
Results:
Part 2 of the guidelines on responsible opioid prescribing provides the following recommendations for 
initiating and maintaining chronic opioid therapy of 90 days or longer. 
1. A)  Comprehensive assessment and documentation is recommended before initiating opioid 

therapy, including documentation of comprehensive history, general medical condition, 
psychosocial history, psychiatric status, and substance use history. (Evidence: good)

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

 C)  Prescription monitoring programs must be implemented, as they provide data on patterns of 
prescription usage, reduce prescription drug abuse or doctor shopping. (Evidence: good to fair)

 D)  Urine drug testing (UDT) must be implemented from initiation along with subsequent 
adherence monitoring to decrease prescription drug abuse or illicit drug use when patients 
are in chronic pain management therapy. (Evidence: good)

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

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

 C) Stratify patients into one of the 3 risk categories – low, medium, or high risk.
 D)  A pain management consultation, may assist non-pain physicians, if high-dose opioid therapy 

is utilized. (Evidence: fair)
3.  Essential to establish medical necessity prior to initiation or maintenance of opioid therapy. 

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

(Evidence: good)
5. A)  Long-acting opioids in high doses are recommended only in specific circumstances with 

severe intractable pain that is not amenable to short-acting or moderate doses of long-acting 
opioids, as there is no significant difference between long-acting and short-acting opioids for 
their effectiveness or adverse effects. (Evidence: fair)

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

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

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

 B)  Up to 40 mg of morphine equivalent is considered as low dose, 41 to 90 mg of morphine equivalent as a moderate dose, 
and greater than 91 mg of morphine equivalence as high dose. (Evidence: fair) 

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

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

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

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

10. Constipation must be closely monitored and a bowel regimen be initiated as soon as deemed necessary. (Evidence: good)
11.  Chronic opioid therapy may be continued, with continuous adherence monitoring, in well-selected populations, in conjunction 

with or after failure of other modalities of treatments with improvement in physical and functional status and minimal adverse 
effects. (Evidence: fair)

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

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

Pain Physician 2012; 15:S67-S116

Pain Physician: Opioid Special Issue 2012; 15:S67-S116

S68  www.painphysicianjournal.com

is equivalent to 7.1 kg of opioid medication per 10,000 
population or enough to supply every adult American 
with 5 mg of hydrocodone every 6 hours for 45 days. 
Sales have increased 280% for hydrocodone, 1,293% 
for methadone, and 866% for oxycodone from 1997 to 
2007 (31), with the estimated number of prescriptions 
filled for opioids exceeding 256 million in the United 
States in 2009 (42-44). From 2006 to 2011, hydrocodone 
was the number one prescription in the United States 
(45). In 2007, based on a study by the International Nar-
cotics Control Board (46), American’s, constituting 4.6% 
of the global population, accounted for over 99% of 
the global consumption of hydrocodone and 83% of 
the global consumption of oxycodone,.

The explosive use of therapeutic opioids, however, 
is accompanied by increasing fatalities and adverse con-
sequences, and a lack of evidence regarding long-term 
effectiveness and safety in the treatment of chronic 
non-cancer pain (46-115). Even the Institute of Medi-
cine (IOM) report, considered a blueprint for trans-
forming prevention, care, education, and research on 

Evidence-based clinical practice guidelines for 
responsible opioid prescribing in non-cancer 
pain are statements developed to improve the 

quality of care, patient access, treatment outcomes, 
appropriateness of care, deficiency and effectiveness, 
and achieve cost containment by improving the cost-
benefit ratio. The objectives of these guidelines are 
to provide clear and concise guidelines to physicians 
to improve patient access and to avoid diversion and 
abuse. Part 1 of these guidelines describes evidence 
assessment (1), whereas Part 2 of these guidelines - the 
present manuscript, describes guidance for responsible 
opioid prescribing. 

The global epidemic of chronic pain with its related 
disability and opioid use and its related fatalities, are 
the predominant issues of concern in modern medicine, 
specifically in the United States (2-40). The escalating 
use of therapeutic opioids in the United States  is cor-
related to an increase in the supply of opioids, from 96 
mg of morphine equivalence per person in the United 
States in 1997 to 710 mg per person in 2010 (34,41). This 
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chronic pain recognizes the serious problem of diver-
sion and abuse of opioid drugs and has questions about 
their long-term usefulness, all the while maintaining 
that effective pain management is a moral imperative, 
a professional responsibility, and the duty of the people 
in the healing professions (4,47). Coinciding with the 
liberalization of laws governing opioid prescribing for 
the treatment of chronic non-cancer pain by the state 
medical boards in the late 1990s, opioid prescriptions 
have seen dramatic increases for non-cancer pain over 
the past 2 decades (116).  In addition, the introduction 
of new pain management standards for inpatient and 
outpatient medical care implemented by the Joint Com-
mission on Accreditation of Healthcare Organizations 
(JCAHO) in 2000 (117), multiple physicians and advocacy 
organizations promoting increased use of opioids in the 
treatment of chronic non-cancer pain, the introduction 
of long-acting opioids with aggressive marketing by the 
pharmaceutical industry, and a growing awareness of 
right to pain relief, empowered by JCAHO standards, 
have fueled the explosion in opioid use, at least in the 
United Sates (118-121).  It has been alleged, however, 
that these positions are largely based on poor science 
and misinformation in relation to the safety and effec-
tiveness of opioids when prescribed by a physician and 
taken appropriately (51,60,62-65,118-132). 

Opioid use for non-therapeutic purposes and also 
for chronic pain has increased over the years (63,66-
68,70,76-79,85,106,127-176). It has been shown that 
90% of patients present to pain management settings 
with prior opioid therapy, with a similar number of pa-
tients on opioids in treatment (159-174). Further, Deyo 
et al (30) illustrated that approximately 61% of patients 
with low back pain in primary care settings were on a 
course of opioids and that of these, 19% were long-
term users. Multiple surveys have illustrated that the 
majority of prescriptions are from primary specialties, 
followed by surgical specialties rather than pain physi-
cians (42-45). As shown in Figure 1, 42% of immediate 
release opioids and 44% of long-acting opioids were 
prescribed by primary care physicians, whereas special-
ties identified as pain management, including anes-
thesiology and PMR, contributed to 6% of immediate 
release opioids and 23% of long-acting opioids (42-45). 

Multiple guidelines have been published with ad-
vice for long-term opioid therapy in chronic non-cancer 
pain. Stein et al (59) assessed recently published guide-
lines, which included the guidelines by the American 
Pain Society (APS)-American Academy of Pain Medicine 
(AAPM) guidelines (50), British Pain Society’s guidelines 
(52), Canadian National Opioid Use Guideline Group 
(NOUGG) (54), German guidelines (49), and guidelines 

Fig. 1. Total number of  prescriptions dispensed in the U.S. by various specialties for IR and ER/LA opioids in 2009
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by the American Society of Interventional Pain Physi-
cians (55). It should be noted that this document serves, 
in part, to update the American Society of Intervention-
al Pain Physicians’ guidelines. Sorgatz and Maier (57) 
summarized that the 5 guidelines impact assessment of 
opioids in chronic non-cancer pain only in diction. They 
stated the following: 
i APS-AAPM: “Although evidence is limited, an 

expert panel (...) concludes that chronic opioid 
therapy can be an effective therapy for carefully 
selected and monitored patients with chronic non-
cancer pain. However, opioids are also associated 
with potentially serious harms (...) ”(50). 

i The British Pain Society guidelines state “There is 
evidence from clinical trials that opioids can be ef-
fective in the short and medium term (...) However, 
the safety and efficacy of opioids in the long-term 
is uncertain (...)” (52). 

i The guidelines by American Society of Interven-
tional Pain Physicians state: “Opioids are commonly 
prescribed for chronic non-cancer pain and may be 
effective for short-term pain relief. However, long-
term effectiveness of 6 months or longer is variable 
...” (55). 

i The Canadian guidelines National Opioid Use 
Guideline Group (NOUGG) state that “opioids 
showed only small to moderate benefits for no-
ciceptive (...) neuropathic (...) improving function 
and relieving pain” (58). 

In APS-AAPM guidelines for the use of chronic 
opioid therapy in chronic non-cancer pain (50,51), de-
spite scant evidence, the expert panel concluded that 
chronic opioid therapy could be effective therapy for 
carefully selected and monitored patients with chronic 
non-cancer pain. They provided recommendations and 
guidance on patient selection and risk stratification; 
informed consent and opioid management plans, ini-
tiation and titration of chronic opioid therapy, use of 
methadone, monitoring of patients on chronic opioid 
therapy, dose escalations, high-dose therapy, opioid ro-
tation, and indications for discontinuation of therapy, 
prevention and management of opioid-related adverse 
effects, driving and work safety, identifying a medical 
home and when to obtain consultation, management 
of breakthrough pain, chronic opioid therapy in preg-
nancy and opioid-related policies.

Canadian Guidelines (54) for Safe and Effective Use 
of Opioids for Chronic Non-Cancer Pain have analyzed 
the evidence and have provided recommendations with 

5 clusters. Cluster 1 dealt with deciding to initiate opioid 
therapy with comprehensive assessment, addiction-risk 
screening, urine drug screening, opioid efficacy, risks, 
adverse effects, complications, and benzodiazepine ta-
pering. Cluster 2 dealt with conducting an opioid trial 
with titration and driving, stepped opioid selection, op-
timal dose, watchful dose, and opioid misuse. Cluster 3 
described monitoring of long-term opioid therapy with 
monitoring, switching or discontinuing opioids, impact 
on driving, revisiting opioid trial steps, and collabora-
tive care. Cluster 4 described treating specific popu-
lations with long-term opioid therapy including the 
elderly, adolescents, pregnant patients, and patients 
suffering with comorbid psychiatric conditions. Finally, 
Cluster 5 described managing opioid misuse and ad-
diction with addiction treatment options, prescription 
fraud, unacceptable patient behavior, and acute care 
opioid prescribing policies. 

The British Pain Society’s Opioids for Persistent Pain 
(52) described the pharmacology of opioids, necessity 
to prescribe opioids, adverse effects of opioid therapy, 
practical aspects of prescribing, non-medical prescrip-
tions of opioids, and opioids and problem drug use. 

Hughes et al (177) also performed a systematic re-
view of treatment guidelines, published in 2011. They 
included 6 clinical guidelines meeting inclusion criteria 
with one duplicate (50,54,55,58,178-180).Three of the 
guidelines, including Canadian guidelines and APS-
AAPM guidelines were included by Stein et al (59), 
whereas 3 other guidelines were not included by Stein 
et al (178-180). Hughes et al (177) concluded that since 
evidence supporting efficacy for the use of opioids as 
treatment for chronic non-cancer pain was limited, opi-
oids for chronic non-cancer pain should be reserved for 
select patients with moderate or severe pain that sig-
nificantly affects function or quality of life. They also 
concluded that continuation of opioid therapy is indi-
cated if documentation supports the opioid results in 
improvement in those limitations. Furthermore, their 
recommendations included a comprehensive pre-treat-
ment assessment, identification of contraindications, 
obtaining informed consent, establishing a written 
treatment plan with goals and objectives, using an opi-
oid treatment agreement, obtaining specialist referral 
when indicated, and establishing a follow-up plan that 
includes monitoring for adverse effects, titration and 
rotation of medication, prescription use monitoring, use 
of drug screening, and thorough record keeping which 
includes documentation of functional improvement. 

