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Background and Objective: The prevalence of chronic non-cancer pain (CNCP) in older adults is high. 
Opioids carry significant risk for harm in older adults. Yet, many older adults are established on long-term 
opioid therapy for the treatment of CNCP despite limited documented efficacy. Many of the non-opioid 
options to treat pain present challenges in this population. Since challenges with tapering patients off of 
opioids exist, older adults may remain established on long-term opioid therapy for CNCP. While opioid use 
is less scrutinized for older adults receiving palliative care, significant safety concerns exist. Therefore, efforts 
to mitigate risks for older adults receiving long-term opioids for CNCP and for palliative care are essential. 
Pharmacists as members of the interprofessional team are equipped to improve safety among older adults on 
chronic opioid therapy. Among patients receiving palliative care, collaboration with palliative care specialists 
is also key. The purpose of this narrative review is to describe risk mitigation strategies for opioid use among 
older adults with CNCP and those receiving palliative care. 
Methods: Data were identified by searching PubMed (January 1, 1990 to February 21, 2024) using the 
following search terms: older adults, opioids, chronic pain, palliative care, and pharmacist. The search was 
repeated using terms geriatric, elderly, opiates, narcotics, and controlled substances. Non-English articles 
and observational studies with fewer than 100 patients were excluded. Major North American and European 
guidelines were reviewed. Additional literature was obtained through review of relevant references of 
identified articles.
Key Content and Findings: A variety of risk mitigation strategies to improve safety for older adults using 
opioids exist. They include risk assessment, tapering opioids, reducing high-risk concomitant medications, 
utilizing non-opioid therapies, screening for and treatment of opioid use disorder (OUD), toxicology testing, 
co-prescribing naloxone, utilizing controlled substance agreements, reviewing prescription drug monitoring 
program data, prescriber and patient education, and collaboration with pharmacists and palliative care 
specialists.
Conclusions: There are many opioid risk mitigation strategies for older adults. Collaboration with 
pharmacists and palliative care specialists can be an effective means for implementing strategies to optimize 
opioid safety for older adults with CNCP and those receiving palliative care.
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Introduction

The prevalence of chronic pain in older adults, defined 
as individuals aged 65 years and above, is as high as 45% 
to 85% in the United States (1,2). Chronic pain, defined 
as pain on most days or every day over 3 months, may 
impact independence, social activities, mental distress, 
and cognitive decline among older adults, often requiring 
pharmacologic management (1,2). There has been increased 
emphasis on limiting the use of opioids for chronic non-
cancer pain (CNCP) due to lack of established efficacy, 
increased risk of adverse effects, and overdose deaths, 
particularly among high-risk populations such as older 
adults (3,4). Despite this, millions of older adults are treated 
with opioids for CNCP annually (4,5). In 2018, 15% of 
the U.S. population filled at least one opioid prescription, 
with opioid prescribing highest in patients 65 years of age 
and older at 25% (6). Older adults, along with females, 
are more likely to use long-term opioids as compared with 
other patients (5). Among older adults receiving palliative 
care, opioid use is a mainstay therapy, with evidence 
demonstrating effectiveness for pain, dyspnea, and cough (7). 
While opioid safety has historically been less emphasized in 
patients receiving palliative care, the current consensus is 
that risk mitigation is essential among all patients receiving 
opioids regardless of their life expectancy (7,8). The 
risks of opioids, despite indication, are more pronounced 
among older adults, even when used at recommended 
doses and durations. Such risks include cognitive 
impairment, altered drug metabolism, falls and fractures, 
polypharmacy, and increased all-cause mortality (9).  
It should be noted that older adults with pulmonary and 
cardiovascular comorbidities may have compounded risk 
of respiratory depression causing overdose compared with 
their younger counterparts. Furthermore, older adults are 
likely to experience decreased clearance of opioid active 
metabolites (10). In 2019, older adults accounted for the 
highest number of hospitalized patients due to opioid-
related poisonings (6). Although the risk of opioid overdose 
death historically has been the lowest among patients  
65 years and older, older adults have had the sharpest 
increase in overdose deaths in recent years (11). In 

2021, 57% of overdoses among older adults involved 
an opioid, and 1 in 5 unintentional overdoses involved 
both prescription and illicit drugs (12). Similarly, most 
intentional drug overdoses involved prescription opioids 
and benzodiazepines (12). There has also been a greater 
than three-fold increase in opioid use disorder (OUD) 
diagnosis among older adults since 2013 (13). These trends 
expose the need for care optimization among older adults 
managed on long-term opioids for pain. 

