
T
hree new medications were
approved by the FDA for the
treatment of chronic pain dur-
ing the last months of 2004.
Two were oral medications

and that the third can only be adminis-
tered intrathecally. Right now, that is
practically all the definite information we
have on these treatments. While the data
from earlier studies suggest the strengths
of these drugs and addresses most safety
concerns, there are still many questions
that need to be answered. This month’s
column will briefly review each of these
new agents—Cymbalta (duloxetine),
Lyrica (pregabalin) and Prialt (zicon-
otide)—and suggest their potential roles
in the future management of chronic
pain based on the present information
available on each.  

DPNP Pill 
Duloxetine has been FDA approved for
the treatment of diabetic peripheral neu-
ropathic pain (DPNP).  It’s particularly
interesting to note that at present neither
of the two pivotal trials leading to its
FDA approval for DPNP have been pub-
lished in a peer-reviewed journal.  One
month before its approval for DPNP,
duloxetine was FDA approved for the
treatment of major depression in adults
over age 18.  

This drug is a dual reuptake inhibitor
of both serotonin and norepinephrine.
There are no published data currently
available which suggest any other signifi-
cant neurotransmitter/receptor effects.
Its potential role as an analgesic became
apparent when it was observed that
painful physical symptoms in depressed

patients lessened when using duloxetine
in initial trails of patients with major
depressive disorder.  

Two randomized, placebo-controlled
studies designed to examine the effect of
duloxetine in the treatment of pain asso-
ciated with diabetic neuropathy have
each concluded that at doses of 60mg
daily or 60mg twice daily, duloxetine
exhibits significant improvement com-
pared to placebo on the 24-hour average
pain severity when measured on an 11-
point Likert scale.  

Duloxetine was also superior to place-
bo on most secondary measures, such as
the severity of sensory descriptors on the
sensory portion of the short form of the
McGill Pain Questionnaire and the Brief
Pain Inventory. No significant differences
were seen between the 60mg/day and
60mg twice-daily groups on pain relief;
however, as one might suspect, the larger
the dose, the more likely side effects were
to be experienced.  The most common
ones include nausea, somnolence, dizzi-
ness, constipation, dry mouth and
increased sweating.  

No laboratory testing is required for
patients taking this medication.  There
was no significant effect on serum glu-
cose.  The labeling includes a  black box
warning typical of all antidepressants at
this time, as mandated by the FDA in
view of the link between certain antide-
pressants and suicide or clinical worsen-
ing is in the package insert.  One should
expect a clinical effect at 60mg/daily
within two weeks of use, and it can be
started at 60mg/day or at lower doses.  It
is metabolized through the cytochrome
p450 system, is contraindicated in

patients with end-stage renal disease and
should not be used in patients with liver
function abnormalities.

No Data on the Unresponsive
The FDA approved the use of Lyrica
(pregabalin) for the treatment of neuro-
pathic pain associated with diabetic
peripheral neuropathy and postherpetic
neuralgia in December 2004.  

Both pregabalin and gabapentin’s
mechanism of action are believed to work
through the medications’ effect on the
alpha-2-delta subunits of voltage sensi-
tive calcium channels. Compared to
gabapentin, the doses of pregabalin are
much lower as the result of its more
direct gastrointestinal absorption when
administered orally.  

As of this writing, the final package
insert is not available. The product
should be available after the DEA com-
pletes a review of pregabalin; for reasons
that have yet to be fully elucidated, the
company indicates that it expects DEA to
classify the gabapentinoid as a controlled
substance.

Six double-blind, placebo-controlled
trials—three involving patients with neu-
ropathic pain associated with diabetic
peripheral neuropathy and three involv-
ing patients with neuropathic pain asso-
ciated with postherpetic neuralgia—indi-
cate that pregabalin provided rapid and
clinically meaningful pain reduction in a
significant portion of patients, with pain
relief beginning as early as the first week
of treatment in some patients. 

The studies lasted up to 12 weeks,
with the agent showing sustained anal-
gesic effects. The most common adverse
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effects associated with pregabalin includ-
ed dizziness, somnolence, dry mouth,
peripheral edema, blurred vision, weight
gain and difficulty with concentration or
attention.

It is almost certain that, since different
doses of pregabalin were studied in
patients with diabetic peripheral neu-
ropathy and postherpetic neuralgia, the
final package insert will suggest different
doses for each of these conditions. 

One other important point for each of
these six clinical trials is that one of the
exclusion criteria was unresponsiveness to
prior treatment with gabapentin.
Therefore, if a patient were responding
well to gabapentin, we still do not know
what the reason would be to switch to
this new agent and, if the patient has not
responded to gabapentin, what would be
the basis for switching to this medication.
The clinical role of this new medication
will most likely be determined in practice
rather than controlled trials.

Only for Severe Chronic Pain
Prialt (ziconotide) was also FDA
approved in December 2004.  It is a med-
ication which can only be used intrathe-
cally, and is “indicated for the manage-
ment of severe chronic pain in patients
for whom intrathecal (IT) therapy is war-
ranted, and who are intolerant of or
refractory to other treatment, such as sys-
temic analgesics, adjunctive therapies or
IT morphine,” according to the approval
letter. This gives an indication of is the
risk/benefit trade-offs involved. 

Prior to the approval of ziconotide,
only morphine was FDA approved as an
intrathecal analgesic.  Its efficacy has
clearly been determined in a number of
studies of patients with cancer and non-
cancer related pain; however, the release
of this medication comes with a clear
black box warning as well in light of its
potential side effects:  “Severe psychiatric
symptoms and neurological impairment
may occur during treatment with Prialt.
Patients with a pre-existing history of

psychosis should not be treated with
Prialt.  All patients should be monitored
frequently for evidence of cognitive
impairment, hallucinations, or changes
in mood or consciousness. Prialt therapy

can be interrupted or discontinued
abruptly without evidence of withdrawal
effects in the event of serious neurological
or psychiatric signs or symptoms.”

Despite the safety warnings, the treat-
ment itself represents a remarkable addi-
tion to the treatment arsenal. It broadens
our choices for some patients who need
our help the most but are contraindicat-
ed for the most common treatments. 

Ready for Widespread Use
At this point you know something about
these three new medications from the
available data, although how truly effec-
tive each will be for the treatment of
chronic pain certainly remains to be seen.
The experience noted in controlled clini-
cal trials does not always correlate with
that seen after the drug is used in a more
widespread manner. The applied experi-
ence from the medical community,
though, will show how effective these
new treatments are compared to those
already at our disposal. 

The detailed packaging for these
drugs, as well as the data provided with
them that puts so much emphasis on the
possible risks, may be signs of the times.
Is the FDA demonstrating overly cau-
tious behavior in insisting upon the
warnings and labeling concerns?  If older
medications used commonly for chronic
pain were developed today, such as the
tricyclic antidepressants, would they also
be likely to have “similar warnings associ-
ated with their release?  

Like any other treatment at our dis-
posal, these new medications have to be
prescribed on a trial basis while taking
into account and considerations taken for
each individual patients’ preferences. No
head-to-head studies of these agents with
those currently on the market have been
published. One should keep this in mind
when choosing which agent to use for a
chronic pain case, as this is an area where
much of the decision-making is subjec-
tive and largely a function of the patient’s
experiences.  PN
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