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ETHICS CASE
Opioids for Nonmalignant Chronic Pain
Commentary by Anna Woodbury, MD

Dr. Belay is an anesthesiologist and board-certified pain management specialist in a
thriving private practice. She has grown concerned over the past month since hearing that
a well-respected colleague came under scrutiny for “troubling prescribing patterns” based
on the percentage of his patients prescribed long-acting opioids.

Dr. Belay receives a refill request for morphine from her patient Mr. Flora. He is a law
professor at the local university who sustained a severe back injury six years earlier while
replacing the catalytic converter in his award-winning antique car. Although he underwent
spine surgery for the injury the same year, he has since suffered chronically worsening
back pain that is frequently accompanied by a sharp pain that radiates along the leg.
Before seeking the care of his pain specialist, he saw numerous orthopedic surgeons,
chiropractors, physiatrists, neurologists, and physical therapists.

Dr. Belay informs him he is due for an appointment before she can provide a refill. During
his appointment, Dr. Belay discusses her long-term plans of reducing Mr. Flora's reliance
on opioid therapy by supplementing it with adjuvants, injection therapy, and possibly a
spinal cord stimulator. She offers him a trial of the spinal cord stimulator, explaining that, if
successful, it would reduce the amount of oral medication needed, pose fewer side effects,
and provide better long-term control of his chronic pain.

Mr. Flora is aghast. He cries, “Cutting my back open is what caused this pain in the first
place! And now you're telling me you want to cut me again to fix it?"

Dr. Belay tells him about the benefits and good outcomes for other patients who received
spinal stimulation therapy, but Mr. Flora remains unwilling to consider these options and
says he only wants a refill of his morphine.

Commentary

Often, patients with chronic pain have undergone multiple evaluations and treatments
prior to seeing a pain management physician. These patients typically are frustrated with
the medical system and feel like they have tried it all. If they have found something that
works for them, they logically want to continue that regimen. In the case of opioids, this
often leads to behaviors that can be misunderstood and misinterpreted as addiction with
the desire for dose escalation. Although it is inappropriate to label all patients on opioids as
addicts, physicians must also be cautious of the potential for overdose, abuse, and
diversion of prescription drugs [1].
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Is a Patient Who Demands Opioids an Addict?

A patient who is seeking opioid therapy is not necessarily an addict. There is a
phenomenon known as pseudoaddiction that physicians must keep in mind when dealing
with any chronic pain patient. Addiction results in a compulsive state of seeking out and
using a substance despite harm to personal health and relationships. It is characterized by
intense cravings, inability to quit, and continued use despite harmful effects. In
pseudoaddiction, on the other hand, the patient is seeking opioid medications for pain
relief, not with the intent of abuse. Because pain is primarily a subjective complaint, it is
often difficult to determine whether a patient is seeking substances for abuse or simply
seeking better pain control. In some ways, the medical field has created addicts by
exposing patients to narcotic medications and by prescribing short-acting, euphoric, and
addictive medications so freely. Diversion of these medications—often when children of
the patients gain access to them and use them recreationally—Ileads to a rise in
overdoses [2]. According to the Centers for Disease Control and Prevention, deaths from
drug overdoses continue to rise, with 36,000 deaths in 2008 and most of these from
prescription drugs [3].

However, the pendulum often swings too wildly in both directions whenever awareness is
raised about a controversial issue. At some point in the last few decades, pain became “the
fifth vital sign” to ensure that clinicians were not ignoring patients’ pain complaints. That
response could have contributed to the current predicament of overprescribing opioid
medications without fully assessing or addressing the pain complaint [4, 5]. Knowing when
opioid therapy is going to be beneficial rather than harmful involves a precarious balancing
act. If physicians become too wary of prescribing pain-relieving medications, they could
leave patients in chronic pain to suffer with no alternatives. Psychiatric comorbidities and
chronic pain are often linked, and it is hard to tell which came first. Depression can lead to
an increased perception of pain, but untreated, chronic pain can lead to depression. | have
heard patients say, “If | don't have my fentanyl patch, I'm in so much pain that | want to
die.” And that statement can never be taken lightly. However, patients who are suicidal
should not be prescribed opioid medications or other pharmaceutical agents that could
potentially cause a fatal overdose. The complex interplay between the effects of pain,
addiction, depression, and other comorbid conditions requires assessment on a case-by-
case basis.

