
Opioid Therapy for Chronic Pain in the US: promises and perils

Mark D. Sullivan, MD, PhD and
University of Washington

Catherine Q. Howe, MD, PhD
University of Washington

Abstract

Opioid therapy offers the promise of reducing the burden of chronic pain in not just individual 

patients, but among the broad population of patients with chronic pain. Randomized trials have 

demonstrated that opioid therapy for up to 12–16 weeks is superior to placebo, but have not 

addressed longer term use. In the US, opioid sales have quadrupled during 2000–2010 with 

parallel increases in opioid accidental overdose deaths substance abuse admissions. Clinical use of 

long-term opioid therapy is characterized by a pattern of adverse selection, where high-risk 

patients are prescribed high-risk opioid regimens. This adverse selection may link these trends in 

use, abuse and overdose. Long-term opioid therapy appears to be associated with iatrogenic harm 

to the patients who receive the prescriptions and to the general population. The US has conducted 

an experiment of population-wide treatment of chronic pain with long-term opioid therapy. The 

benefits have been hard to demonstrate, but the harms are now well demonstrated.

Introduction: the promise of opioid therapy

“Among the remedies which it has pleased Almighty God to give to man to relieve 

his sufferings, none is so universal and so efficacious as opium.

” --Thomas Sydenham (1692)

In the past few decades, we have witnessed the success of the ethical argument for pain 

treatment. This success was first accomplished by the hospice and palliative care community 

with the argument that dying in pain is ethically unacceptable. Arguments about turning 

dying patients into addicts were definitively and universally rejected. Even if pain treatment 

hastens death, this treatment is now considered ethically appropriate if the patient or 

authorized proxies choose to receive it [31]. In subsequent years, the ethical mandate for 

pain relief as basic care has been extended from end of life to all cancer pain. In 1985 and in 
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1996, the World Health Organization (WHO) issued guidelines on cancer pain relief [76]. 

Moderate to severe pain is common in cancer patients, and unfortunately many patients still 

do not get adequate relief [13].

This ethical mandate for pain treatment has recently been extended to chronic non-cancer 

pain [12]. We have previously made the argument that chronic non-cancer pain produces 

suffering and disability at least equal to that of cancer pain, but with higher prevalence and 

longer duration. (Sullivan and Farrell, 2005) [64]. In 2010, the IASP issued the Declaration 

of Montreal, which argued for “access to pain management without discrimination… on the 

basis of age, sex, gender, medical diagnosis, race or ethnicity, religion, culture, marital, civil 

or socioeconomic status, sexual orientation, and political or other opinion [39].” Prohibition 

of discrimination on the basis of “medical diagnosis” is meant to prohibit favoring cancer 

pain treatment over non-cancer pain treatment. In 2011, the Institute of Medicine in the 

United States issued a report on Relieving Pain in America [38]. In this report, prevalent 

pain is considered to be undertreated pain. This suggests that all pain justifies treatment, 

regardless of origin.

The above arguments for pain management as a fundamental human right have addressed 

pain treatment broadly. Indeed, some of them have specifically mentioned that this does not 

imply a universal right to receive opioid therapy. There has been a separate and more 

specific ethical argument made for opioid treatment. In 1986, Portenoy and Foley published 

a review of 38 cases of chronic non-cancer pain successfully treated with opioids [55]. In 

this article, they argue that “opioid maintenance therapy can be a safe, salutary and more 

humane alternative… in those patients with intractable non-malignant pain and no history of 

drug abuse.” In more recent years, these authors have acknowledged problems associated 

with widespread prescribing of opioids for non-cancer pain, but have reiterated their support 

for the practice [54]. For example, they have resisted opioid dosing guidelines that mandate 

specialist review if a patient exceeds a specific dose without clear improvement in pain and 

function. In 2011, Foley et al stated: “We disagree with the concept of setting a maximum 

dose. The pharmacology of opioid use in the treatment of pain is based on dose titration to 

effect.” Other authors have made a broader recommendation for opioids, recommending a 

trial of opioids for anyone with severe pain.[72] These statements are consistent with a 

strong sense of responsibility to relieve pain and suffering that has its roots in palliative care. 

