses of greater than 120 mg per
day morphine equivalent dosage. Moreover, the num-
ber of deaths was reduced by 50% from 2009 to 2010.

3.3.1 Conclusions

1. There is good evidence that the increased supply
of opioids, use of high dose opioids, doctor shop-
pers, and patients with multiple comorbid factors
contribute to the majority of fatalities.

2. There is good evidence that approximately 60% of
fatalities originate from opioids prescribed within
the guidelines.

3. There is good evidence that approximately 40% of
fatalities occur in 10% of drug abusers.

4. There is fair evidence that long-acting opioids and
a combination of long-acting and short-acting opi-
oids contribute to increasing fatalities.

5. There is fair evidence that even low doses of 40 mg
or 50 mg daily of morphine equivalent doses are
responsible for emergency room admissions with
overdoses and deaths.

3.4 Effectiveness of Opioids

Multiple manuscripts, systematic and comprehen-
sive reviews, and guidelines have been published evalu-
ating the effectiveness and safety of opioids. Only the
most recent guidelines, systematic reviews, compre-
hensive reviews, and individual articles if not included
in previous systematic reviews were considered here

(6,44-58,60,62,65,73,78-88,97,98,151-226,349-354).

Furlan et al (97) included 41 randomized trials in-
volving 6,019 patients with various types of pain. Of
all the studies, 90% were either funded by or had one
or more co-authors affiliated with the pharmaceuti-
cal industry. Although all the trials included were de-
scribed as randomized, patient assignment was judged
adequate to be called random in only 17 trials and 39
trials were described as double-blind. Of these, 30 trials
were judged as having adequate methods of double-
blinding. Of the 6,019 patients with chronic non-cancer
pain included in the systematic review, 80% were clas-
sified as having nociceptive pain (osteoarthritis, rheu-
matoid arthritis, and back pain without radiculopathy);
12% neuropathic pain (diabetic neuropathy, posther-
petic neuralgia, phantom limb pain, and regional cervi-
cal brachial pain syndrome); 7% fibromyalgia; and 1%
mixed nociceptive and neuropathic pain. The average
age of the people involved was 58.1 years with a range
of 40 to 71 years with 63% of participants being female
and 85% white. Multiple opioid studies included co-
deine, morphine, oxycodone, tramadol, and propoxy-
phene. The duration of the studies was only 5 weeks on
average, except for fibromyalgia studies, which had a
mean length of approximately 9 weeks.

Meta-analysis of 28 studies meeting inclusion crite-
ria showed results in favor of morphine and oxycodone
with all other opioids considered weak evidence (97).
The drop-out rates averaged 33% in the opioid groups
and 38% in the placebo groups. The results illustrated
that opioids were more effective than placebo for both
pain and functional outcomes in patients with nocicep-
tive or neuropathic pain or fibromyalgia. Only strong
opioids, however, not weak opioids were significantly
superior to Naprosyn, naproxen, and nortriptyline, and
only for pain relief. The authors interpreted the results
as weak, with strong opioids outperforming the pla-
cebo for pain and function in all types of chronic non-
cancer pain. Other drugs produced better functional
outcomes than opioids, whereas for pain relief they
were outperformed only by strong opioids. Despite the
relative shortness of the trials, more than one-third of
the participants abandoned the treatment.

Even though this systematic review was well con-
ducted and did include multiple studies, there were
multiple limitations associated with the short duration
of the studies. The authors also noted that most trials
that compared opioids with other drugs were not ade-
quately designed as equivalent or non-inferiority trials.

Kalso et al (98), in a study preceding the evalua-
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tion by Furlan et al (97), evaluated opioids in chronic
non-cancer pain to assess their efficacy and safety.
Kalso et al (98) showed the mean decrease with opi-
oids in pain intensity in most studies to be at least 30%,
with comparable effects on neuropathic and musculo-
skeletal pain. However, the review did not include evi-
dence from studies of weak opioids such as tramadol
or codeine, nor did it assess the effectiveness of opioids
compared with other analgesics. Six of the 15 included
trials had an open-label follow-up for 6 to 24 months.
The mean decrease in pain intensity in most studies was
at least 30% with opioids and was comparable in neu-
ropathic and musculoskeletal pain. Only 44% of 388
patients on open-label treatments were still on opioid
therapy from between 7 and 24 months. The short-term
efficacy of opioids was good in both neuropathic and
musculoskeletal pain conditions.

Martell et al (73) performed a systematic review of
the prevalence, efficacy, and association with addiction
of opioid treatment for chronic back pain. This system-
atic review showed that opioid prescribing varied by
treatment settings from 3% to 66%. Studies were con-
ducted in various settings, including 4 multidisciplinary
or specialty groups (332,355-357), 4 pain treatment
centers (335,358-360), one across all disciplines (361),
one in community dwelling elderly persons (362), and
one in the primary care group (363). The most common
concern in the studies was lack of internal validity due
to limitations that are common in observational stud-
ies, along with recall bias, which was a major concern.
Of the 2 multidisciplinary pain clinics (335,359), the
prevalence of opioid prescriptions was 43% and 41%.
The prevalence of opioid prescriptions was 15% in the
National Ambulatory Medical Care Survey (361), 11%
in academic multidisciplinary pain clinics (358), 28% in
National Low Back Pain Study (357), 40% at the Univer-
sity of Washington tertiary care pain treatment center
(360), and 66% in Minneapolis Orthopedic Spine Clinic
(332). Others were at low levels. Meta-analysis of the
4 studies assessing the efficacy of opioids compared
with a placebo or a non-opioid control did not show
reduced pain with opioids. Meta-analysis of the 5 stud-
ies directly comparing the efficacy of different opioids
demonstrated a non-significant reduction in pain from
baseline. The authors concluded that opioids were com-
monly prescribed for chronic back pain and may be ef-
ficacious for short-term pain relief. Long-term efficacy
of greater than 16 weeks was unclear. Substance use
disorders were common in patients taking opioids for
back pain, and aberrant medication-taking behaviors

also occurred in 24% of cases.

Eisenberg et al (177) studied 22 trials meeting in-
clusion criteria and classified as short-term (less than 24
hours; n=14) or intermediate-term (median=28 days;
range=8 to 70 days; n=8). They studied opioids for neu-
ropathic pain and reported contradictory results for
short-term. For the intermediate-term ranging from 8
to 70 days, however, all 8 trials demonstrated opioid
efficacy for spontaneous neuropathic pain. They con-
cluded that intermediate-term studies demonstrated
significant efficacy of opioids over placebo. The inter-
mediate-term range of 8 to 70 days, with a median of
28 days, is considered as short-term for the purpose of
the present review.

Eisenberg et al (177) concluded that short-term
studies provide only equivocal evidence regarding the
efficacy of opioids in reducing the intensity of neuro-
pathic pain, whereas intermediate-term studies (also
considered as short-term) demonstrated significant ef-
ficacy of opioids over placebo, which was likely to be
clinically important. Even though adverse effects were
common, albeit not life threatening, they suggested
that further RCTs were needed to establish long-term
efficacy safety including addiction potential and effects
on the quality of life (QOL).

Deshpande et al (179) evaluated the role of opioids
in managing chronic low back pain. They included only 4
trials, of which 3 studied tramadol. They concluded that
despite consensus surrounding the use of opioids for
long-term management of chronic low back pain, there
were very few high quality trials assessing the efficacy.
Although the trials included in their review achieved
high internal validity scores, they were characterized
by a lack of generalizability, inadequate description
of study populations, poor intention to treat analysis,
and limited interpretation of functional improvement.
Based on their results, the benefits of opioids in clinical
practice for the long-term management of chronic low
back pain was questionable. They also recommended
that further high-quality studies more closely simulat-
ing clinical practice were needed to assess the useful-
ness and potential risks of opioids for individuals with
chronic low back pain.

Cepeda et al (180) evaluated the role of tramadol
for osteoarthritis in a systematic review and meta-anal-
ysis of 11 RCTs, concluding that patients who received
tramadol reported less pain associated with a higher
degree of global improvement. They also concluded
that decreasing pain intensity produced not only symp-
tom relief, but also improved function in patients with
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osteoarthritis, even though these benefits were small.

Sandoval et al (181) included 21 papers, with one
small randomized trial, 13 case reports, and 7 case series
involving 545 patients with multiple non-cancer pain
conditions. In 50% of the patients, however, no specific
diagnosis was provided. In these patients, methadone
was administered primarily even though previous opi-
oid treatment was ineffective or produced intolerable
side effects, with starting doses ranging from 0.2 to 80
mg per day and maximum doses ranging from 20 to
930 mg per day. The results of the review showed that
pain outcomes were meaningful in 59% of patients in
the uncontrolled studies; however, the only random-
ized trial (364) demonstrated a statistically significant
improvement in pain for methadone at 20 mg per day
compared to the placebo. Side effects were considered
minor. The authors ultimately concluded that the fig-
ure of 59% effectiveness of methadone should be inter-
preted very cautiously, as it seems overrated due to the
poor quality of uncontrolled studies and their tendency
to report positive results. Thus, the utilization of oral
methadone for non-cancer pain was based on primarily
uncontrolled literature. Well-designed controlled trials
may provide more accurate information on the efficien-
cy of the drug for pain syndromes and in particular for
neuropathic pain.

Chou and Huffman (64) identified 12 systematic re-
views that primarily evaluated the short-term benefits
of opioids for chronic non-cancer pain. They identified
13 placebo-controlled randomized trials of opioids for
chronic non-cancer pain not included in the systematic
reviews. They indicated in the summary of evidence
that many trials found opioids moderately effective
for pain relief and slightly to moderately effective for
functional outcomes when compared to a placebo in
patients with non-cancer pain. This was based on short-
term (< 12 weeks) outcomes.

Manchikanti et al (78), in a systematic review,
identified 111 randomized trials for consideration in
the evaluation, of which only 20 met inclusion criteria
for qualitative synthesis with a minimum of 12-week
follow-up. They concluded that the results showed fair
evidence for administration of tramadol in osteoarthri-
tis, whereas, for all the agents including tramadol, in
all conditions, the evidence was very weak or negative,
leading to the conclusion of limited evidence.

3.4.1 Long-Term Effectiveness
Five systematic reviews of at least one-year follow-
up looked at the long-term effectiveness of opioids

(73,78,98,190,223). There were also 4 comprehensive,
but non-systematic reviews (151,158,350,351). Among
the new studies, there were 5 studies evaluating bu-
prenorphine (160,217,219,349,354). Among these 5 bu-
prenorphine studies, one study evaluated controlled-
released (CR) oxycodone and pregabalin (349) and
another study evaluated hydromorphone (354). How-
ever, only one of these 5 evaluations was a RCT (219).

Chou and Carson (190), in their report of drug class
review on long-acting opioid analgesics, identified 34
randomized trials enrolling 3,608 patients with chronic
non-cancer pain, 8 trials compared one long-acting opi-
oid to another, 7 trials compared a long-acting opioid
to a short-acting opioid, and 22 compared a long-acting
opioid to a non-opioid or placebo. The trials ranged in
size from 12 to 683 evaluable enrollees with an average
of 106 enrollees. Ten of the trials focused on osteoar-
thritis, 10 on back pain, 7 on neuropathic pain, one on
phantom limb pain, one on chronic pancreatitis pain,
and 5 on heterogenous chronic non-cancer pain. Nearly
all of the trials were of relatively short duration ranging
from 5 days to 24 weeks, except for one study evaluat-
ing transdermal fentanyl versus long-acting morphine
that was 13 months in duration (365). They concluded
that there was insufficient evidence to suggest that one
long-acting opioid was superior to another in terms of
efficacy in adult patients with chronic non-cancer pain.
Moreover, they also concluded that there was no useful
indirect evidence for determining the comparative ef-
ficacy of long-acting opioids. Multiple drawbacks of the
included studies were insufficient quality, diverse study
designs, patient populations, interventions, and out-
comes assessment. They also evaluated the comparative
effectiveness of short-acting opioids versus long-acting
opioids and concluded that there was no good qual-
ity evidence to suggest the superior efficacy of long-
acting opioids as a class over short-acting opioids. For
oxycodone, there was fair evidence that short-acting
and long-acting were equally effective for pain con-
trol. They (190) concluded that there was insufficient
evidence to suggest that one long-acting opioid was su-
perior in terms of adverse events in adult patients with
chronic non-cancer pain. There was no convincing evi-
dence to suggest lower adverse event rates with long-
acting opioids as a class compared with short-acting
opioids for all assessed adverse events.

Kalso et al (98), showed a mean decrease in pain in-
tensity of at least 30% with opioids, noting that about
80% of patients experienced at least one adverse event.
They also showed that only 44% of the 388 patients
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on open-label treatments were still on opioids after
therapy ranging from between 7 and 24 months. They
concluded that only a minority of patients went on to
long-term management with opioids.

Noble et al (223) updated their previous systematic
review (182) in 2009 and concluded that based on weak
evidence, opioids might be effective in a small propor-
tion of patients. They were concerned about many pa-
tients discontinuing long-term opioid therapy due to
adverse events or insufficient pain relief. The updated
review, however, included both randomized and obser-
vational studies. In this evaluation, they reviewed 26
studies with 27 treatment groups that enrolled a total
of 4,893 participants, also including intrathecal opioids
apart from oral and transdermal opioids. Twenty-five of
the studies were case series or uncontrolled long-term
trial continuations; the other was an RCT comparing 2
opioids. They also included strong and weak opioids.
There were 3 morphine studies (365-367), 2 studies of
ER tramadol (368,369), one study of IR tramadol (370),
2 studies of CR oxycodone (371,372), one methadone
study (373), one study of ER oxymorphone (374), an-
other study of weak opioids for ER oxymorphone
(375), and multiple other studies of dihydrocodeine,
buprenorphine, and morphine for weak opioids. There
were 3 studies evaluating the role of transdermal fen-
tanyl (365,376,377).

In Manchikanti et al’s (78) systematic review of 111
trials with administration of opioids either orally or
topically, only 4 studies evaluated effectiveness beyond
6 months (365,378-380). Of these, one study evaluated
tapentadol (380) with weak positive evidence, the sec-
ond study evaluated morphine with negative evidence
(378), the third study evaluated oxycodone with nega-
tive results (379), and the fourth study evaluated fen-
tanyl and morphine with indeterminate results (365).
Martell et al (73) in their systematic review concluded
that long-term efficacy of greater than 16 weeks was
unclear.

A critical review of the literature without a meth-
odological quality assessment of the manuscripts, by
Taylor et al (350) evaluated CR formulation of oxycodo-
ne in patients with moderate to severe chronic osteoar-
thritis. Out of a total of 3 studies; one was an open-la-
bel trial evaluating long-term relief (372,380,381). They
concluded that the literature supports the fact that CR
oxycodone is safe and effective and significantly re-
duces moderate to severe chronic pain in osteoarthritis
patients with the expected side effects associated with
other opioid agents.

Smith (151) in a contemporary opinion piece de-
scribed the role of opioids in neuropathic pain. They
showed that opioids are considered to be a second or
third-line class of analgesics that may provide reason-
able analgesia to some patients with chronic neuro-
pathic pain. Even though opioids may alleviate chronic
neuropathic pain, overall, neuropathic pain tends to
be less opioid-responsive than nociceptive pain. They
described that the mechanisms that may contribute to
neuropathic pain may also simultaneously contribute
to diminishing the antinociceptive properties of opi-
oids for neuropathic pain. Thus, these mechanisms may
also contribute to analgesic tolerance and/or opioid hy-
peralgesia by multiple mechanisms involving N-Methyl-
D-aspartate (NMDA) receptor, neural hyperexcitation,
and opioid-induced cholecystokinin (CCK) release. They
concluded that there was no robust evidence that any
specific opioid agent was better than any other opioid
at effectively treating neuropathic pain, and that con-
ceivably, opioids or opioid-like analgesic agents may be
particularly suited to alleviate neuropathic pain in cer-
tain patients suffering from neuropathic pain.

Krashin et al (155) reviewed the role of opioids in
the management of HIV-related pain. They concluded
that pain is undertreated and more complex to manage
in patients with HIV due to the complex anti-retroviral
drug regimens, higher risks of side effects, and high-
er rates of comorbid psychiatric illness and substance
abuse. Thus, in managing these patients, multiple fac-
tors should be taken into account and multimodal ther-
apy must be provided, including non-opioid pain reliev-
ers, adjuvant medications, and psychosocial therapies,
in addition to opioid analgesics. In general, patients
with HIV-related pain require high doses of opioids not
only to treat acute pain, but also chronic pain. Often
they have increased tolerance, even when currently ab-
stinent (155). There are no studies evaluating the ef-
fectiveness of individual drugs and their efficacy and
adverse effect profile in HIV-related pain.

Pergolizzi et al (351) described the current con-
siderations for the treatment of severe chronic pain
and the potential for tapentadol. They described the
investigation as 3 double-blind, randomized, placebo-
controlled, multicenter trials in patients with chronic
low back pain or osteoarthritis. In all the studies a
3-week titration phase enabled subjects with moderate
to severe pain to reach their optimal dose of tapent-
adol prolonged release, oxycodone CR, or placebo. This
was followed by a 12-week maintenance phase, when
patients would adjust the dose, but were not allowed
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rescue medication. The primary end-point was the
mean change in pain intensity, using the last observa-
tion carried forward imputation. In the low back pain
trial, optimal doses of opioids in both active treatment
groups produced a statistically significant reduction in
pain intensity compared to the placebo over the entire
maintenance period, with a lower incidence of adverse
events (382). A meta-analysis of the 3 studies demon-
strated that tapentadol long-acting was non-inferior to
oxycodone CR in terms of efficacy (383). A clinical study
with a randomized-withdrawal design has investigated
the efficacy and safety of tapentadol in 588 patients
with painful diabetic neuropathy who were dissatisfied
with their current treatment and had an average pain
score above 5 (384). However, the study included only
a greater than one point reduction in pain intensity
for inclusion criteria for the randomized, double-blind
phase. In the open-label phase of a randomized study
in 1,117 patients with osteoarthritis or chronic low back
pain, with patients being encouraged to stay for a 51
week maintenance phase, tapentadol provided stable
pain relief over the study period and was also associat-
ed with significantly lower levels of constipation, nau-
sea, and vomiting than oxycodone (385).

Among the new studies, transdermal buprenor-
phine was evaluated in a prospective evaluation (217)
in patients with cancer and non-cancer pain with 81%
of 4,030 patients with cancer pain. The second study
(219) evaluated buprenorphine transdermal system for
chronic moderate to severe low back pain in a random-
ized, double-blind evaluation. In this study, Steiner et
al (219) evaluated the results in a phase Il study with
1,160 opioid experienced patients with chronic mod-
erate to severe low back pain in an open-label run-in
period. The results showed that there was very little
difference among the groups with regards to pain re-
lief. However, the treatment group did not worsen with
increased pain as did the control group. The authors
concluded that based on the primary efficacy variable,
there were statistically significant differences in bu-
prenorphine transdermal system 20 compared with bu-
prenorphine transdermal system 5.

The study of long-term CR oxycodone and prega-
balin in the treatment of non-cancer pain was an ob-
servational study (349), which showed the effectiveness
of a combination with pregabalin with a reduction in
dosages. The study by Daitch et al (160) showed the
effectiveness of sublingual buprenorphine in patients
who were switched from long-term opioid manage-
ment with superior improvement in patients who were

on lower doses of morphine (100 mg morphine equiva-
lence or less compared to higher dosages). Finally, the
clinical efficacy of hydromorphone was also studied
in a routine clinical practice (354) in 197 patients who
received osmotic controlled-release oral delivery sys-
tem OROS (Osmotic-controlled Release Oral delivery
System) hydromorphone (extended release) and were
monitored for 90 days. Of these, 127 patients had non-
malignant diseases, mostly degenerative joint disease,
with the others being cancer pain patients. They (354)
showed significant reductions in pain scores, although
17 patients stopped treatment due to adverse effects.
The authors (354) concluded that the severity of the
patients’ pain decreased during treatment with OROS
hydromorphone with few adverse effects. Further, the
observed pain relief was accompanied by an improve-
ment in the quality of the patients’ lives.

3.4.2 Short-Acting Versus Long-Acting Opioids

Chou and Carson (190) in their drug effectiveness
review project report evaluated 7 trials compared long-
acting opioids to short-acting opioids (378,386-391).
The results illustrated that long-acting opioids have
not been shown to be superior to short-acting opioids.
For oxycodone, there was no good quality evidence to
suggest the superior efficacy of long-acting opioids as
a class over short-acting opioids. Specifically, there was
fair evidence from 3 trials where long- and short-acting
oxycodone was equally effective for pain control. These
7 identified randomized trials included 568 patients,
with all studies being rated as fair quality. The random-
ized trials directly compared the efficacy of long-acting
opioids to short-acting opioids in patients with chronic
pain of non-cancer origin. Three studies compared long-
acting oxycodone to short-acting oxycodone (387,389-
391). Two studies evaluated long-acting dihydrocodeine
(388-390), one evaluated long-acting codeine (386), and
one evaluated long-acting morphine (378). These trials
showed no consistent trends demonstrating significant
differences in efficacy between long-acting opioids as a
class and short-acting opioids. In addition, the authors
also concluded that there was no convincing evidence
from 7 RCTs to suggest lower adverse event rates with
long-acting opioids as a class compared with short-act-
ing opioids for all assessed adverse events. There were
no data comparing rates of addiction or abuse of long-
acting and short-acting opioids.

Fine et al (174) reviewed the evidence with respect
to long-acting opioids and short-acting opioids with
their appropriate use in chronic pain management. In
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another manuscript (192) the benefits of ER opioid an-
algesic formulations in the treatment of chronic pain
were described; however, there were no comparative
evaluations.

3.4.3 Opioid Rotation

Opioid rotation in the management of chronic can-
cer pain is common, although its prevalence and effec-
tiveness in chronic non-cancer pain is unknown. Vissers
et al (392) observed that opioid rotation could result
in a better analgesic effect at a lower equipotent dose
in cancer patients; however, there is no such evidence
available in non-cancer patients. Moreover, the opioid
rotation recommendations are often based on data de-
rived from studies designed to evaluate acute pain re-
lief, and sometimes on single-dose studies, which makes
this information unreliable in chronic pain settings.

Webster and Fine (393) performed a focused lit-
erature review to identify reports of fatal or near-fatal
outcomes that have occurred in conjunction with opi-
oid rotation in order to evaluate clinician competence
in opioid rotation, and to identify inconsistencies in
published protocols for opioid rotation. An increasing
body of literature showed that widely used opioid rota-
tion practices, including the use of dose conversion ra-
tios found in equianalgesic tables, may be an important
contributor to the increasing incidence of opioid-relat-
ed fatalities (394-396). These errors may be due, in part,
not only to inadequate competence on the part of the
prescriber, but also to the proliferation of inconsistent
guidelines for opioid rotation, conflation of equianal-
gesic tables as conversion tables, and limitations inher-
ent in the equianalgesic dose tables (397-399).

Canadian Guidelines (224) recommend that for pa-
tients experiencing unacceptable adverse effects or in-
sufficient opioid effectiveness from one particular opi-
oid, a different opioid should be prescribed or therapy
discontinued.

Chou and Carson et al (190), in the drug review
showed that opioid rotation, which has been proposed
as a strategy to improve the balance between analgesia
and side effects, was not supported by any clinical tri-
als of opioid rotation in patients with non-cancer pain.
Furthermore, they concluded that the supporting evi-
dence primarily consisted of anecdotal data and uncon-
trolled observational studies.

Nalamachu (215) discussed opioid rotation with ER
opioids. He posited that current scientific knowledge
limits the ability to predict which patient will respond
optimally to specific opioid analgesics and that, conse-

quently, opioid rotation is a necessary practice in the
management of chronic non-cancer pain where thera-
peutic efficacy with the lowest possible dose is the de-
sired result. He concluded that even patients who re-
spond favorably to initial opioid therapy may require
rotation to a new opioid over time to maintain ad-
equate analgesia, which in essence may minimize the
risks of adverse events and overdose associated with
frequent dose escalations and higher opioid doses.
Nalamachu et al (215) described various clinical con-
siderations with multiple steps with opioid selection,
supplemental analgesia to manage breakthrough pain,
rotation to methadone, and managing withdrawals.
None of this, however, is based on good scientific evi-
dence, but it rather on case reports and opinions.

In another study reporting a 10-year experience of
345 patients in an acute palliative care unit with switch-
ing to methadone, Mercadante (400) concluded that
switching to methadone from different opioids, using
an initial fixed ratio, followed by flexible dosing, ac-
cording to the clinical need, was highly effective and
safe when performed in an acute pain relief and pal-
liative care unit. This study contained multiple deficien-
cies and was not conducted in chronic non-cancer pain
patients.

3.4.4 Impact on Quality of Life

While there is no significant evidence of long-term
pain relief with opioids in chronic non-cancer pain, the
impact of long-term opioid therapy on QOL is even less
optimistic. QOL improvement has been evaluated less
frequently than pain relief. Devulder et al (401) evalu-
ated the impact of long-term use of opioids on QOL
in patients with chronic non-malignant pain in a sys-
tematic review. They identified 11 studies that evalu-
ated long-term treatment with opioids in patients with
chronic pain. The total number of patients enrolled
into these studies was 2,877. Of these 11 included stud-
ies, 6 were randomized trials (n=1,504) (365,402-406)
and 5 studies were open-label, observational studies
(n=1,373) (376,377,407-409). Of the 6 randomized tri-
als, 4 trials were double-blinded (403-406) and 2 studies
were open-label (365,402). Among the 6 randomized
trials that were eligible, in 2 of the studies, baseline
QOL was not measured and therefore the QOL change
with treatment was not reported (144,405). In both of
these trials, the primary study objective was the com-
parison of the impact of the 2 study interventions on
the patient’s QOL. Subsequently, the results were not
presented in terms of any changes from baseline. How-
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ever, in the remaining 4 randomized trials, 3 demon-
strated an improvement in QOL with opioid treatment
(402-404), even though this improvement was not al-
ways significantly greater than placebo (404). One
study showed no treatment-related improvement in
QOL or functionality (406). Thus, among the random-
ized trials, there was some improvement shown in 3 of
the 6 studies evaluated.

Among the 5 studies described as observational or
open-labeled, the results were only indicative at best,
since their design implied less methodological rigor
than seen with RCTs. In 4 of these studies, a statistically
significant improvement in the overall QOL was seen
with long-term opioid treatment (377,406,407,409).
Only one of the studies failed to detect an overall
change in QOL (376).

Thus, Devulder et al (401) concluded that there was
both moderate/high quality and low quality evidence
suggesting that the pain relief elicited by long-term
(defined as greater than 6 weeks duration of opioid
treatment) was accompanied by improvement in QOL.
They also concluded that owing to the heterogeneity
of the included studies, in terms of the population stud-
ied, study designs used, and outcome measures assessed
and the methods used to assess them, it was not pos-
sible to determine the average magnitude of this QOL
improvement. Based on these findings, the authors pos-
tulated that if an appropriate dose level is chosen for
each patient, on an individual basis, pain relief elicited
by long-term opioid treatment might offset the impact
of common side effects of treatment to evoke an over-
all improvement in a patients’ well-being.

Dersh et al (330) in a prospective outcomes study
sought to determine whether prescription opioid de-
pendence, assessed at the beginning of rehabilitation
treatment, is associated with poorer treatment out-
comes in patients with chronic disabling occupational
spinal disorders attending an interdisciplinary rehabili-
tation program. They concluded that iatrogenic pre-
scription opioid dependence might be a risk factor for
less successful long-term work and health outcomes,
even after detoxification from opioids as part of an
interdisciplinary functional rehabilitation program.
Chronic prescription opioid dependence in this patient
population is also associated with a significantly higher
prevalence of comorbid psychiatric conditions.

Among the other studies (333,335,366,367,410-
418), the results were mixed. Among the studies with
positive results, Dillie et al (410) reported a positive
difference in relation to most health-related quality of

life (HRQoL) domains of the short form-36 (SF-36) with
the administration of oxycodone. Rauck et al (411) also
showed that both sustainable-release morphine and
oxycodone led to a significant improvement in both
physical and mental components of the SF-12, with
physical functioning scores improving by approximately
20% to 30%. Caldwell et al (366) showed that the mean
physical function scores improved by 18% at week 4
compared with an improvement of 8% with the pla-
cebo. Adams et al (414) showed that sustained-release
(SR) morphine significantly increased the proportion
of those who reported an improvement in their ability
to undertake moderate-intensity activities. Zenz et al
(367) have illustrated a close correlation between pain
reduction and an increase in performance. Jensen et al
(412) also showed that in a 10-year follow-up, opioid
users had lower SF-36 scores than chronic pain patients
who were not using opioids. Deshpande et al (413) con-
cluded that pain relief could be expected to improve
more in non-depressed patients.

Multiple other studies of the literature
(26,36,38,110,112,333-347) have reported an associa-
tion between opioid prescribing and deterioration of
health status resulting in increased disability, medical
costs, subsequent surgery, continued or late opioid
use, and failure to respond to numerous interven-
tions. Thus, epidemiologic studies provided mixed
results with regards to improvement in function
and QOL with opioids in chronic pain patients (60-
65,78,81,87,97,98,187,189,190,260,341). In an epidemi-
ologic study by Breivik et al (26) from Denmark where
opioids are prescribed liberally for chronic pain, it was
demonstrated that in patients receiving opioids, pain
was worse, health care utilization was higher, and ac-
tivity levels were lower compared to a matched cohort
of chronic pain patients not using opioids. This study
suggested that when opioids are prescribed liberally,
even if some patients benefit, the overall population
does not. Eriksen et al (37) also reported worse pain,
higher health care utilization, and lower activity levels
in opioid-treated patients compared to matched cohort
of chronic pain patients not using opioids. Sjogren et al
(38) in a study published in 2010 evaluating the role of
opioids showed that the odds of recovery from chronic
pain were almost 4 times higher among individuals not
using opioids compared with individuals using opioids.
Moreover, the strong opioids were associated with poor
HRQoL and higher risk of death.

Apart from pain relief, functional status improve-
ment and health care utilization, another important
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function relevant to patients on chronic opioid therapy
is driving capability (418,419). Fishbain et al (419) in a
structured, evidence-based review of impairment in
driving-related skills in opioid-dependent or -tolerant
patients, concluded that the majority of the reviewed
studies appeared to indicate that opioids do not impair
driving-related skills in opioid-dependent or -tolerant
patients. However, these opinions did not correlate
with a narrative review by Strassels (418), who reported
that although the effects vary among drugs, cogni-
tive function might be influenced by the use of opioid
analgesics.

Wilhelmi and Cohen (158) described a framework
for “driving under the influence of drugs” policy for
the opioid using driver. They defined that driving under
the influence of drugs is a term used to designate the
action of driving an automobile after the consumption
of drugs or medications other than alcohol that inter-
fere with the capacity to operate a vehicle safely. They
described that unlike recreational drugs, prescription
medications pose a unique challenge to those attempt-
ing to harness their benefits, yet protect the driving
public. They concluded that a sizable percentage of the
driving public has detectable levels of opioids within
their bodies. They also stated that the best available
evidence demonstrates psychomotor impairment fol-
lowing acute administration of opioids or an increase in
opioid dosage, but impairment diminishes with chronic,
stable opioid usage. Thus, it is essential to balance the
benefit of pain relief against the need for public pro-
tection, based on the evidence.

3.4.5 Summary of Effectiveness Evidence

In summary, based on the present systematic re-
views, it appears that short-term opioid therapy is
associated with a moderate degree of pain relief, al-
though evidence is weak due to overall summary ef-
fects and sizes. Consequently, less vigorous forms of
evidence have been used to evaluate long-term ef-
fectiveness based on assertions that it is not feasible
to conduct RCTs over prolonged periods, even though,
long-term RCTs are demanded for other interventions
(3,63,64,227,232-235,420-422). Other drawbacks of as-
sessment of long-term effectiveness are that in open
label follow-up studies, as many as 56% of patients
abandon treatment because of a lack of efficacy or side
effects (98,223). Furthermore, many opioid trials utilize
enrichment in their protocols (patients who do not re-
spond are selected out during the pre-trial phase) and
there is an unusually high dropout rate across opioid

trials during enrichment, likely reducing the internal
validity of the trials (422). Nevertheless, lingering issues
remain related to opioids’ lack of effectiveness for im-
proving functional status or QOL even when the dos-
age is escalated. The traditional premise that dosages
should be titrated upwards to overcome pharmacologi-
cal tolerance, an inevitable consequence of long-term
opioid treatment, has been utilized in long-term stud-
ies (88). Consequently, at least some patients might be
able to reach a stable, non-escalating, effective dose;
analgesic tolerance seems to stabilize over time. Even
then, many patients continue to fail dose escalation, re-
porting no change or worsening of their pain, despite
high doses of opioids (80,420,423-426) with a paradoxi-
cal response of actual improvement in pain once opi-
oid treatment is discontinued (427-429), secondary to a
rampant tolerance or opioid-induced hyperalgesia. This
shows that the premise that tolerance can always be
overcome by dose escalation is unrealistic.

In chronic pain patients, however, there is also de-
bate in reference to exercise (159). Nijs et al (159) in a
review of the available evidence addressing the effect
of exercise on central pain modulation in patients with
chronic pain showed diverse results. Exercise is consid-
ered as an effective treatment for various chronic pain
disorders; including fibromyalgia, chronic neck pain, os-
teoarthritis, rheumatoid arthritis, and chronic low back
pain. However, the clinical benefits of exercise thera-
py in these populations, though established based on
evidence in some, continue to be unclear, specifically
with reference to exercise and its potential effects on
the processes involved in chronic pain (i.e., central pain
modulation). Exercise activates endogenous analgesia
in healthy individuals by the increased pain threshold
due to the release of endogenous opioids and activa-
tion of supraspinal nociceptive inhibitory mechanisms
orchestrated by the brain (159). Exercise triggers the
release of beta-endorphins from the pituitary (periph-
erally) and the hypothalamus (centrally), which in turn
enables analgesic effects by activating mu opioid recep-
tors peripherally and centrally, respectively (159). Fur-
thermore, the hypothalamus also has the capacity to
activate descending nociceptive inhibitor mechanisms
through its projections on the periaqueductal gray. This
review (159) showed that several groups have shown
dysfunctioning of endogenous analgesia in response to
exercise in patients with chronic pain. Generally, with
exercise, muscle contractions activate generalized en-
dogenous analgesia in healthy, pain-free humans and
patients with either osteoarthritis or rheumatoid arthri-
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tis, but result in increased generalized pain sensitivity
in fibromyalgia patients. It has been shown that in pa-
tients with local muscular pain, exercises with non-pain-
ful muscles activate generalized endogenous analgesia,
whereas, when painful muscles are exercised, pain sen-
sitivity is not changed either in the exercising muscles
or at distant locations. Nijs et al (159) concluded that
a dysfunctional response of patients with chronic pain
and aberrations in central pain modulation to exer-
cise has been shown, indicating that exercise therapy
should be individually tailored with emphasis on pre-
vention of symptom flares.

3.4.6 Conclusions
While there is significant short-term evidence avail-

able for all opioids, an assessment of long-term effec-

tiveness is hindered due to the short 3 month duration
of the studies.

1. The short-term effectiveness of opioids is fair.

2. The long-term effectiveness of opioids is limited
due to lack of long-term (> 3 months) high quality
studies.

3. Thereis fair evidence with no significant difference
in effectiveness or adverse effects between long-
acting and short-acting opioids.

4. There is limited published evidence for opioid rota-
tion due to lack of quality publications.

5. The evidence for improvement in QOL parameters
is fair for short-term and limited for long-term due
to only short-term studies and lack of quality litera-
ture with long-term follow-up.

3.5 Evidence of Effectiveness of Individual
Drugs

In this evaluation, the available literature for com-
monly utilized opioids — hydrocodone, oxycodone, mor-
phine, tramadol, methadone, transdermal fentanyl, co-
deine, oxymorphone, buprenorphine, and tapentadol
was reviewed.

3.5.1 Hydrocodone

Despite multiple evaluations on the long-term ef-
fectiveness of opioid therapy, hydrocodone, the most
commonly utilized, has not been studied for its effec-
tiveness. However, one of the largest studies to date
(430), which included more than 11,000 patients with
chronic pain, 3,000 of whom were taking hydrocodone-
containing preparations, found relatively low levels of
abuse, indicating long-term effectiveness. These results
support the hypothesis that the rate of abuse identified

with tramadol is not significantly greater than NSAIDs,
but is less than the rate associated with hydrocodone.

3.5.2 Oxycodone

The long-term effectiveness of oxycodone was eval-
uated in multiple studies (349,372,374,379,411,431,432).

Portenoy et al (431) looked at SR oxycodone use
over a 3-year period in 233 non-cancer patients who
had participated earlier in clinical trials studying the
same medication. At the study’s end, pain was the same
or improved in 70% to 80% of the patients. They noted
that approximately half the patients who stopped the
opioids due to side effects did so by the end of month
6. Adverse effects were seen in 88% of the patients on
SR oxycodone.

Rauck et al (411), in a randomized, open-label, mul-
ticenter trial, studied the effectiveness of SR oxycodone
compared with SR morphine in 266 patients for up to 8
months. Both groups showed significant improvement.
They concluded that compared to twice-daily SR oxyco-
done, once-daily SR morphine resulted in significantly
better physical function and QOL.

Roth et al (372) studied 133 patients with osteo-
arthritis with follow-up lasting up to 6 months. Fifty-
eight patients completed 6 months of treatment, 41
completed a 12-month follow-up, and 15 completed
an 18-month follow-up. They concluded that SR oxyco-
done provided sustained analgesia.

