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Introduction
Vasomotor symptoms such as hot flushes and night sweats are 
often considered the cardinal symptoms of menopause and have 
a substantial detrimental effect on women’s health-related quality 
of life [1-6]. The high proportion of women who experience peri-
menopausal vasomotor symptoms worldwide highlights the need 
for effective, well-tolerated treatments. Estrogen-based menopausal 
hormone therapy is the foundation of treatment for estrogen defi-
ciency symptoms, including vasomotor symptoms, and has been 
shown to reduce symptom frequency and severity and improve 
quality of life [7-9]. Guidelines recommend tailoring menopausal hor-
mone therapy to individual patients’ symptoms and circumstances 
using the most appropriate dose of estrogen and, in some cases, 

selecting the most suitable route of estrogen administration [7,9-14]. 
   For non-hysterectomized women, estrogen is given in combina-
tion with progestogen in either cyclic or continuous form [7,10,11]. 
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Low-dose estradiol plus dydrogesterone (1 mg 17β-estradiol com-
bined with 5 mg dydrogesterone; referred hereafter as E 1 mg/D 5 
mg) was approved in 2000 for the treatment of estrogen deficiency 
symptoms and prevention of osteoporosis in postmenopausal 
women at least 12 months since last menses [12]. Subsequently, 
ultra-low dose estradiol plus dydrogesterone (0.5 mg 17β-estra-
diol continuously combined with 2.5 mg dydrogesterone; referred 
hereafter as E 0.5 mg/D 2.5 mg) was approved in 2010 for the 
treatment of estrogen deficiency symptoms in postmenopausal 
women at least 12 months since last menses [12]. Femoston® is 
the only single fixed dose menopause hormone therapy contain-
ing dydrogesterone. Dydrogesterone, like the micronized proges-
terone, comes from a natural source (e.g. yam and soy) [15,16]. Its 
unique molecular features are obtained through a photochemical 
process [17], creating a bent molecular conformation, conferring a 
high selectivity for progesterone receptors [18,19], with better oral 
bioavailability compared to oral micronized progesterone [19-21]. 
Dydrogesterone presents a biological progestogenic, anti-estro-
genic, anti-androgenic and anti-mineralocorticoid activity with 
no anti-gonadotrophic, estrogenic, androgenic, or glucocorticoid 
actions [19]. Unlike other progestogens, dydrogesterone is non-ther-
mogenetic, non-sedative, does not inhibit gonadotropin release or 
ovulation, does not influence central nervous system functions and 
psyche, and does not antagonize various central effects of estro-
gens [22]. In several randomized, placebo-controlled clinical stud-
ies, the ultra-low dose formulations have shown to reduce vaso-
motor symptoms, including hot flushes and moderate-to-severe 
hot flushes, in postmenopausal women compared to placebo, with 
no safety concerns [23-26]. Additionally, patient-reported improve-
ments have also been shown with ultra-low estradiol plus dydro-
gesterone based on improved scores on the Menopause Rating 
Scale (MRS) [25,26], a patient-reported outcome (PRO) tool that 
measures the severity of a range of menopause-related symptoms 
in aging women with high reliability and validity [27]. PRO tools 
are increasingly being recognized by regulators and healthcare 
professionals as valuable in collecting unique, patient-centered 
information regarding the impact of health conditions and treat-
ments [28]. As such, a closer examination of the impact of low 
and ultra-low estradiol plus dydrogesterone on MRS scores is 
warranted. This pooled analysis of data from two phase 3 clini-
cal trials assessed the impact of low and ultra-low estradiol plus 
dydrogesterone versus placebo on MRS scores assessing symp-
toms and treatment-related outcomes in postmenopausal women. 

