
Chronic pain and prescription opioid abuse are extremely prevalent in the United States and 
worldwide. The consequences of opioid misuse can be life-threatening with significant morbidity 
and mortality, exacting a heavy toll on patients, physicians, and society. The risk for misuse of 
prescribed opioids is much higher in patients with chronic pain, especially those with concurrent 
substance use and /or mental health disorders.  Several reasons can account for the occurrence 
of opioid abuse and misuse, including self-medication, use for reward, compulsive use related to 
addiction, and diversion for profit.

There is a need, therefore, for therapeutic approaches that balance treating chronic pain, while 
minimizing risks for opioid abuse, misuse, and diversion. Chronic opioid therapy for chronic 
non-cancer pain has seen a dramatic increase throughout the past 2 decades in conjunction 
with associated increases in the abuse of prescribed opioids and accidental opioid overdoses. 
Consequently, a validated screening instrument that provides an effective and rational method 
for selecting patients for opioid therapy, predicting risk, and identifying problems once they have 
arisen, could be of enormous benefit in clinical practice. An instrument as such has the potential 
to attenuate the risk of iatrogenic addiction. Despite the recent introduction of various screening 
strategies and instruments, no single test or instrument can reliably and accurately predict those 
patients unsuitable for opioid therapy or pinpoint those requiring heightened degrees of surveillance 
and monitoring throughout their therapy.  Current opioid abuse screening tactics include assessing 
premorbid and comorbid substance abuse; assessing aberrant drug-related behaviors; stratification 
of risk factors; and utilizing opioid assessment screening tools. Several authors have contributed 
numerous screening tools and instruments to aid the assessment of appropriate opioid therapy. 
Additional essential measures include urine drug testing, prescription practice monitoring programs, 
opioid treatment agreements, and implementing universal precautions. Presently accepted 
recommendations consist of a combination of strategies designed to stratify risk, to identify and to 
understand aberrant drug-related behaviors, and to tailor treatments accordingly.

This manuscript, Part 2 of a 2 part update, builds on the 2012 opioid guidelines published in Pain 
Physician, and the 2016 guidelines released by the Centers for Disease Control and Prevention. It 
reviews screening, monitoring, and addressing opioid abuse and misuse in patients with chronic 
non-cancer pain.
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cussed risk factors, as well as the presence of aberrant 
behaviors. While many screening tools have been 
developed specific to opioid risk assessment, none has 

4.0 Screening for Opioid Abuse 
Potential

A patient’s risk of drug abuse must be assessed 
prior to the start of opioid therapy. The majority of 
risk-assessment tools revolve around previously dis-
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been fully validated across numerous populations and 
settings. There currently does not exist one single proce-
dure or set of predictor variables capable of identifying 
patients with chronic pain who are “at-risk” for opioid 
misuse or abuse.

External sources of information, such as testing of 
biologic material (e.g., urine), interviews with spouses 
and family members, review of medical records, payer 
opioid prescription data, and prescription monitoring 
program input can be reliable sources that enhance the 
assessment and management of patients. Before start-
ing opioid therapy, clinicians must take certain basic 
steps to prevent opioid abuse: distinguish individual 
opioid abuse risk factors; screen patients’ potential for 
addiction and abuse during their initial visit; catego-
rize patients in accordance with their level of risk and 
implement an appropriate level of monitoring; and 
refrain from judgments before a thorough assessment. 
Combining the above strategies with point of care urine 
drug testing (UDT) as a confirmatory tool have been 
shown to contribute significantly to the identification 
of inconsistencies (1).

4.1 Assess Pre- and Comorbid Substance 
Abuse

A small number of “at risk” patients with pain, 
who are opioid-naive and might potentially abuse 
their therapeutically appropriate opioid analgesics, 
can be identified by a clinical evaluation for substance 
use and psychopathology (2). Factors that have previ-
ously predicted abuse in one prospective study were 
age, past cocaine abuse (odds ratio [OR], 4.3), drug or 
driving under the influence (DUI) conviction (OR, 2.6), 
and past alcohol abuse (OR, 2.6) (3). Other indications 
of abuse potential may include daily nicotine use, illicit 
drug use in the past year, obesity, and long-term use 
of benzodiazepine and benzodiazepine-related drugs 
such as zolpidem (Ambien™), zaleplon (Sonata®), and 
eszopiclone (Lunesta®) (4,5) Related to this increased 
risk associated with concurrent benzodiazepine pre-
scribing, health providers are strongly advised to avoid 
prescribing opioid pain medication to those patients 
using benzodiazepines (4). Dowell et al (4) recommend 
clinicians consider prescribing naloxone when there are 
present risk factors for opioid overdose (substance use 
disorder, higher opioid dosages: > 50 morphine mil-
ligram equivalents/d, concurrent benzodiazepine use). 

Patients with a history of alcohol or cocaine abuse 
and alcohol or drug-related convictions require more 
intense assessment and follow-up for signs of misuse if 

opioids are prescribed. In addition, “at-risk” patients 
can be managed with prescriptions of small quantities 
of opioids meant to last for a few days, e.g., weekly 
prescriptions. Similarly, patients with comorbid psy-
chiatric disorders and chronic non-cancer pain (CNCP) 
may benefit from a slower than normal titration of 
opioid doses, with the patient’s mood and functioning 
closely monitored (6). Further recommended practices 
include prescribing less powerful medications such as 
noncontrolled prescription adjuvants when possible, 
and establishing a controlled substance agreement 
(pain contract) signed by the patient, a witness, and the 
practitioner (7).

4.2 Aberrant Drug-Related Behaviors
Because not all aberrant behaviors have the same 

origins or implications, it has been suggested that 
physicians must consider a differential diagnosis and 
tailor therapy accordingly (8). A review of data from 
opioid-tolerant patients participating in clinical stud-
ies of fentanyl buccal tablets for breakthrough pain 
revealed that 11% had aberrant behaviors related to 
fentanyl buccal tablets, and 6% had aberrant behaviors 
that were not (9).

Opioid misuse in and of itself may present in di-
verse, aberrant drug-related behaviors such as requests 
for early renewals, reports of lost or stolen prescrip-
tions, observable intoxication or withdrawal, demand-
ing behaviors, or failure to respond to treatment (10). 
Some patients may exhibit aberrant drug-related 
behaviors because of inadequate pain relief, including 
drug hoarding, escalating doses without physician ap-
proval, arguing combatively for more drugs, and other 
forms of noncompliance. Once appropriate pain relief 
has been established, these behaviors tend to abate. 
Among adolescents with a history of prescription opi-
oid misuse, the most prevalent motives were “to relieve 
pain” (84.2%) and “to get high” (35.1%) (11). Forging 
prescriptions, stealing or borrowing drugs, frequently 
losing prescriptions, and resisting changes to medica-
tions, despite adverse effects, are more predictive of 
opioid misuse (12). 

Prescription shoppers and patients with chronic 
nonmalignant pain problems are the main people com-
prising a limited but difficult group. The most sought-
after drugs include opioids and benzodiazepines (13). 
Participants in a study by Morasco and Dobscha (13) with 
a positive history of substance use disorder reported bor-
rowing medications from others at a significantly higher 
rate than those without a history of substance use disor-
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It is clear that all patients should receive monitor-
ing. As patients’ risk levels heighten from low to mod-
erate or high risk, the magnitude of monitoring must 
increase proportionately. White et al (15) developed 
models using data from medical as well as prescription 
drug claims to distinguish patients at risk for prescrip-
tion opioid abuse or misuse. Over a 12-month period, 
they concluded that abuse and misuse of prescription 
opioids were related to these factors: male gender; 
persons aged from 18 to 24 years old; patients that 
received 12 or more opioid prescriptions; early refills 
of opioid prescriptions; filling prescriptions from 3 or 
more pharmacies; escalating hospital visits; high num-
bers of outpatient psychiatric visits; increasing dosages 
of morphine; diagnoses of one of the following: nono-
pioid substance abuse, depression, posttraumatic stress 
disorder, and hepatitis.

To assist in the ongoing development of the patient-
centered medical home model of care, which uses risk 
factor stratification and management, there has been 
an effort to embed into the electronic health record sys-
tem a computerized decision support system based on 
expert consensus guidelines on chronic opioid therapy 
(COT) for CNCP. This support system would serve as a 
guide to decision-making when prescribing opioids (16).

4.4 Opioid Assessment Screening Tools
To help patients and providers navigate the chal-

lenges of COT and optimize therapy, the authors advise 
a strategy of frequent re-assessment of safety, efficacy, 
and misuse in patients on opioids to inform treatment 
decisions. To date, however, there is no widely accept-
ed instrument or protocol to facilitate this monitoring 
strategy. Several opioid-specific screening tools are 
available for screening and monitoring of abuse. Many 
screening tools contain items on personal and family 
history of addiction and other risk factors such as age, 
sexual abuse, and psychological disease (17,18,19-39). 
The risk factors found in these tools are consistent with 
the literature on risk factors of opioid abuse, which 
suggest that younger age, anxiety, and depression are 
associated with greater risk for opioid misuse (40). Pain 
management claims several specialty-specific tools, 
while several other tools evaluate general addiction 
risk factors. A number of these tools are designed to 
aid in screening prior to starting COT, while others are 
useful for longer term monitoring of COT patients. A 
primary benefit of opioid assessment screening tools 
(OAST) such as the Screener and Opioid Assessment 
for Patients with Pain-Revised (SOAPP-R) may be to 

der (OR = 6.62, 95% confidence interval [CI] = 1.4-30.7). 
This same patient group also requested early refills of 
pain medication more frequently than those without 
substance use disorder (OR = 3.86, 95% CI = 1.5-9.6). 

4.3 Stratification of Risk Factors
The purpose of stratifying patients into risk cat-

egories is to determine the intensity and frequency of 
monitoring and clinical vigilance for all patients based 
on their risk of drug abuse. Risk stratification should not 
be used to deny pain treatment for high-risk patients. 
Every patient must be monitored to the minimal level, 
at the very least. Monitoring intensity should increase 
proportionately as the patient’s risk level ascends from 
low to medium or high risk. Physicians must be empa-
thetic, caring, and nonjudgmental, but also be willing 
to set and implement treatment boundaries. Hence, the 
physician is responsible for establishing realistic treat-
ment goals for patients prior to treatment (4). If said 
treatment goals, at any point, become unattainable, 
the physician should strongly consider discontinuing 
opioid therapy as therapy should only be used when 
there is substantial improvement in pain and benefits 
outweigh risks (4). The clinician should remain aware, 
however, that recent research calls into question the 
efficacy of risk stratification, as no empirical evidence 
currently exists to support its use (14).

Low-risk patients do not exhibit past or present his-
tories of personal or family substance use disorder (SUD). 
They also display no or a minimal co-occurring psychiatric 
disorder. A primary care provider may manage these pa-
tients. The level of monitoring would be routine follow-
up (e.g., every 3 months) unless there is a change in pain, 
function, or mood, or evidence of misuse.

Moderate risk patients display either a past per-
sonal or family SUD history, as well as a moderate 
co-occurring psychiatric disorder. Patients in this cat-
egory warrant co-management by specialists (addiction 
medicine or behavioral health specialists) and a primary 
care provider. Office visits should occur more frequently 
(monthly), and should consist of audits of their medical 
record (emergency department [ED] visits, doctor shop-
ping), UDT, and pill counts until improvements in their 
risk status are seen.

High risk patients actively exhibit addiction or 
abuse disorders with either opioids or illicit drugs and/
or display a co-occurring significant and unstable psy-
chiatric disorder. These patients must be referred to 
interdisciplinary pain centers, an addictionologist, or a 
behavioral health center.
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help clinicians identify the patients at low risk of ad-
diction or misuse, and therefore use fewer resources to 
monitor them (6). OASTs exist in several formats, such 
as the Spanish SOAPP-R, which may be useful for clini-
cians who prescribe opioid therapy to patients whose 
preferred language is Spanish (41). 

Passik and Weinreb (19) described a mnemonic for 
following relevant domains in patients with chronic 
pain on COT. The so-called 4 A’s (analgesia, activities of 
daily living, adverse events, and aberrant drug-taking 
behaviors) reflect significant domains in monitoring 
these patients over time; however, it has not been 
validated in large studies (19). These instruments aid 
clinical decision making and, although they are strongly 
predictive of moderate to severe aberrant drug-related 
behaviors in patients who receive COT, they should not 
be viewed as necessarily diagnostically accurate (41). 
Several questionnaires are yet to be validated, and 
the psychometric properties of these instruments are 
considered to be weak (42). Selecting the proper tool 
requires the physician to have enough time, expertise 
of the available tools, and understanding of the clinical 
situation. Patients may encounter difficulties in format 
when completing and comprehending OASTs indepen-
dently, such as reading comprehension and linguistic 
problems, and may in the end require assistance (19). 
The considerable length of other instruments renders 
them impractical for use in hectic clinical situations. 
Self-report tools may be manipulated by the patient, 
and substance abusers attempting to deceive health 
care providers may evade detection when using these 
instruments. Furthermore, aberrant behavior is not ad-
equately explored by these tools while receiving treat-
ment. With regard to feasibility, the main limitation 
was the length and respondent burden of the available 
instruments. As most opioid therapy is prescribed in 
general medical settings, monitoring must be brief to 
account for the reality of competing demands (43). 
The clinician should bear in mind that screening tools 
by themselves do not suffice to identify high risk pa-
tients, and a thorough personal and family history that 
includes substance abuse, psychiatric conditions, and 
sexual abuse should always be conducted irrespective 
of the use of screening instruments (44). 

5.0 Monitoring Patients for Opioid 
Abuse 

The pervasiveness of opioid abuse in the United 
States has necessitated that all patients receiving opi-
oids for chronic pain be assessed frequently to assure 

the safety and efficacy of therapy. Current recommen-
dations consist of intermittent adherence monitoring 
in order to identify any ongoing drug use and adverse 
effects related to therapy; justify ongoing treatment; 
evaluate compliance; investigate misuse and abuse; 
identify patient and physician responsibilities; and en-
sure sound and proper pain management (45,4,46). The 
frequency and intensity of monitoring are individual-
ized and guided by risk stratification. Low risk patients 
receiving consistent opioid dosages may be monitored 
at 3 to 6 month intervals, while individuals at high risk 
of abuse require more frequent and focused monitor-
ing. Routine monitoring sessions should include assess-
ment and documentation of several factors, including 
the patient’s severity of pain, psychological health, pro-
gression of treatment goals, ability to function, adverse 
effects, substance abuse and misuse, and any aberrant 
behavior related to drugs. External sources may be used 
to supplement information gleaned from monitoring 
sessions by providing data such as biological material 
tests (e.g., urine), family or caregiver interviews, medi-
cal record reviews, payer opioid prescriptions, and pre-
scription monitoring program input; these sources and 
more can and should be utilized if helpful. Prescription 
Drug Monitoring Programs should also be used as a sur-
veillance tool for those who are at high risk for abuse. 
Physicians should monitor inappropriate drug dosages, 
concurrent benzodiazepine use, and other dangerous 
combinations that increase the risk for overdose at 
regular intervals, ranging from every prescription to 
once every 3 months (4) .