Hermos et al (374), in an observational review, re-
ported the results of 47,000 veterans receiving opioids
through the Veterans Affairs system, of which 2,200
received oxycodone for over 9 months (31% of these
patients were diagnosed with cancer) with mean daily
doses of 3.9 tablets per day with a range of 0.5 to 13 with
minimum change over time. They concluded that among
patients without cancer, those patients with concurrent
benzodiazepines, psychogenic pain, alcohol abuse, and
HIV/AIDS had more treatment management problems.

Vondrackova et al (379), in a randomized, double-
blind, placebo-controlled trial, studied the analgesic ef-
ficacy and safety of oxycodone in combination with nal-
oxone as prolonged release (PR) tablets in patients with
moderate to severe chronic pain. They concluded that
not only does oxycodone PR/naloxone PR demonstrate
analgesic efficacy comparable with oxycodone PR, but
it also improves opioid-induced bowel dysfunction, and
might therefore improve the acceptability of long-term
opioid treatment for chronic pain.

Ytterberg et al (432), in a retrospective cohort
study, evaluated codeine and oxycodone use in patients
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with chronic rheumatic disease pain. They concluded
that prolonged treatment of rheumatic disease pain
with codeine or oxycodone was effective in reducing
pain severity and was associated with only mild toxicity.
Doses were stable for prolonged periods of time, with
escalations of the opioid dose almost always related to
worsening of the painful condition or a complication
thereof, rather than the development of tolerance to
opioids.

In a study of CR oxycodone and pregabalin (349),
the results showed the effectiveness of the combination
with pregabalin to reduce the dosages of oxycodone.

Table 2 illustrates the results of studies evaluating
the effectiveness of oxycodone.

3.5.3 Morphine

The long-term effectiveness of morphine has been
evaluated in multiple studies (365-367,378,409,433).

Allan et al (365) compared 342 strong-opioid naive
patients with chronic low back pain on a 12-hour, 30
mg dosage of SR oral morphine with those using trans-
dermal fentanyl. Doses were adjusted according to re-
sponse. Participants assessed pain relief, QOL, disease
progression, and side effects including bowel function.
Among these, approximately 70% of the participants
were not employed. SR morphine provided significant
improvement of mean visual analog scale (VAS) scores
for participants who remained in the study for 56 weeks.
However, use of concomitant, strong, short-acting opi-
oids was frequently used by 50% of the participants as
rescue medication. QOL scores showed improvement
in physical health from a baseline of 25.7 + 0.4 to 30.5
+ 0.6 at a statistically significant difference. However,
there was no significant difference with mental health.
At the end point, investigators considered that 45% of
the participants had stabilized, 8% deteriorated, and
23% had improved. They concluded that strong opioids
might be indicated for chronic low back pain that is not
relieved by other forms of analgesia.

Caldwell et al (366) evaluated Avinza, an ER mor-
phine formulation, in 181 participants during a 26-
week open-label extension trial with an option to
increase their dose to optimize pain control. Of the
181 participants who entered the open-label trial, 91
received Avinza in the morning and 90 received it in
the evening. Forty-nine percent remained on the ini-
tial 30 mg Avinza dose throughout the open-label trial,
whereas 7 patients increased their daily dose to 120
mg, the highest dose administered during the trial. Sig-
nificant reductions in pain intensity and improvement

on several sleep measures were observed. However,
improvements were not observed in physical function.
The stable average daily dose was approximately 50
mg per day of Avinza. Twenty-eight, or 15%, of partici-
pants were excluded entirely from the subset analysis
due to concomitant therapy with non-steroidal anti-in-
flammatory drugs (NSAIDs) and/or acetaminophen use.
Constipation and nausea were the most frequent ad-
verse effects reported in over 80% of the participants.

Zenz et al (367) evaluated long-term oral opioid
therapy in patients with chronic non-cancer pain. They
described 100 patients utilizing SR morphine, dihydro-
codeine, or buprenorphine, with 23 patients in the
morphine group. Good pain relief was obtained in 51
patients, partial pain relief was reported by 28 patients,
and 21 patients reported no beneficial effect from opi-
oid therapy. The most common side effects were consti-
pation and nausea.

Maier et al (433) evaluated the long-term effica-
cy of opioid medication in patients with chronic non-
cancer pain, 5 years after the onset of medical treat-
ment. In this report, a total of 121 patients with at least
a 3-year history of morphine use were evaluated by a
standardized interview during a clinical visit or tele-
phone call. Of 121 patients, frequency of withdrawal
was 14.8% mainly due to a lack of efficacy with an aver-
age treatment time of 66 months (37-105 months with
87% more than 5 years). In addition, this study reported
that patients treated in the pain clinic stopped opioids
significantly less frequently than patients treated by
general practitioners or other non-specialized physi-
cians (5% versus 23%). The study showed that patients
with long-term opioid intake exhibited significantly
lower pain intensity and higher contentment with their
pain management and improvement in physical status
and QOL. There were inconsistent changes in opioid
dosages over the 5-year period, without any change
in 33% of the patients, a decrease in 16%, a slight in-
crease in 27%, and a high increase in 19%. The survey
demonstrated a very low frequency of withdrawal in
patients undergoing long-term opioid medication after
the initial response was without evidence for tolerance
development, especially if their treatment was con-
trolled in a pain center.

Tassain et al (409) evaluated the long-term effects
of SR morphine on neuropsychological performance
in patients with chronic non-cancer pain. Of the 28
patients initially included in the study, 18 patients re-
ceived oral sustained morphine on a long-term basis
with significant improvement in pain, function, and
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Table 2. Results of studies evaluating long-term effectiveness of oxycodone.

completed 18
mos.

ls\,’;ztdlf,(: ds Participants Opioids Studied Outcome(S) | Conclusion(S) Complications Result(S)
Rauck et al Chronic, severe | Randomized to Short Form- Compared to twice a None described Improvements
(411) low back pain sustained release 12, Work day sustained release seen in both
(n=266) morphine (Avinza) Limitation oxycodone, once groups (>
Sustained release | or sustained Questionnaire | daily sustained release in sustained
Randomized, morphine vs. release oxycodone morphine resulted in release
open-label, sustained release | (OxyContin) period significantly better morphine)
multicenter trial | oxycodone of dose titration, physical function and
then 8 wk evaluation quality of life activities.
Up to 8 mos. and optional 4 mo.
extension (n=174)
Gatti et al (349) | n=1051 Oxycodone + Combination of The results
pregabalin controlled release showed the
oxycodone + pregabalin effectiveness of
could represent valuable combination
long-term therapeutic with pregabalin
addition to existing to reduce the
pharmacological dosages of
options for non-cancer oxycodone
pain treatment.
Roth et al (372) | 133 patients with | Sustained release Visual analog | Sustained release Typical opioid side | Mood and
osteoarthritis oxycodone twice scale, mood, oxycodone provided effects were noted | quality of life
Randomized, 6 to 12 mos. a day sleep, quality sustained analgesia and decreased over | improved.
double blind, 58 patients 10 mg (n=44) of life time Analgesia was
placebo completed 6 mos. | 20 mg (n=44) maintained and
controlled of treatments, vs placebo (n=45) dose was stable
41 completed
12 mos., 15

Hermos et al 47,000 veterans | Oxycodone with Number of Among patients None described About 2,200
(374) receiving opioids | acetaminophen; doses without cancer, patients received
through the concurrent use with concurrent oxycodone with
Observational | Veterans Affairs | of long-acting benzodiazepines, acetaminophen
review system narcotics, psychogenic pain, for > 9 mos.
benzodiazepines, alcohol abuse, and (31% with cancer
tricyclic HIV/AIDS had diagnosis);
antidepressants, and more prescription mean daily dose
anti-epileptic drugs management problems 3.9 tabs/day
(0.5-13.0) with
minimal change
over time
Portenoy et al 233 patients Sustained release Brief Pain There needs to be more | Adverse eventsseen | Brief Pain
(431) non-cancer pain | oxycodone Inventory data regarding efficacy | in 88% sustained Inventory Short
1 yr (141 pts) Short Form, of long-term opioids release oxycodone. Form scores
Open-label, Low back pain 2 yrs (86 pts) visual analog Constipation (15%), | decreased
uncontrolled (68 patients) 3 yrs (39 pts) scale, med nausea (12%), after starting
registry acceptability, somnolence (8%), oxycodone. Pain
Neuropathic (67 adverse events, vomiting (7%), scores improved
patients) aberrant drug depression (2%). in approximately
behavior 7 patients died, 70 to 80% thru
Osteoarthritis (abuse, misuse, presumably not 33 mos. and
(84 patients) withdrawal) related to medication. | 54% at 36 mos.
Ytterberg etal | 644 patients Codeine and/or Pain relief, Prolonged treatment 50% of the patients | Codeine and
(432) with chronic oxycodone frequency and | of rheumatic disease reported side oxycodone
rheumatic types of side pain with codeine effects, the most effective therapies
Retrospective disease pain effects or oxycodone was common being for prolonged
cohort study effective in reducing constipation, rheumatic
pain severity and was nausea, dyspepsia, | disease treatment
associated with only sedation, headache, | w/omajor side
mild toxicity and dizziness effects.
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mood. Morphine induced persisting effects on pain and
to a lesser extent on QOL and mood at 12 months, with

no disruption of cognitive function.

Table 3 illustrates the results of multiple studies
evaluating the long-term effectiveness of morphine.

3.5.4 Tramadol

In a Cochrane Review of oral or transdermal opi-
oids for osteoarthritis of the knee or hip (178) utilizing
10 randomized trials with meta-analysis of randomized
trials, oral codeine was studied in 3 trials, and transder-

mal fentanyl and oral oxymorphone in 2 trials. Overall,
opioids were more effective than control interventions

in terms of pain relief and improvement of function.

The authors were not able to find substantial differ-
ences in effects according to the type of opioid, anal-

gesic potency (strong or weak), daily dose, duration
of treatment or follow-up, methodological quality of

Table 3. Results of studies evaluating the long-term effectiveness of morphine.

trials, and type of funding. Adverse events were more
frequent in patients receiving opioids when compared
to the control group. The authors concluded that the
small to moderate beneficial effects of non-tramadol

trial, followed
by open-label
extension trial

entered the
open-label trial

Study/ Methods | Participants | Opioids Studied Outcome(s) Conclusion(s) Complications | Result(s)

Allan et al (365) | Chronic low Sustained release Pain relief; Sustained release Most common Significant

Open, back pain oral morphine versus | bowel function, | strong opioids adverse events proportion of

randomized, N=680 transdermal fentanyl | quality of can safely be used leading to patients on

parallel group life, disease in opioid naive discontinuation sustained release

multicenter study progression, and | patients were nausea morphine

13 months side effects (37%), vomiting | experienced pain

and constipation. | relief.

Caldwell et al 184 with Placebo, Avinza, or Pain relief; Efficacy was Most common Significant

(366) chronic MS Contin in double- | physical comparable adverse effects improvement in
osteoarthritis blind trial functioning; between 2 modes of | were constipation | pain relief and

Double-blind 181 participants stiffness administration. and nausea sleep measures

Zenz et al (367) 100 patients Sustained release Visual analog Results indicate Common side Good pain relief
who were morphine, scale, Karnofsky | that opioids can be | effects were was obtained in
Narrative chronically sustained release Performance effective in chronic | constipation and | 51 patients and
descriptive report | given opioids dihydrocodeine, Status Scale nonmalignant nausea partial pain relief
for treatment of | buprenorphine used to assess pain, with side was reported by
nonmalignant function effects that are 28 patients. Only
pain, with comparable to those 21 patients had
23 patients that complicate the no beneficial
receiving treatment of cancer effect from
morphine SR pain opioid therapy
Maier et al (433) | 121 patients Sustained release Pain reliefand | Pain relief There was no Significantly
with chronic morphine quality of life correlated with development of | lower pain
Narrative non-cancer improvement in tolerance intensity and
descriptive report | pain functional status improved
physical state and
quality of life
Tassain et al 28 chronic Oral sustained Pain relief There was no Side effects Morphine
(409) non-cancer morphine and cognitive impairment of any | included produced
pain patients, functioning neuropsychological | constipation, persistent
Long-term 18 received variables over time | loss of appetite, pain relief and
prospective study | oral sustained Follow-up nausea, improved quality
morphine, period of 12 dry mouth, of life and mood
10 patients months drowsiness,
stopped somnolence,
morphine due fatigue, subjective
to side effects memory
and were impairment,
followed as sweating, and
control group pruritus
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opioids are outweighed by large increases in the risks
of adverse events. It was recommended that non-tra-
madol opioids should therefore not be routinely used,
even if osteoarthritis pain is severe. The majority of the
trials were of short-term duration (9 out of 10 trials),
whereas only one trial was of longer duration (370).

Pergolizzi et al (352), in a review of ER formulations
of tramadol in the treatment of chronic pain, provided
the expert opinion that based on the literature cited,
ER formulations of tramadol appear to offer a rational
and important addition to analgesic armamentarium.

Harati et al (370) evaluated the long-term effec-
tiveness of tramadol in 117 participants with painful
diabetic neuropathy. This was a 6 month open exten-
sion, following a 6 week double-blind, randomized
trial. Of the 117 participants who entered the study, 56
had been taking tramadol and 61 had been taking a
placebo. The results illustrated that tramadol reduced
mean pain scores, which were maintained throughout
the study and were associated with the most common
adverse events of constipation, nausea, and headache.
The authors concluded that tramadol provides long-
term relief of the pain of diabetic neuropathy; how-
ever, the evidence is very weak.

3.5.5 Methadone

Methadone is one of the most commonly utilized,
but also rigorously debated drugs, because of its poten-
tial for abuse, adverse consequences, and pharmaco-
dynamic variations (373,434-441). There have not been
any RCTs evaluating methadone either on a short-term
or a long-term basis.

Sandoval et al (181), in a systematic review of oral
methadone for chronic non-cancer pain, included 21 ar-
ticles that followed inclusion criteria with 545 patients.
However, some of them were short-term evaluations.
Five studies with 234 participants who had more than 6
months of follow-up were included. Of these, meaning-
ful improvement was seen in 154 participants indicating
a 66% response. Sandoval et al’s (181) review showed
that in all 21 studies, of the 526 participants included,
308 participants, or 59%, responded with meaningful
relief.

In addition to relief in 59% of the participants, side
effects or complications were reported in 50% of the
studies. The most common side effects were nausea or
vomiting in 23.6%, sedation in 18.5%, itching, and/or
rash in 13%, and constipation in 11.7%. The number of
meaningful “effects” obtained would normally be in-
terpreted as indicating that the drug has a fair amount

of effectiveness, with effectiveness demonstrated in
59% of participants with chronic non-cancer pain. In
fact, however, these results must be interpreted with
great caution, as the results are derived from observa-
tional studies without control groups.

3.5.6 Transdermal Fentanyl

Transdermal fentanyl provides SR analgesia. It has
been the subject of 3 studies, both randomized and
non-randomized (365,376,377). Even though transder-
mal fentanyl has been evaluated in systematic reviews,
there has not been any strong evidence for either short-
term or long-term effectiveness.

Allan et al (365) evaluated 338 patients with
chronic low back pain who took transdermal fen-
tanyl for 13 months; they also compared them with
SR morphine. The proportion of patients experienc-
ing a 50% or greater improvement in back pain was
observed to be 40% in patients who rested, 47% in
patients who moved during the day, and 53% in pa-
tients at night. Concomitant medication with possible
analgesic effect and rescue medication were taken by
over 80% of the patients during the trial; 52% used
strong opioids.

Milligan et al (376) evaluated the long-term effica-
cy and safety of transdermal fentanyl in the treatment
of chronic non-cancer pain in an international, multi-
center, open-label trial over 12 months. The trial was
completed by 301 (57%) of the patients. The main out-
come measures were pain control assessment, global
treatment satisfaction, patient preference for transder-
mal fentanyl, and QOL. The mean dose of transdermal
fentanyl increased from 48 to 90 mcg/h during the 12
months. During treatment, on average, 67% of pa-
tients in the efficacy analysis group (n=524) reported
very good, good, or moderate pain control, with global
satisfaction reported in 42% of patients. The majority
(86%) of patients reported a preference for transder-
mal fentanyl over their previous treatment. There was
significant improvement in the bodily pain scores of the
SF-36. The most frequent treatment-related adverse
events were nausea (31%), constipation (19%), and
somnolence (18%).

Mystakidou et al (377) evaluated the effectiveness
of transdermal fentanyl in the long-term management
of non-cancer pain. A total of 529 patients were recruit-
ed into this prospective open-label study. The mean du-
ration of therapy for effective pain management was
10 months, and 90% of patients sustained effectiveness
with improvement in QOL scores and pain. Further-

524
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more, the improvements were not influenced by pain
type or etiology. Fentanyl was assessed in only one low
quality, randomized, parallel group trial evaluating low
back pain (365).

Table 4 illustrates the results of studies evaluating
the long-term effectiveness of transdermal fentanyl.

3.5.7 Oxymorphone

Oxymorphone was first synthesized in Germany in
1914 and patented in the US in 1955. It was introduced
in 1959 as a parenteral opioid analgesic. It became
available as a short acting oral opioid, but removed
from the market in the early 70s. Oxymorphone was
reintroduced in 2006 in a short acting and long act-
ing form. The use of oxymorphone in the treatment
of non-cancer pain has escalated over the last several
years.Only 2 studies have reviewed the effectiveness of
oxymorphone (375,440) for long-term use.

Rauck et al (440) studied oxymorphone in an open-
label, 6-month study looking at efficacy and side effects.
They reported that 75% of patients could be stabilized

on a dose of oxymorphone that provided effective pain
relief with tolerable side effects.

Mcllwain and Ahdieh (375), in a 52-week, multi-
center open-label extension study of 153 patients with
moderate to severe chronic osteoarthritis-related pain,
showed improvement in pain. They found that oxy-
morphone ER provides a new 12-hour analgesic for the
treatment of moderate to severe, chronic osteoarthri-
tis-related pain in patients who might require long-
term opioid therapy.

3.5.8 Hydromorphone

The clinical effectiveness of hydromorphone was
studied in a routine clinical practice in 197 patients
receiving OROS hydromorphone with monitoring last-
ing for 90 days (354). Of these, 127 patients with non-
malignant disorders, mostly degenerative joint disease,
showed A significant reduction in pain scores. However,
17 patients also stopped treatment due to adverse ef-
fects. The observed pain relief was accompanied by an
improvement in the quality of the patients’ lives.

Table 4. Results of studies evaluating the long-term effectiveness of transdermal fentanyl.

Study/Methods Participants Opioids Outcome(s) Conclusion(s) Complications | Result(s)
Studied
Allan et al (365) 338 patients Evaluation of Pain relief, bowel | Transdermal Most common Transdermal
were studied transdermal function, quality | fentanyl can safely | side effects fentanyl provided
Open, randomized, | with transdermal | fentanyl in of life, disease be used in opioid included significant pain
parallel group fentanyl with strong-opioid progression, and | naive patients constipation and | relief
multicenter study | chronic low back | naive patients side effects vomiting.
13 months pain with chronic
low back pain
Milligan et al (376) | 524 patients w/ Transdermal Preference of Long-term Nausea 31%; 67% rated pain
International, chronic non- fentanyl medication, pain | treatment with constipation relief as very
multicenter, open- | cancer pain compared control, Short transdermal 19%; somnolence | good to moderate
label trial studied over 12 to previous form-36, global fentanyl offered 18%; respiratory | on transdermal
months medication satisfaction, majority of patients | depression or fentanyl, 86%
(over 40 requirement for at least moderate abuse, less than preferred
57% completed different break-through relief 1%; withdrawal transdermal
trial opioids) pain 3% fentanyl, SF-
36 showed
25% withdrew improvement for
because of body pain only
adverse events
Mystakidou et al 529 patients Transdermal Quality of Life- Transdermal Side effects, with | Transdermal
(377) being treated therapeutic Short Form 12, therapeutic system- | constipation therapeutic
with oral codeine | system fentanyl | Greek Brief Pain | fentanyl is a safe (range 4.6% system-fentanyl
Prospective open- | or oral morphine Inventory and effective pain | -23.1%) and significantly
label study management nausea were the improves quality
most frequent of life within 28
days, and pain
management within
48 hours
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3.5.9 Tapentadol

Pergolizzi et al (351) described that tapentadol
was evaluated in 3 double-blind randomized placebo-
controlled multicenter trials in patients with chronic
low back pain or osteoarthritis. The studies included a
3-week titration phase followed by 12-week mainte-
nance phase. In the low back pain trial, optimal doses
of opioids in both active treatment groups produced
a statistically significant reduction in pain intensity
compared to the placebo over the entire maintenance
period with a lower incidence of adverse events (382).
A meta-analysis of 3 studies demonstrated that tapen-
tadol long-acting was equal to oxycodone in terms of
efficacy (383). It was also evaluated in patients with
painful diabetic neuropathy (384). Moreover, for long-
term safety in a phase 3, open-label, randomized study
including over 1,100 patients with osteoarthritis or
chronic low back pain, with an approximately 51-week
follow-up, tapentadol was shown to provide stable
pain relief over the study period and was also associ-
ated with a lower adverse profile (385).

Wild et al (380) in a randomized, controlled, com-
parative trial studied low back pain and osteoarthritis.
Participants were randomized 4:1 to receive controlled,
adjustable, oral, twice-daily doses of tapentadol ER (100
to 250 mg) or oxycodone HCI CR (20 to 50 mg) for up to
one year. A total of 1,117 participants received at least
one dose of the study drug. Mean (standard error) pain
intensity scores in the tapentadol ER and oxycodone CR
groups, respectively, were 7.6 (0.05) and 7.6 (0.11) at
baseline and decreased to 4.4 (0.09) and 4.5 (0.17) at
endpoint. The overall incidence of adverse effects was
85.7% in the tapentadol ER group and 90.6% in the
oxycodone CR group. In the tapentadol ER and oxyco-
done CR groups, respectively, adverse events led to dis-
continuation in 22.1% and 36.8% of patients. Wild et
al (380) concluded that tapentadol ER (100 to 250 mg
twice a day) was associated with better gastrointestinal
tolerability than oxycodone HCl CR (20 to 50 mg twice
a day) and provided sustainable relief of moderate to
severe chronic knee or hip osteoarthritis or low back
pain for up to one year.

3.5.10 Codeine

There was only one study available evaluating co-
deine use by patients with chronic rheumatic disease
pain (432). In this study, codeine use and oxycodone use
were studied retrospectively in a cohort of 446 rheuma-
tology clinic patients. Prolonged treatment of rheumat-
ic disease pain with codeine or oxycodone was effective

in reducing pain severity and was associated with only
mild toxicity. Doses were stable for prolonged periods
of time, with escalation of the opioid dose almost al-
ways related to worsening of the painful condition or
a complication thereof, rather than the development
of tolerance to opioids. They concluded that doubts or
concerns about opioid efficacy, toxicity, tolerance, and
abuse or addiction should not be used to justify with-
holding opioids from patients with well-defined rheu-
matic disease pain.

3.5.11 Buprenorphine

Transdermal buprenorphine was evaluated in a
prospective evaluation in patients with cancer and non-
cancer pain (217) with 81% of 4,030 patients with can-
cer pain with only19% with non-cancer pain with 764
patients with various types of diagnosis. The results il-
lustrated well controlled pain relief.

A randomized, active-control, double-blind evalu-
ation of buprenorphine transdermal system for chronic
moderate to severe low back pain (219) showed that
there was very little pain relief difference among the
groups with different doses of buprenorphine trans-
dermal system in an open-label run-in period or with
oxycodone.

3.5.12 Conclusions
While there is significant short-term evidence avail-

able for all opioids, the evidence for long-term effec-

tiveness is inconclusive due to the relatively short (3

month) duration of the studies.

1. The evidence for hydrocodone is limited due to
lack of quality studies.

2. The evidence for oxycodone is fair for short-term
and limited for long-term due to lack of long-term
or quality studies.

3. The evidence for morphine is fair for short-term
and limited for long-term due to lack of long-term
or quality studies.

4. The evidence for tramadol is fair in osteoarthritis.

5. The evidence for methadone is limited due to lack
of quality studies.

6. The evidence for transdermal fentanyl is fair for
short-term and limited for long-term due to short-
term studies and lack of high quality studies.

7. The evidence for oxymorphone is limited due to
lack of quality studies.

8. The evidence for hydromorphone is limited due to
lack of quality studies.
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9. The evidence for tapentadol is limited due to lack
of quality studies.

10. The evidence for codeine is limited due to lack of
quality studies.

11. The evidence for buprenorphine is limited due to
lack of long-term or high quality studies.

3.6 Effectiveness of Opioid Therapy in
Specific Populations

Opioids are not only administered in healthy
adults, but also the elderly, children, and adolescents;
during pregnancy; and patients with comorbid psychi-
atric conditions.

3.6.1 Effectiveness and Safety in the Elderly

Canadian guidelines for the safe and effective use
of opioids for chronic non-cancer pain (224) concluded
that opioid therapy for elderly patients can be safe and
effective (Grade B evidence) with appropriate precau-
tions, including lower starting doses, slower titration,
long dosing intervals, more frequent monitoring, and
tapering of benzodiazepines (Grade C). They showed
that the evidence suggests that many elderly patients
who might benefit from opioid therapy are not receiv-
ing it in Canada (19).

Moulin et al (19) in a national Canadian survey
documented that 29% of Canadian adults experienced
chronic pain, with increasing frequency in elderly pa-
tients. They illustrated that even though most of these
patients had moderate to severe pain that interfered
with function, only 7% were receiving opioids stronger
than codeine. In another study in the United States of
83,000 patients in 12 primary care clinics in Wisconsin
by Adams et al (441), only 201 patients were receiving
opioid therapy for chronic pain. Solomon et al (442)
showed that elderly patients most commonly receive
weak opioids, and rarely strong opioids. However, a re-
cent escalation in drug usage and abuse has reversed
these statistics (272-274,443-465).

A single systematic review (207), a guideline (224),
and a consensus statement (195) have been developed
in reference to the use of opioids for non-cancer pain
in older adults.

Papaleontiou et al (207), in their systematic review
and meta-analysis of outcomes associated with opioid
use in the treatment of chronic non-cancer pain in older
adults, evaluated 40 studies and concluded that in older
adults with chronic pain and no significant comorbidity,
short-term use of opioids is associated with a reduction
in pain intensity and better physical functioning, but

poorer mental health functioning. While they stated
that adults age 65 and older were as likely as those
younger than 65 to benefit from treatment, the long-
term safety, efficacy, and abuse potential of this treat-
ment practice in diverse populations of older persons
remains to be determined.

Canadian guidelines (224) in a summary of peer re-
viewed evidence showed that based on the evidence
many elderly patients might benefit from opioid ther-
apy but that they are not receiving it. Moreover, they
also concluded that CR opioids are preferred for the el-
derly for reasons of compliance. A consensus statement
of an international expert panel with a focus on the 6
clinically most often used World Health Organization
Step Il opioids recommends a preference for SR pre-
scriptions because they increase patient compliance, as
dosing frequency can be reduced. This recommenda-
tion comes despite the fact that there is no evidence
to support the use of long-acting analgesics over short-
acting analgesics. Moreover, with the elderly and those
with comorbid disorders often taking multiple medi-
cations, long-acting opioids may be an inappropriate
proposition considering that most complications occur
during the night and also due to the fact that there
is an increased risk of the common adverse effects of
oversedation and overdose with lower metabolism and
greater sensitivity to the psychoactive and respiratory
effects of opioids and a combination of benzodiaz-
epines and psychotropic medications (457). Canadian
guidelines also dealt with various options to reduce
risks for the elderly. In reference to cognitive impair-
ment, overdose, tolerance check, and renal function,
the guidelines advise that these have to be prescribed
cautiously with initial titration at no more than 50%
of the suggested initial dose for adults. Among strong
opioids, oxycodone and hydrocodone may be preferred
(458), CR formulations are recommended for compli-
ance purposes even though there is no evidence of im-
proved compliance. Morphine solutions may be used
in some situations when preferable to the oral tablets.
For elderly patients on benzodiazepines, the benzodi-
azepines must be tapered or reduced with the dose to
avoid cognitive impairment.

Pergolizzi et al (195) provided a consensus state-
ment on opioids from an international expert panel for
the management of chronic severe pain in the elderly
with a focus on the 6 clinically most often used opioids.
In an evaluation of opioids for non-cancer pain they
considered common etiologies such as osteoarthritis,
rheumatoid arthritis, spinal pain, and herpes zoster. In
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one study, morphine was given for up to 6 years with a
moderate dose of up to 195 mg per day (459) and even
up to 360 mg and 2 grams per day (460). Cognitive func-
tion was relatively unaffected in patients taking stable,
moderate doses, but was in some cases impaired for up
to 7 days after the dose increase (461).

Oxycodone was evaluated in 2 short studies with
doses up to 40 mg per day, illustrating effective anal-
gesia with typical opioid adverse events (372,389). The
second study (372) had a 6-month extension period
with optional treatment for an additional 12 months,
and found no evidence of tolerance.

Hydromorphone was evaluated in only one study
(464), and showed adequate efficacy and tolerability in
a mixed group of cancer and non-cancer patients.

Evidence is more readily available for transdermal
fentanyl than compared to other drugs used by the
elderly (402,407,458,464,466-469). However, there are
fewer non-cancer pain studies than cancer pain stud-
ies. In a randomized, open-label 2-way crossover study
(470), both groups reported benefits from treatment.
Patients switching to fentanyl from oxycodone/acet-
aminophen at the 3 month crossover point experienced
better pain relief, while those switching from fentanyl
did not. The results of the 8 studies in cancer and non-
cancer pain were pooled (458) and demonstrated that
pain scores were significantly reduced with fentanyl,
but adverse events were high in the active and placebo
groups. Many of these were not necessarily related to
the treatment, and discontinuations were lower in the
fentanyl group than with morphine. In an analysis of
patients over 65 in the California Medicare database
(467), oxycodone was associated with a 7-fold higher
constipation rate than fentanyl. Jamison et al (468) in-
vestigated the psychomotor effects of long-term oxy-
codone with acetaminophen or transdermal fentanyl
use in 144 patients with low back pain. These studies
showed that neurophysiological test scores significantly
improved, suggesting that long-term use of oxycodone
with acetaminophen or transdermal fentanyl does not
impair cognitive ability or psychomotor function. In a
6-month open-label, randomized, multicenter, 2-way
crossover study with transdermal fentanyl or oxycodo-
ne (470), comparing HRQoL in 229 patients with chronic
low back pain, patients receiving transdermal fentanyl
showed a significant improvement with pain and dis-
ability during a 3- to 6-month trial period.

Transdermal buprenorphine also has been studied
in 3 double-blind, placebo-controlled studies (471-473).
These studies provided a good level of evidence dem-

onstrating good dose progression and responsiveness,
and the ability to control adverse events with careful
titration.

There were no adequate clinical studies available
for methadone or for other opioids such as hydroco-
done. The authors concluded that there is growing evi-
dence that opioids are efficacious in non-cancer pain,
but require individual dose titration and consideration
of respective tolerability profiles.

3.6.2 Effectiveness and Safety in Adolescents

Canadian guidelines (224) state that opioids pres-
ent hazards for adolescents (Grade B evidence); how-
ever, a trial of opioid therapy may be considered for
adolescent patients with well defined somatic or neu-
ropathic pain conditions when non-opioid alternatives
have failed, risk of opioid misuse is assessed as low,
close monitoring is available, and consultation if fea-
sible is included in the treatment plan (Grade C). Non-
medical use of opioids and psychotherapeutics is com-
mon among adolescents and may be a risk factor for
future opioid addiction (261). Among adolescents, risk
factors for opioid misuse include poor academic perfor-
mance; higher risk-taking levels; major depression; and
regular use of alcohol, cannabis, and nicotine (474).

Since persistent pain is a frequent complaint of
adolescents in the pediatric population, it may re-
quire specialized treatment along with multimodal ap-
proaches (475). Reviews show that both psychological
and medical interventions are efficacious in children
and adolescents (476,477). Hechler et al (475) evalu-
ated 275 children ages 4 to 18 years over a 12-month
period utilizing a specialized multimodal outpatient
treatment. They showed that at the 12-month follow-
up, the majority of children improved and only a small
number of children (12%) were still undergoing treat-
ment or needed more intensive treatment. Further-
more, at a 12-month follow-up, almost 70% of children
in the study group were able to attend school regularly.
Pain intensity, pain related disability, and inappropri-
ate coping strategies were significantly reduced at the
3-month visit and remained stable at subsequent time
points. In the multimodal treatment modalities, par-
ticipants were provided with drug treatment; however,
the types of drugs provided were not specified. It ap-
pears that the majority of the drugs were either NSAIDS
or other non-opioids.

The role of transdermal fentanyl in childhood and
adolescents was also reviewed (478). The authors com-
piled the published evidence on pediatric application of
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transdermal fentanyl in a comprehensive literature re-
view. They identified 11 observational clinical or phar-
macological studies for the purposes of this systematic
review. There were no pediatric randomized or con-
trolled cohort studies. The results showed that children
may take longer to reach steady state fentanyl serum
concentrations than adults, and younger children may
require higher doses in relation to body weight than
older children or adults. However the outcomes were
not available.

In a review of clinical pharmacology for the bu-
prenorphine transdermal therapeutic system (479), the
authors found very few relevant pediatric buprenor-
phine data, particularly in children suffering with
chronic pain. They concluded that buprenorphine was
of interest in pediatric postoperative pain and cancer
pain control because of its multiple administration
routes, long duration of action, and metabolism largely
independent of renal function.

In a description of the use of opioids for the man-
agement of pain in pediatric palliative care (480), the
authors described various aspects of opioid therapy in
pediatric patients including weak and strong opioids,
but studies of chronic pain were minimal. The authors
determined that morphine remains the gold standard
starting opioid in pediatric palliative care. The trans-
dermal fentanyl therapeutic system with a drug-release
rate of 12.5 mcg per hour matches the lower dose re-
quirements of pediatric cancer pain control, which
may be associated with less constipation compared
with morphine use. The authors also described that
buprenorphine is of special clinical interest as a result
of its different administration routes, long duration
of action, and metabolism largely independent of re-
nal function. Anti-hyperalgesic effects may contribute
to its effectiveness in neuropathic pain. The authors
noted that methadone also has a long elimination half-
life and N-methyl-D-aspartate (NMDA) receptor activity,
although dose administration is complicated by highly
variable morphine equianalgesic equivalence rang-
ing from equivalency for 1:2.5:20. They cautioned that
opioid rotation to methadone requires special proto-
cols that take this into account. Strategies to minimize
adverse effects of long-term opioid treatment included
dose reduction, symptomatic therapy, opioid rotation,
and administration route changes.

Significant abuse and non-medical prescription
drug use have been described in children and adoles-
cents (481-488). It has been noted that more than 25%
of kids and teens in the United States take prescriptions

on a regular basis (488-493). However, this abuse is not
only limited to prescription drugs, but also illicit drugs
and over-the-counter drugs, along with drug stimu-
lants. In a survey of prescription drug abuse and diver-
sion among adolescents in a southeast Michigan school
district (487), 36% of students reported having a recent
prescription for one of the 4 drug classes. A higher per-
centage of girls reported giving away their medication
than boys; girls were significantly more likely than boys
to divert to female friends, whereas boys were more
likely than girls to divert to male friends. In addition,
10% of them diverted their drugs to parents.

3.6.3 Effectiveness and Safety in Pregnancy

The use of opioids during pregnancy is a highly de-
bated subject. Canadian guidelines (224) recommend
that pregnant patients taking long-term opioid therapy
should be tapered to the lowest effective dose slow-
ly enough to avoid withdrawal symptoms, and then
therapy should be discontinued if possible (Grade B evi-
dence). These guidelines showed that there is evidence
that regular, scheduled opioid use for chronic non-can-
cer pain during pregnancy is associated with neonatal
abstinence syndrome. In a study of 13 pregnant women
on opioids for chronic pain, 5 of the neonates had neo-
natal abstinence syndrome (494). Codeine use also has
been associated with fatal opioid toxicity in the neonate
in breastfeeding women. It is converted to morphine by
the cytochrome P450 system. Some patients are rapid
converters, resulting in an accumulation of morphine
in their breast milk (495). There have been several case
reports of neonatal toxicity due to morphine accumula-
tion. The key clinical features for the baby are not wak-
ing up to feed and limpness; and for the mother, signs
of sedation and other signs of toxicity with symptoms
worse by the fourth day (496). Furthermore, pregnant
women addicted to opioids have improved obstetrical
and neonatal outcomes when on methadone treat-
ment. A number of studies have demonstrated that
methadone treatment reduced the risk of premature
labor, low birth weight, and neonatal mortality in her-
oin-dependent pregnant women (497-500).

Chou et al (64,187) also recommend that clinicians
should advise women of childbearing potential about
the risks and benefits of chronic opioid therapy during
pregnancy and after delivery. Clinicians should encour-
age minimal or no use of chronic opioid therapy during
pregnancy, unless potential benefits outweigh risks. In
addition, Chou and Huffman (64,187) recommend that
if chronic opioid therapy is used during pregnancy, cli-
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nicians should be prepared to anticipate and manage
risks to the patient and newborn (Strong Recommenda-
tion, low-quality evidence).

3.6.4 Effectiveness and Safety in High Risk
Patients

Canadian guidelines describe patients with a psy-
chiatric diagnosis as being at great risk for adverse ef-
fects from opioid treatment. Usually in these patients,
opioids should be reserved for well-defined somatic
or neuropathic pain conditions. They recommend that
opioids should be titrated more slowly and monitored
closely and that consultation should be obtained where
feasible (Grade B evidence). However, patients on
chronic opioid therapy have a higher prevalence of de-
pression and other psychiatric conditions than the gen-
eral population. A large population-based study found
that self reported regular opioid use was strongly as-
sociated with both mood and anxiety disorders (501).
Other studies (502,503) found that patients with low
back pain who are receiving opioids were more like-
ly to be depressed than those receiving only NSAIDs.
Furthermore, patients with anxiety or depression may
have a diminished analgesic response to opioid therapy
or a heightened perception of pain (504). In a study of
patients with sickle cell disease, it was shown that the
severity of pain, functional disability, and use of opioids
were correlated with the patients’ depression and anxi-
ety as reported during crisis and non-crisis days (505). In
a review by Riley and Hastie (506) the most consistent
finding was that depression and anxiety were associ-
ated with increased risk for drug abuse and decreased
opioid efficacy. Moreover, improved mood and pain
intensity have also been observed in multidisciplinary
pain programs when patients were tapered off their
medications (507).

