
Published on Web Date: May 19, 2010

r 2010 American Chemical Society 345 DOI: 10.1021/cn1000233 |ACS Chem. Neurosci. (2010), 1, 345–345

pubs.acs.org/acschemicalneuroscience Viewpoint

ACS Chemical Neuroscience Molecule Spotlight on Savella

Corey R. Hopkins*

Vanderbilt University, Vanderbilt University Medical Center Department of Pharmacology, and Vanderbilt Program in Drug Discovery,
Nashville, Tennessee 37232-6600

Abstract

Savella (milnacipran), a selective serotonin and noradrenaline reuptake
inhibitor, was approved by the FDA on January 14th, 2009, for the
treatment of fibromyalgia.

S
avella (milnacipran) is a
recently approved psycho-
active drug from Cypress

Biosciences for the treatment of
fibromyalgia (1). Fibromyalgia is
a complex medical disorder char-
acterized by chronic, widespread
pain and allodynia (a heightened
and painful response to pressure).
This disorder is present is approxi-
mately 2% of the U.S. population
and is much more likely to develop
inwomen than inmen;with the risk
increasing with age (2). Although
many cases of fibromyalgia deve-
lop after a physical or emotional
trauma, in many other instances
there appears to be no triggering
event. People with fibromyalgia
usually also have sleep disorders
that prevent the individuals from
reaching the deep, restorative
stages of sleep. Due to this, many
people also have other coexisting
conditions, such as chronic fatigue
syndrome, depression, and head-
aches, among others.

Savella (milnacipran) is an inhi-
bitor of serotonin and norepine-
phrine reuptake in an approximate
3:1 ratio. In vitro, using radiolabe-
led serotonin and noradrenaline,

milnacipran had potency against
serotonin of IC50 = 203 nM and
noradrenaline IC50 = 100 nM (3).
In addition,milnacipran showedno
activity for R- or β-adrenoceptors,
muscarinics, histamine H1, dopa-
mine D2, or serotonin 5-HT2 recep-
tors (3). These results would suggest
that milnacipran would be a useful
and novel antidepressant drug; and
in fact, it is. Milnacipran was first
approved in France for the treat-
ment of major depressive episodes
in 1996 (marketed as Ixel). It is
currently marketed for depression
in over 45 countries, and in 2003,
Cypress Biosciences purchased the
exclusive rights for any purpose in
the U.S. and Canada from Pierre
Fabre.

The efficacy and ultimately the
FDA approval were based on two
pivotal clinical trials in the U.S.
These studies showed that Savella
(100 and 200 mg/day) demonstra-
ted clinically significant improve-
ments compared with placebo in
treating fibromyalgia. A larger
number of Savella-treated patients
experienced at least a 30% reduc-
tion in pain from baseline as well
meeting the criteria for a treatment

response as measured by improve-
ments in pain, physical function,
and patient global assessment (4, 5).

Savella (milnacipran) joins the
ranks of Lyrica and Cymbalta as
FDA-approved treatments of fibro-
myalgia and will give clinicians
another treatment option for this
disease.
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