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Confused about the difference between long-acting, short-acting and rapid-onset opioids? 
Here’s a look at their clinical efficacy and role in patient management.

P
ain is the most common rea-
son individuals seek medical
assistance in the United
States. An estimated 50 mil-
lion people in this county

experience chronic pain, with an annual
overall cost to our economy of $85-90
billion. Fortunately, numerous therapies,
both pharmacologic as well as non-phar-
macologic, are available to treat various
chronic pain disorders. 

While acute pain is considered pain of
relatively brief or short duration and may
actually be considered biologically useful
as a symptom of a disease or injury,
chronic pain—often described as pain
beyond the time of normal healing or
pain which persists beyond three
months—is considered maladaptive and
serving no useful biological function.
Examples of common chronic pain syn-
dromes include: osteoarthritis, low back
pain, headache, cancer-related pain and
neuropathic pain. 

This article will focus on the use of
one class of pharmacotherapy—opi-
oids—in the management of chronic
pain, and the issues that arise when
choosing among the currently available
long-acting, short-acting and rapid onset
opioids on the market. Recognizing these
as available tools for patient manage-
ment, the prescriber must tailor his/her
use of such agents to the specific needs of
specific patients.

Consider this typical case: Greg is a
56-year-old male with chronic lumbar
radicular pain following multiple spinal
surgeries and a painful diabetic neuropa-
thy affecting both lower extremities.
Having failed reasonable attempts at

non-opioid analgesia, you are consider-
ing prescribing an opioid analgesic for
him. What steps might you consider in
doing so?

A Personalized Approach
The first step in treating chronic pain is a
comprehensive pain assessment that
includes as precise a diagnosis as possible,
a history (including past medical history)
and physical examination, the comple-
tion of appropriate laboratory and imag-
ing studies, reviewing any history of sub-
stance abuse or aberrant drug taking
behaviors, and psychosocial comorbidi-
ties. Many specialized clinical tools are
available for pain assessment. Examples
include unidimensional scales such as the
visual analog scale (VAS), verbal rating
scale (VRS), numerical rating scale
(NRS) and the faces scale. One of these
should be used when evaluating and
planning treatment for someone with
chronic pain. 

Multidimensional tools provide for a
more detailed description of the chronic
pain with emphasis placed on the effect
of the pain on one’s ability to function.
Examples include the brief pain invento-
ry (BPI), the initial pain assessment
inventory (PAI) and the McGill Pain
Questionnaire (MPG). The BPI in par-
ticular may be useful as it provides a great
deal of information regarding the inter-
ference of pain on one’s activities but can
be completed quickly by the patient.  

Validated written instruments to
assess the specific risks of prescribing opi-
oids (misuse, abuse, diversion) include
the opioid risk tool (ORT) as well as the
Screener and Opioid Assessment for

Patients with Pain (SOAPP).
The bottom line: just as health care

providers would not prescribe treatment
for hypertension without assessing and
reassessing blood pressure, we cannot
prescribe pain therapies and specifically
opioids without the assessment and
reassessment of the patient’s pain.
Equally important, the results of such
ongoing assessment must be documented
as clearly as possible. Analgesia, adverse
effects, activities of daily living and aber-
rant drug taking behaviors will need to be
assessed and documented on an ongoing
basis when prescribing opioids for poten-
tially long-term use in a chronic pain
patient.

When opioid therapy is initiated, it is
vital that the prescriber make clear to the
patient that while pain relief and func-
tional improvement are appropriate goals
in pain management, there is no guaran-
tee that a patient’s use of an opioid will
result in such, that unacceptable adverse
effects might occur making such therapy
unsustainable, and/or that certain patient
behaviors might preclude continuing
such treatment. Thus, pain management
but not use of opioids per se (unless
appropriate) should be emphasized from
the beginning of treatment. A written
treatment plan and controlled substance
agreement may be helpful to address
these issues with the patient.

The Long and Short of It
Following an appropriate assessment of
the patient, you have made the decision
to treat your chronic pain patient with an
opioid analgesic. All treatments, opioid
or otherwise, should be viewed in the
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context of a treatment trial—it is not
known a priori if the treatment will be
effective or not. Most often, an opioid
trial in an opioid-naïve patient is initiat-
ed with short-acting opioids. The plan
should be to titrate the dose of such ther-
apy over a period of days to weeks until a
state of optimal analgesia balanced with
acceptable adverse effects is achieved. The
prolonged effects of long-acting agents
for an opioid-naïve patient may result in
protracted adverse events; this should
especially be considered when initiating
opioid therapy in an older patient. 