Chronic pain is inherently associated with sig-
nificant psychological and psychiatric comorbidity
(296,508-535). A cross-sectional survey found that de-
pression, panic disorder, social phobia, and agorapho-
bia were associated with non-medical use of prescrip-
tion opioids (530). Another study found higher rates
of opioid misuse and problematic drug use among pa-
tients on opioid therapy, with higher rates being medi-
ated by higher rates of psychiatric disorders (531). In
a study of 500 chronic pain patients on opioids, it was
documented that anxiety and depression were associ-
ated with significantly higher rates of opioid abuse and
illicit drug use (296). A study of chronic pain patients
presenting to the emergency department for prescrip-

tion refills documented that a high proportion (81%)
were abusing their opioids and that of these, a high
proportion had depression and anxiety (532). Finally,
a case controlled study found that patients on chronic
opioid therapy are at a greater risk for suicide than con-
trol patients (533).

Sullivan et al (522) showed the association be-
tween common mental health disorders and problem
drug use in the general population. They also showed
that in the general population, depressive, anxiety,
and drug abuse disorders were associated with in-
creased use of regular opioids (501). Furthermore,
they showed that depressive and anxiety disorders
are more common and more strongly associated with
prescribed opioid use than drug abuse disorders. Fen-
ton et al (523) concluded that drug use disorders per-
sisted in 30.9% of respondents in the United States.
Based on the results of this study, they concluded
that antisocial, borderline, and schizotypal personal-
ity disorders were specific predictors of drug abuse
disorder persistence over a 3-year period. They also
showed that deceitfulness and lack of remorse were
the strongest antisocial criteria predictors of drug use
disorder, that persistence, identity disturbance, and
self-damaging impulsivity were the strongest border-
line criteria predictors, and that social anxiety was
the strongest schizotypal criteria predictor (523). In
another study (524), the authors described that ex-
panding the range of personality disorders beyond
antisocial personality disorder appears essential in
understanding the incidence and persistence of sub-
stance use disorders. They described that substance
use disorders have low rates of treatment relative to
major depression, but that they increase the likeli-
hood of depression treatment among comorbid cas-
es, a phenomenon that needs to be studied further.
In a study of clinical and epidemiological assessment
of substance misuse and psychiatric comorbidity
(525), the results of most studies supported a high
prevalence of substance misuse among individuals
with psychiatric disorders and vice versa.

Even though psychological disorders have been as-
sociated with chronic pain, specifically depression and
generalized anxiety disorder, multiple studies have
reached different conclusions with regards to thera-
peutic and diagnostic responses to various types of
interventions (522,535-548). Overall, it has been illus-
trated that the accuracy of the diagnosis may not be
affected in patients on either opioid therapy or with
a psychological diagnosis of depression, anxiety, and
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solmization, and also with administration of sedation
during interventional techniques (549-558).

Kroenke et al (526) evaluated the reciprocal rela-
tionship between pain and depression in a 12-month
longitudinal analysis in primary care. They concluded
that pain and depression have strong and similar ef-
fects on one another when assessed longitudinally over
12 months.

Braden et al (527) evaluated trends in long-term
opioid use among patients with a history of depression
from 2 large health plans. Using claims data, age- and
gender-adjusted rates for long-term (n=90 days) opioid
use, episodes were calculated for 1997-2005, compar-
ing those with and without a diagnosis of depression
in the 2 years prior. Opioid use characteristics were cal-
culated for those with a long-term episode in 2005. In-
cident and prevalent long-term opioid use rates were
3 times higher in those with a history of depression.
Prevalent long-term use per 1,000 in patients with a
history of depression increased from 69.8 to 125.9 at
Group Health and from 84.3 to 117.5 at Kaiser Perma-
nente of Northern California between 1997 and 2005.
Those with a history of depression were more likely to
receive a higher average daily dose, greater days sup-
ply, and Schedule Il opioids than nondepressed persons.
They concluded that persons with a history of depres-
sion are more likely to receive long-term opioid therapy
for non-cancer pain than those without a history of de-
pression. Results suggest that long-term opioid therapy
for non-cancer pain is being prescribed to a different
population in clinical practice than the clinical trial pop-
ulations where opioid efficacy has been established.

Starrels et al (528) examined 3 risk reduction strate-
gies: (1) any UDT; (2) regular office visits (at least once
per 6 months and within 30 days of modifying opioid
treatment); and (3) restricted early refills (one or fewer
opioid refills more than a week early). Risk factors for
opioid misuse included: age < 45 years old, drug or alco-
hol use disorder, tobacco use, or mental health disorder.
Associations of risk factors with each outcome were as-
sessed in non-linear mixed effects models adjusting for
patient clustering within physicians, demographics, and
clinical factors. They concluded that the primary care
physicians’ adoption of opioid risk reduction strate-
gies is limited, even among patients at increased risk
of misuse.

Chou et al (187) described high-risk patients into
one category. Their recommendations were that clini-
cians may consider chronic opioid therapy for patients
with chronic non-cancer pain and a history of drug

abuse, psychiatric issues, or serious aberrant drug-relat-
ed behaviors only if they are able to implement more
frequent and stringent monitoring parameters. In such
situations, clinicians should strongly consider consulta-
tion with a mental health or addiction specialist (Strong
Recommendation, low quality evidence). Their second
recommendation in this aspect is that clinicians should
evaluate patients engaging in aberrant drug related
behaviors for the appropriateness of chronic opioid
therapy or need for restructuring of therapy, referral
for assistance in management or discontinuation of
chronic opioid therapy (Strong Recommendation, low
quality evidence).

Chou et al (187) also described that chronic non-
cancer pain is common in patients with suspected aber-
rant drug-related behaviors, psychosocial comorbidities,
and history of substance abuse. Chou et al recommend
that in some patients such as those actively using illicit
drugs, potential benefits are outweighed by potential
risks, and chronic opioid therapy should not be pre-
scribed outside of highly controlled and specialized set-
tings such as an opioid treatment program with directly
observed therapy. In other patients, the potential ben-
efits of chronic opioid therapy may outweigh potential
risks; however, such patients have not been identified
in any of the studies. Even though evidence is lacking
as to the best methods for managing such patients,
potential risks may be minimized by more frequent
and intense monitoring compared with lower risk pa-
tients, authorization or limited prescription quantities,
and consultation or comanagement with persons who
have expertise in addiction or mental health issues.
Moreover, Chou et al (187) recommend that in settings
where local access to specialists is limited, clinicians may
need to consider alternative methods such as telemedi-
cine or web-based resources for obtaining consultative
services, although there is no evidence evaluating the
risks and benefits of such methods when compared
with traditional face-to-face consultation.

While aberrant drug-related behaviors suggest
the need for enhanced monitoring, reevaluation, and
perhaps a change in therapy, these behaviors vary in
seriousness. There is no evidence to guide optimal man-
agement strategies in these settings.

3.6.5 Conclusions

1. The evidence of effectiveness and safety of chronic
opioid therapy in the elderly for chronic non-can-
cer pain is fair for short-term and limited for long-
term due to lack of high quality studies.
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2. The evidence of effectiveness and safety in children
and adolescents is limited due to lack of quality
studies.

3. The evidence of effectiveness and safety in preg-
nancy is poor; however, the evidence is good with
regards to adverse effects.

4. Effectiveness and safety of opioids in patients with
generalized anxiety disorder and depression is lim-
ited due to lack of high quality studies with fair
evidence of increased risk.

5. The evidence of prevalence of high use of opioids
in depression is fair.

6. The evidence of effectiveness and safety in high-
risk psychological disorder patients with personal-
ity disorders and addiction disorders is limited due
to lack of high quality studies, with good evidence
of increased risk and adverse effects.

3.7 Adverse Effects and the Safety of Opioid
Therapy

Candiotii and Gitlin (420) reviewed the influence
of opioid-related side effects on moderate to severe
chronic non-cancer pain. They illustrated that the ma-
jority of patients treated with traditional opioids expe-
rienced gastrointestinal or central nervous system-re-
lated adverse events, the most common of which were
constipation, nausea, and somnolence, often leading to
discontinuation of opioid therapy. Furthermore, they
concluded that the pervasiveness of opioid-associated
side effects and concerns related to tolerance, depen-
dence, and addiction present potential barriers to the
approval and use of opioids for the management of
chronic non-cancer pain. The lower incidence of opi-
oid-associated adverse events and potential for fewer
withdrawal symptoms, combined with a satisfactory
analgesic profile associated with tapentadol, suggests
its potential utility for the management of chronic non-
cancer pain.

In a systematic assessment of symptoms and side ef-
fects in chronic non-cancer pain (421), it was concluded
that the number of symptoms reported using a system-
atic assessment was 8-fold higher than those reported
voluntarily. Fatigue, cognitive dysfunction, dry mouth,
sweating, and weight gain were the most frequently
reported side effects. In this study, a total of 62 patients
and 64 controls participated in the study. The number
of symptoms reported by patients was significantly
higher than those reported by the controls (9.9 + 5.9
vs. 3.2 = 3.9). The 6 most frequently reported symptoms
were fatigue, memory deficits, dry mouth, concentra-

tion deficits, sweating, and weight gain. Of these, dry
mouth was seen in 42% of the patients, sweating in
34%, weight gain in 29%, memory deficits in 24%, fa-
tigue in 19%, and concentration deficits in 19%.

Furlan et al (97) showed that among the side effects
of opioids, only constipation and nausea were clinically
and statistically significant. Kalso et al (98) showed that
about 80% of patients experienced at least one adverse
event, with constipation 41%, nausea 32%, and somno-
lence 29% being the most common with only 44% of
patients continuing on a long-term basis. Martell et al
(73) showed that the prevalence of life-time substance
use disorders ranged from 36% to 56%, and that esti-
mates of the prevalence of current substance use disor-
ders were as high as 43%. Aberrant medication-taking
behaviors ranged from 5% to 24%. The most common
adverse events reported by Eisenberg et al (177) were
nausea 33% opioid versus 9% control, constipation
33% opioid versus 10% control, drowsiness 29% opi-
oid versus 12% control, dizziness opioid 21% versus 6%
control, and vomiting 15% opioid versus 3% control.
Whenever reported, the results showed that 11% of pa-
tients were withdrawn from their opioid therapy group
and only 4% from the placebo group (177). Deshpande
et al's (179) review showed that the 2 most common
side effects of tramadol were headaches in 9% and
nausea in 3%.

Commonly known side effects of opioids (559-575)
include constipation, pruritus, respiratory depression,
nausea, vomiting, delayed gastric emptying, sexual dys-
function (575), muscle rigidity and myoclonus (576,577),
sleep disturbance (578), pyrexia, diminished psychomo-
tor performance (418,419), cognitive impairment (579),
hyperalgesia (88,224,580), dizziness, sedation, respira-
tory depression, death, and multiple drug interactions,
all reflecting the effects of opioids on multiple organ
systems (581).

Chou et al (187) described that an important goal
of any chronic opioid therapy management plan is to
maintain a favorable balance of benefits relative to
harms. Among the multiple side effects, constipation is
one of the most common opioid-related adverse effects
(559). While most patients develop some degree of con-
stipation after the initiation of opioid therapy or dose
increases, amelioration of these constipating effects of
opioids occurs in the majority of the patients. However,
in some patients, constipation becomes a major issue
with continued exposure to opioids. Furthermore, in
older adults or other patients with additional reasons
to develop constipation, physicians should consider ini-
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tiation of a bowel regimen before the development of
constipation. Even though the evidence for bowel regi-
men is anecdotal, regimens including increased fluid
and fiber intake, stool softeners, and laxatives are often
simple and effective. Even though multiple publications
relate to opioid antagonists to prevent or treat opioid-
induced bowel dysfunction (560,561), the evidence is
insufficient to recommend such antagonists to prevent
bowel dysfunction. However, randomized trials do sug-
gest some potential benefit over placebo in managing
bowel dysfunction (560,561).

Fishbain et al (419), in a structured evidence-based
review of impairment in driving-related skills in opioid-
dependent or tolerant patients, concluded that the
majority of reviewed studies appeared to indicate that
opioids do not impair driving-related skills in opioid-
dependent or tolerant patients. However, the research
was inconclusive in one of the 5 areas relating to poten-
tial impairment in cognitive function of opioid-main-
tained patients. Moreover, the research was conclusive
that there was no impairment with the psychomo-
tor abilities of opioid-maintained patients. They also
showed that there was no impairment of psychomotor
abilities immediately after being given doses of opioids,
and there was no greater incidence in motor vehicle vi-
olations or motor vehicle accidents. Furthermore, they
illustrated that there was no impairment as measured
in driving simulators and on-road driving by opioid-
maintained patients. However, Strassels (418) showed
that cognitive function can be influenced by the use
of opioid analgesics, with varying effects among the
drugs. Multiple other studies have also expressed di-
verse opinions with recommendations for counseling
and development of evidence-based policies (582-589).
Wilhelmi and Cohen (158) also showed that a sizable
percentage of the driving public has detectable levels
of opioids within their bodies. They concluded that the
best available evidence demonstrates psychomotor im-
pairment following acute administration of opioids or
an increase in opioid dosage, but impairment diminish-
es with chronic, stable, opioid dosage.

Among the various other side effects, opioid-asso-
ciated endocrinopathy, most commonly manifested as
an androgen deficiency, referred to as opioid-associat-
ed androgen deficiency (OPIAD) is common. This syn-
drome is characterized by the presence of inappropri-
ate low levels of gonadotrophins (follicle stimulating
hormone and leuteinizing hormone) (154,562-564,590-
598). The syndrome is characterized by the presence of
inappropriately low levels of gonadotrophin (follicle

stimulating hormone and leuteinizing hormone) lead-
ing to inadequate production of sex hormones, particu-
larly testosterone (154). Symptoms that may manifest
in patients with OPIAD include reduced libido, erectile
dysfunction, fatigue, hot flashes, and depression. Other
findings may also include reduced facial and body hair,
anemia, decreased muscle mass, weight gain, and os-
teopenia or osteoporosis. Further, OPIAD can also have
a significant negative impact on the quality of life of
opioid users. Khoromi et al (594) illustrated that the
incidence of sexual dysfunction after morphine was
present in 11% of the patients in a randomized trial.
However, 2 other randomized trials suggested that pa-
tients taking opioid medications reported better sexual
function, which was likely an improvement of feeling
of wellbeing, at least in the initial stages (592,593).
Thus, initially patients may notice improvement in sex-
ual function as a consequence of improved analgesia.
At present there is insufficient evidence to recommend
a routine monitoring of asymptomatic patients on
chronic opioid therapy for chronic non-cancer pain for
hormonal deficiencies identified except that it is recom-
mended to reduce the dosages or wean patients off of
opioids as well as start hormonal supplemental therapy.

More serious complications include respiratory de-
pression and death, which may occur when initial doses
are too high, opioids are titrated too rapidly, or opioids
are combined with other drugs such as benzodiazepines
that are associated with respiratory depression or that
may potentiate opioid-induced respiratory depression or
abuse of opioids with or without other drugs (105,599-
603). Patients with sleep apnea or with other pulmonary
conditions may be at a higher risk for respiratory depres-
sion and opioids should be initiated, titrated, and moni-
tored closely with as low a dose as possible.

Canadian guidelines (224) described adverse effects
as shown in Table 5 ranging from 28% for nausea, 26%
for constipation, 24% for somnolence/drowsiness, 18%
for dizziness/vertigo, 15% for dry skin/itching/pruritus,
and 15% for vomiting. They also showed that adverse
effects where the difference was not clinically impor-
tant (difference less than 10%) and are not statistically
significant (P > 0.05) include dry mouth, headache, sex-
ual dysfunction, hot flashes, loss of appetite, abdominal
pain, fatigue, sleeplessness/insomnia, sweating, blurred
vision/confusion, muscle contractions, diarrhea, ataxia,
edema, difficulty urinating, restless legs, application
site reaction, heartburn, anxiety, and weakness.

Apart from other complications as described, sleep
apnea can be aggravated with opioids and becomes a
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Table 5. Adverse effects of opioids.

Adverse effect Number Incidence in Incidence in Difference (95% CI)
of Studies Opioid Group Placebo Group

Nausea 38 28% 9% 17% (13% to 21%) P<0.00001
Constipation 37 26% 7% 20% (15% to 25%) P<0.00001
Somnolence/drowsiness 30 24% 7% 14% (10% to 18%) P<0.00001
Dizziness/vertigo 33 18% 5% 12% (9% to 16%) P<0.00001
Dry-skin/ itching/pruritus 25 15% 2% 10% (5% to 15%) P<0.0001
Vomiting 23 15% 3% 11% (7% to 16%) P<0.00001

Source: Canadian Guideline for Safe and Effective Use of Opioids for Chronic Non-Cancer Pain© 2010 National Opioid Use Guideline Group

(NOUGG) (224).

serious issue. High opioid doses may contribute to sleep
movement disorders including myoclonus and some-
times choreiform movement, and in combination with
benzodiazepines and other drugs may significantly
contribute to oxygen desaturation (105,599-603). Thus
sleep studies may be considered in patients using high
dose opioids specifically in combination with other
drugs, elderly patients, obese patients, and patients
with somnolence (224).

3.7.1 Conclusions

1. There is good evidence that the majority of the
side effects of opioid therapy may be minor and
are resolved, but some effects are long-lasting and
increase with long-term use.

2. There is fair evidence that complications of long-
term therapy or long-acting opioids are frequent.

3. There is fair evidence that serious complications
are rare, but fatal when occur.

4. There is limited evidence to recommend a routine
monitoring of asymptomatic patients on chronic
opioid therapy for chronic non-cancer pain for
hormonal deficiencies, due to only preliminary evi-
dence and lack of high quality long-term follow-up.

5. There is fair evidence to reduce the dosages or
wean patients off of opioids and also start hor-
monal supplemental therapy when hormonal defi-
ciencies are identified.

6. There is fair evidence that somnolence and drowsi-
ness may be associated with chronic opioid therapy.

7. There is fair evidence that central sleep apnea may
be exacerbated with chronic opioid therapy.

3.8 The Role of Opioid Hyperalgesia and
Breakthrough Pain

Opioid-induced hyperalgesia (OIH) and the treat-
ment of breakthrough pain in chronic non-cancer pain

are controversial issues. OIH is more commonly accept-
ed even though the concept of breakthrough pain con-
tinues to be mired in beliefs of pseudoaddiction and
undertreatment of pain. The evidence is in contrast
to the fact that pain may be essentially overtreated in
many countries, specifically with opioids, even though
overall there may also be an undertreatment of pain in
some regions and segments of the population (80,102).

Lee et al (80) provided a comprehensive review of
OIH in preparation of these guidelines. OIH is defined
as a state of nociceptive sensitization caused by ex-
posure to opioids. The condition is characterized by a
paradoxical response whereby a patient receiving opi-
oids for the treatment of pain could actually become
more sensitive to certain painful stimuli. The type of
pain experienced might be the same as the underly-
ing pain, or it might be different from the original
underlying pain. The OIH appears to be a distinct, de-
finable, and characteristic phenomenon that could ex-
plain loss of opioid efficacy in some patients (80). In a
systematic review, Angst and Clark (604) reviewed the
majority of publications available describing OIH in
various animal models. They described their model for
OIH that considers this process to be neurobiologically
multifactorial. In another review of clinical evidence
of OIH (605), the strongest evidence came from opioid
infusion studies in normal volunteers as measured by
secondary hyperalgesia. The authors concluded that
there was not sufficient evidence to support or refute
the existence of OIH in humans except in the case of
normal volunteers receiving opioid infusions. Thus,
the precise molecular mechanism of OIH, while not yet
understood, varies substantially in the basic science lit-
erature, as well as in clinical medicine. It is generally
thought to result from neuroplastic changes in the pe-
ripheral and central nervous system that lead to sensi-
tization of pronociceptive pathways. While there are
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many proposed mechanisms for OIH, 5 mechanisms
involving the central glutaminergic system, spinal dyn-
orphins, descending facilitation, genetic mechanisms,
and decreased reuptake and enhanced nociceptive re-
sponse have been described as the important mecha-
nisms. Of these, the central glutaminergic system is
considered the most common possibility. Another is
the hypothesis that NMDA receptors in OIH include
activation, inhibition of the glutamate transporter
system, facilitation of calcium regulated intracellular
protein kinase C, and cross talk of neural mechanisms
of pain and tolerance.

Even though significant progress has been made
in understanding OIH, findings of clinical prevalence of
this condition are not available. Several observations,
cross-sectional, and prospective controlled trials have
examined the expression of potential clinical signifi-
cance of OIH in humans, in studies using several distinct
cohorts and methodologies utilizing former opioid
addicts on methadone maintenance therapy, periop-
erative exposure to opioids in patients undergoing
surgery, and of acute opioid exposure using human ex-
perimental pain testing. Furthermore, recent evidence
has provided contradicting evidence with some stud-
ies showing increased sensitivity with chronic opioid
therapy, some showing no change or only short-term
change, and yet others showing that chronic opioid in-
take may only reduce the temperature sensitivity but
not the pain sensitivity (153,605-617).

Breakthrough pain in chronic non-cancer pain
continues to be controversial. In a focused review,
Manchikanti et al (102) described that the philoso-
phy of breakthrough pain in chronic non-cancer pain
raises multiple issues leading almost all patients to be
on high-dose long-acting opioids, followed by supple-
menting with short-acting drugs, instead of treating
patients with only short-acting drugs as required. Thus,
the subject of breakthrough pain in chronic non-cancer
pain is looked at with suspicion due to the lack of evi-
dence and inherent bias associated with its evaluation,
followed by the escalating use and abuse of opioids.
The present literature is extrapolated from cancer pain
and also a few observational studies. This may be simi-
lar to the safety and effectiveness of opioids in chronic
non-cancer pain, which was based on extremely weak
evidence and exploded into an epidemic. Manchikanti
et al (102) showed that there was no significant evi-
dence for any type of breakthrough pain in chronic
non-cancer pain based on available literature, method-
ology utilized, and response to opioids in chronic non-

cancer pain.

Thus, based on the available literature opioid hy-
peralgesia may be real to a great extent with high-dose
opioid therapy, and there are no indications for break-
through pain medication in chronic non-cancer pain.

3.8.1 Conclusions

1. The evidence is limited for existence and manage-
ment of breakthrough pain in non-cancer pain,
due to lack of quality studies.

2. The evidence is fair for existence of opioid hyperal-
gesia with chronic opioid therapy.

3.9 Screening for Opioid Abuse

The challenge of using opioid analgesic therapy
lies in achieving a balance between 2 important pub-
lic health concerns: responding to the need of relieving
chronic pain and preventing the overuse or abuse of
opioid medications (45,82,182,618-621).

Adherence monitoring may be carried out by mul-
tiple means including prescription drug monitoring
programs (PDMPs), screening tools to monitor opioid
adherence, and UDT. This may also be enhanced by the
development of abuse deterrent formulations (ADFs)
of opioids and also dispensing the medication in mea-
sured containers which control the dispensing aspect,
thus avoiding misuse and abuse.

3.9.1 Prescription Drug Monitoring Programs

PDMPs collect state-wide data about prescrip-
tion drugs and track their flow (622-628). There are 3
components of these programs. First is data collection
for prescriptions that shows the physicians who wrote
them and the pharmacies that dispensed them. Phar-
macies are required to report the data by law. In the
United States, 38 states have PMPs, but there is a sig-
nificant difference in the manner and frequency with
which the data is collected.

President George W. Bush signed into law the Na-
tional All Schedule Prescription Electronic Reporting
Act (NASPER) in 2005 which was created by ASIPP and
enacted by Congress (629). This law requires states to
collect prescription information for Schedule 11, lIl, and
IV medications. It also requires states to have the capa-
bility to share this information with each other. This can
decrease cross-border narcotic trafficking. It is hearten-
ing to know that this program is now funded by the
federal government.

At one point, only 3 states allowed physicians ac-
cess with physician-friendly programs to monitor drug

www.painphysicianjournal.com

S35



Pain Physician: July Special Issue 2012; 15:51-S66

utilization. These included Kentucky, Utah, and Idaho.
Now, with enactment of NASPER and/or other funding
from the Harold Rogers Prescription Monitoring Pro-
gram, multiple states are operating physician-friendly
programs where pain physicians can identify the risk of
overuse and abuse (622-630).

Solanki et al (82) also evaluated various tools to as-
sess the risk of substance misuse. They found 52 publi-
cations, of which 22 met the criteria to be included in
the manuscript. There was only one study which was
prospective, and compared various screening tools that
were available to monitor opioid adherence. Further,
in the majority of the studies, the number treated was
small. There was not a single screening tool that could be
applied universally to patients who are on opioid therapy
for chronic non-cancer pain. Sehgal et al (84) also evalu-
ated multiple screening tools as described above and
concluded that the widespread use of prescription opi-
oids in recent decades has been associated with a steady
increase in prescription drug abuse and an increase in
opioid-related deaths. Multiple approaches to identify
and manage at-risk patients have been proposed. Ex-
perts recommend combining several different strategies
to identify at-risk patients, including examining the un-
derlying origins or implications of aberrant behaviors,
and tailoring treatments accordingly. Informed consent
forms, treatment agreements, risk documentation tools,
and regular monitoring of the 4 A's (analgesia, activities
of daily living, adverse side effects, and aberrant drug-
related behaviors) will help to educate patients and
guide management based on treatment goals. The ap-
plication of universal precautions and awareness of
aberrant behaviors will increase physician confidence
in identifying and addressing problematic behaviors.
Chronic pain treatments must be multimodal and com-
bined with nonopioid medications. There should also be
cognitive, behavioral, and interventional techniques to
optimize outcomes, particularly for those who are un-
able to safely take their opioids in a structured fashion.
Opioid formulations designed to deter and resist abuse
are being marketed and may address some, but not all,
aspects of inappropriate opioid use. The legal and regu-
latory environment surrounding opioid prescribing is in
flux and the Food and Drug Administration (FDA) has
adopted new approaches to control the growing prob-
lem of prescription opioid misuse and abuse. It is impor-
tant that providers understand the dynamics surround-
ing pain management, and keep abreast of advances in
opioid analgesia in order to treat pain effectively while
minimizing abuse.

At present, screening for opioid abuse includes as-
sessment of premorbid and comorbid substance abuse;
assessment of aberrant drug-related behaviors; risk fac-
tor stratification; and utilization of opioid assessment
screening tools. Various authors have developed multi-
ple opioid assessment screening tools and instruments.
In addition, UDT, monitoring of prescribing practices,
PMPs, opioid treatment agreements, and utilization of
universal precautions are essential. Presently, a com-
bination of strategies is recommended to stratify risk,
identify and understand aberrant drug related behav-
iors, and tailor treatments accordingly.

A critical issue in pain management is the ability
of the clinician to identify patients who are most at-
risk for developing prescription drug abuse. Several risk
factors have been described and include sociodemo-
graphic factors, pain and drug-related factors, genetics
and environment, psychosocial and family history, psy-
chopathology, and alcohol and substance use disorders
(631). However, none of these factors by themselves
will increase the risk of drug abuse in a given individ-
ual. It is suggested that the risk of prescription drug
abuse is greatest when risk factors in 3 categories, (i.e.,
psychosocial factors, drug related factors, and genetic
factors) occur in the same individual. In the absence of
psychosocial comorbidities and genetic predisposition,
pain patients on stable doses of opioids in a controlled
setting are unlikely to abuse opioids or develop addic-
tion. On the other hand, patients with a personal or
family history of substance abuse and psychosocial co-
morbidity are at increased risk, especially if treatment
with opioids is not carefully structured and monitored
(88). In a study of primary care patients with high lev-
els of pain disability, unemployment, and psychosocial
stressors, prescription drug use disorder was concen-
trated among those with a family history of substance
use disorder, those who have spent time in jail, are cur-
rent cigarette smokers, are male, white, and those with
pain-related functional limitations and posttraumatic
stress disorder. The vast majority had co-occurring sub-
stance use disorder (631).

Although several formal screening instruments
that identify aberrant drug-related behaviors in pa-
tients on opioid therapy have been described, there is
no well-tested, reliable, and easily administered screen-
ing tool to detect drug-seeking behaviors in primary
care patients taking long-term opioids or being consid-
ered for such therapy. Evidence on prediction and iden-
tification of aberrant drug-related behaviors is limited;
the definitions for aberrant drug-related behaviors are
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not standardized across studies and do not account for
the seriousness of identified behaviors. In general, the
psychometric properties of published questionnaires
and interview protocols are weak and, quite unlike
other tests and protocols, have not been subjected to
stringent scrutiny consistent with the practice of evi-
dence-based medicine (230-235,253,255). Furthermore,
most studies that evaluated these instruments are lim-
ited by methodological shortcomings (632). In terms of
tools for screening patients before initiating chronic
opioid therapy, a tool which has been described to have
a reasonably high-quality deviation which may be used
in conjunction with clinical assessment is the Screener
and Opioid Assessment for Patients with Pain-Revised
(SOAPP-R) (187). It is suggested that opioid assessment
screening tools should be used, jointly with other mea-
sures, to guide and monitor therapy. Two tools, Pain As-
sessment and Documentation Tool (PADT) and Current
Opioid Misuse Measure (COMM) with strong content,
face, and construct validity, are recommended for these
purposes (187). PADT is a simple charting device based
on the "4 A's” concept and designed to help clinicians
consistently document various significant domains over
time (633,634).

Chou et al (187) evaluated 9 studies (n = 1,530) for
the accuracy of screening tools for identifying aberrant
drug-related behavior in patients who were on long-
term opioid therapy for chronic non-cancer pain. They
found that none of the investigators were blinded to
the results of the screening instruments. There was a sig-
nificant variation in the aberrant drug-related behavior
across the studies. Only 2 studies out of 9 made evalua-
tions using the Pain Medication Questionnaire. Out of
the 8 instruments studied, 2 were self-administered, 4
were interviewer-administered, and in the remaining 2
studies the methodology was not described. Pain scores
were recorded in only one study, and none of the stud-
ies documented the doses of the opioids used. In one
higher quality study, self-administered COMM was used
to determine the diagnostic test characteristics of this
instrument (635). It showed a sensitivity of 0.75 (95% Cl,
0.63-0.84) and specificity of 0.73 (95% Cl, 0.65-0.80). In
another lower quality study, the interviewer-adminis-
tered Addiction Behavior Checklist showed a sensitivity
of 0.88 and specificity of 0.86 (636). Screening instru-
ments in 4 studies showed limited diagnostic accuracy.

Atluri et al (45) in developing an algorithmic ev-
idence-based approach to the prevention of opioid
abuse in chronic non-cancer pain described that use-
ful tools included Screener and Opioid Assessment

for Patients with Pain (SOAPP) (637), Pain Medication
Questionnaire (PMQ) (638,639) Prescription Drug Use
Questionnaire patient version (PDUQp) (640), Addiction
Behaviors Checklist (ABC) (636), Diagnosis, Intractabil-
ity, Risk, Efficacy (DIRE) Score (641), and an instrument
by Atluri and Sudarshan (651). They concluded that
the screening tool Current Opioid Misuse Measures
(COMM) (635) and SOAPP (642) were not considered
because many of the questions were not related to
abuse diversion and fell under the category of psycho-
logical queries. In addition, they also stated that the
PADT (633) is not a screening tool as it addresses the
level of analgesia, adverse events, and the activities of
daily living, along with the aberrant drug-related be-
havior. They also noted that the section of abuse is a
small component of the whole tool in PADT. They felt
that the screening tool by Michna et al (643) addressed
only 3 items, and was not comprehensive enough to
identify abuse. Another tool commonly recommended
is the Opioid Risk Tool (ORT) (644) is a 5-item tool, which
was felt to be not comprehensive by Atluri et al (45).
Further, they also stated that the items in this tool were
not predictors of abuse. Additionally, they described
that PDUQ and PDUQp tools were developed by the
same group, with modification of PDUQp from PDUQ
(639,640). In addition, all the questions are related to
abuse, and questions related to psychopathology were
eliminated. Among the multiple tools selected, the first
3 tools were considered as subjective (PMQ, PDUQp)
(638-640) and the last 3 were considered as objective
tools (DIRE score, ABC checklist, and the tool by Atluri
and Sudarshan) (636,641,645). Atluri et al described
that even though there has been a call for the use of
these subjective tools (172,275,646,647), abusers tend
not to be truthful in subjective questionnaires (648-
652). Consequently, they concluded that the screening
tool developed by Wu et al (636), the DIRE Score (641),
and the screening tool created by Alturi and Sudarshan
(653) may have more value since they incorporate ob-
jective measures. They felt that these tools can be used
singularly or in combination. They also described that
generic screening tools for drug and alcohol abuse are
not as useful as those specifically designed for prescrip-
tion opioid abuse. However, the tool developed by
Alturi and Sudarshan (645) to detect the risk of inap-
propriate use of prescription opioids in chronic pain
patients utilizing 6 clinical criteria was evaluated in 2
prospective evaluations (653,654) utilizing 500 patients.
The results of these studies showed that it was a reli-
able tool for screening for the potential for drug abuse
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in an interventional pain management setting. Atluri
and Sudarshan’s tool (645) while it predicted substance
abuse, it did not identify illicit drug use.

The White House in April 2011 announced a plan
to curb prescription drug abuse called “Epidemic: Re-
sponding to America’s Prescription Drug Abuse Crises”
(655). The key elements of the plan are expansion of
state-based PMDPs, recommending convenient and en-
vironmentally responsible ways to remove unused med-
ications from homes, supporting education for patients
and health care providers, and reducing the number of
“pill mills” and doctor-shopping through law enforce-
ment. In concert with the White House plan, the U.S.
FDA announced a new risk reduction program, called
Risk Evaluation and Mitigation Strategies (REMS), for
all ER and long-acting opioid analgesics (646). The
new REMS concentrates on educating physicians about
proper pain management, patient selection, other re-
quirements, and improving patient awareness regard-
ing the safe use of opioid analgesics (646). As part of
the plan, the FDA directed manufacturers of certain ER
opioids and methadone to give patients educational
materials, including a medication guide that uses con-
sumer friendly language to explain safe use and dis-
posal. Physician training, patient counseling, and other
risk reduction measures developed by opioid manufac-
turers as part of the REMS are expected to become ef-
fective in 2012. They will be required for the various
brand names of generic opioids: oxycodone, morphine,
hydromorphone, oxymorphone, methadone, transder-
mal fentanyl, and transdermal buprenorphine. At this
time physician training is not mandatory under the
REMS plan. Other federal agencies are working to get
Congress to link mandatory opioid physician training
to the already required Drug Enforcement Administra-
tion (DEA) registration number needed to prescribe
controlled substances. The FDA will also require risk
management to include a way to determine if the edu-
cation programs are helping to reduce problems associ-
ated with long-acting and ER opioids, while allowing
patients who need opioids to get them (656).

3.9.2 Conclusions

1. There is limited evidence for reliability and accura-
cy of available instruments in screening for opioid
abuse or illicit drug use due to lack of high quality
studies.

2. There is limited evidence that screening for opioid
abuse by any of the instruments will reduce the
abuse, with lack of long-term published quality

literature.

3. There is good evidence that PMPs provide data on
patterns of prescription usage.

4. There is fair evidence that prescription drug moni-
toring programs may reduce prescription drug
abuse or doctor shopping.

5. There is limited evidence that prescription drug
monitoring programs reduce emergency room vis-
its, drug overdoses, or deaths, due to lack of high
quality literature.

3.10 Urine Drug Testing

The role of UDT has been described by multiple
authors (45,82,87,152,224,618,631,654,657-659). Conse-
quently, as part of compliance monitoring, UDT is cru-
cial in managing opioid therapy.

Screening for opioid misuse and abuse is an exer-
cise to strengthen the patient-physician relationship.
This should not be confrontational and the patient has
to understand that this is like any other laboratory test.
Thus, a physician would respond to adherence monitor-
ing or screening for opioid abuse similar to how one
would respond to an abnormal liver function test or
anemia.

While routine UDT has become standard in the
addiction treatment setting, it has not been universal
in chronic pain management centers or with inter-
nists or family practitioners that treat a smaller num-
ber of chronic pain patients. In fact, in a systematic
review of treatment agreements and UDT to reduce
opioid misuse in patients with chronic pain (209), the
evidence was relatively weak in supporting the effec-
tiveness of opioid treatment agreements and UDT in
reducing opioid misuse by patients with chronic pain.
It was concluded that family medicine physicians
who order UDT to monitor their patients on chronic
opioid therapy are not proficient in their interpreta-
tion (660). Another study evaluating drug testing of
adolescents in ambulatory medicine (661) concluded
that primary care physicians do not always use proper
urine sample collection and validation procedures,
and they are not aware of the important limitations
of drug testing. In a survey conducted in 2008 by
the Biomedical Research and Education Foundation,
based on a questionnaire distributed to 99 attend-
ees (655), it was concluded that most urine testing
was motivated more by a desire to detect undisclosed
substances than to evaluate appropriate opioid use.
However, some responders never urine-tested their
opioid patients, and about two-thirds of the respon-
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dents had no formal training in urine testing of pa-
tients on opioid therapy (662).

