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How We Do It

Opioid risk assessment in palliative 
medicine

O
pioid therapy in palliative care requires an 
understanding of the tenets of palliative 
medicine. Palliative care does not focus 

solely on the dying, rather it focuses on providing 
comfort and improving quality of life (QoL) for 
any patient with life-threatening disease. Te World 
Health Organization (WHO) describes palliative 
care as “an approach that improves the quality of 
life of patients and their families facing the problem 
associated with life-threatening illness, through the 
prevention and relief of sufering by means of early 
identifcation and impeccable assessment and treat-
ment of pain and other problems, physical, psycho-
social and spiritual.”1 

Pain is one of the most common symptoms pre-
sented to palliative care physicians. Opioids have an 
established role in treating pain in the terminally 
ill based on their superior analgesic efcacy dur-
ing short-term use. However, because of medical 
advances, life-threatening diseases, including cancer, 
are not necessarily rapidly fatal. In fact in many cases, 
life-threatening disease can have a long chronic phase, 
and may not even be the cause of death. Palliative care 
physicians may fnd themselves treating chronic pain 
associated with cancer disease, cancer treatment, other 
life-threatening illness, or incidental medical disor-
ders. Opioids may or may not have a role in the treat-
ment of this chronic pain. Nevertheless, it becomes 
increasingly important for palliative care physicians 
to understand and be able to identify the risks of opi-

oids because they may be treating patients for years 
and not just months; the goals of opioid treatment 
may difer from end-of-life treatment goals; and the 
risk-beneft balance for opioids often difers at difer-
ent points in the disease trajectory. 

Tis article will focus on the necessary risk assess-
ment that must accompany best practice use of opi-
oid analgesics in the realm of palliative medicine. We 
will focus primarily on the validated tools that are 
available to help identify patient risk factors before 
initiation of opioids but will cover both medical and 
psychosocial risks that will afect pain control in the 
palliative care setting. 

Opioid treatment in palliative medicine:  
unmet needs
In palliative medicine, pain is the most common 
and most distressing symptom. Tis is true in cancer 
patients in particular. In a study of about 160,000 
cancer patients at the end of life, more 80% were 
found to have pain, and more than 60% had “very 
distressing pain.”2 Te WHO has released guide-
lines that recommend a stepped approach to pain 
treatment, starting with nonopioid analgesia and 
moving to opioids in a less- to more-potent pro-
gression.3 Te WHO is one of many organizations 
that agree that efective pain control at the end of 
life may require round-the-clock opioid dosing with 
additional short-acting opioid for breakthrough 
pain. 4,5 
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Opioid therapy is a necessary component of pain control 
at the end of life, but primary medical teams often shy away 
from it.6 Te involvement of a palliative medicine specialist 
can change this. A 2013 study showed that after a pallia-
tive care consult, patients with previously undertreated pain 
were more likely to be on a long-acting opioid and receive 
combination therapy with lower-potency adjunct medica-
tion. In addition, these patients had an average decrease of 
2 points on a 10-point visual analog scale after consulta-
tion with a palliative medicine specialist.7 However, prog-
ress is not complete even within palliative medicine. A 
review of undertreated pain showed that more than 40% of 
cancer and AIDS patients reported inadequate treatment 
for severe pain.6 An update to that study showed that up 
to a third of patients with cancer still report undertreated 
severe pain, even with the involvement of palliative medi-
cine specialists.8

Palliative care physicians may also fnd themselves treat-
ing chronic pain with opioids. Just as pain during terminal 
illness is often undertreated, so is chronic pain for diverse 
reasons. For example, the US Institute of Medicine found in 
2011 that 116 million Americans had undertreated chronic 
pain.9 However, in a follow-up to that report, the recently 
published National Pain Strategy suggests a limited role 
for opioids in the treatment of chronic pain, and a focus 
on more holistic biopsychosocial approaches that minimize 
reliance on medications, including opioids. Te difculties 
palliative care physicians face when treating chronic pain in 
the presence of life-threatening illness are multifold: many 
patients are already taking opioids that were started dur-
ing active disease management; the pain states are complex; 
prolonged use of opioids is often associated with tolerance 
and loss of efcacy; and it is hard to change the expecta-
tion that opioids are needed and are helpful, even when 
they are not.

