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Introduction

The United States overdose epidemic hit yet another devastating record in 2021, with drug overdose deaths surpassing
100,000 for the first time in history, representing almost a 21% increase compared to 2020." While undoubtedly several
societal, personal, and behavioral phenomena highlighted and created by the COVID-19 pandemic have contributed to
the sharp incline in overdoses our nation has witnessed over the past two years, it is imperative to recognize that all cause
opioid-related overdose death rates had been rising precipitously since 2014." There are a variety of factors that have
influenced the progressive pacing of opioid-related overdoses witnessed throughout the second decade of the 21st
century. Perhaps the most significant has been the introduction and availability of illicitly manufactured synthetic opioid
products (namely “fentalogues™),> although additional contributors include increasing rates of polysubstance abuse,”
continued poor access to medication assisted treatments and behavioral health supports,® and restrictions and reductions
of legitimate opioid access when clinically indicated.” !

Despite the multifactorial nature of the current overdose epidemic, there continues to be a disturbing and dispropor-
tionate narrative pertaining to the involvement and overall influence of opioid prescribing. A trend in misinformation has
affected almost all facets of society, from politics to healthcare. Accordingly, it should not be surprising that the opioid
overdose crisis has also been entangled in a messy web of a politicized revenue stream associated with lawsuits by
various states and other municipalities, and the law firms and expert witnesses that frequently and repeatedly
participate.'? One of the most notorious groups that continues to perpetuate false narratives regarding the prescribing
of opioids is Physicians for Responsible Opioid Prescribing (PROP)."* However, they are certainly not alone in the
persistent misinterpretation and misrepresentation of data and shared responsibility for adverse consequences such as
increased suicidality and escalated use of non-prescription opioids, particularly those containing fentalogues that are the
most frequent cause of accidental overdoses and deaths.''®!" This editorial will address several ongoing false
narratives regarding opioid prescribing and its involvement in the ongoing overdose epidemic. We utilize specific
quotations excerpted from a recent press release by the PROP organization that best highlight the falsehoods that too

many legislators and media outlets are sadly accepting as accurate information.'?

Prevention may be even more important, and decreasing new opioid prescriptions is key to ending this [overdose] epidemic...
a conventional view is that the prescription opioid crisis is over. In fact, deaths due to prescription opioids have continuously
increased from 1999 through 2017."

Journal of Pain Research 2022:15 949-958 949
Received: 24 March 2022 © 2022 Bettinger et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/terms.
AT Php and incorporate the Creative Commons Attribution — Non Commercial (unported, v3.0) License (http:/creativecommons.org/licenses/by-nc/3.0/). By accessing the

Accepted: 29 March 2022
Published: 5 April 2022

work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed. For
permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).


http://orcid.org/0000-0001-9929-1909
http://orcid.org/0000-0002-1019-0413
https://www.dovepress.com/terms.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
http://www.dovepress.com/permissions.php
https://www.dovepress.com

Bettinger et al Dove

The concept of “prevention” by means of reducing prescription and supplies of opioids as a way to end the opioid crisis
(often hyperbolically identified as the “opioid epidemic”) continues to be a running narrative put forth by several
organizations. It is one that is quite puzzling, particularly in the context of the above excerpt,'® as there is concomitantly
an acknowledgement that approximately 99% of fentanyl-related deaths now involve illicitly synthesized fentalogues.'
It is well-accepted in scientific circles that current overdose deaths involve fentanyl-related compounds that are illicitly
manufactured and not FDA approved pharmaceutical fentanyl (or its FDA approved chemical derivatives alfentanil,
remifentanil, and sufentanil) used in both acute and chronic settings.>'*'> This is a distinction that must be accurately
described in order to diminish untoward apprehension in prescribing pharmaceutical fentanyl and its related compounds
safely in a both monitored clinical settings and for home use.