While a variety of non-opioid pharmacologic options 
exist for pain management, many of them present 
challenges for use in older adults (5). Additionally, while 
tapering off of opioids is an option for patients who meet 
certain criteria for potential benefit of this approach, this 
may not be possible in all patients and significant risks 
may exist (3). This highlights the need for action and risk 
mitigation among the ageing population established on 
long-term opioids for CNCP. Risk mitigation strategies are 
ways to reduce adverse outcomes including opioid overdose, 
OUD, illicit drug use, and prescription opioid misuse (4). 
Pharmacists working within an interprofessional team are 
positioned favorably to help reduce risks for older adults on 
opioid therapy. Pharmacists can assist in monitoring safety 
and implementing risk mitigation strategies for patients with 
non-cancer chronic pain and patients receiving palliative 
care (2,7). The purpose of this narrative review is to describe 
risk mitigation opportunities, including interprofessional 
collaboration with pharmacists and palliative care specialists, 
to improve safety of opioid use among older adults for 
CNCP and those receiving palliative care. We present this 
article in accordance with the Narrative Review reporting 
checklist (available at https://apm.amegroups.com/article/
view/10.21037/apm-23-488/rc).

Methods

Data for this narrative review were identified by searching 
the PubMed database (January 1, 1990 to February 21, 
2024) using the following search terms: older adults, 
opioids, chronic pain, palliative care, and pharmacist. 
The above search was repeated using the following terms 
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in place of older adults: geriatric and elderly. The search 
was repeated using combinations of the above terms for 
opioids: opiates, narcotics, and controlled substances. Non-
human articles and articles not published in English were 
excluded. Major North American and European guidelines 
were reviewed. Additional literature was obtained through 
a review of relevant references of the identified articles. 
Observational studies with fewer than 100 patients were 
excluded. The search strategy is outlined in Table 1.

Risk mitigation strategies

A variety of risk mitigation strategies exist to improve safety 
for older adults taking opioids. Such strategies include risk 
and functional assessment, tapering therapy, reducing use 
of high-risk concomitant medications, utilizing alternative 
non-opioid therapies, screening for and treatment of OUD, 
toxicology testing, co-prescribing naloxone, utilizing 
controlled substance agreements (CSAs), reviewing 
prescription drug monitoring program (PDMP) data, 
prescriber and patient education, and collaboration with the 
interprofessional team, including pharmacists and palliative 
care specialists as necessary, across care settings. These efforts 
are deemed valuable for older adults receiving opioids for 
CNCP as well as those receiving palliative care (4,7,8,14).

Risk and functional assessment with opioid use

Identification of high-risk or problematic opioid use is a 

critical step in managing patients on these therapies (4). 
There are several available evidence-based instruments that 
can be used to help identify or predict problematic opioid 
use either in advance of initiation or during therapy (Table 2). 
Results of screening tools can be used to educate on opioid 
use and implement risk mitigation strategies. Furthermore, 
they can be used to facilitate care coordination with 
addiction professionals, primary care, and social support 
services (15). Of note, sensitivity and specificity of the tools 
vary, and therefore clinicians must cautiously interpret their 
results; some tools were not studied in patients receiving 
palliative care and extrapolation of findings may be 
problematic for these patients (15).

Evaluating the effects  of  pain on function and 
independence is essential for elderly patients on opioids (4). 
While functional assessment tools for patients with pain are 
not specific to opioid use, they may help prevent overuse of 
opioids, support the need to taper opioids if benefit is not 
demonstrated, or identify need for additional non-opioid 
and/or non-pharmacologic therapy (4). Clinicians may 
find that scales that are relatively easy to use and quickly 
administered may be most beneficial. The Pain, Enjoyment, 
General Activity (PEG) scale asks three questions assessing 
average pain score, interference of pain with enjoyment 
of life, and pain interference with general activity (16). A 
score of 30% improvement from baseline on the PEG is 
considered clinically meaningful (17). The Functional Pain 
Scale is a tool that has been determined to be a reliable and 
valid tool in older adults. This tool assesses tolerability of 