3.10.1 Limitations of Application of Urine Drug
Testing

Nafziger and Bertino (663) described various scien-
tific principles of pain medicine pharmacology that af-
fect UDT findings and are important to consider. These
include sources of variability in pharmacokinetics, phar-
macodynamics (pharmacologic effects), pharmacoge-
netics (the effect of genetics and the environment on
pharmacokinetics and pharmacodynamics), and also
issues relating to the collection, handling, and assay
methodologies for urine. In addition, it is essential to
avoid adulteration and subversion of UDT, and to en-
sure validity. As important a tool as UDT is in the treat-
ment of chronic pain, it nevertheless remains only one
of many tools.

Multiple variables affecting the results of urine
testing include cutoff selection; pharmacokinetics,
pharmacodynamics, and pharmacogenetics; laboratory
technology used in the urine drug test; and subversion
and adulteration of the urine specimen.

3.10.2 Diagnostic Accuracy of Urine Drug Testing

Diagnostic accuracy evaluations comparing immu-
noassay testing with chromatography have not been
frequently performed in a prospective manner; howev-
er, there are multiple reports with retrospective evalua-
tions. Manchikanti et al (304) prospectively studied the
diagnostic accuracy of point of care (POC) testing with
immunoassay, comparing it with laboratory testing with
chromatography in 1,000 patients. Compared with labo-
ratory testing for opioids and illicit drugs, immunoassay
in-office testing at high specificity and agreement, but
variable sensitivity, demonstrates the value of immuno-
assay drug testing, but a cautious approach is advocated.
Agreement for prescribed opioids was high with the in-
dex test (80.4%). The reference test of opioids improved
the accuracy by 8.9% from 80.4% to 89.3%. Overall, re-
sults showed a necessity for 32.9% of the specimens to
be sent for a reference test confirmation due to either
abnormal opioid or illicit drug results. The abnormal
specimens of patients receiving opioids improved the ac-
curacy by 8.9% from 80.4% to 89.3%; for illicit drugs, the
index test false-positive rate was 0% for cocaine, where-
as it was 2% for marijuana, 0.9% for amphetamines, and
1.2% for methamphetamines. There was only a slight
improvement in the accuracy data with laboratory inter-
vention utilizing chromatography.

Manchikanti et al (305) showed that approxi-
mately 36% of specimens required confirmation. The
index test's efficiency for prescribed benzodiazepines
was 78.4%. Reference testing improved accuracy to
83.2%, a 19.6% increase, and 8.9% of participants were
found to be taking non-prescribed benzodiazepines.
The index test’s false-positive rate for benzodiazepines
use was 10.5% in patients receiving benzodiazepines.
They concluded that clinicians should feel comfort-
able conducting in-office UDT immunoassay testing.
The present study shows that it is reliable, expedient,
and fiscally sound for all involved. In-office immunoas-
say testing compares favorably with laboratory testing
for benzodiazepines, offering both high specificity and
agreement. However, clinicians should be vigilant and
wary when interpreting results, weighing all factors in-
volved in their decision.

3.10.3 Practical Aspects

In clinical settings, UDT is utilized for compliance,
as well as forensic testing to monitor therapeutic activ-
ity, misuse, and illegal drug use (279,303,307,654,664-
670). Consequently, the initial and confirmatory testing
levels, as well as the number of drugs tested, can be cus-
tomized and are usually different from those evaluated
under federal testing programs. Drug screening can be
an important tool to ensure patient compliance with
prescription regimens.

Drug screening or testing can be effectively per-
formed in the physician’s office using POC urine (dip-
stick immunoassay) testing. However, practitioners us-
ing POC testing need to be aware of whether the system
used is compliant with methods and assurances estab-
lished by the Clinical Laboratory Improvement Advisory
Committee (CLIAC). A Clinical Laboratory Improvement
Amendments (CLIA) waiver is required to perform cer-
tain tests including urine immunoassay. Only immuno-
assay tests for certain drugs are CLIA waived, and these
may be performed in the office only if and when a cer-
tificate of waiver is first obtained by the physician or
facility. Generally these tests do not require extensive
training for office personnel.

UDT has become the standard of care for patients
on controlled substances; however, the relative value
of in-office screening and laboratory confirmation of
those tests is sometimes unclear or controversial for
physicians. The POC manufacturers recommend that
their test needs to be confirmed; however, advantages
and cost benefits have not been independently evalu-
ated and confirmed.
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Of particular concern to clinicians in this context of
UDT is that the cost of UDT in the office, followed by a
confirmatory test, can be expensive, with costs ranging
from $250 to $1,400 (280,303,307,671-675). The Centers
for Medicare and Medicaid Services (CMS) have changed
codes for UDT from the old code (80101) used by pain
physicians to a new code (G0431) effective January
10, 2010 (673). This action has been taken by CMS due
to excessive use of UDT and abuse (280,303,307,671-
675). While the earlier code included chromatographic
methods and its descriptions, the new G-code descrip-
tor states, “drug screen, qualitative; single drug class
method (e.g., immunoassay, enzyme assay), each drug
class” and excluded chromatography (674).

Collen (675) described that clinicians often require
patients to sign a controlled substance agreement in
order to receive opioid therapy (676). The majority of
agreements contain a stipulation requiring patients
to consent to random or unscheduled drug screens
(677,678) that search for licit and illicit drugs. Due to
the lack of efficacy of UDT in preventing adverse con-
sequences, profit motive has been described as a driver
for physician drug-screening behavior. Medicare data
reveals that between the years 2000 and 2009, the to-
tal number of drug screens under Current Procedural
Terminology (CPT) code 80101, including both CLIA-
waived and non-waived tests, reimbursed by Medicare
Part B increased approximately 4,537%, with geomet-
ric average growth rate 53%, with 186,629 tests (102
waived, 186,527 non-waived) in 2000 and 8,653,743
tests (3,820,793 waived, 4,832,950 non-waived) in 2009.
In contrast to the UDT, Medicare category of pathology
and laboratory services increased approximately 48%
(679), while the Medicare population increased approx-
imately 16% (680). Further, Collen (677) describes that a
deeper examination finds that between 2000 and 2009,
the total number of CLIA-waived drug tests (CPT Code
80101QW) paid for by Medicare conducted in physi-
cians' offices increased approximately 3,172,910% with
geometric average growth rate 216% (681). However,
the base year, which was 2000, had only 101 tests per-
formed, skewing the results. In 2009, the top 4 medi-
cal specialties that conducted the greatest number of
drug screens were anesthesiology, family practice, in-
ternal medicine, and neurology, respectively. Among
these, medical oncology did not conduct any tests at
all, whereas addiction medicine conducted in 2009 only
10,126, in contrast to anesthesiology or pain medicine
of 636,880. Other issues also include physician kickbacks
(682,683) and increased regulations and enforcement.

3.10.4 Conclusions

1. There is fair evidence for the diagnostic accuracy of
UDT.

2. There is fair evidence to identify patients who are
non-compliant or abusing prescription drugs or il-
licit drugs.

3. There is fair evidence that UDT may decrease pre-
scription drug abuse or illicit drug use when pa-
tients are in chronic pain management therapy.

4.0 SuMmARY

Assessment of the evidence in providing opioid
guidelines focused on various means to curtail abuse of
controlled substances without jeopardizing pain man-
agement. This evidence synthesis provides evidence for
various issues related to misuse, abuse, and diversion
(44,684,685).

4.1. The Extent of Opioid Abuse

1. There is good evidence that non-medical use of
opioids is extensive.

2. There is good evidence that approximately one-
third of the chronic pain patients may not use pre-
scribed opioids as prescribed or abuse them.

3. There is good evidence that illicit drug use in
chronic pain patients is significantly higher than in
the general population and such use is high in pa-
tients receiving opioids and higher in those abus-
ing opioids.

4.2 Prescribing Patterns

1. There is good evidence that opioid prescriptions
are increasing rapidly.

2. There is good evidence that the majority of pre-
scriptions are from non-pain physicians.

3. There is good evidence that many patients are on
long-term opioids.

4. There is good evidence that many patients are pro-
vided with combinations of long-term and short-
term opioids.

4.3 Relationship of Therapeutic Opioid Use

and Adverse Consequences

1. There is good evidence that the increased supply
of opioids, use of high dose opioids, doctor shop-
pers, and patients with multiple comorbid factors
contribute to the majority of the fatalities.

2. There is good evidence that approximately 60% of
the fatalities originate from the opioids prescribed
within the guidelines.

540
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There is good evidence that approximately 40% of
the fatalities occur in 10% of the drug abusers.
There is fair evidence that long-acting opioids and
combination of long-acting and short-acting opi-
oids contribute to increasing fatalities.

There is fair evidence that even low doses of 40 mg
or 50 mg daily of morphine equivalent doses are
responsible for emergency room admissions with
overdoses and deaths.

4.4 Effectiveness of Opioids

1.
2.

The short-term effectiveness of opioids is fair.

The long-term effectiveness of opioids is limited
due to lack of long-term (> 3 months) high quality
studies.

There is fair evidence with no significant difference
in effectiveness or adverse effects between long-
acting and short-acting opioids.

There is limited published evidence for opioid rota-
tion due to lack of quality publications.

The evidence for improvement in QOL parameters
is fair for short-term and limited for long-term due
to only short-term studies and lack of quality litera-
ture with long-term follow-up.

4.5 Evidence of Effectiveness of Individual
Drugs

1.

10.

The evidence for hydrocodone is limited due to
lack of quality studies.

The evidence for oxycodone is fair for short-term
and limited for long-term due to lack of long-term
or quality studies.

The evidence for morphine is fair for short-term
and limited for long-term due to lack of long-term
or quality studies.

The evidence for tramadol is fair in osteoarthritis.
The evidence for methadone is limited due to lack
of quality studies.

The evidence for transdermal fentanyl is fair for
short-term and limited for long-term due to short-
term studies and lack of high quality studies.

The evidence for oxymorphone is limited due to
lack of quality studies.

The evidence for hydromorphone is limited due to
lack of quality studies.

The evidence for tapentadol is limited due to lack
of quality studies.

The evidence for codeine is limited due to lack of
quality studies.

11.

The evidence for buprenorphine is limited due to
lack of long-term or high quality studies.

4.6 Effectiveness of Opioid Therapy in
Specific Populations

1.

The evidence of effectiveness and safety of chronic
opioid therapy in the elderly for chronic non-can-
cer pain is fair for short-term and limited for long-
term due to lack of high quality studies.

The evidence of effectiveness and safety in children
and adolescents is limited due to lack of quality
studies.

The evidence of effectiveness and safety in preg-
nancy is poor; however, the evidence is good with
regards to adverse effects.

Effectiveness and safety in patients with general-
ized anxiety disorder and depression is limited due
to lack of high quality studies with fair evidence of
increased risk of opioids in this group of patients.
The evidence of prevalence of high use of opioids
in depression is fair.

The evidence of effectiveness and safety in high-
risk psychological disorder patients with personal-
ity disorders and addiction disorders is limited due
to lack of high quality studies, with good evidence
of increased risk and adverse effects.

4.7 Adverse Effects and the Safety of Opioid
Therapy

1.

There is good evidence that the majority of the
side effects of opioid therapy may be minor and
are resolved, but some effects are long-lasting and
increase with long-term use.

There is fair evidence that complications of long-
term therapy or long-acting opioids are frequent.
There is fair evidence that serious complications
are rare, but fatal when occur.

There is limited evidence to recommend a routine
monitoring of asymptomatic patients on chronic
opioid therapy for chronic non-cancer pain for
hormonal deficiencies, due to only preliminary evi-
dence and lack of high quality long-term follow-up.
There is fair evidence to reduce the dosages or
wean patients off of opioids and also to start hor-
monal supplemental therapy when hormonal defi-
ciencies are identified.

There is fair evidence that somnolence and drowsi-
ness may be associated with chronic opioid therapy.
There is fair evidence that central sleep apnea may
be exacerbated with chronic opioid therapy.
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4.8 The Role of Opioid Hyperalgesia and

Breakthrough Pain

1. The evidence is limited for existence and manage-
ment of breakthrough pain in non-cancer pain,
due to lack of quality studies.

2. The evidence is fair for existence of opioid hyperal-
gesia with chronic opioid therapy.

4.9 Screening for Opioid Abuse

1. There is limited evidence for reliability and accuracy
of available instruments in screening for opioid abuse
or illicit drug use due to lack of high quality studies.

2. There is limited evidence that screening for opioid
abuse by any of the instruments will reduce the
abuse, with lack of long-term published quality
literature.

3. There is good evidence that PMPs provide data on
patterns of prescription usage.

4. There is fair evidence that prescription drug moni-
toring programs can reduce prescription drug
abuse or doctor shopping.

5. There is limited evidence that prescription drug
monitoring programs reduce emergency room vis-
its, drug overdoses, or deaths, due to lack of high
quality literature.

4.10 Urine Drug Testing

1. There is fair evidence for the diagnostic accuracy of
UDT.

2. There is fair evidence to identify patients who are
non-compliant or abusing prescription drugs or il-
licit drugs.

3. There is fair evidence that UDT may decrease pre-
scription drug abuse or illicit drug use when pa-
tients are in chronic pain management therapy.

ACKNOWLEDGMENTS

The authors wish to thank Sekar Edem for assistance
in the search of the literature; Alvaro F. Gomez, MA, and
Tom Prigge, MA, for manuscript review; and Tonie M.
Hatton and Diane E. Neihoff, transcriptionists, for their
assistance in preparation of this manuscript. We would
like to thank the editorial board of Pain Physician for
review and criticism in improving the manuscript.

DiSCcLOSURES

Funding: There was no external funding in the prep-
aration of this manuscript. Internal funding provided by
the American Society of Interventional Pain Physicians
was limited to travel and lodging expenses of the authors.

Editorially, appropriate measures were taken to avoid

any conflicting opinions from authors receiving funding

from the industry. The panel was multidisciplinary with

academicians, practitioners, and geographically diverse.

Of the 55 members involved in preparing the guidelines,

there were 2 pharmacists, 2 psychologists, 2 registered

nurses, one statistician, one physical therapist, 2 research

coordinators, one librarian, one academic radiologist, 3

residents or fellows, and the remaining (40) were practic-

ing interventional pain physicians, either in an academic
setting or in private practice. Many of the practitioners
are also involved in drug detoxification.

Author withdrawls: The first author of the 2008
opioid guidelines, Andrea Trescot, MD, who has not par-
ticipated initially, has withdrawn her name due to time
constraints. A second author, Xiulu Ruan, MD, who par-
ticipated sporadically, withdrew his name due to time
constraints and lack of appropriate involvement.

Conflicts of Interest:

Ten of the 55 authors provided information that they
received funding from the industry; however, of these,
only 2 (less than 4%) were receiving funding from drug
makers and with multidisciplinary authorships (18%) re-
ceiving funding for research or engaged in speaking from
the industry.

Dr. Benyamin is a clinical investigator with Epimed and
receives research support from Cephalon/Teva, Bio-
Delivery Sciences International, Inc., Mundipharma
Research GmbH & Co., AstraZeneca, Purdue Pharma,
LP, and Theravance.

Dr. Burton is a consultant for Medtronic and Boston Scien-
tific. He serves on the Speaker’s Bureau for Johnson &
Johnson, Archimedes, Cephalon, and Jazz.

Dr. Caraway is a consultant for Medtronic, Inc., Spinal
Modulation, Inc., and Vertos, Inc.

Dr. Datta receives research support from Sucampo Phar-
maceuticals and an honorarium from Smith and
Nephew.

Dr. Deer is a consultant and research advisor for Bioness,
Medtronic, St. Jude, Spinal Modulation, and Vertos.

Dr. Falco is a Consultant for St. Jude Medical Inc. and
Joimax Inc.

Dr. Grider is an educational trainer for Vertos Medical

Dr. Hayek is a consultant for Boston Scientific.

Dr. Helm is a clinical investigator with Epimed and re-
ceives research support from Cephalon/Teva, Astra-
Zeneca, and Purdue Pharma, LP.

Dr. Hirsch is a consultant for CareFusion and receives roy-
alties for products related to vertebral augmenta-
tion. He also participated in an Aetrium focus group
and received compensation.

Dr. A. Kaye is a speaker for Depomed, Inc.

542

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

Dr. Silverman is a Speaker for Purdue Pharma and Reckit
Benckiser

Dr. Vallejo receives research support from Cephalon/Teva,
BioDelivery Sciences International, Inc, Mundip-
harma Research GmbH & Co., AstraZeneca, Purdue
Pharma, LP, and Theravance.

AuTHOR AFFILIATIONS

Note: All authors after the first author are listed in alpha-
betical order.

1. Laxmaiah Manchikanti, MD is Medical Director of the
Pain Management Center of Paducah, Paducah, KY
and Clinical Professor, Anesthesiology and Periopera-
tive Medicine, University of Louisville, Louisville, KY
drm@asipp.org

2. Salahadin Abdi, MD, PhD is Chief, Division of Pain Medi-
cine at Beth Israel Deaconess Medical Center, Brook-
line, MA, and Associate Professor of Anesthesiology,
Harvard Medical School, Boston, MA. sabdi@bidmc.
harvard.edu

3. Sairam Atluri, MD is Medical Director, Tri-State Spine
Care Institute, Cincinnati, OH saiatluri@gmail.com

4. Carl C. Balog, MD is an interventional pain physician at
Oregon Pain Associates, Portland, OR drcsaba@com-
cast.net

5. Ramsin M. Benyamin, MD is the Medical Director, Mil-
lennium Pain Center, Bloomington, IL, and Clinical
Assistant Professor of Surgery, College of Medicine,
University of Illinois, Urbana-Champaign, IL ramsin-
benyamin@yahoo.com

6. Mark V. Boswell, MD, PhD is Chairman, Department of
Anesthesiology and Perioperative Medicine, Univer-
sity of Louisville, Louisville, KY mark.boswell@louis-
ville.edu

7. Keith R. Brown, PharmD is a pharmacist at Murray Callo-
way County Hospital, Murray, KY krbrownrph@aol.com

8. Brian M. Bruel, MD is Assistant Professor, Departments
of Physical Medicine & Rehabilitation and Anesthe-
siology & Pain Management, McDermott Center for
Pain Management, UTSW Spine Center, University of
Texas Southwestern Medical Center, Dallas, TX bbru-
el@mdanderson.org

9. David A. Bryce, MD is from Advanced Pain Manage-
ment, Madison, WI. tonys09@gmail.com

10. Patricia A. Burks, LPT is a licensed physical therapist at
the Pain Management Center of Paducah, Paducah,
KY clinicaldirector@thepainmd.com

11. Allen W. Burton, MD is a Professor and Chairman, De-
partment of Pain Medicine, University of Texas MD
Anderson Cancer Center, Houston, TX awburton@
houstonpainassociates.com

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

. Aaron K. Calodney, MD is a Staff Physician and Direc-

tor and Research Coordinator Implantable Therapies
at NeuroCare Network, Tyler, TX aaroncalodney@
me.com

David L. Caraway, MD is with St. Mary's Pain Relief
Center, Huntington, WV carawaymd@aol.com

Kimberly A. Cash, RT is a Research Coordinator at the
Pain Management Center of Paducah, Paducah, KY
kcash@thepainmd.com

Paul J. Christo, MD is Associate Professor, Johns Hop-
kins University School of Medicine, Director, Multidisci-
plinary Pain Fellowship (2003-2011), Director, Blaustein
Pain Treatment Center (2003-2008), Division of Pain
Medicine, Department of Anesthesiology and Critical
Care Medicine, Baltimore, MD. pchristo@jhmi.edu
Kim S. Damron, RN is a Nursing Administrator at the
Pain Management Center of Paducah, Paducah, KY
kim@thepainmd.com

Sukdeb Datta, MD is Medical Director, Laser Spine &
Pain Institute, New York, NY sdattamd@gmail.com
Timothy R. Deer, MD is Medical Director, The Center
for Pain Relief and Clinical Professor, Anesthesiology,
West Virginia University School of Medicine, Charles-
ton, WV doctdeer@aol.com

Sudhir Diwan, MD is Executive Director of The Spine
and Pain Institute of New York. sudhir.diwan63@
gmail.com

lke Eriator, MD is Associate Professor of Public Health,
Jackson State University, Jackson, MS, Director of the
Pain Program, University of Mississippi Medical Cen-
ter, Jackson, MS ikeijen@yahoo.com

Frank J.E. Falco, MD is Medical Director of the Mid At-
lantic Spine & Pain Physicians of Newark, DE, Director,
Pain Medicine Fellowship, Temple University Hospi-
tal, Philadelphia, PA, and Associate Professor, Depart-
ment of PM&R, Temple University Medical School,
Philadelphia, PA. cssm01@aol.com

Bert Fellows, MA is Director Emeritus of Psychological
Services at the Pain Management Center of Paducah,
Paducah, KY bert@thepainmd.com

Stephanie Geffert, MLIS is Director of Research and Ed-
ucation and Administrative Assistant at Mid Atlantic
Spine & Pain Physicians of Newark, DE and Fellowship
Coordinator at Temple University Hospital, Philadel-
phia, PA sgeffert@midatlanticspine.com

Christopher G. Gharibo, MD is Medical Director of
Pain Medicine and Associate Professor of Anesthesi-
ology and Orthopedics, Department of Anesthesiol-
ogy, NYU Langone-Hospital for Joint Diseases, NYU
School of Medicine, New York, NY. Cgharibo@usa.net

Scott E. Glaser, MD is the Medical Director of Pain Spe-

www.painphysicianjournal.com

543



Pain Physician: July Special Issue 2012; 15:51-S66

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

cialists of Greater Chicago, Burr Ridge, IL. sglaser@
painchicago.com

Jay S. Grider, DO, PhD is Medical Director, UK Health-
care Pain Services, Division Chief, Pain and Regional
Anesthesia and Associate Professor, Department of
Anesthesiology, University of Kentucky, Lexington,
KY jsgrid2@email.uky.edu

Haroon Hameed, MD is with the Department of Physi-
cal Medicine and Rehabilitation, The Johns Hopkins
University School of Medicine, Baltimore, MD. hha-
meed1@jhmi.edu

Mariam Hameed, MD is with the Department of Physi-
cal Medicine and Rehabilitation, The Johns Hopkins
University School of Medicine, Baltimore, MD mha-
meed1@jhmi.edu

Hans Hansen, MD is the Medical Director of The Pain
Relief Centers, Conover, NC. hans@hippocrates.org
Michael E. Harned, MD is Assistant Professor, Depart-
ment of Anesthesiology, Division of Pain Medicine,
University of Kentucky, Lexington, KY. mharned@
me.com

Salim M. Hayek, MD, PhD is Associate Professor, Depart-
ment of Anesthesiology, Chief of the Division of Pain
Medicine, University Hospitals of Cleveland, Cleveland,
OH; and a member of the Outcomes Research Consor-
tium, Cleveland, OH. Salim.hayek@uhhospitals.org
Standiford Helm Il, MD is Medical Director, The Helm
Center for Pain Management, Laguna Hills, CA.
drhelm@thehelmcenter.com

Joshua A. Hirsch, MD is Chief of Minimally Invasive
Spine Surgery, Depts. of Radiology and Neurosur-
gery, Massachusetts General Hospital and Associate
Professor of Radiology, Harvard Medical School, Bos-
ton, MA. hirsch@snisonline.org

Jeffrey W. Janata, PhD is Associate Professor of Psy-
chiatry, Director, Behavioral Medicine Program Uni-
versity Hospitals of Cleveland Case Western Reserve
University, Cleveland, OH jeffrey.janata@case.edu

Adam M. Kaye, PharmD is Clinical Professor, Thomas J.
Long School of Pharmacy and Health Sciences, Univer-
sity of the Pacific, Stockton, CA. akaye@pacific.edu
Alan D. Kaye, MD, PhD is Chairman and Professor,
Dept of Anesthesia LSU Health Science Center, New
Orleans, LA alankaye44@hotmail.com

David S. Kloth, MD is Medical Director of Connecticut
Pain Care, Danbury, CT. dkmd@ctpaincare.com
Dhanalakshmi Koyyalagunta, MD is Associate Profes-
sor, Medical Director, Pain Management Center Uni-
versity of Texas, MD Anderson Cancer Center, Dept.
of Anesthesiology & Pain Medicine, Houston, TX
dkoyyala@mdanderson.org

39.

Marion Lee, MD is Director of Centers for Pain Man-
agement, Tifton, GA painanswers@aol.com

40. Yogesh Malla, MD is an Interventional Pain Physician at

41.

42.

43.

the Pain Management Center of Paducah, Paducah,
KY. Yogesh@thepainmd.com

Kavita N. Manchikanti, MD is a second year resident in
Physical Medicine and Rehabilitation at the Univer-
sity of Kentucky, Lexington, KY kavita.manchikanti@
gmail.com

Carla D. McManus, RN, BSN is a Nursing Administra-
tor at the Pain Management Center of Paducah,
Paducah, KY carla@thepainmd.com

Vidyasagar Pampati, MSc is a Statistician at the Pain
Management Center of Paducah, Paducah, KY
sagar@thepainmd.com

44. Allan T. Parr, MD is Medical Director, Premier Pain Cen-

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

ter, Covington, LA alparr@alparr.com

Ramarao Pasupuleti, MD is Medical Director, Center
for Pain Management, Bowling Green, KY rampasu-
puleti@yahoo.com

Vikram Patel, MD is Medical Director of ACMI Pain
Care, Algonquin, IL. vikpatel1@yahoo.com

Nalini Sehgal, MD is Medical Director, Interventional
Pain Program, University of Wisconsin School of
Medicine and Public Health and Associate Professor,
Department of Orthopedics and Rehabilitation Medi-
cine, Madison, WI. Sehgal@rehab.wisc.edu

Sanford M. Silverman, MD is Medical Director of Com-
prehensive Pain Medicine, Pompano Beach, FL san-
fordsilverman@cpmedicine.com

Vijay Singh, MD is Medical Director, Spine Pain Diag-
nostics Associates, Niagara, WI. vi@wmpnet.net

Howard S. Smith, MD is Professor and Academic Direc-
tor of Pain Management for Albany Medical College
Department of Anesthesiology, Albany, NY

Lee T. Snook, MD is Medical Director of Metropolitan
Pain Management Consultants, Inc., Sacramento, CA.
Isnook@pain-mpmc.com

Daneshvari R. Solanki, MD is Professor of Anesthesia
and Pain Management, University of Texas Medical
Branch, Galveston, TX. dsolanki@utmb.edu

Deborah H. Tracy, MD is Medical Director, Institute
of Interventional Pain Management, Brooksville, FL.
tracypain@tampabay.rr.com

Ricardo Vallejo, MD, PhD is Director of Research, Mil-
lennium Pain Center, Bloomington, IL; and Adjunct
Professor of Biology, lllinois State University, Normal,
IL. vallejo1019@yahoo.com

Bradley W. Wargo, DO is an interventional pain physi-
cian at the McFarland Clinic, Mary Greeley Medical
Center, Ames, IA. bwargo@pol.net

544

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

REFERENCES

1.

10.

Merskey H, Bogduk N. Task Force on
Taxonomy of the International Associa-
tion for the Study of Pain. Classification
of Chronic Pain: Descriptions of Chron-
ic Pain Syndromes and Definition of Pain
Terms. 2nd ed. IASP Press, Seattle, WA,
1994.

Manchikanti L, Singh V, Datta S, Cohen
SP, Hirsch JA. Comprehensive review of
epidemiology, scope, and impact of spi-
nal pain. Pain Physician 2009; 12:E35-
E7o.

Manchikanti L, Boswell MV, Singh V,
Benyamin RM, Fellows B, Abdi S, Bue-
naventura RM, Conn A, Datta S, Derby
R, Falco FJE, Erhart S, Diwan S, Hayek
SM, Helm S, Parr AT, Schultz DM, Smith
HS, Wolfer LR, Hirsch JA. Comprehen-
sive evidence-based guidelines for in-
terventional techniques in the manage-
ment of chronic spinal pain. Pain Physi-
cian 2009; 12:699-802.

Gureje O, Von Korff M, Simon GE, Gater
R. Persistent pain and well-being: A
World Health Organization study in pri-
mary care. JAMA 1998; 280:147-151.
Crook J, Tunks E, Rideout E, Browne G.
Epidemiologic comparison of persistent
pain sufferers in a specialty pain clinic
and in the community. Arch Phys Med
Rehabil 1986: 67:451-455.

Institute of Medicine (IOM). Relieving
Pain in America: A Blueprint for Trans-
forming Prevention, Care, Education, and
Research. The National Academies Press,
Washington, DC, 2011.

Martin BI, Turner JA, Mirza SK, Lee
M), Comstock BA, Deyo RA. Trends in
health care expenditures, utilization,
and health status among US adults with
spine problems, 1997-2006. Spine (Phila
Pa 1976) 2009: 34:2077-2084.

Harkness EF, Macfarlane GJ, Silman A,
McBeth J. Is musculoskeletal pain more
common now than 4o years ago?: Two
population-based cross-sectional stud-
ies. Rheumatology (Oxford) 2005; 44:890-
89s5.

Freburger JK, Holmes GM, Agans RP,
Jackman AM, Darter JD, Wallace AS,
Castel LD, Kalsbeek WD, Carey TS. The
rising prevalence of chronic low back
pain. Arch Intern Med 2009; 169:251-258.
Hoy DG, Bain C, Williams G, March L,
Brooks P, Blyth F, Woolf A, Vos T, Bu-
chbinder R. A systematic review of the
global prevalence of low back pain. Ar-
thritis Rheum Jan 9. [Epub ahead of
print] (2012).

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Hoy D, Brooks P, Blyth F, Buchbinder R.
The epidemiology of low back pain. Best
Pract Res Clin Rheumatol 2010; 24:769-
781.

Hoy DG, Protani M, De R, Buchbinder
R. The epidemiology of neck pain. Best
Pract Res Clin Rheumatol 2010; 24:783-
792.

Reid K], Harker J, Bala MM Truyers C,
Kellen E, Bekkering GE, Kleijnen ). Epi-
demiology of chronic non-cancer pain in
Europe: Narrative review of prevalence,
pain treatments and pain impact. Curr
Med Res Opin 2011; 27:449-462.
Bekkering GE, Bala MM, Reid K Kellen
E, Harker J, Riemsma R, Huygen FJ, Klei-
jnen ). Epidemiology of chronic pain and
its treatment in The Netherlands. Neth ]
Med 2011; 69:141-153.

Langley PC. The prevalence, correlates
and treatment of pain in the European
Union. Curr Med Res Opin 2011; 27:463-
480.

Tosato M, Lukas A, van der Roest HG,
Danese P, Antocicco M, Finne-Soveri H,
Nikolaus T, Landi F, Bernabei R, Onder
G. Association of pain with behavioral
and psychiatric symptoms among nurs-
ing home residents with cognitive im-
pairment: Results from the SHELTER
study. Pain 2012; 153:305-310.

Clark JD. Chronic pain prevalence and
analgesic prescribing in a general med-
ical population. J Pain Symptom Manage
2002; 23:131-137.

Eriksen J. Epidemiology of chronic non-
malignant pain in Denmark. Pain 2003;
106:221-228.

Moulin DE, Clark AJ, Speechley M, Mor-
ley-Forster PK. Chronic pain in Canada
— prevalence, treatment, impact and the
role of opioid analgesia. Pain Res Manag
2002; 7:179-184.

Sjggren P, Ekholm O, Peuckmann V,
Grgnbzk M. Epidemiology of chronic
pain in Denmark: An update. Eur ] Pain
2009; 13:287-292.

Elliott AM, Smith BH, Penny KI, Smith
WC, Chambers WA. The epidemiology of
chronic pain in the community. Lancet
1999; 354:1248-1252.

Eriksen J, Ekholm O, Sjggren P, Rasmus-
sen NK. Development of and recovery
from long-term pain. A 6-year follow-
up study of a cross-section of the adult
Danish population. Pain 2004; 108:154-
162.

Lawrence RC, Helmick CG, Arnett FC.

24.

25.

26.

27.

28.

29.

30.

31

32.

Estimates of the prevalence of arthritis
and selected musculoskeletal disorders
in the United States. Arthritis Rheum
1998; 41:778-799.

Verhaak PF, Kerssens JJ, Dekker ], Sor-
bi M), Bensing JM. Prevalence of chron-
ic benign pain disorder among adults:
A review of the literature. Pain 1998;
77:231-239.

Torrance N, Smith BH, Bennett MI, Lee
AJ. The epidemiology of chronic pain of
predominantly neuropathic origin. Re-
sults from a general population survey. ]
Pain 2006; 7:281-289.

Breivik H, Collett B, Ventafridda V, Co-
hen R, Gallacher D. Survey of chronic
pain in Europe: Prevalence, impact on
daily life, and treatment. Eur ] Pain 2006;
10:287-333.

Blyth FM, Rochat S, Cumming RG,
Creasey H, Handelsman D), Le Couteur
DG, Naganathan V, Sambrook PN, Sei-
bel MJ, Waite LM. Pain, frailty and co-
morbidity on older men: The CHAMP
study. Pain 2008; 140:224-230.

Cassidy JD, Carroll L), C6té P. The Sas-
katchewan Health and Back Pain Survey.
The prevalence of low back pain and re-
lated disability in Saskatchewan adults.
Spine (Phila Pa 1976) 1998; 23:1860-1867.
Coté P, Cassidy JD, Carroll L. The Sas-
katchewan Health and Back Pain Survey.
The prevalence of neck pain and related
disability in Saskatchewan adults. Spine
(Phila Pa 1976) 1998; 23:1689-1698.
Leboeuf-Yde C, Nielsen J, Kyvik KO, Fe-
jer R, Hartvigsen J. Pain in the lumbar,
thoracic or cervical regions: Do age or
gender matter? A population-based
study of 34,902 Danish twins 20—71 years
of age. BMC Musculoskeletal Disorders
2009; 10:39.

Hogg-Johnson S, van der Velde G, Car-
roll LJ, Holm LW, Cassidy JD, Guzman
J, Cété P, Haldeman S, Ammendolia C,
Carragee E, Hurwitz E, Nordin M, Pelo-
so P; Bone and Joint Decade 2000-2010
Task Force on Neck Pain and Its Asso-
ciated Disorders. The burden and de-
terminants of neck pain in the gener-
al population: Results of the Bone and
Joint Decade 2000—2010 Task Force on
Neck Pain and its associated disorders.
Spine (Phila Pa 1976) 2008; 33:539-S51.
Coté P, Kristman V, Vidmar M, Van Eerd
D, Hogg-Johnson S, Beaton D, Smith
PM. The prevalence and incidence of
work absenteeism involving neck pain:

www.painphysicianjournal.com

545



Pain Physician: July Special Issue 2012; 15:51-566

33

34.

35-

36.

37

38.

39-

40.

41.

42.

43.

44.

45.

A cohort of Ontario lost-time claimants.
Spine (Phila Pa 1976) 2008; 33:5192-S198.
Coté P, Cassidy JD, Carroll L. The factors
associated with neck pain and its related
disability in the Saskatchewan popula-
tion. Spine (Phila Pa 1976) 2000; 25:1109-
1117.

Manchikanti L, Benyamin R, Datta S,
Vallgjo R, Smith HS. Opioids in chron-
ic noncancer pain. Expert Rev Neurother
2010; 10:775-789.

Deyo RA, Smith DH, Johnson ES, Don-
ovan M, Tillotson CJ, Yang X, Petrik AF,
Dobscha SK. Opioids for back pain pa-
tients: Primary care prescribing patterns
and use of services. ] Am Board Fam Med
2011; 24:717-727.

Manchikanti L, Fellows B, Ailinani H,
Pampati V. Therapeutic use, abuse, and
nonmedical use of opioids: A ten-year
perspective. Pain Physician 2010; 13:401-
435.

Eriksen J, Sjggren P, Bruera E, Ekholm
O, Rasmussen NK. Critical issues on
opioids in chronic non-cancer pain:
An epidemiological study. Pain 2006;
125:172-179.

Sjggren P, Grgnbzk M, Peuckmann V,
Ekholm O. A population-based cohort
study on chronic pain: The role of opi-
oids. Clin ] Pain 2010; 26:763-769.
Centers for Disease Control and Pre-
vention. CDC grand rounds: Prescrip-
tion drug overdoses — a U.S. epidem-
ic. MMWR Morb Mortal Wkly Rep 2012;
61:10-13.

Ballantyne ), LaForge K. Opioid de-
pendence and addiction during opioid
treatment of chronic pain. Pain 2007;
129:235-255.

US Government Accountability Of-
fice: Report to Congressional Request-
ers. Prescription Pain Reliever Abuse.
December  2011.  www.gao.gov/as-
sets/590/587301.pdf

Toblin RL, Mack KA, Perveen G, Paulozzi
LJ. A population-based survey of chronic
pain and its treatment with prescription
drugs. Pain 2011; 152:1249-1255.

Okie S. A flood of opioids, a rising tide
of deaths. N Engl ] Med 2010; 363:1981-
1985.

Manchikanti L, Helm S, Fellow B, Pam-
pati V, Boswell MV. Epidemic of opioid
use in the United States. Pain Physician
2012; 15:ES9-ES38.

Atluri SL, Akbik H, Sudarshan G. Pre-
vention of opioid abuse in chronic non-
cancer pain: An algorithmic, evidence-

46.

47.

48.

49.
50.

51.

52.

53

54.

55

56.

based approach. Pain Physician 2012;
15:ES177-ES189.

United States Department of Justice,
Drug Enforcement Administration. Au-
tomation of Reports and Consolidated
Orders System (ARCOS). Springfield,
VA, 2011.
www.deadiversion.usdoj.gov/arcos/in-
dex.html

Volkow ND, McLellan TA, Cotto JH.
Characteristics of opioid prescriptions
in 2009. JAMA 2011; 305:1299-1301.
Governale L. Outpatient prescription
opioid utilization in the U.S., years 2000
— 2009. Drug Utilization Data Analysis
Team Leader, Division of Epidemiology,
Office of Surveillance and Epidemiolo-
gy. Presentation for U.S. Food and Drug
Administration, July 22, 2010.