Opioid risk and its role in palliative medicine
Te question of opioid risk and how it afects decisions by 
the provider and the patient is not straightforward. Tere 
are many diferent situations, diagnoses, prognoses, goals, 
and wishes to consider for each patient. Some would argue 
that a higher level of risk is acceptable when patients have 
a terminal diagnosis. However, one must be careful mak-
ing this assumption. Although patient comfort is of utmost 
importance at the end of life, the side efects of many opioid 
medications can have a signifcant impact on quality of life. 
Tese adverse efects include, but are not limited to, consti-
pation, sedation, nausea, increased risk of falls, and depen-
dence. Studies of terminally ill cancer patients show that 
many are concerned about addiction, side efects, and dose 
escalation. Tose concerns lead patients to either decrease 
their pain medication or be resistant to increased doses.10 
Risk of hastening a patient’s death with opioid medica-
tions also infuences care in palliative medicine patients. 

“Double efect” refers to the concept that an increased risk 
of death is acceptable when the goals of care focus on the 
relief of severe, unmanageable pain. Te acceptance of this 
concept is highly individualized and requires understand-
ing and agreement from the patient and presumes that all 
other alternatives have been explored. 11 

Te use of opioid therapy in palliative care is unique in 
that the risk-beneft ratio can vary greatly based on the 
patient’s current clinical situation. For example, early in a 
patient’s disease course, sedation from opioid therapy may 
be an unwanted side efect but the same patient may fnd 
sedation to be desirable at a later stage in their disease. Te 
most important aspects to consider are whether the side 
efect will improve, worsen, is tolerable, or if it poses a sig-
nifcant risk. Te side efects that carry the greatest risk 
include central nervous system toxicity (sedation, cognitive 
impairment, and increased risk of falls), addiction, consti-
pation, and respiratory depression.12 

Medical risks. Opioid-induced sedation is considered an 
adverse efect in most situations because of its often  sig-
nifcant impairment of patient function. Sedation risks are 
increased when patients have underlying risk factors for 
falls or unsteadiness, such as advanced age or cognitive 
impairment.12 Patients older than 60 years who are on daily 
opioid therapy have a signifcantly increased risk of fall 
and fracture. Patients taking higher doses (>50 mg mor-
phine equivalents/day) are twice as likely to sustain a frac-
ture compared with those who are no longer taking opi-
oids.13 Polypharmacy increases the risk of falls, especially 
with other sedating medications, such as benzodiazepines. 
Use of concurrent sedating medications should be carefully 
monitored, and lowest dose or alternate therapy should be 
used whenever possible.12

Opioid-induced respiratory depression is closely related to 
sedation and is defned as decreased ventilation after use 
of opioid medications. Opioid-induced sedation typi-
cally precedes opioid-induced respiratory depression and 
exists on the same clinical spectrum. Te decrease in cor-
tical arousal associated with opioid medications may be 
counteracted by stimulus such as pain, but this efect can-
not be counted on in chronic pain.14 Respiratory depres-
sion has been shown to be dose related, with mortality at 
three times higher at >200 mg morphine equivalent dose.15 
Like sedation, polypharmacy with other sedating medica-
tions will increase the risk of respiratory depression and 
mortality. Patients on multiple sedating medications, with 
underlying respiratory disease, or on very high doses of 
opioids should be monitored closely as they can be consid-
ered high-risk patients.12,16

Opioid-induced constipation is an adverse efect of opi-
oids for which tolerance does not develop. It is experienced 
by almost all patients because of the mu-agonist efects of 
opioids in the gut. However, constipation is often under-
reported and therefore undertreated. A study of hospice 
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patients showed that all patients experienced constipation, 
but it was only rarely noted in their nursing notes.17 Like 
other opioid adverse efects, concurrent use of additional 
medications, such as anticholinergics and chemotherapy 
agents, can have an additive efect on constipation.12 Te 
stool habits in any patient on opioid medications, regard-
less of dose or length of treatment, should be carefully 
monitored. Bowel management regimens should be initi-
ated simultaneously with opioid therapy. No single bowel 
regimen has been shown to be more efective than any 
other, the key to treatment is early introduction.16

Addiction and aberrant behavior. It has been well 
established that patients with a personal or family history 
of substance use disorder, history of childhood abuse, or 
history of mental illness are more likely to engage in aber-
rant drug-related behavior.18 In addition, patients with sub-
stance use disorder tend to be more complex and require 
more management than patients who do not have the same 
comorbidities.19 It is imperative that providers determine 
who is at increased risk of addiction and aberrant behavior 
before they prescribe opioid therapies. Untreated addiction 
and substance abuse problems in palliative care patients 
comes with many inherent adverse efects: increased sufer-
ing, complicated treatment and management, endangered 
patient safety, and weakened social supports.20 A related 
concern is drug diversion. Tis can involve patients, fam-
ily members, or caregivers selling medications for proft or 
sharing medication with others for recreational use. Te 
large doses of high potency opioids often required in pal-
liative care can be a signifcant temptation to patients and 
families. In addition, the presence of substance abuse or 
other psychiatric illnesses are signifcantly associated with 
other concerns such as decreased efcacy of primary treat-
ments and reduced provider-patient trust.21 

