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ABSTRACT 

Purpose: Hormone therapy (estrogen with or 
without progestin) remains the gold standard 
treatment for hot flashes in menopausal women, 
but concerns for the risk of hormone therapy 
have resulted in its decline and a demand for 
nonhormonal treatments with demonstrated ef-
ficacy for hot flashes. Aim of this study was to 
examine the efficacy of selective serotonin re-
uptake inhibitor escitalopram on hot flashes in a 
healthy sample of non-depressant menopausal 
women in Japan. Methods: We retrospectively 
analyzed the medical records of 11 menopausal 
patients with hot flashes, who received escita-
lopram (10 mg daily) for 2 weeks between March 
and August 2012. Hot flashes severities and 
scores were recorded on a scale of 0 to 10 
points, at beginning and end of 2 weeks treat-
ment. Results: At 2 weeks of therapy, 9 of 11 pa-
tients reported significant decreases in hot flash 
frequency and severity, but the remission of the 
symptom was not observed in 2 patients. Speed 
of relief from hot flashes was rapid (within one 
week). Conclusions: Escitalopram 10 mg/day 
may be a prompt and effective option for treat-
ing hot flashes in menopausal women who do 
not want to use hormone replacement therapy. 
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1. INTRODUCTION 

Hot flashes are the predominant menopausal symptoms, 
with up to 80% - 90% of women reporting hot flashes 
around menopause [1,2]. Because many of the physiolo- 
gical changes that occur during menopause result from 
decreased levels of estrogen (estradiol level < 10 pg/ml), 

hormone replacement therapy (estrogen with or without 
progestin) has historically been considered as a first-line 
treatment for hot flashes. However, hormonal treatments, 
despite the fact that they represent the most effective 
therapies, are not used for the treatment of hot flashes in 
theses women because of concerns that they may in- 
crease for estrogen-dependent cancers (e.g. breast cancer 
and endometrial cancer) [3,4]. A number of recent studies 
have raised concerns about the other adverse effects of 
hormone replacement therapy; increased cardiovascular 
and thromboembolic risk [5], increased risk of ovarian 
cancer [6] and dementia [7], and the numerous side ef- 
fects such as atypical bleeding and edema [4,8-10]. 

Therefore many women who have concerns regarding 
the safety of hormonal therapy are seeking novel non- 
hormonal interventions to help them cope with meno- 
pausal hot flashes. The nonhormonal prescription therapy 
has been studied mostly in women with breast cancer and 
endometrial cancer or who are at risk for these cancers 
for their effectiveness at relieving hot flashes. Some pre- 
vious literatures have examined the use of a anti-de- 
pressant (selective serotonin reuptake inhibitor (SSRI) 
[11-14] and a g-aminobutyric acid analog [12,15] to treat 
hot flashes in a psychologically healthy sample of women 
(see for Refs. [11-14]). We conducted to retrospectively 
analyze the efficacy of escitalopram, the newest SSRI, in 
alleviating the frequency and severity of hot flashes. Esci- 
talopram was selected because it is well-tolerated and has 
little drug-drug interaction [11] but has not been system-
atically studied as a treatment of hot flashes in Japan. 

2. METHODS 

Between March and August 2012, 81 new patients with 
bothersome hot flashes, defined by occurrence at least 20 
times per week and sufficient severity to make the pa- 
tient desire therapeutic intervention were entered onto 
our database. Patients with current or planned use of any 
agents for hot flashes (e.g. estrogens, androgens, gaba- 
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pentin, pregabalin, antidepressants) were excluded for 
the analysis. Patients were asked to complete question- 
naires by themselves or with assistance. In addition to 
the hot flash diaries, patients were asked to complete a 
symptom experience questionnaire at baseline and the 
end of week 2. This questionnaire asked patients to score, 
on a scale of 0 to 10 points, the following symptoms; 
sleepiness, nausea, dizziness, fatigue, abnormal sweating, 
constipation, mouth dryness, blurred or double vision, 
less than desirable libido. 

In this retrospective chart review, 11 patients who do 
not want to use hormone replacement therapy initiated 
treatment with escitalopram 10 mg/day for 2 - 4 weeks at 
the age of 45 - 58 years. If patients developed symptoms 
that were of unacceptable severity at 2 weeks, escitalopram 
stopped or changed to estradiol. All subjects provided 
written informed consents against these therapy protocols. 

Paired t-tests were used to analyze in each hot flashes 
score change from baseline. Statistical significance was 
defined as P < 0.05. 