Methods
Study design
This pooled analysis included data from two phase 3, double-blind, 
randomized, placebo-controlled studies that assessed the efficacy 
of continuous combined oral low and ultra-low dose E and D for 
the treatment of vasomotor symptoms in postmenopausal women. 
The first study was conducted in France, Poland, Romania and 
Russia and the second was conducted in China. Full details of 
these studies have been reported previously [25,26]. In brief, patients 
enrolled in the European study were randomized 2:1:2 to receive 
oral continuous E 0.5 mg/D 2.5 mg, E1 mg/D5 mg or placebo for 
13 weeks. Women enrolled in the Chinese study were random-
ized 1:1 to receive continuous combined E 0.5 mg/D 2.5mg or 

placebo once daily for 12 weeks [25]. Data from women included 
in the full analysis samples for the two studies who had received 
either E 0.5 mg/D 2.5 mg, E1 mg/D5 mg or placebo were included 
in this pooled analysis. 
  Both studies were conducted in accordance with the International 
Conference on Harmonization Guideline for Good Clinical 
Practice, applicable national/regional regulations and the 
Declaration of Helsinki and were approved by local ethics com-
mittees. All study participants provided written informed consent. 

Study population
The European study enrolled non-hysterectomized, postmeno-
pausal women (aged 45–65 years) who had been amenorrhoeic 
for ≥12 months, had serum estradiol and follicle-stimulating hor-
mone levels within the postmenopausal range, and had ≥ 50 mod-
erate-to-severe hot flushes during the week preceding the start of 
study treatment. The Chinese study enrolled non-hysterectomized, 
postmenopausal women (aged 45–60 years) who had been amen-
orrhoeic for ≥12 months, had serum estradiol <35 pg/mL, folli-
cle-stimulating hormone levels >40 IU/L, and had ≥50 hot flushes 
over 7 consecutive days during the 2-week screening period. Full 
eligibility criteria have been published previously [25,26].

Assessments 
Primary and secondary endpoints for the two studies have been 
described previously [25,26]. Change in the Menopause Rating 
Scale (MRS) score from baseline to week 4 and end of treatment 
(EOT) was assessed in this pooled analysis. During the assess-
ment, the women were asked “Which of the following symptoms 
apply to you at this time?”; and the score per question was cho-
sen as “None” = 0; “Mild” = 1; “Moderate” = 2; “Severe” = 3; 
“Extremely Severe” = 4 (Table 1).

Table 1. The Menopause Rating Scale items, subscales, and total scores

Items (score 0 to 4)

1.	 Hot flashes, sweating (episodes of sweating)
2.	 Heart discomfort (unusual awareness of heart beat, heart skipping, 

heart racing, tightness)
3.	 Sleep problems (difficulty in falling asleep, difficulty in sleeping through 

the night, waking up early)
4.	 Depressive mood (feeling down, sad, on the verge of tears, lack of 

drive, mood swings)
5.	 Irritability (feeling nervous, inner tension, feeling aggressive)
6.	 Anxiety (inner restlessness, feeling panicky)
7.	 Physical and mental exhaustion (general decrease in performance, 

impaired memory, decrease in concentration, forgetfulness)
8.	 Sexual problems (change in sexual desire, in sexual activity and 

satisfaction)
9.	 Bladder problems (difficulty in urinating, increased need to urinate, 

bladder incontinence)
10.	 Dryness of vagina (sensation of dryness or burning in the vagina, 

difficulty with sexual intercourse)
11.	 Joint and muscular discomfort (pain in the joints, rheumatoid 

complaints)

Subscale or domain

Somato-vegetative subscale: items 1, 2, 3, 11 (score 0 to 16)
Psychological subscale: items 4, 5, 6, 7 (score 0 to 16)
Urogenital subscale: items 8, 9, 10 (score 0 to 12)

Total Menopause Rating Scale

Items 1 to 11 (score 0 to 44)
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Statistical analyses
Statistical methods for the original study endpoints have been previ-
ously described [25,26]. Analyses were performed for the total pooled 
population and for subgroups stratified by body mass index (BMI; 
<25 and ≥ 25) or by ethnicity (European and Chinese). Pooled data 
were analyzed using an analysis of covariance (ANCOVA) model 
with treatment, study and treatment-study interaction as factors 
and the respective baseline values as covariates. 

