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Abstract 
Background: The objective was to elucidate the effect of tibolone vs hormone replacement therapy (HRT) on climacteric symp-
toms and psychological distress.
Methods: All consecutive women with climacteric symptoms were allocated to receive tibolone (2.5 mg) or estradiol valerate (1 mg) 
plus medroxyprogesterone acetate (2.5 mg).
Results: The improvement in “feeling dizzy or faint” after tibolone treatment was more prominent than that after HRT (−0.7 ± 0.8 
vs −0.0 ± 0.9, p = 0.004). In addition, other climacteric symptoms, including anxiety, depression, somatic symptoms, and vasomo-
tor symptoms, and sexual function improved after tibolone and HRT, but there were no between-group differences. Psychological 
distress assessment demonstrated that somatic complaints, obsessive-compulsive symptoms, depressive symptoms, hostility, 
additional symptoms, and the General Symptom Index improved after tibolone treatment and HRT, but there were no between-
group differences. Personality traits assessment revealed that neuroticism improved after tibolone treatment.
Conclusion: Tibolone seems more beneficial than HRT in treating symptoms of dizziness and faintness. Both tibolone and HRT 
could improve psychological distress.
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1. INTRODUCTION
Psychological distress, such as anxiety and depression, is com-
mon in women with climacteric symptoms.1–3 Hormone replace-
ment therapy (HRT) or tibolone is frequently prescribed for 
women with climacteric symptoms.4–6 HRT was reported to 
have a beneficial effect on psychological distress in addition to 
climacteric symptoms.7–9 In addition, HRT could facilitate the 
efficacy of antidepressants.10 Nonetheless, Stephens and Ross11 
reported that there was no relationship between HRT use and 
psychological symptoms.

Tibolone is converted to three active metabolites after oral 
ingestion, and two metabolites have estrogenic effects on the 
bones, vagina, and climacteric symptoms.12 Thus, tibolone 
has a therapeutic effect on climacteric symptoms. In addition, 
tibolone seems to have a beneficial effect on mood due to an 
increased plasma beta-endorphin levels.13,14 Egarter et al9 found 

that tibolone had a greater effect on depression and mood dis-
orders than HRT.

Understanding the between-group differences in the effects on 
climacteric symptoms and psychological distress should be help-
ful in choosing a suitable medication for climacteric symptoms. 
Thus, the primary objective of this study was to compare the 
effect of tibolone vs HRT on climacteric symptoms and psycho-
logical distress. The secondary objectives aimed to compare the 
impact of tibolone vs HRT on personality traits and familial 
support.

2. METHODS
Between December 2012 and March 2021, all consecutive 
women with climacteric symptoms, who visited the outpatient 
gynecologic clinic of a tertiary referral center for HRT, were 
invited to participate in this study. Women who were treated 
with HRT or tibolone at the time of enrollment or within the 
month before enrollment were excluded. The study design 
was prospective and nonrandomized. Informed consent was 
obtained from each patient. All experimental protocols were 
approved by the Research Ethics Review Committee of the hos-
pital (Approval number: 101080-F). This study has been reg-
istered with ClinicalTrial.gov (Identifier: NCT01822288). All 
methods in this study were carried out in accordance with rel-
evant guidelines and regulations.

The initial screening (visit 1) included medical history, physi-
cal and gynecological examinations, gynecologic sonography, 
and mammography if not performed during the previous 24 

* Address correspondence. Dr. Sheng-Mou Hsiao, Department of Obstetrics and 
Gynecology, Far Eastern Memorial Hospital, 21, Section 2, Nanya South Road, 
Banqiao District, New Taipei City, Taiwan, ROC. E-mail address: smhsiao2@gmail.
com (S.-M. Hsiao).

Conflicts of interest: The authors declare that they have no conflicts of interest 
related to the subject matter or materials discussed in this article.

Journal of Chinese Medical Association. (2024) 87: 189-195.