Table 1 Search strategy summary

Items Specification

Date of search June 1, 2023; repeated February 21, 2024

Databases and other sources searched PubMed

Search terms used older adults, geriatric, elderly, opioids, opiates, narcotics, controlled substances, 
chronic pain, palliative care, pharmacist

Timeframe January 1, 1990 to February 21, 2024

Inclusion and exclusion criteria Clinical trials, observational studies, systematic reviews and meta-analyses. Major 
North American and European guidelines were included. Articles with animal data 
and articles in languages other than English were excluded

Selection process Search and selection of articles were conducted independently by investigators. 
Any discrepancies related to inclusion or exclusion were resolved through 
discussion and consensus

Any additional considerations, if applicable Reference lists of identified articles were manually reviewed to locate additional 
relevant references



Mohammad et al. Risk mitigation in opioid management4

© Annals of Palliative Medicine. All rights reserved.   Ann Palliat Med 2024 | https://dx.doi.org/10.21037/apm-23-488

pain and interference with specific functions and activities, 
with a lower score equating to less severe pain and less 
interference with functional abilities (18).

Tapering opioids and reducing use of risky concomitant 
medications

Tapering off of opioids and switching to alternative 
therapies may be of benefit to some, but not all, patients. 
Clinicians should consider tapering or reducing the dose 
of opioids when the risk of opioids outweigh the benefits, 
such as in situations of addiction/diversion, adverse 
effects, tolerance, reduced function, reduced quality of 
life, comorbidities increasing risks, age over 65 years, and 
concomitant medications that increase risk of opioid-
related harm (4). Both the Centers for Disease Control 
and Prevention (CDC) Clinical Practice Guideline for 
Prescribing Opioids for Pain – United States 2022 and the 
United States Department of Health and Human Services 
Guide for Clinicians on Appropriate Dosage Reduction 
or Discontinuation of Long-Term Opioid Analgesics 
recommend reducing the dose of opioids by 10% or less 
of the original dose per month to prevent withdrawal 
symptoms (4,19). Strategies for successful opioid tapering 
include (I) provisions for taper failure; (II) addressing 
“unmasked” underlying psychiatric issues exposed during 
the taper; (III) collaborating with the patient on the taper;  

(IV) avoiding taper mandates; (V) avoiding dismissing 
patients from care due to lack of agreeability to starting or 
adhering to taper plan; and (VI) avoiding misinterpreting 
cautionary dosage thresholds (19). Nevertheless, significant 
risks exist with tapering, particularly in situations where 
patients are left unsupported without alternative pain 
support or adjunct medications to manage withdrawal 
symptoms, or when opioids are tapered too quickly (4). 
Additional risks of tapering include unmasking untreated 
mental health conditions, poor coping skills without proper 
adjuvant pain and withdrawal symptom management, 
increased pain, dropout of the tapering plan which may 
lead to use of more easily attainable illicit substances, and 
reduced function (19). Some patients may relapse to previous 
opioid usage following an unsuccessful taper plan (3).  
Others may experience negative consequences. In one 
retrospective cohort study in which older adults comprised 
approximately 28% of the study population, tapering 
of long-term opioids was associated with an increase in 
emergency department visits and hospitalizations (20).

It is also important to reduce concomitant use of 
medications that may increase risk of harm for patients on 
opioids. Half of Medicare beneficiaries take four or more 
prescription medications daily, and therefore the risk of 
dangerous combinations of medication with opioids may 
be particularly concerning in this group (12). Opioids 
in combination with benzodiazepines, muscle relaxants, 

Table 2 Tools for identification of problematic opioid use (15)

Tool Purpose Prior or during therapy

Brief Risk Questionnaire Identify misuse Prior

Current Opioid Misuse Measure Aberrant behaviors During

Leeds Dependence Questionnaire Identify dependence During

Mini International Neuropsychiatric Interview-Patient Rated Diagnose opioid dependence During

National Institute on Drug Abuse Modified Alcohol, Smoking, and 
Substance Involvement Screening Test

Identify risky opioid use Prior or during

Opioid Risk Tool Identify risk of aberrant use Prior

Pain Medication Questionnaire Identify risk of aberrant use Prior

Prescription Opioid Misuse Index Identify opioid misuse During

Rapid Opioid Dependence Screen Identify dependence During

Severity of Dependence Scale Identify dependence During

Screener and Opioid Assessment for Patients with Pain-Revised Identify risk of aberrant use Prior