Recent studies indicate that the implementation 
of prescription drug monitoring programs consisting of 
the aforementioned measures have helped to modestly 
ameliorate not only opioid abuse, but also excessive 
opioid prescribing (47,48). Nevertheless, adequate 
prescription monitoring mechanisms at the systems 
level remain inadequate or lacking. The detection of 
prescription drug misuse requires adept clinical skill and 
long-term observance of patients’ behavioral patterns.

5.1 Screening Tools for Opioid Assessment 
Numerous instruments have been designed to 

detect opioid therapy patients’ aberrant drug-related 
behavior, but none have been adequately tested or are 
reliable and practical to administer to primary care pa-
tients receiving or being considered for long-term opi-
oid therapy. Current screening tools generally consist of 
brief standardized questionnaires aimed at identifying 
putatively aberrant drug-related behaviors considered 
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predictive of addiction risk. Of note, these tools remain 
wholly unregulated by the Food and Drug Administra-
tion (FDA) or other authorities (49). Very little evidence 
exists pertaining to the prediction and identification of 
aberrant behaviors related to drugs; studies do not pur-
vey standardized definitions of aberrant drug-related 
behaviors across the board and fail to recognize the 
severity of identified behaviors. Published question-
naires and protocols for interviews generally display 
quite frail psychometric properties and have yet to face 
scrutiny consistent with the practice of evidence-based 
medicine, unlike other accepted examination methods 
and protocols (50,51,52-55,56-58). What’s more, meth-
odological shortcomings limit the majority of studies 
evaluating these instruments (42). 

Before beginning COT, one adequate screening 
tool with sufficiently high-quality deviation is the 
SOAPP-R, which may be implemented in combination 
with a thorough clinical assessment (59). It is suggested 
that OAST should be used, jointly with other measures, 
to guide and monitor therapy. Recommended screen-
ing tools with face and construct validity in addition to 
compelling content include the Pain Assessment and 
Documentation Tool and Current Opioid Misuse Mea-
sure (45). Guided by the “4 As,” the Pain Assessment 
and Documentation Tool is yet another uncomplicated 
charting instrument developed to ensure regular long-
term documentation over a variety of important do-
mains (27,60). 

Nine studies (n = 1,530) were evaluated by Chou 
et al (45,61) for screening tool correctness in detecting 
aberrant drug-related behaviors in CNCP patients on 
long-term therapy with opioids. Not a single investiga-
tor was blinded to the study results of the screening 
tools, and considerable discrepancies exist across the 
studies in regards to the type of aberrant drug-related 
behavior under examination. Out of the 9 studies, only 
2 utilized the Pain Medication Questionnaire when 
dispensing evaluations. Eight instruments in total were 
studied: 2 were self-administered, interviewers proc-
tored 4 of the instruments, and 2 studies failed to report 
the methodology behind their instrument. Only one 
study reported pain scores, and all of the investigations 
failed to document opioid dosages. One better-run 
study reported the use of the self-administered Current 
Opioid Misuse Measure to establish their instrument’s 
diagnostic parameters, reporting a sensitivity of 0.75 
(95% CI, 0.63-0.84) and specificity of 0.73 (95% CI, 
0.65-0.80) (62). In a lower quality study, the interviewer-
administered Addiction Behavior Checklist showed a 

sensitivity of 0.88 and specificity of 0.86 (35). Screening 
instruments in 4 studies showed poor diagnostic accu-
racy. Brown et al (63) set out to evaluate the potential 
for and incidence of aberrant drug-related behaviors 
among patients with chronic, moderate-to-severe pain 
in a primary care setting and to determine investigator 
compliance with the universal precautions approach 
to pain management and risk assessment. The study 
showed that although most patients in these primary 
care study centers were categorized as at least moder-
ate risk for opioid misuse/abuse at baseline, there was 
an overall tendency for investigators to assign lower 
risk levels than those that were protocol-specified, thus 
suggesting a need for better understanding of factors 
influencing investigator decisions (63).

Atluri and Sudarshan (24) developed a tool to de-
tect the risk of inappropriate use of prescription opioids 
in patients with chronic pain. The tool was developed 
for use in interventional pain management settings. Six 
clinical criteria were identified to predict opioid abuse:

1.	 Focus on opioids
2.	 Opioid overuse
3.	 Other substance abuse
4.	 Low functional status
5.	 Unclear etiology of pain
6.	 Exaggeration of pain.
Totaling the positive criteria establishes a score 

that ranges from 0 to 6; a score of 3 or more is predic-
tive of abuse. A score above the 3 point cutoff is given 
to patients with a history of opioid misuse. A score of 
3 or more, as reported by a retrospective study analyz-
ing patients with CNCP receiving opioids, was indica-
tive of abuse (OR 16.6; 95% CI: 8.3-33 and P < 0.001). 
These criteria formed the foundation of criteria utilized 
by Manchikanti et al (21) in a 500 patient prospective 
study. They revealed that one-fifth of patients in an in-
terventional pain management setting (100 out of 500) 
had a history of drug abuse. The authors determined 
this was a cost-effective and reliable tool for screening 
drug abuse potential for interventional pain manage-
ment that effectively predicted substance abuse but 
failed to sufficiently detect illicit drug use (25).

5.2 Urine Drug Testing
A noninvasive, inexpensive, and accurate monitor-

ing strategy, urine screening is capable of detecting 
the majority of drugs for 1-3 days postexposure. Treat-
ment compliance is confirmed by objective analysis 
by possible exposure of misuse and abuse of drugs in 
patients receiving treatment with opioids. Illicit drugs 
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like cocaine and heroin, as well as nonprescribed 
controlled substances are detectable by UDT (e.g., a 
patient prescribed oxycodone testing positive for hy-
dromorphone). Self-reports of drug use, prescribed or 
illicit, by patients with chronic pain receiving opioids 
are frequently unreliable. Behavior monitoring alone 
for patients receiving treatment with opioids fails to 
identify potential problems revealed by UDT; one-fifth 
of patients purportedly adhering to their opioid regi-
men as prescribed by clinical experts tested positive for 
an illicit drug on urine screen (38,39).

In another practice, abnormal UDT results trig-
gered referral to behavioral health and addiction medi-
cine specialists in 40% of patients and assisted with 
detecting drug abuse or addiction in 19.6% of patients 
(64). Recommendations thereby maintain that routine 
urine drug screening should be employed in order to 
monitor patients receiving opioid therapy regardless of 
the presence or absence of signs of drug misuse. The 
proper practice of pain management must include UDT 
results as one facet of the complete clinical strategy, 
especially considering the occasional false-positive and 
false-negative. Furthermore, several compounds evade 
detection by standard urine screenings, necessitating 
the use of expensive and specific urine, hair, or blood 
tests (65). In spite of the wealth of data supporting 
urine screens, UDTs remain the exception, rather than 
the norm, in most opioid therapy monitoring programs. 

A survey conducted at the 2008 American Congress 
of Pain Medicine uncovered extensive inconsistency 
behind attendees’ motives for urine screening and cri-
teria for testing; practitioners more often utilized urine 
screens in an effort to reveal undisclosed substances, 
and seldom employed them to assess opioid treatment 
compliance. A number of respondents never performed 
urine screens on patients receiving opioids. Two-thirds 
of respondents reported no formal training in the use 
of urine screens for patients receiving opioid therapy. 
The majority responded to performing random urine 
screens rather than scheduled ones, and limited proto-
cols for urine testing existed (66).

Some respondents never tested the urine of their 
opioid patients, and about two-thirds of respondents 
had no formal training in urine testing of patients on 
opioid therapy. Most respondents did random, rather 
than scheduled, testing and few had any urine testing 
protocol (66). Christo et al (67) extensively reviewed the 
role of UDT in adherence monitoring and recommend-
ed an algorithmic approach based on well-controlled 
diagnostic accuracy trials (68,69).

Along with a more standardized approach to UDT 
implementation, there is also a glaring need to enhance 
the current methods for optimizing treatment after ab-
errant UDT results are obtained. In Morasco et al’s (70) 
retrospective cohort study of 83 participants who were 
prescribed COT and had a UDT result that was positive 
for an illicit or nonprescribed substance, plans to modify 
treatment were documented in 69% of cases, with the 
most common treatment change after aberrant UDT 
results being the institution of more frequent UDTs, 
which occurred in 43% of cases. Clinicians documented 
plans to alter their opioid prescribing (e.g., demanding 
fills more frequently, altering doses of opioids, discon-
tinuing opioids, or shifting to alternate opioids) in 52% 
of cases, but implemented these changes in only 24%. 
These results seemingly indicate that for the UDT to 
be of some utilitarian benefit in curtailing prescription 
opioid misuse, additional interventions and support 
measures to guide clinicians on how to tailor their clini-
cal care for patients prescribed COT with subsequent 
aberrant UDT are needed (70).

5.3 Monitoring of Prescribing Practices
Passik and Kirsh (71) developed an original method 

of opioid prescribing named “in and out of the box” 
prescribing. These authors suggested that clinicians 
compare their own patterns of opioid prescribing to 
their peers’ at regular intervals. “In the box” prescription 
patterns align comparably with the overall methods of 
the majority of opioid analgesic prescribing physicians, 
while “out of the box” methods vary considerably. “Out 
of the box” does not automatically disqualify it from 
proper practice; rather, sound reasoning must justify its 
use. This model is meant to notify physicians when their 
practice deviates from the mean, thereby influencing 
a decision to heighten documentation protocols. Areas 
that suggest “out of the box” prescribing include the 
type of pain condition where opioid use is controversial 
(e.g., headaches), an active psychiatric condition (e.g., 
depression, bipolar disorder, substance use and misuse 
disorders, disorders of impulse control), younger age, 
interaction with nonmedical users, as well as prescrib-
ing more than 180 mg/d of morphine equivalents. The 
upper dose limits for appropriate treatment of CNCP 
is recommended by consensus to lie between 180 to 
200 mg morphine equivalents per day (45,72). It is sug-
gested that the “out of the box” opioid therapy group 
should be carefully reevaluated for any change in their 
medical or social condition and/or a consultation with 
a pain specialist should be obtained to identify the fac-
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tors that led to “out of box” prescribing. Some of the 
therapeutic strategies that may work include opioid ro-
tation, multidrug therapy (nonsteroidal anti-inflamma-
tory drugs [NSAIDs], anticonvulsants, antidepressants, 
topical analgesics), multimodal or multidisciplinary 
treatment with rehabilitation therapies (modalities, 
orthosis, exercises), behavioral interventions, injections 
and other interventional treatments, neuromodulatory 
treatments, and complementary and alternative medi-
cine therapies (4,46,68,73-75,76,52-55,72,77-96). While 
this concept needs to be refined further, providers must 
recognize the fact that proper pain management must 
alleviate the patient’s perception of pain while simulta-
neously allowing an increase in said patient’s functional 
status. Multiple instances of inadequate pain control 
and/or a lack of improvement in ability to function war-
rant reconsideration of opioid analgesic therapy (72).

5.4 Payer Opioid Prescription Data
Requests for increases in opioid dosage by patients 

with CNCP should prompt a vigorous assessment of pos-
sible nonmedical motivations. Prescription databases 
and payer data checks, in concert with a thorough 
review of medical records, can be useful in identifying 
patients who receive larger than expected numbers 
of opioid prescriptions and the issues associated with 
larger prescription numbers. One rural family medicine 
practice’s patient charts and payer opioid prescription 
data, reviewed retrospectively, uncovered individuals 
receiving 3 or more prescriptions (average 8.4; standard 
deviation [SD] = 5.5, range 3-28) from 2 or more provid-
ers (average 3.7; SD = 1.8, range 2-10) over a 6-month 
period. Compared to patients on opioids alone, those 
utilizing nonopioid medications for analgesia displayed 
3.2 fewer prescriptions over a 6 month period and were 
significantly less inclined to receive 6 or more prescrip-
tions (OR = 0.24, 95% CI = 0.08-0.73). Simultaneous 
nonopioid use for analgesia, an increasing number of 
providers, and an escalating dose of opioids best fore-
cast the number of opioid prescriptions (97).

5.5 Prescription Drug Monitoring Programs
Prescription Drug Monitoring Programs (PDMPs) 

function to accumulate prescription drug data across 
states and monitor their movements (98,99). Three 
factors comprise these programs. Prescription data col-
lection is the first; it displays the physicians and phar-
macies responsible for each prescription. While the law 
mandates that pharmacies report this data, physicians 
are encouraged, but not required, to do so. A central 

repository fulfills the second component of a PDMP. 
Thirdly, adequate protocols must exist concerning the 
transmission of data from the central repository to the 
relevant authoritative agencies. Currently, 49 states, 
along with the District of Columbia and the US Territory 
of Guam have legislation authorizing the implementa-
tion of PDMPs (100). A variety of state agencies are 
involved with administering PDMPs in each individual 
state (law enforcement, professional licensing, depart-
ments of health, etc.), and as such, there is a significant 
difference in the manner and frequency with which the 
data are collected. 

President George W. Bush signed into law the 
National All Schedules Prescription Electronic Report-
ing Act (NASPER) in 2005 which was created by the 
American Society of Interventional Pain Physicians and 
enacted by Congress (101). States are thereby required 
by this law to compile data on Schedule II, III, and IV 
drug prescriptions. Furthermore, states are mandated 
by this law to be capable of sharing data with each 
other. These measure allow for effective regulation of 
cross-border narcotic trafficking. At first, only Kentucky, 
Utah, and Idaho gave physicians access to programs 
able to monitor drug use. Currently, following the en-
actment of NASPER as well as funding from the Harold 
Rogers Prescription Drug Monitoring Program, multiple 
states are operating physician-friendly programs where 
pain physicians can identify the risk of overuse and 
abuse (98,99,101-105). Compliance has increased and 
drug abuse has fallen as a result of adherence monitor-
ing (106-109).