Opioid risk assessment
Risk assessment should be formally integrated into every 
aspect of the patient’s medical care. Specifcally, risk assess-
ment should be completed before making any treatment 
decisions regarding opioid therapy. It must be noted that 
the intake risk assessment is a single point in time that can 
easily change as therapy progresses. Ongoing risk assess-
ment through the course of treatment is crucial to ensure 

adequate opioid safety and efectiveness of care.22 By risk 
stratifying patients with a validated clinical tool, providers 
can ensure that patients who are at higher risk of abuse and 
aberrant behavior have access to additional safety measures 
that are integrated into their treatment plans. 

A thorough and detailed assessment must be completed 
anytime a patient is being considered for opioid therapy. 
Using a standardized format for assessment will decrease 
variability among providers and allow for a more consistent 
assessment throughout treatment. A complete history and 
physical exam should also be taken. Tis includes a review 
of the medical records and prior pain treatment, if any. Tis 
will give the provider an overview of the analgesic needs 
of the patient and may shed light on prior aberrant behav-
ior.23 However, as these topics are often sensitive in nature, 
they may not be clearly stated in medical documentation. 
A clinician must be adept at “reading between the lines” 
to obtain the full story. During the medical record review, 
the clinician should be aware of the presence of any of the 
clinically validated risk factors for developing addiction as 
mentioned previously (Table 1).12 In addition to the struc-
tured medical interview and review of the chart, clinicians 
should use a validated screening tool to assist them with 
risk assessment. Tese tools are developed for clinical use as 
they generally are brief and can be either self-administered 
or quickly administered by a provider during an ofce visit. 
One of the more commonly used tools, the Opioid Risk 
Tool (ORT), has 8 questions and has been validated in both 
cancer and noncancer pain.24,25 Another self-administered 
tool is the Screener and Opioid Assessment for Patients 

TABLE 1 Validated risk factors for developing addiction with 
opioid 

History of substance abuse, including smoking

Family history of substance abuse

History of abuse, particularly childhood abuse and
post-traumatic stress disorder

Psychiatric comorbidities (especially depression, anxiety, 
and personality disorders)

TABLE 2 Recommended screening tools

Tool Description Used for

Opioid Risk Tool (ORT)19 5 items, self-performed Better for low-risk screening

Screener and Opioid Assessment for 
Patients with Pain Revised (SOAPP-R)11

14 items (revised) and 5 items  
(short form), self-performed

Determines needs for increased monitoring during 
therapy. Useful for higher-risk populations.

Diagnosis, Intractability, Risk, Effcacy 
(DIRE)31 7 items, staff performed Primary care tool for risk of opioid abuse
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with Pain-Revised (SOAPP-R), which has been validated 
in large groups of noncancer pain patients.26,27 SOAPP-R 
is a 24-item self-reported list with good clinical applica-
bility.26 Te Diagnosis, Intractability, Risk and Efcacy 
inventory (DIRE) is a staf-administered tool that scores 
a patient in 4 categories, each of which contributes to the 
overall risk score (Table 2). Te Risk category is split into 
subcategories of psychological, chemical health, reliability, 
and social support. A staf member who is familiar with the 
patient can complete the tool in a few minutes.18  

When compared head to head, each tool has its own 
strengths and weaknesses. A small study showed that the 
sensitivities of the clinical interview, SOAPP-R, ORT, 
and DIRE were 0.77, 0.73, 0.45, and 0.17, respectively. 
Te study concluded that although the DIRE and ORT 
did not have the same sensitivity as the SOAPP-R, they 
had specifc circumstances in which they improved. Te 
DIRE tool was found to have increased sensitivity (0.36) 
in patients with multiple episodes of aberrant behavior, 
indicating it may be of more use in the higher-risk popula-
tions as a follow-up tool. Te ORT tool was thought to be 
most useful in large-volume practices because it is easy to 
use. However, given concerns about patient manipulation 
of the ORT, we suggest its use for a lower-risk population 
in which the tendency to mislead is lower. When combined 
with a thorough clinical interview, the SOAPP-R sensitiv-
ity to identifying individuals at risk of addition behaviors 
approaches 0.90, making it very efective.18

Pre-existing addiction and substance abuse is a common 
fnding in patients with chronic pain. A study of palliative 
medicine patients who had been referred to a pain clinic 
found that at the time of initial interview, 46% had a posi-
tive SOAPP screen and 15% had a positive CAGE screen 
for alcohol abuse.28 Pediatric patients are not immune 
to this concern. A study from a pediatric cancer center 
showed that more than 11% of adolescent and young adult 
cancer patients prescribed opioids demonstrated aberrant 
opioid misuse behaviors.29 Te discussion of pre-existing 
substance abuse disorder or opioid misuse and aberrant 
behavior is a difcult but important conversation.

