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ABSTRACT

Introduction: Post- Women’s Health Initiative trial, Hormone 
Replacement Therapy (HRT) has fallen into disrepute. Other 
alternative therapies are being explored for the management of 
menopausal symptoms. We conducted a pilot study to evaluate 
the efficacy of vitamin E in the management of menopausal 
symptoms among perimenopausal women.
Material and Methods: A prospective randomized placebo-
controlled single-blinded study was conducted. Thirty 
perimenopausal women aged between 35-50 years, who declined 
hormone replacement therapy for menopausal complaints were 
enrolled for the study. The selected patients were randomly 
distributed into two groups A and B. Group A (n=15) was given 
800 IU of vitamin E per day in two divided doses for a period 
of three months while group B (n=15) was given placebo (soft 
gel capsules) orally once daily for three months. The Menopause 
Rating Scale (MRS) was used to evaluate the response to 
treatment. Paired t-test and independent t-test were applied for 
statistical analysis.
Results: Among the vitamin E administered group, the somatic 
and psychological scores improved by 22.44% (p<0.05) and 
14.63% (p<0.01) respectively. Somatic and psychological scores 
also improved significantly among those on placebo treatment. 
The urogenital subscale scores did not improve among both the 
groups. Though the total scores improved by 18.34% (p<0.05) 
among vitamin E group, it was not significantly different from 
the 13.64% (p<0.05) total score improvement seen in the placebo 
group.
Conclusion: Vitamin E was not superior to placebo treatment for 
management of menopausal symptoms.
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INTRODUCTION
Menopause, from the Greek word ‘menos’ meaning month and 
‘pausis’ meaning cessation is defined as the last menstrual period. 
Though the diagnosis of menopause can be definitely made only 
retrospectively after one year of amenorrhea, the physiological 
changes culminating in the final menstrual period (FMP) begin 
at least a decade prior to it and continue even beyond the FMP.1 
This period of a woman’s life is associated with distressing 
clinical problems such as hot flushes, night sweats, insomnia, 
mood swings, fatigue and urogenital complains.1 Though a 
natural process, many women prefer not to bear them as part of 
their routine lives.2 
The menopausal complains are most effectively treated 
by hormone replacement therapy (HRT). However, post 
Women’s Health Initiative trial, HRT has fallen into disrepute 
for increasing the risk of breast cancer and not showing any 
beneficial effect on bone health or cardiovascular disease.3,4 As a 
consequence of the confusions surrounding HRT, many women 
decline HRT and prefer alternative therapies. Prescribing 

practices of gynecologists have also largely been affected and 
they too are reluctant in prescribing HRT for menopause related 
symptoms.5-7

Numerous reports in medical literature and media have 
explored the effectiveness of various non-hormonal agents such 
as SSRIs, evening primrose oil, gabapentin, ginseng, vitamin E, 
acupuncture and reflexology in reducing menopausal symptoms, 
particularly hot flushes.8,9

In view of this, we conducted a pilot study to evaluate the 
efficacy of high dose of vitamin E against placebo in the 
management of menopausal complains among perimenopausal 
women in North India.

MATERIAL AND METHODS
The pilot study was conducted as a prospective single-blinded 
randomized controlled trial over a period of one year in the 
Gynecology OPD of a tertiary care hospital in North India. 
Institutional Ethical Committee clearance was taken for the 
study. Patients participating in the study gave informed consent.
A total of 30 perimenopausal women, between the age of 35-
50 years, who declined HRT for menopausal complaints were 
enrolled for the study. Both early and late perimenopausal 
women according to the Stages of Reproductive Aging 
Workshop (STRAW) +10 criteria were included. Patients with 
irregular menses without skipping cycles and more than seven 
days difference in length of consecutive cycles were classified 
as early perimenopausal while those with ammenorhoea for 
more than two months were classified as late perimenopausal.10

Patients with undiagnosed vaginal bleeding, history of breast 
carcinoma or other malignancies, cardiac diseases, liver disorder, 
diabetes mellitus, altered lipid profile were excluded from 
the study. Patients who had received any hormonal treatment 
or soy-bean derived products in the previous 12 months for 
menopausal symptoms were excluded. Those on antiplatelets or 
anticoagulants were also not included.
The selected patients were randomly distributed in two groups 
A and B. Group A (n=15) was administered 800 IU vitamin E 
per day in two divided doses for a period of three months and 
group B (n=15) was given placebo (soft-gel capsules) orally 
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twice daily for three months.
Patients were asked to fill a pre-tested questionnaire with 
sections A, B and C. Section A included socio-demographic 
data such as age, marital status, religion, education and 
occupational background. Detailed menstrual history was 
taken in section B. Section C included the English version of 
Menopausal Rating Scale (MRS) questionnaire for evaluating 
the menopausal symptoms.11,12 In the MRS questionnaire 
11 menopausal symptoms were graded from “0” (none) to 
“4” (very severe). Adding the scores of hot flushes, cardiac 
symptoms, sleep disturbances and rheumatic complains yielded 
the somatic subscale score. The psychological subscale score 
was obtained by adding scores of depression, irritability, 
anxiety and fatigue. Urogenital subscale score was obtained 
by adding scores given to symptoms of sexual dysfunction, 
bladder disturbance and vaginal dryness. Total score of the 
MRS questionnaire was obtained by adding scores of all the 11  
symptoms.
The MRS questionnaire was administered to both the groups by 
face to face interview in the local language and responses were 
recorded at baseline i.e. before initiating the therapy and then 
after three months of therapy. 