Received April 30, 2023; accepted August 26, 2023.

doi: 10.1097/JCMA.0000000000001012
Copyright © 2023, the Chinese Medical Association. This is an open access 
article under the CC BY-NC-ND license (http://creativecommons.org/licenses/
by-nc-nd/4.0/)

CA9_V87N2_Text.indb   189CA9_V87N2_Text.indb   189 31-Jan-24   16:28:0431-Jan-24   16:28:04



190 www.ejcma.org

Hsiao and Liao J Chin Med Assoc

months. Women were excluded if they had a history of hys-
terectomy, breast cancer, estrogen-dependent malignant tumor, 
untreated endometrial hyperplasia, a history of venous/arterial 
thromboembolism, or acute or chronic liver disease. Patients 
were allocated into two groups according to their preference. 
Tibolone (2.5 mg per day) was prescribed to patients who were 
willing to pay the extra fee, which is not covered by the National 
Health Insurance in Taiwan; otherwise, HRT with 1 mg estra-
diol valerate and 2.5 mg medroxyprogesterone acetate per day 
was prescribed. Patients were followed up at week 4 (visit 2) and 
week 12 (visit 3).

At visit 1, visit 2, and visit 3, all enrolled women were asked to 
complete a modified Greene Climacteric Scale,15 Brief Symptom 
Rating Scale (BSRS),16,17 Maudsley Personality Inventory,18 
and Adaptability, Partnership, Growth, Affection, and Resolve 
(APGAR) questionnaire.19

A modified Greene Climacteric Scale questionnaire was used 
to assess the efficacy of treatment on climacteric symptoms.15 
In the modified Greene Climacteric Scale questionnaire, each 
dimension is assessed by one or several questions on a four-point 
Likert scale (0-3 points). Each question is rated by circling 0, 1, 
2, or 3, which are defined as not at all, a little, quite a bit, and 
extremely, respectively. A total of five dimensions are assessed, 
including anxiety, depression, somatic symptoms, vasomotor 
symptoms, and sexual function. The anxiety score is the sum 
of the scores for “feeling nervous” and “difficulty in sleeping.” 
The depression score is the sum of the scores for “feeling tired,” 
“feeling depressed,” and “irritability.” The somatic symptoms 
score is the sum of the scores for “feeling dizzy or faint,” “head-
ache,” “joint pain,” and “muscle pain.” The vasomotor symp-
toms score is the score for “hot flush.” The sexual function score 
is the score for “loss of interest in sex.”

The BSRS includes the following dimensions of psychopathol-
ogy: somatic symptoms, obsessive-compulsive symptoms, inter-
personal sensitivity, depressive symptoms, anxiety symptoms, 
hostility, phobic-anxiety, and paranoid tendency. Additional 
symptoms include vegetative and other clinical indicators.16,17 
The BSRS is composed of 30 items rated based on the degree of 
distress caused by that item over the past week.17 Each dimen-
sion is assessed by several questions scored on a five-point Likert 
scale (0-4 points). The severity of a psychopathological factor 
is expressed with an index calculated as the sum of the scores 
divided by the number of questions in that specific dimension. 
The General Symptoms Index, a mean score of all BSRS items, 
represents the global severity of psychological distress, and a 
higher General Symptoms Index indicates more severe psycho-
logical distress. The BSRS has been reported to be a reliable 
and valid psychiatric self-rating scale for use in psychosomatic 
research20 and has been used for assessing women with overac-
tive bladder syndrome.21

The shortened version of the Maudsley Personality Inventory 
(30 items) is used to assess personality traits and to measure 
the neuroticism stability and extraversion-introversion dimen-
sions.18 The psychometric properties of the Chinese version of 
the Maudsley Personality Inventory have been reported.22 A 
higher score on this inventory indicates a higher level of neuroti-
cism or extraversion.

The APGAR score (five items) is used to measure per-
ceived family support in the domains of adaptation, partner-
ship, growth, affection, and resolve.18 Each item is designed to 
describe the frequency of feeling satisfied with one domain of 
family functioning, and a higher score indicates better family 
support.

One of the main hypotheses of this study was that the effect 
on psychological distress in the tibolone group would differ 
from that in the HRT group. Based on a previous similar study, 
which compared the psychological effects between tibolone and 

HRT,8 it was suggested that at least 18 subjects in both groups 
were required to test the above hypothesis of the difference in 
the effect on psychological distress.