However, the Interagency Guideline on Opioid 
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Dosing for Chronic Non-Cancer Pain (53), also provided 
guidance sponsored by the Washington State Agency 
Medical Directors Group (AMDG). This guideline is pro-
vided in 2 parts: Part 1 included guidance for initiation, 
transition, and maintenance of oral opioids for chronic 
non-cancer pain, and Part 2 describes guidance for op-
timizing treatment and when opioid doses are greater 
than 120 mg morphine equivalence per day. 

Thus, in order to curtail opioid abuse but at the 
same time provide appropriate treatment for pain pa-
tients, the focus must be on misuse, abuse, and diver-
sion, and should be addressed in 4 fronts: education, 
establishing medical necessity, supply, and drugs. These 
guidelines have been prepared with these aspects as 
the primary focus and with consideration of up-to-date 
literature, with special attention being given to the ef-
fectiveness of opioids in long-term therapy in conjunc-
tion with adverse consequences. Chronic opioid thera-
py has been defined as daily or near-daily use of opioids 
for at least 90 days, often indefinitely (50).

In fact, Franklin et al (181) showed that this guid-
ance is effective in bending prescription opioid dosing 
and reducing mortality. In this study, Franklin et al (181) 
showed a substantial decline in both the morphine 
equivalent dose per day of long-acting Schedule II opi-
oids by 27% and the proportion of workers on doses 
equal to or greater than 120 mg per day of morphine 
equivalent dosage by 35%, compared prior to 2007. 
Further, there was also a 50% decrease from 2009 to 
2010 in the number of deaths. 

Opioid prescribing may be different for different 
specialities and settings based on the speciality and 
training. Consequently, additional modalities may be 
utilized instead of high dose opioid therapy, leading 
to low or moderate dose opioid therapy and avoid-
ing multiple complications (182). These include various 
techniques of rehabilitation with therapeutic exer-
cise programs, physical therapy, occupational therapy; 
cognitive behavioral therapy with psychological in-
terventions, surgical interventions, or interventional 
techniques.

In interventional pain management, patients may 
receive not only opioid analgesics, but also other con-
trolled or non-controlled drugs, to manage comorbid 
psychiatric and psychological disorders. Consequently, 
the effectiveness studies of opioids published thus far 
may not apply in the majority of interventional pain 
management patients. Indeed, in an interventional 
pain practice, controlled substances may be prescribed 
at lower doses, particularly opioid analgesics, in con-

junction with interventional techniques (182). It has 
also been shown that interventional techniques may 
reduce psychological distress and improve functional 
status (183-201). More likely than not, the requirement 
for opioids and adjuvant drugs may be reduced or at 
least become stable. Hence, interventional pain physi-
cians probably should not compare patients in their set-
tings undergoing interventional techniques with others 
receiving drug therapy as mainstay treatment. Mono-
therapy, particularly with opioids, may be appropriate 
for only a small subgroup of those with chronic pain. 
Additionally, in interventional pain management, the 
majority of the patients are presented on opioid ther-
apy and it is well understood that once patients are on 
opioids, they will not be weaned off of them regardless 
of reported improvements in pain relief and functional 
status.

The concept of “universal precautions,” first seen 
in medicine with the explosion of HIV and hepatitis 
tainted blood, was introduced to counter the miscon-
ception that a provider would be able to predict “by 
looking” who might have a communicable blood-borne 
disease. This led to the use of “precautions” (gloves, 
etc.) for all patients, regardless of their age or socio-
economic class. A rational approach to the treatment 
of chronic pain with opioids has been described using a 
pain and addiction continuum and a substance use as-
sessment in a pain patient leading to the implementa-
tion of “universal precautions” in pain medicine (202). 

The current guidelines manuscript focuses on re-
sponsible chronic opioid therapy, chronic opioid pre-
scribing of 90 days or longer in chronic non-cancer 
pain, in order to improve quality of care, patient access, 
treatment outcomes, appropriateness of care, efficiency 
and effectiveness and achieve cost containment by im-
proving the cost-benefit ratio. The objectives of these 
guidelines are to provide clear and concise guidelines 
to physicians, to improve patient access and to avoid 
diversion and abuse. Consequently, these guidelines 
are developed to be used by physicians practicing in-
terventional pain management/pain medicine or other 
specialists involved in chronic opioid therapy. Thus, the 
focus of these guidelines and also for physicians deal-
ing with chronic opioid therapy should be to curtail 
the abuse of opioids without jeopardizing non-cancer 
pain management. These guidelines only recommend 
proper use and do not recommend total elimination 
of opioids in managing chronic pain. Various principles 
of opioid use with appropriate evidence-based recom-
mendations are illustrated in Figure 2 showing guid-
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ance to opioid therapy. Since evidence supporting the 
efficacy for use of opioids as treatment of chronic non-
cancer pain is limited and based on short-term studies, 
long-term opioid therapy for chronic non-cancer pain 

should be reserved for select patients with moderate or 
severe pain that significantly affects function or quality 
of life. In addition, continuation of opioid therapy is in-
dicated if documentation supports the opioid results in 

Fig. 2. Guidance to opioid therapy.
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improvement in pain and function. If opioid therapy is 
indicated, for initiation or continuation, recommenda-
tions in this document may be followed.

1.0 INITIAL STEPS OF OPIOID THERAPY

Before the initiation of opioid therapy it is essential 
that comprehensive assessment and documentation of 
the patient’s physical condition, general medical condi-
tion, psychological history, psychiatric status, substance 
use and abuse history of the patient and family be ob-
tained (50,52,53,55,58,177-180).

1.1 Comprehensive Assessment

1.1.1 Pain Condition
A thorough history and physical examination must 

be documented to determine the type, cause, and nature 
of the pain, including questions about past investigations 
and interventions for pain. This history also should include 
medication trials and the pain intensity and the functional 
impairment that arises from it (i.e., impact of pain on ac-
tivities of daily living, work, and other aspects of life). In 
addition, various circumstances which increase or exacer-
bate the pain and conditions which lead to diminution of 
pain must be documented (203-206). A physical diagno-
sis must be established prior to initiating opioid therapy. 
The diagnosis should not be non-specific such as low back 
pain, knee pain etc., but should be objective and some-
what specific based on the type of pain and abnormali-
ties identified. This will assist in future treatments based 
on whether the pain is nociceptive, neuropathic, somatic, 
radicular, widespread, or localized. 

1.1.2 General Medical History 
General medical history includes questions about 

general physical health, emotional health, and medi-
cation usage (203-206). Chronic pain patients tend to 
have multiple medical comorbid conditions which may 
increase the pain levels or may interact with multiple 
other drugs. 

1.1.3 Psychosocial History
Psychosocial history includes information regard-

ing their upbringing, family and social support, family 
obligations, work status, use of alcohol, smoking, and 
living arrangements. 

1.1.4 Functional Status
A history of the functional status of a patient in-

cludes information about their ability to perform ac-

tivities of daily living, work, play, and socialization. 
Assessment may be performed utilizing the Oswes-
try Disability Index, Neck Disability Index, or another 
measure.

1.1.5 Sleep Patterns
Sleeping is an important function, specifically in 

patients with generalized pain problems such as fibro-
myalgia and with the elderly.

1.1.6 Psychological Evaluation
Psychological evaluation may be performed with 

a simple evaluation for depression, anxiety, and so-
matization. Patients with major personality disorders 
need further evaluation and appropriate consultations 
(203-206). 

Psychiatric status includes information regarding 
the patient’s current and past history of psychiatric dis-
orders and treatments and family history of psychiatric 
disorders. 

1.1.7 Substance Use History
Substance use history includes multiple questions 

in reference to current, past, and family history of sub-
stance use, abuse, and addiction to alcohol, tobacco, 
prescription drugs, street drugs, illicit drugs, over-the-
counter medications, solvents, etc. Furthermore, history 
in reference to attendance at a treatment program for 
addiction or treatment in an outpatient office detoxifi-
cation etc., must be documented (203-206). 

1.1.8 Addiction Risk Screening
Before initiating opioid therapy, a physician may 

consider using a screening tool to determine the pa-
tient’s risk for opioid addiction. This evaluation is part 
of the comprehensive assessment. Comprehensive his-
tory also includes a thorough review of the patient’s al-
cohol and other substance use. The history is important 
in assessing the patients risk for opioid misuse or addic-
tion. Various screening tools may help with the deter-
mination. Most of the screening tools have not been 
studied in depth, validated, or been compared to each 
other. Thus, the evidence is poor as to their reliability 
(1,40,77-79,207-214). 

1.1.9 Prescription Monitoring Programs
Before initiating therapy, a physician must obtain 

data from the prescription monitoring program. If a 
prescription monitoring program is not available, the 
physician must request information from all previous 
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physicians as well as pharmacies a patient uses or has 
used.  While the evidence shows a general lack of re-
liability and accuracy for the multiple screening tools 
for opioid abuse, there is good evidence that prescrip-
tion monitoring programs provide data on patterns of 
prescription usage, and fair evidence that prescription 
drug monitoring programs (PDMPs) can reduce pre-
scription drug abuse or doctor shopping (1). However, 
the evidence that PDMPs reduce emergency room visits, 
drug overdoses, or deaths is poor. PDMPs collect state-
wide data about prescription drugs and track their flow 
(213,215-224). There are 3 components of these pro-
grams. The first component involves collecting data for 
prescriptions, documenting the physicians who wrote 
them and the pharmacies that dispensed them. With 
the enactment of the National All Schedules Electronic 
Reporting (NASPER) Act, physicians will have access to 
a database that has the capacity to monitor all transac-
tions. In fact, some states are already mandating such 
use of prescription monitoring programs (221). To date, 
in the United States 38 states have functioning PDMPs, 
with 48 states with legislation passed (224), but there 
is a significant difference in the manner and frequency 
with which the data is collected. 

1.1.10 Urine Drug Screening
In initiating and maintaining chronic opioid thera-

py, urine drug testing (UDT) must be used to establish 
a baseline measure of risk or to monitor compliance 
(40,51,54,149,172,173,207-213,225-234). However, it is 
essential to understand pharmacology, pharmacody-
namics, drug interactions, and to have knowledge of 
interpretation and a plan in place to use the results, 
without financial considerations as the driving force 
(235-239). 

UDT has been described in Part I and other manu-
scripts (40,53,54,225-231,237-240). Various details of in-
terpretation of UDT are shown in Tables 1–3.

Physicians face multiple issues when utilizing UDT. 
In particular, the implication that the physician does 
not trust his or her patient. Information gained from 
UDT is limited regarding whether a patient is taking 
the dosages prescribed, or if they are a high metab-
olizer. UDT can reveal whether they are taking illicit 
substances. 
i Drug screening should not imply that a physician 

does not trust the patients or that patients are not 
trustworthy. The literature, however,  shows that 
self-reporting of drug use and behavioral monitor-

Urine drug testing: Typical screening and confirmation cut-off  concentrations and detection times for drugs of  abuse.