SDI Vector One ®: National.

IMS Institute for Healthcare Informat-
ics. The use of medicines in the United
States: Review of 2011. April 2012.

www.imshealth.com/ims/Global/Con-
tent/Insights/IMS%2o0lnstitute%20
for%20Healthcare%20Informatics/
IHII_Medicines_in_U.S_Report_2011.
pdf

Ensuring availability of controlled med-
ications for the relief of pain and pre-
venting diversion and abuse: Striking
the right balance to achieve the optimal
public health outcome. Discussion pa-
per based on a scientific workshop, Jan-
uary 18-19, 2011, UNODC, Vienna.
Varrassi G, Miiller-Schwefe GH. The in-
ternational CHANGE PAIN Physician
Survey: Does specialism influence the
perception of pain and its treatment?
Curr Med Res Opin 2012; Mar 28 [Epub
ahead of print].

Report of the International Narcotics
Control Board 2008. New York, United
Nations, 2009.
www.incb.org/pdf/annual-report/2008/
en/AR_o8_English.pdf

Report of the International Narcotics
Control Board for 2004. New York, Unit-
ed Nations, 2005.
www.incb.org/pdf/efar/2004/incb_re-
port_2004_full.pdf

Ricks D. UN: US consumes 80% of
world’s oxycodone. Newsday, January 21,
2012.

Kuhn HB. Centers for Medicare and
Medicaid Services, Department of
Health and Human Services, 2006. Let-
ter to Glenn M. Hackbarth, Medicare

Payment Advisory Commission. April 7,
2006.

www.cms.hhs.gov/SustainableGRatesCon-

57

58.

59-

60.

61.

62.

63.

64.

65.

66.

Fact/Downloads/MedPAC_Letter_Esti-
mated_2007.pdf

International Narcotics Control Board,
Report of the International Narcotics
Control Board on the availability of in-
ternationally controlled drugs: Ensuring
adequate access for medical and scien-
tific purposes. New York 2011.

Pizzo PA, Clark NM. Alleviating suffer-
ing 101 — pain relief in the United States.
N Engl ] Med 2012; 366:197-199.

A fresh view of opioids. The BackLetter
2011; 2634, 37.

Reinecke H, Sorgatz H; German Society
for the Study of Pain (DGSS). S3 guide-
line LONTS. Long-term administration
of opioids for non-tumor pain. Schmerz
2009; 23:440-447.

Sorgatz H, Maier C. Nothing is more
damaging to a new truth than an old
error: Conformity of new guidelines on
opioid administration for chronic pain
with the effect prognosis of the DGSS S3
guidelines LONTS (long-term adminis-
tration of opioids for non-tumor pain).
Schmerz 2010; 24:309-312.

Stein C, Reinecke H, Sorgatz H. Opioid
use in chronic noncancer pain: Guide-
lines revisited. Curr Opin Anaesthesiol
2010; 23:598-601.

Chou R, Huffman LH; American Pain
Society; American College of Physicians.
Medications for acute and chronic low
back pain: A review of the evidence for
an American Pain Society/American
College of Physicians clinical practice
guideline. Ann Intern Med 2007; 147:505-
514.

Chou R, Huffman L. Use of Chronic Opi-
oid Therapy in Chronic Non-cancer Pain:
Evidence Review. American Pain Society,
Glenview, IL, 2009. www.ampainsoc.
org/library/pdf/Opioid_Final_Evidence_
Report.pdf

Chou R, Fanciullo GJ, Fine PG, Mias-
kowski C, Passik SD, Portenoy RK. Opi-
oids for chronic noncancer pain: Predic-
tion and identification of aberrant drug-
related behaviors: A review of the evi-
dence for an American Pain Society and
American Academy of Pain Medicine
clinical practice guideline. J Pain 2009;
10:131-146.

Boulanger L, Wu N, Chen SY, Nagar S,
Fraser K, Bernauer MJ, Zhao Z, Zhao Y.
Predictors of pain medication selection

546

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

67.

68.

69.

70.

71.

72.

73

74.

75

76.

77-

among patients diagnosed with fibro-
myalgia. Pain Pract 2012; 12:266-275.

Letter to Janet Woodcock, MD, Direc-
tor, Center for Drug Evaluation and Re-
search, U.S Food and Drug Administra-
tion, from Physicians for Responsible
Opioid Prescribing RE: Docket No. FDA-
2011-D-0771, Draft Blueprint for Pre-
scriber Education for Long-Acting/Ex-
tended Release Opioid Class-Wide Risk
Evaluation and Mitigation Strategies.
December 2, 2011.

Manchikanti L, Pampai S, Damron KS,
Cash KA, McManus CD, Fellows B.
Identification of doctor shoppers with
KASPER: A comparative evaluation over
a decade in Western Kentucky. J KY Med
Assoc 2012; 110:13-21.

Fauber ). UW a force in pain drug
growth. JSOnline. 2 April, 2011.

Fauber J. Painkiller boom fueled by
networking. Journal Sentinel, Feb. 18,
2012. http://m.jsonline.com/more/
news/139609053.htm

Dhalla IA, Persaud N, Juurlink DN. Fac-
ing up to the prescription opioid crisis.
BM]J 2011; 343:d5142.

Fauber ). MedPage Today/Milwaukee
Journal Sentinel series triggers senate
investigation. Medpage Today, May o,
2012.

www.medpagetoday.com/PainManage-
ment/PainManagement/32582

Martell BA, O’Connor PG, Kerns RD,
Becker WC, Morales KH, Kosten TR,
Fiellin DA. Systematic review: Opioid
treatment for chronic back pain: Preva-
lence, efficacy, and association with ad-
diction. Ann Intern Med 2007; 146:116-
127.

Zerzan JT, Morden NE, Soumerai S,
Ross-Degnan D, Roughead E, Zhang F,
Simoni-Wastila L, Sullivan SD. Trends
and geographic variation of opiate
medication use in state Medicaid fee-
for-service programs, 1996 to 2002. Med
Care 2006; 44:1005-1010.

Gupta A, Patton C, Diskina D, Chea-
tle M. Retrospective review of physician
opioid prescribing practices in patients
with aberrant behaviors. Pain Physician
2011; 14:383-389.

Dhalla IA, Mamdani MM, Sivilotti ML,
Kopp A, Qureshi O, Juurlink DN. Pre-
scribing of opioid analgesics and related
mortality before and after the introduc-
tion of long-acting oxycodone. CMA]
2009; 181:891-896.

Toblin RL, Paulozzi LJ, Logan JE, Hall

78.

79-

8o.

81.

82.

83.

84.

8s.

86.

87.

AJ, Kaplan JA. Mental illness and psy-
chotropic drug use among prescription
drug overdose deaths: A medical exam-
iner chart review. ] Clin Psychiatry 2010;
71:491-496.

Manchikanti L, Ailinani H, Koyyalagunta
D, Datta S, Singh V, Eriator I, Sehgal N,
Shah RV, Benyamin RM, Vallejo R, Fel-
lows B, Christo PJ. A systematic review
of randomized trials of long-term opi-
oid management for chronic non-can-
cer pain. Pain Physician 2011; 14:91-121.
Colson J, Koyyalagunta D, Falco FJE,
Manchikanti L. A systematic review of
observational studies on the effective-
ness of opioid therapy for cancer pain.
Pain Physician 2011; 14:E85-E102.

Lee M, Silverman SM, Hansen H, Pa-
tel VB, Manchikanti L. A comprehensive
review of opioid-induced hyperalgesia.
Pain Physician 2011; 14:145-161.
Manchikanti L, Vallejo R, Manchikanti
KN, Benyamin RM, Datta S, Christo PJ.
Effectiveness of long-term opioid ther-
apy for chronic non-cancer pain. Pain
Physician 2011; 14:E133-E156.

Solanki DR, Koyyalagunta D, Shah RV,
Silverman SM, Manchikanti L. Mon-
itoring opioid adherence in chron-
ic pain patients: Assessment of risk of
substance misuse. Pain Physician 2011;
14:E119-E131.

Koyyalagunta D, Bruera E, Solanki D,
Nouri KH, Burton AW, Perez MT, Bru-
el B, Manchikanti L. A systematic review
of randomized trials of the effectiveness
of opioids for cancer pain. Pain Physician
2012; 15:ES39-ES58.

Sehgal N, Manchikant L, Smith HS. Pre-
scription opioid abuse in chronic pain:
A review of opioid abuse predictors and
strategies to curb opioid abuse. Pain
Physician 2012; 15:ES67-ES92.

Vallejo R, Barkin RL, Wang VC. Phar-
macology of opioids in the treatment of
chronic pain syndromes. Pain Physician
2011; 14E343-E360.

Koyyalagunta D, Burton AW, Toro MP,
Driver L, Novy DM. Opioid abuse in
cancer pain: Report of two cases and
presentation of an algorithm of mul-
tidisciplinary care. Pain Physician 2011;
14:E361-E371.

Trescot AM, Helm S, Hansen H, Benya-
min R, Adlaka R, Patel S, Manchikanti L.
Opioids in the management of chron-
ic non-cancer pain: An update of Ameri-
can Society of Interventional Pain Physi-
cians’ (ASIPP) guidelines. Pain Physician

88.

89.

90.

1.

92.

93-

94.

95-

2008; 11:55-562.

Ballantyne JC. Opioid analgesia: Per-
spectives on right use and utility. Pain
Physician 2007; 10:479-491.

Centers for Disease Control and Pre-
vention. Vital signs: Overdoses of pre-
scription opioid pain relievers — United
States, 1999-2008. MMWR Morb Mortal
Wkly Rep 2011; 60:1487-1492.
Manchikanti L. Prescription drug abuse:
What is being done to address this new
drug epidemic? Testimony before the
Subcommittee on Criminal Justice,
Drug Policy and Human Resources. Pain
Physician 2006; 9:287-321.

Martin BC, Fan MY, Edlund M}, Devries
A, Braden JB, Sullivan MD. Long-term
chronic opioid therapy discontinuation
rates from the TROUP study. ] Gen Intern
Med 2011; 26:1450-1457.

Edlund M), Martin BC, Fan MY, Braden
JB, Devries A, Sullivan MD. An analysis
of heavy utilizers of opioids for chron-
ic noncancer pain in the TROUP Study. ]
Pain Symptom Manage 2010; 40:279-289.
Katz N, Panas L, Kim M, Audet AD, Bi-
lansky A, Eadie J, Kreiner P, Paillard FC,
Thomas C, Carrow G. Usefulness of pre-
scription monitoring programs for sur-
veillance—analysis of Schedule Il opi-
oid prescription data in Massachusetts,
1996—2006.  Pharmacoepidemiol  Drug
Safety 2010; 19:115-123.

Bohnert AS, Valenstein M, Bair M),
Ganoczy D, McCarthy JF, ligen MA, Blow
FC. Association between opioid pre-
scribing patterns and opioid overdose-
related deaths. JAMA 2011; 305:1315-1321.
Ohio Department of Health. Ohio drug
poisoning fact sheet: Epidemic of pre-
scription drug overdoses in Ohio.

www.healthyohioprogram.org/vipp/drug/

96.

97

98.

99-

dpoison.aspx

Lanier WA. Prescription opioid overdose
deaths—Utah, 2008-2009. Presented
at: 59th Annual Epidemic Intelligence Ser-
vice Conference. Atlanta, GA, April 19-23,
2010.

Furlan AD, Sandoval JA, Mailis-Gagnon
A, Tunks E. Opioids for chronic noncan-
cer pain: A meta-analysis of effective-
ness and side effects. Can Med Assoc ]
2006; 174:1589-1594.

Kalso E, Edwards JE, Moore RA, McQuay
H). Opioids in chronic non-cancer pain:
Systematic review of efficacy and safety.
Pain 2004; 112:372-380.

Warner M, Chen LH, Makuc DM, An-
derson RN, Minifio AM. Drug poisoning

www.painphysicianjournal.com

547



Pain Physician: July Special Issue 2012; 15:51-566

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

deaths in the United States, 1980-2008.
NCHS data brief, no. 81. National Cen-
ter for Health Statistics, Hyattsville, MD,
2011.

Sullivan MD. Limiting the potential
harms of high-dose opioid therapy:
Comment on “Opioid dose and drug-
related mortality in patients with non-
malignant pain.” Arch Intern Med 2011;
171:691-693.

Katz MH. Long-term opioid treatment
of nonmalignant pain: A believer loses
his faith. Arch Intern Med 2010; 170:1422-
1424.

Manchikanti L, Singh V, Caraway DL,
Benyamin RM. Breakthrough pain in
chronic non-cancer pain: Fact, fiction,
or abuse. Pain Physician 2011; 14:E103-
En7.

Macintyre PE, Loadsman JA, Scott DA.
Opioids, ventilation and acute pain
management. Anaesth Intensive Care
2011; 39:545-558.

Webster LR, Cochella S, Dasgupta N,
Fakata KL, Fine PG, Fishman SM, Grey
T, Johnson EM, Lee LK, Passik SD, Pep-
pin J, Porucznik CA, Ray A, Schnoll SH,
Stieg RL, Wakeland W. An analysis of the
root causes for opioid-related overdose
deaths in the United States. Pain Med
2011; 12:526-535.

Walker JM, Farney R), Rhondeau SM,
Boyle KM, Valentine K, Cloward TV, Shil-
ling KC. Chronic opioid use is a risk fac-
tor for the development of central sleep
apnea and ataxic breathing. J Clin Sleep
Med 2007; 3:455-461.

Perrin-Terrin A, Pathak A, Lapeyre-Mes-
tre M. QT interval prolongation: Prev-
alence, risk factors and pharmacovigi-
lance data among methadone-treated
patients in France. Fundam Clin Pharma-
col 2011; 25:503-510.

Anchersen K, Hansteen V, Gossop M,
Clausen T, Waal H. Opioid maintenance
patients with QTc prolongation: Con-
genital long QT syndrome mutation
may be a contributing risk factor. Drug
Alcohol Depend 2010; 112:216-219.

Modesto-Lowe V, Brooks D, Petry N.
Methadone deaths: Risk factors in pain
and addicted populations. J Gen Intern
Med 2010; 25:305-309.

Mayet S, Gossop M, Lintzeris N,
Markides V, Strang J. Methadone main-
tenance, QTc and torsade de pointes:
Who needs an electrocardiogram and
what is the prevalence of QTc prolonga-
tion? Drug Alcohol Rev 2011; 30:388-396.

110.

111.

112.

113

114.

115.

116.

117.

118.

119.

120.

121.

Saunders KW, Dunn KM, Merrill JO,
Sullivan M, Weisner C, Braden JB, Psa-
ty BM, Von Korff M. Relationship of opi-
oid use and dosage levels to fractures in
older chronic pain patients. ] Gen Intern
Med 2010; 25:310-315.

Solomon DH, Rassen JA, Glynn RJ, Lee
J, Levin R, Schneeweiss S. The compar-
ative safety of analgesics in older adults
with arthritis. Arch Intern Med 2010;
170:1968-1976.

Paulozzi LJ, Weisler RH, Patkar AA. A na-
tional epidemic of unintentional pre-
scription opioid overdose deaths: How
physicians can help control it. J Clin Psy-
chiatry 2011; 72:589-592.

Degenhardt L, Hall W. Extent of illic-
it drug use and dependence, and their
contribution to the global burden of
disease. Lancet 2012; 379:55-70.

National Health Services, The Nation-
al Treatment Agency for Substance Mis-
use. Addiction to Medicine. An investi-
gation into the configuration and com-
missioning of treatment services to sup-
port those who develop problems with
prescription-only or over-the-coun-
ter medicine. May 2011. www.nta.nhs.
uk/uploads/addictiontomedicinesma-
y2011a.pdf

Wunsch MJ, Nakamoto K, Behonick G,
Massello W. Opioid deaths in rural Vir-
ginia: A description of the high preva-
lence of accidental fatalities involving
prescribed medications. Am ] Addict
2009; 18:5-14.

Unintentional Drug Poisoning in the
United States. Centers for Disease Con-
trol and Prevention. July 2010.

www.cdc.gov/HomeandRecreational-
Safety/pdf/poison-issue-brief.pdf

De Maddalena CD, Bellini M, Berra
M, Meriggiola C, Aloisi AM. Opioid in-
duced hypogonadism. Why and how to
treat it. Pain Physician 2012; 15:ES111-
ES118.

Wysowski DK, Schober SE, Wise RP,
Kopstein A. Mortality attributed to mis-
use of psychoactive drugs, 1979-88. Pub-
lic Health Rep 1993; 108:565-570.

Paulozzi LJ, Xi Y. Recent changes in
drug poisoning mortality in the United
States by urban—rural status and by drug
type. Pharmacoepidemiol Drug Saf 2008;
17:997-1005.

Paulozzi LJ, Annest JL. Unintentional
poisoning deaths—United States, 1999—
2004. MMWR 2007; 56:93-96.

U.S. General Accounting Office. Pre-

scription Drugs: State Monitoring Pro-
grams Provide Useful Tool to Reduce
Diversion. U.S. General Accounting Of-
fice, Washington, DC, 2002. Report No.
GAO-02-634.

122. Joranson DE, Ryan KM, Gilson AM, Dahl
JL. Trends in medical use and abuse of
opioid analgesics. JAMA 2000; 283:1710-
1714.

123. U.S. Department of Justice Drug En-
forcement Administration. Prescription
drug monitoring programs.

www.deadiversion.usdoj.gov/fag/rx_monitor.
htm

124. Federation of State Medical Boards of
the US. Model guidelines for the use of
controlled substances for the treatment
of pain: A policy document of the Fed-
eration of State Medical Boards of the
United States, Inc. Dallas, TX, 1998.

125. Phillips DM. JCAHO pain management
standards are unveiled. Joint Commis-
sion on Accreditation of Healthcare Or-
ganizations. JAMA 2000; 284:428-429.

126. Brennan F, Carr DB, Cousins M. Pain
management: A fundamental human
right. Anesth Analg 2007; 105:205-221.

127. Gdémez-Batiste X, Porta-Sales J, Pascual
A, Nabal M, Espinosa J, Paz S, Minguell
C, Rodriguez D, Esperalba J, Stjernswird
J, Geli M; Palliative Care Advisory Com-
mittee of the Standing Advisory Com-
mittee for Socio-Health Affairs, Depart-
ment of Health, Government of Catalo-
nia. Catalonia WHO palliative care dem-
onstration project at 15 years (2005). ]
Pain Symptom Manage 2007; 33:584-590.
Cohen MZ, Easley MK, Ellis C, Hughes
B, Ownby K, Rashad BG, Rude M, Taft
E, Westbrooks JB. JCAHO cancer pain
management and the JCAHO’s pain
standards: An institutional challenge. ]
Pain Symptom Manage 2003; 25:519-527.

128.

Frasco PE, Sprung J, Trentman TL. The
impact of the Joint Commission for Ac-
creditation of Healthcare Organizations
pain initiative on perioperative opiate
consumption and recovery room length
of stay. Anesth Analg 2005; 100:162-168.

130. Tormoehlen LM, Mowry JB, Bodle JD,
Rusyniak DE. Increased adolescent opi-
oid use and complications reported to
a poison control center following the
2000 JCAHO pain initiative. Clin Toxicol
(Phila) 2011; 49:492-498.

Mularski RA, White-Chu F, Overbay D,
Miller L, Asch SM, Ganzini L. Measur-
ing pain as the sth vital sign does not
improve quality of pain management. ]

129.

131

548

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

Gen Intern Med 2006; 21:607-612.

Nickerson JW, Attaran A. The inadequate
treatment of pain: Collateral Collater-
al damage from the war on drugs. PLoS
Med 2012; 9:€1001153.

Small D, Drucker E. Return to Gali-
leo? The Inquisition of the Internation-
al Narcotic Control Board. Harm Reduct
] 2008; 5:16.

Gilson AM, Joranson DE, Maurer MA.
Improving state pain policies: Recent
progress and continuing opportunities.
CA Cancer ] Clin 2007; 57:341-353.

Gilson AM, Maurer MA, Joranson DE.
State medical board member’s beliefs
about pain, addiction, and diversion
and abuse: A changing regulatory envi-
ronment. ] Pain 2007; 8:682-691.

Taylor AL. Addressing the global tragedy
of needless pain: Rethinking the Unit-
ed Nations single convention on narcot-
ic drugs. ] Law Med Ethics 2007; 35:556-
570, 511.

Lipman AG. Pain as a human right: The
2004 Global Day Against Pain. ] Pain
Palliat Care Pharmacother 2005; 19:85-
100.

Dilcher AJ. Damned if they do, damned
if they don’t: The need for a comprehen-
sive public policy to address the inade-
quate management of pain. Ann Health
Law 2004; 13:81-144, table of contents.
Ghodse H. Pain, anxiety and insomnia-
-a global perspective on the relief of suf-
fering: Comparative review. Br ] Psychia-
try 2003; 183:15-21.

Gostomzyk JG, Heller WD. Prescribing
strong opioids for pain therapy and for
substitution therapy by established phy-
sicians. Schmerz 1996; 10:292-298.
Lohman D, Schleifer R, Amon JJ. Ac-
cess to pain treatment as a human right.
BMC Med 2010; 8:8.

Inadequate pain treatment is a public
health crisis. Drug war shouldn’t claim
new victims. StarTribune, April 21, 2011.
www.startribune.com/opinion/editori-
als/120420264.html

Canadian groups welcome internation-
al report condemning failed “War On
Drugs.” June 2, 2011. www.aidslaw.ca/
publications/interfaces/downloadFile.
php?ref=1886

[No authors listed]. Pain management
failing as fears of prescription drug
abuse rise. ] Pain Palliat Care Pharmaco-
ther 2010; 24:182-183.

Becker WC, Fiellin DA, Gallagher RM,
Barth KS, Ross JT, Oslin DW. The asso-

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

ciation between chronic pain and pre-
scription drug abuse in Veterans. Pain
Med 2009; 10:531-536.

War on Drugs. Report of the Global
Commission on Drug Policy. June 2011.
www.globalcommissionondrugs.org/re-
ports/

Milani B, Scholten W. World Health Or-
ganization. The World Medicines Situ-
ation 2011: Access to Controlled Medi-
cines.

http://apps.who.int/medicinedocs/doc-
uments/s18062en/s18062en.pdf

Dasgupta N, Mandl K, Brownstein .
Breaking the news or fueling the epi-
demic? Temporal association between
news media report volume and opi-
oid-related mortality. PLoS ONE 200¢9;
4:e7758.

Young A, Alfred KC, Davignon PP,
Hughes LM, Robin LA, Chaudhry H].
Physician survey examining the impact
of an educational tool for responsible
opioid prescribing. ] Opioid Manag 2012;
8:2.

Painful drug war victory. The Washington
Times. August 16, 2007. www.washing-
tontimes.com/news/2007/aug/16/pain-
ful-drug-war-victory/?page=all

Smith HS. Opioids and neuropathic
pain. Pain Physician 2012; 15:ESg3-ES110.
Owen GT, Burton AW, Schade CM, Pas-
sick S. Urine drug testing: Current rec-
ommendations and best practices. Pain
Physician 2012; 15:ES119-ES133.

Wang H, Fischer C, Chen G, Wein-
scheimer N, Gantz S, Schiltenwolf M.
Does long-term opioid therapy reduce
pain sensitivity of patients with chronic
low back pain? Evidence from quantita-
tive sensory testing. Pain Physician 2012;
15:ES135-ES143.

Smith HS, Elliott J. Opioid-inducted an-
drogen deficiency (OPIAD). Pain Physi-
cian 2012; 15:ES145-ES156.

Krashin DL, Merrill JO, Trescot AM. Opi-
oids in the management of HIV-relat-
ed pain. Pain Physician 2012; 15:ES159-
ES198.

Goodin A, Blumenschein K, Freeman
PR, Talbert J. Consumer/patient en-
counters with prescription drug moni-
toring programs: Evidence from a Med-
icaid population. Pain Physician 2012;
15:ES169-ES175.

Colson J, Helm S, Silver S. Office-based
opioid dependence treatment. Pain Phy-
sician 2012; 15:ES231-ES236.

Wilhelmi BG, Cohen SP. Creating bal-
anced driving under the influence of

159.

160.

161.

162.

163.

164.

165.

166.

167.

drugs policy for the opioid using driver.
Pain Physician 2012; 15:ES215-ES230.
Nijs J, Kosek E, Van Oosterwijck J, Meeus
M. Dysfunctional endogenous analgesia
during exercise in patients with chronic
pain: To exercise or not to exercise? Pain
Physician 2012; 15:ES205-ES213.

Daitch J, Frey M, Silver D, Mitnick C,
Daitch D, Pergolizzi . Conversion of
chronic pain patients from full-opioid
agonists to sublingual buprenorphine.
Pain Physician 2012; 15:ES59-ES66.
National Opioids Use Guideline Group
(NOUGG). Canadian guidelines for safe
and effective use of opioids for chron-
ic non-cancer pain, Executive Summa-
ry and Background, Version 4.5. April 30,
2010.
http://nationalpaincentre.mcmaster.ca/
documents/opioid_guideline_part_a_
v4_5.pdf

Agency Medical Directors Group. Inter-
agency Guidelines on Opioid Dosing
for Chronic Non-cancer Pain: An edu-
cational aid to improve care and safety
with opioid therapy. 2010 Update.
www.agencymeddirectors.wa.gov/Files/
OpioidGdline.pdf

British Pain Society. Recommendations
for the appropriate use of opioids for
persistent non-cancer pain: Good prac-
tice. A consensus statement prepared
on behalf of the British Pain Society, the
Faculty of Pain Medicine of the Royal
College of Anaesthetists, the Royal Col-
lege of General Practitioners and the
Faculty of Addictions of the Royal Col-
lege of Psychiatrists. The British Pain So-
ciety, London, UK, 2004.

American Society of Anesthesiologists
Task Force on Chronic Pain Manage-
ment, American Society of Regional An-
esthesia and Pain Medicine. Practice
guidelines for chronic pain manage-
ment: An updated report by the Amer-
ican Society of Anesthesiologists Task
Force on Chronic Pain Management
and the American Society of Regional
Anesthesia and Pain Medicine. Anesthe-
siology 2010; 112:810-833.

Cepeda MS, Camargo F, Zea CLV. Tra-
madol for osteoarthritis. Cochrane Data-
base Syst Rev 2006; 3:CD005522.
Hollingshead J, Duhmke R, Cornblath
D. Tramadol for neuropathic pain. Co-
chrane Database Syst 2006; 3:CD003726.
Smith H, Bruckenthal P. Implications of
opioid analgesia for medically compli-
cated patients. Drugs Aging 2010; 27:417-
433.

www.painphysicianjournal.com

549



Pain Physician: July Special Issue 2012; 15:51-566

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

Strang J, Babor T, Caulkins J, Fischer B,
Foxcroft D, Humphreys K. Drug policy
and the public good: Evidence for effec-
tive interventions. Lancet 2012; 379:71-
83.

Lang LJ, Pierer M, Stein C, Baerwald C.
Opioids in rheumatic diseases. Ann N Y
Acad Sci 2010; 1193:111-116.

Jan SA. Introduction: Landscape of opi-
oid dependence. ] Manag Care Pharm
2010; 16:54-S8.

Slatkin NE. Opioid switching and rota-
tion in primary care: Implementation
and clinical utility. Curr Med Res Opin
2009; 25:2133-2150.

Smith HS, Kirsh KL, Passik SD. Chron-
ic opioid therapy issues associated with
opioid abuse potential. ] Opioid Manag
20009; 5:287-300.

Argoff CE, Silvershein DI. A comparison
of long- and short-acting opioids for the
treatment of chronic noncancer pain:
Tailoring therapy to meet patient needs.
Mayo Clin Proc 2009; 84:602-612.

Fine PG, Mahajan G, McPherson ML.
Long-acting opioids and short-acting
opioids: Appropriate use in chronic pain
management. Pain Med 2009; 10:579-
S88.

Gourlay DL, Heit HA. Universal precau-
tions revisited: Managing the inherited
pain patient. Pain Med 2009; 10:S115-
S123.

Holzer P, Ahmedzai SH, Niederle N,
Leyendecker P, Hopp M, Bosse B, Spohr
I, Reimer K. Opioid-induced bowel dys-
function in cancer-related pain: Causes,
consequences, and a novel approach for
its management. ] Opioid Manag 2009;
5:145-151.

Eisenberg E, McNicol E, Carr DB. Opi-
oids for neuropathic pain (review).
Cochrane Database Syst Rev 2006,
3:CDo06146.

Niesch E, Rutjes AW, Husni E, Welch
V, Juni P. Oral or transdermal opi-
oids for osteoarthritis of the knee or
hip. Cochrane Database Syst Rev 2009;
CDoo3115.

Deshpande A, Furlan A, Mailis-Gagnon
A, Atlas S, Turk D. Opioids for chronic
low back pain (review). Cochrane Data-
base Syst Rev 2007; 3:CD004959.
Cepeda MS, Camargo F, Zea C, Valencia
L. Tramadol for osteoarthritis: A system-
atic review and metaanalysis. ] Rheuma-
tol 2007; 34:543-555.

Sandoval JA, Furlan AD, Mailis-Gagnon
AM. Oral methadone for chronic non-
cancer pain: A systemic literature review

182.

183.

184.

185.

186.

187.

188.

189.

190.

of reasons for administration, prescrip-
tion patterns, effectiveness, and side ef-
fects. Clin ] Pain 2005; 21:503-512.

Noble M, Tregear S), Treadwell JR,
Schoelles K. Long-term opioid therapy
for chronic noncancer pain: A system-
atic review and meta-analysis of effica-
cy and safety. ] Pain Symptom Manage
2008; 35:214-228.

King S, Forbes K, Hanks GW, Ferro CJ,
Chambers EJ. A systematic review of
the use of opioid medication for those
with moderate to severe cancer pain
and renal impairment: A European Pal-
liative Care Research Collaborative opi-
oid guidelines project. Palliat Med 2011,
25:525-552.

Chan BK, Tam LK, Wat CY, Chung YF,
Tsui SL, Cheung CW. Opioids in chronic
non-cancer pain. Expert Opin Pharmaco-
ther 2011; 12:705-720.

Chou R. What we still don’t know about
treating chronic noncancer pain with
opioids. CMA] 2010; 182:881-882.

American Geriatrics Society Panel on
the Pharmacological Management of
Persistent Pain in Older Persons. Phar-
macological management of persistent
pain in older persons. ] Am Geriatr Soc
2009; 57:1331-1346.

Chou R, Fanciullo GJ, Fine PG, Adler JA,
Ballantyne JC, Davies P, Donovan M,
Fishbain DA, Foley KM, Fudin J, Gilson
AM, Kelter A, Mauskop A, O’Connor PG,
Passik SD, Pasternak GW, Portenoy RK,
Rich BA, Roberts RG, Todd KH, Mias-
kowski C; American Pain Society-Amer-
ican Academy of Pain Medicine Opioids
Guidelines Panel. Clinical guidelines
for the use of chronic opioid therapy
in chronic noncancer pain. J Pain 2009;
10:113-130.

Chou R, Ballantyne JC, Fanciullo GJ,
Fine PG, Miaskowski C. Research gaps
on use of opioids for chronic noncancer
pain: Findings from a review of the evi-
dence for an American Pain Society and
American Academy of Pain Medicine
clinical practice guideline. ] Pain 2009;
10:147-159.

British Pain Society. Opioids for per-
sistent pain: Good practice. A consen-
sus statement prepared on behalf of the
British Pain Society, the Royal College of
Anaesthetists, the Royal College of Gen-
eral Practitioners and the Faculty of Ad-
dictions of the Royal College of Psychi-
atrists. The British Pain Society, London,
UK, January 2010.

Chou R, Carson S. Drug Class Review on
Long-Acting Opioid Analgesics. Oregon

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

Evidence-based Practice Center. April
2008.

http://health.utah.gov/medicaid/phar-
macy/documents/files/University%20
of%20Utah%20Drug%20lnforma-
tion%20Service%200pioid%z20lnfor-
mation/Opioids_Final_Report_Update.
pdf

Galvez R. Variable use of opioid phar-
macotherapy for chronic noncan-
cer pain in Europe: Causes and conse-
quences. ] Pain Palliat Care Pharmacoth-
er 2009; 23:346-356.

Nicholson B. Benefits of extended-re-
lease opioid analgesic formulations in
the treatment of chronic pain. Pain Pract
2009; 9:71-81.

Reimer K, Hopp M, Zenz M, Maier C,
Holzer P, Mikus G, Bosse B, Smith K,
Buschmann-Kramm C, Leyendeck-
er P. Meeting the challenges of opioid-
induced constipation in chronic pain
management - a novel approach. Phar-
macology 2009; 83:10-17.

Denisco RA, Chandler RK, Compton
WM. Addressing the intersecting prob-
lems of opioid misuse and chronic pain
treatment. Exp Clin Psychopharmacol
2008; 16:417-428.

Pergolizzi J, Béger RH, Budd K, Dahan
A, Erdine S, Hans G, Kress HG, Lang-
ford R, Likar R, Raffa RB, Sacerdote P.
Opioids and the management of chron-
ic severe pain in the elderly: Consen-
sus statement of an International Ex-
pert Panel with focus on the six clinically
most often used World Health Organi-
zation Step IIl opioids (buprenorphine,
fentanyl, hydromorphone, methadone,
morphine, oxycodone). Pain Pract 2008;
8:287-313.

Saper JR, Lake AE 3rd. Continuous opi-
oid therapy (COT) is rarely advisable for
refractory chronic daily headache: Lim-
ited efficacy, risks, and proposed guide-
lines. Headache 2008; 48:838-849.

Fishbain  DA.  Pharmacotherapeutic
management of breakthrough pain in
patients with chronic persistent pain.
Am ] Manag Care 2008; 14:5123-5128.

McNicol E. Opioid side effects and their
treatment in patients with chronic can-
cer and noncancer pain. ] Pain Palliat
Care Pharmacother 2008; 22:270-281.

Camilleri M. Opioid-induced constipa-
tion: Challenges and therapeutic op-
portunities. Am ] Gastroenterol 2011;
106:835-842.

Ducrotté P, Caussé C. The Bowel Func-
tion Index: A new validated scale for as-

S50

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

sessing opioid-induced constipation.
Curr Med Res Opin 2012; 28:457-466.

Walters JB, Montagnini M. Current con-
cepts in the management of opioid-
induced constipation. ] Opioid Manag
2010; 6:435-444.

Cheatle MD, O’Brien CP. Opioid therapy
in patients with chronic noncancer pain:
Diagnostic and clinical challenges. Adv
Psychosom Med 2011; 30:61-91.

Kirsh KL, Fishman SM. Multimod-
al approaches to optimize outcomes of
chronic opioid therapy in the manage-
ment of chronic pain. Pain Med 2011;
12:51-S11.

Altman RD, Smith HS. Opioid therapy
for osteoarthritis and chronic low back
pain. Postgrad Med 2010; 122:87-97.
Holzer P. Opioid antagonists for pre-
vention and treatment of opioid-in-
duced gastrointestinal effects. Curr Opin
Anaesthesiol 2010; 23:616-622.

Saper JR, Lake AE 3rd, Bain PA, Stillman
MJ, Rothrock JF, Mathew NT, Hamel RL,
Moriarty M, Tietjen GE. A practice guide
for continuous opioid therapy for refrac-
tory daily headache: Patient selection,
physician requirements, and treatment
monitoring. Headache 2010; 50:1175-
1193.

Papaleontiou M, Henderson CR Jr,
Turner BJ, Moore AA, Olkhovskaya Y,
Amanfo L, Reid MC. Outcomes associ-
ated with opioid use in the treatment of
chronic noncancer pain in older adults:
A systematic review and meta-analysis. ]
Am Geriatr Soc 2010; 58:1353-1169.
Furlan AD, Reardon R, Weppler C; Na-
tional Opioid Use Guideline Group.
Opioids for chronic noncancer pain: A
new Canadian practice guideline. CMA]
2010 15; 182:923-930.

Starrels JL, Becker WC, Alford DP, Ka-
poor A, Williams AR, Turner BJ. System-
atic review: Treatment agreements and
urine drug testing to reduce opioid mis-
use in patients with chronic pain. Ann
Intern Med 2010; 152:712-720.

von Korff M, Kolodny A, Deyo R, Chou
R. Long-term opioid therapy reconsid-
ered. Ann Intern Med 2011; 155:325-328.
Nicholson B. Dual-opioid therapy:
Changing the paradigm. Pain Medicine
2012; 13:51-S3.

Pasternak G. Preclinical pharmacology
and opioid combinations. Pain Medicine
2012; 13:54-S11.

Webster L. Efficacy and safety of dural-
opioid therapy in acute pain. Pain Medi-

214.

215.

216.

217.

218.

219.

220.

221.

222,

223.

224.

cine 2012; 13:512-S20.

Finco G, Pintor M, Sanna D, Orru G,
Musu M, De Conno F, Marchi A, Pari-
bello F, D’Aloja. Is targeted opioid ther-
apy within sight? Minerva Anestesiologica
2012; 78:462-472.

Nalamachu S. Opioid rotation with ex-
tended-release opioids: Where should
we begin? Int ] Gen Med 2012; 5:11-17.
Ahmedzai SH, Nauck F, Bar-Sela G,
Bosse B, Leyendecker P, Hopp M. A
randomized, double-blind, active-con-
trolled, double-dummy, parallel-group
study to determine the safety and effi-
cacy of oxycodone/naloxone prolonged-
release tablets in patients with moder-
ate/severe, chronic cancer pain. Palliat
Med 2012; 26:50-60.

Przeklasa-Muszyska A, Dobrogows-
ki J. Transdermal buprenorphine in the
treatment of cancer and non-cancer
pain - the results of multicenter studies
in Poland. Pharmacol Rep 2011; 63:935-
948.

