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Duloxetine Lifts Arthritis Pain, Aids Cognition

BY JANE SALODOF MaAcNEIL

Southwest Bureau

SANTA ANA PUEBLO, N.M. — EI-
derly people with depression and arthritis
experienced significant pain relief with
duloxetine in a placebo-controlled trial re-
ported at the annual meeting of the Acad-
emy of Psychosomatic Medicine.

Conducted by investigators from Eli Lil-
ly & Co., the research findings also docu-
mented significant improvement in cog-
nitive functions, primarily verbal learning
and memory, for depressed patients treat-
ed with duloxetine (Cymbalta) in the 8-
week, multicenter study.

“T think (these findings are) very en-
couraging,” investigator Dr. Michael J.
Robinson, a clinical research physician at
Lilly’s medical
division in Indi-
anapolis, said in
an interview.

The trial
randomized 207

depressed elderly “Duloxetine

patients to 60 mg ™2y be advan-
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104 to placebo. The results

suggest duloxe-
tine can allevi-
ate  arthritis
pain, a com-
mon comorbid-
ity in depressed elderly patients. An in-
hibitor of serotonin and norepinephrine
reuptake, duloxetine is known to have
analgesic properties and is approved for
treatment of peripheral neuropathic pain
in patients with diabetes.

Cognition was a primary outcome in
the trial, which randomized 207 depressed
elderly patients to 60 mg daily of duloxe-
tine and 104 to placebo. The two cohorts
were similar, with an average age of 73
years, slightly more women than men, and
more than three-fourths the population
being white. All patients were at least 65
years old and had previous episodes of de-
pression.

Similar proportions of patients with-
drew because of adverse events. The most
common in the duloxetine group were dry
mouth, nausea, and constipation.

As could be expected, duloxetine pro-
duced faster and more significant reduc-
tions than placebo on the Geriatric De-
pression Scale (GDS) and the Hamilton
Rating Scale for Depression (HAMD 17).
On average, the GDS fell —4.07 in patients
on duloxetine vs. —1.34 in the placebo co-
hort. HAMD 17 scores declined —6.49 with
duloxetine and —3.72 with placebo.

The duloxetine cohort also demon-
strated significantly greater improvement
in a composite cognitive score based on
four cognitive tests: a mean change of
+1.95 vs. +0.76 for the placebo group. At
baseline, the mean composite cognitive
scores were 22.70 for the duloxetine group
and 23.17 for the placebo group. Most of
the improvement could be attributed to
changes in scores on verbal learning and
recall tests.

Visual analog scale scores for all 311 pa-
tients in the trial demonstrated greater im-

The average age
in the two cohorts
was 73 years.

provement in back pain and “time in pain
while awake” for the duloxetine cohort. In
a subgroup analysis limited to patients
with comorbid arthritis, 117 patients on
duloxetine had significantly greater im-
provement in four of six pain measures,
compared with scores of 55 patients on
placebo.

At the outset, all patients with arthritis
had significantly higher baseline scores
on five of six pain categories assessed with
visual analog scales. Overall severity was

38.3 for patients with arthritis vs. 22.5 in
patients who did not have arthritis.

Over the course of the trial, arthritis pa-
tients in the duloxetine cohort had signif-
icantly greater improvements in overall
pain, back pain, time in pain while awake,
and interference with daily activities.
Arthritis patients in the placebo group
had more headache and shoulder pain, but
the difference was not significant.

The mean change in overall pain scores
was —6.70 for arthritis patients on duloxe-

tine vs. —1.89 for arthritis patients on place-
bo. The most dramatic effect was for back
pain, which fell by a mean of more than
20% with duloxetine while increasing
more than 10% with placebo.

“We don't know if this is their pain due
to arthritis or their pain due to depres-
sion,” Dr. Robinson said. “This is just
looking at general pain outcomes.” Base-
line scores for depression and improve-
ments in mood were similar for arthritis
patients in the two arms of the trial. =
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Help patients out of the mania.

Important Safety Information The most frequently observed adverse reactions, particularly during
the initial phases of therapy, are dizziness, drowsiness, unsteadiness, naused, and vomiting.

Aplastic anemia and agranulocytosis have been reported in association with the use of
carbamazepine. Reports of transient or persistent decreased platelet or white blood cell counts
are not uncommon in association with the use of carbamazepine. However, the vast maijority of
the cases of leukopenia have not progressed to the more serious conditions of aplastic anemia
or agranulocytosis. Nonetheless, complete pretreatment hematological testing should be
obtained as a baseline. If a patient in the course of treatment exhibits low or decreased

white blood cell or platelet counts, the patient should be monitored closely. Discontinuation of the
drug should be considered if any evidence of significant bone marrow depression develops.

Carbamazepine should not be used in patients with a history of previous bone marrow
depression, hypersensitivity to the drug, or known sensitivity to any of the tfricyclic compounds.

Because the possibility of suicide attempt is inherent in bipolar disorder, close supervision
of high-risk patients should accompany drug therapy.

*In clinical trials, 10% of patients treated with Equetro™ discontinued due to lack of efficacy vs 22% of patients on placebo.
tClinically significant weight gain was defined as an increase from baseline of >7%. Mean weight gain at study
endpoint in 3-week trials was 2.3 Ib in the Equetro™ group vs 0.1 Ib in the placebo group (P<.001).

Please see important safety information above and brief summary of prescribing information on the following page.
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