For patients who are already using
short-acting opioids, the optimal opioid
regimen for them might include both
long-acting and short-acting agents, with
the latter reserved for use as rescue med-
ication until a level of acceptable analge-
sia has been reached with the long-acting
agent. Even with optimal use of a long-
acting agent, intermittent exacerbations
of pain may occur quite often because of
an increase in activity due to the benefit
of the long-acting agent, thus requiring
additional pain medication to maximize
analgesia. Thus, there is a real potential
for a patient with chronic pain to require
both long-acting and short-acting opi-
oids for an optimal analgesic treatment
outcome. 

Formal data are lacking to support the
often published recommendation that an
entire opioid regimen should be merged
or consolidated into long-acting agents
given at defined intervals. Nevertheless,
this recommendation is often made to
improve patient compliance with a par-
ticular regimen, as well as to minimize
maladaptive behaviors such as “clock
watching” and others when short acting
agents are used exclusively. The prescriber
needs to be aware that while there may be
an occasional patient who benefits suffi-
ciently from the use of a long-acting
agent only, there are also patients who
benefit most from exclusive use of a
short-acting regimen. Concerns about
pharmacologic tolerance when only

short-acting opioids are used have been
raised in light of animal studies which
support such concerns but there is little
evidence to make that conclusion in
humans.  

It is also important to emphasize that
the use of the term “long-acting opioid”
is potentially problematic. Why? Because
there is clear evidence that not all suppos-
edly long-acting opioids are all that long-
acting. For example, certain preparations
of long-acting morphine truly have a
duration of action of as long as 12-24
hours (e.g., Kadian 12-24, Avinza 24);
however, another preparation (MS
Contin), although officially FDA
approved as an every 12 hour agent,
rarely lasts more than eight hours in my
clinical experience.  Oxycodone ER
(Oxycontin) has an approximate 40 per-
cent immediate release component as
well as in my experience prescribing
needs of every eight hours instead of the
FDA approved every 12 hours.

Methadone and levorphanol are com-
monly thought of as long-acting agents
but patients often derive no more than
several hours of benefit from these. The
fentanyl patch (Duragesic), while indi-
cated for use every 72 hours, commonly
needs to be changed by patients every 48
hours in my clinical experience. The
most recently approved “long-acting”
opioid, Opana ER, thus far appears to
last for the FDA indicated 12 hours;
however, it remains to be seen if this will
continue to be the experience after more
patients have used it. The take home
message? Know the limits and properties
of the agents being prescribed and use
this information to better use the avail-
able opioid pharmacologic agents.

Opioids that are not long-acting are
often categorized into short-acting agents
and rapid-onset opioids. Commercially
available oral short-acting opioids in-
clude morphine sulfate (tablet/liquid),
hydromorphone, oxycodone (alone or in
combination with acetaminophen, ibu-
profen or aspirin), hydrocodone (only in

combination with acetaminophen,
ibuprofen), oxymorphone and codeine.
A major metabolite of tramadol is con-
sidered to have weak opioid activity.
Meperidine, which in the past has been
used as a parenteral opioid, is also avail-
able as an oral agent; however, this agent
is poorly absorbed and its use is generally
discouraged by most pain specialists due
to this property as well as the potential
for significant neurological adverse
effects. 

Of note is that one of these agents, the
current short-acting preparation of oxy-
morphone, has a half life of 7-9 hours
and a median time to peak concentration
of 30 minutes. This could be an impor-
tant pharmacokinetic consideration if
your goal in managing your patient is to
provide a short-acting agent with a fairly
rapid onset and a fairly long duration of
action. 

Two oral rapid-onset opioids are cur-
rently commercially available: oral trans-
mucosal fentanyl citrate (OTFC) and
fentanyl buccal tablets (FBT). Fentanyl is
a highly potent opioid whose pharmaco-
kinetics result in rapid analgesic onset
following oral transmucosal delivery.
Each of the two rapid-onset opioids are
approved to treat cancer-related break-
through pain. Use of these agents does
not require that they be swallowed. For
certain populations this may be a notable
advantage.

In summary, successfully treating a
chronic pain patient with chronic opioid
therapy requires that the prescriber be
aware of the available long-acting, short-
acting and rapid-onset opioid prepara-
tions so that these can used in a manner
that best fits the individual needs of the
individual patient. Keep in mind that no
two patients are identical. PN
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