Holzer P. New approaches to the treat-
ment of opioid-induced constipation.
Eur Rev Med Pharmacol Sci 2008; 12:119-
127.

Steiner D, Munera C, Hale M, Ripa S,
Landau C. Efficacy and safety of Bu-
prenorphine Transdermal  System
(BTDS) for chronic moderate to severe
low back pain: A randomized, double-
blind study. ] Pain 2011; 12:1163-1173.

Butler SF, Fernandez KC, Chang A, Ben-
oit C, Morey LC, Black R, Katz N. Mea-
suring attractiveness for abuse of pre-
scription opioids. Pain Med 2010; 11:67-
8o.

United Kingdom. Department of Health.
Prescription drug addiction addressed.
May 11, 2011. www.dh.gov.uk/en/Media-
Centre/Pressreleases/DH_126674

Ruetsch C. Empirical view of opioid de-
pendence. ] Manag Care Pharm 2010;
16:59-513.

Noble M, Treadwell JR, Tregear S,
Coates VH, Wiffen PJ, Akafomo C,
Schoelles KM. Long-term opioid man-
agement for chronic noncancer pain.
Cochrane Database Syst Rev 2010;
1:CDo06605.

National Opioids Use Guideline Group
(NOUGG). Canadian guidelines for safe
and effective use of opioids for chronic
non-cancer pain, Recommendations for
Practice, Version 5.6. April 30, 2010.

http://nationalpaincentre.mcmaster.ca/
documents/opioid_guideline_part_b_

225.

226.

227.

228.

229.

230.

231.

232.

233.

234.

v5_6.pdf

Nicolaidis C. Police officer, deal-mak-
er, or health care provider? Moving to a
patient-centered framework for chron-
ic opioid management. Pain Med 2011,
12:890-897.

Department of Health and Human Ser-
vices, Food and Drug Administration.
Draft blueprint for prescriber education
for long-acting/extended-release opioid
class-wide risk evaluation and mitiga-
tion strategy. Fed. Reg. 76, 68766-68767,
November 7, 2011.

Graham R, Mancher M, Wolman DM,
Greenfield S, Steinberg E (eds); Com-
mittee on Standards for Systematic Re-
views of Comparative Effectiveness Re-
search; Institute of Medicine. Clinical
Practice Guidelines We Can Trust. The Na-
tional Academies Press, Washington,
DC, 2011.

Manchikanti L, Benyamin RM, Fal-
co FJE, Caraway DL, Datta S, Hirsch JA.
Guidelines warfare over interventional
techniques: Is there a lack of discourse
or straw man? Pain Physician 2012; 15:E1-
E26.

Chou R, Atlas S, Loeser JD, Rosen-
quist RW, Stanos SP. Guideline warfare
over interventional therapies for low
back pain: Can we raise the level of dis-
course? ] Pain 2011; 12:833-839.

Manchikanti L, Singh V, Helm S, Schultz
DM, Datta S, Hirsch J. An introduction
to an evidence-based approach to in-
terventional techniques in the manage-
ment of chronic spinal pain. Pain Physi-
cian 2009; 12:E1-E33.

Manchikanti L, Benyamin RM, Helm
S, Hirsch JA. Evidence-based medicine,
systematic reviews, and guidelines in in-
terventional pain management: Part 3:
Systematic reviews and meta-analysis of
randomized trials. Pain Physician 2009;
12:35-72.

Manchikanti L, Datta S, Smith HS,
Hirsch JA. Evidence-based medicine,
systematic reviews, and guidelines in
interventional pain management: Part
6. Systematic reviews and meta-analyses
of observational studies. Pain Physician
2009; 12:819-850.

Manchikanti L, Datta S, Derby R, Wolfer
LR, Benyamin RM, Hirsch JA. A critical
review of the American Pain Society clin-
ical practice guidelines for intervention-
al techniques: Part 1. Diagnostic inter-
ventions. Pain Physician 2010; 13:E141-
E174.

Manchikanti L, Datta S, Gupta S, Mung-

www.painphysicianjournal.com

S51



Pain Physician: July Special Issue 2012; 15:51-566

235.

236.

237.

238.

239.

240.

241.

242.

243.

244.

lani R, Bryce DA, Ward SP, Benyamin
RM, Sharma ML, Helm Il S, Fellows B,
Hirsch JA. A critical review of the Ameri-
can Pain Society clinical practice guide-
lines for interventional techniques: Part
2. Therapeutic interventions. Pain Physi-
cian 2010; 13:E215-E264.

Manchikanti L, Falco FJE, Boswell MV,
Hirsch JA. Facts, fallacies, and politics of
comparative effectiveness research: Part
1. Basic considerations. Pain Physician
2010; 13:E23-E54.

Manchikanti L, Falco FJE, Boswell MV,
Hirsch JA. Facts, fallacies, and politics
of comparative effectiveness research:
Part 2. Implications for interventional
pain management. Pain Physician 2010;
13:E55-E79.

Croft P, Malmivaara A, van Tulder M.
The pros and cons of evidence-based
medicine. Spine (Phila Pa 1976) 2011;
36:E1121-E1125.

Agency for Healthcare Research and
Quality (AHRQ). National Guideline
Clearinghouse. www.guideline.gov.
Eden J, Levit L, Berg A, Morton S (eds);
Committee on Standards for Systemat-
ic Reviews of Comparative Effectiveness
Research; Institute of Medicine. Finding
What Works in Health Care. Standards for
Systematic Reviews. The National Acade-
mies Press, Washington, DC, 2011.

Lo B, Field MJ (eds). Conflict of Interest in
Medical Research, Education, and Practice.
Institute of Medicine, National Academy
Press, Washington, D.C., 2009.

Oxman AD, Guyatt GH. Validation of an
index of the quality of review articles. ]
Clin Epidemiol 1991; 44:1271-1278.

West S, King V, Carey T, Lohr K, McKoy
N, Sutton S, Lux L. Systems to Rate the
Strength of Scientific Evidence. Evidence
Report/Technology Assessment No. 47
University of North Carolina: Agency for
Healthcare Research and Quality. AHRQ
Publication No. 02-Eo16; April 2002.

Moher D, Cook DJ, Eastwood S, Olkin
I, Rennie D, Stroup DF. Improving the
quality of reports of meta-analyses of
randomised controlled trials: The QUO-
ROM statement. Quality of reporting of
meta-analyses. Lancet 1999; 354:1896-
1900.

Liberati A, Altman DG, Tetzlaff |, Mulrow
C, Gotzsche PC, loannidis JP, Clarke M,
Devereaux PJ, Kleijnen J, Moher D. The
PRISMA statement for reporting sys-
tematic reviews and meta-analyses of
studies that evaluate health care inter-

245.

246.

247.

248.

249.

250.

251.

252.

253.

254.

ventions: Explanation and elaboration.
Ann Intern Med 2009; 151:W65-Wo4.

van Tulder M, Furlan A, Bombardier C,
Bouter L; Editorial Board of the Co-
chrane Collaboration Back Review
Group. Updated method guidelines for
systematic reviews in the Cochrane Col-
laboration Back Review Group. Spine
(Phila Pa 1976) 2003; 28:1290-1299.
DerSimonian R, Laird N. Meta-analysis
in clinical trials. Control Clin Trials 1986;
7:177-188.

Altman DG, Schulz KF, Moher D, Egg-
er M, Davidoff F, Elbourne D, Gotzsche
PC, Lang T; CONSORT GROUP (Con-
solidated Standards of Reporting Tri-
als). The revised CONSORT statement
for reporting randomized trials: Expla-
nation and elaboration. Ann Intern Med
2001; 134:663-694.

Moher D, Hopewell S, Schulz KF, Mon-
tori V, Ggtzsche PC, Devereaux PJ, El-
bourne D, Egger M, Altman DG; CON-
SORT. CONSORT 2010 explanation and
elaboration: Updated guidelines for re-
porting parallel group randomised tri-
als. Int ] Surg 2012; 10:28-55.

Boutron I, Moher D, Altman DG, Schulz
KF, Ravaud P; CONSORT Group. Meth-
ods and processes of the CONSORT
Group: Example of an extension for tri-
als assessing nonpharmacologic treat-
ments. Ann Intern Med 2008; 148:W60-
W66.

Moher D, Hopewell S, Schulz KF, Mon-
tori V, Gotzsche PC, Devereaux PJ, El-
bourne D, Egger M, Altman DG. CON-
SORT 2010 explanation and elaboration:
Updated guidelines for reporting paral-
lel group randomised trials. BMJ 2010;
340:¢c869.

Schulz KF, Altman DG, Moher D; CON-
SORT Group. CONSORT 2010 State-
ment: Updated guidelines for reporting
parallel group randomised trials. J Clin
Epidemiol 2010; 63:834-840.

Schulz KF, Altman DG, Moher D. CON-
SORT 2010 statement: Updated guide-
lines for reporting parallel group ran-
domised trials. ] Pharmacol Pharmacoth-
er 2010; 1:100-107.

Manchikanti L, Hirsch JA, Smith HS. Ev-
idence-based medicine, systematic re-
views, and guidelines in interventional
pain management: Part 2: Randomized
controlled trials. Pain Physician 2008;
11:717-773.

Vandenbroucke JP, Von Elm E, Altman
DG, Ggtzsche PC, Mulrow CD, Pocock

255,

256.

257.

258.

250.

260.

261.

262.

SJ, Poole C, Schlesselman JJ, Egger M;
Iniciativa STROBE. Strengthening the
reporting of observational studies in ep-
idemiology (STROBE): Explanation and
elaboration. Gac Sanit 2009; 23:158.

Manchikanti L, Singh V, Smith HS,
Hirsch JA. Evidence-based medicine,
systematic reviews, and guidelines in
interventional pain management: Part
4: Observational studies. Pain Physician
2009; 12:73-108.

von Elm E, Altman DG, Egger M, Po-
cock SJ, Ggtzsche PC, Vandenbroucke
JP; STROBE Initiative. The Strength-
ening the Reporting of Observation-
al Studies in Epidemiology (STROBE)
Statement: Guidelines for reporting ob-
servational studies. Ann Intern Med 2007;
147:573-577-

von Elm E, Altman DG, Egger M, Po-
cock SJ, Ggtzsche PC, Vandenbroucke
JP; STROBE-Initiative. The Strength-
ening the Reporting of Observation-
al Studies in Epidemiology (STROBE)
statement: Guidelines for reporting of
observational studies. Internist (Berl)
2008; 49:688-693.

von Elm E, Altman DG, Egger M, Po-
cock SJ, Ggtzsche PC, Vandenbroucke
JP; STROBE Initiative. The Strength-
ening the Reporting of Observation-
al Studies in Epidemiology (STROBE)
statement: Guidelines for reporting
observational studies. ] Clin Epidemiol
2008; 61:344-349.

Harris RP, Helfand M, Woolf SH, Lohr
KN, Mulrow CD, Teutsch SM, Atkins D;
Methods Work Group, Third US Preven-
tive Services Task Force. Current meth-
ods of the US Preventive Services Task
Force. Am ] Prevent Med 2001; 20:21-35.

Chou R, Huffman L. Guideline for the
Evaluation and Management of Low Back
Pain: Evidence Review. American Pain So-
ciety, Glenview, IL, 2009.

Substance Abuse and Mental Health
Services Administration. Results from
the 2010 National Survey on Drug Use and
Health: Summary of National Findings.
NSDUH Series H-41, HHS Publication
No. (SMA) 11-4658. Substance Abuse and
Mental Health Services Administration,
Rockville, MD, 2011.

www.samhsa.gov/data/
NSDUH)/2k1oNSDUH)/2k10Results.pdf

Becker WC, Tobin DG, Fiellin DA. Non-
medical use of opioid analgesics ob-
tained directly from physicians: Prev-
alence and correlates. Arch Intern Med
2011; 171:11034-1036.

S52

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

263.

264.

265.

266.

267.

268

269.

270.

271.

272.

273.

Dunn KM, Saunders KW, Rutter CM,
Banta-Green CJ, Merrill JO, Sullivan
MD, Weisner CM, Silverberg M), Camp-
bell CI, Psaty BM, Von Korff M. Over-
dose and prescribed opioids: Associa-
tions among chronic non-cancer pain
patients. Ann Intern Med 2010; 152:85-92.

Fishbain DA, Cole B, Lewis J, Rosomoff
HL, Rosomoff RS. What percentage of
chronic nonmalignant pain patients ex-
posed to chronic opioid analgesic ther-
apy develop abuse/addiction and/or ab-
errant drug-related behaviors? A struc-
tured evidence-based review. Pain Med
2008; 9:444-459-

Fleming MF, Balousek SL, Klessig CL,
Mundt MP, Brown DD. Substance use
disorders in a primary care sample re-
ceiving daily opioid therapy. ] Pain 2007;
8:573-582.

Sullivan MD, Edlund M), Fan MY,
Devries A, Brennan Braden J, Martin
BC. Risks for possible and probable opi-
oid misuse among recipients of chronic
opioid therapy in commercial and med-
icaid insurance plans: the TROUP Study.
Pain 2010; 150:332-339.

Inciardi JA, Surratt HL, Cicero TJ, Beard
RA. Prescription opioid abuse and di-
version in an urban community: The re-
sults of an ultrarapid assessment. Pain
Med 2009; 10:537-548.

Cicero TJ, Inciardi JA, Surratt H. Trends
in the use and abuse of branded and ge-
neric extended release oxycodone and
fentanyl products in the United States.
Drug Alcohol Depend 2007; 91:115-120.

Butler SF, Black RA, Serrano JM, Wood
ME, Budman SH. Characteristics of pre-
scription opioid abusers in treatment:
Prescription opioid use history, age, use
patterns, and functional severity. ] Opi-
oid Manag 2010; 6:239-241, 246-252.
Ling W, Mooney L, Hillhouse M. Pre-
scription opioid abuse, pain and addic-
tion: Clinical issues and implications.
Drug Alcohol Rev 2011; 30:300-305.
Spiller H, Bailey JE, Dart RC, Spiller SS.
Investigation of temporal changes of
abuse and misuse of prescription opi-
oids. ] Addict Dis 2010; 29:78-83.

Botek A. Prescription drug abuse sky-
rocketing among elderly population.

www.agingcare.com/News/Eder-
ly-Prescription-Drug-Abuse-Increas-
ing-146631.htm

Keuhn BM. Scientists, officials eye tools
aimed at combating abuse of painkill-
ers. JAMA 2012; 307:19-21.

274.

275.

276.

277.

278.

279.

280.

281.

282.

283.

Medicare prescription drug abuse a
problem: GAO. Washington, October 4,
2011.

www.reuters.com/article/2011/10/04/
us-medicare-fraud-idUS-
TRE7935LD20111004

Brown J, Setnik B, Lee K, Wase L, Roland
CL, Cleveland JM, Siegel S, Katz N. As-
sessment, stratification, and monitoring
of the risk for prescription opioid mis-
use and abuse in the primary care set-
ting. ] Opioid Manag 2011; 7:467-483.
Macey TA, Morasco B, Duckart JP, Dob-
scha SK. Patterns and correlates of pre-
scription opioid use in OEF/OIF veter-
ans with chronic noncancer pain. Pain
Med 2011; 12:1502-1509.

Weisner CM, Campbell CI, Ray GT,
Saunders K, Merrill JO, Banta-Green
C, Sullivan MD, Silverberg M), Mertens
JR, Boudreau D, Von Korff M. Trends in
prescribed opioid therapy for non-can-
cer pain for individuals with prior sub-
stance use disorders. Pain 2009; 145:287-
293.

Campbell ClI, Weisner C, Leresche L,
Ray GT, Saunders K, Sullivan MD, Ban-
ta-Green CJ, Merrill JO, Silverberg M),
Boudreau D, Satre DD, Von Korff M. Age
and gender trends in long-term opioid
analgesic use for noncancer pain. Am ]
Public Health 2010; 100:2541-2547.

Pesce A, Rosenthal M, West R, West C,
Crews B, Mikel C, Almazan P, Latyshev
S. An evaluation of the diagnostic accu-
racy of liquid chromatography-tandem
mass spectrometry versus immunoas-
say drug testing in pain patients. Pain
Physician 2010; 13:273-281.

Manchikanti L, Malla Y, Wargo BW, Cash
KA, Pampati V, Damron KS, McManus
CD, Brandon DE. Protocol for accuracy
of point of care (POC) or in-office urine
drug testing (immunoassay) in chronic
pain patients: A prospective analysis of
immunoassay and liquid chromatogra-
phy tandem mass spectometry (LC/MS/
MS). Pain Physician 2010; 13:E1-E22.
McCarberg BH. A critical assessment of
opioid treatment adherence using urine
drug testing in chronic pain manage-
ment. Postgrad Med 2011; 123:124-131.
Manchikanti L, Pampati V, Damron KS,
Beyer CD, Barnhill RC, Fellows B. Prev-
alence of prescription drug abuse and
dependency in patients with chronic
pain in western Kentucky. J KY Med As-
50C 2003; 101:511-517.

Manchikanti L, Manchukonda R, Pam-

284.

28s.

286.

287.

288.

289.

290.

291.

292.

293.

pati V, Damron KS. Evaluation of abuse
of prescription and illicit drugs in
chronic pain patients receiving short-
acting (hydrocodone) or long-acting
(methadone) opioids. Pain Physician
2005; 8:257-261.

Manchikanti L, Cash KA, Damron KS,
Manchukonda R, Pampati V, McManus
CD. Controlled substance abuse and il-
licit drug use in chronic pain patients:
An evaluation of multiple variables. Pain
Physician 2006; 9:215-226.

Ives TJ, Chelminski PR, Hammett-Sta-
bler CA, Malone RM, Perhac JS, Potisek
NM, Shilliday BB, DeWalt DA, Pignone
MP. Predictors of opioid misuse in pa-
tients with chronic pain: A prospective
cohort study. BMC Health Serv Res 2006;
6:46.

Manchikanti L, Pampati V, Damron KS,
McManus CD. Evaluation of variables in
illicit drug use: Does a controlled sub-
stance abuse screening tool identify il-
licit drug use? Pain Physician 2004; 7:71-
75

Manchikanti L, Manchukonda R, Dam-
ron KS, Brandon D, McManus CD, Cash
KA. Does adherence monitoring reduce
controlled substance abuse in chronic
pain patients? Pain Physician 2006; 9:57-
60.

Couto JE, Romney MC, Leider HL, Shar-
ma S, Goldfarb NI. High rates of inap-
propriate drug use in the chronic pain
population. Popul Health Manage 2009;
12:185-190.

Manchikanti L, Damron KS, McManus
CD, Barnhill RC. Patterns of illicit drug
use and opioid abuse in patients with
chronic pain at initial evaluation: A pro-
spective, observational study. Pain Physi-
cian 2004; 7:431-437.

Manchikanti L, Damron KS, Pampati V,
McManus CD. Prevalence of illicit drug
use among individuals with chronic
pain in the Commonwealth of Kentucky:
An evaluation of patterns and trends. ]
Ky Med Assoc 2005; 103:55-62.

Vaglienti RM, Huber S), Noel KR, John-
stone RE. Misuse of prescribed con-
trolled substances defined by urinalysis.
WV Med ] 2003; 99:67-70.

Michna E, Jamison RN, Pham LD, Ross
EL, Janfaza D, Nedeljkovic SS, Narang S,
Palombi D, Wasan AD. Urine toxicology
screening among chronic pain patients
on opioid therapy: Frequency and pre-
dictability of abnormal findings. Clin J
Pain 2007; 23:173-179.

Manchikanti L, Manchukonda R, Pam-

www.painphysicianjournal.com

S53



Pain Physician: July Special Issue 2012; 15:51-566

294.

205.

296.

297.

208.

299.

300.

301.

302.

303.

pati V, Damron KS, Brandon DE, Cash
KA, McManus CD. Does random urine
drug testing reduce illicit drug use in
chronic pain patients receiving opioids?
Pain Physician 2006; 9:123-129.

Katz NP, Sherburne S, Beach M, Rose R,
Vielguth J, Bradley ), Fanciullo GJ. Be-
havioral monitoring and urine toxicol-
ogy testing in patients receiving long-
term opioid therapy. Anesth Analg 2003;
97:1097-1102.

McCabe SE, West BT, Teter CJ, Boyd CJ.
Medical and Nonmedical Use of Pre-
scription Opioids Among High School
Seniors in the United States. Arch Pedi-
atr Adolesc Med 2012 May 7. [Epub ahead
of print]

Manchikanti L, Giordano J, Boswell MV,
Fellows B, Manchukonda R, Pampa-
ti V. Psychological factors as predictors
of opioid abuse and illicit drug use in
chronic pain patients. ] Opioid Manage
2007; 3:89-100.

Cone EJ, Caplan YH, Black DL, Robert T,
Moser F. Urine drug testing of chronic
pain patients: Licit and illicit drug pat-
terns. ] Anal Toxicol 2008; 32:530-543.
Manchikanti L, Damron KS, Beyer CD,
Pampati V. A comparative evaluation of
illicit drug use in patients with or with-
out controlled substance abuse in inter-
ventional pain management. Pain Physi-
cian 2003; 6:281-285.

Manchikanti L, Pampati V, Damron KS,
Beyer CD, Barnhill RC. Prevalence of il-
licit drug use in patients without con-
trolled substance abuse in interven-
tional pain management. Pain Physician
2003; 6:173-178.

Gourlay DL, Heit HA, Almahrezi A. Uni-
versal precautions in pain medicine: A
rational approach to the treatment of
chronic pain. Pain Med 2005; 6:107-112.
Chelminski PR, Ives TJ, Felix KM, Prak-
ken SD, Miller TM, Perhac JS, Malone
RM, Bryant ME, DeWalt DA, Pignone
MP. A primary care, multi-disciplinary
disease management program for opi-
oid- treated patients with chronic non-
cancer pain and a high burden of psy-
chiatric comorbidity. BMC Health Serv
Res 2005; 5:3.

Manchikanti L, Damron KS, Pampati V,
McManus CD, Weaver SE. Prospective
evaluation of patients with increasing
opiate needs: Prescription opiate abuse
and illicit drug use. Pain Physician 2004;
7:339-344.

Gilbert JW, Wheeler GR, Mick GE, Sto-
rey BB, Herder SL, Richardson GB,

304.

305.

306.

307.

308.

309.

310.

311

312.

Watts E, Gyarteng-Dakwa K, Marino BS,
Kenney CM, Siddiqi M, Broughton PG.
Importance of urine drug testing in the
treatment of chronic non-cancer pain:
Implications of recent Medicare poli-
cy changes in Kentucky. Pain Physician
2010; 13:167-186.

Manchikanti L, Malla Y, Wargo BW, Fel-
lows B. Comparative evaluation of the
accuracy of immunoassay with liquid
chromatography tandem mass spec-
trometry (LC/MS/MS) of urine drug
testing (UDT) opioids and illicit drugs
in chronic pain patients. Pain Physician
2011; 14:175-187.

Manchikanti L, Malla Y, Wargo BW, Fel-
lows B. Comparative evaluation of the
accuracy of benzodiazepine testing in
chronic pain patients utilizing immuno-
assay with liquid chromatography tan-
dem mass spectrometry (LC/MS/MS) of
urine drug testing. Pain Physician 2011;
14:259-270.

Pesce A, West C, West R, Crews B, Mikel
C, Almazan P, Latyshev S, Rosenthal M,
Horn P. Reference intervals: A novel ap-
proach to detect drug abuse in a pain
patient population. J Opioid Manage
2010; 6:341-350.

Gilbert JW, Wheeler GR, Mick GE, Storey
BB, Herder SL, Richardson GB, Watts E,
Gyarteng-Dakwa K, Marino BS, Kenney
CM, Siddigi M, Broughton PG. Urine
drug testing in the treatment of chron-
ic non-cancer pain in a Kentucky private
neuroscience practice: The potential ef-
fect of Medicare benefit changes in Ken-
tucky. Pain Physician 2010; 13:187-194.
Caudill-Slosberg MA, Schwartz LM, Wo-
loshin S. Office visits and analgesic pre-
scriptions for musculoskeletal pain in
US: 1980 vs. 2000. Pain 2004; 109:514-
519.

National Center for Health Statistics.
Health, United States, 2008 with chart-
book. National Center for Health Statis-
tics, Hyattsville, MD, 2009.

Centers for Disease Control and Pre-
vention. Adult use of prescription opioid
pain medications — Utah, 2008. MMWR
Morb Mortal Wkly Rep 2010; 59:153-157.
Sullivan MD, Edlund M), Fan MY,
Devries A, Brennan Braden J, Martin BC.
Trends in use of opioids for non-cancer
pain conditions 2000-2005 in commer-
cial and Medicaid insurance plans: The
TROUP study. Pain 2008; 138:440-449.
Wu PC, Lang C, Hasson NK, Linder SH,
Clark DJ. Opioid use in young veterans.
] Opioid Manag 2010; 6:133-139.

313.

314.

315

316.

317.

318.

319.

320.

321.

Manchikanti L, Cash KA, McManus CD,
Pampati V, Smith HS. One year results
of a randomized, double-blind, active
controlled trial of fluoroscopic caudal
epidural injections with or without ste-
roids in managing chronic discogenic
low back pain without disc herniation or
radiculitis. Pain Physician 2011; 14:25-36.
Manchikanti L, Singh V, Cash KA, Pam-
pati V, Damron KS, Boswell MV. A ran-
domized, controlled, double-blind tri-
al of fluoroscopic caudal epidural injec-
tions in the treatment of lumbar disc
herniation and radiculitis. Spine (Phila
Pa 1976) 2011; 36:1897-1905.

Manchikanti L, Singh V, Cash KA, Pam-
pati V, Datta S. Management of pain of
post lumbar surgery syndrome: One-
year results of a randomized, double
double-blind, active controlled trial of
fluoroscopic caudal epidural injections.
Pain Physician 2010; 13:509-521.
Manchikanti L, Cash RA, McManus CD,
Pampati V, Fellows B. Fluoroscopic cau-
dal epidural injections with or with-
out steroids in managing pain of lum-
bar spinal stenosis: One year results of
randomized, double-blind, active-con-
trolled trial. ] Spinal Disord 2012; 25:226-
234.

Manchikanti L, Cash KA, McManus CD,
Pampati V, Benyamin RM. Preliminary
results of a randomized, double-blind,
controlled trial of fluoroscopic lumbar
interlaminar epidural injections in man-
aging chronic lumbar discogenic pain
without disc herniation or radiculitis.
Pain Physician 2010; 13:E279-E292.
Manchikanti L, Cash KA, McManus CD,
Damron KS, Pampati V, Falco FJE. Lum-
bar interlaminar epidural injections in
central spinal stenosis: Preliminary re-
sults of a randomized, double-blind,
active control trial. Pain Physician 2012;
15:51-63.

Manchikanti L, Malla Y, Cash KA, McM-
anus CD, Pampati V. Fluoroscopic epi-
dural injections in cervical spinal steno-
sis: Preliminary results of a randomized,
double-blind, active control trial. Pain
Physician 2012; 15:E59-E7o0.

Manchikanti L, Malla Y, Cash KA, McM-
anus CD, Pampati V. Fluoroscopic cer-
vical interlaminar epidural injections in
managing chronic pain of cervical post-
surgery syndrome: Preliminary results
of a randomized, double-blind active
control trial. Pain Physician 2012; 15:13-
26.

Manchikanti L, Cash KA, McManus CD,

S54

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

322.

323.

324.

325.

326.

327.

328.

329.

330.

Pampati V, Benyamin RM. A preliminary
report of a randomized double-blind,
active controlled trial of fluoroscopic
thoracic interlaminar epidural injections
in managing chronic thoracic pain. Pain
Physician 20105 13:E357-E369.
Manchikanti L, Singh V, Falco FJE, Cash
KA, Pampati V. Evaluation of lumbar fac-
etjoint nerve blocks in managing chron-
ic low back pain: A randomized, double-
blind, controlled trial with a 2-year fol-
low-up. Int ] Med Sci 2010; 7:124-135.
Manchikanti L, Singh V, Falco FJE, Cash
KA, Fellows B. Comparative outcomes
of a 2-year follow-up of cervical me-
dial branch blocks in management of
chronic neck pain: A randomized, dou-
ble-blind controlled trial. Pain Physician
2010; 13:437-450.

Manchikanti L, Singh V, Falco FJE, Cash
KA, Pampati V, Fellows B. Comparative
effectiveness of a one-year follow-up of
thoracic medial branch blocks in man-
agement of chronic thoracic pain: A ran-
domized, double-blind active controlled
trial. Pain Physician 2010; 13:535-548.
American College of Occupational and
Environmental Medicine (ACOEM). Low
back disorders. In: Occupational Medi-
cine Practice Guidelines: Evaluation and
Management of Common Health Prob-
lems and Functional Recovery of Workers.
Second Edition. American College of
Occupational and Environmental Med-
icine Press, Elk Grove Village, 2007.

Hall AJ, Logan JE, Toblin RL, Kaplan JA,
Kraner JC, Bixler D, Crosby AE, Paulozzi
LJ. Patterns of abuse among uninten-
tional pharmaceutical overdose fatali-
ties. JAMA 2008; 300:2613-2620.

Paulozzi L), Kilbourne EM, Shah NG,
Nolte KB, Desai HA, Landen MG, Har-
vey W, Loring LD. A history of being pre-
scribed controlled substances and risk
of drug overdose death. Pain Med 2012;
13:87-95.

Braden JB, Russo J, Fan MY, Martin BC,
DeVries A, Sullivan MD. Emergency de-
partment visits among recipients of
chronic opioid therapy. Arch Intern Med
2010; 170:1425-1432.

Gomes T, Juurlink DN, Dhalla A, Mailis-
Gagnon A, Paterson JM, Mamdani MM.
Trends in opioid use and dosing among
socio-economically disadvantaged pa-
tients. Open Med 2011; 5:E13-E22.

Dersh J, Mayer TG, Gatchel R], Polatin
PB, Theodore BR, Mayer EA. Prescrip-
tion opioid dependence is associated
with poorer outcomes in disabling spi-

331.

332.

333.

334-

335.

336.

337

338.

339.

340.

341.

nal disorders. Spine (Phila Pa 1976) 2008;
33:2219-2227.

White AG, Birnbaum HG, Mareva MN,
Daher M, Vallow S, Schein J, Katz N. Di-
rect costs of opioid abuse in an insured
population in the United States. ] Manag
Care Pharm 2005; 11:469-479.

Mahowald ML, Singh JA, Majeski P.
Opioid use by patients in an orthope-
dics spine clinic. Arthritis Rheum 2005;
52:312-321.

Mahmud MA, Webster BS, Courtney TK,
Matz S, Tacci JA, Christiani DC. Clinical
management and the duration of dis-
ability for work-related low back pain. J
Occup Environ Med 2000; 42:1178-1187.

Franklin GM, Stover BD, Turner JA, Ful-
ton-Kehoe D, Wickizer TM; Disability
Risk Identification Study Cohort. Ear-
ly opioid prescription and subsequent
disability among workers with back in-
juries: The Disability Risk Identification
Study Cohort. Spine (Phila Pa 1976) 2008;
33:1199-204.

Fillingim RB, Doleys DM, Edwards RR,
Lowery D. Clinical characteristics of
chronic back pain as a function of gen-
der and oral opioid use. Spine (Phila Pa
1976) 2003; 28:143-150.

Webster BS, Verma SK, Gatchel R). Rela-
tionship between early opioid prescrib-
ing for acute occupational low back pain
and disability duration, medical costs,
subsequent surgery, and late opioid use.
Spine (Phila Pa 1976) 2007; 32:2127-2132.
Rhee Y, Taitel MS, Walker DR, Lau DT.
Narcotic drug use among patients with
lower back pain in employer health
plans: A retrospective analysis of risk
factors and health care services. Clin
Ther 2007; 29:2603-2612.

Gross DP, Stephens B, Bhambhani Y,
Haykowsky M, Bostick GP, Rashiq S.
Opioid prescriptions in canadian work-
ers’ compensation claimants: Prescrip-
tion trends and associations between
early prescription and future recovery.
Spine (Phila Pa 1976) 2009; 34:525-531.
Volinn E, Fargo JD, Fine PG. Opioid
therapy for nonspecific low back pain
and the outcome of chronic work loss.
Pain 2009; 142:194-201.

Cifuentes M, Webster B, Genevay S,
Pransky G. The course of opioid pre-
scribing for a new episode of disabling
low back pain: Opioid features and dose
escalation. Pain 2010; 151:22-29.

Becker N, Sjogren P, Bech P, Olsen AK,
Eriksen ). Treatment outcome of chron-

342.

343.

344.

345.

346.

347

348.

349.

350.

351.

ic non-malignant pain patients man-
aged in a Danish multidisciplinary pain
centre compared to general practice: A
randomised controlled trial. Pain 2000;
84:203-211.

Webster BS, Cifuentes M, Verma S,
Pransky G. Geographic variation in opi-
oid prescribing for acute, work-related,
low back pain and associated factors: A
multilevel analysis. Am ] Ind Med 200¢9;
52:162-171.

Franklin GM, Rahman EA, Turner JA,
Daniell WE, Fulton-Kehoe D. Opioid use
for chronic low back pain: A prospective,
population-based study among injured
workers in Washington State, 2002-
2005. Clin ] Pain 2009; 25:743-751.
Franklin GM, Mai J, Wickizer T, Turn-
er JA, Fulton-Kehoe D, Grant L. Opioid
dosing trends and mortality in Wash-
ington State workers’ compensation,
1996—2002. Am ] Ind Med 2005; 2005;
48:91-99.

Luo X, Pietrobon R, Hey L. Patterns and
trends in opioid use among individu-
als with back pain in the United States.
Spine (Phila Pa 1976) 2004; 29:884-891.
Xu J, Kochanek KD, Murphy SL, Tejada-
Vera B. Deaths: Final data for 2007. Na-
tional vital statistics reports; Vol. 58 No.
19. National Center for Health Statistics,
Hyattsville, MD, 2010. www.cdc.gov/
nchs/data/nvsr/nvsrs8/nvsrs8_o1.pdf
Stover BD, Turner JA, Franklin G, Gluck
JV, Fulton-Kehoe D, Sheppard L, Wick-
izer TM, Kaufman J, Egan K. Factors as-
sociated with early opioid prescription
among workers with low back injuries.
J Pain 2006; 7:718-725.

Franklin GM, Mai J, Turner J, Sullivan M,
Wickizer T, Fulton-Kehoe D. Bending
the prescription opioid dosing and mor-
tality curves: Impact of the Washington
State opioid dosing guideline. Am J Ind
Med 2012; 55:325-331.

Gatti A, Longo G, Sabato E, Sabato AF.
Long-term controlled-release oxyco-
done and pregabalin in the treatment
of non-cancer pain: An observational
study. Eur Neurol 2011; 65:317-322.

Taylor R, Raffa RB, Pergolizzi JV. Con-
trolled release formulation of oxycodo-
ne in patients with moderate to severe
chronic osteoarthritis: A critical review
of the literature. ] Pain Res 2012; 5:77-87.
Pergolizzi J, Alegre C, Blake D, Alén JC,
Caporali R, Casser HR, Correa-lllanes
G, Fernandes P, Galilea E, Jany R, Jones
A, Mejjad O, Morovic-Vergles J, Oteo Al-
varo A, Radrigan Araya FJ, Sim&es ME,

www.painphysicianjournal.com

S55



Pain Physician: July Special Issue 2012; 15:51-566

352.

353

354.

355-

356.

357-

358.

359-

360.

361.

362.

Uomo G. Current considerations for the
treatment of severe chronic pain: The
potential for tapentadol. Pain Pract 2012;
12:290-306.

Pergolizzi JV Jr, Taylor R Jr, Raffa RB. Ex-
tended-release formulations of tramad-
ol in the treatment of chronic pain. Ex-
pert Opin Pharmacother 2011; 12:1757-
1768.

Badalamenti VC, Buckley JW, Smith ET.
Safety of EMBEDA® (morphine sulfate
and naltrexone hydrochloride) extend-
ed-release capsules: Review of postmar-
keting adverse events during the first
year. ] of Opioid Manag 2012; 8:2.
Stepanovill A, Pirc J, Lahajnar OavloviO
S. Clinical efficacy of OROS® hydromor-
phone in patients suffering from severe
chronic pain: A study undertaken in rou-
tine clinical practice. Wien Klin Wochen-
schr 2011; 123:531-535.

Fanciullo GJ, Ball PA, Girault G, Rose R,
Hanscom B, Weinstein JN. An observa-
tional study on the prevalence and pat-
tern of opioid use in 25,479 patients with
spine and radicular pain. Spine (Phila Pa
1976) 2002; 27:201-205.

Nyiendo J, Haas M, Goldberg B, Lloyd
C. A descriptive study of medical and
chiropractic patients with chronic low
back pain and sciatica: Management by
physicians (practice activities) and pa-
tients (self-management). ] Manipulative
Physiol Ther 2001; 24:543-551.

Long DM, BenDebba M, Torgerson WS,
Boyd RJ, Dawson EG, Hardy RW, Rob-
ertson JT, Sypert GW, Watts C. Persis-
tent back pain and sciatica in the Unit-
ed States: Patient characteristics. J Spinal
Disord 1996; 9:40-58.

France RD, Urban BJ, Keefe FJ. Long-
term use of narcotic analgesics in
chronic pain. Soc Sci Med 1984; 19:1379-
1382.

Deyo RA, Bass JE, Walsh NE, Schoenfeld
LS, Ramamurthy S. Prognostic variabil-
ity among chronic pain patients: Impli-
cations for study design, interpretation,
and reporting. Arch Phys Med Rehabil
1988; 69:174-178.

Turk DC, Okifuji A. What factors affect
physicians’ decisions to prescribe opi-
oids for chronic noncancer pain pa-
tients? Clin ] Pain 1997; 13:330-336.