Stata v.11 software (StataCorp, College Station, TX) was used 
for statistical analyses. Women who had at least one follow-up 
visit were included in the statistical analysis. The Shapiro-Wilk 
test was used to assess normality. If data were normally dis-
tributed, parametric analytical methods (such as two-sample t 
test) were used; otherwise, nonparametric analyses were used 
instead. The Skillings-Mack test, chi-square test, Fisher exact 
test, Wilcoxon rank-sum test, and two-sample t test were used 
as the statistical methods when appropriate. p value of <0.05 
was considered statistically significant.

3. RESULTS
There were 196 women who received tibolone or HRT for the 
treatment of climacteric symptoms. However, only 123 women 
visited our outpatient clinic after 4 weeks of treatment, and 58 
women visited our clinic after 12 weeks of treatment (Fig. 1). 
The loss to follow-up rates did not differ at week 4 (37.0% 
[34/92] vs 37.5% [39/104], p = 0.95) and week 12 (44.8% 
[26/58] vs 60.5% [39/65], p = 0.09) between the HRT and tibo-
lone groups.

Except for parity and extraversion-introversion, there was no 
between-group difference in baseline characteristics (Tables  1 
and 2).

All dimensions, including the anxiety, depression, somatic 
symptoms, vasomotor symptoms, and sexual function dimen-
sions, improved after HRT and tibolone treatment (Table 1).

Somatic complaints, obsessive-compulsive symptoms, inter-
personal sensitivity, depressive symptoms, hostility, additional 
symptoms, and the General Symptom Index improved after 
HRT (Table  2). Similarly, somatic complaints, obsessive- 
compulsive symptoms, depressive symptoms, anxiety symptoms, 
hostility, additional symptoms, and the General Symptom Index 
improved after tibolone treatment (Table 2).

In addition, neuroticism improved after tibolone treatment 
(Table  2). However, the family APGAR score did not change 
after HRT or tibolone treatment (Table 2).

The change in “feeling dizzy or faint” after 12 weeks of 
tibolone treatment was more prominent than that after HRT 
(−0.7 ± 0.8 vs −0.0 ± 0.9, p = 0.004, Fig. 2, Table 3). The between-
group difference in “feeling dizzy or faint” remained statistically 
significant even after adjusting for parity (coefficient of tibolone 
= −0.66, 95% CI, −1.10 to −0.21, p = 0.004, linear regression 
analysis). Nonetheless, the changes in other climacteric symp-
toms, psychological distress, personality traits, and familiar 
APGAR scores did not differ between the HRT and tibolone 
groups (Tables 3 and 4).

4. DISCUSSION
In this study, compared with HRT, tibolone was found to have 
a greater effect on reducing symptoms of dizziness and faintness 
(Fig. 2, Table 3). The feelings of dizziness and vertigo are simi-
lar. Similarly, Egarter et al9 found that vertigo improved after 
tibolone treatment, but not HRT. A direct estrogenic effect of 
tibolone on the receptors of arterial smooth muscle cells in the 
vertebrobasilar area, leading to relaxation and consequently 
to an increase in vestibular blood circulation, may explain the 
finding of alleviated dizziness/faintness symptoms after tibolone 
treatment.9,23

Except for feelings of dizziness or faintness, the changes in the 
other climacteric symptoms from baseline did not differ between 
the two groups (Table  3). Similarly, Hammar et al24 reported 
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that tibolone reduces climacteric symptoms to a similar extent 
as conventional low-dose continuous combined HRT. However, 
tibolone was reported to be less effective than HRT in reducing 
vasomotor symptoms,25,26 but tibolone has a greater effect than 
HRT on improving sexual function.26

In this study, psychological distress improved after HRT 
and tibolone treatment (Table  2). Khoo et al7 also reported 
that HRT had beneficial effects on psychological distress, 
including the overall rating score, feelings of inadequacy, and 
depression. Boyle and Murrihy27 found that HRT users had 
lower scores on the dimensions of anxiety, insomnia, and 
somatic symptoms than nonusers. However, Stephens and 

Ross11 reported that there was no effect of HRT on psycho-
logical distress.