What we might call “the opioid interpretation of the duty to relieve pain and suffering” was 

articulated most clearly by Sidney Wanzer in the New England Journal of Medicine in 1989: 

“The proper dose of pain medication is the dose that is sufficient to relieve pain and 

suffering… To allow a patient to experience unbearable pain or suffering is unethical 

medical practice [69].” This statement was meant to be applied in the palliative care context, 

but has since been applied much more broadly.

Rapid escalation in prescription opioid use, abuse, and overdose

Opioid use varies over a thousand-fold across different countries, from over 10mg morphine 

per capita in the most developed countries to less than 0.01mg per capita in the least 

developed countries. Beginning in the mid-1980’s prescription opioid sales began to escalate 

in the US. Global consumption also rose significantly, though this was driven almost 
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entirely by increased use in the US. Figure 1 is reproduced from the University of Wisconsin 

Pain and Policy Studies Group. We have added selected events associated with increased 

opioid prescribing. In 1986, the article by Portenoy and Foley suggesting opioid treatment of 

chronic non-cancer pain was published. In 1996, the American Academy of Pain Medicine 

and the American Pain Society issued a consensus statement on The Use of Opioids for the 

Treatment of Chronic Pain which argued that opioids should have a role in the treatment of 

patients with chronic non-cancer pain [1]. It included statements such as, “Studies indicate 

that the de novo development of addiction when opioids are used for the relief of pain is 

low.” This was followed in many states by the passage of “Intractable Pain Acts” which 

removed sanctions for prescription of long-term and high-dose opioid therapy that had 

previously been in place [32]. Through the late 1990’s and early 2000’s, sustained release 

opioids were aggressively marketed as less prone to abuse than other opioids. In 2007, 

Purdue Pharma paid a $634.5 million fine for claiming the Oxycontin was less addictive and 

less subject to abuse than other pain medications [2].

Figure 2 is a graph created by the Centers for Disease Control and Prevention in the US 

which demonstrates parallel increases in opioid sales, deaths, and substance abuse 

admissions. Opioid sales have quadrupled during the 2000–2010 period. This is the most 

recent national data available. Deaths from accidental opioid overdose have also increased. 

These now exceed motor vehicle deaths in 30 states.

Opioid efficacy for chronic non-cancer pain: short-term and long-term 

studies

The ethical argument that patients with chronic pain deserve opioid treatment, is not 

complete without proof that opioid treatment can provide lasting pain relief. Several 

systematic reviews in recent years have summarized the results of RCTs on the efficacy of 

opioid therapy for chronic non-cancer pain [3; 30; 41; 43]. These RCTs were generally less 

than 16 weeks in duration, although 6 trials included in the review by Kalso et al had an 

open label follow-up of 6 to 24 months. Overall, opioids show efficacy over the usual 12-

week duration of trials with pain intensity reduced approximately 30% more than placebo, 

with variable effects on function. Often, function of a body part (e.g., grip strength) was 

assessed rather than the ability of the whole person to perform daily tasks. Furthermore, pain 

relief did not always produce the expected effect on function. For example, the Furlan et al 

meta-analysis concluded that whereas strong opioids in general provided better pain relief 

than weak opioids or nonopioids, function was improved by weak opioids and nonopioids, 

but not strong opioids.[30] This is one demonstration of the complicated relationship 

between pain relief and functional improvement. These trials generally excluded all patients 

with mental health or substance use disorders. They also used enriched designs (e.g., 

excluding patients who responded to placebo) in order to increase the chance of showing 

opioid effectiveness. Some randomized trials of opioids allowed open label follow-up, but 

the small self-selected group of patients that went on to long-term opioid management do 

not permit any clear conclusion on the long-term effects of opioids. Most patients stopped 

opioids due to lack of efficacy or side effects, though the minority of patients who continued 

opioids did report significant pain relief. In a systematic review of opioid treatment of 
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chronic low back pain, Martell et al concluded that “the evidence in favor of opioids (for 

CLBP) is not always consistent, and when supportive, only supports this treatment for short 

periods. [44]” In summary, randomized controlled trials have demonstrated analgesic 

efficacy of short-term, but not long-term, opioid treatment of chronic pain. We have 

assumed that the evidence of efficacy from these short-term trials can be extrapolated to 

long-term use, but this may not be the case.

