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Combo Drug Approved for Resistant Depression

BY DIANA MAHONEY

he Food and Drug Administra-

tion’s recent approval of Eli Lil-

ly’s olanzapine/fluoxetine com-
bination drug Symbyax for recalcitrant
depression has been hailed as an impor-
tant advance in the management of pa-
tients with major depressive disorder,
but some experts still advise proceeding
with caution.

Already approved for the treatment of
bipolar depression, Symbyax is the first
agent to be approved for acute therapy
of treatment-resistant depression.

Approval of the combination antipsy-
chotic/antidepressant was based on data
from five trials demonstrating significant
reductions in mean total Montgomery-
Asberg Depression Rating Scale (MADRS)

The data about
weight gain with
the combination
therapy ‘merit an
important
discussion.’
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scores relative to either fluoxetine alone
or olanzapine alone among patients who
met DSM-IV criteria for major depressive
disorder (MDD) and who previously did
not respond to two antidepressants of
adequate dose and duration.

The studies evaluated fixed-combina-
tion doses ranging from 6 mg to 18 mg
for olanzapine and 25 mg to 50 mg for
fluoxetine, according to a press release
from Eli Lilly & Co.

In an integrated analysis provided to
the FDA by Eli Lilly, the reduction from
baseline in mean MADRS scores for the
combination drug vs. fluoxetine alone
and olanzapine alone was —12.2 vs. -8.5
and -7.7, respectively. The remission
rates for the combination, fluoxetine
only, and olanzapine only were 25.5%,
17.3%, and 14.0%, respectively.

Pooled data from safety studies showed
that, among the adverse events reported
in at least 5% of the patients taking the
combination drug, weight gain, increased
appetite, dry mouth, somnolence, and fa-
tigue were reported at twice the rate of
patients in the placebo group.

Considering the large number of pa-
tients with treatment-resistant MDD—
up to 35% of patients with depression,
according to the data provided by Eli Lil-
ly—the approval of the combination
therapy is an important development,
said Dr. Noah S. Philip of Brown Uni-
versity, Providence, R.I., who has studied
the off-label use of atypical antipsychot-
ic drugs in the treatment of depression.

“As the [Sequenced Treatment Alter-
natives to Relieve Depression] trial
demonstrated, approximately one-half of
patients respond and one-third remit dur-
ing their first antidepressant trial, so more
options are clearly needed, and use of the
atypical antipsychotics as augmenting
agents for depression is an increasing pat-

tern to fill this important need.”
However, he noted, “there are still no
trials comparing these newer, and much
more expensive, augmentation strate-
gies to other ... strategies such as lithium,
T3, or bupropion augmentation.”
There have also been concerns that de-
finition of treatment-resistant depression
in the olanzapine/fluoxetine combina-
tion studies might be too lax. “Opera-

MENTAL HEALTH

sistant depression is the failure of at least
two previous trials in the current de-
pressive episode [as in the data presented
by Lilly to the FDA],” Dr. Philip said.
“Other definitions include failure from at
least two separate classes of antidepres-
sants within a current major depressive
episode, verified by scales such as the An-
tidepressant Treatment History Form, as
well as failed trials of psychotherapy.”

about weight gain with the combination
therapy “merit an important discussion.
Lilly’s data showed that 56% of patients
who received olanzapine/fluoxetine
combination in longer term treatment
(up to 76 weeks) had a more than 7% in-
crease in weight from their baseline, and
that patients with early weight gain [first
6 weeks] were more likely to gain even
more weight,” he said (J. Clin. Psychia-

tionally, the definition of treatment-re-

In addition, Dr. Philip said, the data
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| have type 2 diabetes. This is...

Indications and usage

Levemir® is indicated for once- or twice-
daily subcutaneous administration for
the treatment of adult and pediatric
patients with type 1 diabetes mellitus
or adult patients with type 2 diabetes
mellitus who require basal (long-acting)
insulin for the control of hyperglycemia.

Important safety information

Levemir® is contraindicated in patients
hypersensitive to insulin detemir or one
of its excipients.

Hypoglycemia is the most common
adverse effect of all insulin therapies,
including Levemir®. As with other
insulins, the timing of hypoglycemic
events may differ among various
insulin  preparations.  Glucose
monitoring is recommended for all
patients with diabetes. Levemir® is not
to be used in insulin infusion pumps.
Any change of insulin dose should
be made cautiously and only under
medical supervision. Concomitant
oral antidiabetes treatment may
require adjustment.

Inadequate dosing or discontinuation
of treatment may lead to hyperglycemia
and, in patients with type 1 diabetes,
diabetic ketoacidosis. Levemir® should
not be diluted or mixed with any

Please see brief summary of Prescribing Information on adjacent page.
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other insulin preparations. Insulin
may cause sodium retention and
edema, particularly if previously poor
metabolic ~control is  improved by
intensified insulin therapy. Dose and
timing of administration may need to
be adjusted to reduce the risk of
hypoglycemia in  patients  being
switched to Levemir® from other
intermediate  or long-acting  insulin
preparations. The dose of Levemir®
may need to be adjusted in patients
with renal or hepatic impairment.

Other adverse events commonly
associated with insulin therapy may
include injection site reactions (on
average, 3% to 4% of patients in
clinical trials) such as lipodystrophy,
redness, pain, itching, hives, swelling,
and inflammation.

*Whether these observed differences
represent true differences in the effects
of Levemir®, NPH insulin, and insulin
glargine is not known, since these trials
were not blinded and the protocols
(eg, diet and exercise instructions
and monitoring) were not speifically
directed at exploring hypotheses related
to weight effects of the treatments
compared. The clinical significance of
the observed differences in weight has
not been established.

FlexPen® and Levemir® are registered trademarks of Novo Nordisk A/S.
© 2008 Novo Nordisk Inc.
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For your patients with type 2 diabetes,
start once-daily Levemir®

Levemir® helps patients with diabetes achieve
their A1C goal .23

e 24-hour action at a once-daily dose*>

e Provides consistent insulin absorption
and action, day after day*®”’

e Less weight gain®*

To access complimentary e-learning programs,

visit novomedlink.com/Levemir
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