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Abstract

Background Tibolone is an alternative to conventional estrogen and progesterone in relieving post-menopausal symptoms
in Indian women.

Material and Methods A prospective short-term observational study was done at a tertiary care teaching hospital in New
Delhi from November 2019 to September 2021. Fifty-three women, less than 60 years of age, presenting with moderate to
severe intensity of menopausal symptoms as assessed by measuring menopausal rating score (MRS > 8) were enrolled and
given Tibolone 2.5 mg daily for 3 months. Improvements in symptoms were seen at 1 month and 3 months. Side effects
were also noted.

Results Marked improvement was seen as reduction in scores of psychological, somatic and genitourinary symptoms was
noted. The psychological symptoms reduced from 8.92 +1.959 to 2.905 + 1.042, the somatic symptoms decreased from
8.33+2.299 to 3.4+ 1.167, and genitourinary symptoms decreased from 3.64 +1.42 to 2.150 +0.948 after 3 months of
treatment with Tibolone. Only 3 patients (5.6%) experienced vaginal spotting with no major side effects.

Conclusions Tibolone is a highly effective and well accepted drug to reduce moderate to severe menopausal symptoms,
especially psychological symptoms including depression.

Keywords Tibolone - Menopausal symptoms - Hot flushes - Hormone replacement therapy - Genitourinary symptoms of
menopause - Psychological symptoms at menopause - Somatic symptoms at menopause

Introduction progestogenic, and androgenic properties [1]. This study was
done to see the effectiveness of Tibolone in alleviating post-

Menopause is a naturally occurring event in all women after =~ menopausal symptoms in Indian women.

the reproductive age. The menopausal symptoms adversely

affect the quality of life in menopausal women. Hormo-

nal replacement therapy helps to alleviate the bothersome Materials and Methods

symptoms. Tibolone, which is a STEAR (Selective Tissue

Estrogenic Activity Regulator), is used for the treatment of A short-term prospective observational study was con-

women with menopausal symptoms. It possesses estrogenic, ducted in the department of obstetrics and gynecology,

from November 2019 to September 2021. Inclusion criteria

were women with age less than 60 years having moderate

to severe intensity of menopausal symptoms as assessed by

Menopausal Rating Score (MRS > 8). The exclusion crite-
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A total of 150 patients attending menopausal OPD were
screened for enrollment, which included a detailed history,
examination, and ultrasound evaluation for endometrial
thickness. Out of these, 76 patients who met the inclusion
criteria were enrolled in the study. Enrolled patients were
given Tibolone 2.5 mg once daily for a period of 3 months
and were assessed for improvement in menopausal symp-
toms objectively by MRS questionnaire at 1 month and
3 months after taking Tibolone. Side effects at 15 days,
1 month, and 3 months were noted.

Observations and Results

Patients presenting to menopause OPD and gynecology
OPD were assessed for the severity of menopausal symp-
toms. Patients meeting exclusion criteria and those with
mild severity scores (MRS score < 8) were excluded from
the study. Seventy-six patients were enrolled in this study,
and among them, 23 patients (30.2%) were lost to follow-up
(due to the Covid-19 pandemic, which occurred during the
duration of our study period) and were not included in the
study. Fifty-three patients completed the 3 month treatment
with Tibolone.

Demographic Variables of the Study Population

The age of patients in the study population ranged from 39
to 59 years, with a mean age of 51.2 years. Thirty-seven
patients (69.8%) were in the age group of 50-60 years, 15
patients (28.3%) were in the age group of 40-50 years, and
only one patient (1.8%) was in the age group of 3040 years.
The age at menopause in the study population ranged from
36 to 54 years. The mean age at menopause was 46.79 years.
There was only one patient among the study population,
with premature ovarian failure with menopause at 36 years.
The duration of menopause ranged from 1 to 14 years in
the study population, with a mean duration of menopause
of 4.6 years with a SD of 3.05 years. Thirty-eight patients
(71.69%) had their menopause for duration of 1-6 years,
13 patients (24.52%) had their menopause for a duration of
7-12 years, and 2 patients (3.7%) had their menopause for a
duration of 13—18 years. In the study population, 48 patients

(90.5%) had natural menopause, while 5 patients (9.4%) had
surgical menopause.

Among the study population, 33 patients (62%) belonged
to the lower middle class. Only 1 patient (1.8%) belonged
to the lower class, 4 patients (7.5%) belonged to the upper
lower class, 12 patients (23%) belonged to upper middle
class and 3 patients (5.6%) belonged to upper class.

Effect of Tibolone on Severity of Menopausal
Symptoms

At enrollment, 11 patients (20.75%) had a total MRS score
in the moderate severity range (9—-15) and 42 patients
(79.42%) had a total MRS score in the severe range (> 15).
There was a marked reduction in the severity of symptoms
after 1 month and 3 months of taking Tibolone (Fig. 1). No
patient reported severe intensity of symptoms at the end of
3 months of taking Tibolone. The mean of total MRS score
at enrollment was 21 with SD of 4.5. This reduced it to 13.98
with a SD of 2.196 after 1 month of taking Tibolone. After
3 months of taking Tibolone, the mean of the total score fur-
ther decreased to 8.47 with a SD of 2.09 (Fig. 2). This differ-
ence was statistically significant with a p value of <0.00001
both at 1 month and 3 months of taking Tibolone.