Few studies have mentioned the detailed impact of tibolone on 
psychological distress.8,9 Our study revealed an improvement in 
somatic complaints, obsessive-compulsive symptoms, depression, 
anxiety, hostility, additional symptoms, and the General Symptom 
Index after tibolone treatment (Table  2). In addition, the effects 
on psychological distress were similar between tibolone and HRT 
(Tables 2 and 4). The above findings support the use of tibolone 
and HRT in women with climacteric symptoms and psychological 
distress. Similarly, Ross et al8 reported that both tibolone and HRT 
had similar effects on vasomotor symptoms and psychological 

Fig. 1 Flowchart of participants with climacteric symptoms.
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Table 1

Baseline data and follow-up data of climacteric symptoms between the HRT and tibolone groups

Variables HRT Tibolone   

Baseline (a) (n = 58) 
4 wka  

(n = 58) 
12 wka  
(n = 32) pb Baseline (b) (n = 65) 

4 wka (n = 
65) 

12 wka  
(n = 26) pb 

a vs 
b, pc

Age, y 53.4 ± 6.6 (range: 39-69) - - - 52.5 ± 4.6 (range: 42-68) - - - 0.61
BMI, kg/m2 23.7 ± 3.3 - - - 23.0 ± 2.6 - - - 0.22
Parity 2.4 ± 1.2 - - - 2.0 ± 1.0 - - - 0.04
FSH, mIU/mL 50.9 ± 33.3 - - - 46.2 ± 34.9 - - - 0.48
Estradiol, pg/mL 40.7 ± 57.5 - - - 42.7 ± 75.9 - - - 0.88
Feeling nervous 1.5 ± 1.1 1.0 ± 0.8** 0.6 ± 0.7** <0.001 1.4 ± 1.1 1.0 ± 1.0** 0.9 ± 0.9* 0.001 0.52
Difficulty in sleeping 1.9 ± 1.1 1.3 ± 1.1** 1.2 ± 1.1* <0.001 2.0 ± 1.1 1.3 ± 1.1** 1.1 ± 1.1 <0.001 0.59
Feeling tired 1.6 ± 1.1 1.2 ± 1.0** 1.1 ± 1.0* 0.01 1.4 ± 1.0 0.9 ± 0.9** 0.9 ± 0.9* 0.005 0.19
Feeling depressed 1.5 ± 1.0 0.9 ± 0.9** 0.8 ± 0.9** <0.001 1.4 ± 1.1 0.8 ± 0.8** 0.5 ± 0.8* <0.001 0.27
Irritability 1.3 ± 1.0 0.6 ± 0.8** 0.5 ± 0.9** <0.001 1.0 ± 1.0 0.4 ± 0.7** 0.4 ± 0.7** <0.001 0.10
Feeling dizzy or faint 0.9 ± 0.9 0.7 ± 0.8 0.9 ± 0.9 0.13 1.0 ± 1.0 0.6 ± 0.8** 0.4 ± 0.7** <0.001 0.91
Headache 0.8 ± 0.9 0.6 ± 0.8 0.8 ± 0.8 0.30 0.9 ± 1.0 0.6 ± 0.9 0.7 ± 0.9 0.06 0.70
Joint pain 1.4 ± 1.0 1.1 ± 1.0** 0.9 ± 0.9* 0.002 1.4 ± 1.0 0.9 ± 0.9** 0.9 ± 1.0 <0.001 0.75
Muscle pain 1.4 ± 1.1 1.3 ± 1.0 1.2 ± 1.0 0.16 1.5 ± 1.0 1.1 ± 1.0** 1.0 ± 0.9 0.002 0.78
Hot flushes 1.9 ± 1.1 1.1 ± 0.9** 0.5 ± 0.7** <0.001 1.7 ± 1.2 0.8 ± 0.9** 0.6 ± 0.7** <0.001 0.43
Loss of interest in sex 1.8 ± 1.2 1.3 ± 1.2** 1.3 ± 1.20 0.02 1.6 ± 1.1 1.2 ± 1.0* 1.0 ± 1.0** 0.002 0.26
Five dimensions
  Anxiety 3.4 ± 1.6 2.3 ± 1.5** 1.8 ± 1.4** <0.001 3.4 ± 1.8 2.2 ± 1.8** 2.0 ± 1.5** <0.001 1.00
  Depression 4.4 ± 2.2 2.7 ± 2.2** 2.4 ± 2.4** <0.001 3.7 ± 2.4 2.1 ± 1.8** 1.8 ± 1.9** <0.001 0.09
  Somatic 4.5 ± 2.4 3.7 ± 2.4** 3.9 ± 2.5** 0.008 4.7 ± 2.8 3.1 ± 2.7** 3.0 ± 2.8** <0.001 0.66
  Vasomotor 1.9 ± 1.1 1.1 ± 0.9** 0.5 ± 0.7** <0.001 1.7 ± 1.2 0.8 ± 0.9** 0.6 ± 0.7** <0.001 0.43
  Sexual function 1.8 ± 1.2 1.3 ± 1.2** 1.3 ± 1.20 0.02 1.6 ± 1.1 1.2 ± 1.0* 1.0 ± 1.0** 0.002 0.26