Results
Study population
A total of 640 women from the two studies were included in the 
pooled analysis. Of these, 288 had received E 0.5 mg/D 2.5 mg, 
61 had received E1 mg/D 5 mg and 291 had received placebo. 
Baseline demographics and characteristics for the pooled popula-
tion are shown in Table 2. Final analysis was performed on 285, 
59 and 289 patients, respectively. 

Health-related quality of life
Total population 
At EOT, the mean MRS scores for items 1 (hot flushes, sweat-
ing), 2 (heart discomfort), 3 (sleep problems), 6 (anxiety), and 
10 (dryness of vagina) were significantly improved with E 0.5 
mg/D 2.5 mg versus placebo, as were MRS total and soma-
to-vegetative, psychological and urogenital combined domain 
scores (Figure 1). With the exception of items 3 and 10, and the 
urogenital subscale score, where non-significant improvements 
could be seen, all of these significant improvements were also 
seen at week 4 for E 0.5 mg/D 2.5 mg compared to placebo. 
    For E1 mg/D 5 mg, the mean MRS scores for items 1 (hot 
flushes), 3 (sleep problems), 4 (depressive mood), 6 (anxiety), 
and 11 (joint and muscular discomfort), as were the soma-
to-vegetative and psychological subscale scores and the total 
MRS score were significantly improved versus placebo at EOT 

(Figure 1). Similarly, with the exception of items 3 and 6 and the 
psychological subscale scores, all of these significant improve-
ments were seen at week 4 for E 1 mg/D 5 mg compared to 
placebo. 
  There was a reduction in all MRS scores (per item, per sub-
scales and total) at week 4 (W4) and EOT versus baseline in 
both treatment groups (Table 3). All MRS final scores (per item, 
subscales and total) in the treatment groups at W4 and EOT 
were numerically lower compared to the placebo group, with 
the single exception being item 9 (Bladder problems) at W4 for 
E 0.5 mg/D 2.5 mg group, where the scores were the same. In 
addition, the reduction from baseline was always higher in the 
two treatment groups, as compared to the reduction from base-
line in the placebo group.

BMI subgroups
In the BMI <25 subgroup, mean MRS scores for items 1, 2, 3, 
4 and 10 were significantly improved with E 0.5 mg/D 2.5 mg 
versus placebo at EOT, as were the somato-vegetative subscale 
score and the total MRS score [29]. All of these improvements, 
except the improvements in items 4 and 10, were seen at week 
4. With E1 mg/D 5 mg, significant improvements versus placebo 
were seen for items 1, 4 and 11 and for the somato-vegetative 
subscale score at EOT.  Again, all significant improvements, 
except the improvement in item 4, were seen at week 4. In the 
BMI ≥ 25 subgroup, significant improvements versus placebo 
were seen at EOT for items 1 and 6 with E 0.5 mg/D 2.5 mg, 
and for items 1 and 6, somato-vegetative subscale score and 
the total MRS score with E 1 mg/D 5 mg. The improvements 
at week 4 were not significant in this group. 

European and Chinese populations 
In the European population, a significant improvement in item 
1 was seen with E 0.5 mg/D 2.5 mg vs placebo at EOT [30]. At 
EOT, with E 1 mg/D 5 mg, significant improvements versus 
placebo were seen for items 1, 3, 4, 6 and 11 and for the soma-
to-vegetative and psychological subscale scores and also the 
total MRS.  In the Chinese population, significant improvements 
were seen with E 0.5 mg/D 2.5 mg vs placebo in items 1, 2, 3, 
5, 6 and somato-vegetative and psychological subscale scores 
at week 4 and in all items (except item 8), in all subscale scores 
(somato-vegetative, psychological and urogenital) and also in 
the total MRS score at EOT [30].