Tobacco, Alcohol, Prescription, and Other Substance Tool Identify risky opioid use During
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z-hypnotic agents, alcohol, and other opioids increases risk 
for sedation, respiratory depression, as well as overdose and 
death (4). The 2022 CDC pain guidelines raise caution about 
co-prescribing opioids and benzodiazepines, recommending 
a careful risk assessment evaluating whether the benefits 
outweigh the risk of concurrent prescriptions (4). Concerns 
for opioid-related harm are similarly expressed for patients 
receiving palliative care (7,8). When possible, efforts 
should be made to appropriately taper off benzodiazepine 
or other high-risk therapies when used concomitantly with 
opioids, using safer evidence-based pharmacologic agents as 
alternatives.

Alternative treatments

The long-term efficacy of opioids in older adults 
continues to have limited evidence for CNCP, although 
some literature may support short-term use with regular 
monitoring (21). However, given adverse effects such as 
central nervous system depression, respiratory depression, 
constipation, delirium, risk of falls and fractures, and 
potential for overdose, caution is advised for chronic 
use (4,21). While clinicians strive to prevent negative 
consequences of untreated pain, risks for older adults 
exist with opioid and non-opioid analgesics including 
non-steroidal anti-inflammatory medications (NSAIDs), 

acetaminophen, and other adjuvant medications (9). 
Among the available risk mitigation strategies include 

determining if the patient’s pain may be better and more 
safely managed on alternative treatment options. Alternative 
options may include non-opioid and non-pharmacologic 
therapies. Non-pharmacologic alternatives for chronic pain 
include cognitive behavioral therapy, acupuncture, spinal 
manipulation therapy, relaxation therapy, biofeedback, and 
exercise (22,23). However, access and insurance coverage 
is often limited for many of these options (21,22). The 
evidence to inform international guideline recommendations 
for use of pain medications in older adults is limited and 
the populations studied have significant heterogeneity. 
Therefore, most guidance on pharmacologic pain 
management is driven by expert opinion (21). A number 
of considerations should be made when weighing use of 
alternative pharmacologic treatments for pain (Table 3). 
Due to the heightened risks for both opioid and non-opioid 
therapies in the older adult population, careful evaluation 
of the patient for potential of experiencing adverse effects 
is essential. Evaluation of current and longitudinal trends 
of renal and hepatic function is a necessary component of 
risk evaluation for pain management. Older adults have 
an increased potential for accumulation of all medications, 
including pain medications, and a narrower therapeutic 
window of safety particularly in the presence of renal or 

Table 3 Considerations for non-opioid therapies in the older adult

Medication class Challenges in older adults Consideration for use

NSAIDs Gastrointestinal toxicity, cardiovascular adverse effects, 
nephrotoxicity, drug-drug interactions (24)

Consider risk vs. benefit of lowest dose for 
shortest duration (21) 

Acetaminophen Limited evidence for chronic pain; cardiovascular and renal 
adverse effects in a systematic review (21)

Likely reasonable for use; monitor relevant 
labs with long-term treatment (21)

Tramadol Sedation, serotonin syndrome, hyponatremia, seizures, 
hypoglycemia, increased risk of falls and fractures, drug-
drug interactions (25-27); associated with same dose-
dependent risks as other opioids (4,21)

Avoid use (28)

Topical therapies Transdermal absorption limited in patients 85 years and 
older or frail; fewer systemic adverse effects (21); access 
issues may exist

Consider use of topical agents when 
accessible and affordable to patient (21)

Antidepressants Central nervous system side effects; may have benefits for 
neuropathic pain (21,23)

Caution advised especially for highly 
anticholinergic agents such as amitriptyline 
and paroxetine; introduce gradually and 
monitor carefully (21)

Antiepileptics Limited evidence in chronic primary pain and increased risk 
of adverse effects

Avoid initiation; monitor adverse effects closely 
for patients established on therapy (23)

NSAIDs, non-steroidal anti-inflammatory medications.
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hepatic impairment.
Use of NSAIDs for CNCP in older adults has long 

been suggested to be avoided, particularly in patients with 
impaired liver or kidney function, comorbidities such as 
hypertension and cardiovascular disease, patients taking 
concomitant medications such as anticoagulants, and patients 
at increased risk for gastrointestinal bleeding (4). Therefore, 
initiation among older adults is generally not recommended 
unless for short-term use at the lowest effective dose when 
the benefits outweigh the risks (21,23).

