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Review Article

Early palliative care and the opioid crisis: ten pragmatic steps 
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Abstract: In palliative care, opioids and other controlled drugs are among the most commonly used and 
important medications. Opioids are associated with significant risk of dependence and misuse. In many 
developed countries, there is an epidemic of prescription opioid misuse and overdose deaths. Palliative care 
has a critical role educating patients about the safe use of opioids, providing universal screening and close 
monitoring, and prescribing opioids appropriately balancing the risks and benefits. This is particularly 
important in the era of early palliative care, when patients have much longer survival and potentially greater 
risk of misuse while on chronic opioid therapy. Here, we provided a critical appraisal of opioid use in the 
context of opioid crisis and early palliative care. We also present a pragmatic 10-step approach for the 
judicious use of opioids.
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Introduction

In late 2017, the United States (US) government declared 
a public health emergency due to steadily growing death 
counts attributed to the current “opioid crisis” (or “opioid 
epidemic”) (1). It had become evident that the liberal and 
rather uncritical prescription of opioids to patients with 
chronic non-cancer pain led to devastating consequences 
for millions of patients and their families (2). At the same 
time, the palliative care needs of patients in early stages 
of incurable cancers and other diseases are increasingly 
recognized, including the need for adequate pain 
management (3). Many cancer patients seen by specialist 
palliative care teams are expected to live considerably longer 
than before in this era of immunotherapy, and some may 
even experience a rather “chronic” course of the disease (4). 

Therefore, cancer and palliative care specialists 
increasingly find themselves in the midst of a dilemma: on 
the one hand, patients with pain demand access to potent 
analgesics such as opioids, and on the other hand, clinicians 
are very much aware of the potential harms of these drugs, 
especially for patients who are expected to live for many 
years and may require constant treatment of their pain 
throughout this period. 

In the current special issue of the Annals of Palliative 
Medicine (APM) on “Clinical challenges and pitfalls of 
early palliative care: must know from other disciplines for 
palliative care specialist,” we will provide state-of-the-
art practice recommendations from the field of addiction 
and behavioral medicine concerning screening for and 
handling of the risks of addiction (non-medical substance 
dependence). Because of the acuteness of the concerns 
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around the use of opioids in early palliative care and in the 
absence of evidence-based-recommendations, the editors of 
the APM decided to provide early practice guidance already 
as part of this editorial.

The past: the crusade against opiophobia

For decades, the palliative care and cancer pain community 
struggled to overcome misperceptions concerning morphine 
and other strong opioids (5,6). The public, as well as 
many physicians, associated criminal, immoral, hedonistic 
or even suicidal behavior with the use of these drugs (5). 
This stigma was not without reason, because especially in 
Europe, the intellectual elites and many physicians had 
massively abused opioids for decades as so called morphinists 
(or cocainists) in the early decades of the 20th century (7,8). 
Additionally, soldiers in World War II and the Vietnam 
War frequently abused opioids, which lead to disastrous 
consequences for the individuals but also their families 
continuing after their return from the war (7,8). Opium had 
also been an everyday drug in the working class for what we 
would consider “chemical coping,” reflected by Karl Marx’s 
famous comparison that “religion is the opium for the 
people.” (9). In addition to issues of abuse, in the cold war, 
“deadly doses of morphine” were suggested in the event of 
nuclear attacks, which drew public attention towards the 
“deadly properties” of morphine and other opioids (10). 
Over time, the pendulum swung towards opiophobia, with 
many clinicians, patients and families concerned about 
opioid use even when appropriate.

The palliative care, hospice and cancer pain communities 
worked hard to overcome the stigmas related to the use 
of morphine to make it available for those who truly and 
desperately needed it as a highly effective analgesic in the 
case of moderate to severe pain that could be directly from 
their cancer or from the therapies intended to treat their 
cancer (11). Their vigorous and often emotional crusade 
to promote access and use of opioids was driven by the 
experience that particularly in patients suffering from severe 
cancer pain opioids were massively underused because off 
physician ignorance, insufficient expertise, or failure to 
recommend this treatment (5,11,12).

The campaign finally let to an alliance of scientific 
associations, healthcare authorities and the pharmaceutical 
industry (1). This is highlighted for example by the 5th vital 
sign campaign of the International Association for the Study 
of Pain (IASP) (1), private public partnerships with the 
pharmaceutical industry (13) and the mantra of some key 

opinion leaders that “nobody has to suffer pain” (14).
As a result of these campaigns, the community even 

introduced having “average prescription of opioids  
per 1 million inhabitants” as a measured quality indicator 
for pain management (15,16). In co-operation with 
pharmaceutical companies, so called “pain free hospitals” 
or even “pain free cities” were demanded, suggesting 
that being free of pain would just rely on adequate opioid  
doses (13,17). 

