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ABSTRACT

Advances in cancer treatment have led to a growing number of survivors. At least 40% of those survivors live with chronic pain and need pain
control medication. This coincides with an epidemic of opioid misuse and overdose deaths, resulting in restrictive practices that can impact
patients who experience severe pain. Oncologists and other healthcare professionals who treat patients with cancer need to balance con-
siderations of opioid misuse with effective pain control and become better educated about risk factors and management of opioids in cancer
survivors.
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“Unrelieved pain is a public health crisis, and opioid
misuse and overdose deaths are emergencies. These 2
crises have converged, and unintended consequences of
efforts to squelch the opioid crisis have led to challenges
in pain management, including further stigma and un-
relieved pain for patients with cancer, especially survi-
vors,” explained Judith A. Paice, PhD, RN, Director of the
Cancer Pain Program, Division of Hematology/Oncology,
and Research Professor of Medicine, Feinberg School of
Medicine, Robert H. Lurie Comprehensive Cancer Center
of Northwestern University.

“Simple solutions helped create the current crisis,
but comprehensive, complex solutions are needed to
resolve these 2 public heath crises.”

At least 40% of all cancer survivors suffer from
chronic pain.1 Pain management is a survivorship issue
and needs to be addressed safely. One consequence of
measures to control the opioid epidemic is a scarcity of
opioids for patients with significant cancer-related pain,
whether due to cutbacks in manufacturing or increased
restrictions on prescribing.

The Scope of the Problem
“Theopioid epidemichas exploded. Thenumbers of deaths
from drug overdoses in the United States far surpasses
the number of deaths due to motor vehicle accidents and
those from gun violence,” Dr. Paice said.

Deaths due to drug overdose are more likely to occur
in young persons and in men, according to the Centers
for Disease Control and Prevention.2

Dr. Paice described 3 waves of deaths due to the
opioid crisis. The first wave was in 1999 from prescription
drug overdoses. The second wave was an increase in the
number of deaths from heroin overdoses, which was
documented in 2010. The third wave is due to overdoses
of illicit opioids, mainly heroin and fentanyl. In fact,
fentanyl was recently called the deadliest drug in America.
In 2011, fentanyl overdoses claimed 1,663 lives, whereas
in 2016, this number increased exponentially to 18,335.3

“Doctors and patients should know that it is not the
fentanyl patch that is causing these deaths from fentanyl
overdoses,” she told listeners.

In an effort to address the opioid crises, the CDC
published a Guideline for Prescribing Opioids for Chronic
Pain in 2016.4 Dr. Paice and other experts in the field
took issue with these guidelines because, although they
specifically exclude people with pain during active
cancer treatment and end-of-life care, there are many
individuals with cancer who experience pain yet do not
fall neatly into these categories.

“These guidelines leave cancer survivors in a gray
zone. Two of the recommendations in particular are
problematic: setting the maximum equivalent dose at
50 morphine equivalents and limiting treatment for
3 days or less in most cases,” she said.

Substance Use Disorder
In the past, stigma surrounded cancer. Betty Ford was
one of the first people to publicly announce that she had
cancer. At the time, her announcement was front-page
news, because nobody talked about cancer. This is
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similar to how substance abuse disorder is now treated;
the addicted person is stigmatized and blamed.

“Addiction is not a choice or a moral failure. Blaming
the abuser leads to judgement rather than compassion,”
Dr. Paice stated. Any efforts to treat substance abuse
disorder need to incorporate the knowledge that relapse
is part of the disease.

Few data are available on opioid addiction in pa-
tients with cancer. An older study estimates that up to
7.7% of patients with cancer are addicted.5 “I believe this
is an underrepresentation,” she said. “I and others have
been working hard to increase awareness of this problem
in patients with cancer.”

In an editorial in Journal of Oncology Practice,6

Dr. Paice underscored the stigmatization associated with
opioid use and the cutbacks in manufacturing of opioids
and noted that .440 state bills were proposed in 2018 to
deal with the crisis using education and new guidelines.
Few of these bills exempted patients with cancer, she said.

Dr. Paice wrote another editorial in Cancer,7 ar-
guing for improvements in the quality of cancer pain
management. She cited barriers to patients and care-
givers, healthcare professionals, and healthcare sys-
tems, which include inadequate knowledge, fear and
anxiety, inadequate assessments, lack of awareness of
biopsychosocial components of pain, reluctance to
prescribe opioids, limited access to specialty care, limited

reimbursement, and the need for counseling and in-
tegrative therapies.

“Solutions include better education of patients and
families about risks and appropriate use of opioids;
better education of oncology professionals about com-
prehensive pain and risk assessment, tolerance, universal
precautions, and regulations to guide clinical practice;
and better access to data, counseling services, and ad-
diction resources,” she said.