It is not possible to randomize patients to years of opioid therapy, but it has been possible to 

prospectively study inception cohorts of opioid-treated injured workers. Both these injured 

workers, and their providers alike, have hoped that opioid treatment may facilitate 

rehabilitation and return to work. But now seven prospective studies suggest that this is not 

true. In each case, opioid treated workers were less likely to return to work than those who 

did not receive opioids. Opioid therapy retards return to work for injured workers in dose-

dependent manner [11; 16; 29; 68; 71; 75]. It is important to be cautious in interpreting these 

non-randomized studies, because the patients who receive opioids are not the same patients 

as those who do not receive opioid. Those who receive opioids tend to have higher pain 

levels, greater activity interference, and higher levels of depression and anxiety. However, 

these trials have attempted to control for these baseline differences and a significant 

disability-promoting effect of opioids persists. There is some suggestion from other 

prospective cohort studies that opioid therapy may prolong pain and retard functional 

recovery. In the Women’s Health Initiative Observational Cohort study of post-menopausal 

women, opioid therapy at baseline was associated with lack of pain improvement and worse 

physical functioning over 3 years of follow-up after controlling for demographic and clinical 

differences women [10]. A Danish cohort study has shown decreased rates of recovery from 

chronic pain for patients treated with opioids.[63] Danish population-based cross-sectional 

studies have also shown an associate of opioid use with reporting of moderate/severe or very 

severe pain, poor self-rated health, unemployment, high health care utilization, and low 

quality of life.[23] These observational studies must be interpreted cautiously, but they 

suggest that extrapolating from proof of the efficacy of short-term opioid therapy to efficacy 

of long term opioid therapy may not be valid.

Risks of opioid addiction, abuse and misuse associated with opioid 

therapy

Early estimates on the addiction risk associated with opioid therapy were based on inpatient 

samples and outpatient samples from randomized trials which excluded patients with mental 

health and substance abuse disorders, now known to be the patients most likely to receive 

and continue opioids in clinical practice. Porter and Jick in 1980 gave initial estimates of 

opioid addiction at 0.05% and abuse 0.4% based upon patients treated with short-term 

opioid therapy while in-patients [56]. More recent estimates are highly variable due to 

differing definitions of opioid addiction and the populations studied. In 2008, Fishbain et al 

conducted a systematic review of 67 studies, and found that the rates of opioid abuse or 

addiction varied between 0.2% and 3.27%, and that the overall rates of aberrant drug-related 

behavior were approximately 15–20% [25]. When interpreting abuse rates, it is important to 

monitor the nature of the population sampled. In many of the above studies, patients with 
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pre-existing substance use or mental health disorders were excluded. In studies without these 

exclusions, abuse rates tend to be much higher. For example, Chelminsky et al reported the 

rate of substance misuse to be at 32% among the patients enrolled in a primary care, multi-

disciplinary pain management program [14]. Fleming et al estimated the rate of lifetime 

aberrant drug behavior to be at 80% among patients who receive opioids for chronic pain in 

primary care setting [26]. These higher abuse rates are likely closer to those seen in clinical 

practice. The pharmacology of opioids has been extensively studied and the search for non-

addictive opioids has been long and fruitless. So we should not be surprised that addiction 

rates are higher than we had hoped.

Careful selection vs. adverse selection of patients for long-term opioid 

therapy

Opioid treatment guidelines emphasize careful risk assessment and selection of low-risk 

patients for long-term opioid therapy (LtOT). Generally, LtOT is recommended only for 

patients with intractable pain and no history of substance abuse. Caution is urged for those 

with a history of mental health disorder [15]. Contrary to the recommendations found in 

opioid treatment guidelines, studies of actual clinical practice reveal that patients with 

substance abuse or mental health disorders are in fact more likely to receive LtOT. We have 

named the process by which high risk patients are placed on high risk opioid regimens, 

“adverse selection.” The data documenting this process of adverse selection comes from two 

pharmaco-epidemiological studies completed in the last decade that have examined the 

trends in opioid therapy and how psychiatric disorders affect these trends. The TROUP 

study (Trends and Risks of Opioid Use for Pain) analyzed claims data from 2000 through 

2005 on two disparate populations: a national, commercially insured population 

(HealthCore) and Arkansas Medicaid enrollees. The CONSORT study (CONsortium to 

Study Opioid Risks and Trends) looked at claims data from two HMOs, Group Health in 

Washington State and Kaiser Permanente of Northern California, between 1997 and 2005. 