The present: consequences of opiophilia 

As a result of the originally well-intentioned and 
reasonable campaign described above, the availability and 
prescription of opioids increased considerably over time. 
Meanwhile, in developed countries patients with advanced 
diseases have access to opioids in cases of moderate to 
severe pain, although training in and awareness for pain 
management in many physicians is far from being optimal 
(6,16). Despite the quadrupling of prescribed opioid sales 
in the US, there has not been a change in the overall pain 
Americans report (18).

However, with the pendulum swinging from opiophobia 
to opiophilia in some settings, some physicians have 
adopted a rather liberal attitude of opioid prescribing, 
disregarding the potential harms especially for patients with 
substantial life expectancies or those who are at risk for 
addiction (non-medical substance dependence) (1,2). For 
example, in Canada, 18.7% of non-palliative care patients 
receiving opioids for chronic non-cancer pain exceeded doses of  
400 mg morphine equivalent per day (19). Similarly, Morasco 
et al. (20) reported from a US cohort of non-palliative care 
patients with chronic non-cancer pain that a considerable 
number of patients on opioid-therapy (8.4%) received high 
doses: in the high dose group, the morphine equivalent 
was 324.9 mg/day (SD =285.1) (20). Also, in these patients, 
prescriptions of non-sustained (immediate- or fast release-) 
formulations and also benzodiazepines (30%) further 
aggravated the potential harms concerning addiction, 
diversion and mortality (20). Some opioid advocates from 
the pain and palliative care community who were acting 
as advisors of the Food Drug Administration (FDA) and 
lobbyists even launched trials using rapid onset (RO) fentanyl 
for the treatment of chronic low back pain (21-23).

In the meantime, opioid-associated deaths for example 
in the US increased four-fold from 1999 to 2008 and 
continued to rise thereafter, finally leading to the US 
government declaration of a public health emergency in 
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late 2017 (20,24-26). 

Early palliative care and the prescription of 
opioids: pragmatic guidance for palliative care 
teams

With the absence of evidence-based recommendations, and 
remembering the words of William Osler that “Medicine is 
a science of uncertainty and an art of probability” and that “even 
the best of men must be content with fragments, with partial 
glimpses,” we propose the following 10 pragmatic steps as 
backbone recommendations for the use of opioids in early 
palliative care:

Step 1: admit the problem

Fortunately, in the 21st century we no longer regard pain 
as an existential phenomenon of divine cause (27). Patients 
demand access to adequate pain management including the 
provision of opioids as their “human right” (28,29). 

At the same time, our frequently heard palliative care 
mantra “Neither addiction nor mortality issues are of 
relevance for opioid use” is a result of persisting re-iteration 
of arguments conveyed by key opinion leaders and lobbyists 
that were based on low-quality evidence only (1,22,30,31). 
Addiction is always a potential concern for opioids, although 
some patients may be at higher risk than others.

Step 2: understand the neurobiology of non-nociceptive 
systems

Opioids commonly act via activation of mu receptors along 
the nociceptive pathway, finally resulting in diminished 
pain perception at the somatosensory cortex. Yet, mu 
receptors are also expressed in non-nociceptive structures 
of the brain and other parts of the body, leading to well-
known side effects such as nausea, somnolence and 
constipation. Especially via the limbic system, where a 
large concentration of mu receptors is located, they convey 
positive emotions such as delight, gratification and reward. 
The latter is a central component for the development of 
substance dependence (formerly called “addiction”). While 
analgesic tolerance along the nociceptive system develops 
slowly, tolerance for delight and other positive limbic 
sensations is acquired much earlier. Therefore, reduction 
of mu-associated limbic activity provokes dysphoria. 
Opioids also inhibit the locus caeruleus, which is part of 
the activating reticular system and the largest group of 

noradrenergic neurons in the central nervous system (32). 
Thus, mu-receptor tachyphylaxis and receptor down-
regulation results in symptoms of sympathetic rebound (33). 
It is also of importance to note that especially immediate 
release (IR), intravenous (IV) or RO opioids induce 
substantial reward mechanisms as well as faster tolerance 
on the non-nociceptive pathway. Thus, such forms of 
application demand extreme caution in patients with a long 
life-expectancy and those at risk for non-medical substance 
dependence (see below: Step 5)

Step 3: screening: identify patients at risk

Universal screening for addiction risk can help clinicians 
to tailor the monitoring strategy. The current psychiatric 
classification system (DSM-5) uses the term “substance 
dependence” instead of the older and more common 
word “addiction,” partly in an attempt to decrease  
stigmatization (34). The change of terms inadvertently 
resulted in decreased clarity of the underlying concepts, 
especially when referring to the use of potentially 
therapeutic substances (i.e., opioids) (34). For example, 
with the new definition, physicians can diagnose ‘opioid 
dependence’ based exclusively on symptoms related to 
tolerance, physical dependence and withdrawal (34). Such 
criteria may be helpful for the diagnosis of alcoholism 
or heroin addiction, but in the case of opioid therapy for 
cancer pain, they result in false-positive identification of 
“abusers” and “addicts” (34). 