Drug

Screening cut-off  

concentrations ng/mL 

urine

Confirmation cut-

off  concentrations

ng/mL

Urine detection time
Immunoassay (I)

Chromatography  (C)

15

25
25
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ing fail to detect problems with drug misuse and 
abuse (53). Creating a UDT policy that is applicable 
universally and consistently with all patients as-
sists to “de-stigmatize” UDT and can potentially 
convince patients that it has nothing to do with an 
individual patient or their trustworthiness (53,54). 
Consequently, the practice can explain to patients 
that drug testing is a routine procedure for all pa-
tients starting or maintained on opioid therapy and 
it is an important tool for monitoring the safety of 

Drug cross-reactants.

Unexpected Result possible explanations Actions for the physician

1

2

5

Drug Group Cross Reactivity Based on product Insert Cross Reactivity Based on potential Cross-Reaction

opioid therapy. The UDT not only provides adher-
ence monitoring, but it is also a monitoring tool for 
safety. 

i As it is very difficult to correlate urine drug concen-
tration with a patient’s dose, it is not feasible for 
the  physician to ascertain whether or not a patient 
has taken the dose of opioid appropriately using 
UDT. UDT can, however, detect the parent drug 
and/or its metabolites and demonstrate recent use 
of prescribed drugs and illegal substances. UDT will 

Interpreting unexpected results of  urine drug screens.
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sue, the Drug Enforcement Administration (DEA) 
currently classifies it as a Schedule I drug. For that 
reason, many providers do not prescribe opioids to 
patients using marijuana or give them one opportu-
nity to stop using them. Other providers reference 
state “medical marijuana” laws (http://apps.leg.
wa.gov/RCW/default.aspx?cite=69.51A&full=true) 
(53) and feel comfortable prescribing opioids to 
marijuana users. Some providers adopt a “don’t 
ask, don’t tell” policy, whereas others request the 
lab to remove marijuana from the UDT so that 
positive results are not seen. While this may be a 
risky practice, physicians should create their office 
policies and disclose them to patients. These poli-
cies, should, of course, follow all state and federal 
regulations apart from policies addressing personal 
ethics and beliefs. 

1.2 Recommendations 
1. Comprehensive assessment and documentation is 

recommended before initiating opioid therapy, in-
cluding documentation of comprehensive history, 
general medical condition, psychosocial history, 
psychiatric status, and substance use history. (Evi-
dence: good)

2. Despite limited evidence for reliability and accu-
racy, screening for opioid use is recommended, as 
it will identify opioid abusers and reduce opioid 
abuse. (Evidence: limited)

3. Prescription monitoring programs must be imple-
mented due to regulations, as they provide data on 
patterns of prescription usage, reduce prescription 
drug abuse or doctor shopping, and PDMPs may 
reduce emergency room visits, drug overdoses, or 
deaths. (Evidence: good to fair)

4. UDT must be implemented from initiation along 
with subsequent adherence monitoring, in an in-
office setting with immunoassay and confirmation 
for accuracy with chromatography in select cases, 
to identify patients who are non-compliant or 
abusing prescription drugs or illicit drugs, and UDT 
may decrease prescription drug abuse or illicit drug 
use when patients are in chronic pain management 
therapy. (Evidence: good)

2.0 ESTABLISHING DIAGNOSIS

Diagnosis may be established by various means 
including physical examination, x-rays, magnetic reso-
nance imaging (MRI), computed tomography (CT), and 
neurophysiologic studies. Furthermore, psychological 

not detect the amount of medication taken, when 
it was taken or identify the source of the drug.

i Some patients state that the expected drug is not 
found in the urine because they are high metab-
olizers. They may state that they are on diuretics 
and are drinking fluids to lose weight or on diet 
pills, and since they have so much fat, it cannot 
be detected. Most of the explanations are untrue, 
however, as only a small percentage of persons are 
considered ultra rapid metabolizers and may me-
tabolize specific drugs more rapidly than typical 
patients (53). It would be rare for someone to take 
an opioid as prescribed and have a negative UDT. 
Moreover, diuretics, water intake, and excessive fat 
do not influence urine drug concentrations to an 
extent that one cannot influence urine drug con-
centrations. It is also crucial that the testing meth-
odology used to identify the specific medication of 
interest have a low cut-off threshold. When pos-
sible, “no threshold” should be requested. 

There is a misconception that short-acting opioids are 
not detected in the urine. In fact, most opioids are 
detectable in the body from one to 2 days. Short-
acting opioids can be detected with no threshold 
testing. 

i Confirmation of the results is a major issue. Propo-
nents argue that each and every specimen must be 
sent to the lab and confirmed for a myriad of drugs; 
while others state that immunoassay testing is reli-
able and that confirmation should only be request-
ed if there are questions with reference to results 
and patient history. If a patient admits that they 
have used a licit or illicit drug other than the pre-
scriptions and if that drug is testing positive, there 
is no need to confirm this with laboratory testing. 
If, however, the patient denies any such use, it is 
essential that the result is confirmed through labo-
ratory testing with LC/MS/MS. There is a significant 
correlation between immunoassay and chromatog-
raphy for a majority of drugs (172,173). However, 
on occasion, it should be noted that even confir-
matory testing requires expert assistance for inter-
pretation (53). Most importantly with confirmation 
testing, while noting that financial incentives are 
put aside, understanding the pharmacology and 
metabolism of the drugs is essential. 

i Some of the most common questions arise when 
dealing with marijuana. While for many people 
marijuana is a highly controversial and complex is-
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evaluations and precision diagnostic interventions may 
also be applied. Diagnostic interventional techniques 
will assist in making the proper diagnosis by follow-
ing an algorithmic approach. Research shows that in 
approximately 70% to 85% of patients with spinal 
pain, an accurate diagnosis may not be provided even 
with the available history, physical examination, elec-
tromyographic (EMG)/nerve conduction studies, and 
radiologic evaluation (179,240-269). With precise di-
agnostic interventional techniques, the chances of an 
accurate diagnosis may be improved substantially, and 
proper treatment may be offered (270-273). Once the 
diagnosis is established, various modalities of therapy 
may be offered with interventional techniques or other 
techniques. Whatever opioids are required will be pre-
scribed in low doses or eliminated. 

Given the degree to which routine imaging has 
been criticized, it may be appropriate that physicians 
follow the recommendations provided by professional 
organizations and governmental organizations. In or-
dering various investigations, being conservative may 
be prudent, along with their interpretation, due to 
findings in asymptomatic patients and also the psycho-
logical factors and nocebo effect introduced in these 
patients with graphic description of asymptomatic ab-
normalities (252-292). Guidelines provided by specialty 
societies are appropriate if they were peer-reviewed 
and developed utilizing guidance from IOM criteria. 
Early imaging is discouraged in all circles. It is also cru-
cial to realize that numerous abnormalities are gener-
ally found on imaging in asymptomatic subjects (262-
292). In the era of information disclosure and electronic 
media, findings which do not correlate with symptoms 
and do not provide certainty as a pathological entity 
should be addressed by qualified physicians, not by 
technologists and radiologists, without any clinical cor-
relation. Irrelevant and non-corroborative findings cre-
ate fear and activity avoidance, resulting in negative 
consequences including requests for increased opioid 
dosages. 

The role of neurophysiologic testing is limited in 
chronic pain management, even though some insurers 
mistakenly focus on the neurophysiologic evaluation 
and findings (252-256,275). 

2.1 Consultation(s)
Physicians should be willing to refer a patient as 

clinically indicated for additional evaluation to achieve 
treatment objectives. Special attention should be given 
to those patients who are at risk of misusing their medi-

cations and those whose living arrangements create a 
risk for medication misuse or diversion. The manage-
ment of patients with a history of substance abuse or 
with a coexisting psychiatric disorder may require ex-
tra care, monitoring, documentation, and consultation 
with, or referral to, an addictionologist. The lack of 
well-trained psychologists and psychiatrists in chronic 
pain management in many regions of the country may 
make this referral difficult to obtain. Likewise, in many 
locations there are no clinically trained addiction spe-
cialists with whom to collaborate. 

Interagency guidelines on opioid dosing for 
chronic non-cancer pain (53) have proven to be effec-
tive in reducing opioid usage and deaths, and include 
thresholds for pain consultation. The hallmark of this 
guideline (53) is a recommendation not to prescribe 
more than an average daily morphine equivalent dose 
of 120 mg without either the patient demonstrating 
improvement in function and pain or first obtaining a 
consultation from a pain management expert. This con-
cept was based on the results of a study by Dunn et al 
(135), which showed that patients receiving 100 mg or 
more per day morphine equivalent doses had a 9-fold 
increase in overdose risk with 12% fatal overdoses and 
most overdoses being medically serious. Furthermore, 
high-dose opioid therapy can be ineffective and/or un-
safe (53). Higher strength opioids may be associated 
with poorer functional outcomes and adverse conse-
quences (26,32,33,90,135,293-296). 

2.2 Recommendations
1. Establish appropriate physical diagnosis and psy-

chological diagnosis if available prior to initiating 
opioid therapy. (Evidence: good)

2. Caution must be exercised in ordering various im-
aging and other evaluations, and only appropriate 
information in the realm of clinical relevance shall 
be provided by the treating physician to the pa-
tients when there is correlation of the symptoms 
with findings; to avoid increased fear, activity re-
striction, requests for increased opioids, and mal-
adaptive behaviors. (Evidence: good)

3. A pain management consultation, for non-pain 
physicians, if high-dose opioid therapy is being uti-
lized. (Evidence: fair)

3.0 ESTABLISHING MEDICAL NECESSITY

To establish medical necessity for opioid therapy, it 
is essential to have a physical diagnosis and information 
of multiple modalities of treatments available including 
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conservative, various other alternatives, and consulta-
tions if necessary. These include non-controlled sub-
stance therapy, physical modalities, behavioral inter-
ventions, interventional pain management techniques, 
and any other alternatives. 

Medical necessity is established only when the fol-
lowing criteria are met: pain of moderate to severe 
degree; suspected organic problem; documented fail-
ure to respond to non-controlled substance, adjuvant 
agents, physician ordered physical therapy, structured 
exercise program; and interventional techniques, spe-
cifically for long-term high-dose therapy. 

Opioids may be used as a second-line treatment. 
For non-opioid controlled substance, appropriate docu-
mentation of psychological status must be documented. 

Continued medical necessity depends on the fol-
lowing 4 “A’s”:

Behavioral interventions, interventional pain man-
agement, various other alternatives, and consultations 
as needed must be obtained.

3.1 Recommendations 
It is essential to establish medical necessity prior to 

initiation or maintenance of opioid therapy. (Evidence: 
good)

4.0 ESTABLISHING TREATMENT GOALS

It is essential to establish treatment goals. Treat-
ment goals should combine pain relief with improve-
ment in activity and minimal or no adverse effects. To 
achieve the treatment goals, outcomes assessment is 
essential. Outcomes may be assessed by numeric rating 
scale pain (0–10 scale), functional assessment using the 
Oswestry Disability Index (0–50 scale), Neck Disability 
Index (0–50 scale), employment status, and/or improve-
ment in activity status. The minimum amount of change 
in pain score in order to be clinically meaningful has 
been described as a 2-point change on a scale of 0 to 
10 (or 20 percentage points), based on findings in trials 
which have been commonly utilized studying general 
chronic pain (297), chronic musculoskeletal pain (298), 
and chronic low back pain (297-302). Consequently, 
for guideline purposes, it would be appropriate to use 
clinically meaningful pain relief of at least 30% and/or 
a 3-point change on an 11-point scale of 0–10, or as 

clinically significant and/or functional status improve-
ment of 30% or more. For interventional techniques, 
significant improvement has been defined as 50% re-
duction in pain scores and disability scores for evalua-
tion purposes.