5.6 Opioid Treatment Agreement
An opioid treatment agreement (OTA) is intended 

to relay information to patients concerning the risks 
and benefits of treatment with opioids, as well as 
establish a jointly agreed upon regimen, develop a 
relationship between provider and patient, enhance 
opioid treatment adherence via a documented therapy 
framework, and organize procedures in the case of 
problems. Frequently implemented in pain clinics, OTAs 
are reported to augment care by improving adherence 
to opioid therapy and reducing opioid analgesia misuse 
(106-119). Yet OTAs are controversial and questions 
are raised regarding their intent, elements, language 
and tone, readability, physician responsibility, and legal 
risk (110-113). Evidence to support the role of OTAs 
in decreasing the misuse of opioids is relatively weak; 
improvements to neither adherence, patient care, nor 
the rights of both patients and physicians have been 
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proven after the use of OTAs (112-114). One systematic 
review failed to reveal any high quality studies regard-
ing opioid misuse outcomes in association with UDT 
and treatment agreements in patients with CNCP. Every 
study was observational and had a poor to fair grade; 
opioid misuse decreased slightly (7-23%) following a 
treatment agreement in the presence or absence of 
UDT (120). Suggestions from the Federation of State 
Medical Boards indicate the possibility of situations 
necessitating the implementation of a written OTA. 
Several states recommend and others require written 
OTAs. Physicians are advised to carefully inspect their 
individual state’s policies concerning OTAs and con-
trolled substances, and recognize the goals and proce-
dures before developing and implementing an OTA.

In efforts to address the above mentioned short-
comings of OTAs, the FDA Safe Use Initiative recently 
convened a multi-disciplinary working group with 
outside experts to draft a patient-centered, model opi-
oid  treatment  agreement  named the Model Patient-
Prescriber Agreement (model PPA). In a follow-up 
survey sent to FDA employees in the Center for Drug 
Evaluation and Research, the majority of the 209 re-
spondents confirmed that the model PPA displayed a 
neutral tone (67.5%) as well as an easy to relatively easy 
understandability (90.4%). Participants in a usability 
study found that by and large, the model PPA would 
promote discussion between patient and provider, and 
that the subject matter thoroughly informed patients in 
a clear, easily understood manner. The results of these 
studies indicate that acceptable and usable opioid PPAs 
can be developed to serve a wide variety of stakehold-
ers. A follow-up pilot study using the model PPA in 
medical facilities in the United States with patients is 
underway and will facilitate this determination (121).

5.7 Universal Precautions
The term “universal precautions” is derived from 

the infectious disease approach to potentially life-
threatening infections which revolves around the 
understanding that, early on in treatment, it is nearly 
impossible to detect those patients infected with hu-
man immunodeficiency virus or hepatitis C virus. As a 
result, everyone is treated as potentially infected and 
the minimum appropriate level of precautions is ap-
plied to all patients. Similar to infectious disease, “at 
risk” patients are nearly impossible to detect in chronic 
pain management. Gourlay et al (116), in an effort to 
decrease stigma, contain risk, and enhance care for pa-
tients, proposed “universal precautions” for assessing 

and managing patients with chronic pain long term. 
Universal precautions are a unified step process includ-
ing establishing a diagnosis and treating improvable 
etiologies as well as comorbid psychiatric syndromes;  
evaluation of psychological status in conjunction with 
addiction risk; causes including any comorbid psychi-
atric illness; psychological assessment including risk 
of addictive disorder; informed consent that includes 
anticipated benefits and foreseeable risks; a treatment 
agreement that describes the expectations and obliga-
tions of both patient and provider and also establishes 
appropriately set boundary limits to enable early iden-
tification and intervention around aberrant behavior; 
pre- and postintervention assessment of pain level and 
function; an appropriate trial of opioid therapy with or 
without adjunctive medications; reassessment of pain 
score and function; regular assessment of the “four 
A’s” of pain medicine and affect; a periodic review of 
the pain diagnosis and comorbid conditions, including 
addictive disorders; and careful and thorough docu-
mentation to reduce medicolegal exposure and risk of 
regulatory sanction. A description of risk stratification 
based on a triage system was also included. Categoriz-
ing patients as low, medium, or high risk (Groups I, 
II, and III), made it possible to recommend to primary 
care practitioners those patients whom they might 
confidently manage on their own, co-manage with 
specialty support, or refer to specialty clinics with more 
experience and resources to tackle challenging cases 
(117-119,122,123). Reciprocal confidence and respect 
between provider and patient should form the founda-
tion of universal precautions; both parties must commit 
to accomplishing attainable goals if the fight on both 
cancer and noncancer pain is to succeed. 

A 10-point method for COT management is illus-
trated in Table 1 as described by Trescot et al (17) and 
Manchikanti et al (18).

6.0 Tackling Opioid Abuse and 
Diversion

Poisoning deaths account for the second most com-
mon cause of unintentional injury death for all ages 
in the United States, surpassed only by motor vehicle 
crashes (124). Opioids are safe medications for the 
treatment of acute and chronic pain if appropriately 
prescribed and monitored (125). However, over recent 
years the number of prescriptions filled for opioids has 
increased dramatically, and in the same proportion as 
the misuse, abuse, and diversion related to nonmedical 
opioid consumption (122,126,127). 
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Recently, pharmaceutical opioids have been con-
sidered the primary cause of overdose death in the 
United States (128). In 2011, the US Office of National 
Drug Control Policy addressed the pharmaceutical drug 
abuse epidemic by aiming to achieve a 15% reduc-
tion in illicit use of pharmaceutical opioids and a 15% 
reduction in overdose deaths over the next 5 years 
(129). According to the Centers for Disease Control 
and Prevention, the death rate related to prescription 
opioid poisoning has increased dramatically from 1.4 
to 5.4 deaths per 100,000 persons from 1999 through 
2010 (130). Furthermore, the number of visits to an ED 
requesting the nonmedical use of opioid prescriptions 
has notably increased from 172,738 in 2004 to 488,004 
in 2011 (131). 

As a result, the reduction of opioid diversion re-
quires maximally effective tactics. To accomplish such 
goals, behavioral interventions, education, and moni-
toring must be incorporated into a tactical protocol 
(132,133). Preserving patient rights while combatting 
chronic pain demands rational research and focused 
education in order to reduce the disastrous influence of 
opioid abuse, overdose, and misuse.

Prescription drug monitoring programs do have 
the potential to attenuate diversion and abuse, but 
a shortage of funding on both the state and federal 
levels has curtailed their implementation (128). Innova-
tive criminal justice policy changes, in association with 
a better understanding of drug users’ concerns, may 
limit opioid-related adverse effects, specifically misuse, 
addiction, overdose, and death.

6.1 Educating Patients and Providers
The need to treat pain is universal across medi-

cal specialties and primary care. In the United States 
chronic pain is reported by 30% of adults (aged 18 years 
or older) (134) which is evidence of the importance of 
this topic for patient care providers. Expert consensus 
guidelines have been adopted for pain management 
in many patient populations including elderly patients 
(135), patients with cancer (136), patients who have 
had surgery (18) (137), pain-related osteoarthritis 
(138), chronic low back pain (139), neuropathic pain 
(140), and cardiovascular pain (141). However, recent 
Canadian and US surveys based on undergraduate 
medical student curricula found that despite the high 
prevalence of opioids prescribed by US-trained doctors, 
medical schools provide inadequate training in pain 
management (142). Instructions in prescribing opioids 
are only accomplished by 30% of US medical schools, 

and 32% of Canadian medical programs (142,143). In 
addition, the mean number of hours devoted to under-
graduate education in pain management is 11.1 hours 
per program in the United States (range, 1–31 hours) 
and 16 hours for Canadian medical schools (mean 16 
hours, range 0–38) (142,143). Therefore, improving 

Table 1. Ten-step process: An algorithmic approach for long-term opioid 
therapy in chronic pain.

STEP I Comprehensive initial evaluation

STEP II

Establish diagnosis
♦ X-rays, MRI, CT, neuro-physiologic studies
♦ Psychological evaluation
♦ Precision diagnostic interventions

STEP III

Establish medical necessity (lack of progress or as 
supplemental therapy)
♦ Physical diagnosis
♦ Therapeutic interventional pain management
♦ Physical modalities
♦ Behavior therapy	

STEP IV Assess risk-benefit ratio
♦ Treatment is beneficial

STEP V Establish treatment goals

STEP VI Obtain informed consent and agreement

STEP VII

Initial dose adjustment phase (up to 8-12 weeks)
♦ Start low dose
♦ Utilize opioids, NSAID’s and adjuvants
♦ Discontinue 

     • Lack of analgesia
     • Side effects
     • Lack of functional improvement

STEP VIII

Stable phase (stable – moderate doses)
♦ Monthly refills
♦ Assess for four A’s

     • Analgesia
     • Activity
     • Aberrant behavior 
     • Adverse effect
♦ Manage side effects

STEP IX

Adherence monitoring
♦ Prescription monitoring programs
♦ Random drug screens
♦ Pill counts

STEP X

Outcomes
♦ Successful – continue

     • Stable doses
     • Analgesia, activity
     • No abuse, side effects

♦ Failed – discontinue
     • Dose escalation
     • No analgesia
     • No activity
     • Abuse
     • Side effects
     • Non-compliance
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medical school curricula is essential to not only improve 
pain management but also to ensure that clinicians in 
every avenue of pain management recognize the risk of 
adverse effects, abuse, and addiction with the medica-
tions they prescribe. 

In 2005, the International Association for the Study 
of Pain published the third edition of its Core Curricu-
lum for Recommendations for Professional Education 
in Pain; several universities have implemented pilot 
programs based on this curriculum (144). The formal as-
sessment of outcomes, however, revealed only humble 
improvements in physician knowledge of the funda-
mentals of chronic pain and its treatment. Improving 
medical school curricula is the most effective long-term 
solution to this situation (145). Guidance is required 
for physicians to approach the problems of analgesic 
abuse and diversion, and curricula can aid by teaching 
universal precautions for monitoring patients receiving 
opioids. Controlled substance agreements that describe 
appropriate opioid regimens, expectations for opioid 
therapy, and protocols in the event of noncompliance 
are a necessary component of every prescriber’s plan. 
Appropriate pain management training for young 
physicians should incorporate the necessary steps and 
appropriate timing to refer patients to pain specialists. 
The complexity of pain management calls for awareness 
by physicians when clinical scenarios exceed the scope 
of their skill. Preparing medical students to recognize 
such clinical situations may indeed be among the most 
important aspects of undergraduate training (145).

Physician education should be focused on consider-
ing a patient’s risk for opioid misuse before initiating 
opioid therapy; recognizing that a patient is misusing 
and/or diverting prescribed medications; and under-
standing the variation in the abuse potential of differ-
ent opioid medications currently on the market. Other 
strategies for providers include changing behavior 
and practice patterns, saying “no” to unreasonable 
patient demands, and adopting a universal precaution 
approach toward all patients prescribed drugs of ad-
diction (146). In a recent Canadian study it was shown 
that physicians markedly reduced the quantities of opi-
oids they prescribed after medical regulators referred 
them to a 2-day opioid-prescribing course. Educational 
methods included didactic presentations and case dis-
cussions. The course itself did not lead to significant 
additional reductions; however, a subgroup of physi-
cians who prescribed high quantities of opioids might 
have responded to what was taught in the course (147). 
Therefore, interventions targeted at physicians who 

prescribe opioids more frequently are an important 
public health priority because overdose deaths are 
concentrated in patients of high prescribers of opioids. 

Multiple factors are implicated in opioid misuse, 
abuse, and diversion. Among adolescents and young 
adult patients these include a patient’s past or current 
mental health diagnosis (148), history of sexual abuse 
(149), previous substance abuse (150), or substance 
abuse by the patient’s immediate family (151) or peer 
group (148). Likewise, in the adult population, the con-
current opioid use (2 or more opioids) in prescribed opi-
oid therapy significantly increases the risks of aberrant 
opioid-associated behavior (152). In order to restrain 
opioid abuse but at the same time provide appropriate 
treatment for patients with pain, the patients need to 
be educated in the areas of safeguarding medications, 
disposing unused medications, and understanding the 
consequences of manipulating physicians and selling 
their medications (153). 

The physician encounter that leads to a prescrip-
tion for acute pain is an important teachable moment 
when patients and their families can be educated about 
their medications, side effects, and potential interac-
tions. However, a lack of time limits the physician’s 
ability to achieve this goal, especially in the ED (154). 
For example, studies of discharge instructions indicate 
that few patients (< 20%) are aware of what to do with 
unused medication (155,156). Sharing of unused opioid 
pills is common among patients (157,158). This contrib-
utes to diversion rates as high as 29% in young adults 
and college students (159). 

Utah’s Department of Health in 2008 added 12 
questions to their state’s Behavioral Risk Factor Sur-
veillance System survey in an effort to elucidate the 
methods behind their residents’ pursuit and use of pre-
scription pain drugs. The results of said survey detected 
an estimated 20.8% of adults 18 or over in Utah had 
been prescribed opioid analgesics during the prior 12 
months, with 3.2% of those patients admitting to tak-
ing larger and more frequent doses of their prescribed 
medications than their doctor recommended. Leftover 
medications were reported by 72.0%, and of those, 
71.0% kept the drugs. Approximately 1.8% of all adults 
reported using prescription opioids that had not been 
prescribed to them.

In 2009 the Utah Department of Health released 
guidelines intended to diminish disability, morbidity, 
and mortality caused by prescription drugs like opioids. 
Included in these guidelines were recommendations for 
providers to instruct patients with resolved pain symp-
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toms on the proper disposal of unused medications, as 
well as suggestions for prescribers to limit the amount 
of doses to the typical duration of severe, opioid-
requiring pain for each patient’s particular condition 
(117).

6.2 Behavioral Interventions
Patients with chronic pain who are noncompli-

ant with prescribed opioids are commonly dismissed 
from medical practice. This situation is not optimal 
because these patients then seek treatment by going 
to multiple hospitals or engage in illegal activity. The 
end result is that individuals continue to experience 
poorly controlled pain and the problem of abuse and 
diversion remain persistent in the community (160). A 
randomized study was conducted by Jamison et al (161) 
to evaluate the benefits of close monitoring and cogni-
tive behavioral motivational counseling in improving 
adherence among patients with non-cancer back pain 
at high risk of opioid abuse and misuse. This encourag-
ing trial revealed the importance of motivational coun-
seling, monthly urinary screens, and opioid adherence 
checklists when evaluating patients considered at high-
risk for opioid misuse (161). As a result, the actual stan-
dard of care for long-term opioid therapy must include 
regular monitoring, a comprehensive assessment with a 
thorough history, a physical examination, and a manda-
tory opioid agreement with the patient. Individuals at 
increased risk of opioid misuse may benefit from more 
frequent visits, urine toxicology screens, use of adher-
ence checklists, motivational counseling and pill counts 
(44). However, even with the recent improvement in 
opioid misuse and abuse detection and control, greater 
attention must be required on risk screening in order 
to mitigate the misuse of the prescribed opioids (162). 