Despite the acknowledgement that fentalogues are now involved in “almost all opioid-related overdose deaths” in the
aforementioned excerpt,'* it is disingenuously claimed that the reason why “prevention” (in terms of reducing prescrip-
tion opioids) is supported is the “fact” that “prescription opioid deaths have been increasing from 1999 through 2017”."3
Not only is this characterization inaccurate, but it is vastly generalized and lacking clarity. The primary shortcoming of
such a statement is that the terminology of “deaths due to prescriptions opioids” is neither specifically defined nor clear.
This is an important reality that is often ignored when assessing overdoses, as, perhaps most importantly, there is usually
no way (or attempt) to actually verify whether patients overdosed on opioids that were prescribed to them, opioids that
were prescribed to someone else that they obtained illicitly, opioids manufactured illicitly, or a combination thereof.'
Accordingly, even to label the category of overdoses involving “natural and semi-synthetic opioids” as “prescription
opioids” (which it appears PROP has attempted to conjecture in their news release) is misleading and unequivocally
false. However, this type of “slight of hand” is persistently used by anti-opioid factions, as the narrative is “convenient”
for them, albeit false.

Adding to the lack of clarity resulting from such mislabeling of “prescription opioid deaths” is that the majority of
drug overdose deaths appear to involve more than one substance.” >'* Drug deaths involving polysubstances propagate
spurious correlations and false narratives regarding which drug or drugs contributed to the actual death. When one
examines toxicology reports, multiple drugs are generally found postmortem in the deceased, particularly when an opioid
is involved. In fact, there is evidence that a substantial proportion of opioid-related deaths have often involved
polysubstance use over the past several decades.'® The practice of mixing opioids with psychostimulants was reported
as early as the 1950s,'” with postmortem studies finding almost half of heroin overdose deaths in San Francisco involved
ethanol in the 1970s,'® with multiple reports from various cities revealing that more than half of drug overdose deaths
involved more than one substance throughout the 1990s.'” 2! These trends in polysubstance overdose deaths have
continued to persist throughout the 21st century.” 2> One of the more recent of these studies, by Hannah et al in 2017,
determined that among death certificates examined in Marin County, California the average number of drugs identified in
the toxicology screens of all 34 drug overdose deaths attributed to opioids was 6. Despite all of this evidence, the Centers
for Disease Control (CDC) acknowledges that when overdose deaths involve more than one drug, a single death will be
included in more than one category,' creating greater confusion when actually attempting to label any given overdose.

In addition to such issues when considering attempts at labeling overdose deaths, there is the deficiency in the
analysis by PROP of the characterization of the trajectory of “prescription opioid deaths” itself. It is stated that
“prescription opioid deaths” have continuously increased from “1999 through 20177, yet more recent data indicate
that natural and semisynthetic opioid overdose deaths (to which they refer as “prescription opioid deaths”) have been
stable or declining since 2015.'7 Seth et al determined that longitudinal trends indicated a rapid increase in death rates
involving synthetic opioids from 2013-2016 vs death rates involving natural and semisynthetic opioids, which remained
relatively stable from 2009—2016, with an annual percent increase of 3.4%.%” More recently, particularly throughout the
COVID-19 pandemic which has increased isolation and limited access to healthcare providers, overdose deaths have
continued to increase dramatically. Freidman et al utilized provisional records from the CDC in order to determine the
magnitude of the increase in monthly drug related overdose mortality during the COVID-19 pandemic.”® They
determined that 9192 people died from drug overdose in May of 2020, making it the deadliest month on record and
representing a 57.7% increase over May of 2019.?® These numbers have only continued to worsen, despite the annual
number of opioid prescriptions drastically decreasing over the past several years (see Figure 1 below).*’
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Thus, for any organization to consistently implicate prescription opioid use alone in an attempt to explain dramatic
increases in drug overdose deaths continues to discount salient variables regarding other drugs that are implicated in such
deaths, and how strongly the ongoing and worsening crisis correlates to each variable. Health experts have discussed the
importance of capturing correct terminology when discussing opioid overdose deaths, including Peppin et al in 2020.'°
Their assertion that,

this terminology is too simplistic and now woefully outdated. It understates the complexities of these deaths, and the fact that
the majority of overdose deaths currently involve multiple substances '¢ (pg. 3405) is holistically true and vastly salient.