While acetaminophen continues to have limited 
evidence for efficacy for CNCP in older adults, its use is 
reasonable considering lower adverse effect profile (5,21). It 
should be noted that studies examining acetaminophen for 
chronic pain in adults over the age of 65 are few, and some 
literature demonstrates significant adverse effects including 
an increased risk of cardiovascular, gastrointestinal, and 
renal adverse effects (21,29). However, limitations of 
these findings include low number of studies, limited 
quality of evidence due to observational data, and limited 
generalizability (29).

Usage of tramadol, which is a weak and mixed centrally 
acting opioid analgesic, has increased among older adults 
due to the perceived safety advantages over other opioids, 
however recent guidance advises against use of tramadol 
in this population due to potential risks of serotonergic 
excess, seizures, falls, and drug-drug interactions (25,30). 
Evidence demonstrates that older adults account for 33% of 
tramadol-associated emergency department visits and 50% 
of subsequent hospitalizations (30).

The National Institute for Health and Care Excellence 
(NICE) guidelines recommend antidepressants, including 
amitriptyline, citalopram, duloxetine, fluoxetine, paroxetine 
or sertraline as alternative options for chronic primary pain in 
adults (23). However, highly anticholinergic medications such 
as amitriptyline and paroxetine are to be avoided in older 
adults due to risk for harm (28). Furthermore, antiepileptic 
medications should not be initiated in older adults due to 
adverse effects that outweigh potential benefit (23). 

Lastly, topical therapies such as ketoprofen and 
diclofenac are recommended for first-line treatment of 
osteoarthritis, although cost and accessibility may be 
restrictive. Due to limited evidence, these agents are not 
recommended for chronic primary pain (21,23). Topical 
capsaicin and lidocaine are considered second-line for 
neuropathic pain due to limited efficacy. Transdermal 
products may have advantages in older adults due to fewer 
systemic adverse effects (21). However, absorption is 

influenced by subcutaneous tissue and therefore such agents 
may lose efficacy among individuals older than 85 years or 
in frail patients (21).

Another alternative for pain management that has 
increased in use over recent years among older adults 
is marijuana, or cannabis (31). Cannabis contains two 
major active ingredients (cannabinoids)—delta-9-
tetrahydrocannabinol (THC) and cannabidiol (CBD). Both 
THC and CBD have efficacy for pain, however THC causes 
euphoria while CBD does not. The pharmacokinetics of 
THC and CBD vary based on administration route (32). 
A systematic review of 28 studies (2,454 patients) for 
chronic pain including neuropathic pain, cancer pain, and 
fibromyalgia examined the effects of cannabis (primarily 
THC products) on pain. Eight studies reported reduced 
pain of at least 30% compared with placebo (33). While 
multiple studies have shown that marijuana is commonly 
used among older adults, a small number of older adults 
are included in large studies evaluating its efficacy for 
chronic pain (31). Therefore, little evidence exists for 
its safety and efficacy in this population. Differences in 
studied formulations and concentrations of THC versus 
CBD must also be noted (31). Additional concerns in the 
older adult include side effects. The most common adverse 
drug reactions of cannabis products include dizziness, dry 
mouth, and nausea which can be problematic for older 
adults, especially for those who may have polypharmacy and 
are using medications that also promote these side effects. 
Other concerns among older adults include driving risks, 
cognition, and THC euphoria (31,34).

With so many limitations surrounding the use of opioids 
and non-opioids in older adults, Table 3 can help the 
clinician determine how to weigh the risks versus benefits of 
alternatives to opioids with monitoring. 

Medications for opioid use order

Another risk mitigation strategy includes appropriate 
screening, identification, and management of OUD given 
the increasing prevalence in the general population but 
also specifically in the ageing population (13). OUD is 
often underdiagnosed and undertreated in older adults 
and is characterized by a problematic pattern of opioid use 
that causes impairment or distress, with defined criteria 
within a 12-month period (10,35). The 2022 CDC pain 
guidelines recommend treatment with evidence-based 
medications for OUD and advises against detoxification 
alone without medications due high risk for resuming 
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opioids and for opioid overdose (4). Among patients 
receiving palliative care, screening and treatment of OUD 
is also recommended (7). The available medications to treat 
opioid use disorder (MOUD), methadone, buprenorphine, 
and naltrexone, can help mitigate risk for patients when a 
diagnosis is confirmed (Table 4). 

