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Despite many assumptions about the respective benefits of different opioid formulations,
the data are limited. 

Y
ou have previously evaluated a
56-year-old patient with a
pain in both lower extremities
due to diabetic neuropathy.
She is a practicing attorney

with a history of Diabetes Mellitus Type
2, a cholycystectomy and hypertension.
She has no personal or family history of
substance abuse and she neither uses
tobacco nor regularly drinks alcohol.  She
is married and has two grown children.
Her last Hemoglobin A1c, one month
ago was 6.4.  You have previously treated
her with amitriptyline, duloxetine,
gabapentin and pregabalin and she is cur-
rently using nortriptyline at a dose of
75mg each evening.  

She functions but with pain, usually
rated as 7/10. Without the nortriptyline
her pain level had been 9/10 and the
other medications used were either not
helpful or poorly tolerated. She has used
alpha lipoic acid without success and she
exercises daily. Prior electrophysiological
testing confirms the presence of a senso-
rimotor primarily axonal neuropathy
affecting both lower extremities. You
place her on an opioid analgesic—initial-
ly a short acting agent—and after she
does well, noting tremendous improve-
ment in her pain level (now 3/10), you
prescribe a long acting opioid. After mul-
tiple dose titrations, she concludes that
she was better off taking the short acting
opioid and wants you to prescribe that
for her. What is your response?

When to Use Long- and Short-
Acting Opioids 
If a patient is considered an appropriate
candidate for an opioid analgesic, how

do we as physicians choose and what
evidence specifically regarding the dif-
ferences in response to short and long
acting preparations can we consider as
we make our decision?  We have to
choose among a number of available
agents with differing pharmacodynamic
(PD) and pharmacokinetic (PK) charac-
teristics.  Our choice may impact upon
the expected duration of analgesia, the
frequency of dosing, possibly the
adverse effects experienced, and even
treatment adherence. 

Noting that there is mu receptor sub-
type variability may help us to appreci-
ate the variability that different patients
may experience when prescribed an opi-
oid analgesic. This may even include
how quickly a patient may develop tol-
erance to a particular regimen. Thus,
this variability should be anticipated
when prescribing opioid analgesics. 

Opioid analgesics have been proven to
be effective in relieving moderate to
severe pain associated with many chronic
pain syndromes, including painful dia-
betic neuropathy. This month’s column
will focus on the decision to prescribe
short acting opioids, eg. those agents
with a relatively quick onset of action and
PK profile that would suggest limited
duration of benefit vs. long acting opi-
oids, eg. those agents with generally a
longer duration of action but also a PK
profile that would generally allow for a
greater duration of benefit for the
patient. Are you surprised that this
patient prefers the short-acting opioid?

The PK profiles of long acting opi-
oids result in less frequent dosing than
that typically seen for a short acting opi-

oid. For example, long acting opioids
are typically dosed at an every eight to
72 hour dosing interval, depending of
course on the individual agent. It has
been suggested almost as conventional
wisdom that long acting opioids are
most effective for patients with consis-
tent pain levels. Yet, the evidence-basis
for this concept is not strong, and
appropriate selection relies strongly on
our clinical judgment and an individual
evaluation of each individual patient.
Several long acting opioids are formulat-
ed specifically to maintain drug levels
and analgesia through a modified release
of the active agent, which provides more
stable drug concentrations than short
acting preparations and prolonged plas-
ma drug levels. Long acting opioids may
offer the potential for acceptable treat-
ment adherence as a result of the likely
more convenient dosing schedule and
avoidance of patient “clock-watching”
between doses, but little published evi-
dence addresses this claim. 

In obvious contrast, short acting opi-
oids typically are often dosed every three
to six hours.  They are often used for
acute pain as well as during initial dose
titration when the goal ultimately may
be to use a long acting opioid for a
patient. A subset of this group of opioid
analgesics is known as rapid-onset opi-
oids. These are taken as often as every
one to two hours as rescue medication
for breakthrough pain (BTP), which is
defined as sudden, severe flares of pain
that occur against a backdrop of well-
controlled baseline pain. The PK profile
of rapid onset opioids provides for quick
onset of action and allows for improved
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management of sudden and
intense episodes of pain. 

Despite the often touted
benefits of long acting opi-
oids over short acting opi-
oids for chronic pain man-
agement, a dearth of stud-
ies have actually compared
the long acting opioids
with the short acting opi-
oids directly, and most
importantly there is no
clear unbiased evidence in
the medical literature that
demonstrates more or less
benefit for either type of
opioid in relation to anal-
gesia, functionality, QoL,
or aberrant behaviors. In a
study comparing con-
trolled-release (CR) oxy-
codone administered every
12 hours with immediate-
release (IR) oxycodone/
acetaminophen dosed every
six hours in 167 subjects
with chronic osteoarthritis
the results demonstrated no
significant differences
between the treatment
groups in lowering of pain
scores. 

In another study of CR versus IR
oxycodone, similar analgesic efficacy
was observed over 10 days of treatment
in 47 patients with chronic back pain.
In two additional studies, comparing
four-times-daily oxycodone IR with
twice-daily oxycodone CR in patients
with cancer pain and low back pain,
each study concluded that both formu-
lations were able to help patients
achieve levels of consistent analgesia in
more than 80 percent of patients.

Several published reviews of the use
of opioid analgesics also fail to identify
clear differences in benefit between long
acting and short acting opioids. One of
these reviews, which focused on the effi-
cacy and safety of these groups of agents

in noncancer pain, examined 16 ran-
domized trials and eight observational
studies, which together provided data
on more than 2,500 patients. There was
no evidence to suggest or support that
one class was more effective or safe than
the other. 

Few contest the efficacy of opioids in
relieving pain for many patients with
chronic pain but many question the rel-
evance of published clinical trial data in
the routine and often long-term man-
agement of chronic pain.  Recently, even
cancer pain researchers were surprised to
find in a study of patients with cancer
pain that patients preferred to use opi-
oids on an as needed basis as opposed to
on an around the clock basis.

Individualized Care
The lack of conclusive find-
ings as noted above truly
emphasizes the need for indi-
vidualization of care for each
patient, as no logical, cogent
and evidence-based argument
can be made that one or
another type of opioid is gen-
erally more effective. The lack
of a consistent evidence base
requires a flexible individual-
ized approach that tailors
choice of opioid formulation
to individual needs, goals,
clinical context, and social cir-
cumstances. Such a flexible
approach allows this type of
therapy, so commonly pre-
scribed, to be more beneficial
to patients. 

A comprehensive patient
assessment plays a pivotal role
in choosing the right opioid
for a patient. There are, with-
out doubt, certain patient
groups in whom it would be
preferred to prescribe only
long acting preparations due
to specific substance misuse or
other issues. Finally, empirical
observation suggests that indi-

vidual patients with chronic pain may
have specific preferences based upon
their own experiences for either a long
acting opioid or short acting opioid.
These preferences should be acknowl-
edged and respected to the fullest extent
considered medically appropriate for
that patient.

So what do you think about the
patient’s request? Is it appropriate?  How
would you respond to the patient initial-
ly presented?  PN
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