Before starting opioids, physicians should insure 
that the patient’s expectations are realistic. The goal 
of opioid therapy for chronic non-cancer pain is rarely 
the elimination of pain, but rather an improvement 
in function or a reduction of pain intensity by at least 
30%. Before starting opioids, a discussion with the pa-
tient about specific goals related to pain reduction and 
functional improvement should address any unrealistic 
expectations. These goals, once established should be 
documented in the patient’s record; they are critical in 
determining that opioids are effective and should be 
monitored over time (54). 

4.1 Recommendations
It is essential to establish treatment goals of opioid 

therapy with regard to pain relief and improvement in 
function. (Evidence: good)

5.0 ASSESSMENT OF EFFECTIVENESS OF 
OPIOID THERAPY

The effectiveness of various types of opioids must 
be clearly defined. The evidence for various types of 
opioids is described as follows.
1. Nociceptive pain — Opioids showed only small to 

moderate benefits for nociceptive pain for improv-
ing function and relieving pain on a short-term basis 
of 3 months or less. If opioids are required, patients 
generally respond to moderate doses after failure 
of alternative techniques and non-opioid manage-
ment (1,49-58,62,68,73,76,90,91,132,302-316).

2. Neuropathic pain — Opioids showed only small 
to moderate benefits for neuropathic pain (1,49-
58,73,90,132,303,317-319). However, it is the gen-
eral belief that opioids are resistant in neuropathic 
pain and these patients may require higher opioid 
doses in combination with tricyclic antidepressants 
or anticonvulsants. 

3. Widespread soft tissue pain — The benefit of the 
weak opioid tramadol for fibromyalgia was small. 
Other pain-relief options should be considered (54). 

4. Headache and other problems — Opioids are not 
usually indicated for migraine or tension head-
aches, or for patients with functional gastrointes-
tinal problems (316). 
Multiple manuscripts, systematic and compre-
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hensive reviews, and guidelines have been published 
evaluating the effectiveness and safety of opioids 
(1,49-58,62,68,73,76,90,91,132,302-319). With extensive 
review as shown in Part 1 (1), it was concluded that the 
short-term effectiveness of opioids is fair, whereas long-
term effectiveness of opioids is limited or poor. There is 
also fair evidence for lack of significant difference in ef-
fectiveness or adverse effects between long-acting and 
short-acting opioids. The evidence for improvement in 
quality of life parameters is fair for short-term and poor 
for long-term. There is no published evidence for opi-
oid rotation. 

An evaluation of individual drugs also showed vari-
able evidence with lack of available evidence for hy-
drocodone, fair for short-term, and poor for long-term 
for oxycodone, morphine, and fentanyl. The evidence 
for tramadol is fair in osteoarthritis. The evidence for 
methadone, oxymorphone, hydromorphone, tapent-
adol, codeine, and buprenorphine is limited for either 
short-term or long-term improvement. 

An evaluation of the effectiveness, adverse effects, 
and indications in special populations showed the evi-
dence is fair for short-term and poor for long-term in 
the elderly, poor in children, adolescents, and in pa-
tients with generalized anxiety disorder, depression, 
and high risk psychological disorders such as personal-
ity disorders. 

5.1 Recommendations
1. Clinicians must understand the effectiveness and 

adverse consequences of long-term opioid therapy 
in chronic non-cancer pain and its limitations. (Evi-
dence: fair for short-term, limited for long-term)

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

3. A trial of opioid rotation may be considered for 
patients requiring escalating doses. (Evidence: 
limited)

4. It is recommended that contraindications to opioid 
use in chronic non-cancer pain must be evaluated 
including respiratory instability, acute psychiatric 
instability, uncontrolled suicide risk, active or his-
tory of alcohol or substance abuse, confirmed al-
lergy to opioid agents, coadministration of drugs 
capable of inducing life-threatening drug interac-

tion, concomitant use of benzodiazepines, active 
diversion of controlled substances, and concomi-
tant use of heavy doses of central nervous system 
depressants, such as benzodiazepines. (Evidence: 
fair to limited)

6.0 INFORMED DECISION-MAKING

Informed decision-making with appropriate con-
sent is not only essential but mandatory. A discussion 
about potential benefits, adverse effects, complica-
tions, and risks helps the physician and patient make 
a joint decision on whether to proceed with the opioid 
therapy (54). There have been substantial descriptions 
in reference to informed consent and treatment agree-
ments and their effectiveness (1,320-327). 

The following must be explained to patients and 
understood by patients before starting on opioids: 
1) Opioids are used to improve the ability to be active 

and reduce pain, if appropriate criteria are met, in 
conjunction with or without various other modali-
ties of treatments including cognitive behavioral 
therapy, behavior modification, therapeutic exer-
cise program, increased activity, positive attitudes, 
physical therapy, psychotherapy, other drug thera-
py, or interventional techniques. 

2) Opioids may help on a short-term basis, but they 
have substantial risks. 

3) Common side effects include nausea (28%), consti-
pation (26%), drowsiness (24%), dizziness (18%), 
dry-skin/itching (15%), and vomiting (15%) (54). 
However, these side effects can be minimized by 
slowly increasing the dose of the drug and starting 
a bowel regimen to manage constipation which 
may be the most long-lasting side effect of all. 
More serious complications include the effect on 
driving, respiratory depression, drug dependen-
cy, drug addiction, hormonal deficiency, fatigue, 
weakness, impotency, sexual dysfunction, etc., 
overdose, and death. Patients and physicians must 
take these complications and adverse consequenc-
es very seriously. Managing side effects through 
polypharmacy and the combination of various sed-
ative hypnotics may not be useful. 

4) The development of tolerance, dependency, ad-
diction, and hyperalgesia are a major concern. Al-
though the majority of patients believe that they 
can not develop addiction, many patients believe 
they develop tolerance and request higher doses 
believing that they are entitled for increase in 
doses and frequency with continued pain manage-
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ment. However, physicians must educate patients 
on common aspects of addiction, hyperalgesia, 
and medication adjustment with emphasis on low 
dose or no opioid therapy and multidisciplinary 
management. 

5) Abrupt stoppage of medication results in with-
drawal states. Opioids overdoses are common, 
often resulting in various morbidities including 
death. Mixing opioids with alcohol or sedative 
drugs, such as antianxiety drugs and sleeping medi-
cations increase the risk of overdose significantly. 
Patients must understand the signs of overdosage. 

6) Drugs prescribed to one patient may be disastrous 
to another person. Thus, medication should be 
safely secured by patients and never shared. 
The informed consent and treatment agreement 

often includes clear descriptions of medication use and 
abuse, as well as the consequences for violating the 
contract, which are as follows: 
1) One prescribing doctor and one designated 

pharmacy
2) Urine/serum drug screening when requested
3) No early refills and no medications called in
4) If medications are lost or stolen, then a police re-

port could be required before considering addi-
tional prescriptions.

Additional items to be included in an agreement 
are listed in Table 4.

Overall, there is fair evidence to support the use 
of treatment agreements. Though in non-randomized 
studies (325), one found that treatment agreements 

Sample controlled substance agreement.
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improve compliance (326), while another found that 
primary-care physicians were more willing to pre-
scribe opioids to patients if the pain medicine physi-
cian also signed an agreement (“tri-lateral contract”) 
(327).  

Sample controlled substance agreement.

Informed consent or agreements also mandate 
that multiple random evaluations, including pill counts 
and UDT, must be performed. Furthermore, based on 
the state regulation, evaluation of prescription drug 
patterns are monitored by state controlled substance 
monitoring programs.
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and low-risk groups; monitoring patients by using urine 
drug screening, prescription monitoring programs, and 
pill counts; and lastly, establishing dose limits. 

Atluri et al (40) described that stratification of pa-
tients into different risk categories requires the use of 
existing screening tools designed specifically to screen 
for opioid misuse (subjective tools like Screener and 
Opioid Assessment for Patients with Pain (SOAPP) (332), 
Pain Medication Questionnaire (PMQ) (333), Prescrip-
tion Drug Use Questionnaire-Patient Version (PDUQp) 
(334), or objective tools like Addiction Behaviors Check-
list (ABC) (214), Diagnosis, Intractability, Risk Efficacy 
(DIRE) Score (335), and the tool by Atluri and Sudarshan 
(211) to classify patients as high-risk, medium-risk, and 
low-risk. They described that objective tools may be 
better than subjective tools. Solanki et al (77) and Seh-
gal et al (79) concluded that there was no single screen-
ing tool that can be applied universally. Similarly, Chou 
and Huffman also (51) concluded that most of the stud-
ies evaluating the screening tools had methodological 
flaws. However, some believe that screening tools may 
play an important role in curbing abuse. 

In risk stratification, it is important to utilize multi-
ple models incorporating psychological and behavioral 
factors to explain the pain experience (336). Positive 
psychology has highlighted the importance of personal 
resources in adapting to stressful situations. Thus, resil-
ience has been defined as the ability to adapt to stress-
ful circumstances and has been strongly associated 
with decreased perceptions of stress (337). Some also 
have defined resilience as a multidimensional construct 
composed of a constitutional variable such as tempera-
ment and personality accompanied by specific skills 
(338). Others (339) have observed that resilience can be 
seen as synonymous with reduced vulnerability (340), 
with the ability to adapt to adversity (341), or coping 
(342,343). In general, resilience is associated with less 
depression and greater wellbeing and mental health 
(338,339,344). Thus, Ramírez-Maestre et al (336) showed 
that adjustment to chronic pain is mainly explained by 
psychological variables such as resilience, pain accep-
tance, and coping, not the length of time in pain. Re-
silience prevents patients with chronic spinal pain from 
suffering emotional distress, because higher levels of 
resilience are associated with lower levels of depression 
and anxiety. The study showed that resilience is an im-
portant resource for recovery from distress for individu-
als with chronic spinal pain. Furthermore, the study also 
concluded positive personality characteristics could play 
a crucial role in patient adjustment and that clinicians 

6.1 Recommendations
A robust agreement which is followed by all parties 

is essential in initiating and maintaining opioid therapy, 
as such agreements reduce overuse, misuse, abuse, and 
diversion. (Evidence: fair)

7.0 INITIAL TREATMENT

Initiation of treatment is based on evaluation of 
stratification of risk, knowledge and understanding of 
opioids, initiation with low-dose, short-acting, opioid 
therapy, and titration during an 8 to 12 week period.  