Management of addiction risk
After a patient has been placed into a risk category based 
on a validated tool, treatment can begin. A consistent, 
step-wise approach to prescribing and managing opioid 
medication in the palliative care patient population is rec-
ommended. Aspects of best practice opioid management 
include informed consent, treatment agreements, pre- and 
post-intervention assessments of pain and function, use of 
adjuncts, regular review of pain diagnoses and comorbidi-
ties, regular review of addiction potential, and careful docu-
mentation of all aspects of management.23 

During the frequent reassessments, providers should be 
aware of red fag aberrant behaviors that can indicate addic-

tion. Tese behaviors include requests for dose escalation, 
emergency room visits, repeatedly seeking early prescrip-
tion flls, doctor shopping, and forged prescriptions.25 Not 
all aberrant behaviors are cause for concern. For example, if 
a patient is requesting early prescription reflls, it is impor-
tant to distinguish between escalating tolerance, escalating 
pain, and addiction. One should take a step back and evalu-
ate if dose escalation is the answer or if other approaches 
could be used more efectively.

Urine drug screening. Tis is an important addition to 
written screening tools during management of opioids. It 
can be useful in identifying illicit substances use or nonuse 
of prescribed substances. A negative drug screen for a pre-
scribed opioid may indicate diversion.31 A baseline urine 
drug screen to identify possible preexisting drug abuse is 
strongly advised. Tereafter, drug screening can be done 
for cause or regularly, according to clinic protocol. Some 
providers recommend repeat drug screening at least annu-
ally. Both screening urine tests and urine drug testing with 
confrmation are used in evaluations during opioid man-
agement. Screening urine testing uses antibody reagents to 
test for the presence of substances in the urine. Wide avail-
ability and ease of performing the test allows these screen-
ing urine tests to be completed by ofce staf at the time of 
the patient visit. It is generally accepted that urine screen-
ing and confrmatory testing are appropriate for frst-line 
screening and testing.12,16,32 However, additional screening 
methods, such as screening hair, blood, or saliva are also 
available and can be used if urine testing is not appropriate 
or available. Immunoassay screening urine tests do not reli-
ably distinguish between diferent opioids so are not help-
ful in a patient taking an illicit opioid. In contrast, confr-
matory urine drug screens can use gas chromatography and 
mass spectroscopy to identify specifc substances found in 
the patient’s urine.33 

Te specifcity of a confrmatory test allows precise mon-
itoring of the patient in the hands of an experienced pal-
liative care clinician. However, the cost of confrmatory 

TABLE 3 Aberrant behaviors 

Forged prescriptions

Doctor shopping

Urine drug testing aberrancies

Lost opioid prescriptions

Requesting early prescriptions

Unscheduled clinic visits due to pain complaints

Emergency room visits due to pain complaints

Requests for opioid dose escalation
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testing is higher and the tests are not readily available in 
an ofce setting. Terefore, screening urine immunoassay 
testing with selective use of confrmatory testing is consid-
ered the most reasonable approach.12 Te level of testing 
will depend on clinical judgment of the level of concern. 
All types of urine drug screening need to be interpreted in 
the context of each patient’s individual clinical situation. 
A positive urine drug test cannot be viewed in isolation. 
Accurate interpretation of both screening and confrmatory 
testing requires a clear understanding of opioid pharmaco-
kinetics and metabolism and should be done by a provider 
who is qualifed to do so.16 If the results of a urine test are 
unexpected, of concern, or ambiguous it is often very help-
ful to speak to the lab for further clarifcation. Additional 
compliance measures, such as random pill count and patch 
count can also be used, but they are limited in their useful-
ness because they cannot account for surplus medication 
supply or as-needed dosing schedules. For that reason, pill 
or patch counts are most useful as an adjunct to other com-

pliance methods, such as pre-
scription monitoring programs 
and urine drug testing.34