Instead, the “four Cs” have been proposed by the Liaison 
Committee on Pain and Addiction (LCPA) of the American 
Academy of Pain Medicine (AAPM), the American Pain 
Society (APS) and the American Society of Addiction 
Medicine (ASAM), 

(I) Impaired Control over drug use;
(II) Compulsive use;
(III) Continued use despite harm (Consequences);
(IV) Craving.
No single “C” is diagnostic, and the diagnosis should be 

made from a pattern of behavior over time (35). 
Also, the CAGE-AID questions for the use of both 

alcohol and illicit drugs are frequently recommended (34):
In the past, have you ever:
 Tried to Cut down or Change your pattern of drinking or 

drug use?
 Been Annoyed by others’ concerns about your drinking or 

drug use?
 Felt Guilty about the consequences of your drinking or 
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drug use?
 Had a drink or used a drug in the morning (Eyeopener) 

to decrease hangover or withdrawal symptoms?
One positive response to any of the CAGE-AID 

questions would suggest caution. Two or more positive 
responses require further assessment for a serious alcohol or 
drug problem. 

Also, other behavior may suggest problematic use of 
opioids. Examples include (36):
 Unscheduled visits, phone calls or emergency 

admissions for opioids;
 Self-escalation of opioid dose or usage frequency;
 High or extreme pain intensity with the absence of 

other symptoms or distress;
 Reports of opioids lost or stolen, discrepancies in pill 

counts;
 Formal or informal care givers expressing concern 

over the patient’s opioid use.
In all patients at risk for problematic opioid use, drug 

screening (urine) should also be considered.

Step 4: tapering: do not forget to stop opioids whenever 
possible

Although it is important to initiate opioid therapy in the 
early stages of the disease or even in curative settings, in 
case it is indicated, it must also be tapered and stopped 
when pain relief is achieved. For patients presenting with 
pain that is expected to resolve within a certain timeframe, 
it is important to discuss the goal and duration of opioid 
therapy upfront to set expectations. For example, Kwon 
et al. (37) reported from a cohort of patients who were 
receiving opioids due to pain from curative radiotherapy 
for head and neck cancer that one of three patients was 
still on opioids half a year later and that many of these 
patients were CAGE-AID positive. Thus, it is mandatory to 
schedule regular “opioid-tapering visits” for these patients 
to prevent unnecessary chronification of opioid therapy.

Step 5: monitor over time and consider further surveillance 
measures

If tapering is inadequate or unfeasible, “monitoring and 
mitigation visits” should be scheduled as for example in 
the treatment of chronic pain in cancer survivors (38). 
Here, indicators for aberrant opioid consumption should 
be actively assessed alongside the view of family members 
concerning the opioid (ab-)use pattern of the patient (38). 

If aberrant behavior is observed and the benefits of opioid 
therapy outweigh the risks, measures to increase opioid 
surveillance should be implemented if the decision is to 
continue therapy (38). For example, only small amounts of 
opioids should be prescribed at short intervals and written 
“contracts” with the patient should be pursued (38). Also, 
pill counts should be mandatory, but of course, obtaining 
opioid prescriptions from multiple prescribers/pharmacies 
around the same time (“doctor shopping”) cannot be 
avoided completely, leaving much room for unobserved 
aberrant behaviour (39). Therefore, many regions have 
implemented drug monitoring programs for opioids and 
other controlled drugs to support physicians in the detection 
of opioid abuse issues, but pharmacists often do not feel 
adequately trained (40) and the development of national 
programs is advocated to overcome regional disparities (39). 
Nonetheless, in patients at risk, urine screening for opioids 
and other substances should be performed routinely (41,42). 

Step 6: consider alternative interventions and be aware of 
the psycho-social aspects of pain

Especially in the early, often perioperative setting, the 
provision of regional anesthesia techniques might be helpful 
to avoid IV PCA. Also, non-opioid analgesics and co-
analgesics against neuropathic pain should be considered, 
although the use of pregabalin and other pentanoids can 
also be associated with non-medical substance dependency 
issues (43). In cases of chemotherapy-induced painful 
neuropathy, capsaicin applied locally, acupuncture and anti-
depressants such as duloxetine or amitriptyline (given as 
a co-analgesic against the neuropathic pain component, 
rather than as antidepressants) may be helpful. 