Hart LG, Deyo RA, Cherkin DC. Physi-
cian office visits for low back pain. Fre-
quency, clinical evaluation, and treat-
ment patterns from a U.S. national sur-
vey. Spine (Phila Pa 1976) 1995; 20:11-19.
Pitkala KH, Strandberg TE, Tilvis RS.

363.

364.

365.

366.

367.

368.

369.

370.

371.

Management of nonmalignant pain in
home-dwelling older people: A popula-
tion-based survey. ] Am Geriatr Soc 2002;
50:1861-1865.

Coste J, Venot A. An epidemiologic ap-
proach to drug prescribing quality as-
sessment: A study in primary care prac-
tice in France. Med Care 1999; 37:1294-
1307.

Morley JS, Bridson J, Nash TP, Miles JB,
White S, Makin MK. Low-dose metha-
done has an analgesic effect in neuro-
pathic pain: A double-blind randomized
controlled crossover trial. Palliat Med
2003; 17:576-587.

Allan L, Richarz U, Simpson K, Slappen-
del R. Transdermal fentanyl versus sus-
tained release oral morphine in strong-
opioid naive patients with chronic low
back pain. Spine (Phila Pa 1976) 2005;
30:2484-2490.

Caldwell JR, Rapoport R, Davis JC, Of-
fenberg HL, Marker HW, Roth SH, Yuan
W, Eliot L, Babul N, Lynch PM. Effica-
cy and safety of a once-daily morphine
formulation in chronic, moderate-to-
severe osteoarthritis pain: Results from
a randomized, placebo-controlled, dou-
ble-blind trial and an open-label exten-
sion trial. ] Pain Symptom Manage 2002;
23:278-291.

Zenz M, Strumpf M, Tryba M. Long-
term oral opioid therapy in patients
with chronic nonmalignant pain. ] Pain
Symptom Manage 1992; 7:69-77.

Pascual MLG, Fleming RRB, Gana TJ,
Vorsanger GJ. Open-label study of the
safety and effectiveness of long-term
therapy with extended-release tramad-
ol in the management of chronic non-
malignant pain. Curr Med Res Opin 2007;
23:2531-2542.

Thorne C, Beaulieu AD, Callaghan D),
O’'Mahony WF, Bartlett JM, Knight R,
Kraag GR, Akhras R, Piraino PS, Eisen-
hoffer J, Harsanyi Z, Darke AC. A ran-
domized, double-blind, crossover com-
parison of the efficacy and safety of oral
controlled-release tramadol and place-
bo in patients with painful osteoarthri-
tis. Pain Res Manag 2008; 13:93-102.
Harati Y, Gooch C, Swenson M, Edel-
man SV, Greene D, Raskin P, Donofrio
P, Cornblath D, Olson WH, Kamin M.
Maintenance of the long-term effec-
tiveness of tramadol in treatment of the
pain of diabetic neuropathy. ] Diabetes
Complications 2000; 14:65-70.

Galski T, Willimas B, Ehle HT. Effects of
opioids on driving ability. J Pain Symp-

372.

373.

374.

375-

376.

377-

378.

379-

380.

381.

tom Manage 2000; 19:200-208.

Roth SH, Fleischmann RM, Burch FX,
Dietz F, Bockow B, Rapoport R, Rut-
stein J, Lacouture PG. Around-the-clock,
controlled-release oxycodone therapy
for osteoarthritis-related pain: Placebo-
controlled trial and long-term evalua-
tion. Arch Intern Med 2000; 160:853-860.
Fredheim OM, Kaasa S, Dale O, Kleps-
tad P, Landrg NI, Borchgrevink PC. Opi-
oid switching from oral slow release
morphine to oral methadone may im-
prove pain control in chronic non-ma-
lignant pain: A nine-month follow-up
study. Palliat Med 2006; 20:35-41.

Hermos JA, Young MM, Gagnon DR,
Fiore LD. Characterizations of long-
term oxycodone/acetaminophen pre-
scriptions in veteran patients. Arch In-
tern Med 2004; 164:2361-2366.

Mcllwain H, Ahdieh H. Safety, tolerabil-
ity, and effectiveness of oxymorphone
extended release for moderate to severe
osteoarthritis pain: A one-year study. Am
] Ther 2005; 12:106-112.

Milligan K, Lanteri-Minet M, Borchert
K, Helmers H, Donald R, Kress H-G,
Adriaensen H, Moulin D, Jarvimiki V,
Haasen L. Evaluation of long-term effi-
cacy and safety of transdermal fentanyl
in the treatment of chronic noncancer
pain. ] Pain 2001; 2:197-204.

Mystakidou K, Parpa E, Tsilika E, Mav-
romati A, Smyrniotis V, Georgaki S, Vla-
hos L. Long-term management of non-
cancer pain with transdermal therapeu-
tic system-fentanyl. ] Pain 2003; 4:298-
306.

Jamison RN, Raymond SA, Slawsby EA,
Nedeljkovic SS, Katz NP. Opioid therapy
for chronic noncancer back pain. A ran-
domized prospective study. Spine (Phila
Pa 1976) 1998; 23:2591-2600.
Vondrackova D, Leyendecker P, Meiss-
ner W, Hopp M, Szombati I, Hermanns
K, Ruckes C, Weber S, Grothe B, Fleisch-
er W, Reimer K. Analgesic efficacy and
safety of oxycodone in combination with
naloxone as prolonged release tablets in
patients with moderate to severe chron-
ic pain. ] Pain 2008; 9:1144-1154.

Wild JE, Grond S, Kuperwasser B, Gil-
bert J, McCann B, Lange B, Steup A,
Hiufel T, Etropolski MS, Rauschkolb C,
Lange R. Long-term safety and tolera-
bility of tapentadol extended release for
the management of chronic low back
pain or osteoarthritis pain. Pain Pract
2010; 10:416-427.

Friedmann N, Klutzaritz V, Webster L.

S56

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

383.

384.

385.

386.

387.

388.

Long-term safety of Remoxy® (extend-
ed-release oxycodone) in patients with
moderate to severe chronic osteoar-
thritis or low back pain. Pain Med 2011;
12:755-760.

. Buynak R, Shapiro DY, Okamoto A, Van

Hove I, Rauschkolb C, Steup A. Lange B,
Etropolski M. Efficacy and safety of ta-
pentadol extended release for the man-
agement of chronic low back pain: Re-
sults of a prospective, randomized,
double-blind, placebo- and active-con-
trolled Phase III study. Expert Opin Phar-
macother 2010; 11:1787-1804.

Lange B, Kuperwasser B, Okamoto A,
Steup A, Haufel T, Ashworth J, Etropol-
ski M. Efficacy and safety of tapentadol
prolonged release for chronic osteoar-
thritis pain and low back pain. Adv Ther
2010; 27:381-399.

Schwartz S, Etropolski M, Shapiro
DY, Okamoto A, Lange R, Haeussler J,
Rauschkolb C. Safety and efficacy of ta-
pentadol ER in patients with painful di-
abetic peripheral neuropathy: Results
of a randomized-withdrawal, placebo-
controlled trial. Curr Med Res Opin 2011;
27:151-162.

Grond S, Kuperwasser B, McCann B,
Lange B, Lange R, Okamoto B, Gilbert
A. Longterm safety and gastrointestinal
tolerability of tapentadol extended re-
lease or oxycodone controlled release in
patients with chronic low back or osteo-
arthritis pain [abstract]. Arthritis Rheum
2009; 60:1495.

Hale M, Speight K, Harsanyi Z, Iwan
T, Slagle N, Lacouture P, Darke A. Effi-
cacy of 12 hourly controlled-release co-
deine compared with as required dos-
ing of acetaminophen plus codeine in
patients with chronic low back pain. Pain
Res Manag 1997; 2:33-38.

Caldwell JR, Hale ME, Boyd RE, Hague
JM, lwan T, Shi M, Lacouture PG. Treat-
ment of osteoarthritis pain with con-
trolled release oxycodone or fixed com-
bination oxycodone plus acetamino-
phen added to nonsteroidal antiinflam-
matory drugs a double blind, random-
ized, multicenter, placebo controlled tri-
al. J Rheumatol 1999; 26:862-869.

Gostick N, Allen J, Cranfield R, Currie
J, Grillage M, Hildebrand PJ, James I. A
comparison of the efficacy and adverse
effects of controlled release dihydroco-
deine and immediate release dihydro-
codeine in the treatment of pain in os-
teoarthritis and chronic back pain. In:
Twycross RG (ed). The Edinburgh Sympo-

389.

390.

391.

392.

393.

394.

395-

396.

397-

398.

399-

sium on Pain Control and Medical Educa-
tion. Royal Society of Medicine Pr, Lon-
don, 1989, pp 137-143.

Hale ME, Fleischmann R, Salzman R,
Wild J, lwan T, Swanton RE, Kaiko RF,
Lacouture PG. Efficacy and safety of
controlled release versus immediate re-
lease oxycodone randomized, double
blind evaluation in patients with chronic
back pain. Clin ] Pain 1999; 15:179-183.
Lloyd RS, Costello F, Eves M), James
IGV, Miller AJ. The efficacy and tolerabil-
ity of controlled-release dihydrocodeine
tablets and combination dextropropoxy-
phene/paracetamol tablets in patients
with severe osteoarthritis of the hips.
Curr Med Res Opin 1992; 13:37-48.
Salzman RT, Roberts MS, Wild J, Fabi-
an C, Reder RF, Goldenheim PD. Can a
controlled release oral dose form of oxy-
codone be used as readily as an imme-
diate release form for the purpose of ti-
trating to stable pain control? ] Pain
Symptom Manage 1999; 18:271-279.
Vissers KC, Besse K, Hans G, Devulder J,
Morlion B. Opioid rotation in the man-
agement of chronic pain: Where is the
evidence? Pain Pract 2010; 10:85-93.

Webster LR, Fine PG. Review and cri-
tique of opioid rotation practices and
associated risks of toxicity. Pain Med
2012; 13:562-570.

Hunt G, Bruera E. Respiratory depres-
sion in a patient receiving oral metha-
done for cancer pain. ] Pain Symptom
Manage 1995; 10:401-404.

Regnard C, Pelham A. Severe respiratory
depression and sedation with transder-
mal fentanyl: Four case studies. Palliat
Med 2003; 17:714-716.

Fishbain DA, Cutler RB, Cole B, Lewis J,
Rosomoff RS, Rosomoff HL. Medico-le-
gal rounds: Medico-legal issues and al-
leged breaches of “standards of medical
care” in opioid rotation to methadone: A
case report. Pain Med 2003; 4:195-201.

Mercadante S, Arcuri E. Hyperalgesia
and opioid switching. Am ] Hosp Palliat
Care 2005; 22:291-294.

Likar R, Krainer B, Sittl R. Challenging
the equipotency calculation for trans-
dermal buprenorphine: Four case stud-
ies. Int ] Clin Pract 2008; 62:152-156.
Fine PG, Portenoy RK; Ad Hoc Expert
Panel on Evidence Review and Guide-
lines for Opioid Rotation. Establish-
ing “best practices” for opioid rotation:
Conclusions of an expert panel. ] Pain
Symptom Manage 2009; 38:418-425.

400.

401.

402.

403.

404.

405.

406.

407.

408.

409.

410.

411.

Mercadante S. Switching methadone: A
10-year experience of 345 patients in an
acute palliative care unit. Pain Med 2012;
13:399-404.

Devulder J, Richarz U, Nataraja SH. Im-
pact of long-term use of opioids on
quality of life in patients with chronic,
non-malignant pain. Curr Med Res Opin
2005; 21:1555-1568.

Allan L, Hays H, Jensen NH, de Waroux
BL, Bolt M, Donald R, Kalso E. Ran-
domised crossover trial of transdermal
fentanyl and sustained release oral mor-
phine for treating chronic non-cancer
pain. BMJ] 2001; 322:1154-1158.

Babul N, Noveck R, Chipman H, Roth
SH, Gana T, Albert K. Efficacy and safe-
ty of extended-release, once-daily tram-
adol in chronic pain: A randomized 12-
week clinical trial in osteoarthritis of
the knee. J Pain Symptom Manage 2004;
28:59-71.

Boureau F, Legallicier P, Kabir-Ahmadi
M. Tramadol in post-herpetic neuralgia:
A randomized, double-blind, placebo-
controlled trial. Pain 2003; 104:323-331.
Harati Y, Gooch C, Swenson M, Edel-
man S, Greene D, Raskin P, Donofrio P,
Cornblath D, Sachdeo R, Siu CO, Kamin
M. Double-blind randomized trial of
tramadol for the treatment of the pain
of diabetic neuropathy. Neurology 1998;
50:1842-1846.

Moulin DE, lezzi A, Amireh R, Sharpe
WK, Boyd D, Merskey H. Randomised
trial of oral morphine for chronic non-
cancer pain. Lancet 1996; 347:143-147.

Dellemijn PL, van Duijn H, Vanneste
JA. Prolonged treatment with transder-
mal fentanyl in neuropathic pain. J Pain
Symptom Manage 1998; 16:220-229.
Franco ML, Seoane A. Usefulness of
transdermal fentanyl in the manage-
ment of nonmalignant chronic pain: A
prospective, observational, multicenter
study. Pain Clinic 2002; 14:99-112.

Tassain V, Attal N, Fletcher D, Brasseur
L, Dégieux P, Chauvin M, Bouhassira
D. Long term effects of oral sustained
release morphine on neuropsychologi-
cal performance in patients with chron-
ic non-cancer pain. Pain 2003; 104:389-
400.

Dillie KS, Fleming MF, Mundt MP,
French MT. Quality of life associated
with daily opioid therapy in a prima-
ry care chronic pain sample. Am Board
Fam Med 2008; 21:108-117.

Rauck RL, Bookbinder SA, Bunker TR,

www.painphysicianjournal.com

S57



Pain Physician: July Special Issue 2012; 15:51-566

412.

413.

414.

415.

416.

417.

418.

419.

420.

421.

Alftine CD. A randomized, open-label,
multicenter trial comparing once-a-day
Avinza (morphine sulfate extended-re-
lease capsules) versus twice-a-day Oxy-
Contin (oxycodone hydrochloride con-
trolled release tablets) for the treatment
of chronic, moderate to severe low back
pain: Improved physical functioning in
the ACTION trial. ] Opioid Manage 2007;
3:35-43.

Jensen MK, Thomsen AB, Hojsted J. 10
year follow-up of chronic non-malig-
nant pain patients: Opioid use, health
related quality of life and health care uti-
lization. Eur ] Pain 2006; 10:423-433.
Deshpande MA, Holden RR, Gilron I.
The impact of therapy on quality of life
and mood in neuropathic pain: What is
the effect of pain reduction? Anesth Ana-
log 2006; 102:1473-1479.

Adams EH, Chwiecko P, Ace-Wagoner
Y, Mangefrida B, Duerden ME, Perdi-
kis GC, Kunkel FA, Ghalie R. A study of
AVINZA (morphine sulfate extended-re-
lease capsules) for chronic moderate-to-
severe noncancer pain conducted un-
der real-world treatment conditions —
the ACCPT study. Pain Pract 2006; 6:254-
264.

Large RG, Schug SA. Opioids for chron-
ic pain of non-malignant origin — caring
or crippling. Health Care Anal 1995; 3:5-
1L

Vogt MT, Kwoh CK, Cope DK, Osial TA,
Culyba M, Starz TW. Analgesic usage for
low back pain: Impact on health care
costs and service use. Spine (Phila Pa
1976) 2005; 30:1075-1081.

Lawrence JT, London N, Bohlman HH,
Chin KR. Preoperative narcotic use as a
predictor of clinical outcome. Spine (Ph-
ila Pa 1976) 2008; 33:2074-2078.
Strassels SA. Cognitive effects of opi-
oids. Curr Pain Headache Rep 2008;
12:32-36.

Fishbain DA, Cutler RB, Rosomoff HL,
Rosomoff RS. Are opioid-dependent/
tolerant patients impaired in driving-re-
lated skills? A structured evidence-based
review. ] Pain Symptom Manage 2003;
25'559-577-

Candiotti KA, Gitlin MC. Review of the
effect of opioid-related side effects on
the undertreatment of moderate to se-
vere chronic non-cancer pain: Tapentad-
ol, a step toward a solution? Curr Med
Res Opin 2010; 26:1677-1684.

Jonsson T, Christrup LL, Hgjsted ), Vil-
lesen HH, Albjerg TH, Ravn-Nielsen LV,

422.

423.

424.

425.

426.

427.

428.

429.

430.

431

432.

Sjggren P. Symptoms and side effects in
chronic non-cancer pain: Patient report
vs. systematic assessment. Acta Anaes-
thesiol Scand 2010; 55:69-74.

Katz N. Methodological issues in clinical
trials of opioids for chronic pain. Neurol-
0gy 2005; 65:532-549.

Pflughaupt M, Scharnagel R, Gossrau
G, Kaiser U, Koch T, Sabatowski R. Physi-
cians’ knowledge and attitudes concern-
ing the use of opioids in the treatment
of chronic cancer and non-cancer pain.
Schmerz 2010; 24:267-275.

Mercadante S. Opioid rotation for can-
cer pain: Rationale and clinical aspects.
Cancer 1999; 86:1856-1866.

Silverman SM. Opioid induced hyperal-
gesia: Clinical implications for the pain
practitioner. Pain Physician 2009; 12:679-
684.

Benyamin RM, Trescot AM, Datta S,
Buenaventura R, Adlaka R, Sehgal N,
Glaser SE, Vallejo R. Opioid complica-
tions and side effects. Pain Physician
2008; 11:5105-S120.

Schutter U, Grunert S, Meyer C, Schmidt
T, Nolte T. Innovative pain therapy with
a fixed combination of prolonged-re-
lease oxycodone/naloxone: A large ob-
servational study under conditions of
daily practice. Curr Med Res Opin 2010;
26:1377-1387.

Tessaro L, Bandieri E, Costa G, Fornasier
G, lornoV, Pizza C, Pastacaldi G, Miche-
letto G. Use of oxycodone controlled-re-
lease immediately after NSAIDs: A new
approach to obtain good pain control.
Eur Rev Med Pharmacol Sci 2010; 14:113-
121.

Blondell RD, Ashrafioun L, Dambra CM,
Foschio EM, Zielinski AL, Salcedo DM.
A clinical trial comparing tapering doses
of buprenorphine with steady doses for
chronic pain and co-existent opioid ad-
diction. J Addict Med 2010; 4:140-146.
Adams EH, Breiner S, Cicero T, Geller
A, Inciardi JA, Schnoll SH, Senay EC,
Woody GE. A comparison of the abuse
liability of tramadol, NSAIDs, and hy-
drocodone in patients with chron-
ic pain. ] Pain Symptom Manage 2006;
31:465-476.

Portenoy RK, Farrar JT, Backonja MM,
Cleeland CS, Yang K, Friedman M, Co-
luci SV, Richards P. Long-term use of
controlled-release oxycodone for non-
cancer pain: Results of a 3-year registry
study. Clin ] Pain 2007; 23:287-299.
Ytterberg SR, Mahowald ML, Woods SR.
Codeine and oxycodone use in patients

433.

434.

435.

436.

437-

438.

439

440.

441.

442.

443.

444.

with chronic rheumatic disease pain. Ar-
thritis Rheum 1998; 41:1603-1612.

Maier C, Schaub C, Willweber-Strumpf
A, Zenz M. Long-term efficacy of opi-
oid medication in patients with chron-
ic non-cancer-associated pain. Results
of a survey 5 years after onset of medical
treatment. Schmerz 2005; 19:410-417.
Quang-Cantagrel ND, Wallace MS,
Magnuson SK. Opioid substitution to
improve the effectiveness of chronic
noncancer pain control: A chart review.
Anesth Analg 2000; 90:933-937.

Moulin DE, Palma D, Watling C, Schulz
V. Methadone in the management of
intractable neuropathic pain. Pain Res
Manag 2003; 8:51B.

Fredheim OM, Borchgrevink PC, Kleps-
tad P, Kaasa S, Dale O. Long-term meth-
adone for chronic pain: A pilot study of
pharmacokinetic aspects. Eur ] Pain
2007; 11:599-604.

Robbins L. Daily opioids (methadone)
for refractory chronic daily headache.
Headache Quart 1996; 7:39-42.

Robbins L. Long-acting opioids (metha-
done) for refractory chronic daily head-
ache: Quality of life assessment. Head-
ache Quart 1997; 8:234-236.

Mironer YE, Haasis JC Ill, Chapple IT,
Somerville JJ, Barsanti JM. Successful
use of methadone in neuropathic pain:
A multicenter study by the National Fo-
rum of Independent Pain Clinicians.
Pain Digest 1999; 9:191-193.

Rauck R, Ma T, Kerwin R, Ahdieh H. Ti-
tration with oxymorphone extended re-
lease to achieve effective long-term pain
relief and improved tolerability in opi-
oid-naive patients with moderate to se-
vere pain. Pain Med 2008; 9:777-785.
Adams NJ, Plane MB, Fleming MF,
Mundt MP, Saunders LA, Stauffacher
EA. Opioids and the treatment of chron-
ic pain in a primary care sample. ] Pain
Symptom Manage 2001; 22:791-796.
Solomon DH, Avorn J, Wang PS, Vaillant
G, Cabral D, Mogun H, Stlirmer T. Pre-
scription opioid use among older adults
with arthritis or low back pain. Arthritis &
Rheumatism 2006; 55:35-41.

Cicero TJ, Surratt HL, Kurtz S, Ellis MS,
Inciardi JA. Patterns of prescription opi-
oid abuse and comorbidity in an ag-
ing treatment population. J Subst Abuse
Treat 2012; 42:87-94.

Blazer DG, Wu LT. The epidemiology of
alcohol use disorders and subthreshold
dependence in a middle-aged and el-

S58

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

445.

446.

447.

448.

449.

450.

451.

452.

453.

454.

455.

456.

457

458.

derly community sample. Am ] Geriatr
Psychiatry 2011; 19:685-694.

Jinks MJ, Raschko RR. A profile of al-
cohol and prescription drug abuse in
a high-risk community-based elderly
population. DICP 1990; 24:971-975.
Patterson TL, Jeste DV. The potential im-
pact of the baby-boom generation on
substance abuse among elderly persons.
Psychiatr Serv 1999; 50:1184-1188.

Culberson JW, Ziska M. Prescription
drug misuse/abuse in the elderly. Geri-
atrics 2008; 63:22-31.

Simoni-Wastila L, Yang HK. Psychoac-
tive drug abuse in older adults. Am J
Geriatr Pharmacother 2006; 4:380-394.
Jérgensen T, Johansson S, Kennerfalk A,
Wallander MA, Svirdsudd K. Prescrip-
tion drug use, diagnoses, and health-
care utilization among the elderly. Ann
Pharmacother 2001; 35:1004-1009.

Kalapatapu RK, Sullivan MA. Prescrip-
tion use disorders in older adults. Am ]
Addict 2010; 19:515-522.

Pringle KE, Ahern FM, Heller DA, Gold
CH, Brown TV. Potential for alcohol and
prescription drug interactions in older
people. ] Am Geriatr Soc 2005; 53:1930-
1936.

Abrams RC, Alexopoulos GS. Substance
abuse in the elderly: Alcohol and pre-
scription drugs. Hosp Community Psy-
chiatry 1987; 38:1285-1287.

Benshoff JJ, Harrawood LK, Koch
DS. Substance abuse and the elderly:
Unique issues and concerns. ] Rehabil
2003; 69:43-52.

Fiegl C. 170,000 Medicare patients sus-
pected of doctor shopping for drugs.
amednews staff. October 24, 2011.

www.ama-assn.org/amed-
news/2011/10/24/gvsa1024.htm
Saavedra T. Grand jury: Seniors abusing
prescription drugs. June 13, 2011.

http://taxdollars.ocregister.
com/2011/06/13/grand-jury-seniors-
abusing-prescription-drugs/85287/
GAO Report. United States Government
Accountability Office. Medicare Part D:
Instances of Questionable Access to Pre-
scription Drugs. GAO Publication No.
GAO-11-699, September 2011.

Freye E, Levy JV. Use of opioids in the el-
derly - Pharmacokinetic and pharmaco-
dynamic considerations. Anasthesiologie
Intensivmedizin Notfallmedizin Schmerz-
therapie 2004; 39:527-537.

Clark AJ, Ahmedzai SH, Allan LG, Cama-
cho F, Horbay GL, Richarz U, Simp-

459

460.

461.

462.

463.

464.

465.

466.

467.

468.

469.

470.

son K. Efficacy and safety of transder-
mal fentanyl and sustained-release oral
morphine in patients with cancer and
chronic non-cancer pain. Curr Med Res
Opin 2004; 20:1419-1428.

Zenz M. Ambulante Schmerztherapie
mit Opiaten. Diagnositk 1985; 18:24-28.
Tennant FJ, Uelmen GF. Narcotic main-
tenance for chronic pain. Medical and
legal guidelines. Postgrad Med 1983;
73:81-83,86-88,91-94.

Ballantyne JC, Mao J. Opioid thera-
py for chronic pain. N Engl ] Med 2003;
349:1943-1953.

Sollitto M. Seniors and prescription
drug addiction.

www.agingcare.com/Articles/Se-
niors-and-Prescription-Drug-Addic-
tion-133459.htm

Prescription drug special report: Drug
abuse and the elderly. www.johnshop-
kinshealthalerts.com/reports/prescrip-
tion_drugs/3363-1.html?zkPrinta
Palangio M, Northfelt DW, Portenoy RK,
Brookoff D, Doyle RT Jr, Dornseif BE,
Damask MC. Dose conversion and titra-
tion with a novel, once-daily, OROS os-
motic technology, extended-release hy-
dromorphone formulation in the treat-
ment of chronic malignant or nonma-
lignant pain. J Pain Symptom Manage
2002; 23:355-368.

Elderly at risk for prescription drug
abuse. September 12, 2011. www.drug-
free.org/jointogether/addiction/elderly-
at-risk-for-prescription-drug-abuse
Ringe JD, Faber H, Bock O, Valentine
S, Felsenberg D, Pfeifer M, Minne HW,
Schwalen S. Transdermal fentanyl for
the treatment of back pain caused by
vertebral osteoporosis. Rheumatol Int
2002; 22:199-203.

Ackerman S, Knight T, Schein ), Cart-
er C, Staats P. Risk of constipation in
patients prescribed fentanyl transder-
mal system or oxycodone hydrochloride
controlled-release in a California Med-
icaid population. Consult Pharm 2004;
19:118-132.

Jamison RN, Schein JR, Vallow S, Ascher
S, Vorsanger GJ, Katz NP. Neuropsycho-
logical effects of long-term opioid use
in chronic pain patients. ] Pain Symptom
Manage 2003; 26:913-921.

Addictive prescription drugs and Or-
ange County seniors. Orange County
Grand Jury, 2010/2011.

Katz N, Schein J, Kosinski M. HRQoL
changes in chronic low back pain pa-

471

472.

473

474

475

476.

477-

478.

479.

480.

tients receiving either fentanyl trans-
dermal system or oxycodone with acet-
aminophen. Poster. In: Am Pain Soc Chi-
cago, 2003.

Boehme K, Likar R. Efficacy and tolera-
bility of a new opioid analgesic formula-
tion, buprenorphine transdermal ther-
apeutic system (TDS), in the treatment
of patients with chronic pain. A ran-
domised, double-blind, placebo-con-
trolled study. Pain Clinic 2003; 15:193-
202.

Sittl R, Griessinger N, Likar R. Analge-
sic efficacy and tolerability of transder-
mal buprenorphine in patients with in-
adequately controlled chronic pain re-
lated to cancer and other disorders: A
multicenter, randomized, double-blind,
placebo-controlled trial. Clin Ther 2003;
25:150-168.

Sorge J, Sittl R. Transdermal buprenor-
phine in the treatment of chronic pain:
Results of a phase I, multicenter, ran-
domized, double-blind, placebo-con-
trolled study. Clin Ther 2004; 26:1808-
1820.

Schepis TS, Krishnan-Sarin S. Charac-
terizing adolescent prescription misus-
ers: A population-based study. ] Am Acad
Child Adolesc Psychiatry 2008; 47:745-754.
Hechler T, Martin A, Blankenburg M,
Schroeder S, Kosfelder J, Hélscher L,
Denecke H, Zernikow B. Specialized
multimodal outpatient treatment for
children with chronic pain: Treatment
pathways and long-term outcome. Eur ]
Pain 2011; 15:976-984.

Eccleston C, Connell H, Carmichael N.
Residential treatment settings for ado-
lescent chronic pain management: Ra-
tionale, development, and evidence.
In: Finley A, McGrath P), Chambers CT
(eds). Bringing Pain Relief to Children:
Treatment Approaches. Human Press,
Totowa, 2006, pp 85-112.

Evers S, Kropp P, Pothmann R, Hein-
en F, Ebinger F. Treatment of idiopathic
headache in childhood and adolescence.
Nervenheilkunde 2008; 27:1127-1137.
Zernikow B, Michel E, Anderson B.
Transdermal fentanyl in childhood and
adolescence: A comprehensive literature
review. ] Pain 2007; 8:187-207.

Michel E, Anderson BJ, Zernikow B. Bu-
prenorphine TTS for children--a review
of the drug’s clinical pharmacology.
Paediatr Anaesth 2011; 21:280-290.
Zernikow B, Michel E, Craig F, Anderson
BJ. Pediatric palliative care: Use of opi-
oids for the management of pain. Paedi-

www.painphysicianjournal.com

S59



Pain Physician: July Special Issue 2012; 15:51-566

481.

482.

483.

484.

48s.

486.

487.

488.

489.

490.

491.

492.

atr Drugs 2009; 11:129-151.

National Center for Mental Health Pro-
motion and Youth Violence Prevention.
Prescription drug abuse in adolescents.
www.promoteprevent.org/publications/
prevention-briefs/prescription-drug-
abuse-adolescents

Havens JR, Young AM, Havens CE. Non-
medical prescription drug use in a na-
tionally representative sample of ado-
lescents: Evidence of greater use among
rural adolescents. Arch Pediatr Adolesc
Med 2011; 165:250-255.

Nakawaki B, Crano WD. Predicting ad-
olescents’ persistence, non-persistence,
and recent onset of nonmedical use of
opioids and stimulants. Addict Behav
2012; 37:716-721.

Lord S, Marsch L. Emerging trends and
innovations in the identification and
management of drug use among ado-
lescents and young adults. Adolesc Med
State Art Rev 2011; 22:649-669, Xiv.

McCabe SE, West BT, Teter CJ, Cranford
JA, Ross-Durow PL, Boyd CJ. Adolescent
nonmedical users of prescription opi-
oids: Brief screening and substance use
disorders. Addict Behav 2012; 37:651-656.

Wu LT, Blazer DG, Li TK, Woody GE.
Treatment use and barriers among ad-
olescents with prescription opioid use
disorders. Addict Behav 2011; 36:1233-
1239.

Boyd CJ, McCabe SE, Cranford JA, Young
A. Prescription drug abuse and diver-
sion among adolescents in a southeast
Michigan school district. Arch Pediatr
Adolesc Med 2007; 161:276-281.

Mathews AW. So young and so many
pills. Wall Street Journal, December 28,
2010.

National Institute on Drug Abuse
(NIDA). Understanding and addressing
prescription drug abuse among adoles-
cents. June 3, 2009.

Boyd CJ, McCabe SE, Cranford JA,
Young A. Adolescents’ motivations to
abuse prescription medications. Pediat-
rics 2006; 118:2472-2480.

McCabe SE, West BT, Morales M, Cran-
ford JA, Boyd CJ. Does early onset of
non-medical use of prescription drugs
predict subsequent prescription drug
abuse and dependence? Results from a
national study. Addiction 2007; 102:1920-
1930.

Levine DA. “Pharming”: The abuse
of prescription and over-the-counter
drugs in teens. Curr Opin Pediatr 2007;

493.

494.

495.

496.

497-

498.

499-

500.

501.

502.

503.

504.

505.

19:270-274.
Williams RJ, Goodale LA, Shay-Fiddler
MA, Gloster SP, Chang SY. Methylphe-
nidate and dextroamphetamine abuse
in substance-abusing adolescents. Am ]
Addict 2004; 13:381-389.

Hadi I, da Silva O, Natale R, Boyd D,
Morley-Forster PK. Opioids in the par-
turient with chronic nonmalignant pain:
A retrospective review. ] Opioid Manag
2006; 21:31-34.

Madadi P, Shirazi F, Walter FG, Koren G.
Establishing causality of CNS depres-
sion in breastfed infants following ma-
ternal codeine use. Paediatr Drugs 2008;
10:399-404.

Madadi P, Ross CJ, Hayden MR, Car-
leton BC, Gaedigk A, Leeder JS, Koren
G. Pharmacogenetics of neonatal opioid
toxicity following maternal use of co-
deine during breastfeeding: A case-con-
trol study [see comment]. Clin Pharma-
col Ther 2009; 85:31-35.

Blinick G, Wallach RC, Jerez E, Acker-
man BD. Drug addiction in pregnan-
cy and the neonate. Am J Obstet Gynecol
1976; 125:135-142.

Kaltenbach K, Berghella V, Finnegan L.
Opioid dependence during pregnancy.
Effects and management. Obstet Gyne-
col Clin North Am 1998; 25:139-151.
Kandall SR, Doberczak TM, Jantunen
M, Stein J. The methadone-maintained
pregnancy. Clin Perinatol 1999; 26:173-
183.

Wang EC. Methadone treatment dur-
ing pregnancy. ] Obstet Gynecol Neona-
tal Nurs 1999; 28:615-622.

Sullivan MD, Edlund M|, Steffick D, Un-
utzer ). Regular use of prescribed opi-
oids: Association with common psychi-
atric disorders. Pain 2005; 119:95-103.

Breckenridge J, Clark JD. Patient char-
acteristics associated with opioid versus
nonsteroidal anti-inflammatory drug
management of chronic low back pain.
J Pain 2003; 4:344-350.

Fishbain DA, Cutler RB, Cole B, Lewis J,
Smets E, Rosomoff HL, Rosomoff RS.
Are patients with chronic low back pain
or chronic neck pain fatigued? Pain Med
2004; 5:187-195.

Wasan AD, Davar G, Jamison R. The as-
sociation between negative affect and
opioid analgesia in patients with disco-
genic low back pain. Pain 2005; 117:450-
461.

Levenson JL, McClish DK, Dahman BA,
Bovbjerg VE, de AC, Penberthy LT, Aisi-

506.

507.

508.

509.

510.

511.

512.

513.

514.

515.

516.

ku IP, Roberts JD, Roseff SD, Smith WR.
Depression and anxiety in adults with
sickle cell disease: The PiSCES project.
Psychosom Med 2008; 70:192-196.

Riley JL, Ill, Hastie BA. Individual differ-
ences in opioid efficacy for chronic non-
cancer pain. Clin ] Pain 2008; 24:509-
520.

Townsend CO, Kerkvliet JL, Bruce BK,
Rome JD, Hooten WM, Luedtke CA,
Hodgson JE. A longitudinal study of
the efficacy of a comprehensive pain re-
habilitation program with opioid with-
drawal: Comparison of treatment out-
comes based on opioid use status at ad-
mission. Pain 2008; 140:177-189.
Manchikanti L. Role of psychology in
interventional pain management. Pain
Physician 2002; 5:440-444.

Rivera JJ, Singh V, Fellows B, Pampati V,
Damron KS, McManus CD. Reliability of
psychological evaluation in chronic pain
in an interventional pain management
setting. Pain Physician 2005; 8:375-383.
Manchikanti L, Pampati V, Damron KS,
Beyer CD, Barnhill RC. Evaluation of
psychological status in chronic low back
pain: Comparison with general popula-
tion. Pain Physician 2002; 5:149-155.
Manchikanti L, Fellows B, Pampati V,
Damron KS, Beyer CD, Barnhill RC.
Comparison of psychological status of
chronic pain patients with general pop-
ulation. Pain Physician 2002; 5:40-48.
Manchikanti L, Pampati V, Beyer CD,
Damron KS. Do number of pain condi-
tions influence emotional status? Pain
Physician 2002; 5:200-205.

Manchikanti L, Fellows B, Singh V. Un-
derstanding psychological aspects of
chronic pain in interventional pain
management. Pain Physician 2002; 5:57-
82.

Dersh J, Polatin PB, Gatchel RJ. Chron-
ic pain and psychopathology: Research
findings and theoretical considerations.
Psychosom Med 2002; 64:773-786.

Manchikanti L, Fellows B, Singh V, Pam-
pati V. Correlates of non-physiological
behavior in patients with chronic low
back pain. Pain Physician 2003; 6:159-
166.

AleksandrovskiO IuA, lakhno NN, Ave-
disova AS, Chakhava KO, Ershova EM,
Protasenko TV, Alekseev VV, Podchu-
farova EV. Psychiatric, psychological,
and neurological characteristics of pa-
tients with chronic low back pain. Zh
Nevrol Psikhiatr Im S S Korsakova 2003;

S60

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

517.

518.

519.

520.

521.

522.

523.

524.

525.

526.

527.

103:26-31.

Friedrich M, Hahne ), Wepner F. A con-
trolled examination of medical and psy-
chosocial factors associated with low
back pain in combination with wide-
spread musculoskeletal pain. Phys Ther
2009; 89:786-803.

Carleton RN, Abrams MP, Asmundson
GJ, Antony MM, McCabe RE. Pain-relat-
ed anxiety and anxiety sensitivity across
anxiety and depressive disorders. ] Anxi-
ety Disord 2009; 23:791-798.
Means-Christensen AJ, Roy-Byrne PP,
Sherbourne CD, Craske MG, Stein MB.
Relationships among pain, anxiety, and
depression in primary care. Depress Anx-
iety 2008; 25:593-600.

Clark MR, Galati SA. Opioids and psy-
chological issues: A practical, patient-
centered approach to a risk evaluation
and mitigation strategy. Eur ] Pain Sup-
ple 2010; 4:261-267.