Data were presented with mean ± SD or n (percentage).
BMI = body mass index; FSH = follicle stimulation hormone; HRT = hormone replacement therapy.
aPost-hoc analysis was performed by the Wilcoxon signed-rank test to compare the follow-up and baseline data.
bThe Skillings-Mack test.
cWilcoxon rank-sum test.
*p < 0.05; 
**p < 0.01.

Table 2

Baseline data and follow-up data of psychological distress, personality traits, and family APGAR scores between the HRT and 
tibolone groups

Variables HRT Tibolone   

Baseline (a) (n = 58) 4 wka (n = 58) 12 wka (n = 32) pb Baseline (b) (n = 65) 4 wka (n = 65) 12 wka (n = 26) pb a vs b, pc

Somatic complaints 1.3 ± 0.9 1.0 ± 0.8** 0.8 ± 0.7** <0.001 1.3 ± 1.0 0.8 ± 0.7** 0.7 ± 0.6* <0.001 0.96
OBS 0.9 ± 0.9 0.6 ± 0.8** 0.5 ± 0.6* 0.002 1.0 ± 1.0 0.6 ± 0.8** 0.4 ± 0.5 0.003 1.00
Interpersonal sensitivity 0.5 ± 0.8 0.3 ± 0.5* 0.1 ± 0.2** 0.003 0.5 ± 1.0 0.3 ± 0.5 0.2 ± 0.5 0.27 0.84
Depressive symptoms 0.8 ± 0.9 0.5 ± 0.7** 0.5 ± 0.8** <0.001 0.9 ± 1.0 0.4 ± 0.6** 0.4 ± 0.5 <0.001 0.59
Anxiety symptoms 0.8 ± 1.0 0.4 ± 0.6 0.3 ± 0.4 0.13 0.9 ± 1.1 0.5 ± 0.7** 0.4 ± 0.5 0.001 0.25
Hostility 0.5 ± 0.6 0.3 ± 0.5* 0.2 ± 0.4** 0.006 0.5 ± 0.7 0.2 ± 0.3** 0.2 ± 0.3 <0.001 0.50
Phobic-anxiety 0.5 ± 0.8 0.3 ± 0.5 0.1 ± 0.2 0.09 0.6 ± 1.0 0.4 ± 0.8 0.2 ± 0.3 0.12 0.51
Paranoid tendency 0.4 ± 0.8 0.3 ± 0.6 0.2 ± 0.5 0.13 0.5 ± 0.9 0.3 ± 0.6 0.3 ± 0.6 0.13 0.69
Additional symptoms 1.5 ± 1.0 1.0 ± 0.9** 0.7 ± 0.7** <0.001 1.6 ± 1.1 0.9 ± 0.9** 0.6 ± 0.5** <0.001 0.34
GSI 0.8 ± 0.7 0.5 ± 0.5** 0.4 ± 0.4** <0.001 0.9 ± 0.8 0.5 ± 0.5** 0.4 ± 0.4* <0.001 0.57
Lie 1.2 ± 0.4 1.2 ± 0.4 1.3 ± 0.3 0.56 1.2 ± 0.4 1.2 ± 0.4 1.2 ± 0.4 0.54 0.76
Neuroticism 0.6 ± 0.6 0.6 ± 0.6 0.5 ± 0.6 0.12 0.8 ± 0.6 0.6 ± 0.6 0.4 ± 0.5** 0.01 0.14
Extraversion-introversion 1.2 ± 0.3 1.1 ± 0.3 1.2 ± 0.3 0.95 1.1 ± 0.3 1.0 ± 0.3 1.1 ± 0.2 0.97 0.04
Family APGAR 12.7 ± 4.3 12.9 ± 4.5 13.8 ± 4.7 0.33 13.4 ± 3.9 14.5 ± 4.2 14.0 ± 4.1 0.12 0.35