7.1 Stratification of Risk
Stratification of risk for patients initiated or main-

tained on chronic opioid therapy is crucial to prevent 
misuse and abuse. These principles may also be applied 
for patients who are treated for acute pain manage-
ment, but also have other risk factors and for whom 
pain may become chronic. Chronic opioid therapy has 
been defined as therapy lasting for at least 90 days, on 
a daily, or on a near daily basis (50,328). Consequently, 
all guidelines recommend that before initiating chronic 
opioid therapy for any patient and in high-risk patients 
for acute pain therapy, a clinician should conduct a his-
tory, physical examination, and appropriate testing, in-
cluding an assessment of risk of substance abuse, misuse, 
or addiction. Chou et al (50) provided strong recom-
mendation with low-quality evidence. In addition, they 
also recommended that a benefit to harm evaluation 
including a history, physical examination, and appropri-
ate diagnostic testing, which should be performed and 
documented before initiation and on an on-going basis 
during chronic opioid therapy. Atluri et al (40) describe 
risk stratification of patients into different categories as 
the first step. The risk stratification is justified in all pa-
tients due to the significant proportion of misuse and 
abuse, which may range as high as 50% (50,150,207-
214,329). Chou et al (50) described that risk stratification 
pertaining to outcomes associated with abuse liability 
of opioids—misuse, abuse, addiction, and diversion — is 
a vital but relatively undeveloped skill for many clini-
cians (50,330).All clinicians prescribing opioids, however, 
should be knowledgeable about the risk factors for opi-
oid abuse. Moreover, it is also essential to perform an 
assessment of risks for opioid-associated adverse effects, 
given their high prevalence (50,331), even though it is 
difficult to perform, often time consuming, and without 
any reliable evidence of tools. Atluri et al (40) described 
the 3 cornerstones for responsible prescribing or stratify-
ing patients by using screening tools into high, medium, 
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should take into account the positive path to improved 
capacity in order to better understand the chronic pain 
experience.

Based on the present evidence, regardless of use 
of screening tools, patients may be classified into 3 cat-
egories as follows:
i Low risk — Low risk patients include those with a 

definable physical pathology; objective signs and 
reliable symptoms; clinical correlation with diag-
nostic testing including MRI, physical examination, 
and interventional diagnostic techniques; with or 
without mild psychological comorbidities; with or 
without mild coexisting medical disorders; no or 
well defined and controlled personal or family his-
tory of alcoholism or substance abuse; age of 45 
or greater; high levels of pain acceptance and ac-
tive coping strategies; and well-motivated patients 
with willingness to participate in multimodal ther-
apy and attempting to function at normal levels. 

i Medium risk — Medium risk patients include those 
with significant pain problems with objective signs 
and symptoms confirmed by radiological evalu-
ation, physical examination, or diagnostic inter-
ventions; with moderate psychological problems, 
well-controlled by medical therapy; moderate co-
existing medical disorders well controlled by medi-
cal therapy and which are not affected by chronic 
opioid therapy such as central sleep apnea; those 
who develop mild tolerance but not hyperalgesia 
without physical dependence or addiction; past 
history of personal or family history of alcoholism 
or substance abuse; involvement of more than 3 
regions of the body; with defined pathology with 
moderate levels of pain acceptance and coping 
strategies; and willing to participate in multimodal 
therapy and attempting to function in their normal 
daily lives. 

i High-risk — High-risk patients include those with 
widespread pain without objective signs and symp-
toms (involvement of more than 3 regions of the 
body); aberrant drug-related behavior; history of 
misuse, abuse, addiction, diversion, dependency, 
tolerance and hyperalgesia and alcoholism; with 
major psychological disorders; age of less than 45; 
HIV related pain; high levels of pain exacerbation 
and low levels of coping strategies; unwilling to 
participate in multimodal therapy; and not func-
tioning close to a near normal lifestyle. 

The patients may be stratified into these categories 

with or without various tools, but with proper history, 
examination, and monitoring by PDMPs, UDT, and sim-
ple psychological evaluation. 

7.2 Understanding Opioids 
Table 5 shows commonly used opioids, and Table 6 

shows commonly used benzodiazepines available in the 
United States with various generic and brand names. As 
illustrated in these tables, these drugs are available with 
multiple names. Consequently they may have multiple 
interactions with drugs (53,345-364). The literature is 
highly variable on combinations of acetaminophen and 
the total dose of acetaminophen. However on January 
13, 2011, the Food and Drug Administration (FDA) an-
nounced that there is no data that indicates that tak-
ing more than 325 mg of acetaminophen per dosage 
unit provides more pain relief (345). Further, the FDA 
has stated that the maximum daily dose of acetamino-
phen be less than 4,000 mg for acute pain and 2,000 
mg per day for chronic pain. The present consensus ap-
pears to be taking around 2,000 mg of acetaminophen 
per day (346-350,360). With recommended low-dose 
therapy, this should not be an issue unless patients take 
acetaminophen over the counter. Thus, they should be 
instructed not to use products with acetaminophen or 
take additional acetaminophen.Lower doses have been 
recommended specifically for tramadol and acetamino-
phen combinations as well as in patients with hepatic 
abnormalities and alcoholics.

Acetaminophen toxicity causes the majority of cas-
es of acute renal failure in the United States (346,347). 
Sub-clinical liver toxicity has been shown to occur with 
doses below 4 grams per day (347,348). Alcohol also 
competes for the same metabolic pathway as acetamin-
ophen placing heavy drinkers at higher risk for toxicity. 
Chronic alcohol use is an independent risk factor for 
mortality in acetaminophen poisoning (349).

7.3 Dose Limits
With overwhelming evidence for the misuse, 

abuse, and limited efficacy of chronic opioid thera-
py, the rationale for high-dose opioids is being re-
examined (40,49-55,57,98,181,363). Generally, it is 
believed that patients who do not respond to a low 
or medium-dose of opioids will not respond to larger 
doses although individual circumstances also exist 
(40). In 2007, the state of Washington issued inter-
agency guidelines that include the daily dose should 
not exceed 120 mg of morphine equivalent dose. The 
guidelines by APS and AAPM in 2009 defined the 
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 Opioids with various generic and brand names available in the United States.

DRUG (GeneRIC nAMe) BRAnD nAMe(S)

Hydrocodone

Oxycodone

Morphine

Fentanyl (transdermal)

Methadone HCL

Hydromorphone HCL

Oxymorphone

Codeine

pentazocine HCL

Meperidine

tramadol

Dronabinol

Buprenorphine 

tapentadol

“high doses” to 100 mg morphine equivalent dose 
(51). The Canadian Guidelines in 2010 identified 200 
mg morphine equivalent dose as a watchful dose (54). 
However, there has been only limited data verifying 
the safety of these recommended doses, especially in 
high-risk patients. Franklin et al (181) showed the ef-
fectiveness of dose limitation with reduction in dos-
age, frequency, and death rate. In addition, 5 studies 
showed that the rate of overdose was directly propor-
tional to the prescribed opioid dose (87,135,364-366). 

Bohnert et al (87) in a national sample of Veterans 
Health Administration patients revealed that there 
was a dose-response relationship between the maxi-
mum daily prescribed dose of opioids and the risk of 
opioid overdose deaths. The overdose death rate for 
patients receiving a dose of less than 20 mg morphine 
equivalent dose was 0.11 per 1,000 compared to those 
getting more than 100 mg morphine equivalent dose, 
for whom the death rate was 1.24. This difference 
was even higher in those with a history of substance 
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population for very high and 7.92 for high. However, the 
opioid-related mortality rate was 1.63 per 1,000 in those 
with moderate doses. In addition, the overall death rate 
from any cause was much higher in patients receiving 
opioids (20.05) when compared to those who were not 
receiving any opioids (4.0) per 1,000 population. Frank-
lin et al (181) showed that appropriate guidelines with 
dose limitation considering 120 mg morphine equiva-
lent doses as high dose reduced overall opioids per day 
by 27% and long-acting Schedule II opioids by 37% in 
the proportion of the workers on doses of greater than 
120 mg per day morphine equivalent dosage. Moreover, 
the number of deaths was reduced by 50% from 2009 
to 2010. Rome et al (363) in a report of outcomes of a 
chronic non-cancer pain rehabilitation program accord-
ing to opioid use and status at admission stratified the 
participants into non-opioid grouping in 221 patients, 
low-dose (< 41 mg per day) in opioid users in 71 patients, 
and high-dose (> 41 mg per day, an average of 137.48 
mg per day) in opioid users in 64 patients. The outcomes 
at discharge showed that patients taking higher doses 
reported significantly greater catastrophizing and great-
er pain severity than the non-opioid group. Two other 
studies conducted in the worker’s compensation popula-
tion also showed similar results (367,368). Adverse events 
were also reported more commonly at higher daily doses 
(369,370). Pascual et al (369) showed the increasing fre-
quency of adverse effects of high dose tramadol (over 
400 mg) compared with lower doses, with 2 patients ex-

abuse with 0.54% versus 2.9%. Based on these results, 
the authors concluded that the risk of opioid overdose 
increased when the opioid dose was equivalent to 50 
mg morphine equivalent dose or higher. Dunn et al 
(135) in a population from a health maintenance or-
ganization (HMO) in Washington State, reported a 
9-fold increase in opioid overdoses in patients receiv-
ing high dose opioids (> 100 mg morphine equivalent 
dose) when compared to those getting low dose (< 20 
mg morphine equivalent dose). There was a 3.7-fold 
increase in overdose events in patients receiving doses 
between 50 to 99 mg morphine equivalent doses ver-
sus those getting less than 20 mg morphine equiva-
lent dose. Paulozzi et al (364) found that compared 
to patients receiving lower opioid doses or no opioid 
prescriptions, the risk of overdose was greater if daily 
opioid doses were above 40 mg morphine equivalent 
dose. Braden et al (366) found that patients in Arkan-
sas receiving morphine equivalent doses of more than 
120 mg per day were more likely to have drug-related 
encounters than those getting lower doses. Gomes 
et al (365) found that patients from Ontario’s Public 
Drug Plan receiving very high doses (> 400 mg mor-
phine equivalent dose) and high doses (200 to 400 
morphine equivalent dose) had a much higher over-
dose death rate than those getting moderate doses 
(< 200 mg morphine equivalent dose). Moreover, they 
also showed that in very high and high dose patients 
the opioid-related mortality rates were 9.94 per 1,000 

Benzodiazepines with various generic and brand names available in the United States.

DRUG (GeneRIC nAMe) BRAnD nAMe (S)
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periencing seizures. Huse et al (370) in a randomized trial 
showed that attention deficit was more common dur-
ing morphine treatment compared to placebo, which 
was more pronounced when a higher dose was taken. 
Other studies (98,296,370-372) have shown that there 
was a dose-dependent relationship between chronic opi-
oid use, specifically with high doses and sleep disorders. 
Ballantyne and Mao (296) in 2003 indicated that doses 
higher than 100 mg of morphine equivalent dose per 
day have not been validated in clinical trials and should 
be considered excessive. 

The above studies illustrate the dose-related ef-
fects at 40 mg morphine equivalent dose (364), 50 mg 
morphine equivalent dose (87,135), 120 mg morphine 
equivalent dose (177,366), and 200 mg morphine 
equivalent dose (365). Thus far, it appears that all the 

available literature correlates increasing mortality with 
increasing doses. In addition, several studies have dem-
onstrated that for patients with severe pain on high 
opioid doses, tapering resulted in reduced pain and im-
proved mood (54,363,373-375). 