After the CDC released its 2016 guideline on opioid prescribing and related state and local prescribing guidelines reduced US
opioid prescribing, deaths from prescribed opioids substantially declined in 2018 and 2019 for the first time in almost two

decades.'?

For any organization to assess the overall “impact” of the 2016 Guideline on opioid prescribing by only evaluating
trends in “deaths from prescribed opioids” in a two-year span is, again, misguided and statistically inaccurate. It also
highlights the need to differentiate correlation from causation. An attempt to correlate two points without any further
context, or assessment of any other variable intrinsically entwined, does not actually necessitate that one has caused
the other. Further, simply isolating one year from the wider context of drug overdose death trajectories for the past ten
years completely misrepresents sound science. Data published in the CDC Morbidity and Mortality Weekly Report
(MMWR) in February of 2021 indicate that from 2013 through 2019, the age-adjusted rate of deaths involving
synthetic opioids other than methadone increased by 1040%,’° while US annual opioid prescriptions have been
drastically reduced since 2012 (again, see Figure 1).%° Therefore, if we were to utilize the same flawed practices of
correlating these two data points while conflating correlation with causality, one would inaccurately conclude that
reductions in opioid prescriptions result in increasing rates of overdose deaths. While there certainly may be some
truth to this in regard to stable and adherent pain patients who were involuntarily tapered and compelled to turn to the
streets for relief, this, in and by itself, does not fully explain a steady rise in opioid overdose deaths. It is easy to be
misled by such spurious correlations. By way of example, in 2017 Raouf succinctly noted that Cost of Bananas
v. Deaths Caused by Opioids, Points Scored by Losing Teams in Super Bowls v. Deaths Caused by Opioids, and Cost
of 16 Ounce Bags of Potato Chips v. Deaths Caused by Opioids are all nonsensical correlations without scientific
merit.>!
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A more thorough evaluation of the “impact” of the 2016 CDC Opioid Prescribing Guideline represents a more damning
picture with unintended consequences that followed. This has been labeled as the Guideline’s “weaponization”,** and while
there have been several reviews published that have detailed the concerns associated with these unintended
consequences, *** a detailed analysis is beyond the scope of this article. However, one of the most damaging aspects of
the CDC Guideline was the misapplication to patient groups for whom the Guideline was not intended. Notwithstanding,
patients already prescribed over a 90 milligram morphine equivalent dosage (MEDD), patients with sickle cell disease or
cancer pain, patients undergoing palliative care or being treated postoperatively, have all been adversely affected.®> In fact,
there were so many problems with unintended consequences of the Guideline that the original authors wrote a clarification in

2019 in the New England Journal of Medicine.** One excerpt specifically states,

The panel also noted the potential for misapplication of the recommendations to populations outside the scope of the Guideline.
Such misapplication has been reported for patients with pain associated with cancer, surgical procedures, or acute sickle cell
crises. There have also been reports of misapplication of the Guideline’s dosage thresholds to opioid agonists for treatment of
Opioid Use Disorders. Such actions are likely to result in harm to patients. (pg. 2285)**

All of this unnecessary suffering could have been prevented had the CDC followed procedures in the selection of the
original panel®> and had they heeded the warning posted by several professional pain organizations that were posted on
the Federal Register in response to the proposed Guideline.*

Another unfortunate consequence of the Guideline has been shifting federal and state opioid-related policies and
health insurer and community pharmacy limitations on opioid prescribing, particularly among those attempting to define
maximum MEDD. A study published by Duensing et al assessed such policies from 20162018, finding that 527 opioid
related policies were approved during this time with 170 specifically imposing limits on opioid prescribing.’’
Additionally, 35 of these policies specifically mentioned or integrated the CDC Opioid Prescribing Guideline to support
their narratives.®> This is concerning due to the inherent problems associated with the use of “MEDD?”, as there are
significant gaps in absolute dose equivalents, variability between different calculators themselves, and unknowns in terms
of equivalence from an adverse effect perspective.’® *! Utilizing MEDD incorrectly by many of these government
entities, third party payers, and insurance stakeholders has also allowed for the development of metrics that measure
outcomes in terms of reducing overall equivalent doses (by reducing prescribing) as opposed to other patient-centered
outcomes. These flaws in MEDD were recognized by the US Food and Drug Administration (FDA) and several other
government agencies in a 2-day seminar titled, “Morphine Milligram Equivalents: Current Applications and Knowledge
Gaps, Research Opportunities, and Future Directions”.**

