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These medications are commonly used to treat chronic pain, but while data 
prove their efficacy, there are still many clinical caveats to bear in mind,
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B
ack in the early days of civi-
lization, the uses of the opium
plant were known to the
Mesopotamian people, who
thought it had magical prop-

erties that gave it the ability to relieve
pain. Hippocrates sorted the reason from
superstition by dismissing its mysticism
while lauding it as useful for many condi-
tions. Today, we have a clear body of lit-
erature that define both the benefits and
adverse effects of the treatment. But even
though there may be little mystery left
about these treatments, we still find our-
selves facing questions that sometimes
make us wish we could simply use
“magic” as an explanation with patients.

Numerous randomized controlled
studies have demonstrated that, compared
to placebo, opioids offer greater pain relief
for patients with osteoarthritis, post-her-
petic neuralgia, painful diabetic neuropa-
thy, chronic low back pain and cancer-
related pain. A non-controlled study sug-
gested that a subset of patients with chron-
ic headache may respond favorably over
the long-term when treated with opioids. 

The important point made by this
study was that only a relatively small sub-
set of patients (less than 25 percent) con-
tinued to do well on opioids for the three-
year period. Most of the other reported
studies were of a much shorter duration.
These results are consistent for codeine,
oxycodone, morphine, fentanyl, metha-
done and levorphanol among other treat-
ments. 

While opioids have been shown to pro-
vide analgesic benefits that are superior to
placebo treated patients, there are insuffi-
cient data to predict how durable this

response will be for any given patient. It is
not always clear who is an appropriate can-
didate for chronic opioid therapy, especial-
ly among patients with chronic non-cancer
associated pain. Candidates for a trial of
opioid therapy include patients with
chronic pain who continue to suffer despite
treatment with non-pharmacotherapeutic
approaches or a reasonable number of trials
of non-opioid analgesics including neuro-
modulating agents, as well as patients
whose unique situation would contraindi-
cate use of other analgesics.

The key is to emphasize the word
“trial.” While many people may ultimately
benefit from and tolerate treatment with an
opioid, others may not. The treatment
provider must tell the patient that the use
of opioids will be continued only if the
patient experiences meaningful pain relief
with acceptable side effects and without
any other issues occurring that would con-
traindicate continued use, such as misuse
of the medication. 

Collecting Evidence for the Trial
The physician must be able to document
the pain syndrome that is being treated
with opioid therapy, and in some instances
this may require further diagnostic testing.
The specific characteristics of the pain, and
the variability of the pain must be noted.
There are various assessment tools available
to help document the intensity of the pain
(e.g., numerical pain intensity scale) as well
as the interference of the pain on the
patient’s activities of daily living (e.g., brief
pain inventory). The results of prior treat-
ments, the patient’s history of addiction (if
any) and psychosocial history also need to
be explored and documented as well. 

There are a number of tools, including
the SOAPP (Screener and Opioid
Assessment for Patients with Pain), that
are now available to help predict which
patients are more or less likely to be at risk
for aberrant behaviors while using opi-
oids. These should be applied during the
initial evaluation, not after a problem has
arisen. 

Unless the treating physician is appro-
priately trained to do so, patients who
may otherwise be considered appropriate
candidates for opioid therapy but who
have a history of substance abuse or signif-
icant psychosocial issues may be referred
to a specialized pain treatment facility,
which may have more experience with
and may be more comfortable treating
such patients. Any relevant family history
should be noted, and the treatment
provider should document, that upon
considering the benefits and risks of an
opioid trial, the benefits appear to out-
weigh the risks. The rationale for opioid
therapy must be clearly documented, but
this assessment is subject to ongoing
reassessment of the patient and the need
and appropriateness of continuing opioid
therapy.

Conducting an opioid therapy trial
requires the physician to document realistic
treatment goals. These may include suffi-
cient pain reduction, improvement in func-
tion and possibly, if relevant, return to work
by a target date. The patient must be
informed of the potential benefits and risks
as well as what you consider to be appropri-
ate use of and behavior towards the medica-
tion. This can be done in part by having the
patient review and sign a treatment agree-
ment prior to the initiation of the trial. Your
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policy regarding refills and medication dose
adjustments as well as your policies regard-
ing emergency issues can be discussed in
such an agreement. Of course, side effects
must be discussed as well as the need for
regular follow up for ongoing assessment
and reassessment of this therapy. 

Finally, the physician has to discuss the
“exit strategy” with the patient. Before ini-
tiating the opioid trial, you must make it
clear what the guidelines are for continuing
treatment as well as for discontinuing treat-
ment. Patients need to be aware that it may
be necessary to titrate the opioid dose to
achieve the desired analgesic effect, and
that no pharmacologic agent is likely to
completely relieve chronic pain. It may be
necessary to stop the therapy if there is a
lack of significant pain reduction, lack of
functional improvement, intolerable side
effects or persistent patient non-compli-
ance with the regimen.

One Size Fits Someone
Numerous short-acting and longer-acting
opioids are currently available. One’s
choice of a particular opioid may be
based upon the patient’s past experiences,
the patient’s diagnosis and current evi-
dence regarding treatment of such with
specific opioids (if available) as well as the
treatment provider’s own personal experi-
ence with and comfort with the various
agents currently available. Most pain spe-
cialists would advocate using a longer-
acting opioid for patients with chronic
pain. The short-acting medications may
be used to help titrate to an effective dose
of a long-acting agent as well as for break-
through pain. 

Not all longer-acting agents are equal
with respect to their duration of action. For
example, extended-release oxycodone has a
mechanism of action which allows for
approximately 40 percent of the dose to be
immediately released and the remaining 60
percent released gradually over a more
extended period of time; contrast that with
the fentanyl patch, which may provide
analgesia to a patient for 72 hours. Certain

opioids, such as methadone, have unique
pharmacokinetic issues and/or drug-drug
interactions that the prescriber must be
aware of when prescribing.

Reassessing the patient between pre-
scription refills involves noting the pres-
ence or absence of analgesia, any function-
al improvement or lack of such, the pres-
ence or absence of adverse effects (and
treatment of them) as well as the presence
or absence of aberrant drug-taking behav-
iors. If there is insufficient pain relief, the
opioid dose can be increased or the opioid
itself rotated to a different one due to
incomplete cross-tolerance among various
opioids. Adverse effects must be aggressive-
ly managed. 

The treatment provider must also be
aware of the difference between physical
dependence, tolerance, pseudotolerance,
addiction and pseudoaddiction when
screening the patient for aberrant behav-
iors. Urine drug testing must be considered
to help to ensure the patient is actually
using the prescribed medication. Ulti-
mately, the treatment provider needs to
determine at the end of the reassessment
visit whether the opioid therapy should be
continued or if the time has come to imple-
ment the exit strategy.

Even though we have progressed from
scraping out opium poppy resin with
bronze knives to creating pharmacologi-
cally balanced pills with a controlled
amount of active ingredient, treating
chronic pain with opioids is almost as
much of a challenge now as it ever was.
We may know the actual mechanism of
action for each medication, which is
much better than attributing relief to
magic as the ancient Sumerians did, but
how to optimize therapy for patients
remains a developing science. PN
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