Datz G. Psychological assessment for
the prevention and misuse in opioid
therapy. Pain Practitioner 2009; 19:25-34.

Sullivan MD, Edlund M}, Zhang L, Un-
titzer ), Wells KB. Association between
mental health disorders, problem drug
use, and regular prescription opioid use.
Arch Intern Med 2006; 166:2087-2093.

Fenton MC, Keyes K, Geier T, Green-
stein E, Skodol A, Krueger B, Grant BF,
Hasin DS. Psychiatric comorbidity and
the persistence of drug use disorders
in the United States. Addiction 2012;
107:599-609.

Hasin D, Kilcoyne B. Comorbidity of
psychiatric and substance use disorders
in the United States: Current issues and
findings from the NESARC. Curr Opin
Psychiatry 2012; 25:165-171.
Assanangkornchai S, Edwards JG. Clin-
ical and epidemiological assessment of
substance misuse and psychiatric co-
morbidity. Curr Opin Psychiatry 2012;
25:187-193.

Kroenke K, Wu J, Bair MJ, Krebs EE, Da-
mush TM, Tu W. Reciprocal relation-
ship between pain and depression: A
12-month longitudinal analysis in pri-
mary care. ] Pain 2011; 12:964-973.
Braden JB, Sullivan MD, Ray GT, Saun-
ders K, Merrill J, Silverberg MJ, Rutter
CM, Weisner C, Banta-Green C, Camp-
bell C, Von Korff M. Trends in long-
term opioid therapy for noncancer pain
among persons with a history of depres-
sion. Gen Hosp Psychiatry 2009; 31:564-
570.

528.

529.

530.

531.

532.

533.

534-

535-

536.

537-

538.

Starrels JL, Becker WC, Weiner MG, Li
X, Heo M, Turner BJ. Low use of opioid
risk reduction strategies in primary care
even for high risk patients with chronic
pain. ] Gen Intern Med 2011; 26:958-964.

Thirthalli J, Kumar CN, Arunachal G. Ep-
idemiology of comorbid substance use
and psychiatric disorders in Asia. Curr
Opin Psychiatry 2012; 25:172-180.

Becker WC, Sullivan LE, Tetrault JM, De-
sai RA, Fiellin DA. Non-medical use,
abuse and dependence on prescription
opioids among U.S. adults: Psychiatric,
medical and substance use correlates.
Drug Alcohol Depend 2008; 94:38-47.
Edlund M, Steffick D, Hudson T, Harris
KM, Sullivan M. Risk factors for clinical-
ly recognized opioid abuse and depen-
dence among veterans using opioids
for chronic non-cancer pain. Pain 2007;
129:355-362.

Wilsey BL, Fishman SM, Tsodikov A, Og-
den C, Symreng I, Ernst A. Psychological
comorbidities predicting prescription
opioid abuse among patients in chron-
ic pain presenting to the emergency de-
partment. Pain Med 2008; 9:1107-1117.

Voaklander DC, Rowe BH, Dryden DM,
Pahal J, Saar P, Kelly KD. Medical illness,
medication use and suicide in seniors:
A population-based case-control study.
) Epidemiol Community Health 2008;
62:138-146.

Manchikanti L, Cash KA, Pampati V, Fel-
lows B. Influence of psychological vari-
ables on the diagnosis of facet joint in-
volvement in chronic spinal pain. Pain
Physician 2008; 11:145-160.

Rosenblum A, Parrino M, Schnoll SH,
Fong C, Maxwell C, Cleland CM, Ma-
gura S, Haddox JD. Prescription opioid
abuse among enrollees into methadone
maintenance treatment. Drug Alcohol
Depend 2007; 90:64-71.

Manchikanti L, Singh V, Pampati V, Fel-
lows B, Beyer CD, Damron KS, Cash
KA. Provocative discography in low back
pain patients with or without somatiza-
tion disorder: A randomized, prospec-
tive evaluation. Pain Physician 2001;
4:227-239.

Manchikanti L, Pampati V, Fellows B, Ri-
vera JJ, Damron KS, Beyer CD, Cash KA.
Influence of psychological factors on the
ability to diagnose chronic low back pain
of facet joint origin. Pain Physician 2001:
4:349-357.

Wasan AD, Jamison RN, Pham L, Tip-
irneni N, Nedeljkovic SS, Katz JN. Psy-

539-

540.

541.

542.

543-

544.

545.

546.

547

chopathology predicts the outcome of
medial branch blocks with corticoste-
roid for chronic axial low back or cervical
pain: A prospective cohort study. BMC
Musculoskelet Disord 2009; 10:22.

Tlach L, Hampel P. Psychosocial factors
in chronic low back pain in orthopaedic
inpatient rehabilitation. An analysis us-
ing the axes of the Mainz Pain Staging
System. Schmerz 2009; 23:489-501.

Mok LC, Lee IF. Anxiety, depression and
pain intensity in patients with low back
pain who are admitted to acute care
hospitals. ] Clin Nurs 2008; 17:1471-1480.
Hampel P, Moergel MF. Staging of pain
in patients with chronic low back pain
in inpatient rehabilitation: validity of
the Mainz Pain Staging System of pain
chronification. Schmerz 2009; 23:154-165.

Manchikanti L, Pampati V, Fellows B,
Beyer CD, Damron KS, Barnhill RC,
Burks T. Characteristics of chronic low
back pain in patients in an interven-
tional pain management setting: A pro-
spective evaluation. Pain Physician 2001;
4:131-142.

Buchner M, Zahlten-Hinguranage A,
Schiltenwolf M, Neubauer E. Therapy
outcome after multidisciplinary treat-
ment for chronic neck and chronic low
back pain: A prospective clinical study
in 365 patients. Scand ] Rheumatol 2006;
35:363-367.

Monticone M, Montironi C, Tomba A,
Righini C, Nido N, Giovanazzi E. Effec-
tiveness of a rehabilitation and occupa-
tional behavioral cognitive group inter-
vention for chronic low back pain with
low disability. Prospective study with a
6-month follow-up. G Ital Med Lav Ergon
2008; 30:162-168.

Urquhart DM, Hoving JL, Assendelft
WW, Roland M, van Tulder MW. Anti-
depressants for non-specific low back
pain. Cochrane Database Syst Rev 2008;
1:CDoo1703.

Demyttenaere K, Bruffaerts R, Lee S,
Posada-Villa J, Kovess V, Angermeyer
MC, Levinson D, de Girolamo G, Na-
kane H, Mneimneh Z, Lara C, de Graaf
R, Scott KM, Gureje O, Stein DJ, Haro
JM, Bromet EJ, Kessler RC, Alonso J, Von
Korff M. Mental disorders among per-
sons with chronic back or neck pain: Re-
sults from the World Mental Health Sur-
veys. Pain 2007; 129:332-342.

van der Roer N, van Tulder M, Bar-
endse J, Knol D, van Mechelen W, de
Vet H. Intensive group training proto-
col versus guideline physiotherapy for

www.painphysicianjournal.com

S61



Pain Physician: July Special Issue 2012; 15:51-566

548.

549.

550.

551.

552.

553-

554.

555-

556.

557

patients with chronic low back pain: A
randomised controlled trial. Eur Spine ]
2008; 17:1193-1200.

Lowe B, Spitzer RL, Williams JB, Mussell
M, Schellberg D, Kroenke K. Depres-
sion, anxiety and somatization in pri-
mary care: Syndrome overlap and func-
tional impairment. Gen Hosp Psychiatry
2008; 30:191-199.

Manchikanti L, Giordano ], Fellows B,
Hirsch JA. Placebo and nocebo in inter-
ventional pain management: A friend
or a foe - or simply foes? Pain Physician
2011; 14:E157-E175.

Manchikanti L, Pampati V, Damron K.
The role of placebo and nocebo effects
of perioperative administration of sed-
atives and opioids in interventional
pain management. Pain Physician 200s;
8:349-355.

Manchikanti L, Pampati V, Damron KS,
McManus CD, Jackson SD, Barnhill RC,
Martin JC. A randomized, prospective,
double-blind, placebo-controlled evalu-
ation of the effect of sedation on diag-
nostic validity of cervical facet joint pain.
Pain Physician 2004; 7:301-309.
Manchikanti L, Damron KS, Rivera J,
McManus CD, Jackson SD, Barnhill RC,
Martin JC. Evaluation of effect of seda-
tion as a confounding factor in the di-
agnostic validity of lumbar facet joint
pain: A prospective, randomized, dou-
ble-blind, placebo-controlled evalua-
tion. Pain Physician 2004; 7:411-417.
Manchikanti L, Pampati V, Damron KS,
McManus CD, Jackson SD, Barnhill RC,
Martin JC. The effect of sedation on di-
agnostic validity of facet joint nerve
blocks: An evaluation to assess similar-
ities in population with involvement in
cervical and lumbar regions (ISRCTNo:
76376497). Pain Physician 2006; 9:47-52.
Shabanie A. Conscious sedation for in-
terventional procedures: A practical
guide. Tech Vasc Interv Radiol 2006; 9:84-
88.

Schaufele MK, Marin DR, Tate JL, Sim-
mons AC. Adverse events of conscious
sedation in ambulatory spine proce-
dures. Spine ] 2011; 11:1093-1100.

Smith HS, Chopra P, Patel VB, Frey ME,
Rastogi R. Systematic review of the role
of sedation in diagnostic spinal inter-
ventional techniques. Pain Physician
2009; 12:195-206.

Kim N, Delport E, Cucuzzella T, Marley
J, Pruitt C. Is sedation indicated before
spinal injections? Spine (Phila Pa 1976)
2007; 32:E748-E752.

558.

559-

560.

561.

562.

563.

564.

565.

566.

567.

568.

Manchikanti L, Jasper JF. Effect of seda-
tion on validity of diagnostic facet joint
injections. Pain Physician 2001; 4:285-
286.

Moore RA, McQuay H. Prevalence of
opioid adverse events in chronic non-
malignant pain: Systematic review of
randomised trials of oral opioids. Arthri-
tis Res Ther 2005; 7:R1046-R1051.
Paulson DM, Kennedy DT, Donovick RA,
Carpenter RL, Cherubini M, Techner L,
Du W, MaY, Schmidt WK, Wallin B, Jack-
son D. Alvimopan: An oral, peripheral-
ly acting, mu-opioid receptor antago-
nist for the treatment of opioidinduced
bowel dysfunction: A 21-day treatment-
randomized clinical trial. ] Pain 200s;
6:184-192.

Webster LR, Butera PG, Moran LV, Wu
N, Burns LH, Friedmann N. Oxytrex
minimizes physical dependence while
providing effective analgesia: A ran-
domized controlled trial in low back
pain. ] Pain 2006; 7:937-946.

Daniell HW. DHEAS deficiency during
consumption of sustained-action pre-
scribed opioids: Evidence for opioid-in-
duced inhibition of adrenal androgen
production. ] Pain 2006; 7:901-907.
Daniell HW. Hypogonadism in men
consuming sustained - action oral opi-
oids. ] Pain 2002; 3:377-384.

Daniell HW. Opioid endocrinopathy
in women consuming prescribed sus-
tained-action opioids for control of
nonmalignant pain. ] Pain 2008; 9:28-
36.

Manchikanti KN, Manchikanti L, Dam-
ron KS, Pampati V, Fellows B. Increas-
ing deaths from opioid analgesics in the
United States: An evaluation in an inter-
ventional pain management practice. ]
Opioid Manage 2008; 4:271-283.

Warner M, Chen LJ, Makuc DM. In-
crease in fatal poisonings involving
opioid analgesics in the United States,
1999--2006. NCHS data brief, no 22.
National Center for Health Statistics,
Hyattsville, MD, 2009.

Centers for Disease Control and Pre-
vention (CDC). Overdose deaths involv-
ing prescription opioids among Medic-
aid enrollees - Washington, 2004-2007.
MMWR Morb Mortal Wkly Rep 2009;
58:1171-1175.

Manchikanti L, Manchikanti KN, Pam-
pati V, Cash KA. Prevalence of side ef-
fects of prolonged low or moderate dose
opioid therapy with concomitant benzo-
diazepine and/or antidepressant therapy

569.

570.

571.

572.

573

574.

575

576.

577

578.

579-

580.

582.

583.

584.

in chronic non-cancer pain. Pain Physi-
cian 2009; 12:259-267.

Woodcock J. A difficult balance — pain
management, drug safety, and the FDA.
N Engl ] Med 2009; 361:2105-2107.
McLellan AT, Turner B. Prescription opi-
oids, overdose deaths, and physician re-
sponsibility. JAMA 2008; 300:2613-2620.
Hgjsted ), Sjggren P. Addiction to opi-
oids in chronic pain patients: A litera-
ture review. Eur ] Pain 2007; 11:490-518.

Ruan X. Drug-related side effects of
long-term intrathecal morphine thera-
py. Pain Physician 2007; 10:357-366.
Smith HS, Deer TR. Safety and efficacy
of intrathecal ziconotide in the manage-
ment of severe chronic pain. Ther Clin
Risk Manag 2009; 5:521-534.

Trescot AM, Datta S, Glaser S, Sehgal N,
Hansen H, Benyamin R, Patel S. Effec-
tiveness of opioids in the treatment of
chronic non-cancer pain. Pain Physician
2008; 11:5181-S200.

Tuteja AK, Biskupiak J, Stoddard GJ, Lip-
man AG. Opioid-induced bowel disor-
ders and narcotic bowel syndrome in
patients with chronic non-cancer pain.
Neurogastroenterol Motil 2010; 22:424-
430.

Mercadante S. Pathophysiology and
treatment of opioid-related myoclonus
in cancer patients. Pain 1998; 74:5-9.
Han PK, Arnold R, Bond G, Janson D,
Abu-Elmagd K. Myoclonus secondary to
withdrawal from transdermal fentanyl:
Case report and literature review. ] Pain
Symptom Manage 2002; 23:66-72.

Moore P, Dimsdale JE. Opioids, sleep,
and cancer-related fatigue. Med Hypoth-
eses 2002; 58:77-82.

Ersek M, Cherrier MM, Overman SS,
Irving GA. The cognitive effects of opi-
oids. Pain Manag Nurs 2004; 5:75-93.
Ballantyne JC, Shin NS. Efficacy of opi-
oids for chronic pain. Clin J Pain 2008;
24:469-478.

. Trescot AM, Datta S, Lee M, Hansen H.

Opioid pharmacology. Pain Physician
2008; 11:5133-S154.

Leung SY. Benzodiazepines, opioids and
driving: An overview of the experimental
research. Drug Alcohol Rev 2011; 30:281-
286.

Andreuccetti G, De Carvalho HB, Cher-
pitel CJ, Leyton V. The call for evidence-
based drink and driving policies in Bra-
zil. Addiction 2012; 107:849-850.

Schisler RE, Groninger H, Rosielle DA.
Counseling patients on side effects and

562

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

585.

586.

587.

588.

589.

590.

591.

592.

593-

594-

595-

596.

driving when starting opioids #248. ]
Palliat Med 2012; 15:484-485.

Miller MA, Weafer ], Fillmore MT. Gen-
der differences in alcohol impairment
of simulated driving performance and
driving-related skills. Alcohol Alcohol
2009; 44:586-593.

Mathias JL, Lucas LK. Cognitive predic-
tors of unsafe driving in older drivers:
A meta-analysis. Int Psychogeriatr 2009;
21:637-653.

Fareed A, Casarella J, Amar R, Drexler K.
Dose-dependent cognitive impairment
in an elder methadone-maintained pa-
tient. ] Addict Med 2009; 3:109-110.

Rogers G, Elston J, Garside R, Roome C,
Taylor R, Younger P, Zawada A, Somer-
ville M. The harmful health effects of
recreational ecstasy: A systematic review
of observational evidence. Health Tech-
nol Assess 2009; 13:1-315.

Gaertner J, Elsner F, Radbruch L, Kolibay
F, Theisohn M, Berghaus G, Gerbersha-
gen HJ, Dagtekin O, Sabatowski R. In-
fluence of changes to daily dose of opi-
oids on aspects of cognitive and psycho-
motor performance involved in driving.
Schmerz 2008; 22:433-441.

Ballantyne JC. Opioid controls: Regulate
to educate. Pain Med 2010; 11:481-481.

Daniell HW. Does methadone prolong
QTc intervals by depleting testosterone
levels? Arch Intern Med 2010; 170:1407-
1408.

Arkinstall W, Sandler A, Goughnour B,
Babul N, Harsanyi Z, Darke AC. Efficacy
of controlled-release codeine in chronic
non-malignant pain: A randomized, pla-
cebo-controlled clinical trial. Pain 1995;
62:169-178.

Watson CP, Moulin D, Watt-Watson J,
Gordon A, Eisenhoffer J. Controlled-
release oxycodone relieves neuropath-
ic pain: A randomized controlled trial in
painful diabetic neuropathy. Pain 2003;
105:71-78.

Khoromi S, Cui L, Nackers L, Max MB.
Morphine, nortriptyline and their com-
bination vs. placebo in patients with
chronic lumbar root pain. Pain 2007;
130:66-75.

Daniell HW. Opioid contribution to de-
creased cortisol levels in critical care pa-
tients. Arch Surg 2008; 143:1147-1148.

Daniell HW, Lentz R, Mazer NA. Open-
label pilot study of testosterone patch
therapy in men with opioid-induced an-
drogen deficiency. ] Pain 2006; 7:200-
210.

597-

508.

599-

600.

601.

602.

603.

604.

605.

606.

607.

608.

609.

Daniell HW. Opioid-induced andro-
gen deficiency discussion in opioid con-
tracts. Am ] Med 2007; 120:e21.

Daniell HW. Sex hormone deficiency in
depressed patients receiving opioids.
Arch Intern Med 2004; 164:804.

Mogri M, Khan MIA, Grant BJB, Ma-
dor MJ. Central sleep apnea induced by
acute ingestion of opioids. Chest 2008;
133:1484-1888.

Walker JM, Farney RJ. Are opioids asso-
ciated with sleep apnea? A review of the
evidence. Curr Pain Headache Rep 2009;
13:120-126.

Farney R}, Walker JM, Boyle KM, Cloward
TV, Shilling KC. Adaptive servoventila-
tion (ASV) in patients with sleep disor-
dered breathing associated with chronic
opioid medications for non-malignant
pain. ] Clin Sleep Med 2008; 4:311-319.
Farney RJ, Walker JM, Cloward TV,
Rhondeau S. Sleep-disordered breath-
ing associated with long-term opioid
therapy. Chest 2003; 123:632-639.

Farney RJ, Walker JM, Cloward TV,
Rhondeau S. Sleep-disordered breath-
ing associated with long-term opioid
therapy. Chest 2003; 123:632-639.

Angst MS, Clark JD. Opioid-induced hy-
peralgesia: A qualitative systematic re-
view. Anesthesiology 2006; 104:570-587.
Fishbain DA, Cole B, Lewis JE, Gao J, Ro-
somoff RS. Do opioids induce hyperal-
gesia in humans? An evidence-based
structured review. Pain Med 2009;
10:829-839.

Wang H, Akbar M, Weinsheimer N,
Gantz S, Schiltenwolf M. Longitudinal
observation of changes in pain sensi-
tivity during opioid tapering in patients
with chronic low-back pain. Pain Med
2011; 12:1720-1726.

Compton P, Athanasos P, Elashoff D.
Withdrawal hyperalgesia after acute opi-
oid physical dependence in nonaddict-
ed humans: A preliminary study. J Pain
2003; 4:511-519.

Célerier E, Rivat C, Jun Y, Laulin JP,
Larcher A, Reynier P, Simonnet G. Long-
lasting hyperalgesia induced by fentan-
yl in rats: Preventive effect of ketamine.
Anesthesiology 2000; 92:465-472.

Rivat C, Laulin JP, Corcuff JB, Célérier E,
Pain L, Simonnet G. Fentanyl enhance-
ment of carrageenan-induced long-
lasting hyperalgesia in rats: Prevention
by the N-methyl-D-aspartate receptor
antagonist ketamine. Anesthesiology
2002; 96:381-391.

610.

611.

612.

613.

614.

615.

616.

617.

618.

619.

620.

Koppert W, Sittl R, Scheuber K,
Alsheimer M, Schmelz M, Schiittler ).
Differential modulation of remifent-
anil-induced analgesia and postinfusion
hyperalgesia by S-ketamine and cloni-
dine in humans. Anesthesiology 2003;
99:152-159.

Younger J, Barelka P, Carroll I, Kaplan
K, Chu L, Prasad R, Gaeta R, Mackey S.
Reduced cold pain tolerance in chronic
pain patients following opioid detoxifi-
cation. Pain Med 2008; 9:1158-1163.
Prosser JM, Steinfeld M, Cohen LJ, Der-
byshire S, Eisenberg DP, Cruciani RA,
Galynker II. Abnormal heat and pain
perception in remitted heroin depen-
dence months after detoxification from
methadone-maintenance. Drug Alcohol
Depend 2008; 95:237-244.

Taylor-Stokes G, Lobosco S, Pike J, Sa-
dosky AB, Ross E. Relationship between
patient-reported chronic low back pain
severity and medication resources. Clin
Ther 2011; 33:1739-1748.

Veizi |IE, Hayek SM, Narouze S, Pope
JE, Mekhail N. Combination of intra-
thecal opioids with bupivacaine atten-
uates opioid dose escalation in chronic
noncancer pain patients. Pain Med 2011;
12:1481-1489.

Edwards RR, Wasan AD, Michna E,
Greenbaum S, Ross E, Jamison RN. Ele-
vated pain sensitivity in chronic pain pa-
tients at risk for opioid misuse. ) Pain
2011; 12:953-963.

Chen L, Malarick C, Seefeld L, Wang S,
Houghton M, Mao . Altered quantita-
tive sensory testing outcome in subjects
with opioid therapy. Pain 2009; 143:65-
70.

Hay JL, White JM, Bochner F, Somogyi
AA, Semple TJ, Rounsefell B. Hyperalge-
sia in opioid-managed chronic pain and
opioid-dependent patients. ] Pain 2009;
10:316-322.

Christo PJ, Manchikanti L, Ruan X, Bot-
tros M, Hansen H, Solanki DR, Jor-
dan AE, Colson J. Urine drug testing in
chronic pain. Pain Physician 2011; 14:123-
143.

McCarberg BH. Chronic pain: Reduc-
ing costs through early implementation
of adherence testing and recognition
of opioid misuse. Postgrad Med 2011;
123:132-139.

Wasan AD, Butler SF, Budman SH, Fer-
nandez K, Weiss RD, Greenfield SF,
Jamison RN. Does report of craving opi-
oid medication predict aberrant drug

www.painphysicianjournal.com

563



Pain Physician: July Special Issue 2012; 15:51-566

621.

622.

623.

624.

625.

626.

627.

628.

629.

630.

631.

632.

behavior among chronic pain patients?
Clin J Pain 2009; 25:193-198.

Spitz A, Moore AA, Papaleontiou M,
Granieri E, Turner BJ, Reid MC. Primary
care providers’ perspective on prescrib-
ing opioids to older adults with chron-
ic non-cancer pain: A qualitative study.
BMC Geriatr 2011; 11:35.

Manchikanti L, Whitfield E, Pallone F.
Evolution of the National All Sched-
ules Prescription Electronic Reporting
Act (NASPERY: A public law for balancing
treatment of pain and drug abuse and
diversion. Pain Physician 2005; 8:335-
347

Wang J, Christo PJ. The influence of
prescription monitoring programs on
chronic pain management. Pain Physi-
cian 2009; 12:507-515.

Reifler LM, Droz D, Bailey JE, Schnoll
SH, Fant R, Dart RC, Bucher Bartel-
son B. Do prescription monitoring pro-
grams impact state trends in opioid
abuse/misuse? Pain Med 2012; 13:434-
442.

Gugelmann HM, Perrone J. Can pre-
scription drug monitoring programs
help limit opioid abuse? JAMA 2011;
306:2258-2259.

Yokell MA, Green TC, Rich JD. Prescrip-
tion drug monitoring programs. JAMA
2012; 307:912; author reply 912-913.
Paulozzi L), Kilbourne EM, Desai HA.
Prescription drug monitoring programs
and death rates from drug overdose.
Pain Med 2011; 12:747-754.

Peirce GL, Smith M), Abate MA, Halv-
erson J. Doctor and pharmacy shopping
for controlled substances. Med Care
2012 Mar 8. [Epub ahead of print]

Public law No: 109-60. H.R.1132 signed
by President George W. Bush on
8/11/05. http://thomas.loc.gov/bss/d109/
dioglaws.html

Harold Rogers Prescription Drug Mon-
itoring Program. U.S. Department of
Justice.  www.ojp.usdoj.gov/BJA/grant/
prescripdrugs.html

Liebschutz JM, Saitz R, Weiss RD,
Averbuch T, Schwartz S, Meltzer EC,
Claggett-Borne E, Cabral H, Samet JH.
Clinical factors associated with prescrip-
tion drug use disorder in urban prima-
ry care patients with chronic pain. ] Pain
2010; 11:1047-1055.

Turk DC, Swanson KS, Gatchel RJ. Pre-
dicting opioid misuse by chronic pain
patients: A systematic review and litera-
ture synthesis. Clin ] Pain 2008; 24:497-

633.

634.

635.

636.

637.

638.

639.

640.

641.

642.

508.

Passik SD, Kirsh KL, Whitcomb L,
Portenoy RK, Katz NP, Kleinman L,
Dodd SL, Schein JR. A new tool to assess
and document pain outcomes in chron-
ic pain patients receiving opioid therapy.
Clin Ther 2004; 26:552-561.

Passik SD, Kirsh KL, Whitcomb L, Schein
JR, Kaplan MA, Dodd SL, Kleinman L,
Katz NP, Portenoy RK. Monitoring out-
comes during long-term opioid thera-
py for noncancer pain: Results with the
Pain Assessment and Documentation
Tool. ] Opioid Mang 2005; 1:257-266.
Butler SF, Budman SH, Fernandez KC,
Houle B, Benoit C, Katz N, Jamison RN.
Development and validation of the Cur-
rent Opioid Misuse Measure. Pain 2007;
130:144-156.

Wu SM, Compton P, Bolus R, Schieffer
B, Pham Q, Baria A, Van Vort W, Davis
F, Shekelle P, Naliboff BD. The addiction
behaviors checklist: Validation of a new
clinician-based measure of inappropri-
ate opioid use in chronic pain. ] Pain
Symptom Manage 2006; 32:342-351.
Akbik H, Butler SF, Budman SH, Fer-
nandez K, Katz NP, Jamison RN. Vali-
dation and clinical application of the
Screener and Opioid Assessment for Pa-
tients with Pain (SOAPP). ] Pain Symp-
tom Manage 2006; 32:287-293.

Holmes CP, Gatchel RJ, Adams LL,
Stowell AW, Hatten A, Noe C, Lou L.
An opioid screening instrument: Long-
term evaluation of the utility of the pain
medication questionnaire. Pain Pract
2006; 6:74-88.

Compton P, Darakjian J, Miotto K.
Screening for addiction in patients with
chronic pain and “problematic” sub-
stance use: Evaluation of a pilot assess-
ment tool. ] Pain Symptom Manage 1998;
16:355-363.

Compton PA, Wu SM, Schieffer B, Pham
Q, Naliboff BD. Introduction of a self-
report version of the Prescription Drug
Use Questionnaire and relationship to
medication agreement noncompliance.
J Pain Symptom Manage 2008; 36:383-
395.

Belgrade MJ, Schamber CD, Lindgren
BR. The DIRE score: Predicting out-
comes of opioid prescribing for chronic
pain. ] Pain 2006; 7:671-681.

Butler SF, Budman SH, Fernandez KC,
Fanciullo GJ, Jamison RN. Cross-valida-
tion of a Screener to Predict Opioid Mis-
use in Chronic Pain Patients (SOAPP-R).
J Addict Med 2009; 3:66-73.

643.

644.

645.

646.

647.

648.

649.

650.

651.

652.

653.

654.

Michna E, Ross EL, Hynes WL, Ne-
deljkovic SS, Soumekh S, Janfaza D,
Palombi D, Jamison RN. Predicting ab-
errant drug behavior in patients treated
for chronic pain: Importance of abuse
history. ] Pain Symptom Manage 2004;
28:250-258.

Webster LR, Webster RM. Predicting
aberrant behaviors in opioid-treated pa-
tients: Preliminary validation of the Opi-
oid Risk Tool. Pain Med 2005; 6:432-442.

Atluri SL, Sudarshan G. Development of
a screening tool to detect the risk of in-
appropriate prescription opioid use in
patients with chronic pain. Pain Physi-
cian 2004; 7:333-338.

Thompson CA. Long-awaited opioid
REMS affects prescribers more than dis-
pensers. Am ] Health Syst Pharm 2011;
68:963-967.

Jones T, Moore T, Levy JL, Daffron S,
Browder JH, Allen L, Passik SD. A com-
parison of various risk screening meth-
ods in predicting discharge from opioid
treatment. Clin ] Pain 2012; 28:93-100.
Fishbain DA, Cutler RB, Rosomoff HL,
Rosomoff RS. Validity of self-reported
drug use in chronic pain patients. Clin ]
Pain 1999; 15:184-191.

Katz N, Fanciullo GJ. Role of urine tox-
icology testing in the management of
chronic opioid therapy. Clin J Pain 2002;
18:576-582.

Ready LB, Sarkis E, Tumer JA. Sexf-re-
ported vs. actual use of medications in
chronic pain patients. Pain 1982; 12:285-
204.

Berndt S, Maier C, Schutz HW. Poly-
medication and medication compliance
in patients with chronic non-malignant
pain. Pain 1993; 52:331-339.

Washington State Agency Medical Di-
rectors Group. Interagency Guideline
on Opioid Dosing for Chronic Non-
cancer Pain: An Educational Pilot to Im-
prove Care and Safety with Opioid Treat-
ment. Olympia (WA), 2010 update. www.
agencymeddirectors.wa.gov/Files/Opi-
oidGdline.pdf

Manchikanti L, Singh V, Damron KS,
Beyer CD, Pampati V. Screening for con-
trolled substance abuse in intervention-
al pain management settings: Evalua-
tion of an assessment tool. Pain Physi-
cian 2003; 6:425-433.

Manchikanti L, Atluri S, Trescot AM,
Giordano J. Monitoring opioid adher-
ence in chronic pain patients: Tools,
techniques, and utility. Pain Physician
2008; 11:5155-S180.

S64

www.painphysicianjournal.com



Opioid Guidelines 2012: Part 1

655.

656.

657.

658.

659.

660.

661.

662.

663.

664.

665.

The White House. Epidemic: Responding
to America’s Prescription Drug Abuse Cri-
sis. April 2011.

www.whitehouse.gov/sites/default/files/
ondcp/policy-and-research/rx_abuse_
plan.pdf

U.S. Food and Drug Administration. A
guide to safe use of pain medicine for
consumers. ] Pain Palliat Care Pharma-
cother 2009; 23:304-306.

Report Submitted to Dominion Diag-
nostics by: Allen Dobson, PhD, Steven
Heath, MPA, Audrey El-Gamil, Joan E.
DaVanzo, PhD, MSW from Dobson Da-
Vanzo & Associates, LLC. RE: Assessing
Potential Medicare Savings from Imple-
menting a Change in Payment for Se-
lected Clinical Laboratory Services. July
10, 2009.

Evans M, Kriger S, Gunn J, Schwilke
G. Effective monitoring of opiates in
chronic pain patients. Pract Pain Manag
2009; 9:32-33.

Keuhn B. Safety plan for opioids meets
resistance: Opioid-linked deaths. JAMA
2010; 303:495-497-

Reisfield GM, Webb FJ, Bertholf RL,
Sloan PA, Wilson GR. Family physicians’
proficiency in urine drug test interpreta-
tion. ] Opioid Manag 2007; 3:333-337.
Levy S, Harris SK, Sherritt L, Angulo M,
Knight JR. Drug testing of adolescents
in ambulatory medicine: Physician prac-
tices and knowledge. Arch Pediatr Ado-
lesc Med 2006; 160:146-150.

Pergolizzi J, Pappagallo M, Stauffer J,
Gharibo C, Fortner N, de Jesus M, Bren-
nan MJ, Richmond C, Hussey D. The
role of urine drug testing for patients on
opioid therapy. Pain Pract 2010; 10:497-
507.

Nafziger AN, Bertino JS. Utility and ap-
plication of urine drug testing in chron-
ic pain management with opioids. Clin ]
Pain 2009; 25:73-79.

Pesce A, West C, Rosenthal M, West R,
Crews B, Mikel C, Almazan P, Latyshev
S, Horn PS. Marijuana correlates with
use of other illicit drugs in a pain patient
population. Pain Physician 2010; 13:283-
287.

West R, Pesce A, West C, Crews B, Mikel
C, Almazan P, Rosenthal M, Latyshev S.
Comparison of clonazepam compliance
by measurement of urinary concentra-
tion by immunoassay and LC-MS/MS in

666.

667.

668.

669.

670.

671.

672.

673.

674.

675.

676.

pain management population. Pain Phy-
sician 2010; 13:71-78.

Passik SD, Kirsh KL, McDonald MV, Ahn
S, Russak SM, Martin L, Rosenfeld B,
Breitbart WS, Portenoy RK. A pilot sur-
vey of aberrant drug-taking attitudes
and behaviors in samples of cancer and
AIDS patients. ] Pain Symptom Manage
2000; 19:274-286.

Davstad |, Stenbacka M, Leifman A,
Beck O, Korkmaz S, Romelsjo A. Pat-
terns of illicit drug use and retention in
a methadone program: A longitudinal
study. ] Opioid Manag 2007; 3:27-34.
Havens JR, Oser CB, Leukefeld CG. In-
creasing prevalence of prescription opi-
ate misuse over time among rural pro-
bationers. ] Opioid Manage 2007; 3:107-
112.

Gianutsos LP, Safranek S, Huber T. Clin-
ical inquiries: Is there a well-tested tool
to detect drug-seeking behaviors in
chronic pain patients? ] Fam Pract 2008;
57:609-610.

Tellioglu T. The use of urine drug testing
to monitor patients receiving chronic
opioid therapy for persistent pain con-
ditions. Med Health R | 2008; 91:279-280,
282.

Manchikanti L, Singh V, Boswell MV. In-
terventional pain management at cross-
roads: The perfect storm brewing for a
new decade of challenges. Pain Physician
2010; 13:E111-E140.

Benyamin RM, Datta S, Falco FJE. A per-
fect storm in interventional pain man-
agement: Regulated, but unbalanced.
Pain Physician 2010; 13:109-116.

CMS Manual System. Pub 100-04
Medicare claims processing, Transmit-
tal 1884, Change Request 6657. Calendar
Year (CY) 2010 Annual Update for Clin-
ical Laboratory Fee Schedule and Lab-
oratory Services Subject to Reasonable
Charge Payment. December 23, 2009.
Centers for Medicare and Medicaid Ser-
vices. (2009) Calendar year 2010. New
Clinical Laboratory Fee Schedule Test
Codes and Final Payment Determina-
tions.

Collen M. Profit-driven drug testing.
J Pain Palliat Care Pharmacother 2012;
26:13-17.

Breuer B, Pappagallo M, Portenoy R. A
national survey on pain management
practices in the United States. ] Pain

677.

678.

679.

680.

681.

682.

683.

684.

685.

2006; 7:Ss.

Collen M. Analysis of controlled sub-
stance agreements from private practice
physicians. ] Pain Palliat Care Pharmaco-
ther 2009; 23:357-364.

Fishman SM, Bandman TB, Edwards A,
Borsook D. The opioid contract in the
management of chronic pain. J Pain
Symptom Manage 1999; 18:27-37.

Total 8000 Series Part B, 2000—-2010.
www.CodeMap.com

Centers for Medicare and Medicaid Ser-
vices. CMS statistics. www.cms.gov/
ResearchGenlInfo/o2_CMSStatistics.
asp#TopOfPage

Medicare Part B Utilization—CPT Code
8o101—by Specialty and Place of Ser-
vice. www.CodeMap.com

United States Department of Jus-
tice press release. November 16, 2010.
Ameritox, Ltd Agrees to Pay $16.3 Mil-
lion to Resolve Kickback Claims Associ-
ated With Laboratory Testing Services.

Coakley M. Woburn Drug Screening
Lab defendants arraigned for Medicaid
fraud kickback scheme. Press release,
July 30, 2010.

www.mass.gov/ago/news-and-updates/
press-releases/2010/woburn-drug-
screening-lab-defendants-arraigned.
html

Volkow ND, McLellan TA. Curtailing di-
version and abuse of opioid analgesics
without jeopardizing pain treatment.
JAMA 2011; 305:1346-1347.

Manchikanti L, Abdi S, Atluri S, Ba-
log CC, Benyamin RM, Boswell MV,
Brown KR, Bruel BM, Bryce DA, Pur-
ks PA, Burton AW, Caraway DL, Chris-
to PJ, Colson J, Damron KS, Datta S,
Deer TR, Diwan S, Eriator I, Falco FJE,
Fellows B, Geffert S, Gharibo CG, Gla-
ser SE, Grider JS, Hameed H, Hameed
M, Hansen H, Harned M, Hayek SM,
Helm 1I' S, Hirsch JA, Janata JW, Jorden
AE, Kaye AM, Kaye AD, Koyyalagunta D,
Lee M, Manchikanti KN, McManus CD,
Pampati V, Parr AT, Pasupuleti R, Patel
V, Pope JE, Ruan X, Sehgal N, Silverman
SM, Singh V, Smith HS, Solanki DR, Tra-
cy DH, Vallejo R, Wargo BW, Trescot AM.
American Society of Interventional Pain
Physicians (ASIPP) guidelines for re-
sponsible opioid prescribing in chronic
non-cancer pain: Part 2 — Guidance. Pain
Physician 2012; 15:567-S116.

www.painphysicianjournal.com

S65