Discussion
This pooled analysis of two phase 3, randomized, placebo-con-
trolled trials showed consistent improvements in health-related 
quality of life with low- and ultra-low-dose E plus D versus pla-
cebo. The clinically relevant improvements seen in health-re-
lated quality of life are likely attributed to the efficacy of low- 
and ultra-low-dose E plus D in reducing vasomotor symptoms, 
with significantly lower numbers of hot flushes per day seen 
with E 0.5 mg/D 2.5 mg versus placebo and E 1 mg/D 5 mg ver-
sus placebo in the individual studies [25,26]. In addition, adequate 
bleeding control seen with E 0.5 mg/D 2.5 mg and E 1 mg/D 5 
mg [25,26] is likely to contribute to improved health-related qual-
ity of life as perimenopausal bleeding has been shown to have 
a negative impact on women’s quality of life [31]. Furthermore, 

Table 2 Baseline demographics and clinical characteristics.

E 0.5 mg/D 
2.5 mg 
(n=288)

E 1 mg/D 5 
mg (n=61)

Placebo 
(n=291) 

Age (years) 53.2 ± 3.8 54.6 ± 4.0 53.2 ± 3.8

Race
White
Black
Asian

122 (42.4)
0 (0)

166 (57.6)

61 (100)
0 (0)
0 (0)

125 (43.0)
1 (0.3)

165 (56.7)

Height (cm) 161 ± 5.3 163 ± 4.6 161 ± 5.3

Weight (kg) 64.1 ± 10.6 68.8 ± 9.1 64.1 ± 11.7

BMI (kg/m2) 24.6 ± 3.7 26.0 ± 3.5 24.7 ± 4.0

Medical history (>10% 
in any treatment arm)

Appendicectomy
Hypertension
Uterine leiomyoma

49 (17.0)
45 (15.6)
56 (19.4)

14 (23.0)
16 (26.2)
1 (1.6)

34 (11.7)
54 (18.6)
49 (16.8)

Data are presented as mean ± standard deviation or frequencies n (%)
BMI, body mass index; D, dydrogesterone; E, estradiol.
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* p<0.05
D - dydrogesterone; E - estradiol; EOT - end of treatment

the two E plus D formulations have favorable safety profiles 
with very low rates of treatment discontinuation during the 
two studies [25,26]. Together, these treatment attributes can posi-
tively impact the day-to-day lives of postmenopausal women, 
reflected in the present analysis as a significant improvement 
of the total MRS score after 12 weeks of E plus D treatment 
in this population. 
   Notably, there were positive health-related quality of life 
impacts in women with BMI <25 and in those with BMI ≥25, 
an important finding considering the potential impact of body 
weight on drug pharmacokinetics and pharmacodynamics [32]. 
Significant improvements versus placebo in health-related qual-
ity of life due to ‘Hot flushes, sweating’ were seen at EOT in both 
BMI groups. This finding is clinically relevant and highlights the 
benefit and appropriateness of oral ultra-low dose combination 
of E plus D, even among women with high BMI. Moreover, a 
significant improvement versus placebo in health-related qual-
ity of life based on the total MRS score was seen at EOT in the 
BMI <25 subgroup. There were also consistent health-related 
quality of life improvements across both European and Chinese 
populations, with significant improvements versus placebo in 

health-related quality of life due to ‘Hot flushes, sweating’ seen 
at EOT in both European and Chinese women. Again, the con-
sistency of this improvement across different ethnicities is clini-
cally relevant as the frequency and duration of vasomotor symp-
toms during perimenopausal transition has been shown to vary 
based on ethnicity [33-36]. Notably, while numerical improvements 
were seen in all MRS items in both populations with E 0.5 mg/D 
2.5 mg at EOT versus baseline, more of these improvements 
were statistically significant in the Chinese population com-
pared with the European population. This may be explained by 
the lower number of patients per group in the European trial 
compared with the Chinese trial, as well as the differences in 
ethnicity. Nevertheless, these results from our subgroup anal-
ysis demonstrate consistent health-related quality of life bene-
fits, irrespective of BMI or ethnicity. These results can be used 
to support physicians and patients in clinical decision-making 
surrounding the use of menopausal hormone therapy. 
  The strengths of this pooled analysis include the individual 
patient data from placebo-controlled, double-blind, randomized 
studies. However, there are some limitations such as the post 
hoc nature of the analysis and the small number of women in 