3. RESULTS 

Hot flash score and frequency changes during treat- 
ment week 2 were available for all 11 patients. Baseline 
characteristics of subjects are outlined in Table 1. At 
baseline, the mean score of hot flashes was 9.78, and 
escitalopram 10 mg/day significantly reduced the fre- 
quency. Hot flash score decreases from baseline, as- 
sessed by a scale of 0 to 10 points, are also listed in Ta-
ble 1. Nine of 11 women (81.8%) were treatment re- 
sponders (greater than 50% decrease in hot flashes score). 
Speed of relief from hot flashes was rapid (within one 
week). Improvements in hot flashes were observed after 
2 week of active treatment and were maintained through- 
out the 8 weeks treatment period (data not shown). The 

remission of the symptom was not observed in 2 patients 
(cases 10 and 11). 

4. DISCUSSION 

This retrospective analysis suggests that escitalopram 
is an effective and rapid non-hormonal approach for the 
treatment of hot flashes and maybe other symptoms as-
sociated with menopause in Japanese women, who tend 
to concern the health risk associated with hormone re-
placement therapy. 

Four pilot or randomized placebo-controlled studies 
have compared with placebo for treatment of hot flashes 
[4,16-18]. First study enrolled 25 menopausal women, 
with no significant psychiatric or medical history. All 
women were treated with escitalopram (10 - 20 mg 
flexibly dosed) for 8 weeks. The active treatment was 
preceded by a single blind placebo lead-in period. Six- 
teen women (64%) were treatment responders (grater 
than 50% decrease in hot flash frequency) with an aver- 
age decrease of 55% in hot flash frequency and severity 
and improvements in dysphoria, anxiety, quality of life, 
and sleep [4]. In a multicenter, double-blind, placebocon- 
trolled, parallel group RCT by Freeman et al. (n = 194; 8 
weeks) [16], 55% of the escitalopram group (versus 36% 
of the placebo group) reported ≥50% decreased in both 
hot flash frequency and severity. Overall discontinuation 
due to side effects (e.g. dizziness/lightheaded, vivid 
dreams, nausea, excessive sweating) was 4%. Notably, 
women who were not depressed or anxious responded 
swiftly to escitalopram, with significantly greater im- 
provement compared to placebo after one week of treat- 
ment. Soares et al. [17] examined the efficacy of escita- 
lopram versus estrogen and progestogen therapy for the 
treatment symptomatic periand postmenopausal women 
(n = 40, 8 weeks) Escitaropram (flexible dose, 10 - 

 
Table 1. Baseline characteristics of subjects and changes in hot flashes scores during escitalopram treatment. 

Hot flashes scores 
Case no. Age (years) Weight (kg) 

Baseline Week 2 
Week 2/Baseline 

1 61 57 8 4 0.5 

2 63 64 9 3 0.33 

3 53 70 10 3 0.3 

4 49 69 7 3 0.43 

5 49 53 10 5 0.5 

6 54 50 10 3 0.33 

7 52 45 9 2 0.22 

8 52 52 10 4 0.4 

9 54 71 10 3 0.3 

10 58 68 9 9 1 

11 48 55 9 8 0.89 

Mean ± SD 53.9 ± 4.9 59.5 ± 9.2 9.2 ± 0.98 4.3 ± 2.24* 0.5 ± 0.25 

*P < 0.01 versus baseline. 
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20 mg/day; fixed dose 10 mg/day for the first 4 weeks) is 
more efficacious that estrogen and progestogen (ethinyl 
estradiol 5 µg/day plus norethindrone acetate 1 mg/day). 
Their another randomizised, double-blind study showed 
comparable efficacy of escitalopram to desvenlafaxine 
[18]. In theses studies, escitalopram has not been men-
tioned in bone mineral density decline. 

Lastly, we reported successful management of a series 
of Japanese patients with hot flashes by use of a SSRI 
escitalopram, although there are three important limita- 
tions to the current analysis that warrant consideration. 
The small sample size may limit the generalizability of 
study findings. In addition, as this retrospective study was 
uncontrolled, the role of chance as well as non-specific 
treatment factors could not be explored. High placebo 
responses rates have often been found in hot flash studies 
[19]. Further studies are needed to directly compare the 
relative efficacy of escitalopram with hormone therapy in 
hot flash management regarding long treatment duration; 
the longest published trial to date is only 12 weeks. 
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