600 mg/day with placebo after 8-14 weeks of treatment
in >1500 fibromyalgia patients. Significant (p<0.001)
reductions in pain (230% reduction on the pain
diary score) with 450 and 600 mg/day doses of
pregabalin were reported at the study endpoint.
Significant changes, relative to baseline, were also seen
on the Hospital Anxiety and Depression Scale (HADS)
(450 and 600 mg doses; p<0.01), the Multidimensional
Assessment of Fatigue (MAF), and the Patient Global
Impression of Change (PGIC) (all p<0.05). Patients also
reported significant (p<0.001) improvement in sleep
quality (300-600 mg doses). Changes in pain relative to
sleep and PGIC scores were highly correlated, pain and
MAF were moderately correlated, while pain and HAD
scores had little correlation. Adverse events occurring
in greater frequency in pregabalin-treated patients were
dizziness, somnolence, weight increase, blurred vision,
and dry mouth.

Gendreau RM et al. (NR7-091) evaluated the impact of
baseline depression severity on the efficacy of milnacipran
(100 or 200 mg/day) as treatment for fibromyalgia in
a 6-month study. Milnacipran (100 and 200 mg/day)
significantly improved the composite score for pain (=30%
reduction on the pain diary score + PGIC score) at 3
(p<0.03) and 6 months (p<0.05). Maximum pain relief was
achieved within 9 weeks of beginning treatment and was
maintained for the duration of the study. Pain relief was
independent of depression, as indicated by baseline Beck
Depression Inventory scores. Mild to moderate nausea
and headaches were commonly reported adverse events
among all patients.

Arnold LM et al. (NR3-069) presented pooled data from
4 duloxetine (combined scores for 60 or 120 mg/day)
studies in fibromyalgia patients with and without
depression. Significant (p<0.05) improvement versus
placebo was noted on the Brief Pain Inventory average
score, the Fibromyalgia Impact Questionnaire, the clinician
GI-S and patient GI-I scores in patients with and without
comorbid depression beginning at Week 1. HAM-D17
scores showed significant improvement in depressed
patients (-5.77 vs -4.39; p<0.05) who were treated with
duloxetine versus placebo. Common adverse events
included nausea, headache, constipation, and somnolence,
which were significantly (p<0.05%) higher with duloxetine
in both depressed and nondepressed patients.

All three drugs improved pain, patients’ impression
of change in their disease state, and their self-
reported ability to function, regardless of their baseline
depression score.
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Insights from the Antidepressant
BRITE-MD Trial: Predicting Response

Results from the BRITE-MD (Rapid Identification
of Treatment Effectiveness in Major Depression)
study suggest that the use of frontal quantitative
EEG (fqEEG) could be used as a biomarker to
predict treatment outcome with the antidepressant
escitalopram (ESC).

In this open-label study of adults with DSM-IV-defined
major depressive disorder, all subjects initially received
ESC (10 mg/day) for a period of one week. Subjects
were then randomized to either: 1) continued treatment
with ESC; 2) bupropion XL (BUP; 300 mg/day); or
3) augmentation of ESC with BUP, for an additional 7
weeks (n=220). Subjects were assessed for severity of
depression using the HAM-D-17 instrument, as well as
4-channel fqEEG. Study endpoints were Response (=50%
decline in HAM-D) and Remission (final HAM-D <7).

The predictive metric that was used in the study consisted
of a composite EEG index—the Antidepressant Treatment
Response (ATR)—which was developed to predict clinical
response using f{qEEG from baseline to Week 1.

Results at 7 weeks showed that the response rates
for those patients who remained on the ESC initial
treatment was higher for ATR-predicted responders
than for ATR-predicted non-responders (68% vs 28%;
p=0.001). This predictive ability also was seen amongst
ESC patients who achieved remission, wherein ATR-
predicted remitters occurred at a higher rate than the
ATR-predicted non-remitters (50% vs 21%; p=0.01).
For patients who were identified as ATR-predicted
non-responders at one week and then randomized
to BUP, a higher response rate was achieved as
compared with those who remained on ESC (53% vs
28%; p=0.034). ATR-predicted non-responders who
received BUP augmentation had a numerically higher
response rate than those who remained on ESC for the
entire study period (33% vs 28%); however, these results
were not significant.

Though not yet definitive, the findings of BRITE-MD
suggest that an ATR index at Week 1 of ESC treatment
may help guide antidepressant selection, potentially
leading to improved outcomes of antidepressant therapy.

For additional information, please visit:
www.BRITE-MD.org.
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