Data were presented with mean ± SD or n (percentage).
APGAR = Adaptability, Partnership, Growth, Affection, and Resolve; GSI = General Symptom Index; HRT = hormone replacement therapy; OBS = obsessive-compulsive symptoms.
aPost-hoc analysis was performed by the Wilcoxon signed-rank test to compare the follow-up and baseline data.
bThe Skillings-Mack test.
cWilcoxon rank-sum test.
*p < 0.05; 
**p < 0.01.

CA9_V87N2_Text.indb   192CA9_V87N2_Text.indb   192 31-Jan-24   16:28:0531-Jan-24   16:28:05



www.ejcma.org  193

Original Article. (2024) 87:2 J Chin Med Assoc

symptoms and suggested that improvements in vasomotor symp-
toms occurred first and were followed by changes in psychological 
symptoms over time. Egarter et al9 also found that both tibolone 
and HRT improved depression. Menopause is associated with a 
decrease in endorphin levels, and this is believed to be associated 
with the pathogenesis of psychological disorders.13 An increase in 
plasma endorphin levels was observed after tibolone treatment, 
and which might explain the effect of tibolone on psychological 
distress.9,13

In our study, we also noted that the severity of neuroticism 
improved after tibolone treatment (Table 2). To our knowledge, 
no literature has mentioned about the effect of tibolone on 
personality traits. Our findings support the use of tibolone in 
women with climacteric symptoms and neuroticism.

Thakur et al28 reported that the hot flush scores of the peri-
menopausal and postmenopausal women in the general popula-
tion were 1.16 ± 0.90 and 0.34 ± 0.47, respectively. In our study, 
the average hot flush score was 1.76 ± 1.16, which was similar 
to another Taiwanese study and one Italian study. The average 
hot flush score was 1.82 in another Taiwanese study,29 and that 
in an Italian study was 1.9730; their drop-out rates were 9.2% 
(24/260) and 13.2% (20/151), respectively.29,30

However, one Austrian study reported a higher hot flush score 
(ie, 2.59 ± 0.66 in the soy group and 2.58 ± 0.65 in the placebo 
group),31 and the drop-out rate was only 6.3% (12/192). Thus, 
our high drop-out rate might be associated with less severe 
symptoms in our enrolled patients.

Contrary to the high prevalence of hot flushes, “feeling dizzy 
or faint” is a less common climacteric symptom. In our study, 
the score for “feeling dizzy or faint” was less than that for most 
climacteric symptoms at baseline (Table 1). Benshushan et al32 
also reported that 43% (10/23) of climacteric symptoms were 
more common than the symptom of “feeling dizzy or faint” 
(prevalence of 28.8%). Thakur et al28 reported that the aver-
age “feeling dizzy or faint” scores were only 0.35 ± 0.47 and 
0.34 ± 0.54 in perimenopausal and postmenopausal women in 
the general population, respectively.

