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Introduction

Menopause is one of  the most critical periods in a woman’s 
life and one of  the most important health concerns among 
middle‑aged women. Women undergo various changes during 
this period, which can continue for several years. Despite an 
increase in life expectancy, age of  menopause has remarkably 
remained stable.[1] As a result, women nowadays spend about 

one‑third of  their life at menopause. Due to the emergence 
of  numerous health problems during this period, investigating 
factors that reduce and treat these problems play an essential role 
in improving life quality in postmenopausal women.[2]

Menopause is associated with various early and late complications.[3] 
More than 30% of  women who do not receive hormonal therapy 
experienced symptomatic vaginal atrophy.[4] Atrophic vaginitis 
occurs due to estrogen hormone loss.[5] Estrogen increases the 
growth of  vaginal mucosa and leads to the production of  lactic 
acid by lactobacilli and creation of  vaginal pH which prevents 
excessive growth of  bacteria in the vagina and maintains the 
health of  the vagina.[6]
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postmenopausal women are recommended to use this cream instead of synthetic estrogen to reduce the complications of this hormone.
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Due to the fact that vaginal atrophy symptoms are progressive 
and would not be healed spontaneously, unsuccessful treatment 
of  them would cause the decrement of  life quality and also 
higher levels of  vaginal discomfort. However, in spite of  the 
fact that the majority of  patients require to be healed, only 
one‑quarter of  them follow the treatment appropriately.[7] The 
results of  the studies that have focused on vaginal atrophy 
treatment demonstrate that hormone replacement therapy with 
estrogen in both systemic and topical forms could increase the 
level of  collagen and tissue thickness. Hormone replacement 
therapy (HRT) is an effective method to treat vaginal atrophy, 
but it is associated with some hazards.[8] In a study, the relative 
risk of  breast cancer in women who had used estrogen as a 
treatment for 1–4  years was reported to be 1.08  times more 
than the other group that had received no treatment. The risk 
was reported to be 1.35 among women who had used estrogen 
for 5 or more years.[9]

Due to dangerous side effects associated with hormonal therapy, 
some women have turned to nonhormonal and herbal therapies 
and use of  high‑dose vitamins in spite of  the benefits of  estrogen 
therapy in postmenopausal women. Among these non hormonal 
methods, the use of  herbal medicines, vaginal moisturizers and 
lubricants, and vitamins as well as certain changes in lifestyle leads 
to an improvement in vaginal atrophy.[10] Applying plant‑based 
compounds of  phytoestrogen is one of  the main alternative 
therapies. These plant‑based compounds mainly have estrogenic 
properties. The safety of  these compounds was reported years 
ago.[11]

The main herbal sources of  phytoestrogens are licorice, red 
clover, fenugreek, and soybeans.[12] Trigonella foenum (fenugreek) 
belongs to fabaceae family native to the Mediterranean and 
South Asia.[13]

One of  the most important plants that contain estrogen 
and are effective in the hormonal balance of  the body is 
Fenugreek. The isoflavones in Fenugreek are considered to 
give estrogenic beneficial effects to this plant. In their study 
entitled “Investigating the effect of  fenugreek extract on early 
menopausal complications,”   Basirat  et al. (2010) proposed that 
this plant is better to control the symptoms of  menopause due 
to its higher estrogenic properties, and at the same time, it is 
safer than other plants.

Hakimi et al. (2015) have investigated the most possible effects 
of  fenugreek seed on hot flash among menopausal women and 
indicated that using fenugreek seeds for 4 to 8 weeks is effective 
in decreasing the times of  experiencing hot flash and the score 
of  vasomotor symptoms.[14]

Nowadays, applying topical and synthetic estrogen is necessary 
to reduce vaginal atrophy and maintain the natural performance 
and structure of  genitourinary tissue, and using hormonal and 
nonhormonal methods to reduce such changes is inevitable, 
because lack of  estrogen is the main cause of  such changes.[7]

Long‑term use of  estrogen is associated with some complications; 
therefore, using synthetic estrogen is less acceptable, which is 
mainly attributed to the complications caused by estrogen. 
Synthetic estrogen has various side effects such as breast cancer, 
endometrial hyperplasia, and cardiovascular disease; hence, there 
has been an increasing tendency to use alternative therapies.[15]

The major objective of  the present study is to investigate the 
effect of  vaginal cream of  Fenugreek on vaginal inflammation 
of  atrophic vaginitis among postmenopausal women. The results 
showed that fenugreek was effective; therefore, it is suggested 
that alternative hormonal therapies such as phytoestrogens be 
utilized to improve menopausal symptoms including vaginal 
atrophy.