While MOUD has been shown to reduce il l icit 
opioid use, retain people in treatment, and reduce risk 
of opioid overdose death better compared with placebo, 
over 70% of patients with OUD are not on MOUD 
(36,37). Nevertheless, access to MOUD is improving, 
particularly as the Drug Addiction Treatment Act (DATA 
2000) “X-waiver”, which was a federal requirement for 
practitioners to apply for a waiver prior to prescribing 
buprenorphine for OUD treatment, is no longer required 
for prescribing buprenorphine for OUD; other former 
federal requirements for prescribing buprenorphine for 
OUD such as limits on the number of patients a prescriber 
may treat simultaneously have also been lifted (38). 
However, little research exists for MOUD among older 
adults given the lack of their inclusion in randomized 
controlled trials. Therefore, recommendations for treatment 
are based on data from younger adults. Observational data 
suggests that older adults are more adherent to MOUD and 
experience positive outcomes comparable to, if not better 
than, their younger counterparts (10). There is a preference 
for buprenorphine over methadone among this population 
due to a better safety profile and accessibility (10). 
Methadone also has increased risk of QT prolongation, 
drug interactions, and respiratory depression as compared 
with buprenorphine (39). 

In the setting of chronic pain without OUD, there are 
benefits of using transdermal buprenorphine, which has a 

labeled indication for severe chronic pain (40,41). Other 
formulations of buprenorphine can also be used off-label (42).  
Buprenorphine benefits for chronic pain without OUD 
include analgesic effect with favorable safety profile, 
including low risk of consequences such as respiratory 
depression (42). Clinicians may consider switching a 
patient to buprenorphine when there has been a lack of 
pain control, presence of tolerance or hyperalgesia with 
full opioid agonists, adverse events with the full opioid 
agonist, or concern for addiction, misuse, and/or overdose 
death (40).

Toxicology testing

Clinicians may consider the benefits and risks of toxicology 
testing for patients before starting opioids and periodically 
(at least annually) during long-term opioid therapy (4). 
Evidence demonstrates that fewer than 15% of primary care 
providers report toxicology testing (43). While evidence 
of effectiveness is lacking in the literature, toxicology 
testing, such as urine drug screening (UDS), offers an 
opportunity to provide additional clinical information to 
improve patient care and should not be used in a punitive 
manner (4). It may provide information about drug use not 
reported by the patient, may help identify when opioids are 
not taken as prescribed, and may help identify diversion or 
patient challenges such as adverse effects (4). Toxicology 
testing may also help identify concurrent use of other 
substances that may increase risk of harm. This may be 
particularly beneficial for older adults due to polypharmacy, 
in which other medications used may not be prescribed or 
documented in the electronic medical record. 

When UDS is utilized, the clinician must consider the 

Table 4 Medications for opioid use disorder

Medication Mechanism of action Phase of treatment Considerations

Methadone (PO) Agonist Medically supervised 
withdrawal, maintenance

Only available at federally certified OTPs and 
acute inpatient setting; risk of QT prolongation, 
drug interactions, and respiratory depression 

Buprenorphine (SL, buccal,  
SD implant, SQ ER)

Partial agonist Medically supervised 
withdrawal, maintenance 

DEA “X” waiver requirements removed; can 
be dispensed by pharmacy or OTP; preferred 
for older adults due to better safety and 
accessibility

Naltrexone (PO, IM ER) Antagonist Maintenance, must be 
abstinent for 7–10 days

Office-based treatment, not a controlled 
substance

DEA, drug enforcement agency; ER, extended release; IM, intramuscular; PO, by mouth; OTP, opioid treatment program; QT, QT phase of 
the cardiac cycle; SD, subdermal; SL, sublingual; SQ, subcutaneous.
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type of test used—particularly as immunoassay tests are less 
sensitive and specific as compared with gas chromatography 
and may result in false negative results. Therefore, 
unexpected results should be discussed both with the patient 
and the laboratory or toxicologist (4). Following toxicology 
testing, when non-prescribed substances are identified, 
education regarding the risks of concomitant use of such 
substances should occur. Further, referral to OUD care may 
be needed.