Effect of Tibolone on Psychological Symptoms

The psychological symptoms at enrollment ranged from 5
to 12 with a mean score of 8.92 and a SD of 1.95. This was
decreased to 5.622 with a SD of 1.259 after 1 month of
taking Tibolone and further to 2.905 with a SD of 1.042
after 3 months of taking Tibolone (Fig. 3). This improve-
ment was found to be highly statistically significant with a p
value of <0.00001 both at 1 month and 3 months of taking
Tibolone. 7 patients (13.2%), 18 patients (33.9%), and 23
patients (43.3%) who reported very severe, severe and mod-
erate intensity of depression, respectively, at enrollment, had
significant improvement in their symptoms with none of the
patients reporting severe or very severe intensity, while only
1 patient (1.8%) reported moderate intensity of depression
at 3 months of taking Tibolone.
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Effect of Tibolone on Somatic Symptoms

At enrollment, the somatic subscore ranged from 4 to 12
with a mean score of 8.33 with a SD of 2.29, which reduced
to 5.4 with a SD of 1.39 after 1 month of taking Tibolone
and further to 3.4 with a SD of 1.16 after 3 months of taking
Tibolone (Fig. 4). This difference was found to be statisti-
cally significant with a p value of <0.00001, both at 1 month
and 3 months of treatment with Tibolone.

At enrollment, 63% of patients reported hot flushes of
varying intensity. Fifteen patients (28.3%), 13 patients
(24.5%), 4 patients (7.54%) and 1 patient (1.8%) reported
very severe, severe, moderate and mild intensity of hot
flushes, respectively. These patients had improvement in
their symptom intensity after 1 month of taking Tibolone,
with 4 patients (7.54%) reporting complete resolution of hot

flushes and none of the patients reported very severe inten-
sity of hot flushes. Only 3 patients (5.6%) reported severe
intensity. After 3 months of taking Tibolone, a total of 11
patients (20.75%) reported having complete resolution of hot
flushes and none of the patients had severe or very severe
intensity of hot flushes (Fig. 5).

Effect of Tibolone on Genitourinary Symptoms

The Genitourinary subscore at enrollment ranged from 1-9
with a mean score of 3.64 and a SD of 1.42. This decreased
to 2.867 with a SD of 0.832 after 1 month of taking Tibo-
lone and further decreased to 2.150 with a SD of 0.948 after
3 months of taking Tibolone (Fig. 6).
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Effect of Tibolone on Endometrial Thickness

The endometrial thickness at enrollment was 2.6 +0.53 mm.
It was reassessed after 3 months of treatment with Tibo-
lone, and it was observed that the mean value decreased to
2.19 mm with a SD of 0.44 mm. The difference in the mean
values was found to be significant (p <0.00001).

Side Effects with Tibolone

The patients were assessed for side effects at 15 days,
1 month, and 3 months after starting treatment with Tibo-
lone. Only 3 patients (5.6%) were reported to have vaginal
spotting, 2 of them in the initial 15 days of taking Tibolone.
3rd patient reported the same after 1 month of taking Tibo-
lone. All were isolated incidents that resolved spontaneously
and were not reported to be bothersome by the patients.
None of the patients in the study reported having breast ten-
derness, calf pain or other symptoms of DVT at 15 days,
1 month, or at 3 months of taking Tibolone (Table 1).

Effect on LFT and Lipid Profile

Lipid profile and liver function tests were assessed at enroll-
ment, and after 3 months of taking Tibolone, no significant
statistical difference was observed. After 3 months of treat-
ment, the mean total bilirubin decreased to 0.635 mg/dl, the

mean SGOT increased, and the SGPT value decreased. These
differences were not significant statistically (p=0.176, 0.412,
0.17, respectively). The effect on the lipid profile showed no
statistical difference. An increase in total VLDL cholesterol
was seen from a mean of 33 mg/dl to33.4 mg/dl, but was not
statistically different (p =0.502). There was a non-significant
reduction in total cholesterol, HDL, LDL, and TG with p
values of 0.09, 0.25, 0.21 and 0.31, respectively.