In 2008, opioid pain relievers were involved in 
14,800 drug overdose deaths in the United States com-
pared to 11,500 of 27,500 fatal unintended drug over-
dose deaths in 2007 — an increase of 3,300 in just one 
year (34). Consequently, based on statistics, it has been 
concluded that opioid analgesics contributed to fatali-
ties based on opioid abuse and increases, doctor shop-
ping, and other aspects of drug abuse as illustrated in 
Figure 3. The Centers for Disease Control and Preven-
tion (CDC) (34) also reported the percentage of prescrip-
tion drug overdoses by risk group in the United States. 

. Rates of  opioid pain reliever overdose death, opioid pain relief  treatment admissions, and kilograms of  opioid pain reliev-
ers sold – United States, 1999-2010.



Pain Physician: Opioid Special Issue 2012; 15:S67-S116

S88  www.painphysicianjournal.com

This concluded that approximately 80% of prescribed 
low doses (less than 100 mg morphine equivalent dose 
per day) were by a single practitioner, accounting for 
an estimated 20% of all prescription overdoses (Fig. 
4). In contrast, among the remaining 20% of patients, 
10% were prescribed high doses greater than 100 mg 
of morphine equivalent dose per day (85-87) of opioids 
by single prescribers accounting for an estimated 40% 
of the prescription opioid overdoses (87,135). The re-
maining 10% of patients seeing multiple doctors and 
typically involved in drug diversion contributed to 40% 
of overdoses (376).

Multiple studies in the literature have report-
ed an association between opioid prescribing and 
overall health status, with increased disability, medi-
cal costs, subsequent surgery, and continued or late 
opioid use (23,31,33,36,167,293-295,367,368,377-
387). Overall, epidemiologic studies are less posi-
tive with regards to improvement in function and 
quality of life with opioids in chronic pain patients 
(23,31,33,36,49,55,56,57,133,167,293-295,367,368,377-
389). In fact, in an epidemiologic study from Denmark by 
Breivik et al (23) where opioids were prescribed liberally 
for chronic pain, it was demonstrated that in patients 
receiving opioids, pain was worse, health care utiliza-
tion was higher, and activity levels were lower compared 
to a matched cohort of chronic pain patients not us-
ing opioids. Eriksen et al (32) also reported worse pain, 
higher health care utilization, and lower activity levels 

in opioid-treated patients compared to matched cohort 
of chronic pain patients not using opioids. Sjøgren et al 
(33) in a population based cohort study on chronic pain 
and the role of opioids, showed that the odds of recov-
ery from chronic pain were almost 4 times higher among 
individuals not using opioids compared with individuals 
using opioids. In addition, they also showed that use of 
strong opioids was associated with poor health-related 
quality of life and higher risk of death. 

Therefore, we have reached a consensus on the fol-
lowing: low-dose is up to 40 mg of morphine equiva-
lent dose, moderate dose is 41 to 90 mg morphine 
equivalent dose, and high dose is any dose after 91 or 
higher mg of morphine equivalent dosages. These dos-
es are lower than described by the CDC, which shows 
>100 mg as high dose and Washington State guidelines, 
which show 120 mg as the high dose, but considered 
reasonable, based on current evidence, and a cautious 
approach, specifically when a patient is receiving mul-
timodal therapy. 

7.4 Initiation with Low-Dose Opioid Therapy
A physician should follow the principles of pre-

scribing a low opiate dose as reasonably achievable or 
ALARA (as low as reasonably achievable) similar to ra-
diation exposure guidelines to provide therapeutic ef-
fect without major side effects (390-402). 

Low dose therapy may be effective with a reduc-
tion in the rate of complications, side effects, and ad-

Percentage of  patients and prescription drug overdoses, by risk group – United States.
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verse effects, specifically when opioid therapy is com-
bined with other modalities including interventional 
techniques. Consideration of higher dosage requires 
careful reassessment of the pain and risk of misuse, and 
frequent monitoring with evidence of improved pa-
tient outcomes if at all necessary. 

Based on the available literature recommended 
low-dose therapy is shown in Table 7 for chronic non-
cancer pain along with a description of dosing thresh-
olds for selected opioids (1,49-55,58). 

Thus, for mild to moderate pain, first line therapy 
should start with tramadol, codeine, or hydrocodone. 
For second line mild to moderate pain therapy, clini-
cians should start with hydrocodone or oxycodone. For 
severe pain, first line therapy may start with hydroco-
done, oxycodone, hydromorphone, or morphine, with 
second line therapy leading to fentanyl and if abso-
lutely necessary, the third line therapy for severe pain 
with methadone or buprenorphine (54). The literature 
illustrates that codeine and tramadol may have a lower 
abuse risk than more potent opioids (54,403-405). 

Abuse rates measured from Drug Abuse Warning 
Network Data (DAWN) (405) showed that codeine and 

other low-potency opioids have low ratios of abuse 
to prescription use, related to oxycodone, hydromor-
phone, and hydrocodone. Tramadol also has a low risk 
of addiction, and experimental studies suggest that 
it has fewer psychoactive effects than other opioids 
(403,404). However, neither tramadol nor codeine are 
readily tolerated by the majority of patients long-term. 
In chronic pain management settings, the majority of 
patients have allegedly used these drugs (Tramadol and 
codeine) and refuse to try them. Oxycodone, hydroco-
done, and hydromorphone have been shown to have 
higher abuse liability than other opioids (54,405-411). 
Butler et al (407) in a study of the 14 most desirable opi-
oid formulations, found that prescription opioid misus-
ers ranked controlled release oxycodone, immediate 
release hydromorphone, and oxycodone as the most 
desirable. Cicero et al (408) in a national surveillance 
study of addiction experts, law enforcement agencies, 
and poison control centers, identified hydrocodone 
and oxycodone (immediate release and controlled) as 
by far the most commonly abused opioids in the United 
States.

Morphine can cause toxicity in patients with re-

Recommended low-dose opioid therapy for select opioids showing starting doses and maintenance doses.

Opioid Recommended Starting 

Dose For Opioid-naive 

patients

Recommended Starting Dose For 

Opioid exposed patient’s High 

Doses Leading to High Risks.

Recommended 

Maintenance Dose
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nal dysfunction (54,406). It has been shown that M-6 
glucuronide, an active metabolite of morphine, accu-
mulates in the serum of patients and causes central 
nervous system and respiratory depression. The degree 
of accumulation was related to the morphine dose and 
the extent of renal impairment (412). 

Fentanyl, 80-100 times as potent as morphine can 
cause significant central nervous system and respiratory 
depression and also has been shown to contribute to 
numerous overdose deaths (54,349,413-416). Fentanyl 
was a contributing cause in 100 overdose deaths in On-
tario between 2002 and 2004 with fentanyl intoxication 
being the sole cause of death in 54 of the patients with 
therapeutic and illicit use of fentanyl including chew-
ing and ingesting fentanyl patches (414). In addition, 
fentanyl-laced heroin appeared simultaneously in vari-
ous parts of the United States, beginning in 2005, with 
55 drug overdose cases resulting in 12 deaths in the first 
half of 2006  (415). Fentanyl toxicity was related to 92% 
of the fentanyl-related deaths and is attributed par-
tially due to cytochrome P450 3A4*1B and 3A5*3 vari-
ant alleles, resulting in variable fentanyl metabolism. 
Furthermore, the FDA (417), in July of 2005, issued a 
public health advisory calling attention to an increase 
in the number of fentanyl-patch-related overdoses and 
deaths, particularly among patients ignoring the prod-
uct’s boxed warnings and instructions for use. Another 
issue has been that up to 10% of Caucasians lack the 
enzyme CYP450 2D6 that converts codeine to mor-
phine. Consequently, when switching from codeine to 
fentanyl, regardless of the codeine dose, caution must 
be exercised as patients may have little or no opioid 
tolerance (418-421). 

In reference to methadone, even though it 
has not been shown to be more effective than 
other opioids, it has been used extensively in the 
United States and associated with multiple ad-
verse consequences including prolonged QT interval 
(50,51,54,60,99,101,102,153,308,313,361,422-427). 
Methadone has been associated with numerous over-
dose deaths in pain patients with analgesic use increas-
ing sharply in the United States, with a 1,293% increase 
from 1997 to 2007 (31). Methadone is also, however,  
dispensed in methadone clinics with very little regula-
tion and supervision. 

Meperidine is not recommended in chronic pain 
settings due to adverse neurological events resulting 
in confusion and seizures with long-term treatment 
secondary to accumulation of toxic metabolite Norme-
peridine. The adverse events with meperidine are also 

increased with long-term use, renal insufficiency, and 
concurrent benzodiazepine use (428). 

Long-acting opioids are generally provided in high 
dose formulations, increasing the risk of abuse and 
overdose. Furthermore, long-acting opioids can easily 
be converted to immediate release by crushing or bit-
ing the tablet. Thus, OxyContin 80 mg tablet is equiva-
lent to 16 Percocet tablets (54). 

7.5 Titrate 
Opioid medications must be started at low doses 

and titrated gradually to higher amounts if necessary. 
All attempts must be made to maintain patients on low-
er doses, including use of other drugs. Combinations of 
short- and long-acting, and high doses of long-acting 
opioids must be prescribed with extreme caution.

7.6 Recommendations
1. Once medical necessity is established, opioid ther-

apy may be initiated with low doses and short-act-
ing drugs with appropriate monitoring to provide 
effective relief and avoid side effects. (Evidence: 
fair for short-term effectiveness, limited for long-
term effectiveness) 

2. We are recommending up to 40 mg of morphine 
equivalent doses as low dose, 41 to 90 mg of mor-
phine equivalent dose as a moderate dose, and 
greater than 91 mg of morphine equivalence as 
high doses. (Evidence: fair) 

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

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

8.0 ADHERENCE MONITORING 
The role of adherence monitoring with various 

tools has been described as part of the initial evalua-
tion. This must be continued through the treatment 
phase with PDMPs, UDT, pill counts, and behavioral as-
sessment during each visit. Adherence monitoring is de-
pendent on risk stratification. Monitoring based on risk 
stratification is illustrated in Figure 5 (40).An algorith-
mic approach to UDT is illustrated in Figure 6. However, 
regulations with stricter criteria take priority over these 
algorithmic approaches.

Aberrant drug-related behaviors, include alteration 
of prescriptions or the route of delivery, doctor shop-
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42

Chronic Pain

Screening Tool
May Use 

Objective screening tools: DIREScore, 
ABC Checklist, screening tool by Atluri 
& Sudarshan. 

-or-
Subjective screening tools: SOAPP,
PDUQP, PMQ. 

Low Risk
+UDS: every 1-2 
years
+PMP: twice per 
year
+Use > 50 mg MED
if needed*
+If aberrant 
behaviors are 
demonstrated, 
counseling must be 
done to address 
them and if the 
behavior is 
unchanged, opioid 
use must be 
seriously
reconsidered. 

Medium
Risk

+UDS: every 6-12 months 
+PMP: 3 times a year
+Use > 50 mg MED
occasionally*
+If aberrant behaviors are 
demonstrated, counseling 
must be done to address 
them and if the behavior is 
unchanged, opioid use 
must be seriously 
reconsidered.