While reducing opioid prescribing may reduce risks and overdoses in some cases, it has quickly become used as one
of the only metrics when considering decreasing risks and overdoses, which does not fully convey the clinical picture. In
a study conducted by Oliva et al at the Veterans Health Administration, the authors determined that patients were at an
increased risk of death from overdose or suicide after prescription opioid treatment was discontinued.'® Further, Agnoli
et al in 2021 retrospectively analyzed a cohort of more than 100,000 patients previously receiving long-term opioid
therapy, and determined that during the post-tapering period, tapered patients experienced an adjusted incidence rate of
9.3 overdose events per 100 person-years compared with 5.5 events per 100 person-years in the non-tapered periods
[95% CI, 3.0-4.6]; alRR, 1.68 [95% CI, 1.53-1.85]."" Tapering itself was associated with significantly greater incidence
rates of mental health crises, as well.'! These are some of the intrinsic risks when blanket metrics and policies that evade
patient centered care and outcomes are applied, and it is imperative that we understand the absolute detriment that can be
caused by misrepresentation of data.

The US uses more Rx opioids than any country in the world."?

This is a narrative that continues to be perpetuated by various pain organizations, within academic journals and media
outlets, and is one that is old and, quite frankly, meaningless. These include the often quoted “statistic” that,

The United States, representing less than 5% of the world’s population, are by far the largest group of opioid users consuming
80% of the world’s supply of opioids,
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as well as the insinuation that, “Americans use 99% of the hydrocodone available globally”.***

Do these organizations, news outlets, and journal articles intend to state that the US leads the world in annual opioid
prescriptions as a numerical number without accounting for number of citizens? Or, are they referring to “prescription
opioids” as a “defined daily dosage” in terms of the “assumed average maintenance dose per day” for an opioid used for
“its main indication in adults”? Are they differentiating between opioid prescriptions for acute and/or perioperative use
versus those for chronic pain? What about palliative care/hospice/cancer related pain? Or, are they simply lumping all
opioid prescriptions prescribed for any type of pain together in order to be able to make specific statements that represent
intentional misinterpretations of the data?

It is scientifically and practically disturbing that these types of statements are widely made regarding opioid prescribing,
considering that globally, one of the strongest indicators of pain management adequacy used by both the World Health
Organization (WHO) and the International Narcotics Control Board is access to opioids.**>° Adequate access to opioids
worldwide had become of such critical importance at the end of the 20th century that in 2005, the WHO was asked to prepare
a study on the medical needs for opioids and the appropriate quantities of opioids required for medical purposes.’! Thus, in 2011,
Seya et al published their measure of opioid adequacy (the Adequacy of Consumption Measure (ACM)), which combines opioid
consumption statistics with country-specific morbidity.>* This measure was most recently updated by Scholten et al in 2019.%
They defined their Adequacy of Opioid Consumption (AOC) Index as the per-capita consumption level for the 20 most-
developed countries (with the notion that the most-developed countries on average should achieve the best public health
outcomes) in 2015, where a value of 100 or greater was considered adequate consumption.*’ Interestingly, and much to the
chagrin of organizations like PROP, only 8% of the world’s population were found to be living in countries with adequate
consumption, whereby 81% of the world live in countries with low to extremely low consumption.*’ Furthermore, for 2015,
Germany, Canada, and Austria had the highest AOC Indexes (304, 271, and 216, respectively) of all of the countries in the world,
thus dismantling the false narrative that the US still uses “more opioid prescriptions then the rest of the world”.** These data also
make the comparison itself almost entirely irrelevant, as they are attempting to compare a country that has well established and
undisputed opioid adequacy (the United States) to the rest of the world, of which the majority have low to extremely low opioid
adequacy.