Discussion
There has been a resurgence of interest in treatment for
postmenopausal symptoms, which can be distressing and

reduce the quality of life. A relook at WHI study and as

Table 1 Side effects experienced by patients on treatment with Tibo-
lone

Side effect 15 Days 1 Month 3 Months
n (%) n (%) n (%)
Vaginal spotting 2(3.7%) 1(1.8%) 0 (0%)
Nausea 7 (13.2%) 2 (3.7%) 0 (0%)
Vomiting 1(1.8%) 0 (0%) 0 (0%)
Breast Tenderness 0 (0%) 0 (0%) 0 (0%)
DVT 0 (0%) 0 (0%) 0 (0%)

DVT Deep vein Thrombosis
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per recommendations of international menopausal society
in 2016 [2, 3], selection of patients less than 60 years of
age reduces the adverse effects of hormonal replacement
therapy. Tibolone can be a safer alternative to the conven-
tional estrogen and progesterone treatments as its pharma-
codynamic profile is significantly different. It is synthetic
steroid which is a Selective Tissue Estrogen Activity Regu-
lator (STEAR). Upon oral ingestion, it is converted into 3
a hydroxyl Tibolone, 3 f hydroxy Tibolone and 64 isomer.
The hydroxy metabolites are estrogenic and have a positive
effect on vagina and bone homeostasis. The delta isomer is
responsible for both the progestogenic as well as androgenic
properties of Tibolone. The progestogenic action is respon-
sible for the protective effect of Tibolone in endometrium,
while the androgenic action is responsible for the reduction
in vasomotor symptoms of hot flushes and enhancing the
sexual well being [4, 5]. The major advantage of Tibolone
and its hydroxy metabolites is their lack of estrogenic activ-
ity in breast tissue, mostly by inhibiting the enzyme estrogen
sulfatase and partly by increasing the enzyme activity of
sulfatotransferase thereby producing the inactive metabolite-
estrogen sulfate and effectively decreasing the active estro-
gen-estradiol thus decreasing incidence of breast cancer.

In our study population, 33 patients (62%) presented with
symptoms of hot flushes. Indian studies find hot flushes less
common and less bothersome. An incidence of 36.7% was
found in rural India [6] and 34% in urban India [7]. Western
countries report a higher incidence (80% to 88%) of post-
menopausal hot flushes [8, 9]. At the end of three months of
taking Tibolone, patients reported significant improvement
in the hot flushes as there were no patients who reported
very severe or severe intensity of hot flushes. Only 8 patients
(15%) reported moderate hot flushes; 14 patients reported
only mild hot flushes; and 31 patients (58.4%) reported
complete resolution of hot flushes. This effect of Tibolone
was similar to the Cochrane review and other studies, which
spanned from three months to three years [1, 4, 5, 8, 9].

The mean total MRS score decreased to 8.47 +2.09 after
3 months of treatment with Tibolone. Somatic, psychologi-
cal, and genitourinary symptoms significantly improved
from the baseline, with maximum reduction in symptoms
seen in the psychological subscale, followed by somatic and
then genitourinary symptoms.

As seen in our study, Tibolone is a well-tolerated drug. In
our study, only 5.6% (n=3) reported a single self-limiting
episode of vaginal spotting. These results were lower when
compared to the THEBES trial, in which vaginal bleeding
was 14.5%. The Cochrane review also reported an incidence
of 31-44% [1]. This could be explained as our inclusion cri-
teria in patients was endometrial thickness less than 4 mm,
unlike other studies. No significant change in endometrial
thickness with Tibolone was noted in our study, which is
similar to that reported in the OPAL study [10]. During

@ Springer

treatment with Tibolone, no effect on liver function tests
or lipid profile was noted in our study. This effect on lipid
profile differs from the results of a meta-analysis in which
they reported a decrease in total cholesterol, HDL-C and tri-
glyceride levels [11-13]. However, they had included studies
in which Tibolone was given for a longer duration in contrast
to our study where Tibolone was given only for a period of
3 months. Tibolone given for longer period has been shown
to cause elevated liver enzymes [14, 15].

There are few studies using Tibolone for relief of meno-
pausal symptoms in India. Authors found a short trial of
three months of Tibolone helps menopausal patients tide
over, offering a marked reduction in symptoms and an
improved quality of life with no side effects, but patients
need reassessment for prolonged use. The ease of drug
usage, daily dosing compared to sequential estrogen and
progesterone in patients with an intact uterus is an advantage
for patient compliance. The short coming of our study was
the short duration of 3 months. As the symptoms are seen
in the transition phase too, Tibolone can be given for short
term, though in our study we restricted its use in menopau-
sal patients. The effect of Tibolone on bone health was not
assessed because of the short-term nature of our study. The
beneficial effect is seen in prevention, although Tibolone is
not recommended for treatment of osteopenia under current
guidelines. Tibolone is also a drug of choice in patients who
had endometriosis [16] although no patient in our study had
endometriosis. A short-term treatment is highly effective in
reducing distressing symptoms of menopause, improving
quality of life with no side effects. Patients should be re-
assessed after three months and re-evaluated for long-term
treatment in case of recurrence symptoms.

Conclusion

Tibolone is a highly effective and well accepted drug to
reduce moderate to severe menopausal symptoms, espe-
cially psychological symptoms including depression. The
maximum reduction was seen in the psychological symp-
toms, followed by somatic and genitourinary symptoms. A
short three-month treatment relieves most of the symptoms
without any side effects; long-term treatment needs further
monitoring.
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