Figure 1 Scores per item, subscales, and total of the MRS at baseline, week 4 and EOT
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some of the subgroups. Despite these limitations, the analysis 
provides clinically valuable data regarding the benefits of E 0.5 
mg/D 2.5 mg and E 1 mg/D 5 mg in improving health-related 
quality of life among postmenopausal women, building on the 
favourable impact shown in previous studies [23-26]. 

Conclusions
In this pooled analysis of two randomized, placebo-controlled 
trials, oral, ultra-low dose continuous combined 0.5 mg E plus 
2.5 mg D and low dose continuous combined 1 mg E plus 5 mg 
D improved health-related quality of life across several clini-
cally relevant symptoms assessed with the MRS compared with 
placebo in postmenopausal women of different range of BMI 
categories. Additionally, ultra-low dose continuous combined 
0.5 mg E plus 2.5 mg D improved health-related quality of life 
across several relevant symptoms compared with placebo in post-
menopausal women of different ethnicities. Given the increasing 
importance of PROs in relation to clinical benefits, these findings 
support the use of oral, ultra-low-dose continuous combined 0.5 
mg E plus 2.5 mg D and low dose continuous combined 1 mg E 

plus 5 mg D to improve health-related quality of life among post-
menopausal women of different BMI categories and ethnicities. 

References

1.	 Freeman EW, Sherif K. Prevalence of hot flushes and night sweats 
around the world: a systematic review. Climacteric. 2007;10(3):197-214. 

2.	 Khan SJ, Kapoor E, Faubion SS, Kling JM. Vasomotor Symptoms 
During Menopause: A Practical Guide on Current Treatments and Future 
Perspectives. Int J Womens Health. 2023;15:273-287. 

3.	 Pinkerton JV, Santen RJ. Managing vasomotor symptoms in women 
after cancer. Climacteric. 2019;22(6):544-552. 

4.	 Whiteley J, Wagner JS, Bushmakin A, Kopenhafer L, Dibonaventura 
M, Racketa J. Impact of the severity of vasomotor symptoms on health 
status, resource use, and productivity. Menopause. 2013;20(5):518-524. 

5.	 Nappi RE, Siddiqui E, Todorova L, Rea C, Gemmen E, Schultz NM. 
Prevalence and quality-of-life burden of vasomotor symptoms associ-
ated with menopause: A European cross-sectional survey. Maturitas. 
2023;167:66-74. 

6.	 Tamlyn Anne R, Downes M, Simoncini T, et al. Evaluating the cost 
utility of estradiol plus dydrogesterone for the treatment of menopausal 
women in China. J Med Econ. 2024;27(1):16-26. 

Table 3. Changes of MRS scores from baseline to EOT

Placebo (n=289) E 0.5 mg/D 2.5 mg (n=285) E 1 mg/D5 mg (n=59)

BL W4 EOT BL W4 EOT BL W4 EOT

Items Score Score
Reduction 
from BL 

(%)
Score

Reduction 
from BL 

(%)
Score Score

Reduction 
from BL 

(%)
Score

Reduction 
from BL 

(%)
Score Score

Reduction 
from BL 

(%)
Score

Reduction 
from BL 

(%)

1- Hot flushes, 
sweating

2.55 1.93 24% 1.69 34% 2.57 1.71 33% 1.19 54% 2.78 1.64 41% 1.09 61%

2- Heart discomfort 1.11 0.87 22% 0.83 25% 1.08 0.69 36% 0.68 37% 1.1 0.73 34% 0.64 42%

3- Sleep problems 2.07 1.54 26% 1.33 36% 2.05 1.4 32% 1.16 43% 1.97 1.24 37% 0.85 57%