Written treatment agree-
ment. An additional tool for 
opioid management is a written 
treatment agreement between 
the patient and the provider. Te 
agreement should clearly delin-
eate the roles of the provider 
and the patient during the opi-
oid treatment course. Treatment 
agreements can be especially 
helpful when aberrant behaviors 
emerge and consequences need 
to be determined. Changes to 
therapy, such as more frequent 
follow-up and short-duration 
prescriptions can be helpful in 
the face of aberrant behavior by 
ensuring that large quantities of 
opioids are not available to the 
patient. In addition, use of a 
prescription-monitoring pro-
gram will decrease the incidence 
of doctor shopping and allow for 
more consistent follow-up and 
monitoring.12,35 During opioid 
therapy, the involvement of fam-
ily and friends is very helpful in 
successful monitoring for aber-
rant behavior and opioid misuse. 
Patient self-reporting may be 
unreliable for a wide variety of 
reasons. A third-party reporter, 

such as a family member can help to ensure providers have 
accurate information regarding risk assessment. Family 
members must be educated early in the opioid prescription 
and monitoring process to ensure they are aware of risks 
and responsibilities.12,16

Opioids in palliative care: further considerations
Te increasing prevalence of opioid use in both palliative 
medicine and chronic pain treatment has highlighted the 
risks of chronic opioid use. However, the choice to pre-
scribe opioids for both cancer and noncancer pain is not 
a simple question of “to prescribe or to not prescribe.” Te 
risk-beneft analysis is not at all straightforward and is dif-
ferent for each patient. Te decision should be centered on 
the wishes and concerns of the patient and the patient’s 
family, with guidance from clinicians about risk and ben-
efts, and how the risk can be managed. It is not uncom-
mon for patients to desire less therapy so that side efects 
such as sedation may be avoided. In a study of more than 

FIGURE Process algorithm for assessing opioid risk both initially and in ongoing treatment in patients with 
pain in the setting of palliative medicine.a

ORT, Opioid Risk Tool; PMP, Prescription Monitoring Program; UDT, urine drug testing

aFor inpatient or hospice short-term therapy, opioids are given under supervision and as needed. Apply usual safety precautions.

Initial visit

Low risk (ORT 0-3) High risk (ORT 4-7) Very high risk (ORT ≥8, or  
known addiction/active abuse)

Simple minimal check

n  ORT
n  Does the family have concerns 

about opioid use?
n  Does the patient have concerns 

about opioid use?
n  Review of the state PMP
n  Baseline UDT
n  If previous opioid use, review any 

documented risk assessments

Simple follow-up

(at least annually)

n  Are there patient or family 
concerns?

n  Were there any 
aberrancies?

n  Repeat UDT?
n  Check PMP

Simple follow-up

(frequency dependent on 
level of concern)

n  Involve famiy in risk 
discussions

n  Consider tapering
n  Involve family in 

safe-keeping and 
administration of 
opioids

n  Decrease prescribing 
interval

High-risk follow-up

(frequency dependent on 
level of concern) 

plus

n  Refer to addiction 
specialist if meets 
criteria for addiction

n  If misuse but not 
addiction, treat 
as dependence 
(behavioral therapy 
needed)

n  No dose escalation
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1,100 cancer patients, more than 80% reported not taking 
additional pain medication in order to avoid side efects.37 
Patients have very strong preferences regarding their symp-
tomatic care and individual methods for managing their 
pain. When a patient shows aberrant behavior, the pallia-
tive medicine clinician has a responsibility to ensure that 
additional support and alternative methods are used to 
reduce risk and increase patient safety.36

Opioid risk assessment: a process algorithm
Te high risk of opioid medications must be considered 
when treating patients with pain in the setting of palliative 
medicine. However, with careful screening and information 
gathering, safe and efective pain control can be achieved in 
this complex population of patients (Figure).

Conclusion

Opioid analgesics are now a common and standard ther-
apy in palliative medicine. As patients are living longer, 
doses and duration of opioid therapies are increasing sig-
nifcantly. Accordingly, the risks of opioid therapy have 

also increased. Although the risks vary from patient to 
patient, it can be held that the risks of adverse efects 
increases as doses increase. Opioids have numerous med-
ical adverse efects such as sedation, constipation, and 
respiratory depression, but these are often easily identi-
fed and treated. However, the risk of addiction and aber-
rant behavior can be difcult to identify and can greatly 
complicate opioid therapy. Using established and vali-
dated screening tools such as the ORT and SOAPP-R 
can help to identify at-risk patients before initiation of 
therapy, allowing clinicians to create individual treat-
ment regimens that mitigate risk and still provide ade-
quate symptom management. Once a treatment plan 
has been established and initiated, frequent follow-up 
is crucial for all patients regardless of risk stratifcation. 
Less frequent follow-up is necessary in low-risk patients, 
but rescreening, intermittent urine drug screening, and 
observation for red fags for addiction is still required. 
High-risk patients require more frequent visits and 
observation in addition to more frequent use of confr-
matory urine drug testing.
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