6.3 Managing Pain in Patients with Substance 
Abuse

Comorbidities are common among those who 
abuse prescription opioids: 85% or more suffer chronic 
pain, 55% or more have mental disorders, about 40% 
to 56% have concurrent alcohol dependence, and 60% 
or more are nicotine dependent. Additionally, patients 
who use illegally obtained or prescribed opioids in an 
effort to reconcile underlying mental health disorders 
may be classified as chemically coping. This condition 
may be considered in the middle of spectrum between 
frank addiction and regimen adherence. They have a 
tendency to focus on the pharmacologic treatment of 
pain and disregard nonpharmacological options for 

pain control (e.g., physical therapist or psychiatrist). 
These patients tend to utilize medications in nonpre-
scribed manners. This may include self-medication, ei-
ther by using medications when under stress as a coping 
mechanism, or by simply escalating their dose without 
consulting a physician. Although chemical copers com-
prise approximately 35% of patients with chronic pain, 
this group is not adequately studied in the literature. 
Abuse deterrent formulations may not be of significant 
benefit in this scenario; rather, these patients require 
psychotherapy to treat opioid misuse problems and 
their associated mental health conditions (163). 

Patients at high risk for prescription opioid misuse 
who have histories positive for SUD are more likely to 
report pain and impairment, suffer from depression 
symptoms, and have current SUD compared to low risk 
patients. Adjusted analyses have found a significant as-
sociation between prescription opioid misuse risk and 
pain catastrophizing (164). 

Significant differences exist in opioid prescribing 
practices across prescriber specialties, and this may be 
reflective of differing norms concerning the appropri-
ateness of opioids for the control of chronic pain (165). 
However, physicians of all specialties are universally 
“reluctant” to prescribe opioids to patients with CNCP 
and a history of substance abuse for fear of addiction, 
misuse, or diversion of the medications. In one study, 
individual interviews and focus groups were conducted 
with general practitioners, addiction specialists, pain 
specialists, and rheumatologists. A large number of par-
ticipants expressed “distrust” that such patients indeed 
suffer from “genuine pain,” which led to many patients 
being treated as guilty until proven innocent. Previous 
encounters with manipulative “drug seekers” provokes 
this negative regard towards these patients, and as a 
result pain continues to be undertreated in them. Sev-
eral “red flags” may help alert physicians to potential 
prescription abuse and diversion, including doctor 
shopping, losing prescriptions, and early requests for 
prescription refills. Physicians reported different man-
agement approaches and stricter prescribing regimes 
for patients with a history of substance abuse to limit 
the potential of addiction, misuse, and diversion. Exam-
ples of poor pain management were described where 
drug users had been undertreated as a result of nega-
tive attitudes or the inexperience of staff (118).

Outcomes in the high risk for opioid misuse popu-
lation may be improved by several methods such as 
universal precautions for all patients, interdisciplinary 
pain management, and special attention to their struc-
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ture of care (119). Uncoordinated care remains one 
of the primary impediments to effective treatment of 
opioid dependence. Relapse episodes and the myriad 
of comorbidities to manage continue to challenge 
physicians as well. Considering that pain medication 
abusers consume significantly more health resources 
than nonabusers, coordination of care becomes es-
sential for treating patients with pain. For instance, 
pain medication abusers present at the ED 2.3 times 
more frequently and are hospitalized 6.7 times more 
often than nonabusers. Integrated approaches to the 
treatment of substance abuse and pain are now being 
incorporated by managed care organizations, as they 
have come to the realization that the entire patient 
must be treated, and that alternative and behavioral 
treatments may significantly benefit the patient in ad-
dition to pharmacological therapy. Patterns of abuse 
are now easier to recognize thanks to the utilization 
of pharmacy claims data via prescription drug monitor-
ing programs, which may be used to alert physicians 
to potential problems. The treatment of chronic pain 
necessitates the use of risk-minimizing strategies in 
regards to opioid dependence, and those physicians 
directly treating opioid dependence must optimize out-
comes by implementing relevant policies. Such policies 
may include pain contracts, pill counts, random drug 
urine screenings, and establishing goals of therapy 
while re-evaluating patients intermittently during their 
treatment. Additionally, practitioners must prepare 
ahead of time by establishing a plan in case a patient 
relapses. Successfully managing patients with pain or 
opioid dependence requires that physicians, employers, 
and managed care organizations integrate their ap-
proaches into a careful, coordinated team effort (165). 
In addition to pharmacotherapy, behavior modification 
and strategies like screening, pain contracts, and pre-
scription drug monitoring programs remain essential 
elements for a positive outcome (167).

6.4 Abuse Deterrent Formulations
Drug manufacturers are now developing abuse-de-

terrent formulations (ADFs) with the aim of either mak-
ing opioid analgesics less attractive for nonoral abuse 
or increasing the consequences of abuse, ultimately to 
minimize the abuse of opioids among recreational re-
ward-seekers (122,168). The majority of opioid abusers 
manipulate tablets in order to expedite intranasal, oral, 
or intravenous administration of the drug, while nona-
busing patients tend to consume intact tablets. Several 
strategies have been employed by pharmaceutical com-

panies to dissuade opioid abuse such as prevention of 
tablet tampering, integrating physical barriers (e.g., 
crush resistance), or enclosing compounds designed to 
render tablets noxious, inert, or unusable when altered. 
Much like the “magic bullet” theory behind antibiotic 
advancements (kill the bacteria without harming the 
patient), the goal of opioid analgesic reformulation is 
to provide a substance that is innocuous to the com-
pliant patient but extremely difficult for the abuser to 
tamper with or misuse (169,170).

In January 2013, the FDA issued a draft guidance 
document to assist the pharmaceutical industry in de-
veloping new formulations of opioid drugs with ADF 
properties. The document explains the FDA’s current 
thinking about studies designed to demonstrate ADF 
properties of a given formulation, how studies will be 
evaluated, and labeling claims that may be proposed 
based on study results (17). Approaches concerning 
ADFs currently approved for distribution include: physi-
cal/chemical barriers that confer resistance to crushing, 
combinations of opioid agonists/antagonists, the in-
corporation of aversive ingredients into opioid tablets, 
the use of prodrugs, and the implementation of drug 
delivery systems inherently difficult to manipulate by 
opioid abusers such as subcutaneous implants, depot 
injectable formulations, beads within a capsule, and 
erodible matrix technologies (171-173). 

In 2010, the FDA approved the osmotic extended-
release oral delivery system (OROS) of hydromorphone 
(Exalgo®, Mallinckrodt, Dublin, Ireland) for the treat-
ment of moderate-to-severe pain in patients who are 
opioid-tolerant and who require around-the-clock 
analgesia (174). The abuse potential of OROS hydro-
morphone ER (extended release) was compared to IR 
(immediate release) by a study that revealed the ER 
formulation’s delayed onset of positive drug effects 
combined with an escalated onset of negative effects 
lowered its abuse potential among patients with a 
history of recreational opioid use. The OROS hydro-
morphone ER tablet also contains a hard outer shell 
to protect it from manipulation by chewing or biting, 
further decreasing its abuse potential. Moreover, 24 
hours of water immersion renders only 50% of the 
active ingredient recoverable, and milling leaves only 
30% recoverable (172,175). An additional preparation 
creates a sequestered core of naltrexone within a small 
sphere of ER morphine sulfate (Embeda, Pfizer Inc., 
New York, NY). If crushed, the capsule releases naltrex-
one, thereby weakening any morphine-induced effects 
and increases in efficacy or decreases in abuse or misuse 
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potential have not as of yet been demonstrated (164). 
The FDA in April of 2013 approved a reformulated 

OxyContin® (oxycodone hydrochloride controlled-
release, Purdue Pharma, Stamford, CT) tablets (67). 
The federal agency determined that the reformulated 
product displayed abuse-deterrent properties because 
the tablet was more difficult to crush, break, or dissolve 
than the original OxyContin formulation. In addition, 
the physical and chemical properties of the reformulat-
ed product were expected to make the product difficult 
to inject and to reduce abuse via snorting (176). 

One of the salient observations from the extended-
release oxycodone (Purdue Pharma) post-marketing 
epidemiology program was that the introduction of the 
ADF reformulation was associated with an increased 
abuse of other single entity opioid analgesics including: 
IR oxycodone, generic ER oxycodone, and ER oxymor-
phone. These results are consistent with reports of 
patients preferring heroin or other opioid analgesics to 
reformulated extended-release oxycodone (120). Taken 
together, these data suggest that a ballooning effect 
is operative, in which reformulated extended-release 
oxycodone is being substituted with opioid analgesics 
more amenable to tampering and are indicative of 
the need for consistent application of ADF criteria to 
maximize the public health impact of this technology. 
Nevertheless, it is encouraging that the rates of abuse, 
misuse and accidental exposure associated with extend-
ed-release oxycodone have continued to decrease since 
the introduction of the reformulation, suggesting that 
a novel method to circumvent the ADF properties of 
the reformulated tablet has not become widespread. 
Although the development of various ADF methodolo-
gies will not likely be sufficient to prevent nonmedical 
opioid abuse, it must be part of a comprehensive effort 
that includes educational, governmental, and commu-
nity endeavors such as risk evaluation and mitigation 
strategies (REMS) and state prescription drug monitor-
ing and overdose prevention programs to effectively 
promote the safe use of opioid analgesics for the relief 
of chronic pain (177).

Cicero et al (178) recently utilized data from the 
ongoing Survey of Key Informants’ Patients program, 
part of the Research Abuse, Diversion and Addiction 
Related Surveillance (RADARS) system that collects and 
analyzes postmarketing data on misuse and diversion 
of prescription opioid analgesics and heroin in order to 
investigate the initial abrupt fall in OxyContin abuse 
and considerable amount of abuse that has endured 
since 2012 (178). Their study reveals that the introduc-

tion of reformulated OxyContin in January 2009 signifi-
cantly decreased the levels of past-month abuse when 
measured in June 2009 (45.1% [95% CI, 41.2%-49.1%]). 
However, levels remained elevated at 26.0% (95% 
CI, 23.6%-28.4%) when measured from July through 
December 2012; P < .001; χ2 = 230.83). This stagnation 
owed in large part to an influx of other opioids, such 
as heroin. Patients engaging in past-month abuse 
remained elevated from 2012-2014 at 25-30% of the 
study sample (95% CI, 23.7%-29.6%). The 88 study par-
ticipants endorsing pre-ADF and ADF OxyContin can be 
attributed to 3 phenomena: a transition from nonoral 
routes of administration to oral use (38 participants 
[43%]); successful efforts to defeat the ADF mechanism 
leading to a continuation of inhaled or injected use 
(30 participants [34%]); and exclusive use of the oral 
route independent of formulation type (20 participants 
[23%]). It thusly appears that abuse-deterrent formula-
tions can thoroughly curtail abuse, but the extent of 
their eradicative capabilities is limited by significant 
and persistent levels of abuse. (178). Nevertheless, 
these formulations are important innovations and 
warrant further study to assess their appropriate role 
as analgesics (179,180). Reducing physician concerns 
about potential misuse and abuse of opioids through 
additional education in pain management and dis-
semination of information about the potential benefits 
and availability of tamper resistant formulations should 
influence physicians’ attitudes about and the adoption 
of tamper resistant formulations (181). 

The FDA approved in October 2013 Zohydro™ 
(Zogenix, San Diego, CA), a single-entity, long-acting 
hydrocodone product (182). The approval was at best 
controversial (183,184). The controversy is based on the 
FDA’s decision to approve it despite the recommenda-
tion of an FDA-appointed scientific advisory panel, 
which voted 11 to 2 against the approval of Zohydro. 
Multiple consumer safety organizations, health care 
agencies, addiction treatment providers, community-
based drug and alcohol prevention programs, profes-
sional organizations, and other groups on the frontline 
of the opioid addiction epidemic have expressed con-
cern and criticized the FDA’s decision (185-191). In addi-
tion, the US Senate and House of Representatives, and 
various state attorneys general raised serious concerns 
about the approval of Zohydro. These concerns led to 
hearings in Congress along with multiple lawsuits and 
corrective legislation being discussed (170,192-194). 
However, supporters of Zohydro contend that this drug 
is necessary and essential to manage chronic pain and 
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improve functional status (186,187). Zohydro was re-
formulated in 2015 and designed to be abuse resistant, 
marking another step in the battle against opioid abuse 
utilizing BeadTek™, a technology that turns the drug 
into a viscous gel if it is crushed and dissolved in liquids 
or solvents. The products added are polyethylene oxide 
and povidone.

In 2014, the FDA approved Hysingla® ER (Purdue 
Pharma, Stamford, CT), another extended-release 
hydrocodone product. Hysingla tablets are extremely 
difficult to crush, to break, or to dissolve and cannot be 
easily prepared for injection because they form a thick 
gel. Hysingla uses a RESISTEC platform for extended-re-
lease solid oral dosage formulations, which uses unique 
polymer and processing which confers tablet hardness 
and viscosity when dissolved in aqueous solutions. 
However, these products are only expected to reduce, 
not completely eliminate, abuse.

To sum, certain forms of abuse, especially those 
involving tablet manipulation, may be incrementally 
improved by ADFs. Oral abuse remains far more preva-
lent however, and as a result it is necessary for clinicians 
to strictly follow the best-practice guidelines when pre-
scribing opioids, including stratification of patients by 
risk level, intermittent monitoring and reassessment of 
patients for abuse and misuse potential, and counsel-
ing patients with information as to the risks of their 
medications. ADFs by themselves cannot and will not 
completely eradicate abuse, misuse, and diversion. They 
provide an additional obstacle to abusers, but clinicians 
should refrain from overconfidently prescribing these 
medications. No single formulation is intended to or in-
deed capable of annihilating every form of misuse and 
abuse. With this in mind, prescribers should not neces-
sarily consider these products as the preferred agents 
for every scenario once they become available in clinical 
practice. Thorough patient evaluation and identifica-
tion of abuse and misuse risk factors must be enforced 
and optimized prior to the initiation of abuse-deterrent 
and tamper-resistant formulations. Adequate measures 
for screening and monitoring must be implemented be-
fore these formulations may be considered for patients 
at high risk of misuse, abuse, and diversion (195). 