Materials and Methods

Procedures
This study was performed as a randomized double‑blind 
controlled study with the objective of  investigating the 
effect of  fenugreek vaginal cream on vaginal atrophy among 
postmenopausal women who were complaining about vaginal 
atrophy and had been referred to Health Center 1 located in 
the east of  Ahvaz. A total number of  60 women who had been 
diagnosed with vaginal atrophy received fenugreek 5% vaginal 
cream and placebo for 8 weeks [Figure1]. The participants of  the 
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Figure    1: Flowchart of retention and recruitment of this study 
participants
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present study were assigned in two equal groups of  30 people 
randomly: Group A or intervention (fenugreek 5% vaginal cream) 
and Group B or control (placebo vaginal cream). The patients 
were required to refer back to the center 14, 28, and 56 days after 
the onset of  the therapy for reexamination and follow‑up. The 
measurement of  vaginal PH and smear were performed mainly 
in the first and last referral, and other measurements  (clinical 
examinations) were repeated every other week. The symptoms 
of  vaginal atrophy inflammation were mainly investigated by 
means of  a 4‑degree scale (none, mild, moderate, and severe) and 
maturation vaginal index (MVI) by preparing vaginal smears at 
baseline and 8 weeks after cytology experiment and intervention. 
Finally, by means of  SPSS software at a statistical significance 
level of  0.05, all the data were analyzed.

Inclusion criteria
1.	 Having the postmenopausal symptoms for at least one year
2.	 The presence of  vaginal atrophy symptoms
3.	 Being monogamous and also being engaged with extra sexual 

activity
4.	 Being literate.

Exclusion criteria
1.	 Genital tract abnormalities
2.	 Vaginal infection that should be treated
3.	 Nasal and uterine bleeding induced by unknown causes
4.	 Women who tolerated hormonal therapy at a period of  

2 months before the starting of  the study
5.	 Women with breast diseases induced by unknown causes
6.	 Women who used a high amount of  phytoestrogens such as 

fenugreek, flaxseed, red clover, and soybean during the last 
month

7.	 Women with the disease of  cholestatic liver
8.	 Women with end‑stage kidney disease
9.	 Improper use of  cream.

Data analysis
Independent t‑test and its nonparametric equivalent, 
i.e., Mann–Whitney test, were utilized to compare the means of  
the two groups based on the normality of  the data. Chi‑square 
test was employed to analyze the qualitative variable. Since the 
data were qualitative, GEE analysis was used to analyze the 
treatment improvement trend over  8  weeks and compare it 
between the two groups. In addition, Mann–Whitney test was 
run every other week to compare the improvement in follow‑up 
periods between these two groups. Statistical analysis of  the data 
was carried out by means of  SPSS 22.0.

Results

Within placebo and fenugreek groups, the mean age was 
55.1 ± 4.6 and 54.1 ± 4.4 years, respectively, and their mean age 
of  menopause was 48.3 ± 2.8 and 48.1 ± 2.1 years, respectively, 
and with this regard, the two groups were not significantly 
different (P > 0.05).

Discussion

Tables 1 and 2 indicate the effect of  fenugreek on maturation 
vaginal index (MVI). The results showed that, the average of  MVI 
before and 8 weeks after the therapy has a significant difference 
in the fenugreek group (P < 0.001). Among the fenugreek group, 
the average of  MVI was significantly higher in comparison with 
the placebo group (P < 0.000).

The results of  this study are mainly in line with those of  the study 
performed by Lima et al.[16] who carried out an investigation to 
examine the effect of  soybean vaginal gel on vaginal atrophy and 
reported that MVI had a significant improvement in the soybean 
group 12 weeks after the therapy (P < 0.001).

In their study, Tedeschi et al. (2012) have investigated the effect 
of  isoflavones of  red clover on symptoms of  vaginal cytology 
and menopause in postmenopausal women and pointed out that 
red clover had a great effect on the improvement of  menopausal 
symptoms.[17]

According to Table  3, the average vaginal acidity before the 
experiment was almost equal in the two groups  (P  <  0.27). 
However, after 8 weeks, there was a significant decrease within the 
therapy group in comparison with the placebo group (P < 0.001). 
This reduction could have an impressive role in the improvement 
of  vaginal atrophy. As a result of  a decrease in vaginal acidity, 
lactobacilli became more active, which reduced vaginal infection.