4- Depressive 
mood 

1.47 1.04 29% 0.96 35% 1.48 0.96 35% 0.83 44% 1.59 0.85 47% 0.67 58%

5- Irritability 1.65 1.28 22% 1.08 35% 1.72 1.1 36% 0.99 42% 1.6 1.08 33% 0.78 51%

6- Anxiety 1.44 1.07 26% 0.94 35% 1.43 0.87 39% 0.72 50% 1.47 0.95 35% 0.54 63%

7- Physical and 
mental exhaustion

1.93 1.52 21% 1.40 27% 1.97 1.47 25% 1.27 36% 1.73 1.19 31% 1.11 36%

8- Sexual problems 1.53 1.27 17% 1.07 30% 1.47 1.11 24% 0.93 37% 1.36 1.05 23% 0.64 53%

9- Bladder 
problems

0.96 0.71 26% 0.66 31% 0.95 0.71 25% 0.6 37% 0.93 0.66 29% 0.64 31%

10- Dryness of 
vagina

1.52 1.21 20% 1.14 25% 1.50 1.06 29% 0.91 39% 1.50 0.86 43% 0.76 49%

11- Joint and 
muscular 
discomfort

1.97 1.73 12% 1.62 18% 2.02 1.66 18% 1.53 24% 2.34 1.59 32% 1.45 38%

Subscale

Somato-vegetative 
(1+2+3+11)

7.70 6.07 21% 5.46 29% 7.73 5.45 29% 4.56 41% 8.19 5.2 37% 4.00 51%

Psychological 
(4+5+6+7)

6.48 4.90 24% 4.37 33% 6.59 4.39 33% 3.8 42% 6.37 4.05 36% 3.07 52%

Urogenital 
(8+9+10)

4.01 3.19 20% 2.86 29% 3.93 2.88 27% 2.45 38% 3.75 2.53 33% 2.00 47%

TOTAL 18.18 14.16 22% 12.69 30% 18.24 12.71 30% 10.81 41% 18.31 11.78 36% 9.07 50%

BL, baseline; D, dydrogesterone; E, estradiol; EOT, end of treatment; MRS, Menopause Rating Scale; W4, week 4.



79LicenseGynecological and Reproductive Endocrinology and Metabolism 2024; 5(2):74-79

Impact of low and ultra-low dose estradiol plus dydrogesterone in quality of life

7.	 Baber RJ, Panay N, Fenton A; IMS Writing Group. 2016 IMS 
Recommendations on women’s midlife health and menopause hor-
mone therapy. Climacteric. 2016;19(2):109-150. 

8.	 Nelson HD, Haney E, Humphrey L, et al. Management of meno-
pause-related symptoms. Evid Rep Technol Assess (Summ). 
2005;(120):1-6. 

9.	 “The 2022 Hormone Therapy Position Statement of The North 
American Menopause Society” Advisory Panel. The 2022 hormone 
therapy position statement of The North American Menopause Society. 
Menopause. 2022;29(7):767-794. 

10.	 Cobin RH, Goodman NF; AACE Reproductive Endocrinology Scientific 
Committee. American Association of Clinical Endocrinologists and 
American College of Endocrinology position statement on meno-
pause-2017 update. Endocr Pract. 2017;23(7):869-880. 

11.	 de Villiers TJ, Hall JE, Pinkerton JV, et al. Revised global con-
sensus statement on menopausal hormone therapy. Maturitas. 
2016;91:153-155. 

12.	 Hamoda H, Panay N, Pedder H, Arya R, Savvas M. The British 
Menopause Society & Women’s Health Concern 2020 recommenda-
tions on hormone replacement therapy in menopausal women. Post 
Reprod Health. 2020;26(4):181-209.

13.	 Lambrinoudaki I, Armeni E, Goulis D, et al. Menopause, wellbeing and 
health: A care pathway from the European Menopause and Andropause 
Society. Maturitas. 2022;163:1-14. 