Both studies used chart diagnosis to assess for the presence of chronic pain conditions, as 

well as psychiatric disorders, and defined LtOT as greater than 90 days of opioid use. The 

CONSORT study also included a one-time telephone survey of eligible participants.

The TROUP study found that in both the commercially insured and publicly insured 

populations, rates of non-cancer chronic pain diagnosis and opioid use increased linearly 

during the 6-year study period. The increase in cumulative yearly opioid dose received by 

patients who received chronic pain diagnoses was due to increases in the number of days of 

opioids supplied rather than the dose per day supplied. This indicates that opioid therapy for 

non-cancer pain increased in duration but not intensity on average over this study period 

[66]. In fact, the overall growth in opioid use appears to be due to an increase in long-term 

high-dose use, rather than a change in the dose received by the modal patient. In fact, opioid 

use by patients with chronic pain diagnoses is highly concentrated in a small proportion of 

this population. In our commercially insured sample, 5% of patients with chronic pain 

accounted for 70% total opioid consumption in 2005, while in our Medicaid sample the top 

5% of patients with chronic pain accounted for 48% of total opioid use. Patients with 

substance use or mental health disorder diagnoses were over represented in this top 5% of 
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opioid users [21]. This concentration of substance use and mental health disorders in high-

dose LtOT users has been found in other studies as well [42; 49]. Between 2000 and 2005, 

the prevalence of LtOT in the samples studied in TROUP started higher and grew faster 

among patients with mental health or substance use problems compared to those without 

such a diagnosis [20].

The CONSORT study also identified a linkage between common mental health and 

substance use disorders and increased likelihood of receiving long-term opioid therapy. For 

example, a chart diagnosis of depression over the previous two years was associated with 

three times higher likelihood of receiving long-term opioids, a higher average daily dose, 

greater days supplied, and more use of DEA Schedule II opioids [9]. The CONSORT study 

also found that patients with a prior substance abuse diagnosis were more likely to receive 

long-term opioid therapy, to receive higher opioid dosages and to receive DEA Schedule II 

opioids [73]. Independent studies of veteran populations have also found a strong 

association between mental health disorders and opioid use [62]. Among Iraq and 

Afghanistan veterans with pain, 6% of veterans without mental health disorders, 12% with 

non-Post-Traumatic Stress Disorder (PTSD) mental health disorders, and 18% with PTSD 

were prescribed opioids within a year of their pain diagnosis. Among those prescribed 

opioids, patients with PTSD were more likely than those without mental health disorders to 

receive higher daily opioid dose, receive two or more opioids, and receive sedative 

hypnotics concurrently. This study confirms that adverse selection also occurs in the VA 

system where there is generally more access to mental health and addiction services.

In summary, “adverse selection” describes a process where the likelihood of a patient 

receiving an opioid regimen increases as the associated risks increase. For example, a 

history of depression or other common mental health disorders increases the likelihood of 

receiving LtOT by 3–4 fold, a history of alcohol or non-opioid drug abuse increases the 

likelihood by 4–5 times, and a history of opioid abuse or dependence makes it 5–10 times 

more likely to receive LtOT. Furthermore, these high risk patients with substance abuse and 

mental health disorders are more likely to receive high risk opioid regimens involving high 

opioid daily doses, high potency Drug Enforcement Agency Schedule II opioids (opioids 

with medical use but high risk for abuse) and concurrent sedative-hypnotic medications [61].

