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When considering chronic opioid therapy (COT) for chronic noncancer pain, it has been proposed 
that it is prudent to contemplate 4 questions which may be useful and influence medical decision 
making (1):

1. What is the conventional practice?
2. Are there reasonable alternatives to COT?
3. What is the risk of adverse events?
4. Is the patient likely to be a responsible drug-taker? 

Question 4 – (Is the patient likely to be a responsible drug-taker?) has received a lot of attention as well as a 
number of articles in the literature, including multiple tools designed to help clinicians “predict” whether an in-
dividual patient is likely to be a responsible drug-taker (2-6). Clinicians attempting to predict which patients may 
have a higher risk of exhibiting aberrant drug-related behavior on COT may be aided by: ORT (7), SOAPP-R (8), 
DIRE (9), DAST (10), SISAP (11), and clinical interview (12,13), especially with significant self-reports of craving for 
opioid medications (14). As far as following a patient’s adherence to the care plan, urine drug screening may be 
invaluable (15-19).Overall, opioids have been demonstrated to have some degree of efficacy for noncancer pain-
ful states (20-23). However, it seems that there is a relative scarcity of literature addressing the first question (e.g., 
what painful noncancer  medical conditions are considered better suited for chronic opioid therapy and what 
painful noncancer medical conditions are considered less well-suited for chronic opioid therapy).  This distinction 
may hold particular clinical significance, since definite methods exist that allow clinicians to predict which patients 
might be more likely to respond to opioids.  Baseline pain intensity does not predict the outcome after an ap-
propriate opioid titration (24). Kalso and colleagues (25) found no clear pattern of baseline pain (type or severity) 
or patient characteristics emerged that could be used to predict responders before the start of opioid treatment. 
However, a  one month trial period appears sufficient to determine response and tolerability in most cases (25).

Eisenberg and colleagues’ (26) study used both static and dynamic quantitative sensory testing (QST) on 40 
healthy volunteers in order to test whether this methodology can predict the analgesic effects of oral oxycodone, 
as compared to a placebo, on latency to onset, pain intensity, and tolerance to the cold pressor test (CPT). The 
static QST results showed that heat pain thresholds predicted the magnitude of reduction in pain intensity in re-
sponse to oxycodone treatment [F(1,22) = 5.63, P  = 0.027, R(2)=0.17] (26).  The dynamic QST results showed that 
temporal summation (TS) predicted the effect of oxycodone on the tolerance to CPT [F(1,38) = 9.11,  P = 0.005, 
R(2) = 0.17 (26).  These results suggest that both 
static and dynamic QST have the potential to be 
useful in the prediction of the response to opioid 
treatment (26).

In an attempt to help primary care prescribers 
determine if their opioid prescribing habits were 
“usual”/average or a bit out of range of average 
(beyond 2 standard deviations of the mean opioid 
dose), --- Passik and Kirsh (27) published a sche-
matic meant to help primary care physicians with 
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Question 2 pertains to ⇒ Activities of daily living?
(Are there any nonopioid strategies which may 

lead to the patient’s being more functional?
Question 3 pertains to ⇒ Adverse Effects
(Factors which may increase the potential risk of 

patients experiencing adverse effects)
Question 4 pertains to ⇒ Aberrant drug-taking 

behaviors
(Patients which may be at risk of exhibiting aber-

rant drug-taking behaviors may include: younger pa-
tients, patients who have contact with nonmedical us-
ers, patients with active psychiatric or substance abuse 
issues.)

Headache remains a painful condition where the 
medically indicated use of COT continues to be con-
troversial.  No consensus exists on headache-specific 
guidelines with respect to selecting patients for COT. 
However, it appears that a select and very limited group 
(estimate of 10-20%) of refractory headache patients 
who meet criteria for COT respond with convincing 
headache reduction and functional improvement over 
the long-term (32). Medical conditions to the right of 
headache may be considered by some to be within the 
range of “conventional practice.” Medical conditions to 
the left of headache in Fig. 1 may be considered less 
well-suited for COT than medical conditions to the right 
of headache.