In this study, the average “feeling dizzy or faint” score was 
0.98 ± 0.96, which was similar to another Taiwanese study 
and one Austrian study. The average “feeling dizzy or faint” 
score was 0.96 in the Taiwanese study,29 and 1.07 ± 0.86 and 
0.87 ± 0.94 in the soy and placebo groups, respectively, in the 
Austrian study.31

Our study had limitations, including long enrollment time 
intervals, a high drop-out rate, and a nonrandomized design. 
However, the high drop-out rate seems to represent the real-
world scenario in which women with climacteric symptoms 
are reluctant to receive tibolone or HRT, probably related to 
the findings of the significant association of breast cancer with 
HRT in the Women’s Health Initiative study.33,34 In addition, less 

Fig. 2 The changes from baseline of “feeling dizzy or faint” between HRT and 
tibolone. HRT = hormone replacement therapy.

Table 3

Comparison of the changes from baseline of climacteric symptoms after 4 and 12 wk treatment between the HRT and tibolone groups

Variables 4 wk 12 wk

HRT (n = 58) Tibolone (n = 65) pa HRT (n = 32) Tibolone (n = 26) pa 

Feeling nervous −0.5 ± 1.1 −0.4 ± 1.0 0.66 −0.8 ± 1.2 −0.4 ± 1.1 0.16
Difficulty in sleeping −0.6 ± 1.0 −0.8 ± 1.2 0.37 −0.6 ± 1.3 −0.7 ± 1.5 0.70
Feeling tired −0.5 ± 1.0 −0.4 ± 1.1 0.78 −0.5 ± 1.1 −0.4 ± 0.9 0.67
Feeling depressed −0.7 ± 1.1 −0.6 ± 1.0 0.56 −0.7 ± 1.1 −0.5 ± 0.9 0.60
Irritability −0.6 ± 1.1 −0.6 ± 1.0 0.71 −0.9 ± 1.2 −0.7 ± 1.1 0.35
Feeling dizzy or faintb −0.2 ± 0.8 −0.4 ± 0.9 0.20 −0.0 ± 0.9 −0.7 ± 0.8* 0.004
Headache −0.2 ± 0.9 −0.3 ± 0.9 0.49 −0.1 ± 1.0 −0.2 ± 1.0 0.53
Joint pain −0.3 ± 1.0 −0.5 ± 1.1 0.26 −0.4 ± 1.1 −0.3 ± 1.0 0.81
Muscle pain −0.2 ± 1.2 −0.4 ± 1.1 0.25 −0.3 ± 1.1 −0.3 ± 1.1 0.95
Hot flushes −0.9 ± 1.2 −0.9 ± 1.2 0.82 −1.3 ± 1.2 −1.0 ± 1.1 0.29
Loss of interest in sex −0.4 ± 1.2 −0.4 ± 1.2 0.95 −0.5 ± 1.3 −0.9 ± 1.3 0.22
Five dimensions
  Anxiety −1.1 ± 1.4 −1.2 ± 1.9 0.70 −1.4 ± 1.8 −1.1 ± 2.0 0.57
  Depression −1.9 ± 2.6 −1.6 ± 2.4 0.61 −2.1 ± 2.8 −1.6 ± 2.1 0.44
  Somatic −0.9 ± 2.4 −1.7 ± 2.7 0.09 −0.7 ± 2.8 −1.5 ± 2.9 0.31
  Vasomotor −0.9 ± 1.2 −0.9 ± 1.2 0.82 −1.3 ± 1.2 −1.0 ± 1.1 0.29
  Sexual function −0.4 ± 1.2 −0.4 ± 1.2 0.95 −0.5 ± 1.3 −0.9 ± 1.3 0.22

Data were presented with mean ± SD.
HRT = hormone replacement therapy.
aTwo-sample t test.
bWithin-group comparison was performed by the Wilcoxon signed-rank test to compare the follow-up and baseline data only in the between-group comparison with significant difference.
*p < 0.01.
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severe symptoms in our study might be associated with the poor 
compliance and high drop-out rate.

In conclusion, tibolone seems to have a greater effect on dizzi-
ness and faintness symptoms than HRT. Both tibolone and HRT 
could improve psychological distress.
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