It has long been known that pain has relevant psycho-
social  and spiritual components (total  pain) (44). 
Sometimes, these non-physical dimensions are even 
the main contributor to pain or pain perception. This 
means that sufficient pain management must not rely 
solely on the prescription of drugs (i.e., opioids). Instead, 
close attention must be paid to other causes of suffering. 
Especially in patients when the initial pharmaceutical 
pain management efforts are ineffective, the psycho-social 
dimension of suffering demands close attention. Here, co-
operations between cancer-specialists, psycho-oncologists, 
palliative care specialists and pain services are of the utmost 
importance to navigate the patients and ensure the provision 
of multidisciplinary biopsychosocial rehabilitation, cognitive 
behavioral therapy, mindfulness-based therapy, relaxation 
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techniques, biofeedback, distraction techniques and other 
interventions if indicated (45-47).

Step 7: be cautions with rapid onset formulations

As described above, RO or IR formulations and IV 
injections result in pronounced limbic activity (“reward”). 
This results in a more than fourfold potential of abuse and 
addiction compared to sustained release (SR) opioids (48). 
Yet, it must not be overlooked that SR opioids instead carry 
a higher risk of fatal overdose (49).

Although the World Health Organization recommendations 
for cancer pain management call for opioids “by the need” to 
treat pain episodes, SR or transdermal opioid formulations 
are generally preferred because they allow a more proactive 
approach to pain management and may be associated with 
lower risk of opioid-dependence. RO fentanyl formulations 
(buccal/nasal) and also IV patient-controlled analgesia (PCA) 
should be used for very specific indications and may not be 
appropriate for many patients.

Some authors have also promoted the preferred use of 
methadone or the partial antagonist buprenorphine in these 
patients (36). Yet, the true effects of this approach remain 
unclear.

Step 8: establish structured interdisciplinary collaborations

Especially for patients at risk for non-medical opioid-
dependence and whenever complex psycho- social problems 
are suspected, close co-operations between cancer-
specialists, psycho-oncology, specialist palliative care, 
addictions specialists, chronic and interventional pain 
services are of the utmost importance as described above 
(50,51). To establish an effective network that meets the 
increasing challenges in light of the opioid crisis, workshops 
with the different teams may help to develop a joint agenda 
and a common understanding of best practices and referral 
criteria (who, when, why, what?).

Step 9: start educating patients and staff about the safe 
use, storage, and disposal of opioids

Whenever opioids are prescribed, physicians should 
consider the patients’ social environment to reduce 
substance abuse. Many patients, but also clinical providers, 
do not have adequate knowledge and awareness of how to 
prevent family members or others to access the patients’ 
medication (52). Patients should be educated to never share 

their medications with others and not to take opioids or 
other psychotropic medications not prescribed for them. 
Simple education material have been found to improve 
patients’ understanding of safe opioid use, disposal and 
storage (52). As a minimum, patients should be informed
 To avoid getting opioids from multiple teams of 

prescribers (52);
 To abstain from talking publicly about the controlled 

medication they use (52);
 To abstain from sharing or borrowing their 

medications (52);
 To keep the opioid medications stored in a safe and 

secured place (52);
 To minimize using opioids with other psychotropic 

agents (52); 
 To dispose of medications via normal trash (mixed 

with cat litter or coffee grounds to make them 
undesirable) or flush them down the toilet (52).

Step 10: continue fighting opiophobia

The critical look on the use of opioids, especially in early 
palliative care, must not lead to a relapse of opiophobia. 
This means that depending on the attitudes and expertise 
of their physicians, some patients with severe (i.e., cancer) 
pain, but also with dyspnea are still at risk for not receiving 
opioid therapy as it would be mandatory to achieve adequate 
relief of suffering from their symptoms (6,53). Also, the 
opioid crisis and a more critical view on the potential 
harms of opioids have already led to decreased opioid 
provision in patients for whom such restraints are not at all  
adequate (54). For example, a working group from the 
MD Anderson Cancer Center reported that the median 
opioid daily opioid dose upon referral of patients referred 
to the palliative care clinic almost halved over a five-year 
period, suggesting that oncologists may be less comfortable 
prescribing opioids (54).

Conclusions

Before initiation of opioid therapy in patients in early stages 
of incurable disease and especially in potential long-term 
“survivors,” a number of critical considerations should 
be made. With the 10 steps suggested in this article, the 
authors and editors hope to provide pragmatic guidance for 
palliative care teams, cancer specialists and other disciplines 
for a more deliberate approach of providing pain relief with 
and without opioids in the light of the current opioid crisis. 
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It did not escape our attention, that in many parts of the 
world, the situation is completely different and opioids are 
still insufficiently available even for patients with severe 
pain from advanced cancer (55). 
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