Table 1: Comparison of maturation vaginal index 
before and 8 weeks after the therapy among the 

participants

Time
Group Fenugreek n=30 Placebo n=30 P
MVI n (%)

Before therapy 0-49 30 (100) 30 (100) 1
50-64 0 0
65-100 0 0

After therapy 0-49 0 22 (73.6) <0.001
50-64 0 8 (26.4)
65-100 30 (100) 0

P <0.001 <0.001

Table 2: Comparison of the percentage of vaginal mucus 
cells before and after the treatment in the two groups

Vaginal mucus 
cells

Group
Follow-up time

Fenugreek 
n=30

Placebo 
n=30

P

M±SD
Surface cells Before therapy 8.7±7.2 8.7±7.2 1

After therapy 64.3±14.1 14.26±8.5 <0.001
P 0.001 0.002

Intermediate cells Before therapy 18.3±14.3 17.8±9.5 0. 4
After therapy 25.7±17.1 46.9±20.1 <0.001
P <0.001 0.33

Base cells Before therapy 73.4±20 73.7±13.6 0.06
After therapy 9.4±8.7 38.5±21.9 <0.001
P <0.001 0.006
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In their study, Yaralizadeh et al.[18] by investigating the effect of  
vaginal cream on vaginal atrophy in a group of  postmenopausal 
women observed a significant decrease in vaginal acidity 
within the both placebo and fennel groups 8 weeks after the 
therapy (P < 0.001).

In a study carried out by Lima et al.,[16] after investigating the effect 
of  soybean vaginal cream for the treatment of  vaginal atrophy, 
there was a significant decrease observed in vaginal acidity in 
both soybean and placebo groups (P < 0.001).

Based on the data presented in Table 4, through investigating 
the effect of  fenugreek vaginal cream on vaginal dyspareunia, 
in accordance with the Friedman test results, a significant 
difference between dyspareunia before and after the study 
could be seen  (P < 0.001). Vaginal dyspareunia improvement 
was observed from a combined 4‑degree score of  vaginal 
symptoms from the second week of  therapy onward (P < 0.001). 
Moreover, in the first visit, 80.1% of  the individuals reported 

to have severe dyspareunia, 13.3% moderate dyspareunia, and 
6.6% mild dyspareunia.

In the second visit, 6.6% of  the participants reported severe 
dyspareunia, 59.4% moderate dyspareunia, 27.4% mild 
dyspareunia, and 6.7% lack of  dyspareunia, and this difference 
was significant (P < 0.001). At the end of  the intervention, 96.7% 
of  the participants reported the lack of  dyspareunia and only 
3.3% reported mild dyspareunia, which indicates the positive 
effect of  fenugreek vaginal cream.

Based on the observations of  Yaralizadeh et  al.,[18] after 
8  weeks of  treatment with fennel vaginal cream, there was 
a significant decrease in vaginal dyspareunia in fennel and 
placebo groups (P < 0.001). In the fenugreek group, 83.3% of  
the participants reported 80% of  severe vaginal dryness, 16.7% 
moderate vaginal dryness, and 0% lack of  vaginal dryness 
before the study. After the study, however, 0% reported severe 
vaginal dryness, 0% moderate vaginal dryness, 23.3% lack of  
vaginal dryness, and 76.6% mild vaginal dryness, which shows 
the improvement of  vaginal dryness after 4 weeks of  medicine 
use (P < 0.001). In the end of  the intervention (after 8 weeks) and 
after reexamination of  the symptoms, 100% of  the participants 
reported signs of  vaginal dryness. Since the data were qualitative, 
GEE analysis was used in order to analyze the treatment 
improvement trend over 8 weeks, and the results showed the 
tendency of  improvement could be very different among these 
two groups (P < 0.001).