High Risk
+UDS: every 3-6 
months
+PMP: 4 times per 
year
+Avoid Opioids or use 
very low doses (10 mg 
MED)
+Avoid dose 
escalations
+Use > 50 mg MED 
RARELY*
+Patients displaying 
aberrant behaviors 
should be weaned off 
opioids

*MED - Morphine Equivalent Dose

Fig. 5. Risk stratification and adherence monitoring. 
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Algorithmic steps in urine drug testing in chronic pain.
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ping or accessing opioids from other sources, multiple 
unauthorized dose escalations, drug seeking behavior 
with focus on certain types of opioids and benzodiaz-
epines, loss of prescriptions, requests for early refills, 
aggressive complaining, staff harassment, complaining 
about other patients, questioning rights and responsi-
bilities, repeated withdrawal symptoms, exacerbation 
of underlying mood or anxiety disorders, alcohol use, 
poor social functioning, loss of job and loss of activities 
of daily living, emphatic views on opioid medication 
and illicit drugs as well as legalization of illicit drugs. 

8.1 Recommendations
1. Monitoring recommendation for methadone pre-

scription is that an electrocardiogram should be 
obtained prior to initiation, at 30 days and yearly 
thereafter. (Evidence: fair)

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

9.0 MONITORING AND MANAGING SIDE 
EFFECTS 

Multiple side effects, including effect on driving, 
sedation, constipation, and breathing specifically in 
patients with respiratory disorders, must be monitored. 

Adverse effects have been commonly reported 
with nausea in 28%, constipation in 26%, somnolence/
drowsiness in 24%, dizziness/vertigo in 18%, dry-skin/
itching/pruritus in 15%, and vomiting in 15% of pa-
tients on relatively high-dose opioids. Low-dose opi-
oids, however, have been accompanied by lesser com-
plications (1,54,346-354,403-477). The majority of these 
adverse effects are resolved with continued treatment 
and dose adjustments. However, constipation may not 
be resolved and requires a bowel regimen. Further-
more, with long-term therapy and high doses, other 
complications may be noted including hypogonad-
ism, neuroendocrine dysfunction, sleep disorders, and 
hyperalgesia (1,54,403-477). Other effects which are 
seen in less than 10% of the population include dry 
mouth, headache, sexual dysfunction, hot flashes, loss 
of appetite, abdominal pain, fatigue, sleeplessness/
insomnia, sweating, blurred vision/confusion, muscle 
contractions, diarrhea, ataxia, edema, difficulty urinat-
ing, restless legs, application site reaction, heartburn, 
anxiety, and weakness (54). The majority of these com-

plications do resolve except for sexual dysfunction and 
fatigue, which increase with long-term treatment with 
hormonal imbalances. However, the complications are 
more frequent, longer lasting, and severe in long-term 
high-dose opioid therapy. Peripheral edema, though 
observed in a small proportion of patients, could be 
a major issue. Neuroendocrine abnormalities with 
erectile dysfunction must be taken into consideration 
and explained to the patient, with appropriate refer-
ral when indicated. Similarly sleep apnea and opioid-
induced hyperalgesia (OIH) must be handled appropri-
ately (1). 

Neuroendocrine abnormalities and erectile dys-
function can be experienced with long-term opioid 
therapy in as many as 11% of the patients (296,430-
435). Some outdated reports essentially state that pa-
tients taking opioid medications reported better sexual 
function, which was likely an improvement of well-be-
ing (429). Thus, in the short-term, a patient may notice 
improvement in many aspects including sexual func-
tion, but in the long-term, opioids may cause neuroen-
docrine dysfunction.  

Smith and Elliott (478) described that opioid-in-
duced androgen deficiency (OPIAD) is characterized by 
the presence of inappropriate low levels of gonado-
trophin (follicle-stimulating hormone and leuteiniz-
ing hormone) leading to the inadequate production 
of sex hormones, particularly testosterone. Symptoms 
that may manifest in patients with OPIAD include re-
duced libido, erectile dysfunction, fatigue, hot flashes, 
and depression. Physical findings may include reduced 
facial and body hair, anemia, decreased muscle mass, 
weight gain, and osteopenia or osteoporosis. While the 
literature regarding OPIAD remains limited, OPIAD can 
have a significant negative impact on the quality of life 
of opioid users. Thus, clinicians should anticipate the 
potential for its occurrence whenever long-term opi-
oid prescribing is undertaken and develop appropriate 
management strategies. Once diagnosed, treatment 
for OPIAD may be offered utilizing a number of andro-
gen replacement therapy options including a variety of 
testosterone preparations and, for female patients, de-
hydroepiandrosterone (DHEA) supplementation. 

OIH and the treatment of breakthrough pain in 
chronic non-cancer pain are controversial issues. OIH 
is more commonly accepted even though the concept 
of breakthrough pain continues to be mired in beliefs 
of pseudoaddiction and undertreatment of pain. The 
evidence is in contrast to the fact that pain may be es-
sentially overtreated in many countries, specifically 
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with opioids, even though overall there may also be an 
undertreatment of pain in some regions and segments 
of the population (75,95).

Opioids can aggravate not just central sleep apnea, 
but frequently may also significantly aggravate obstruc-
tive sleep apnea. High opioid doses may contribute to 
sleep movement disorders including myoclonus and 
sometimes choreiform movement, and in combination 
with benzodiazepines and other drugs may significantly 
contribute to oxygen desaturation (326,437-449). The 
most serious complications include respiratory depres-
sion and death, which may occur when initial doses are 
too high, opioids are titrated too rapidly, or opioids are 
combined with other drugs that are associated with re-
spiratory depression or that may potentiate opioid-in-
duced respiratory depression such as benzodiazepines or 
abuse of opioids with or without other drugs (472-477). 
Many herbals and over-the-counters, including diphen-
hydramine preparations can contribute to a dose-depen-
dant respiratory depression. Patients with sleep apnea 
or with other pulmonary conditions may be at a higher 
risk for respiratory depression and opioids should be ini-
tiated, titrated, and monitored closely with as low a dose 
as possible. Furthermore, high opioid doses may contrib-
ute to sleep movement disorders including sleep apnea. 

Part 1 with evidence assessment showed that the 
evidence is fair for existence of opioid hyperalgesia 
with chronic opioid therapy (1,75,95). However, debate 
continues on this aspect. Tompkins and Campbell (454) 
questioned whether OIH is clinically relevant or an ex-
traneous research phenomenon, nothing that not all 
evidence supports the clinical importance of OIH, and 
that there is some doubt as to whether the phenom-
enon exists at all. Overall, there is growing evidence to 
support the presence and consequences of opioid hy-
peralgesia, along with the benefits of reducing opioid 
doses or weaning patients off of opioids.

Among the multiple side effects, constipation is 
one of the most common opioid-related adverse effects 
(331). Constipation may become a major issue with con-
tinued exposure to opioids in a significant proportion 
of patients. In addition, in older adults or other patients 
with additional reasons to develop constipation, con-
stipation may be more frequent and also problematic. 
Consequently, a physician should consider the initiation 
of a bowel regimen even before the development of 
constipation and definitely after the development of 
constipation. Even though the evidence for bowel regi-
men is anecdotal, regimens, including increased fluid 
and fiber intake, stool softeners, and laxatives, are often 

simple and effective. Multiple publications have evalu-
ated opioid antagonists in the prevention or treatment 
of opioid-induced bowel dysfunction (479,480), but the 
evidence is insufficient to recommend such antagonists 
to prevent bowel dysfunction. 

During dosage titration in a trial of opioid therapy, 
advise the patient to avoid driving a motor vehicle or 
dangerous activities such as use of heavy machinery, un-
til a stable dosage is established, it is certain the opioid 
does not cause sedation; and when taking opioids with 
alcohol, benzodiazepines, or other sedating drugs (54). 
When assessing safety to drive in patients on long-term 
opioid therapy, consider factors that could impair cog-
nition and psychomotor ability, such as a consistently 
severe pain rating, disordered sleep, and concomitant 
medications that increase sedation (54).

Wilhelmi and Cohen (481) in a focused review de-
scribed a framework for “driving under the influence of 
drugs” policy for the opioid-using driver. Driving under the 
influence of drugs is a term used to designate the action of 
driving an automobile after the consumption of drugs or 
medications other than alcohol that interfere with the ca-
pacity to operate a vehicle safely. Unlike recreational drugs, 
prescription medications, specifically opioids and benzodi-
azepines, pose a unique challenge to those attempting to 
harness their benefits, yet protect the driving public. Wil-
helmi and Cohen (481) concluded that a sizable percentage 
of the driving public has detectable levels of opioids within 
their bodies. The best available evidence demonstrates psy-
chomotor impairment following acute administration of 
opioids or an increase in opioid dosage, but impairment 
diminishes with chronic, stable opioid dosage. Thus, it is es-
sential to take into account the evidence in chronic pain 
patients when balancing the benefit of pain relief against 
the need for public roadway protection. Similarly, policy 
makers also should take into account these issues during 
drafting driving under the influence of drugs legislation. 

9.1 Recommendations
1. It is essential to monitor for side effects and man-

age them appropriately including discontinuation 
of opioids if indicated. (Evidence: fair)

2. Constipation must be closely monitored and a 
bowel regimen be initiated as soon as deemed nec-
essary. (Evidence: good)

3. It is recommended that a policy of driving under 
the influence of drugs be developed and moni-
tored during initiation of therapy, changes in the 
dosages, and addition of other centrally acting 
agents. (Evidence: good)
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10.0 THE FINAL PHASE

After initiation of opioid therapy and stable main-
tenance for 8 to 12 weeks with appropriate outcomes, 
it is essential to arrive at a conclusion to either continue 
or to discontinue the opioids. 

If the patient continues with persistent pain or 
there is new pain, a comprehensive evaluation must be 
repeated or a referral may be made. Similarly, if there is 
any indication of abuse, misuse, lack of analgesia, lack 
of activity, adverse effects, or aberrant behavior, the 
physician must taper the drug therapy and discontinue. 
Alternate modalities must be pursued at this stage. 

Opioid therapy is continued if appropriate analgesia 
and functional status is achieved either with opioid thera-
py alone or in conjunction with other modalities. Minimal 
requirements for continued opioid therapy are analge-
sia of at least 30%, and/or activity improvement of 30% 
without misuse/abuse, or major adverse effects. However, 
if treatment is successful, one may attempt to wean from 
opioids if necessary. If necessary to continue, monitoring 
must be continued and the patient be discharged either 
with improvement or with any deficiencies. 