STATISTICAL ANALYSIS
Validity of the MRS questionnaire was evaluated using 
chronbach’s alpha. Paired t-test and independent t-test were 
applied to analyze the data using Statistical Package for Social 
Sciences (SPSS) software version 23.0 (SPSS Inc, Chicago, IL, 
USA). P < 0.05 was considered as cut-off value for significance.

RESULTS
The average age of perimenopausal women in our study was 
41.2 ± 1.51 years. The reliability analysis of the 11 item MRS 
questionnaire yielded a Cronbach’s alpha 0.89 at baseline. As 
there was a drop rate of 23% and 23 patients out of 30 enrolled 
reported for follow up at three months. The total MRS score 
of group A (n=12) and B (n=11) were 20.50 (4.15) and 22.0 
(5.60) respectively. The somatic, psychological and urogenital 
scores of both the groups were also comparable at baseline as 
illustrated in Figure 1.
As given in Table 1, after 3 months of treatment with vitamin 
E, group A (n=12) showed a 14.63% improvement in the total 
score of the MRS questionnaire (P < 0.05). The somatic subscale 
symptoms improved by 18.34% (P < 0.05) and psychological 

subscale symptom scores improved significantly by 22.44% (P 
< 0.01). 
Patients of the placebo administered group (n=11) also showed 
a 13.64% improvement in the total MRS score (P < 0.05). The 
somatic scores and psychological scores improved by 20.54% 
(p<0.05) and 16.7% (P < 0.01) respectively. (Table 2)
There was no improvement in the urogenital subscale scores of 
both the groups. (Tables 1,2)
On comparing the MRS scores of group A and group B after 
three months of treatment, there was no significant difference 
between the groups with respect to total score, somatic subscale 
score, psychological subscale score or the urogenital subscale 
score as illustrated in Figure 2.

Scores before treatment Scores three months 
after treatment

Absolute improvement Percentage  
improvement

Total score 20.50 (4.15) 17.50 (4.72) 3.00 (4.75)* 14.63*
Somatic subscale 7.25 (1.81) 5.92 (1.68) 1.33 (1.97)* 18.34*
Psychological subscale 9.67 (1.72) 7.50 (2.07) 2.17 (2.33)** 22.44**
Urogenital subscale 3.58 (1.38) 4.08 (1.78) -0.50 (1.45) No improvement

Table-1: MRS scores of perimenopausal women (n=15) on Vitamin E. (*=p<0.05, **=p<0.01)

Scores before treatment Scores three months 
after treatment

Absolute improvement Percentage  
improvement

Total Score 22.00 (5.60) 19.00 (4.60) 3.00 (2.90)* 13.64*
Somatic subscale 7.45 (2.51) 5.73 (1.95) 1.53 (1.49)* 20.54*
Psychological subscale 10.36 (1.75) 8.64 (1.50) 1.73 (1.35)** 16.70**
Urogenital subscale 4.18 (1.72) 4.64 (1.80) -0.46 (0.52) No improvement

Table-2: MRS scores of perimenopausal women (n=15) on placebo. (*=p<0.05, **=p<0.01)
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Figure-1: Baseline Menopause Rating Scale scores of group A (vitamin 
E administered, n=12) and group B (placebo administered, n=11).
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Figure-2: Menopause Rating Scale scores after 3 months of treatment 
of group A (vitamin E administered, n=12) and group B (placebo 
administered, n=11).
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DISCUSSION
Vitamin E (Tocopherol) is a fat soluble vitamin, present in many 
food products and is also available as dietary supplements. 
Sunflower oil, nuts, green leafy vegetables and fortified cereals 
are common sources of vitamin E. Being a naturally existing 
antioxidant, vitamin E plays a pivotal role in preventing lipid 
peroxidation.13 Studies have shown encouraging reports of 
beneficial effects of vitamin E on the cognitive abilities, mental 
alertness and emotional stabilities in various forms of dementia 
specially in the elderly.8,14,15