The claim that “Americans use 99% of the hydrocodone available globally” again neglects some very important
information and is also misleading. Hydrocodone prescribing, similar to total opioid prescribing, has shown multiyear
declines since 2011 in the US, with annual prescriptions decreasing by 50.9% from 2011 (144.5 million annual
prescriptions) to 2018 (70.9 million annual prescriptions).”>>* These trends have continued through 2020.°° It is clear
that hydrocodone consumption in the US continues to remain much higher compared to other parts of the world.
However, this is not surprising, considering that there are several examples of countries having preference for other
opioids that are less commonly used in the US. For the sake of comparison, in Europe and Asia it is far more common to
see prescriptions for dihydrocodeine, a codeine derivative that is a less potent analgesic than hydrocodone and used for
mild to moderate pain, or simply morphine itself.> In fact, Japan, the United Kingdom, the Republic of Korea, and China
accounted for 94.6% of the global dihydrocodeine consumption in 2020.%> Sweden and Belgium, in contrast, are much
greater utilizers of ethylmorphine, another semi-synthetic opioid used for analgesic purposes, as those 2 nations
accounted for 60.6% of its global consumption in 2020 (France, Hungary, Poland, India, and Hong Kong accounted
for the remaining 39.4%).%> Even heroin, which is used to treat opiate dependency and for analgesia in other countries, is
much less commonly utilized in the US comparatively, as Sweden itself made up 55% of therapeutic global heroin
consumption in 2020, followed by the Netherlands (18.5%), Germany (18.2%), Canada (3.9%), the United Kingdom
(2.5%), and Luxembourg (1.5%).>® It is difficult to absolutely explain hydrocodone preference in the US compared to the
rest of the world; however, disingenuously continuing to cite this simple statistic in isolation without further context is
another example of adding to opioid hysteria without understanding worldwide opioid preferences or trends themselves.

Amplifying this misrepresentation, it is also crucial to consider that US opioid prescribing itself has been sharply declining
since 2012, with the number of annual US opioid prescriptions in 2020 having been reduced to half of what they were in 2012
(again, see Figure 1).%’ Comparatively, opioid consumption rose by nearly 40% in the European Union from 2001 to 2013, and
prescription opioid sales in Italy tripled throughout this period, as well.”® In France, prescription oxycodone use increased by
1950% between 2004 and 2017.°7 Further, more recently, in countries such as Israel, Greece, and Portugal, prescription opioid
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use continued increasing by more than 50% between 2011 and 2016.%® Therefore, it is short-sighted and disingenuous for anti-
opioidists to continue perpetuating nonsensical and fear-mongering rhetoric pertaining to the use of opioids in the US
compared to the rest of the world, as certain parts of the world have also witnessed increasing rates of opioid prescribing.

The best evidence now shows that prescription opioids are ineffective for long-term management of common chronic pain

conditions, such as osteoarthritis and low back pain.(6)"

Finally, we will comment on one of the final excerpts from PROP’s news release regarding “best evidence” as it
relates to the effectiveness of opioids, and a point that is often used as justification for tapering/discontinuing
established opioid regimens or to refusing prescription of opioids altogether.'> We should actually define what is
meant by “long-term evidence” first, as, to date, there has not been a single, randomized, controlled trial directly
assessing the effectiveness of chronic opioids in the management of chronic pain with a duration of greater than
a year. This is important in that the claim often made pertains to how “opioids are not effective when used long-
term”, although there is no actual empirical evidence to support such a claim. This was highlighted in a review by
Furlan et al in 2011,°° which determined that of 62 trials assessing opioid efficacy for chronic noncancer pain, 51%
were of one month duration or less, 39% were 5—12 weeks, and the remaining 9% were 13-24 weeks. This is not
particularly surprising, considering a three-month duration clinical trial is the standard and the requirement for drug
approval as outlined by the FDA.®® Accordingly, to truly analyze opioids’ potential efficacy for chronic pain, we are
compelled to rely on the short-term clinical evidence that is available, as well as extension and open label trials.
A more recent meta-analysis conducted by Meske et al in 2018 considered 15 RCTs assessing opioid use in chronic
non-cancer pain. The authors concluded that opioids were significantly effective in reducing pain intensity and
improving pain, while resulting in minor benefits in physical functioning.’’ None of the trials from this meta-analysis
were beyond 3 months duration, which actually is consistent with the body of evidence that supports the use of a/l
treatments for chronic pain (non-opioid pharmacological and non-pharmacological modalities).®'-** This represents an
anecdote various organizations seem to purposefully neglect in their narratives.