Adverse selection occurs not only at the initiation of opioid therapy, but also in patients’ 

decisions about continuing LtOT. Despite the rapidly increasing rates of LtOT for chronic 

non-cancer pain, the vast majority of opioid therapy is short-term. Most patients discontinue 

therapy before reaching 90 days of therapy, either due to side-effects or lack of efficacy [30; 

50; 59]. The TROUP study asked the question of who stays on opioid therapy, and found 

that once 90 days of continuous therapy is received, two thirds of the patient will remain on 

opioids years later [45]. This suggests that LtOT may become a self-perpetuating or lifelong 

therapy. LtOT continuation is predicted by high daily opioid dose (>120mg morphine 

equivalent) and opioid misuse. Other prospective studies have shown similar findings [28; 

67]. These data suggest that the population of patients on LtOT is progressively enriched 

with high-risk patients.
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Medical harms associated with long-term opioid therapy

While the benefits of LtOT have been hard to demonstrate on a population basis, the harms 

are well documented. The most significant harm associated with opioid therapy is death 

from accidental overdose. There were approximately 15,000 prescription opioid overdose 

deaths in the Unites States in 2008, which was three times the rate in 1999. Demographic 

groups at the highest risk are men, middle-aged, rural, poor, whites and Native Americans. 

An investigation of 295 opioid deaths in West Virginia in 2006 suggested that bad patient 

behaviors, such diversion and doctor shopping, caused the deaths [35]. This suggested that 

the most important source of risk was the patients, not the drugs. But multiple studies have 

now shown that accidental overdose and death increase in proportion to the prescribed 

opioid dose, with a significant increases at doses greater than 100mg morphine equivalent 

dose (MED) per day [6; 17; 33; 52]. These studies tie opioid risk to prescribed dose and thus 

point to the inherent dangerousness of opioids.

The Center for Disease Control and Prevention reports half a million emergency department 

(ED) visits in 2009 due to misuse of opioids. Opioids are now involved in 40% of all drug-

related ED visits. Among patients prescribed long-term opioids, 20–30% make an ED visit 

per year. These visits are especially likely in patients with a substance use or mental health 

disorder, and those receiving short-acting Schedule II opioids [8]. Visits for alcohol and 

drug problems among recipients of Lt OT are also increased in those with substance use and 

mental health disorders, but these are associated with long-acting Schedule II opioids. This 

is likely due to the increased overdose risk with the long-acting opioids.

Opioids pose special risks to the oldest and youngest patients. For patients age 60 and older, 

LtOT at 50mg or greater MED doubles the risk of fractures [60]. With the growth of opioid 

therapy among women of childbearing age, the rates of neonatal abstinence syndrome 

increased 2.8 times from 2000 to 2009 [51]. This was associated with increased rates of low 

birth weight, respiratory complications, and costs, especially in patients receiving Medicaid. 

For women who are on LtOT that become pregnant, clinicians face the dilemma of 

potentially precipitating premature labor by withdrawing opioid therapy or inducing 

neonatal abstinence syndrome by continuing opioid therapy. Adolescents have relatively low 

rates of LtOT, but high rates of opioid misuse and abuse. One contributing factor may be 

that adolescents with chronic pain who also have mental health disorders are nearly 3 times 

more likely to progress from short-term to long-term opioid use.[58]

Behavioral harms associated with long-term opioid therapy

Research aiming to quantify the risks for opioid misuse and abuse posed by prescription of 

opioid therapy is underway. We developed administrative criteria for opioid misuse 

consisting of excess days supplied, multiple opioid prescribers, and multiple opioid 

pharmacies. We were able to show that a misuse score based on these was linearly related to 

the risk of receiving an opioid abuse diagnosis. We estimated possible misuse at 20–24% 

and probable misuse at 3–6% of LtOT recipients. Younger age, back pain, multiple pain 

complaints and substance abuse disorders identify patients at high risk for misuse. Treatment 

with high daily dose opioids (especially >120 mg MED per day) and short-acting Schedule 
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II opioids appears to increase the risk of misuse. This is contrary to the “pseudoaddiction” 

concept which postulates that aberrant opioid behaviors will disappear once a dose adequate 

to treat the pain problem has been reached.