This study was conducted to evaluate the efficacy of vitamin 
E for menopausal symptoms among perimenopausal women 
using the MRS scale. The MRS scale is composed of 11 items 
which covers three dimensions i.e. somatic, psychological and 
urogenital. In our study, the psychological subscale scores was 
the highest followed by the somatic subscale scores among both 
the groups as illustrated in Figure 1. The results were in line 
with studies done in other parts of India.16-18

Symptoms reported commonly by the perimenopausal women 
in our study were depression, irritability, anxiety and fatigue 
mostly ranging from moderate to severe grade thus yielding a 
high psychological subscale score. Large scale studies evaluating 
mood changes in perimenopausal women have found that the 
menopausal transition phase is associated with increased risk 
of depression.19,20 After three months of treatment with vitamin 
E, there was an improvement by 22.44% in the psychological 
subscale scores (p<0.01). Though the improvement was 
statistically significant it was clinically not significant as the 
patients were not satisfied with the improvement. Patients in 
the placebo group also reported a 16.7% improvement in the 
psychological subscale score (p<0.01). The improvement seen 
in psychological symptoms among the vitamin E group was 
statistically not different from the placebo group in our study. 
This could be because the psychological symptoms are largely 
attributed to the fluctuations in the estrogen levels during the 
transition.19,20 Moreover, oxidative damage is not important in 
the pathogenesis of psychological symptoms associated with 
menopause and hence similar effects were seen with both 
vitamin E and placebo. Besides fluctuating estrogen levels, 
apprehension towards menopause also contributes to depression 
and anxiety. Role of estrogens and its fluctuation has also been 
demonstrated to affect the cognitive abilities in these women.21

The etiology of hot flashes is not completely clear but is believed 
to result from the brain’s response to decreasing estrogen levels. 
It has been hypothesized that a relative decrease in circulating 
estrogen levels alters the norepinephrine and serotonin levels, 
thus causing dysfunction of the thermoregulatory nucleus.22 As 
the estrogen levels are fluctuating during the perimenopausal 
stage, the hot flashes are also more severe in this group.16,23 
Moderate to severe episodes of hot flashes and joint pains 
were the most common symptom of somatic domain. This 
was also accompanied by complains of sleep disturbances 
and mild cardiac symptoms like palpitation. The net somatic 
subscale scores of these symptoms improved significantly by 
18.34% in the vitamin E administered group and by 20.54% in 
the placebo administered group after a period of three months 
(Tables 1, 2). As seen in figure 2, the improvement in the 
somatic subscale domain symptoms was comparable for both 
the groups. This indicates that the response of vitamin E and 

placebo were similar just as observed for the psychological 
subscale. Although very few research has been done to study the 
effect of vitamin E supplementation on menopausal symptoms, 
a placebo-controlled studies have demonstrated that vitamin 
E improved the hot flashes severity scores significantly when 
compared with a placebo.8 Similarly in our study, improvement 
in hot flashes were seen but they were neither clinically nor 
statistically different from the placebo group.
The urogenital subscale scores were low as symptoms of 
vaginal dryness, irritation, soreness, dyspareunia, bladder 
disturbanceslike increased urinary frequency and urgency 
were not severe during the perimenopausal stage. These 
symptoms worsen during the postmenopausal stage with 
decreased estrogenization of the vaginal tissue.16 There was 
no improvement in the urogenital subscale scores in our study. 
Some patients even reported a worsening of the symptoms of 
vaginal dryness as the menopausal stage progressed and the 
estrogen levels further declined. One study employing topical 
vitamin E gel applied locally improved the symptoms of vaginal 
dryness during menopause.24,25

The total score of the MRS scale improved by 14.63% for the 
vitamin E group (n=12) and a 13.64% improvement was seen in 
the total score for the placebo group after three months. Though 
these improvements were statistically significant within the 
group, there was no overall clinical or statistical difference in 
the improvement of menopausal symptoms between the vitamin 
E administered and placebo administered groups. 
Our study is not without limitations. Firstly, the sample size is 
small because the study was undertaken as a pilot project due 
to scarcity of data in the Indian population. In addition, the 
MRS questionnaire was used for interview instead of a self-
administered tool. Interviewer bias can be expected because of 
this.

CONCLUSION
Though Vitamin E has recently gained points in the popular 
media as a non-hormonal and safe alternative for menopausal 
symptoms, there are very few studies to support this claim. 
We concluded from our study that vitamin E was similar to 
placebo in the management of menopausal complains during 
the perimenopause. However, large scale randomized controlled 
trials in the Indian population are needed to support or refute 
our findings.
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