Patients on high doses, obtaining inadequate an-
algesia, and with other issues may be converted to 
sublingual buprenorphine. Daitch et al (482) described 
conversion of chronic pain patients from full opioid ag-
onists to sublingual buprenorphine. They described the 
results from clinical records of 100 chronic pain patients 
with 60 men and 44 women aged 21 to 78 and who 
had previously been treated with opioid agonist drugs. 
They were converted to buprenorphine sublingual tab-
let form during the study. After initiation of buprenor-
phine sublingual therapy for more than 2 months, the 
mean pain scores on a scale from 0 to 10 decreased 
by 3 points. However, patient quality of life was not 
significantly affected by buprenorphine sublingual 
therapy. The success rate was highest for patients using 
morphine, oxycodone, and fentanyl before buprenor-
phine sublingual induction. These patient groups had 
a 3.7-point decrease in pain for those taking morphine, 
a 2.5-point decrease in pain for those taking oxycodo-
ne, and a 2.2-point decrease for those taking fentanyl. 
The smallest pain reduction was seen in the patient 
groups using oxymorphone. In addition, patients tak-
ing between 100 to 199 mg morphine equivalent per 
day experienced the greatest reduction (2.7 points) in 
pain scores. Patients taking between 200 to 299 mg of 
morphine equivalent before buprenorphine sublingual 
induction exhibited a decrease of over 2 points on av-
erage. Patients taking greater than 400 mg morphine 

equivalent reported the smallest reduction in pain 
scores, on average a 1.1 point decrease. 

In patients with dependency, office-based opioid 
dependence treatment may be provided. In a narrative 
review, Colson et al (483) described that office-based 
opioid dependence treatment is a viable alternative 
to methadone treatment or rehabilitation programs. 
However, office-based treatment of opioid dependen-
cy requires a special licensure from the DEA. Thus, for 
physicians providing opioid management of pain, the 
use of buprenorphine/naloxone is an important tool to 
consider for opioid dependence issues, which arise in 
treating chronic pain. 

If it is required, tapering or discontinuation of opioid 
therapy may be considered; however, for a patient who 
has not been taking medication on a long-term basis, ta-
pering or weaning is not necessary and discontinuation 
may be carried out. Tapering may be carried out slowly 
with a decrease by 10% of the original dose per week. 
This is generally well tolerated with minimal adverse phys-
iological effects. However, some patients can be tapered 
or weaned more rapidly without any major problems 
over a 6 to 8 week period. During this period, if opioid 
abstinence syndrome is encountered, it is rarely medically 
serious, even though symptoms may be quite unpleasant. 
The symptoms of abstinence syndrome, including nausea, 
diarrhea, muscle pain, and myoclonus, can be managed 
with clonidine 0.1 to 0.2 mg orally every 6 hours or cloni-
dine transdermal patch 0.1 mg - 24 hours weekly during 
the taper. Patients should be monitored often for signifi-
cant hypotension and anticholinergic side effects. While 
rare, in some patients it may be necessary to slow the 
tapering and weaning timeline from weekly to monthly 
dosage adjustments. If the patient is not following the 
tapering dosages and abusing them, then tapering is go-
ing to be unsuccessful and patients must be referred to 
detoxification facilities or advised to do so. 

Symptoms of mild opioid withdrawal occasionally 
may persist for 6 months after opioids have been discon-
tinued. The physician may also consider using adjuvant 
agents such as antidepressants to manage irritability and 
sleep disturbance, or antiepileptics for neuropathic pain. 
However, physicians should be cautious and preferably 
not treat withdrawal symptoms with opioids or benzo-
diazepines once the weaning process or discontinuation 
of opioids is started. The patient may be referred for 
counseling or other support during the weaning period if 
there are significant behavioral issues. If such issues arise, 
the physician should refer the patient to a chemical de-
pendency center for complicated withdrawal symptoms. 
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Physicians not trained in pain management may refer 
their patients with these issues to pain management spe-
cialists or addictionologists.

10.1 Recommendations
1. Chronic opioid therapy may be continued, with 

continuous adherence monitoring, modified at any 
time during this phase, with fair evidence showing 
effectiveness of opioids in well-selected popula-
tions, in conjunction with or after failure of oth-
er modalities of treatments with improvement in 
physical and functional status and minimal adverse 
effects. (Evidence: fair)

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

3. A trial of opioid rotation may be considered for pa-
tients requiring escalating doses. (Evidence: limited)

4. Chronic opioid therapy should be monitored for 
adverse effects and to manage them appropriately. 
(Evidence: good)

11.0 DOCUMENTATION

The physician should keep accurate and complete 
medical records, which include all aspects of interven-
tional pain management and medical care. These com-
prise, but are not limited to: 

treatments 
-

cluding date, type, dosage, and quantity prescribed 

-
tation of functional status, preferably using vali-
dated tools.

Records should remain current and be maintained 
in an accessible manner and readily available for re-
view, not only for the physician and other members of 
the practice, but also for authorities.

To be in compliance with controlled substance laws 
and regulations required to prescribe, dispense, or admin-
ister controlled substances, the physician must have an 
active license in the state and comply with applicable fed-
eral and state regulations. Various licensure boards have 

published regulations and recommendations for prescrib-
ing controlled substances. Physicians are advised to refer 
to those regulations for their respective state. Physicians 
should not prescribe scheduled drugs for themselves or 
immediate family except in emergency situations. 

The following criteria should be considered care-
fully in providing controlled substances:
1. Complete initial evaluation, including history and 

physical examination
2.  Psychological evaluation 
3.  Physiological and functional assessment, as neces-

sary and feasible
4.  Indications and medical necessity
5.  The use of the lowest possible dose to provide ad-

equate analgesia with minimum side effects should 
be the goal of opioid therapy

6. In general, do not combine opioids with sedative-
hypnotics, benzodiazepines, or barbiturates for 
chronic, non-cancer pain unless there is a specific 
medical indication for the combination

7. Adherence to the controlled substance agreement 
with patients understanding the risks and benefits 
of controlled substances and the policy and regula-
tions of the practitioner, including controlled sub-
stances being prescribed by only one practitioner 
and being obtained from only one pharmacy

8.  Monitoring for drug abuse or diversion should be 
routine, and if confirmed, referral to rehabilitation 
centers may be made, with termination of prescrip-
tions of controlled substances.

12.0 SUMMARY

The evidence synthesis and guidance preparation 
provides the following recommendations with 10 steps 
to opioid therapy: 

12.1 Initial Steps of Opioid Therapy

recommended before initiating opioid therapy, 
documentation of comprehensive history, general 
medical condition, psychosocial history, psychiat-
ric status, and substance use history. (Evidence: 
good)

-
racy, screening for opioid use is recommended, as 
it will identify opioid abusers and reduce opioid 
abuse. (Evidence: limited)

-
mented due to regulations, AS they provide data 
on patterns of prescription usage, reduce prescrip-
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tion drug abuse or doctor shopping, and PDMPs 
may reduce emergency room visits, drug overdos-
es, or deaths. (Evidence: good to fair)

with subsequent adherence monitoring, in an in-
office setting with immunoassay and confirmation 
for accuracy with chromatography in select cases, 
to identify patients who are non-compliant or 
abusing prescription drugs or illicit drugs, and UDT 
may decrease prescription drug abuse or illicit drug 
use when patients are in chronic pain management 
therapy. (Evidence: good)

12.2 Establish Diagnosis
-

chological diagnosis if available prior to initiating 
opioid therapy. (Evidence: good)

-
aging and other evaluations, and only appropriate 
information in the realm of clinical relevance shall 
be provided by the treating physician to the pa-
tients when there is correlation of the symptoms 
with findings, to avoid increased fear, activity re-
striction, requests for increased opioids, and mal-
adaptive behaviors. (Evidence: good)

physicians, if high-dose opioid therapy is being uti-
lized. (Evidence: fair)

12.3 Establishing Medical Necessity
It is essential to establish medical necessity prior to 

initiation or maintenance of opioid therapy. (Evidence: 
good)

12.4 Establishing Treatment Goals
It is essential to establish treatment goals of opioid 

therapy with regard to pain relief and improvement in 
function. (Evidence: good)

12.5 Assessment of Effectiveness of Opioid 
Therapy

adverse consequences of long-term opioid therapy 
in chronic non-cancer pain and its limitations. (Evi-
dence: fair for short-term, limited for long-term)

-
mended only in specific circumstances with severe 
intractable pain that is not amenable to short-act-
ing or moderate doses of long-acting opioids, as 
there is no significant difference between long-act-

ing and short-acting opioids for their effectiveness 
or adverse effects. (Evidence: fair)

patients requiring escalating doses. (Evidence: 
limited)

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

12.6 Informed Decision-Making
A robust agreement which is followed by all parties 

is essential in initiating and maintaining opioid therapy 
as such agreements reduce overuse, misuse, abuse, and 
diversion. (Evidence: fair)

12.7 Initial Treatment
-

apy may be initiated with low doses and short-act-
ing drugs with appropriate monitoring to provide 
effective relief and avoid side effects. (Evidence: 
fair for short-term effectiveness, limited for long-
term effectiveness)

equivalent doses as low dose, 41 to 90 mg of mor-
phine equivalent dose as a moderate dose, and 
greater than 91 mg of morphine equivalence as 
high doses. (Evidence: fair)

be carried out with caution and overdose and mis-
use must be avoided. (Evidence: good) 

after failure of other opioid therapy and only by 
clinicians with specific training in the risks and uses. 
(Evidence: limited)

12.8 Adherence Monitoring 
-

scription is that an electrocardiogram should be 
obtained prior to initiation, at 30 days and yearly 
thereafter. (Evidence: fair)

doctor shopping, adherence monitoring by UDT 
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and PMDPs provide evidence that is essential to the 
identification of those patients who are non-com-
pliant or abusing prescription drugs or illicit drugs. 
(Evidence: fair)

12.9 Monitoring and Managing Side Effects 
-

age them appropriately including discontinuation 
of opioids if indicated. (Evidence: fair)

bowel regimen be initiated as soon as deemed nec-
essary. (Evidence: good)

the influence of drugs be developed and moni-
tored during initiation of therapy, changes in the 
dosages, and addition of other centrally acting 
agents. (Evidence: good)

12.10 The Final Phase

continuous adherence monitoring, modified at any 
time during this phase, with fair evidence showing 
effectiveness of opioids in well-selected popula-
tions, in conjunction with or after failure of oth-
er modalities of treatments with improvement in 
physical and functional status and minimal adverse 
effects. (Evidence: fair)

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

-
tients requiring escalating doses. (Evidence: limited)

adverse effects and to manage them appropriately. 
(Evidence: good)

13.0 CONCLUSION
These guidelines were developed based on an ex-

tensive review of the literature, consensus among the 
panelists, and practice patterns. There are numerous fa-
talities with increasing therapeutic use and abuse, this 
may be related to a lack of understanding and educa-
tion in the proper application of opioid therapy. Fur-
thermore, the evidence supporting efficacy for use of 
opioids as a treatment for chronic non-cancer pain is fair 
for short-term to improve pain and function, whereas it 
is limited due to lack of literature in reference to long-
term efficacy or effectiveness. For practitioners consid-
ering opioid use, multiple recommendations for opioid 

management are summarized. The majority of treat-
ment recommendations are based on evidence consen-
sus and practice patterns, rather than high quality evi-
dence alone. Thus, opioids for chronic non-cancer pain 
should be reserved for select patients with moderate or 
severe pain that significantly affects function or quality 
of life. Appropriate evaluation, documentation, screen-
ing, and risk stratification is indicated from initiation 
through the continuation of opioid therapy.

In conclusion, the focus of these guidelines has been 
to objectively evaluate the evidence with the application 
of consensus and practice patterns to curb opioid abuse, 
misuse, and overuse, and at the same time maintain ac-
cess to opioids for patients who are in need of them.
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