Prior to prescribing opioids, it is prudent, therefore, to administer the opioid risk tool (ORT)
or a similar assessment to screen patients for the likelihood of prescription drug abuse [6].
The opioid risk tool examines five domains, including family history of substance abuse,
personal history of substance abuse, age, history of preadolescent sexual abuse, and
psychological disease. Patients are scored and fall into low-, moderate-, or high-risk
groups. In general, patients between 16 and 45 years old with a strong history of family or
personal substance abuse, psychiatric illness, or childhood sexual abuse tend to be at
higher risk of prescription drug abuse and addiction. It would not be prudent to prescribe
opioids to a high-risk patient given the potential for overdose, whether accidental or
intentional.

If in the course of treatment it becomes apparent that Mr. Flora is truly addicted, then it
would be appropriate for Dr. Belay to express her concerns about dependence and
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recommend that he consult an addictionologist. These professionals are typically
psychiatrists who specialize in drug or alcohol-related addiction.

Informing Patients about the Efficacy and Side Effects of Opioids

If addiction is not a concern, attention turns to finding the most effective and least harmful
treatment. When nonaddicted, rational patients with the capacity to make decisions for
themselves are presented with detailed information about the efficacy and side effects of
opioid treatment, they might make an educated decision to discontinue opioid therapy
themselves. Many patients are aware only of the potential for addiction or overdose and
believe that they are not at risk for these behaviors. However, when given thorough
information regarding the risks of long-term opioid therapy, patients often see the value of
exploring other options rather than believing their physicians are avoiding prescribing
narcotics simply for fear of litigation or regulatory action.

So, are opioids a good therapeutic choice for chronic pain? Unless a patient has been
sustained on low-dose opioids with little or no need for escalation over time, the answer is
no. While opioids do provide short-term benefit and can be helpful when the pain will
resolve (e.g. following a fracture or immediately after surgery), there is no evidence of
long-term benefit. In fact, studies suggest that many patients develop a tolerance to the
medication over time, leading to the need for dose escalation with inadequate pain relief,
more side effects, poor quality of life, and, often, long-term unemployment [7]. In one
study, for example, opioid use was associated with greater disability than non-use after six
months, despite adjusting for confounding factors [8]. While opioid rotation, which staves
off tolerance, can sometimes help maintain a lower total necessary dose, eventually
patients still tend to become resistant to the analgesic effects and experience worsening
pain. In addition to the well-known potential for physical and psychologic dependence with
long-term opioid use, which can progress to addiction, other negative effects include:

o Opioid-induced hyperalgesia. This increased sensitivity to pain—related to
decreased endocytosis of the mu-opioid receptor and increased excitatory
mechanisms such as N-methyl D-aspartate (NMDA) receptor activation [2, 9]—
typically occurs with higher doses of opioids but can happen at lower doses as
well. The preferred treatment, which usually works, is to cut the opioid dose by 50
percent [10, 11].

e (onstipation. Opioids also act on mu-opioid receptors in the gastrointestinal tract,
leading to decreased peristalsis and resulting in constipation.

e Sexual dysfunction. This occurs in at least 80 percent of both men and women on
oral opioid therapy, due to drops in testosterone and estrogen levels that can
decrease libido and cause erectile dysfunction and hypogonadism, even in those
with intrathecal pumps [12-15].

o |Weight gain, decreased energy, and moodiness. Dysregulation of both the
hypothalamic-pituitary axis and thyroid hormone release can affect all three of
these areas [15-19].

e Lower-extremity edema. \lasopressin dysfunction affects water retention [14, 15,
20].

e Withdrawal syndrome. If a physiological dependence is established (regardless of
whether psychologic dependence is present), stopping opioid use abruptly can lead
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to anxiety, agitation, diarrhea, nausea, and vomiting, among other unpleasant
symptoms.

Recommendations

In addition to their side effects, opioids may not even be particularly effective for Mr.
Flora's condition. His pain is likely due to post-laminectomy syndrome, but worsening of
his symptoms could indicate either progressive disease or tolerance to morphine; opioids,
while they can be used for the treatment of neuropathic and radicular pain syndromes
such as his, are not first-line treatment [21, 22]. This is important information for him to
know.

Dr. Belay should explain to Mr. Flora that neuropathic pain is classically hard to treat, but
many medications specific to this condition are available, each one acting through a
different mechanism. Sometimes it is a process of trial and error, and it may take a
particular medication or a combination to adequately treat neuropathic pain. Neuropathic
pain medications include anticonvulsants, tricyclic antidepressants, serotonin
norepinephrine reuptake inhibitors, and even oral local anesthetics [21]. She must convey
to him that it might be a long process to find the optimal therapy for him, but that opioids
are not typically the best option for neuropathic pain given their high risk-benefit ratio [1].