We have shown in research reviewed above that patients with documented opioid abuse are 

more likely to be placed on LtOT. We have also shown that LtOT is associated with 

increased risk of receiving a new chart diagnosis of Opioid Abuse or Opioid Dependence. 

The likelihood of receiving these diagnoses is increased in high risk patients characterized 

by: lower age, and previous substance abuse or mental health disorders. It is also increased 

in patients who receive high risk treatments including : more days supplied of opioids, 

higher daily opioid doses, and DEA Schedule II opioids [19]. When we studied patients with 

new episodes of chronic pain, we were able to determine that chronic high dose use (>90 

days) poses much more risk of being diagnosed with opioid abuse or dependence than acute 

high-dose use. Compared to those whose chronic pain episode was not treated with opioids, 

those treated with acute high-dose use had 3 times the risk of opioid abuse, while those with 

chronic high-dose use has 107 times the risk [18]. Unfortunately, as prescription opioids 

become harder to obtain and the street price increases, some individuals who were taking 

prescription opioids are switching to heroin. In Seattle, 40% of patients using heroin report 

first “getting hooked on” prescription opioids [53].

Increased prescription of opioids holds risks for the public beyond those experienced by the 

patients themselves. Rates of opioid misuse and abuse in the general public have also 

increased rapidly in the past decade. The National Survey on Drug Use and Health reports 

that 5% of the general population admitted to “non-medical” use of prescription opioids in 

2010. This includes all use of the medication by someone other than the prescription 

recipient or for a purpose other than that for which it was prescribed [46]. The majority of 

these non-medical users obtained their opioids from friends or family, not from drug dealers 

or the internet. By 2006, there were more new initiators of prescription opioids than any 

other drug, including marijuana.

Understanding unintended consequences of opioid therapy: endogenous 

opioids, physical pain and social pain

The endogenous opioid system serves many other functions besides the stress-induced 

analgesia for which it is most well-known. These include: maternal-infant bonding, reward 

associated with alcohol use, sexual reward and sex drive, mood regulation, social status and 

stress, as well as eating, drinking, and other appetitive behaviors [5]. It is to be expected that 

long-term use of exogenous opioids would affect these other functions as well. For example, 

an intact endogenous opioid system is essential for normal maternal-infant bonding. Mice 

lacking the mu-opioid receptor gene (OPRM1) do not show normal attachment behaviors 

with little evidence of distress with separation from their mothers [48]. On the other hand, 

early postnatal maternal separation increases the rewarding value of morphine in genetically 

normal rat pups [47]. The opioid system is also involved in regulating social affiliative 

behaviors. Opioid agonists have been found to reduce efforts at social affiliation in 

mammals [36], while opioid antagonists increase efforts at social affiliation [24]. These 

findings suggest that opioids substitute for the rewards of social connection, and may 
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explain the epidemiological association between emotional distress and the likelihood and 

receiving chronic opioid therapy.

Our research has focused on the role that substance use and mental health disorders have 

played in the use and abuse of prescription opioids. Much of the literature on opioid abuse 

distinguishes between legitimate opioid use for physical pain and illegitimate opioid abuse 

to produce euphoria or relieve emotional pain. But there is now a large body of evidence 

suggesting that physical and emotional pain states share many of the same neurobiological 

substrates. Neuroimaging studies have found that emotional distress associated with social 

disconnection in primates (i.e., rejection, humiliation, isolation) may arise from some of the 

same brain structures that underlie experiences of physical pain such as the dorsal anterior 

cingulate cortex and the anterior insula [22]. These areas have a high density of mu-opioid 

receptors [4]. Eisenberger has hypothesized that the primate social attachment system has 

“borrowed” the system evolved in simpler mammals for physical pain. This system makes 

social separation immediately aversive for the primate, thus promoting survival for species 

where social cooperation is essential.