“Oncology colleagues have very little training in
substance use disorder,” Dr. Paice continued. “We need
access to addiction specialists. Even large centers have
limited resources to address the problem. One need is for
electronic health records to be directly linked to the
prescription drug monitoring system.”

ASCO Practice Guideline
ASCO issued their Practice Guideline on Management
of Pain in Survivors of Adult Cancers in 2016.8 This
guideline focuses on people who have completed ac-
tive treatment and includes key recommendations for
screening and comprehensive assessment, treatment
and care options, and risk assessment (including miti-
gation and universal precautions).

Some of the posttreatment pain syndromes cited in
the ASCO guideline were not widely recognized before
2016. Chemotherapy, hormonal therapy, and radiation

Figure 1. Integrative interventions from the NCCN Guidelines for Adult Cancer Pain.
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therapy are each associated with an array of chronic
pain syndromes. Stem cell transplantation–mediated
graft-versus-host disease can cause a variety of pain
syndromes, including arthralgia, dyspareunia, dysuria,
eye pain, oral pain, paresthesias, and scleroderma-like
skin changes. A number of pain syndromes have also
been described after surgery.

Nonpharmacologic interventions for control of
chronic pain syndromes in patients with cancer in-
clude physical medicine and rehabilitation, integrative
therapies (Figure 1; eg, massage, acupuncture, music),
interventional therapies (Figure 2; eg, nerve blocks), psy-
chological approaches (eg, cognitive behavioral therapy,
mindfulness, guided imagery), and neurostimulatory
therapies (eg, transcutaneous electrical nerve stimula-
tion, spinal cord stimulation).

Dr. Paice also discussed the current NCCN Clinical
Practice Guidelines in Oncology (NCCN Guidelines) for
Adult Cancer Pain. “These include recommendations for
integrative and interventional strategies. Professionals
working with people with cancer-related pain should
review those documents,” she told the audience.

Adverse Events Associated With
Long-Term Opioid Use
Now that people are being treated with opioids for
longer periods, oncologists need to be aware of persistent

adverse events associated with opioid use. These can
include constipation, mental clouding, and upper gas-
trointestinal symptoms. Other organ systems can be af-
fected by opioids, including the endocrine system, central
nervous system, and respiratory system.

Risk assessment should include pain, function,
misuse/abuse of drugs, environmental exposure, family
and friends with substance abuse disorder, sexual abuse,
and posttraumatic stress disorder.

“For goal-setting surrounding pain, the focus
has shifted from looking for zero on a pain scale to
improving patients’ function. For a thorough as-
sessment, we need to ask patients about risk fac-
tors for misuse. Family history is a crude proxy for
risk,” she explained. “Once you identify risk, you em-
ploy risk mitigation, which includes prescription drug
monitoring programs, urine toxicology, and agreements
and contracts. Contracts are also an educational tool.
This should not be punitive,” she emphasized.

Universal precautions are very important. Clinicians
must assess pain and risk of opioidmisuse, decide whether
to prescribe, minimize risks by using nonopioid treat-
ments, and monitor drug-related behaviors; if aberrant
behaviors occur, they must respond appropriately. “Con-
cerning behavior should start a conversation. Discuss it
with the patient and determine whether it is a one-time
event, or if it signals a continuing problem,” she advised.

Figure 2. Interventional therapies from the NCCN Guidelines for Adult Cancer Pain.
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Weaning From Opioids
Patients should be weaned from opioids when they are
no longer beneficial. Not a lot of literature exists to guide
weaning, but a general rule is slow titration to 10% re-
duction per week or month. In addition, psychosocial
and exercise support should be available.

It can be helpful to optimize nonopioids and adju-
vant analgesics. Dr. Paice also suggested using anti-
depressants in lieu of benzodiazepines and encouraging
psychiatric support if needed.

“One caveat is that as we are treating more people
with nonsteroidal anti-inflammatory drugs (NSAIDs), we
see more gastrointestinal bleeds. Be cautious in using
NSAIDs in an aging population and in people at risk for
gastrointestinal bleeds,” Dr. Paice advised. “Go exqui-
sitely slow when weaning a patient from opioids. You
may choose to plateau for special occasions, such as a
child’s wedding,” she said. “Provide a clear verbal and
written plan.”

“Safe storage and disposal of opioid medica-
tions are crucial. Patients should be told not to leave
the medications in a place where they can be stolen
or taken. This can happen when an unsuspecting
patient leaves the medications in the medicine chest,”
she said. Safe disposal can be accomplished by take-
back programs sponsored by government agencies,
pharmacies, and police departments. If these pro-
grams are not available, the leftover opioids should
be mixed with wet coffee grounds or kitty litter
until dissolved, and then can be disposed of in the
garbage.

Disclosures: Dr. Paice has disclosed that she has no financial interests,
arrangements, affiliations, or commercial interests with the manufacturers of any
products discussed in this article or their competitors.
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