There is no single treatment modality capable of 
addressing misuse, abuse, and diversion in chronic or 
acute pain; a multifaceted approach involving tamper-
resistant opioid formulations, accurate assessments 
of patient risk, adequate funding for and referral to 
centers for addiction treatment, improved utilization 
of PDMPs, and heightened recognition of prescription 

opioid abuse is needed (196). Due to the variety of in-
dividuals exposed to opioids, an array of populations 
must be examined using multiple study designs in order 
to properly assess the abuse-deterrent potential of an 
opioid formulation. Any research conducted on abuse 
deterrence needs to incorporate studies that evaluate: 
abuse liability; the likelihood that opioid abusers will 
find methods to circumvent the deterrent properties of 
the formulation; randomized clinical trials calculating 
misuse and abuse in patients with pain who display 
both low and high risk of abuse; and postmarketing 
epidemiological studies (197).

6.5 Postmarketing Surveillance
Drugs acting upon the central nervous system 

require uniquely stringent surveillance due to their 
potential for misuse, abuse, and diversion. Behavior 
characteristics of these issues is often concealed, and 
for that reason many countries have implemented post-
marketing surveillance systems in an effort to monitor 
for prescription drug abuse (198). In the United States, 
the approval and postmarketing surveillance is per-
formed by the FDA, but similar agencies perform these 
functions in other countries (199,200). A postmarketing 
surveillance system for prescription drugs abused in the 
United States should include product-specific informa-
tion that is accurate, immediately available, and geo-
graphically specific and includes all areas of the country. 

The RADARS System is a national surveillance sys-
tem that monitors the abuse, misuse, and diversion of 
prescription opioids. This program offer multiple per-
spectives on prescription drug abuse through the use 
of 7 unique programs that collect and report data on a 
quarterly basis, with geographic specificity (3-digit ZIP 
code level) throughout the United States (201). 

Based on RADARS data, Dasgupta et al (202) pub-
lished the importance of postmarketing surveillance of 
methadone and buprenorphine in the United States. 
The safety profile of buprenorphine seems superior to 
that of methadone in standard outpatient medicine 
settings. Nevertheless, certain scenarios exist during 
the treatment of pain and opioid addiction that call 
for the use of both drugs, and investigation should 
continue into their respective risks and benefits (202). 
Most producers of branded opioid analgesic products 
have created systems that measure abuse from multiple 
vantage points: criminal justice, treatment profession-
als, susceptible patient populations, and acute health 
events. In the past, the US government has not es-
tablished similar requirements for the same products 



www.painphysicianjournal.com 	 S125

Updated Review of Opioid Abuse Predictors and Strategies to Curb Opioid Abuse Part 2

produced by generic manufacturers. However, the FDA 
Amendments Act of 2007 includes generic opioid anal-
gesic products by requiring that all products containing 
potent opioid drugs perform rigorous surveillance and 
risk management. While the FDA has developed gen-
eral risk management guidance, more specific analyses 
are needed to improve surveillance methodology for 
drugs abused, misused, and diverted (203).

6.6 Regulatory Measures
The White House in April 2011 announced a plan 

to curb prescription drug abuse called “Epidemic: Re-
sponding to America’s Prescription Drug Abuse Crisis.” 
The key elements of the plan are: expansion of state 
based prescription drug monitoring programs; recom-
mending convenient and environmentally responsible 
ways to remove unused medications from homes; sup-
porting education for patients and health care pro-
viders; and reducing the number of “pill mills,” and 
doctor-shopping through law enforcement. In concert 
with the White House plan, the FDA announced a new 
risk reduction program, called REMS, for all extended-
release and long-acting opioid analgesics. 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 (204). As part of 
the plan, the FDA directed manufacturers of certain 
extended-release opioids and methadone to give pa-
tients educational materials, including a medication 
guide that uses consumer-friendly language to explain 
safe use and disposal. The FDA has directed makers of 
opioid analgesics to work together and develop a single 
system of implementing the REMS strategies. Physician 
training, patient counseling, and other risk reduction 
measures developed by opioid manufacturers as part of 
REMS are taking a firmer hold, in particular the role 
of abuse-deterrent agents within opioid products. They 
soon will become a standard for the various brand 
names of opioid products, e.g. 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 Administration 
registration number needed to prescribe controlled 
substances. The FDA will also require risk management 
to include a way to determine if the education pro-
grams are helping to reduce problems associated with 

long-acting and extended-release opioids, while allow-
ing patients who need opioids to obtain them (205).

6.7 Emerging Treatments
The opioid analgesics that are currently available 

exert their analgesic activity by binding to opioid re-
ceptors in the central nervous system (CNS). Centrally 
mediated opioid analgesia is accompanied by other 
CNS-mediated side effects such as respiratory depres-
sion, nausea, cognitive disturbances, tolerance, and 
addiction. At the heart of the issue of opioid misuse is 
the role of opioid systems in the reward circuitry, and 
the adaptive processes associated with repetitive opioid 
use that manifest during withdrawal. An opioid drug 
that retains analgesic efficacy without the centrally 
mediated rewarding effects of µ-opioids would be the 
“holy grail” for opioid research. Research is directed 
at developing opioid drugs with reduced deleterious 
side effects. Several alternatives are being investigated, 
such as combining µ-opioids with CB1 cannabinoid 
receptor antagonists or NK1 neurokinin receptor an-
tagonists. Another alternative that holds promise is 
the development of peripherally acting opioid agonists 
without centrally mediated effects. Experimental and 
clinical research has revealed the existence of periph-
eral opioid receptors on neuronal and non-neuronal 
tissues (206,207). These peripherally restricted opioid 
receptors are activated by endogenous and exogenous 
opioid ligands and have a potent analgesic effect as 
demonstrated in experimental models of inflammatory 
pain (208-211). Peripherally acting opioid analgesics 
do not cross the blood-brain barrier and are therefore 
devoid of the common side effects that accompany 
centrally acting opioid analgesics. In the future, these 
drugs can potentially play a major role in providing 
optimal pain control and simultaneously curbing drug 
abuse. Emerging pharmacological insights into opioid 
receptors forecast the development of opioid-based an-
algesics with much improved safety profiles, decreased 
addiction, and possibly diminished opponent processes. 
Furthermore, knowledge of the circuitry and molecules 
responsible for nociception and pain transmission con-
tinues to increase; as it develops, novel therapeutic foci 
are revealed that will perhaps spawn efficient analge-
sics to be used either as monotherapy or in conjunction 
with present opioid therapies (212). 

In efforts to counteract the wide range of side ef-
fects that may reduce patient quality of life and lead 
to reduced compliance with treatment, novel opioid 
formulations such as tapentadol have recently come to 
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the market with the aim of providing potent analge-
sia with reduced gastrointestinal and CNS side effects. 
Tapentadol is a centrally acting analgesic with 2 mecha-
nisms of action, μ-opioid receptor agonism at spinal 
and supraspinal sites and norepinephrine reuptake 
inhibition in the spinal cord (213). It is available in an 
extended-release formulation for the management of 
chronic pain and has been associated with better gas-
trointestinal tolerability and compliance with therapy 
than oxycodone controlled-release which suggests that 
tapentadol ER may be a better option for the long-term 
management of chronic pain (214).

Another novel approach is the personalized medi-
cine approach to opioid analgesic prescribing. At pres-
ent there are insufficient data for deriving quantitative 
algorithms to achieve this goal based on individual pa-
tient phenotypes or genotypes. Pre-prescription identi-
fication of those patients likely to benefit from opioid 
therapy, i.e., with minimal side effects and low risk of 
abuse, lacks a well-validated, objective process. The 
concept of data-based personalized opioid prescrib-
ing has been proposed as a potential identification 
strategy. Multiple predictive elements may comprise 
such algorithms, including genetics, cerebral function 
and structure, distinct neurotransmitter pathways, 
and phenotypic traits peculiar to the patient such as 
gender, negative affect, and sensitivity to pain. Current 
knowledge lacks the depth of understanding needed 
to construct an adequate and efficient quantitative 
analgesic-prescribing algorithm. However, responder 
subtype analyses made practical by the large numbers 
of patients with chronic pain in proposed collabora-
tive patient-based pain registries, in conjunction with 
follow-up validation of randomized controlled trials, 
may eventually permit development of clinically useful 
analgesic-prescribing algorithms (215).

Given the current knowledge of the psychoneu-
roimmunological effects of SUDs, immunotherapies 
to treat SUDs and the neuropsychiatric effects of SUDs 
pose a promising new direction for addiction treat-
ment. Indeed, in a thorough and up-to-date review, 

Litten et al (216) provided a list of molecular targets 
and representative compounds that are currently being 
tested (preclinically and/ or clinically) in substance use 
and other drug use disorders. Included in this list of 
targets is neuroimmune modulation. Although not yet 
FDA approved or available to the public, anti-addiction 
vaccines are currently the most developed immuno-
therapeutic approach to addiction. Anti-addiction vac-
cines are designed to attract antibodies to a substance 
so that it is too large to pass through the blood brain 
barrier, effectively blocking its CNS action and reward-
ing effect (217-220). To date, vaccines have been devel-
oped against nicotine, morphine/heroin, cocaine, and 
methamphetamine, and an array of compounds are 
undergoing clinical trials or are in preclinical develop-
ment (218-220). While this approach has clear poten-
tial benefit in terms of relapse prevention, a major 
limitation is likely to be that polysubstance use is highly 
prevalent (and perhaps the norm) within addiction 
populations. It is not feasible to vaccinate against all 
addictive substances (and perhaps contraindicated since 
many abused substances, such as morphine, also have 
approved medical indications), and many individuals 
will seek out and use alternative substances when their 
preferred substance is no longer effective.

In summary, researchers and clinicians continue to 
investigate this complex issue of substance use disor-
ders and chronic pain with the goal to create a more 
individualized, safer approach for our patients with 
chronic pain. Society will require all stakeholders, pa-
tients, clinicians, scientists, governmental policy makers, 
pharmaceutical companies, and emerging technology 
manufacturers to play a role in the successful manage-
ment of chronic non-cancer pain while minimizing 
opioid abuse.

Acknowledgments:
The authors would like to thank Ngoc Vo, MEd, 

Debbie Panepinto, MEd and Uyen Ha, BS for their edi-
torial assistance.



Updated Review of Opioid Abuse Predictors and Strategies to Curb Opioid Abuse Part 2

www.painphysicianjournal.com 	 S127

References

1.	 Hamill-Ruth RJ, Larriviere K, McMasters 
MG. Addition of objective data to identi-
fy risk for medication misuse and abuse: 
The inconsistency score. Pain Med 2013: 
14:1900-1907.

2.	 Cicero TJ, Lynskey M, Todorov A, Inciardi 
JA, Surratt HL. Co-morbid pain and psy-
chopathology in males and females ad-
mitted to treatment for opioid analgesic 
abuse. Pain 2008; 139:127-135.

3.	 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.

4.	 Dowell D, Haegerich TM, Chou R. CDC 
Guideline for Prescribing Opioids for 
Chronic Pain — United States, 2016. 
MMWR Recomm Rep 2016; 65(No. RR-
1):1–49. DOI: http://dx.doi.org/10.15585/
mmwr.rr6501e1.

5.	 Højsted J, Ekholm O, Kurita GP, Juel 
K, Sjøgren P. Addictive behaviors re-
lated to opioid use for chronic pain: A 
population-based study. PAIN® 2013;  
154:2677-2683.

6.	 Murphy L, Isaac P, Kalvik A, Ng K, Su VC, 
Sproule B. SAFER-OPIOIDS: A struc-
tured approach to identifying key infor-
mation and drug therapy problems in 
chronic noncancer pain patients using 
opioid therapy. Can Pharm J (Ott) 2013; 
146:26-29.

7.	 Kaye AM, Kaye AD, Lofton EC. Basic con-
cepts in opioid prescribing and current 
concepts of opioid-mediated effects on 
driving. Ochsner J 2013; 13:525-532.

8.	 Passik SD. Issues in long-term opioid 
therapy: unmet needs, risks, and solu-
tions, Mayo Clin Proc 2009; 84:593-601.

9.	 Passik SD, Messina J, Golsorkhi A, Xie 
F. Aberrant drug-related behavior ob-
served during clinical studies involving 
patients taking chronic opioid therapy 
for persistent pain and fentanyl buc-
cal tablet for breakthrough pain. J Pain 
Symptom Manage 2011; 41:116-125.

10.	 Meltzer EC, Rybin D, Meshesha LZ, Saitz 
R, Samet JH, Rubens SL, Liebschutz JM. 
Aberrant drug-related behaviors: Unsys-
tematic documentation does not iden-
tify prescription drug use disorder. Pain 
Med 2012; 13:1436-1443.

11.	 McCabe SE, West BT, Boyd CJ. Motives 
for medical misuse of prescription opi-
oids among adolescents. J Pain 2013; 
14:1208-1216.

12.	 Portenoy RK. Opioid therapy for chronic 

nonmalignant pain: A review of the criti-
cal issues. J Pain Symptom Manage 1996; 
11:203-217.

13.	 Morasco BJ, Dobscha SK. Prescription 
medication misuse and substance use 
disorder in VA primary care patients with 
chronic pain. Gen Hosp Psychiatry 2008; 
30:93-99.

14.	 Von Korff MR. Long-term use of opioids 
for complex chronic pain. Best Pract Res 
Clin Rheumatol 2013; 27:663-672.

15.	 White AG, Birnbaum HG, Schiller M, 
Tang J, Katz NP. Analytic models to 
identify patients at risk for prescription 
opioid abuse. Am J Manag Care 2009; 
15:897-906.

16.	 Cheatle MD, Barker C. Improving opi-
oid prescription practices and reducing 
patient risk in the primary care setting. J 
Pain Res 2014; 7:301-311.

17.	 Trescot AM, Helm S, Hansen H, Be-
nyamin R, Glaser SE, Adlaka R, Patel S, 
Manchikanti L. Opioids in the manage-
ment of chronic non-cancer pain: An 
update of American Society of the Inter-
ventional Pain Physicians’ (ASIPP) Guide-
lines. Pain Physician 2008; 11:S5-S62.

18.	 Manchikanti L, Benyamin R, Datta S, 
Vallejo R, Smith H. Opioids in chronic 
noncancer pain. Expert Rev Neurother 
2010; 10:775-789.

19.	 Passik SD, Weinreb HJ. Managing chron-
ic nonmalignant pain: Overcoming ob-
stacles to the use of opioids. Adv Ther 
2000; 17:70-83.

20.	 Wallace L, Keenum A, Roskos S. Com-
prehensibility and readability of patient 
self-administered opioid assessment 
screening tools. J Opioid Manag 2006; 
3:338-344.

21.	 Chabal C, Erjavec MK, Jacobson L, Mari-
ano A, Chaney E. Prescription opiate 
abuse in chronic pain patients: Clinical 
criteria, incidence, and predictors. Clin J 
Pain 1997; 13:150-155.

