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W hile the opioid epidemic was officially declared a pub-
lic health emergency in 2017, the USA has grappled

with this problem for much longer. After 2017, the response to
the crisis came at every level, from individual practices and
healthcare establishments to state and national organizations
and the government. The result was an influx of policies and
laws aimed at reversing the epidemic, primarily by restricting
the initial prescription of opioids. The CDC report from 2019
noted a decrease in the prescribing rates of opioids; however,
opioid-related deaths have not followed suit.1 This discrepan-
cy is without a clear explanation but raises numerous issues.
Traditionally, studies that examine opioid overdose deaths

have labeled natural, semisynthetic, other synthetic opioids
and methadone as “prescription” opioid.2, 3 These same stud-
ies relied on the National Vital Statistics System multiple
cause-of-death mortality files, and subsequently, the Interna-
tional Classification of Diseases, Tenth Revision (ICD-10)
codes to identify “prescription” overdose. These codes convey
the cause of death but do not confirm whether the medications
were, in fact, prescribed to the deceased individual or obtained
by other methods. While studies have found associations
between “prescription” opioids and various negative out-
comes, confirmed prescribed opioids and short-term mortality,
in a national cohort, remain understudied.
In this issue of JGIM, Agnoli and colleagues present obser-

vational analyses of prescription opioids and short-term all-
cause mortality, utilizing the U.S. Medical Expenditure Panel
Survey (MEPS).4 Patients receiving opioids had a higher
mortality; compared with those receiving no opioids, those
receiving 1–5 prescriptions had 1.5 increase odds of death and
those getting 6 or more were 3.2 times more likely to die.
However, once adjusted for health status, the odds ratios for
mortality were no longer significant. Similar findings were
seen when adjusted for healthcare utilization.
The final model, which adjusted for all covariates, yielded

odds ratios for both the 1–5 and 6 or more opioid categories

that were not significant when compared with the no opioid
group. Higher age, male sex, and cancer were the most signif-
icant predictors of mortality.
The MEPS has a wealth of information. In addition to

sociodemographic information, numerous scales are used,
including the 12-item Short-Form Health Survey (SF-12)
and Mental Component Summary (MCS). Participants’ self-
rating of their health is also incorporated, which is an impor-
tant predictor of mortality.5 In general, large database research
has not examined or incorporated patient-reported informa-
tion. This makes the resultant patient-reported information a
strength of MEPS data and this study particularly unique.
However, the strength of the MEPS is also a limitation. There
is a tendency for response bias with surveys, leading to uncer-
tainty whether participants’ responses would be different from
non-participants, particularly regarding a sensitive topic as
opioid use.
Agnoli et al . found that the ORs adjusted for

sociodemographic covariates were consistent with those from
studies that examined opioid dose, prescribing rates, and
chronic use.6–8 However, dose was not included in this study.
The adjustment for health status is the main difference be-
tween this and prior studies. Once adjusted for health status,
the mortality association with opioid prescribing became in-
significant. The implication of this is that sociodemographics
alone are not enough to adjust for mortality with opioid
exposure. Most of the measures included were “subjective”
patient self-assessed health, which highlights the accuracy of
patients’ awareness of their own health. This might suggest
that participants prescribed opioids view themselves as having
worse health or that those with poor health have greater
indications for opioids.
The lack of differences in short-term all-cause mortality

between the three opioid categories is the most important
finding from this study. Laws, policies, and regulations have
generally targeted the initial prescribing of opioids as well as
the continuation of opioids.9 These results question the as-
sumption that any opioid exposure results in elevated risk for
adverse events. This is one possible explanation for why
opioid death rates have not mirrored opioid prescribing rates.
Instead, participants’ self-reported health status appears to be
both a crucial factor and commonly omitted variable, in
predicting mortality.
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These findings should place the interventions enacted to
combat the opioid epidemic into a critical light. The significant
effort and resources directed at prescription opioids is not
without consequences. Some are positive, such as the de-
creased opioid prescribing rate. Others are more debatable.
In particular, insurance companies and pharmacies have taken
steps to limit opioid prescriptions, while some clinics and
physicians have chosen to stop prescribing opioids altogeth-
er.10 When used judiciously, opioids are legitimate tools for
combatting pain. Ultimately, the patients whom guidelines,
policies, and laws were intended to protect could be unintend-
ed victims in this ongoing crisis.
Unfortunately, chronic pain remains prevalent. How

healthcare providers manage and treat pain reflects programs
and policies created from past research. Agnoli’s results sug-
gest that the current approach to combating the opioid epi-
demic may be misguided and in need of reassessment. The
timemay be now to redirect efforts to non-prescription opioids
or patients’ self-screening of health status, rather than primar-
ily attempting to dissuade or impede opioid prescribing. Ad-
ditional studies designed to explore causality and directly
comparing opioid dose and exposure frequency to no opioids
are needed to further clarify opioid risk.
Over the last few decades, the pendulum for prescribing

opioids has swung from one extreme to the other. Initially,
providers prescribed opioids for acute pain related to injury,
surgery, or terminal illness. Prescriptions rose slowly through
the 1980s, then exploded in the 1990s when an aggressive
pharmaceutical campaign led providers to believe that opioids
were safe and rarely addictive. Now, providers bear much of
the burden and blame for the US opioid addiction. Targeting
providers is, after all, much easier than facing hard truths about
poverty, disparities, and social inequity. Management of
chronic pain is complex and requires multi-disciplinary ap-
proaches. Opioids are just one tool in a provider’s armamen-
tarium for helping patients. A highly individualized, patient-
centered approach may be more beneficial than broad, all-
encompassing polices.
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