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ABSTRACT

There is no question that the opioid use prob-
lem in America has reached unacceptable pro-
portions. What is in question, however, is the
best way to address this problem. Unfortu-
nately, this is a multidimensional problem that
will not be solved with a simple unidimensional
solution. This commentary examines the mul-
tidimensional nature of this problem and the
resultant guidelines that have been proposed to
address it. There is a cautionary tale of the his-
torical dangers of applying an ‘‘obvious’’ solu-
tion to a problem, only to find that more
investigation and an iterative approach can
actually lead to the correct solution. In partic-
ular, the authors question the wisdom of
implementing guidelines that have no provi-
sions for re-examination, to assess both inten-
ded as well as unintended consequences that

might occur. This is the standard for good evi-
dence-based guideline development and
implementation. To do less, even under such
dire circumstances as these, is to provide less
than optimum medical care.
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INTRODUCTION

Without question, we are reaching a critical
point in the impact of opioids on society. We
can debate the magnitude of the problem and
we certainly can debate the solutions to address
the problem, yet we are currently seeing over
115 opioid-related deaths per day [1], with every
indication that this number is going up. This is
likely a conservative estimate since this data
does not include those former medical users
who have been arbitrarily tapered from their
medically supplied opioids and have since died.

Recently, the government has introduced a
set of guidelines to advise the medical commu-
nity on how to more ‘safely’ treat chronic pain;
including guidance around upper limits in daily
equivalents of opioid-related products [2]. While
an important first step, it is not without its critics.

First, the CDC guideline is largely targeting
‘new chronic pain patients’ who are largely
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opioid-naive, leaving those patients who have
been long-term opioid users and their pre-
scribers with the difficult challenge of compli-
ance with these recommendations. Worse still,
some state regulatory authorities are using these
‘guidelines’ as de facto regulations [3], effec-
tively tying the hands of prescribers who risk
decompensating an otherwise stable patient
who happens to exceed these recommended
limits. This is despite the 2017 guidelines
adopted by the Federation of State Medical
Boards, which clearly emphasize the impor-
tance of clinical judgement on a case-by-case
basis [4].

Some prescribers are facing significant legal
exposure, including criminal prosecution, loss
of prescribing privileges, and in many cases, are
simply deciding to stop altogether the use of
opioids in the treatment of pain. Sadly, in all of
these examples, there is really no evidence that
these interventions are having a positive impact
on the problem at hand; there is at least con-
cern that they may be having a significant
negative impact on the problem [5].

Again, logic says that reducing the medical
availability of the opioid class of drugs must
have a positive impact on decreasing the death
rate related to this class of drugs. While it may
have been true 15 or 20 years ago, it is naive to
think that reduced availability will only have
positive effects.

The real question here is; what problem are
we trying to solve? More importantly, is the
question of how to accomplish this while
maintaining the availability of this class of
medication for the appropriate treatment of
chronic, intractable pain.

Despite all our ‘best efforts’ to date, we still
have a massive per-diem death rate from opi-
oids, both licit and illicit [5]. Unfortunately, it is
becoming apparent that licit and illicit opioids
are probably not best thought of as separate
problems but evaluated as interdependent vari-
ables of a common problem. We are simply not
getting the balance right!

We know from the literature that as opioid
doses go up, risk increases [6]. It stands to rea-
son that if we keep these doses lower, risk and so
death will be positively impacted; but is this
true in all cases? Certainly in those who are

opioid-naive, this truth may apply, but what
about the patients who are already on doses
vastly more than any current recommended
limits? Might arbitrary dose reductions, tapers,
or product reformulation lead not to a reduc-
tion in death, but rather an increase? That
would seem to be the case when we examine the
New York State experience [7]. Again, it might
be tempting to think that this population is
those who suffer from a substance use disorder,
but we really have little evidence to support this
assertion. Many of these patients will simply
find that their previously managed pain syn-
dromes are no longer bearable; in others, their
iatrogenically driven physical dependence on
the opioid class of drugs leads to an unbearable
level of opioid withdrawal with little hope for
relief in sight. For some, death by suicide may
seem to be the best option. For others, they may
turn to the street to get the medication that
they need. Unfortunately, for those who take
the this option, their first foray into self-help
may be their last, as much of the supply of
opioids on the street are counterfeit drugs con-
taining ultra-potent opioids such as fentanyl or
carfentanyl [7, 8]. Again, dead is still dead;
hardly a win by any reasonable measure.

