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Hypoactive sexual desire disorder (HSDD) and its
potential treatments have received high-profile media
coverage (a notable recent example was “The Pink Pill:
Viagra for the Female Brain,” presented by Katie Couric
for Yahoo! News).1 Throughout this public discourse,
critics have expressed sentiments ranging from skepti-
cism to categorical opposition with respect to both the
disorder itself as well as its developmental pharma-
cotherapies in general (and flibanserin in particular).
The criticisms leveled toward HSDD have been based on
several misconceptions that we felt warranted a response
based on published science.

Are Female Sexual Problems Real?

This is a question that has long been central to debates over
women’s sexual rights. Some argue that the absence of
spontaneous or responsive desire does not signal a
pathology. Others suggest that female sexual disorders,
specifically HSDD, are simply a conspiracy perpetrated by
the pharmaceutical industry to pathologize what is within
the spectrum of normal sexual behavior in order tomislead
women to feel that their sexual function is inadequate and
that their problems are simple and easy to treat with drugs.
However, women who are satisfied with their level of
sexual desire, or who are not distressed by a low level of
sexual desire, do not seek intervention of any kind, and so
would not succumb to such promotions. Additionally,
these viewpoints blithely dismiss what we know about the
biology of sexual desire and arousal, as well as the clinical
consensus of healthcare providers. The current absence
of a definitive mechanism for HSDD should not be
mistaken for an absence of empirical data and evidence of

neurobiological mechanisms underlying both sexual func-
tion and dysfunction. It is well accepted that the modula-
tion of sexual desire is impacted by numerous
neuroendocrine entities, including hormones (estrogen,
androgens, melanocortins, oxytocin, prolactin) and neuro-
transmitters (dopamine, norepinephrine, and serotonin).2,3

For example, sexual excitation involves sexual cues
activating hypothalamic and limbic norepinephrine and
oxytocin (which in turn stimulate sexual arousal) and
dopamine and melanocortins (which stimulate attention
and desire).2 On the flipside of this mechanism, but
relatively less well understood, is the inhibitory influence
exerted by brain opioid, endocannabinoid, and serotonin
systems acting in several regions, including the pre-
frontal cortex (PFC).2 In fact, multiple neuroimaging
studies of women with and without HSDD have shown
that a woman’s prefrontal cortex plays a central role in
regulating sexual function.4,5 In women with HSDD, the
dysregulation of serotonin and dopamine in the PFC is
believed to overly inhibit the sexual response. This top-
down phenomenon is just one type of dysfunction that
signals the possibility of a malfunction in reward
circuitry.

Although critics are correct to observe that low sexual
desiremay result from a number ofmedical conditions (eg,
major depressive disorder, diabetes), medications (eg,
antidepressants), and interpersonal/psychosocial factors
(eg, relationship problems), it is a fallacy to assume that
the existence of these etiologies precludes others.6 To take
the example of antidepressants, their well-known potential
to decrease libido, in fact, hasmade it clear that alterations
in monoamine neurotransmission can have significant
negative effects on sexual desire. In any event, this line of
argument simply highlights the fact that accurate and
appropriate diagnosis of HSDD is not a trivial matter. It is
vital that healthcare providers receive education on how to
make or exclude the diagnosis of HSDD and how to
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appropriately prescribe treatments, when they become
available; the Decreased Sexual Desire Screener (DSDS)
can be a useful tool in this process.7 Given these
possibilities, the development and safe use of therapeutic
interventions for the disorder should not be abandoned.

A second line of argument against HSDD has involved
nosological changes brought about by the release of the
Diagnostic and Statistical Manual of Mental Disorders,
Fifth Edition (DSM-5). At least one vocal opponent has
questioned the legitimacy of HSDD by pointing out that
the diagnosis no longer exists in the DSM-5, thus
claiming that HSDD is therefore no longer an actual
medical condition.1 This argument is false and mislead-
ing. The DSM-5 now includes female sexual interest/
arousal disorder (FSIAD), which subsumes the diagnos-
tic criteria of both HSDD and female sexual arousal
disorder (FSAD) from the Diagnostic and Statistical
Manual of Mental Disorders, 4th Edition, Text Revision
(DSM-IV-TR).8 In recent years, several of my colleagues
and I have argued vigorously against the merging of
HSDD and FSAD into the combined diagnosis. In fact, at
an October 2014 meeting held by the U.S. Food and Drug
Administration (FDA) to discuss female sexual dysfunc-
tion, the changes made in the DSM-5 were widely
criticized by several leaders in the fields of sexual
medicine, gynecology, and psychiatry. The objections to
the changes in DSM-5 have been rooted in (1) the
knowledge that the dysfunctions of desire and objective
arousal are mediated by different biological factors, and
(2) evidence that premenopausal women with HSDD and
women with FSAD according to DSM-IV-TR have
distinct symptom patterns.9,10 Surprisingly, there are
no published clinical studies to validate the FSIAD
diagnosis in the general population or in women
presenting with symptoms of sexual dysfunction (clinical
population). Tabling this debate for the time being, the
fact remains that whether termed HSDD or FSIAD, the
characteristic symptomatology associated with a “lack
of, or significantly reduced, sexual interest” and its
resultant clinically significant distress continue to be
recognized by the American Psychiatric Association as a
legitimate disorder. Furthermore, the International
Classification of Diseases (ICD) codes, used by almost
all clinicians for diagnosis and billing, continue to
include female HSDD.11,12

As a final comment, the authors do not feel that the
pursuit of safe and effective pharmacotherapies for
HSDD/FSIAD invalidates or in any way runs counter to
the application of other, nonpharmacological tools in the
treatment provider’s armamentarium. Indeed, any treat-
ment regimen would be remiss if it did not fully explore
and take into account somatic, psychological, and
psychosocial factors in the patient’s life. Unfortunately,
randomized controlled trials of psychotherapy interven-
tions for HSDD have not demonstrated superiority to a

control paradigm comparable to placebo. Even the
psychotherapies that appear to be more effective than a
wait-list control condition (not equivalent to placebo) are
not effective in all women. So, just as there is no single
profile of sexual function, there is no single therapeutic
option that is guaranteed to work for all patients. We
strongly feel that having more approved therapeutic
options available ultimately serves the interests and
needs of patients for whom other avenues have proven to
be inadequate.
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