Although there is no significant robust evidence 
that opioids are less well-suited for the pharmacologic 
treatment of fibromyalgia, in the anecdotal experience 
of the author typical opioids tend to suboptimal anal-
gesia in a majority of fibromyalgia patients. Using posi-
tron emission tomography, Harris and colleagues (33) 
demonstrated that fibromyalgia patients have reduced 
mu opioid receptor binding potential within several 
brain regions associated with pain modulation, includ-
ing: nucleus accumbens amygdala, dorsal cingulate, 
and striatum. These findings suggest that endogenous 
opioid analgesic activity in fibromyalgia patients may 
be normal or increased. Thus, intuitively administering 
exogenous opioids to fibromyalgia patients may not 
be all that fruitful in providing analgesia. Moreover, 
Younger and Mackey (34) conducted a pilot study and 
concluded that low-dose naltrexone hydrochloride may 
be an effective treatment for fibromyalgia, however, 
they attributed the beneficial effects of naltrexone to 
actions other than its “antagonistic” interaction with 
the mu opioid receptor. Similarly, low-dose naltrexone 
for irritable bowel syndrome (35). 

Myofascial pain may respond to “local” therapy, 

opioid prescribing which they refer to asopioid pre-
scribing “in and out of the box.”. Again, like the first of 
the 4 questions discussed above, Passik and Kirsh (27) 
highlight “conventional practice” as one of their fac-
tors contributing to opioid prescribing “in or out of the 
box.” Smith and colleagues (28) also noted that pain or 
painful conditions that are poorly responsive to opioids 
may predispose to opioid prescribing “out of the box.” 
Smith also noted that there may be many factors which 
may contribute to variation in opioid responsiveness 
(29,30), however, it does appear that certain pains or 
painful conditions may be better suited for opioid than 
others. Cancer and perioperative pain were “in the 
box” and pain syndromes in which opioid use is consid-
ered controversial was “out of the box.”

The schematic in Fig. 1 was developed  in an ef-
fort to shed light on which medical conditions may be 
considered more “conventional” to be treated with 
chronic opioid therapy and for which conditions that 
COT may be considered prescribing “out of the box.” 
This schematic is based purely on one factor (medical 
condition) and is entirely biased. Obviously many other 
factors need to be taken into account when considering 
whether to initiate chronic opioid therapy for a particu-
lar patient.

A medical condition which tends to be less well 
suited for treatment with COT than other conditions 
is usually because of a higher risk for adverse effects 
with COT or perhaps due to a lower chance of achiev-
ing adequate analgesia. Every patient is different and 
there are many patients who have medical conditions 
that may be less well suited for COT, but who are doing 
very well on chronic opioid therapy, so that Fig. 1 is only 
meant to be a rough global guide in an attempt to aid 
primary care physicians who do not have significant ex-
perience in pain medicine. Figure 1 represents a rough 
overview of one factor (medical condition) that may be 
considered when clinicians are weighing the risks ver-
sus benefits of initiating COT in an individual patient. 
Additionally, because of the dearth of robust evidence, 
the “suitedness” of various medical conditions for COT 
is entirely biased and largely represents the beliefs and 
experience of the author.

These 4 questions may appear to somewhat “match 
up” with the “four A’s”, ---a mnemonic for following 
various domains of outcome of management with COT, 
developed by Passik and Weinreb (31).

Question 1 pertains to ⇒ Analgesia
(Is there a high chance of achieving adequate an-

algesia with COT)



Fig. 1. Spectrum of  “suitedness “of  COT for specific medical conditions
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including: site-specific needle stimulation of peripheral 
points (acupuncture, dry needle therapy), injection of 
agents such as local anesthetics or botulinum toxin, 
electrotherapy, cryo/heat therapy, manual therapy/man-
ual release techniques, biofeedback, exercise, massage, 
therapeutic ultrasound, and spray and stretch tech-
niques (36,37). There is a dearth of evidence for phar-
macologic intervention in the management of myo-
fascial pain; however, in spite of insufficient evidence, 
anecdotal experience may suggest that it is conceivable 
that agents such as muscle relaxants (e.g., cyclobenza-
prine, baclofen, tizanidine or phenadrine) and antide-
pressant medications may provide some benefit to a 
small subset of patients with refractory myofascial pain 
(38-40). Opioids have not been shown to be effective 
for myofascial pain. 

Opioids have been shown to be effective analge-
sic agents for patients with neuropathic pain (41,42). 
However, neuropathic pain in general overall tends to 
be less responsive to opioids than nociceptive pain (43), 
although not all studies would support this (41,3044 is 
this supposed to be a reference number or numbers? 

Furthermore, in contrast to Eisenberg et al (42), Smith 
and Meek (45) have published that central neuropathic 
pain may tend to be less opioid responsive than periph-
eral neuropathic pain. Also, within central pain states, 
Smith and Meek (45) proposed that supraspinal central 
neuropathic pain may be less opioid responsive than 
spinal central neuropathic pain (Fig. 2).