22.	 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. J Pain Symptom Manage 1998; 
16:355-363.

23.	 Friedman R, Li V, Mehrotra D. Treat-
ing pain patients at risk: Evaluation of a 
screening tool in opioid-treated pain pa-
tients with and without addiction. Pain 
Med2003; 4:182-185.

24.	 Atluri SL, Sudarshan G. Development 
of a screening tool to detect the risk of 
inappropriate prescription opioid use in 

patients with chronic pain. Pain Physi-
cian 2004; 7:333-338.

25.	 Manchikanti L, Pampati V, Damron K, 
McManus C. Evaluation of variables 
in illicit drug use: Does a controlled 
substance abuse screening tool iden-
tify illicit drug use? Pain Physician 2004; 
7:71-75.

26.	 Atluri S, Sudarshan G. Evaluation of 
abnormal urine drug screens among 
patients with chronic non-malignant 
pain treated with opioids. Pain Physician 
2003; 6:407-410.

27.	 Manchikanti L, Singh V, Damron K, 
Beyer C, 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.

28.	 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.

29.	 Adams LL, Gatchel RJ, Robinson RC, 
Polatin P, Gajraj N, Deschner M, Noe C. 
Development of a self-report screening 
instrument for assessing potential opi-
oid medication misuse in chronic pain 
patients. J Pain Symptom Manage 2004; 
27:440-459.

30.	 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.

31.	 Butler SF, Budman SH, Fernandez K, 
Jamison RN. Validation of a screener 
and opioid assessment measure for 
patients with chronic pain. Pain 2004; 
112:65-75.

32.	 Butler SF, Fernandez K, Benoit C, Bud-
man SH, Jamison RN. Validation of the 
revised Screener and Opioid Assessment 
for Patients with Pain (SOAPP-R). J Pain 
2008; 9:360-372.

33.	 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.

34.	 Belgrade MJ, Schamber CD, Lindgren 
BR. The DIRE score: Predicting out-
comes of opioid prescribing for chronic 
pain. J Pain 2006; 7:671-681.

35.	 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 



Pain Physician: Opioid Special Issue 2017: 20:S111-E133

S128 	 www.painphysicianjournal.com

clinician-based measure of inappropri-
ate opioid use in chronic pain. J Pain 
Symptom Manage 2006; 32:342-351.

36.	 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.

37.	 Knisely JS, Wunsch MJ, Cropsey KL, 
Campbell ED. Prescription Opioid Mis-
use Index: A brief questionnaire to as-
sess misuse. J Subst Abuse Treat 2008; 
35:380-386.

38.	 Katz N, Fanciullo GJ. Role of urine toxi-
cology testing in the management of 
chronic opioid therapy. Clin J Pain 2002; 
18:S76-S82.

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

40.	 Koyyalagunta D, Bruera E, Aigner C, 
Nusrat H, Driver L, Novy D. Risk stratifi-
cation of opioid misuse among patients 
with cancer pain using the SOAPP-SF. 
Pain Med2013; 14:667-675.

41.	 Butler SF, Zacharoff KL, Budman SH, 
Jamison RN, Black R, Dawsey R, Ond-
arza A. Spanish translation and lin-
guistic validation of the Screener and 
Opioid Assessment for Patients with 
Pain-Revised (SOAPP-R). Pain Med2013; 
14:1032-1038.

42.	 Turk DC, Swanson KS, Gatchel RJ. Pre-
dicting opioid misuse by chronic pain 
patients: A systematic review and lit-
erature synthesis. Clin J Pain 2008; 
24:497-508.

43.	 Becker WC, Fraenkel L, Edelman EJ, 
Holt SR, Glover J, Kerns RD, Fiellin DA. 
Instruments to assess patient-reported 
safety, efficacy, or misuse of current opi-
oid therapy for chronic pain: A system-
atic review. Pain 2013; 154:905-916.

44.	 Jamison RN, Edwards RR. Risk factor as-
sessment for problematic use of opioids 
for chronic pain. Clin Neuropsychol 2013; 
27:60-80.

45.	 Chou R, Fanciullo GJ, Fine PG, Adler JA, 
Ballantyne JC, Davies P, Donovan MI, 
Fishbain DA, Foley KM, Fudin J, Gilson 
A, Kelter A, Mauskop A, O’Connor P, 
Passik S, Pasternak G, Portenoy R, Rich 
B, Roberts R, Todd K, Miaskowski C; 
Panel APS-AAoPMOG. Clinical guide-
lines for the use of chronic opioid ther-
apy in chronic noncancer pain. J Pain 
2009; 10:113-130. e122.

46.	 Manchikanti L, Singh V, Caraway DL, 

Benyamin RM. Breakthrough pain in 
chronic non-cancer pain: Fact, fiction, or 
abuse. Pain Physician 2011; 14:E103-E117.

47.	 Rutkow L, Chang H-Y, Daubresse M, 
Webster DW, Stuart EA, Alexander GC. 
Effect of Florida’s Prescription Drug 
Monitoring Program and Pill Mill Laws 
on opioid prescribing and use. JAMA In-
tern Med 2015.

48.	 Ringwalt C, Schiro S, Shanahan M, 
Proescholdbell S, Meder H, Austin A, 
Sachdeva N. The Use of a Prescription 
Drug Monitoring Program to develop 
algorithms to identify providers with 
unusual prescribing practices for con-
trolled substances. J Prim Prev 2015; 
36:287-299.

49.	 Meltzer EC, Hall WD, Fins JJ. Error and 
bias in the evaluation of prescription 
opioid misuse: Should the FDA regulate 
clinical assessment tools? Pain Med2013; 
14:982-987.

50.	 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.

51.	 Manchikanti L, Derby R, Wolfer L, Singh 
V, Datta S, Hirsch JA. Evidence-based 
medicine, systematic reviews, and 
guidelines in interventional pain man-
agement: Part 7: Systematic reviews and 
meta-analyses of diagnostic accuracy 
studies. Pain Physician 2008; 12:929-963.

52.	 Manchikanti L, Falco F, Boswell MV, 
Hirsch JA. Facts, fallacies, and politics of 
comparative effectiveness research: Part 
I. Basic considerations. Pain Physician 
2009; 13:E23-E54.

53.	 Manchikanti L, Falco F, Boswell M, 
Hirsch J. Facts, fallacies, and politics 
of comparative effectiveness research: 
Part 2-implications for interventional 
pain management. Pain Physician 2009; 
13:E55-E79.

54.	 Manchikanti L, Datta S, Derby R, Wolfer 
L, Benyamin R, Hirsch J. A critical re-
view of the American Pain Society clini-
cal practice guidelines for interventional 
techniques: Part 1. Diagnostic interven-
tions. Pain Physician 2010; 13:E141-E174.

55.	 Manchikanti L, Datta S, Gupta S, Mung-
lani R, Bryce DA, Ward SP, Benyamin 
RM, Sharma ML, Helm 2nd S, Fellows 
B. A critical review of the American Pain 
Society clinical practice guidelines for 
interventional techniques: Part 2. Ther-
apeutic interventions. Pain Physician 
2009; 13:E215-E264.

56.	 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 2007; 
11:717-773.

57.	 Manchikanti L, Benyamin R, Helm S, 
Hirsch J. Evidence-based medicine, sys-
tematic reviews, and guidelines in inter-
ventional pain management: Part 3: Sys-
tematic reviews and meta-analyses of 
randomized trials. Pain Physician 2009; 
12:35-72.

58.	 Manchikanti L. and Guidelines in inter-
ventional pain management: Part 4: Ob-
servational studies. Pain Physician 2009; 
12:73-108.

59.	 Chou R, Fanciullo GJ, Fine PG, Mias-
kowski C, Passik SD, Portenoy RK. Opi-
oids for chronic noncancer pain: Pre-
diction and identification of aberrant 
drug-related behaviors: A review of the 
evidence for an American Pain Society 
and American Academy of Pain Medi-
cine clinical practice guideline. J Pain 
2009; 10:131-146. e135.

60.	 Passik S, Kirsh K, Whitcomb L, Schein 
J, Kaplan M, Dodd S, Kleinman L, Katz 
N, Portenoy R. Monitoring outcomes 
during long-term opioid therapy for 
noncancer pain: results with the Pain 
Assessment and Documentation Tool. 
Journal of Opioid Management 2004; 
1:257-266.

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

62.	 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 primary 
care patients with chronic pain. J Pain 
2010; 11:1047-1055.

63.	 Brown J, Setnik B, Lee K, Wase L, Roland 
C, Cleveland J, Siegel S, Katz N. Assess-
ment, stratification, and monitoring of 
the risk for prescription opioid misuse 
and abuse in the primary care setting. J 
Opioid Manag 2010; 7:467-483.

64.	 Gilbert JW, Wheeler G, Mick G, Storey 
B, Herder S, Richardson G, Watts E, 
Gyarteng-Dakwa K, Marino B, Kenney 
C. Urine drug testing in the treatment 
of chronic noncancer pain in a Kentucky 
private neuroscience practice: The po-
tential effect of Medicare benefit chang-
es in Kentucky. Pain Physician 2010; 
13:187-194.

65.	 Gilbert JW, Wheeler G, Mick G, Storey 
B, Herder S, Richardson G, Watts E, 



Updated Review of Opioid Abuse Predictors and Strategies to Curb Opioid Abuse Part 2

www.painphysicianjournal.com 	 S129

Gyarteng-Dakwa K, Marino B, Kenney 
C. Importance of urine drug testing 
in the treatment of chronic noncancer 
pain: Implications of recent Medicare 
policy changes in Kentucky. Pain Physi-
cian 2010; 13:167-186.

66.	 Pergolizzi J, Pappagallo M, Stauffer J, 
Gharibo C, Fortner N, De Jesus MN, 
Brennan MJ, Richmond C, Hussey D. 
The role of urine drug testing for pa-
tients on opioid therapy. Pain Pract 
2010; 10:497-507.

67.	 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.

68.	 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.

69.	 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.

70.	 Morasco B, Krebs E, Cavanagh R, Hyde 
S, Crain A, Dobscha S. Treatment chang-
es following aberrant urine drug test 
results for patients prescribed chronic 
opioid therapy. J Opioid Manag 2014; 
11:45-51.

71.	 Passik SD, Kirsh KL. The interface be-
tween pain and drug abuse and the 
evolution of strategies to optimize pain 
management while minimizing drug 
abuse. Exp Clin Psychopharmacol 2008; 
16:400-404.

72.	 Ballantyne JC, Mao J. Opioid therapy 
for chronic pain. N Engl J Med 2003; 
349:1943-1953.

73.	 Nalini Sehgal M, Howard Smith M, 
Laxmaiah Manchikanti M. Peripherally 
acting opioids and clinical implications 
for pain control. Pain Physician 2011; 
14:249-258.

74.	 Hayek S, Deer T, Pope J, Panchal S, Pa-
tel V. Intrathecal therapy for cancer and 
non-cancer pain. Pain Physician 2010; 
14:219-248.

75.	 Deer T, Smith H, Burton A, Pope J, Do-
leys D, Levy R, Staats P, Wallace M, Web-
ster L, Rauck R. Comprehensive con-
sensus based guidelines on intrathecal 

drug delivery systems in the treatment 
of pain caused by cancer pain. Pain phy-
sician 2010; 14:E283-E312.

76.	 Manchikanti L, Ailinani H, Koyyalagunta 
D, Datta S, Singh V, Eriator I, Sehgal N, 
Shah R. A systematic review of random-
ized trials of long-term opioid manage-
ment for chronic non-cancer pain. Pain 
Physician 2011; 14:91-121.

77.	 Ballantyne JC, Mao J, Opioid therapy for 
chronic pain.  New England Journal of 
Medicine 2003; 349:1943-1953.

78.	 Smith H, Kirsh K, Passik S. Chronic 
opioid therapy issues associated with 
opioid abuse potential. J Opioid Manag 
2008; 5:287-300.

79.	 Falco F, Erhart S, Wargo BW, Bryce DA, 
Atluri S, Datta S, Hayek SM. Systematic 
review of diagnostic utility and thera-
peutic effectiveness of cervical facet 
joint interventions. Pain Physician 2008; 
12:323-344.

80.	 Datta S, Lee M, Falco F, Bryce D, Hayek 
S. Systematic assessment of diagnostic 
accuracy and therapeutic utility of lum-
bar facet joint interventions. Pain Physi-
cian 2009; 12:437-460.

81.	 Manchikanti L, Cash KA, McManus 
CD, Pampati V, Fellows B. Fluoroscopic 
caudal 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. J Spinal Disord Tech 2012; 
25:226-234.

82.	 Manchikanti L, Singh V, Cash KA, Pam-
pati V, Damron KS, Boswell MV. A ran-
domized, controlled, double-blind trial 
of fluoroscopic caudal epidural injec-
tions in the treatment of lumbar disc 
herniation and radiculitis. Spine 2011; 
36:1897-1905.

83.	 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 2010; 14:25-36.

84.	 Manchikanti L, Cash K, McManus C, 
Pampati V, Benyamin R. A preliminary 
report of a randomized double-blind, 
active controlled trial of fluoroscopic 
thoracic interlaminar epidural injections 
in managing chronic thoracic pain. Pain 
Physician 2010; 13:E357-E369.

85.	 Manchikanti L, Singh V, Cash K, Pam-
pati V, Datta S. Management of pain of 
post lumbar surgery syndrome: One-
year results of a randomized, double-

blind, active controlled trial of fluoro-
scopic caudal epidural injections. Pain 
Physician 2009; 13:509-521.

86.	 Manchikanti L, Singh V, Falco F, Cash K, 
Pampati V, Fellows B. Comparative ef-
fectiveness 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.

87.	 Manchikanti L, Singh V, Falco F, Cash 
K, 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.

88.	 Manchikanti L, Singh V, Falco FJ, Cash 
KA, Pampati V. Evaluation of the effec-
tiveness of lumbar interlaminar epidural 
injections in managing chronic pain of 
lumbar disc herniation or radiculitis: A 
randomized, double-blind, controlled 
trial. Pain Physician 2010; 13:343-355.

89.	 Manchikanti L, Cash KA, Pampati V, 
Wargo BW, Malla Y. Cervical epidural 
injections in chronic discogenic neck 
pain without disc herniation or radiculi-
tis: Preliminary results of a randomized, 
double-blind, controlled trial. Pain Phy-
sician 2010; 13:E265-E278.

90.	 Manchikanti L, Cash K, McManus C, 
Pampati V, Benyamin R. 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 2009; 13:E279-E292.