14.	 Menopause Subgroup, Chinese Society of Obstetrics and Gynecology, 
Chinese Medical Association. [The 2023 Chinese menopause symptom 
management and menopausal hormone therapy guidelines]. Zhonghua 
Fu Chan Ke Za Zhi. 2023;58(1):4-21.

15.	 Al-Jasem Y, Khan Malik MM, Taha A, Thiemann T. Preparation of 
steroidal hormones with an emphasis on transformations of phytos-
terols and cholesterol - A review. Mediterr J Chem. 2014;3(2):796-830. 

16.	 Griesinger G, Tournaye H, Macklon N, et al. Dydrogesterone: phar-
macological profile and mechanism of action as luteal phase support 
in assisted reproduction. Reprod Biomed Online. 2019;38(2):249-259.

17.	 Fischer M. Industrial Applications of Photochemical Syntheses. 
Angewandte Chemie International Edition in English. 1978;17(1):16-
26. Available at: https://onlinelibrary.wiley.com/doi/abs/10.1002/
anie.197800161 

18.	 Colombo D, Ferraboschi P, Prestileo P, Toma L. A comparative molec-
ular modeling study of dydrogesterone with other progestational agents 
through theoretical calculations and nuclear magnetic resonance spec-
troscopy. J Steroid Biochem Mol Biol. 2006;98(1):56-62. 

19.	 Schindler AE, Campagnoli C, Druckmann R, et al. Classification and 
pharmacology of progestins. Maturitas. 2008;61(1-2):171-180. 

20.	 Rižner TL, Brožič P, Doucette C, et al. Selectivity and potency of the ret-
roprogesterone dydrogesterone in vitro. Steroids. 2011;76(6):607-615. 

21.	 Stanczyk FZ, Hapgood JP, Winer S, Mishell DR Jr. Progestogens used 
in postmenopausal hormone therapy: differences in their pharmaco-
logical properties, intracellular actions, and clinical effects. Endocr 
Rev. 2013;34(2):171-208. 

22.	 Kuhl H. Pharmacology of estrogens and progestogens: influence of 
different routes of administration. Climacteric. 2005;8 Suppl 1:3-63. 

23.	 Notelovitz M, Lenihan JP, McDermott M, Kerber IJ, Nanavati N, Arce 
J. Initial 17beta-estradiol dose for treating vasomotor symptoms. Obstet 
Gynecol. 2000;95(5):726-731. 

24.	 Notelovitz M, Mattox JH. Suppression of vasomotor and vulvovag-
inal symptoms with continuous oral 17beta-estradiol. Menopause. 
2000;7(5):310-317. 

25.	 Ren M, Ruan X, Gu L, Pexman-Fieth C, Kahler E, Yu Q. Ultra-low-
dose estradiol and dydrogesterone: a phase III study for vasomotor 
symptoms in China. Climacteric. 2022;25(3):286-292. 

26.	 Stevenson JC, Durand G, Kahler E, Pertynski T. Oral ultra-low dose 
continuous combined hormone replacement therapy with 0.5 mg 
17beta-oestradiol and 2.5 mg dydrogesterone for the treatment of 
vasomotor symptoms: results from a double-blind, controlled study. 
Maturitas. 2010;67(3):227-232. 

27.	 Heinemann K, Ruebig A, Potthoff P, et al. The Menopause Rating Scale 
(MRS) scale: a methodological review. Health Qual Life Outcomes. 
2004;2:45. 

28.	 Mercieca-Bebber R, King MT, Calvert MJ, Stockler MR, Friedlander 
M. The importance of patient-reported outcomes in clinical trials 
and strategies for future optimization. Patient Relat Outcome Meas. 
2018;9:353-367. 

29.	 Ren M, Yu Q, Graziano Custodio M, et al. Low-Dose and Ultra-Low 
Dose Estradiol and Dydrogesterone for the Treatment of Vasomotor 
Symptoms in Postmenopausal Women: A Pooled Analysis by Body 
Mass Index. Climacteric. Submitted 2023.