Despite that opioids are appropriately used to pro-
vide analgesia for refractory human immunodeficiency 
virus (HIV) painful syndromes, clinicians need to be cau-
tious and consider the potential that opioids may af-
fect or interact with antiretroviral therapy (46), affect 
HIV progression (47), or actually/facilitate or enhance 
nociceptive processes involved in contributing to pain 
in HIV-related pain states, and may provide suboptimal 
analgesia (48).  

It has been suggested that patients with severe 
borderline personality disorder (BPD) symptoms (self-
regulation deficits) are less suitable candidates for 
chronic opioid therapy; particularly those individuals 
with concomitant past histories of substance abuse and 
addiction (49,50). A 7-year follow-up study by Links et 



Fig.2. Relative opioid responsiveness of  different categories of  neuropathic pain
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al (51) indicates that in comparison with individuals 
with substance abuse alone, those with both substance 
abuse and BPD demonstrate higher levels of borderline 
personality psychopathology, self-destructive behavior, 
and suicidal ideation/behaviors.

White and colleagues (52) reviewed pain manage-
ment in fulminating ulcerative colitis and stated that 
morphine is contraindicated in children with toxic 
megacolon (52), at least in part due to its detrimental 
effects on gastrointestinal transit.

Next clinicians may consider question 2: Are there 
reasonable alternatives to COT? There are many treat-
ment strategies/approaches to ameliorate chronic pain, 
including: surgical, interventional (minimally-invasive/
procedural/injections), pharmacological nonopioidan-
algesics and co-analagesics/adjuvants (e.g., acetamino-
phen, nonsteroidal anti-inflammatory drugscortico-
steroids, antidepressants antiepileptic drugs, muscle 
relaxants, alpha-2-agonists, n-methyl-d-aspartate an-
tagonists) (53), behavioral therapy/techniques, physical 
medicine approaches, complementary and alternative 
approaches (e.g., acupuncture), and neuromodulation 
approaches (e.g., transcutaneous electrical nerve stimu-
lation [TENS], spinal cord stimulation).

The third question that clinicians may consider 
when deciding whether to initiate chronic opioid ther-
apy is: What is the risk of adverse events? There are 

multiple factors which may predispose a patient to a 
higher risk of experiencing opioid adverse effects or to 
a specific opioid adverse effect (54,55). Some of these 
factors include the same factors that may contribute to 
individual variations in opioid analgesic effectiveness 
(30). Individual pharmacogenomic differences in the 
metabolic machinery that patients possess (e.g., poor 
metabolizers) may affect the concentrations of opioid 
that ultimately reach the target receptors (29). Addi-
tionally, certain patients may inherently be more sensi-
tive to a specific opioid’s adverse effect (e.g., a patient 
with a history of motion sickness being at higher risk of 
opioid-induced nausea/vomiting).

Other factors that may predispose patients to a 
higher risk of experiencing opioid adverse effects in-
clude: drug-drug interactions, organ impairment, con-
comitant use of medications (e.g. anticholinergic agents 
[constipation]), benzodiazepine therapy (respiratory 
depression), certain comorbid medical conditions (e.g., 
severe cardiopulmonary compromise [decompensated 
heart failure], obstructive sleep apnea), rapid titration 
of inappropriately selected opioids, and lack of prophy-
lactic measures to combat specific adverse effects (e.g., 
no senna therapy to prophylax constipation) (Fig. 3).

Despite the fact that many years ago morphine 
was considered one of the standard treatment op-
tions for acute decompensated congestive heart fail-
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ure, Peacock et al (56) warned of the dangers of mor-
phine therapy in acute decompensated heart failure. 
Their retrospective review of nearly 150,000 patients 
revealed an increased risk of mortality with an odds 
ratio of 5, despite extensive risk adjustment. They con-
cluded that a prospective trial is needed. A retrospec-
tive study showing an association between morphine 
use and mortality is not proof of causation, but there 
is minimal evidence of any benefit from using mor-
phine in heart failure (57). A review from 2004 found 
no evidence supporting the beneficial use of morphine 

in heart failure and 2 smaller retrospective studies sug-
gest an association with harm (58).

Opioids may affect sleep-related breathing disor-
ders (59-67), thus it appears that opioid analgesics are 
not particularly well suited for patients with obstructive 
sleep apnea, especially for patients on chronic benzodi-
azepine therapy (68).

Although some of the views presented above are 
extremely biased and unsubstantiated, it is hoped that 
clinicians can gain a greater appreciation of some of 
the many issues to consider when prescribing opioids.

Fig.3.  Factors which may increase the risk of  opioid adverse effects
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