Naloxone 

Clinicians should offer naloxone to patients at increased 
risk for opioid overdose, including those who have a history 
of overdose, patients with substance use disorder (SUD), 
patients taking high-risk concomitant medications such as 
benzodiazepines, or patients taking ≥50 morphine milligram 
equivalent per day (4). Despite this recommendation, 
naloxone remains under-prescribed and underused 
particularly among high-risk patients; data shows that only 
one naloxone prescription was dispensed for every 69 high-
dose opioid prescriptions (44). While a high predictor of 
inappropriate opioid prescribing in advanced age, a cross 
sectional study of primary care clinics revealed low naloxone 
co-prescribing among this population (45). The Food 
and Drug Administration (FDA) updated labeling for all 
opioids and MOUD recommending routine co-prescribing 
of naloxone with every new and refilled prescription (46). 
Most recently, the FDA approved intranasal naloxone for 
over-the-counter, non-prescription use (47). 

CSAs

A CSA outlines prescriber and patient responsibilities 
while prescribed long-term-controlled substances. Most 
CSAs highlight risks versus benefits of therapy, goals of 
therapy, stipulations for refills, frequency of toxicology 
testing, and PDMP review (48). CSAs are recommended 
by clinical practice guidelines as a risk mitigation strategy 
for patients managed on controlled substances (49). Yet, 
there is mixed evidence of their effectiveness and best 
practices for CSA adherence are not clearly defined 
(48,50,51). Some systematic reviews found that effectiveness 
of CSAs may be weak in reducing opioid misuse (50,51). 
While mixed evidence on the use of CSAs exists, benefits 
include facilitating open communication regarding patient 
adherence, education on the benefits and risks of opioid 
therapy, and improved patient safety (48,50,51). 

PDMPs 

PDMPs are statewide electronic databases that track and 
report all controlled substance prescriptions (15). PDMPs 
provide information regarding controlled substance 
prescribers, dispensing pharmacies, doses, and number of 
prescriptions (2). Clinicians should use the PDMP when 
prescribing initial opioid therapy and during chronic opioid 
therapy to determine whether dosages or combinations 
of controlled substances exist that may increase risk for 
overdose (4). States with more robust PDMP programs 
have been shown to have fewer prescription opioid overdose 
deaths compared to states with weaker programs (52). 
Despite conflicting evidence on whether or not PDMPs 
prevent harmful medication prescribing and opioid-
associated mortality, older adults may benefit from their 
review due to polypharmacy, fragmented care, and having 
multiple healthcare providers (2). Among older adults 
receiving more than one opioid prescription, 60% to 70% 
receive them from multiple providers (2). While there are 
some limitations to use of PDMPs, such as lack of consistent 
integration into the electronic medical record, limited 
time for physicians to review the database, and different 
requirements for physician and pharmacist review across 
different states, they still provide important information 
that can improve safety among older adults on opioids (2).

Patient evaluation and education

Proper history, evaluation, and patient education is a 
key risk mitigation strategy for patients on long-term 
opioids, including older adults. Older adults who may have 
comorbidities and receive more medications are at increased 
risk for drug-drug and drug-disease interactions. Before 
prescribing opioid therapies, clinicians should conduct 
a thorough medication history, including prescription 
medications, over-the-counter medications, and natural 
or herbal remedies. Medication review should occur prior 
to prescribing new medications and at every encounter, 
especially as older adults commonly have changing health 
conditions and consequently frequent updates in medication 
therapies. Furthermore, evaluation of medication adherence 
is important. Additionally, patients may have saved old 
mediations that are still on hand, creating potential for 
medication errors. Patients should be educated on proper 
storage and disposal of all medications, particularly opioids. 

Patients should be educated on the expected benefits, 
goals of therapy, common side effects and serious risks with 
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opioids before initiating or continuing therapy, and risk 
reduction strategies while on therapy (4). Clinicians also 
should implement education and interventions directed 
towards reducing common risks of opioid therapy among 
older adults, such as monitoring for cognitive impairment, 
assessment for fall risk, exercise, and bowel regimens to 
prevent constipation (4,9).