30.	 Yu Q, Stevenson JC, Tatarchuk T, et al. Ultra-low-dose estra-
diol and dydrogesterone for treatment of vasomotor symp-
toms in Europe and China. Climacteric. 2024 Jul 30:1-7. doi: 
10.1080/13697137.2024.2380364.

31.	 Vitale SG, Watrowski R, Barra F, et al. Abnormal Uterine Bleeding in 
Perimenopausal Women: The Role of Hysteroscopy and Its Impact on 
Quality of Life and Sexuality. Diagnostics (Basel). 2022;12(5):1176.

32.	 Smit C, De Hoogd S, Bruggemann RJM, Knibbe CAJ. Obesity and 
drug pharmacology: a review of the influence of obesity on pharma-
cokinetic and pharmacodynamic parameters. Expert Opin Drug Metab 
Toxicol. 2018;14(3):275-285.

33.	 Avis NE, Crawford SL, Green R. Vasomotor Symptoms Across the 
Menopause Transition: Differences Among Women. Obstet Gynecol 
Clin North Am. 2018;45(4):629-640. 

34.	 Boulet MJ, Oddens BJ, Lehert P, Vemer HM, Visser A. Climacteric 
and menopause in seven south-east Asian countries. Maturitas. 
2008;61(1-2):34-53.

35.	 Gold EB, Colvin A, Avis N, et al. Longitudinal analysis of the asso-
ciation between vasomotor symptoms and race/ethnicity across the 
menopausal transition: study of women’s health across the nation. Am 
J Public Health. 2006;96(7):1226-1235. 

36.	 Gold EB, Sternfeld B, Kelsey JL, et al. Relation of demographic and 
lifestyle factors to symptoms in a multi-racial/ethnic population of 
women 40-55 years of age. Am J Epidemiol. 2000;152(5):463-473. 

Data sharing
All relevant data are within the paper and its Supporting Information files.

Statement of authorship
Authors contributed equally to the conception, design and writing of the manu-
script. All authors critically revised the manuscript, agreed to be fully account-
able for ensuring the integrity and accuracy of the work, and read and approved 
the final manuscript.

Acknowledgments
Editorial assistance was provided by Metamols Ltd, funded by Abbott Estab-
lished Pharmaceuticals.

Funding
This work was supported by Abbott.

Declarations of interest
EK is an employee of Abbott Laboratories GmbH, Hannover, Germany and 
owns shares in Abbott. MGC is an employee of Abbott Products Operations AG, 
Allschwil, Switzerland and owns shares in Abbott. Junyi Yang is an employee of 
Abbott China, Established Pharmaceuticals Division, Shanghai, China and owns 
shares in Abbott. MR, QY, and TT declare no conflicts of interest. MGC is an 
employee of Abbott Products Operations AG, Allschwil, Switzerland and owns 
shares in Abbott. TS has received consulting fees from Astellas, Gedeon Rich-
ter, Mitsubishi Tanabe, Sojournix, Estetra, Actavis, Abbott, Medtronic, Applied 
Medical, Johnson & Johnson and speaker’s honoraria from Shionogi, Gedeon 
Richter, Theramex, Abbott, Intuitive Surgical, Applied Medical. REN has on-going 
relationship with Abbott, Astellas, Bayer HealthCare AG, Besins Healthcare, Ex-
eltis, Fidia, Gedeon Richter, HRA Pharma, Merck & Co, Novo Nordisk, Organon 
& Co, Shionogi Limited, Theramex, and Viatris. EK is an employee of Abbott 
Laboratories GmbH, Hannover, Germany and owns shares in Abbott. JCS has 
received grants/research support from Abbott, Mylan and Pfizer; consulting fees 
from Abbott, Mitsubishi Tanabe, Mylan and Pfizer; and speaker’s honoraria from 
Abbott, Bayer, Gedeon Richter, Menarini, Mylan, Pfizer and Viatris. 