Based on the results presented by Lima et  al.,[16] there was a 
significant effect of  applying soybean vaginal cream on vaginal 

Table 4: Comparison of dyspareunia severity before and 
on the 2nd, 4th, and 8th week after the study

Time Group Fenugreek n=30 Placebo n=30 P
Dyspareunia n (%)
None 0 0 0.83
Mild 2 (6.6) 4 (13.3)
Moderate 4 (13.3) 3 (10)
Severe 24 (80.1) 23 (76.7)

2nd week None 2 (6.6) 0 <0.001
Mild 8 (27.4) 1 (3.3)
Moderate 18 (59.4) 16 (53.8)
Severe 2 (6.6) 13 (42.9)

4th week None 24 (80.1) 0 <0.001
Mild 5 (16.6) 3 (10)
Moderate 1 (3.3) 17 (56.1)
Severe 0 10 (33)

8th week None 29 (96.7) 0 <0.001
Mild 1 (3.3) 3 (10)
Moderate 0 22 (73.4)
Severe 0 5 (16.6)

P <0.001 0.001
P 0.001

Table 5: Comparison of severe vaginal dryness before and 
on the 2nd, 4th, and 8th week after the study

Time Group Fenugreek 
n=30

Placebo n 
n=30

P

Dryness 
intensity

n (%)

Before the 
therapy

None 0 0 0.38
Mild 1 (3.3) 2 (6.7)
Moderate 5 (16.7) 4 (13.3)
Severe 24 (80) 24 (80)

2nd week None 2 (6.7) 0 0.001
Mild 6 (20) 2 (6.7)
Moderate 21 (70) 15 (50)
Severe 1 (3.3) 13 (43.3)

4th week None 7 (23.3) 0 <0.001
Mild 23 (76.7) 3 (10)
Moderate 0 17 (57)
Severe 0 10 (33)

8th week None 30 (100) 2 (6.7) <0.001
Mild 0 5 (16.6)
Moderate 0 16 (53.4)
Severe 0 7 (23.3)

P <0.001 <0.001
P <0.001 0.21
B (SE) 1.79 (0.25)

Table 3: Comparison of the average vaginal acidity before 
and after the therapy in the two groups

Time Group Fenugreek n=30 Placebo n=30 P
PH n (%)

Before therapy <5 0 0 0.27
5-5.49 5 (16.8) 2 (7.6)

5.5-6.49 21 (69.9) 14 (46.2)
>6.49 4 (13.3) 14 (46.2)

After therapy <5 30 (100) 4 (13.5) <0.001
5-5.49 0 15 (50)

5.5-6.49 0 3 (9.9)
>6.49 0 8 (26.6)

P <0.001 <0.002
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dryness after a period of  12 weeks (P < 0.001). In the soybean 
group, 70% of  the participants reported severe vaginal dryness 
and 30% moderate dryness, while after 4 weeks of  treatment, 
66.7% reported moderate vaginal dryness, 23.3% mild vaginal 
dryness, and 10% lack of  vaginal dryness, and after 12 weeks, 
56% reported mild vaginal dryness, 40% lack of  vaginal dryness, 
and 3.3% mild vaginal dryness.[16] These results are in line with 
those of  the present study.

Based on the data presented in Table 5, after applying fenugreek 
vaginal cream, a remarkable improvement after 4 weeks of  
therapy could be seen (P < 0.001). In the fenugreek group, 69.3% 
of  the participants had severe vaginal paleness, 23.3% moderate 
vaginal paleness, 6.6% mild vaginal paleness, and 0%  lacked 
vaginal paleness before the study [Table 6]. After 4 weeks, 0% 
of  the participants had severe vaginal paleness, 3.3% moderate 
vaginal paleness, and 80% mild vaginal paleness, and after the 
symptoms were measured in the end of  the study, it was observed 
that 100% had no vaginal paleness. Due to the changes in the 
vascular structure of  the mucosa in postmenopausal women, the 
vagina becomes thin and pale.

Conclusion

Based on the data from the present study, it could be seen that 
using the proposed fenugreek vaginal cream can greatly help 
improve vaginal atrophy. Moreover, this cream has been proved 
to bring about no side effects; because it is new and local, the 
plants are accessible; it is an innovation, has industrial use, and 
has the potential to be present in the market; and this product 
can be successful in the present market which lacks a suitable 
herbal medicine for vaginal atrophy.

Fenugreek vaginal cream with the mentioned combinations and 
properties is introduced into Iran and the world for the first 
time. This product is 100% natural, and there is no domestic or 
foreign equivalent at all; therefore, it was patented by the National 
Invention Organization.

Limitations of the study
Vaginal atrophy symptoms are mental phenomena, and different 
individuals may understand them differently. Moreover, different 
factors such as culture, socioeconomic situation, and so on can 
affect this understanding; therefore, controlling this self‑report 
scale was out of  the researcher’s control.

Other limitation of  the present study was the patients’ failure to 
follow the treatment after they stopped using this vaginal cream; 
therefore, the results of  the present study cannot show the effects 
of  quitting the treatment.
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