In addition to the body of evidence that provides support for opioid efficacy in the short term, longer term open label
and extension trials (not randomized controlled) have demonstrated that opioids can provide sustained pain relief over
a number of years.”>”’’ Opioids in varying formulations that have been studied in these types of clinical trials that

66-68 9

demonstrate sustained analgesic effects include tapentadol,’>*** buprenorphine,®> oxycodone, oxymorphone,®

75,76 morphine,77 fentanyl,78 and tramadol”® in a wide range of chronic, noncancer

hydrocodone,”®’* hydromorphone,
pain conditions. Moreover, there are several one-year pivotal extension trials for various extended-release opioids that
provide evidence of efficacy without a need to escalate after patients became stable.®***7>"7 This formidable body of
evidence belies the myth perpetrated by anti-opioidists that “everyone who starts on long-term opioid therapy will require
progressively higher and unhealthy dosages”.

What is further disconcerting in regard to the above excerpt'? is that the cited “best evidence” is a RCT by Krebs et al
published in 2018 (the SPACE trial).** This was a 12-month randomized trial comparing pain and function efficacy of
opioids versus non-opioids (oral NSAIDs, acetaminophen, etc) in 240 primarily male veteran patients with “moderate to
severe” osteoarthritis-related back, knee, or hip pain.*® The study identified no significant difference in function
throughout those twelve months between the two groups and found that pain level was significantly reduced in the non-
opioid group, thus allegedly evidencing opioids’ non-superior efficacy.®® However, there are major and inherent flaws
within the design, methodology, and execution of the study. These flaws have spawned several other reviews, editorials,
and commentaries that have been published with the sole purpose of highlighting the study’s limitations and critiquing its
utility from a clinical perspective.®' ™ While the trial does constitute clinical trial evidence, its applicability is so
constricted that it is impossible to draw any major conclusions from it.

This critique of Krebs et al is not meant to malign efforts to study opioids, non-opioids, and other pain management
modalities for long-term use, particularly in comparison to each other. We strongly encourage continued research efforts
in these areas to better understand all of the potential long-term efficacy and safety outcomes for all modalities used in
the treatment of chronic pain. However, for this trial to continually be used as often the solitary piece of “best evidence”
is not only negligent, but highlights a glaring ineptitude and likely bias of those that wield it to further their own agendas.

954 https: Journal of Pain Research 2022:15

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove Bettinger et al

Conclusion

We endorse responsible prescribing and dispensing of medications of all types, including opioids; however we do not
endorse propagating hysteria, deceitful use of clinical evidence or lack thereof, nor trying to influence the current
pharmaceutical market for self-gain. The PROP News Release'® to which we refer throughout this analysis is fraught
with gross inaccuracies, misrepresentation of data, and disregard for scientific integrity to the extent that we find it to be
unconscionable. As we personally know many of the individuals responsible for this news release, we believe that at least
a few of them are sufficiently adequate scientists to the extent that the picture that they have tried to paint was an
intentionally inaccurate one, and that they should know better than to use deceit simply to express their misguided
opinions. From an ethical perspective, we are deeply concerned that such egregious efforts are potentially damaging to
vulnerable chronic pain sufferers who are already stigmatized and marginalized, thereby exacerbating their plight. Sadly,
we do not believe that this analysis will serve as a catalyst for disingenuous anti-opioidists to change their ways.
However, we hope that by continuing to expose the continuing falsehoods that are damaging to so many patients, the tide
against opioids and those who suffer from intractable chronic pain will begin to turn in a more moderatist direction.
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