Prescribers should screen for and treat comorbid 
conditions such as mental health disorders or SUD, defined 
as recurrent use of alcohol and/or drugs causing clinically 
significant impairment, including health problems, 
disability, and failure to meet major responsibilities at work, 
school, or home (2,53). A thorough review of personal 
and family history of SUD is key, and patients should be 
educated on the difference between physical dependence, 
tolerance, and addiction. An initial assessment and ongoing 
reassessment of pain level and functional status is key, 
with comparison to baseline pain assessment as treatment 
continues (54). Lastly, clinicians should be mindful of 
disparities in access to pain management based on race and 
ethnicity, lower income and education, sex and gender, and 
geographic location (22). Clinicians should be mindful of 
reducing stigma among patients with pain and OUD, while 
recognizing the impact of word choice that may perpetuate 
stigma and discrimination, given that negative terms such as 
“addict”, “abuse”, and “abuser” lead to lower likelihood of 
appropriate care (53,55). 

Collaboration with the interprofessional team

Interprofessional collaboration is essential for risk 

mitigation among older adults on opioids for CNCP and 
those receiving palliative care (2,7,8,14). Pharmacists in 
the primary care setting, community setting, and acute 
care settings have distinct opportunities to promote the use 
of risk mitigation strategies with opioid use. Further, risk 
mitigation of opioid use involves time and expertise, which 
may be leveraged through collaboration with pharmacists 
(Table 5). Pharmacist collaboration with prescribers is 
essential in the current landscape of fragmented care among 
older adults. Community pharmacists particularly, as the 
most accessible health care professionals, have multiple 
opportunities to prevent opioid harm. Their frequent 
interactions with patients allow for more closely monitored 
opioid usage, review of PDMPs, patient education, and 
facilitation of communication between the patient and 
prescriber (2). Compliance with risk mitigation strategies 
such as CSAs, UDS, and PDMP review has been found 
to be less than 50% across primary care practices (56-58). 
Interprofessional collaboration with a clinical pharmacist 
may improve use of risk mitigation strategies for patients 
with CNCP and those receiving palliative care (2). 

A variety of pharmacist-led initiatives have been described 
in the literature, including education on best-practice standards 
and guidelines, safe opioid tapering and discontinuation, 
PDMP review, toxicology testing, educating patients on opioid 
safety, storage, disposal, as well as providing resources for 
addiction treatment (59-63). A reduction in opioid morphine 
milligram equivalents and increase in completion of UDS 
and CSA reviews has been demonstrated from this literature 
(61,62). A model of pharmacist-physician collaboration in the 
management of patients with chronic pain resulted in more 

Table 5 Risk mitigation strategies and role of the pharmacist across care settings

Strategy Community pharmacy Ambulatory clinic Acute care

Assessing risk Utilize screening tools

PDMP Check on each dispense Check before new and chronic prescribing

CSA Ask patients Initiate Uphold

UDS Call prescriber to ask Order Order

Reducing risky combinations Discuss with prescribers Initiate taper; prescribe 
alternatives

Communicate with PCP

Medications for OUD Remove stigma at dispensing Initiate/refer Initiate/refer

Naloxone Co-prescribe and reiterate

Education Counsel on each fill

PDMP, prescription drug monitoring program; CSA, controlled substance agreement; UDS, urine drug screening; OUD, opioid use 
disorder; PCP, primary care provider.
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non-opioid use, switching to buprenorphine for pain, and 
opioid tapering (63).

Among o lder  adul t s  rece iv ing  pa l l i a t ive  care , 
collaboration among the interprofessional team is key to 
implement risk mitigation strategies across care settings 
(7,8,14). Health care professionals that add value to the 
patient-centered team include palliative care specialists, 
cancer specialists, psychologists, addiction medicine, pain 
specialists, pharmacists, nurses, and social workers, among 
others (7,8,14).

Conclusions

Older adults commonly have chronic pain, and management 
of pain is complicated by comorbidities, polypharmacy, and 
adverse effects associated with opioid therapies. There are 
a myriad of risk mitigation strategies to improve safe opioid 
use in older adults among patients with CNCP and those 
receiving palliative care. A multifaceted, comprehensive 
approach should be utilized, particularly as not all older 
adults established on long-term opioids will be able to 
practically manage their pain without them or safely 
discontinue their use. Interprofessional collaboration, 
including with pharmacists and palliative care specialists, 
can be an effective means for implementing such strategies 
to optimize safety of older adults on opioid therapy.
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