OBVIOUS DOESN’T ALWAYS MEAN
RIGHT

There have been many examples in the history
of medicine that illustrate the need for caution
when applying simple logic to the advancement
of medical science. Two more examples are
presented below.

Clofibrate was a drug developed in the 1950s
as a cholesterol-reducing agent in the treatment
of cardiovascular disease [9]. As such, patients
on the active treatment arm of the clofibrate
studies showed a dramatic decrease in total
cholesterol as compared to the placebo arm of
the study. In this sense, the drug was a complete
success. Over time, it was decided to examine
these results in slightly different terms: which
study arm lived longer? Of course, we now
know that total cholesterol reduction is not the
desired goal; that some cholesterol was in fact
‘‘good’’ cholesterol. This is a great example of
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the importance of critical thinking when
defining markers of success.

Retrolental fibroplasia (RLF) and the impor-
tance of oxygen concentration in the treatment
of prematurely born neonates is another
example of logic and common sense resulting
in worsened rather than improved outcomes
[10, 11].

This disorder was commonly seen early in
maternal–fetal medicine, with the treatment of
pulmonary immaturity in premature babies.
The limited capacity of the immature lungs to
exchange oxygen was largely treated with
highly enriched oxygen atmospheres. The goal
was to overcome the limited ability to maintain
‘normal’ oxygen saturations by enriching the
baby’s supply of supplemental oxygen. Unfor-
tunately, one of the other complications of the
premature baby’s immaturity was an ocular
disorder called retrolental fibroplasia [10, 11]. At
the time, there was no suspected relationship
between this disorder and the use of high-con-
centration oxygen. It was only through care-
fully designed clinical trials that it was
discovered that it was in fact the concentrated
oxygen that was causing this disorder. Coun-
terintuitive and very difficult to sort out: many
care givers felt it unethical to allow the oxygen
saturations to fall in the ‘‘low-flow’’ oxygen
group. This frustrated the efforts to study this.
Over time, it was discovered that there was an
optimal oxygen level to maintain that mini-
mized the risk of RLF while still having accept-
able premature survival rates.

In some respects, the above example high-
lights the dilemma facing society today; too
much of something can be harmful but not
enough can be deadly. We need to find the
correct balance of education to adequately
equip the medical community to more respon-
sibly use these potent agents while ensuring
that the regulatory framework in which medi-
cine is practiced is not overly intrusive but
rather supportive of medical best practices.

The opioid crisis today may be less about
inappropriate/indiscriminate prescribing than it
is about indiscriminate restriction to medical
access of the opioid class of drugs—leading to
very dangerous ‘self-remedies’ such as sharing/
borrowing of medications or even purchasing

illicit/counterfeit medications/drugs from the
street.

We are not pro or con opioid therapy: that
question is beyond the scope of this article. We
are, however, critical of shoddy guideline
development and implementation. Without the
iterative process implicit in evidence-based
medicine—keeping what seems to work and
modifying/deleting that which does not, it will
be very difficult to stem the tide of opioid-re-
lated deaths in America.

CONCLUSIONS

To be clear, we are pro evidence-based medi-
cine. No question ‘‘something needs to be
done.’’ We must remember, however, that
interventions, no matter how well intended or
seemingly appropriate on their face, need to be
constantly evaluated in terms of their intended
as well as unintended outcomes. As we have
seen before, sometimes the treatment may be
worse than the disease! Without critical evalu-
ation of both intended as well as unintended
consequences, we cannot rationally solve this
problem.
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