Dr. Belay should ask whether Mr. Flora has tried gabapentin and at what dose. It may be
worth trying again, depending on the dose used previously. Often, starting on too high a
dose can cause adverse side effects and lead the patient to abruptly discontinue the
medication. Similarly, starting on too low a dose without informing the patient that the
medication will require slow dose increases to minimize side effects while working up to
effectiveness can lead the patient to perceive that the medication doesn't work.

She should also consider that, while Mr. Flora has been to multiple specialists, he has not
seen a cognitive behavioral therapist or psychiatrist. It is possible that life stressors are
aggravating his pain symptoms. A cognitive behavioral therapist can help Mr. Flora learn to
manage his pain through techniques such as distraction and meditation. Biofeedback can
also be helpful in self-management of physiological responses to stress and pain. So can
acupuncture; evidence supports its effectiveness in the treatment of some chronic pain
conditions [23, 24]. Of course, Dr. Belay cannot force Mr. Flora to go to a specialist.
Howeuver, she can express her concerns for his dependence on morphine and his refusal to
try alternative treatment modalities, and she can recommend that he see an
addictionologist to determine whether or not it would be appropriate for him to continue
opioid use.

If, in the course of speaking with Mr. Flora, it becomes apparent that he has truly
exhausted all conservative medical options (physical therapy, heat, ice, massage, anti-
inflammatory medications, neuropathic pain medications, cognitive behavioral therapy,
biofeedback, acupuncture, and minor interventional pain procedures such as epidural
steroid, trigger-point, or facet injections) and is stable on an opioid regimen without
concerns for increased risk based on the ORT or comorbidities such as obstructive sleep
apnea, then it is reasonable to continue this class of medication.
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One long-acting opioid medication that can be particularly beneficial in the treatment of
chronic pain, including neuropathic pain, is methadone. Because methadone works not only
through the opioid receptors but also through NMDA antagonism, it can be more potent
than other opioids. Additionally, because of its pharmacokinetics, methadone does not
provide the rush of euphoria and the roller-coaster effects of shorter-acting, fast-onset
narcotics. These characteristics of methadone tend to make it less addictive than other
opioids.

If Dr. Belay is uncomfortable in continuing to prescribe certain narcotics for Mr. Flora, she is
within her rights to refuse to do so. However, Dr. Belay must balance her moral obligations
to “do no harm” and to relieve suffering, and she should not abandon this patient. If Mr.
Flora is an appropriate candidate for opioid therapy and, after a thorough discussion of the
risks, benefits, and alternatives to opioid therapy, he insists that morphine is the only
therapy he will accept, Dr. Belay could provide a list of physicians who are more
comfortable prescribing it.

If Dr. Belay does decide to take on the responsibility of prescribing opioids for Mr. Flora, she
will need to follow local and federal regulations regarding the prescribing of narcotic
medications. Regulations may include a pain contract to discuss risks and benefits of opioid
therapy and discourage patients from obtaining opioids from multiple sources and random
urine drug screens to assess whether patients are taking the medications as prescribed or
abusing any other substances. She will also need to monitor him regularly for any aberrant
behavior.

And what about the stimulator? Ultimately, if the patient has adequate decision-making
capacity, patient refusal is an absolute contraindication to any procedure. Although Dr.
Belay may feel that spinal cord stimulation is a more appropriate long-term treatment for
Mr. Flora's pain, ultimately it is Mr. Flora's choice what is done to his body. And any patient
undergoing implantation of a spinal cord stimulator or intrathecal pump would require a
psychological evaluation prior to placement of the device; Mr. Flora is clearly not
psychologically ready for this procedure [25].

Mr. Flora clearly has attributed his chronic pain to his previous surgery and is skeptical of
further surgery. And that is not necessarily unreasonable—surgery comes with its own set
of risks. There is a risk of infection, bleeding, and nerve damage with every procedure. The
stimulator could stop working due to lead migration or battery failure. Even an intrathecal
pump that delivers opioids to the spinal opioid receptors, which minimizes systemic
effects, does not completely eliminate them and tolerance can still develop. Furthermore,
there are risks of pump malfunction or leakage, which could lead to a need for repeat
surgery or a fatal overdose. An implantable device is not necessarily the best option. As
with any treatment, the risks and benefits must be weighed for each individual patient.

However, Mr. Flora may not be opposed to trying other adjuvants or injections for his pain.
Dr. Belay should assure Mr. Flora that no procedure will be performed on his body without
his consent and focus more on discussing other interventions with him. Over time, as trust
builds between the two, the possibility of spinal cord stimulation for his pain could be
readdressed.
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