91.	 Manchikanti L, Singh V, Falco FJ, Cash 
KA, Pampati V. Evaluation of lumbar 
facet joint nerve blocks in managing 
chronic low back pain: A randomized, 
double-blind, controlled trial with a 
2-year follow-up. Int J Med Sci 2010; 
7:124.

92.	 Manchikanti L, Cash KA, Pampati V, 
Wargo BW, Malla Y. The effectiveness of 
fluoroscopic cervical interlaminar epi-
dural injections in managing chronic 
cervical disc herniation and radiculitis: 
Preliminary results of a randomized, 
double-blind, controlled trial. Pain Phy-
sician 2010; 13:223-236.

93.	 Manchikanti L, Pampati V, Cash KA. 
Protocol for evaluation of the compara-
tive effectiveness of percutaneous ad-
hesiolysis and caudal epidural steroid 
injections in low back and/or lower ex-
tremity pain without post surgery syn-
drome or spinal stenosis. Pain Physician 
2010; 13:E91-E110.



Pain Physician: Opioid Special Issue 2017: 20:S111-E133

S130 	 www.painphysicianjournal.com

94.	 Gerges F, Lipsitz S, Nedeljkovic S. A 
systematic review on the effective-
ness of the nucleoplasty procedure for 
discogenic pain. Pain Physician 2010; 
13:117-132.

95.	 Kapural L, Kapural M, Bensitel T, Sessler 
DI. Opioid-sparing effect of intravenous 
outpatient ketamine infusions appears 
short-lived in chronic-pain patients with 
high opioid requirements. Pain Physi-
cian 2010; 13:389-394.

96.	 Braker LS, Reese AE, Card RO, Van 
Howe RS. Screening for potential pre-
scription opioid misuse in a Michigan 
Medicaid population. Fam Med 2009; 
41:729.

97.	 Manchikanti L, Whitfield E, Pallone F. 
Evolution of the National All Schedules 
Prescription Electronic Reporting Act 
(NASPER): A public law for balancing 
treatment of pain and drug abuse and 
diversion. Pain Physician 2005; 8:335.

98.	 Wang J, Christo PJ. The influence of 
prescription monitoring programs on 
chronic pain management. Pain Physi-
cian 2009; 12:507-515.

99.	 The PDMP Training and Technical As-
sistance Center. Prescription Drug 
Monitoring Frequently Asked Ques-
tions (FAQ) 2015. www.pdmpassist.org/
content/prescription-drug-monitoring-
frequently-asked-questions-faq

100.	 Public law No: 109-60. H.R.1132 signed 
by President George W. Bush on 8/11/05. 

101.	 HR 5710 – National All Schedules Elec-
tronic Reporting Reauthorization Act of 
2010, 09/23/2010.

102.	 Harold Rogers Prescription Drug Moni-
toring Program. U.S. Department of 
Justice.

103.	 HR 866 – National All Schedules Pre-
scription Reporting Reauthorization Act 
of 2011. 03/01/2011.

104.	 Manchikanti L, Manchukonda R, Dam-
ron K, Brandon D, McManus C, Cash 
K. Does adherence monitoring reduce 
controlled substance abuse in chron-
ic pain patients? Pain Physician 2006; 
9:57-60.

105.	 Manchikanti L, Manchukonda R, Pam-
pati V, Damron KS, Brandon D, Cash K, 
McManus C. Does random urine drug 
testing reduce illicit drug use in chronic 
pain patients receiving opioids? Pain 
Physician 2006; 9:123-129.

106.	 Manchikanti L, Boswell MV, Singh V. 
Monitoring of patients receiving long-
term opioid therapy. Anesth Analg 2004; 
99:304-305.

107.	 Graziottin A, Gardner-Nix J, Stumpf M, 

Berliner MN. Opioids: How to improve 
compliance and adherence. Pain Pract 
2011; 11:574-581.

108.	 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.

109.	 Roskos SE, Keenum AJ, Newman LM, 
Wallace LS. Literacy demands and for-
matting characteristics of opioid con-
tracts in chronic nonmalignant pain 
management. J Pain 2007; 8:753-758.

110.	 Arnold RM, Han PK, Seltzer D. Opioid 
contracts in chronic nonmalignant pain 
management: Objectives and uncer-
tainties. Am J Med 2006; 119:292-296.

111.	 Bolen J. Getting informed consent and 
agreement for treatment right: A legal 
perspective on key obligations for prac-
titioners who use controlled substances 
to treat chronic pain. J Opioid Manag 
2005; 2:193-200.

112.	 Collen M. Opioid contracts and random 
drug testing for people with chronic 
pain-think twice. JL Med & Ethics 2009; 
37:841-845.

113.	 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.

114.	 Gourlay DL, Heit HA, Almahrezi A. Uni-
versal precautions in pain medicine: A 
rational approach to the treatment of 
chronic pain. Pain Med2005; 6:107-112.

115.	 Centers for Disease Control and Pre-
vention. Adult use of prescription opi-
oid pain medications-Utah, 2008. Morb 
Mortal Wkly Rep 2010; 59:153-157.

116.	 Baldacchino A, Gilchrist G, Fleming R, 
Bannister J. Guilty until proven inno-
cent: A qualitative study of the manage-
ment of chronic non-cancer pain among 
patients with a history of substance 
abuse. Addict Behav 2010; 35:270-272.

117.	 Savage SR. Management of opioid med-
ications in patients with chronic pain 
and risk of substance misuse. Curr Psy-
chiatry Rep 2009; 11:377-384.

118.	 Ghods MP, Schmid IT, Pamer CA, Lap-
pin BM, Slavin DC. Developing and ini-
tiating validation of a model opioid pa-
tient-prescriber agreement as a tool for 
patient-centered pain treatment. Patient 
2015; 8:349-358.

119.	 Jang DH, Rohe JC, Hoffman RS, Nel-
son LS. Severe opioid withdrawal due 
to misuse of new combined morphine 
and naltrexone product (Embeda). Ann 
Emerg Med 2010; 55:303-304.

120.	 Toblin RL, Paulozzi LJ, Logan JE, Hall 
AJ, Kaplan JA. Mental illness and psy-
chotropic drug use among prescription 
drug overdose deaths: A medical exam-
iner chart review. J Clin Psychiatry 2010; 
71:491-496.

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

122.	 Manchikanti L, Fellows B, Ailinani H. 
Therapeutic use, abuse, and nonmedi-
cal use of opioids: A ten-year perspec-
tive. Pain Physician 2010; 13:401-435.

123.	 Institute of Medicine. Relieving Pain in 
America: A Blueprint for Transforming Pre-
vention, Care, Education, and Research. 
National Academy of Sciences, Wash-
ington, DC, 2011.

124.	 Paulozzi LJ, Jones CM, Mack KA, Rudd 
RA. Vital signs: Overdoses of prescrip-
tion opioid pain relievers-United States, 
1999-2008. Morb Mortal Wkly Rep 2011; 
60:1487-1492.

125.	 Volkow ND, McLellan TA. Curtailing di-
version and abuse of opioid analgesics 
without jeopardizing pain treatment. 
JAMA 2011; 305:1346-1347.

126.	 Calcaterra S, Glanz J, Binswanger IA. 
National trends in pharmaceutical opi-
oid related overdose deaths compared 
to other substance related overdose 
deaths: 1999–2009. Drug Alcohol Depend 
2013; 131:263-270.

127.	 National Center for Health Statistics. 
Health, United States, 2012: With Special 
Feature on Emergency Care. CDC, Hyatts-
ville, MD, 2013.

128.	 Substance Abuse and Mental Health 
Services Administration. Drug Abuse 
Warning Network, 2011: National Esti-
mates of Drug-Related Emergency De-
partment Visits. Rockville, MD: US De-
partment of Health and Human Servic-
es. HHS Publication No (SMA) 13-4760, 
DAWN Series D-39, 2013.

129.	 Cornish R, Macleod J, Strang J, Vicker-
man P, Hickman M. Risk of death dur-
ing and after opiate substitution treat-
ment in primary care: Prospective ob-
servational study in UK General Practice 
Research Database. BMJ 2010; 341.

130.	 Centers for Disease Control Prevention. 
Community-based opioid overdose pre-
vention programs providing naloxone-
United States, 2010. Morb Mortal Wkly 
Rep 2012; 61:101-105.

131.	 Johannes CB, Le TK, Zhou X, Johnston 
JA, Dworkin RH. The prevalence of 
chronic pain in United States adults: Re-



Updated Review of Opioid Abuse Predictors and Strategies to Curb Opioid Abuse Part 2

www.painphysicianjournal.com 	 S131

sults of an Internet-based survey. J Pain 
2010; 11:1230-1239.

132.	 American Geriatrics Society Panel on 
Pharmacological Management of Per-
sistent Pain in Older Persons. Pharma-
cological management of persistent 
pain in older persons. J Am Geriatr Soc 
2009; 57:1331-1346.

133.	 Ripamonti C, Bandieri E, Roila F, Group 
EGW. Management of cancer pain: 
ESMO clinical practice guidelines. Ann 
Oncol 2011; 22:vi69-vi77.

134.	 American Society of Anesthesiologists 
Task Force on Acute Pain Management. 
Practice guidelines for acute pain man-
agement in the perioperative setting: An 
updated report by the American Society 
of Anesthesiologists Task Force on Acute 
Pain Management. Anesthesiology 2012; 
116:248-273.

135. Zhang W, Moskowitz R, Nuki G, Abramson 
S, Altman R, Arden N, Bierma-Zeinstra 
S, Brandt K, Croft P, Doherty M. OARSI 
recommendations for the management 
of hip and knee osteoarthritis, Part II: 
OARSI evidence-based, expert consen-
sus guidelines. Osteoarthritis Cartilage 
2008; 16:137-162.

136. Chou R, Qaseem A, Snow V, Casey D, 
Cross JT, Shekelle P, Owens DK. Diag-
nosis and treatment of low back pain: A 
joint clinical practice guideline from the 
American College of Physicians and the 
American Pain Society. Ann Intern Med 
2007; 147:478-491.

137.	 Attal N, Cruccu G, Baron R, Haanpää M, 
Hansson P, Jensen T, Nurmikko T. EFNS 
guidelines on the pharmacological 
treatment of neuropathic pain: 2010 re-
vision. Eur J Neurol 2010; 17:e1113-e1188.

138.	 Gibler WB, Cannon CP, Blomkalns AL, 
Char DM, Drew BJ, Hollander JE, Jaffe 
AS, Jesse RL, Newby LK, Ohman EM. 
Practical implementation of the guide-
lines for unstable angina/non–ST-seg-
ment elevation myocardial infarction in 
the emergency department: A  scientific 
dtatement from the American Heart As-
sociation Council on Clinical Cardiology 
(Subcommittee on Acute Cardiac Care), 
Council on Cardiovascular Nursing, and 
Quality of Care and Outcomes Research 
Interdisciplinary Working Group, in col-
laboration with the Society of Chest Pain 
Centers. Circulation 2005; 111:2699-2710.

139.	 Mezei L, Murinson BB, Team JHPCD. 
Pain education in North American med-
ical schools. J Pain 2011; 12:1199-1208.

140.	 Watt-Watson J, McGillion M, Hunter J, 
Choiniere M, Clark A, Dewar A, John-
ston C, Lynch M, Morley-Forster P, 

Moulin D. A survey of prelicensure pain 
curricula in health science faculties in 
Canadian universities. Pain Res Manag 
2009; 14:439-444.

141.	 Charlton JE. Core curriculum for profes-
sional education in pain 3 edition. IASP 
Press, Seattle, WA, 2005.

142.	 Morley-Forster PK, Pergolizzi JV, Tay-
lor Jr R, Axford-Gatley RA, Sellers EM. 
Mitigating the risk of opioid abuse 
through a balanced undergraduate pain 
medicine curriculum. J Pain Res 2013; 
6:791-801.

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

144.	 Kahan M, Gomes T, Juurlink DN, Man-
no M, Wilson L, Mailis-Gagnon A, Sriv-
astava A, Reardon R, Dhalla IA, Mamda-
ni MM. Effect of a course-based inter-
vention and effect of medical regulation 
on physicians’ opioid prescribing. Can 
Fam Physician 2013; 59:e231-e239.

145.	 Boyd CJ, Young A, Grey M, McCabe SE. 
Adolescents’ nonmedical use of pre-
scription medications and other prob-
lem behaviors. J Adolesc Health 2009; 
45:543-550.

146.	 Pergolizzi JV, Gharibo C, Passik S, Labh-
setwar S, Taylor R, Pergolizzi JS, Müller-
Schwefe G. Dynamic risk factors in the 
misuse of opioid analgesics. J Psychosom 
Res 2012; 72:443-451.

147.	 Nakawaki B, Crano WD. Predicting ado-
lescents’ persistence, non-persistence, 
and recent onset of nonmedical use of 
opioids and stimulants. Addict Behav 
2012; 37:716-721.

148.	 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. J Pain Symptom Manage 2004; 
28:250-258.

149.	 Ogbu UC, Lotfipour S, Chakravarthy B. 
Polysubstance Abuse: Alcohol, Opioids 
and Benzodiazepines Require Coordi-
nated Engagement by Society, Patients, 
and Physicians. West J Emerg Med 2015; 
16:76-79.

150.	 Bates C, Laciak R, Southwick A, Bish-
off J. Overprescription of postoperative 
narcotics: A look at postoperative pain 
medication delivery, consumption and 
disposal in urological practice. J Urol 
2011; 185:551-555.

151. Wieczorkiewicz SM, Kassamali Z, Dan-
ziger LH. Behind closed doors: medi-

cation storage and disposal in the 
home. Annals of Pharmacotherapy 2013; 
47:482-489.

152.	 Edlund MJ, Martin BC, Fan M-Y, Devries 
A, Braden JB, Sullivan MD. Risks for 
opioid abuse and dependence among 
recipients of chronic opioid therapy: Re-
sults from the TROUP study. Drug Alco-
hol Depend 2010; 112:90-98.

153.	 Inciardi JA, Surratt HL, Cicero TJ, Beard 
RA. Prescription opioid abuse and diver-
sion in an urban community: The results 
of an ultrarapid assessment. Pain Med 
2009; 10:537-548.

154.	 Lewis ET, Cucciare MA, Trafton JA. What 
do patients do with unused opioid med-
ications? Clin J Pain 2014; 30:654-662.

155.	 Wallace LS, Wexler RK, Miser WF, Mc-
Dougle L, Haddox JD. Development and 
validation of the Patient Opioid Educa-
tion Measure. J Pain Res 2013; 6:663-681.