The promises and perils of long-term opioid therapy for chronic pain: 

results from the US experiment

On the basis of the above, it is fair to say that the promises of general safety and 

effectiveness of long-term opioid therapy for chronic pain are unfulfilled. Clinical use of 

long-term opioid therapy is characterized by a pattern of adverse selection, where high-risk 

patients are prescribed high-risk opioid regimens. This pattern is unlikely to be reversed 

through renewed efforts at careful selection of opioid recipients, because opioids treat 

emotional as well as physical pain and the most distressed patients will always seek opioids 

most assiduously. Harms associated with long-term opioid therapy perhaps can be limited 

through focus on lower dose use, intermittent use, and avoiding use in younger patients [27]. 

There are patients who do well with improved function and quality of life on opioid therapy. 

These are often older adults with low dose intermittent use.[57] This evidence base is still 

evolving.

It is clear that the perils of long-term opioid therapy go beyond opioid addiction in patients 

prescribed these medications to a broader set of iatrogenic harms. If we borrow the 

framework for iatrogenesis used by Ivan Illich in his Medical Nemesis, we can describe 

three types of harms, proceeding from the most well-defined to the least well-defined [37]. 

First, there is clinical iatrogenesis, including: overdose, abuse, and adverse effects in 

patients. Second, there is social iatrogenesis, including: escalating opioid diversion, abuse, 

overdose in adolescents and poor rural middle-aged adults. Third, there is cultural 

iatrogenesis, including: an erosion of our ability to manage pain in non-medical ways, and 

unrealistic expectations of relief. The US has conducted an experiment of population-wide 

treatment of chronic pain with long-term opioid therapy. The benefits have been hard to 

demonstrate, but the harms are now well demonstrated.

So where do we go from here? We need to consider those patients not yet on long-term 

opioid therapy and those patients already on long-term opioid therapy separately. We should 
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be much more vigilant about letting patients drift into long-term opioid therapy without an 

explicit decision, including patient informed consent. It is unclear whether brief trials of 

opioid therapy for patients with chronic pain are informative, because patients often do well 

for a month or two and then need a dose increase to maintain these gains. We should be 

more cautious about placing patients on daily long-acting opioids simply because nothing 

else worked. This often results in the highest risk patients on the highest risk opioid 

regimens. It appears that lower dose intermittent opioid therapy is safer and adequate for 

many patients. The “Principles for more selective and cautious opioid prescribing” prepared 

by the faculty of the National Summit for Opioid Safety held in Seattle, Washington in 

November 2012 provide an excellent set of guidelines.[34] The newly expanded 

Washington State Guideline for Prescribing Opioids to Treat Pain in Injured Workers issued 

in July 2013 provide detailed guidance on use of opioids after a workplace injury.[70]

For patients who are already on long-term opioid therapy and not showing clear 

improvements in pain, function, and quality of life, other strategies are needed. Since long-

term opioid therapy has no natural endpoint, once long-term opioid therapy is established, it 

can go on for years.[45] For patients who have opioid addiction, long-term opioid 

maintenance with buprenorphine or methadone will be necessary.[74] For patients without a 

current substance use disorder, a randomized trial is exploring whether opioid taper support 

will assist patients who wish to discontinue opioids.[65] A multimodal intervention for 

patients with opioid misuse has shown efficacy in a pilot study.[40] Multiple other studies 

for prescription opioid misuse and abuse are underway.[7] Though these efforts to limit the 

adverse outcomes from opioid therapy are welcome, we believe the best clinical practice is 

to be quite sure that the patient is showing robust and broad benefit (i.e., pain, mood, 

physical and social function) from opioid use before proceeding to long-term opioid therapy.
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Figure 1. 
Opioid consumption in USA
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Figure 2. 
prescription opioid sales, deaths and substance abuse admissions in US
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Table 1

Possible reasons for the US “opioid epidemic”

Physician-related Inadequate and inaccurate training on opioid pharmacology and risks

Lack of access to multidisciplinary chronic pain care

Ease of prescribing opioids compared to other chronic pain therapies

Patient-related Strong appeal of immediate pain relief provided by opioids

Focus on pain rather than psychological distress as a treatment target

More value placed on pain relief than functional improvement

Society and health-system related Acceptance of right to pain treatment and interpretation of this right in terms of access to opioid therapy

Better insurance coverage for medications than for other chronic pain therapies

Aggressive marketing of sustained-release opioids by pharmaceutical companies
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