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AWct
Objective; Several studies have shown the influence of ovarian hormenes on the GABAGrgic sysle m. As women
are natwally exposed to monthly fluctustion of these hormenes, It Is possitie that their response to benzodiszepires

8's0 chanpe cver the cvarian Gycle, Bearing this in mind, this study aimed fo evaluate the possible nfluence of the
ovarian cycle of healthy women on the acute effect of diazepam.

Methods: Forty subjectivaly healthy women were selected and randomly allocatas to twa different groups, according
lo teir ovanan cycle phass, folicular (6 to 10 days from the first day of the cydie) or lutea {5 10 10 days after detection
of urinary LH paak). Both groups comgpleted the Video-Manitored Stroop Calor-Word Test (VIMSCWT), an experimental
model of anxiety, under the infuence cf diazepam (10 mg) or placebo. Psychalogical parameters (State-Trait Anvisty
Inventory, Self-gvaluaton of Tension Level, Visual Analogue Mood Scale) and physiological perameters (heart rate ard
gastrognemius electromyogram activity) were evaluated throughout the test. AN the data cbtained ware enalyzed using

managed to prevent the anxiaty induced by the test,

enalysis of variance (ANOVA) followed by Tukey's test for post hoc comparisons, both et the 5% significance level,

Results: The resuits showed that, in the folfcular phase, women did ot respond to the amxolylic acsan of diszepam, |
| @ihough a sedative effect was observed; while in the hteal phase, there was nc respanse 1o either sedative or anxiolytic '
ections. As a control for the experimental conditions, a group of 18 men was also administersd to the VIMBCWT. The
resuits confirmed that both the anxiogenic tast and the administered drug were werking as expecied, since diazepam ;

Conclusion: Therafore, the present findings indicate that the ovarian cycle can aller the effects. of the acute \,
adminisation of diazepam, which can vary from no effect lo sedafion, without peing threugh endolysis, ;
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Introduction

The avarian hormones as all stervid hormones are synthestzed from
cholesterol, and due to itg lipophilicily, have sasy aceess to all eells and
organs, including the central nervous system (CNS) (1], At the cerebral
level, these hormoncs influence the function of many neevous cells,
playing aa important role in coordinating a number of physical and
hehavioral ehanges related to reproductive cycle [2]. However, studies
are highlighting the critical role that ovarian hormones may have on
the arganization of non-reproductive behavior, especially in response
10 stress and anxlety [3-6].

Progesterane, In the corpus luteum, is converted into, among
ather metabolites, allopregnanclone (2a-hydroxy-Sa-pregaan-20-
one}, which is secreted under stimulation of the lutcinizing hormone
(LH) and readily crosses the blood brain barrier [3,7,8). It has been
demonstrated that the 3a-hydroxysteroid is a potent anxialytic,
anticonvulsant, sedative/hypnotic and ancsthetic, which excrts its
effects through allosteric modulation of the gamma-aminobutyric
acid (GABA) receptor complex. By binding to GABA, receptors,
aliopregnenclone (alloP) increases the biniling of benzodiazapines and
GABA to nearonal membrancs resulting 0 increases in the influx of
Cl'. Thus, it has been sugpested that alloP snhances GABA-mediated
inhibitsen during states of hyperexcitabllisy of the CN'S, such as stress
or anxiety [9-13].

Estrogens  stimulate the hypothalamic-pituitary-adrenal axis
(HPA). This can be observed by: 1) the presence of high levels of
free cortisol, both in the moming and i the evening, by pregnant
women of women recelving high doses of estragens [14]; 2) the
greater responsivencss of the HPA axis in women compared to men
[14]; and 3) the acute administration of eviradiol to healthy men ina
psychosocial stress situation, which results in hyper responsiveness of

the HPA axis and norepiaephrine [15]. Purthermore, administration
of estradiel Lo ovariectomized mice increases anxicly in siluations of
potential threat [16].

In addition to all these effects, estrogens and progesterone can
change the density of GABA, receplors i certaln bealn regions [17-
19] and, as a conscquence, they may also alter the cffects of certain
drugs, such as henzodiazepines. Consldering that women are natorally
exposed to monthly fluctuation of these hormanes, it is possible that
their response to benzediozepines also chenge over the ovarian cyde.

Studies in rodents have demonstrated changes in the sensitivity to
the anxiolytic effect of beazodinzepines during the estrous cycle [20-
22]. Moreoaver, short-terns exposure (48-72 h) of female rats to high
concenteations of alloP (10 myfxg in sesume oil) results in increased
expression of the a, subunit of the GABA, recoptor, with subsaquent
behavioral and pharmacological changes of GABAergic function,
represented Dy increased anxbety and insensitivity to benzodiazepine
[23.24] whereas long-term exposure of female rats to pregnancy-
induced high concentrations of allaP results in anxiclysis [25),

In women, the response o benzodia zepines abo sems to vary
along the menstrual cyde, According to a preliminary study by
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