156.	 Arria AM, Garnier-Dykstra LM, Caldeira 
KM, Vincent KB, O’Grady KE. Prescrip-
tion analgesic use among young adults: 
Adherence to physician instructions and 
diversion. Pain Med 2011; 12:898-903.

157.	 Jamison RN, Mao J. Opioid analgesics. 
Mayo Clin Proc 2015; 90:957-968.

158.	 Jamison R, Serraillier J, Michna E. 
Screening before embarking: How to 
screen for addiction risk in opioid pre-
scribing, in JC B, DJ T (eds). Expert Deci-
sion Making on Opioid Treatment Oxford 
University Press, New York. Oxford Uni-
versity Press, New York, NY, 2013, pp 
27-41.

159.	 Raffa RB, Pergolizzi JV, Muniz E, Taylor 
R, Pergolizzi J. Designing opioids that 
deter abuse. Pain Res Treat 2012; 2012.

160.	 Ringwalt C, Gugelmann H, Garrettson 
M, Dasgupta N, Chung AE, Proeschold-
bell SK, Skinner AC. Differential pre-
scribing of opioid analgesics according 
to physician specialty for Medicaid pa-
tients with chronic noncancer pain diag-
noses. Pain Res Manag 2014; 19:179-185.

161.	 Jamison RN, Ross EL, Michna E, Chen 
LQ, Holcomb C, Wasan AD. Substance 
misuse treatment for high-risk chronic 
pain patients on opioid therapy: A ran-
domized trial. Pain 2010; 150:390-400.

162.	 Jan SA. Patient perspective, complexi-
ties, and challenges in managed care. J 
Manag Care Pharm 2010; 16:S22-S25.

163.	 Ruetsch C. Practice strategies to im-
prove compliance and patient self-man-
agement. J Manag Care Pharm 2010; 
16:S26-S27.

164.	 Morasco BJ, Turk DC, Donovan DM, 
Dobscha SK. Risk for prescription opioid 
misuse among patients with a history 



Pain Physician: Opioid Special Issue 2017: 20:S111-E133

S132 	 www.painphysicianjournal.com

of substance use disorder. Drug Alcohol 
Depend 2013; 127:193-199.

165.	 Stanos SP, Bruckenthal P, Barkin RL. 
Strategies to reduce the tampering and 
subsequent abuse of long-acting opi-
oids: Potential risks and benefits of for-
mulations with physical or pharmaco-
logic deterrents to tampering. Mayo Clin 
Proc 2012; 87:683-694.

166.	 Katz N, Dart RC, Bailey E, Trudeau J, Os-
good E, Paillard F. Tampering with pre-
scription opioids: Nature and extent of 
the problem, health consequences, and 
solutions. Am J Drug Alcohol Abuse 2011; 
37:205-217.

167.	 U.S. Food and Drug Administration. 
Guidance for industry. Abuse-deterrent 
opioids– evaluation and labeling. 

	 (accessed at http://www.fda.gov/down-
loads/Drugs/Guidances/UCM334743.
pdf ) 

168.	 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.

169.	 Moorman-Li R, Motycka CA, Inge LD, 
Congdon JM, Hobson S, Pokropski B. 
A review of abuse-deterrent opioids for 
chronic nonmalignant pain. Pharm Ther 
2012; 37:412-418.

170.	 Schaeffer T. Abuse-deterrent formula-
tions, an evolving technology against 
the abuse and misuse of opioid analge-
sics. J Med Toxicol 2012; 8:400-407.

171.	 Exalgo (hydromorphone HCl) Extend-
ed-Release Tablets, prescribing infor-
mation. Hazelwood, Mo: Mallinckrodt, 
2010.

172.	 Carter N, Keating G. OROS hydromor-
phone prolonged release: A review of 
its use in the management of chronic, 
moderate to severe pain. CNS Drugs 
2010; 24:337-361.

173.	 US Food and Drug Administration. FDA 
approves abuse-deterrent labeling for 
reformulated OxyContin. 

	 (accessed at http://www.fda.gov/New-
sEvents/Newsroom/PressAnnounce-
ments/ucm348252.htm)

174.	 Alexander L, Mannion RO, Weingarten 
B, Fanelli RJ, Stiles GL. Development 
and impact of prescription opioid abuse 
deterrent formulation technologies. 
Drug Alcohol Depend 2014; 138:1-6.

175.	 Cicero TJ, Ellis MS. Abuse-deterrent for-
mulations and the prescription opioid 
abuse epidemic in the United States: 
Lessons learned from OxyContin. JAMA 
Psychiatry 2015; 72:424-430.

176.	 Budman SH, Grimes Serrano JM, Butler 
SF. Can abuse deterrent formulations 
make a difference? Expectation and 
speculation. Harm Reduct J 2009; 6:b71.

177.	 Raffa RB, Pergolizzi Jr JV. Opioid formu-
lations designed to resist/deter abuse. 
Drugs 2010; 70:1657-1675.

178.	 Turk DC, Dansie EJ, Wilson HD, Mos-
kovitz B, Kim M. Physicians’ beliefs and 
likelihood of prescribing opioid tamper-
resistant formulations for chronic non-
cancer pain patients. Pain Med 2014; 
15:625-636.

179.	 U.S. Food and Drug Administration. 
News Release. FDA approves extend-
ed-release, single-entity hydrocodone 
product, 2013. 

	 (accessed http://www.fda.gov/NewsEv-
ents/Newsroom/PressAnnouncements/
ucm372287.htm)

180.	 Smith S. New pain pill’s approval: Genu-
inely frightening. CNN Health, 2014. 

	 (accessed http://www.cnn.
c o m / 2 0 1 4 / 0 2 / 2 6 / h e a l t h /
zohydro-approval/)

181.	 Loftus P. Doctors split on Zohydro, a 
longer-lasting painkiller. Wall St J 2014. 
(accessed https://www.wsj.com/articles/
SB10001424052702303749904579580301
603189022)

182.	 McCarthy M. FDA chief defends Zo-
hydro approval as US states rebel. BMJ 
2014; 348.

183.	 Letter to Margaret Hamburg, Commis-
sioner, U.S. Food and Drug Administra-
tion, from The Fed Up! Coalition RE: 
New Drug Application NDA 202880, 
Zohydro ER, February 26, 2014. (ac-
cessed https://www.citizen.org/docu-
ments/2185.pdf )

184.	 Olsen Y, Sharfstein JM. Chronic pain, 
addiction, and Zohydro. N Engl J Med 
2014; 370:2061-2063.

185.	 McCarthy M. US bill would force FDA to 
withdraw approval of new pain drug Zo-
hydro. BMJ 2014; 348.

186.	 McCarthy M. FDA is urged to reverse its 
approval of new pain drug Zohydro ER. 
BMJ 2014; 348.

187.	 House Appropriations/FDA Subcom-
mittee Hearing RE: Act to Ban Zohydro, 
Thursday, March 27, 2014. 

	 (accessed http://www.previsionpolicy.
com/wp-content/uploads/2014/03/
HouseApprops-03282014-PVP.pdf )

188.	 Letter to Honorable Hal Rogers, United 
States House of Representatives, from 
American Society of Interventional Pain 
Physicians, RE: Support for The Act to 
Ban Zohydro, March 24, 2014. 

	 (accessed http://halrogers.house.
g o v / n e w s / d o c u m e n t s i n g l e .
aspx?DocumentID=398655)

189.	 S.2134 – Act to Ban Zohydro, introduced 
by Senator Joe Manchin III, March 13, 
2014. (accessed https://www.congress.
gov/bill/113th-congress/senate-bill/2134)

190.	 Murphy J. Understanding the uproar 
over Zohydro ER. KevinMD, 2014. 

	 (accessed http://www.kevinmd.com/
blog/2014/03/understanding-uproar-
zohydro-er.html)

191. Manchikanti L, Atluri S, Candido KD, 
Boswell MV, Simopoulos TT, Grider JS, 
Falco FJ, Hirsch JA. Zohydro™ approval 
by Food and Drug Administration: Con-
troversial or frightening? Pain Physician 
2014; 17:E437-E450.

192.	 Lourenço LM, Matthews M, Jamison 
RN. Abuse-deterrent and tamper-re-
sistant opioids: How valuable are novel 
formulations in thwarting non-med-
ical use? Expert Opin Drug Deliv 2013; 
10:229-240.

193.	 Passik SD. Tamper-resistant opioid for-
mulations in the treatment of acute 
pain. Adv Ther 2014; 31:264-275.

194.	 Turk DC, O’Connor AB, Dworkin RH, 
Chaudhry A, Katz NP, Adams EH, 
Brownstein JS, Comer SD, Dart R, Das-
gupta N, Densisco R, Klein M, Leider-
man D, Lubran R, Rappaport B, Zacny 
J, Ahdieh H, Burke L, Cowan P, Jacobs 
P, Malamut R, Markman J, Michna E, 
Palmer P, Peirce-Sandner S, Potter J, 
Raja S, Rauschkolb C, Roland C, Web-
ster L, Weiss R, Wolf K. Research de-
sign considerations for clinical studies 
of abuse-deterrent opioid analgesics: 
IMMPACT recommendations. Pain 
2012; 153:1997-2008.

195.	 Nordmann S, Frauger E, Pauly V, Rou-
by F, Mallaret M, Micallef J, Thirion X. 
[Post-marketing surveillance systems 
for psychoactive prescription drug 
abuse]. Therapie 2010; 66:263-272.

196.	 Post-authorization evaluation of medi-
cines for human use: Guidelines for 
risk management systems for medici-
nal products for human use. Europe-
an Medicines Agency, 2005.(accessed 
http://www.emwa.org/Documents/
Freelancer/riskmanagement/rmp%20
guidelines.pdf )

197.	 Questions and answers regarding the 
implementation of risk management 
planning. Health Canada, 2009. 

	 (accessed http://www.hc-sc.gc.ca/dhp-
mps/prodpharma/applic-demande/
guide-ld/vigilance/qa_rmp_qr_pgr-eng.
php)



Updated Review of Opioid Abuse Predictors and Strategies to Curb Opioid Abuse Part 2

www.painphysicianjournal.com 	 S133

198.	 Dasgupta N, Bailey EJ, Cicero T, Inciardi 
J, Parrino M, Rosenblum A, Dart RC. 
Post-marketing surveillance of metha-
done and buprenorphine in the United 
States. Pain Med 2010; 11:1078-1091.

199.	 Dart RC. Monitoring risk: Post market-
ing surveillance and signal detection. 
Drug Alcohol Depend 2009; 105:S26-S32.

200.	 Thompson CA. Long-awaited opioid 
REMS affects prescribers more than 
dispensers.Am J Health Syst Pharm 2011; 
68:963-967.

201.	 Cicero TJ, Dart RC, Inciardi JA, Woody 
GE, Schnoll S, Muñoz A. The develop-
ment of a comprehensive risk-manage-
ment program for prescription opioid 
analgesics: Researched Abuse, Diversion 
and Addiction-Related Surveillance (RA-
DARS®). Pain Med 2007; 8:157-170.

202.	 US Food Drug Administration. A guide 
to safe use of pain medicine for con-
sumers. J Pain Palliat Care Pharmacother 
2009; 23:304-306.

203.	 Bergström J, Ahmed M, Li J, Ahmad T, 
Kreicbergs A, Spetea M. Opioid peptides 
and receptors in joint tissues: Study in 
the rat. J Orthop Res 2006; 24:1193-1199.

204.	 Coggeshall RE, Zhou S, Carlton SM. 
Opioid receptors on peripheral sensory 
axons. Brain Res 1997; 764:126-132.

205.	 Walker JS. Anti-inflammatory effects 
of opioids. Adv Exp Med Biol 2002; 

521:148-160.
206.	 Stein C, Zöllner C. Opioids and sensory 

nerves, Sensory Nerves. Handb Exp Phar-
macol 2009; 194:495-518. 

207.	 Joris J, Dubner R, Hargreaves K. Opi-
oid analgesia at peripheral sites: A tar-
get for opioids released during stress 
and inflammation? Anesth Analg 1987; 
66:1277-1281.

208.	 Kalso E, Tramèr MR, Carroll D, McQuay 
HJ, Moore RA. Pain relief from intra-
articular morphine after knee surgery: A 
qualitative systematic review. Pain 1997; 
71:127-134.

209.	 Walwyn WM, Miotto KA, Evans CJ. Opi-
oid pharmaceuticals and addiction: The 
issues, and research directions seeking 
solutions. Drug Alcohol Depend 2010; 
108:156-165.

210.	 Hartrick CT, Rozek RJ. Tapentadol in 
pain management. CNS drugs 2011; 
25:359-370.

211.	 Afilalo M, Morlion B. Efficacy of tapen-
tadol ER for managing moderate to se-
vere chronic pain. Pain Physician 2013; 
16:27-40.

212.	 Bruehl S, Apkarian AV, Ballantyne JC, 
Berger A, Borsook D, Chen WG, Far-
rar JT, Haythornthwaite JA, Horn SD, 
Iadarola MJ. Personalized medicine and 
opioid analgesic prescribing for chronic 
pain: Opportunities and challenges. J 

Pain 2013; 14:103-113.
213.	 Litten RZ, Egli M, Heilig M, Cui C, 

Fertig JB, Ryan ML, Falk DE, Moss H, 
Huebner R, Noronha A. Medications 
development to treat alcohol depen-
dence: A vision for the next decade. Ad-
dict Biol 2012; 17:513-527.

214.	 Cerny EH, Cerny T. Vaccines against nic-
otine. Hum Vaccin 2009; 5:200-205.

215.	 Gentry WB, Rüedi-Bettschen D, Owens 
SM. Development of active and pas-
sive human vaccines to treat metham-
phetamine addiction. Hum Vaccin 2009; 
5:206-213.

216.	 Kinsey BM, Jackson DC, Orson FM. Anti-
drug vaccines to treat substance abuse. 
Immunol Cell Biol 2009; 87:309-314.

217.	 Kinsey BM, Kosten TR, Orson FM. Anti-
cocaine vaccine development. 2010. 

	 (accessed http://www.tandfonline.com/
doi/abs/10.1586/erv.10.102) 

218.	 Kosten T, Domingo C, Orson F, Kin-
sey B. Vaccines against stimulants: Co-
caine and MA. Br J Clin Pharmacol 2014; 
77:368-374.

219.	 Goniewicz ML, Delijewski M. Nicotine 
vaccines to treat tobacco dependence. 
Hum Vaccin Immunother 2013; 9:13-25.

220. Shen X, Orson FM, Kosten TR. Vaccines 
against drug abuse. Clin Pharmacol Ther 
2012; 91:60-70.




