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Abstract

Introduction: Menopause is characterized by reduced levels of ovarian hormones, especially estradiol by 66%, and increased
in follicle-stimulating hormone (FSH) due to negative feedback mechanism. While this reduction occurs gradually in women
with natural menopause, it occurs suddenly in surgical menopause. Our study is aimed at comparing serum FSH levels and
bone and mineral density (BMD) levels in women with surgical and natural menopause.

Materials and Methods: The study was conducted on 90 women, of whom 30 were healthy menstruating women in the
age group of 20-30 years, who are taken as control group. Of 60 remaining, 30 women were taken who have attained their
menopause naturally within the age of 42—58 years. The remaining are women who have attained their menopause surgically
in the age group of 35-50 years. These study groups were selected randomly and their FSH levels and bone mineral density
were measured and compared between these groups.

Results: The FSH levels were statistically significantly higher in natural menopause and surgical menopause groups when
compared with control group. Significant difference was observed in the FSH levels of the natural and surgical menopause
groups also. The bone mineral density was higher in control groups than the natural and surgical menopause groups and no
significant difference between the natural and surgical menopause groups.

Conclusion: The raised levels of FSH and decreased levels of BMD suggest increased risk of osteoporotic changes in the
persons who have been hysterectomized.
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INTRODUCTION between the ages of 42 and 58 years. On the other side,
the menopause can also be induced prematurely through
Menopause is a term introduced by a French physician medical interventions such as bilateral oophorectomy with
Charles Pierre Louis De Gardanne in 1821.1) Menopause ~ or without hysterectomy, chemotherapy, or radiation.?”!
is defined as the time of permanent cessation of menstrual
cydes due to depletion of ovarian function characterized by Hysterectomy is the surgical removal of the uterus for
no menstrual periods for 12 consecutive months.? Natural certain indications such as cervical or uterine cancer,
or spontaneous menopause occurs without any pathological fibroids, endometriosis, or a prolapsed uterus.) Most

etiology due to deplerjon of ovarian oocytes with aging of the women SpCﬂd one-third of their lifetime in
the postmenopausal period typically accompanied by

diminished cstrogen sate.”
< Month of Submission : 09-2018 Osteoporosis is an absolute reduction in the quantity
Month of Peer Review : 10-2018 of bone or the atrophy of skeletal tissue. It is a global
Month of Acceptance : 11-2018 health problem of postmenopausal bone loss which
) Month of Publishing :11-2018 occurs secondary to alterations in the pituitary-bone axis,
Www.ijss-sn.com where the reduced estrogen production after menopause

Corresponding Author: P Hannah Himabindu, Department of Physiology, Kakatiya Medical College, Warangal, Telangana, India.
Phone: +91-9849450855. E-mail: drhimabindu.physio@gmail.com

93 bnternational Journal of Scientific Study | November 2018 | Vol 6 | Issue y




Surekha and Himabindu: Serum FSH and BMD levels in natural and surgical menopausal women

is viewed as the main pathogenesis for osteoporosis.!
Postmenopausal osteoporosis is the most common bone
metabolic disease associated with low bone mineral density
(BMD) and osteopathic fragility fractures, which has been
associated with significant disability and mortality."”)

The follicle-stimulating hormone stimulates (FSH) ovarian
folliculogenesis and estrogen synthesis. Based on the
previous studies, it also plays an important role in reducing
the bone mineral density in postmenopausal women than
the estrogen. Direct evidence for FSH modulation of
osteoclast differentiation has been provided in mouse and
human cells, which have pointed out a role of FSH in the
menopausal bone loss.'""!?l The aim of the present study
was to find out variation between the serum FSH levels and
BMD levels in natural or spontaneous menopause women
and in the women who had undergone hysterectomy or
bilateral oophorectomy which was considered as surgical
menopause.

MATERIALS AND METHODS

The study was conducted on 90 women in the following
three groups: 30 were the healthy menstruating women in
the age group of 20-30 years taken as control group, 30
women were attained their menopause naturally within
the age of 4258 years, and the remaining 30 women were
attained their menopause surgically within the age group
of 35-50 years. The women who have become pregnant
in the age group of 20 years, the women who are taking
calcium supplementation or hormone replacement therapy,
and the women who are hysterectomized after menopause
or positive history of thyroid disease were excluded from
the study. All the participants were explained about the
study and the signhed informed consent was obtained
before starting the study. These study groups are selected
randomly and their serum FSH levels were measured and
compared between these groups. Serum FSH levels were
estimated using COBAS INTEGRA automatic analyzer
to calculate analytic concentration of each sample. Bone
mineral density was measured using bone density scanning
or dual energy X-ray absorptiometry (DEXA) or bone
densitometry. Body mass index (BMI) was calculated based
on the height and weight of the women. The T-scores
of the WHO criteria for osteoporosis in women are as
follows - BMD >—1.0 below the young adult reference
range was considered as normal. BMD —1.0——2.5 SD
below the young adult reference range was considered as
low bone mass (osteopenia). BMD <—2.5 SD below the
young adult reference range was taken as osteoporosis
and BMD <-2.5 SD below the young adult reference
range and the patient has one or more fractures as severe
0steoporosis.

RESULTS

The average age of control group was 23.16 * 2.22 years
with the average BMI of 21.05 £ 3.30. The average serum
FSH levels were 9.5 + 6.15 and the BMD was 0.23 + 0.9
in control group. The mean and standard deviations of the
serum FSH levels and BMD values were compared with

natural menopause and surgical menopause groups which
was tabulated in Table 1.

The FSH levels were higher in natural menopause and
surgical menopause groups when compared with control
group. Statistically significant difference was observed
between the control group and natural menopause, and
control group and surgical menopause. There was a
significant difference between the natural and surgical
menopause groups also [Table 2 and Figure 1].

The BMD was higher in control groups than the natural and
surgical menopause groups, and no significant difference
between the natural and surgical menopause groups was
found. The mean bone mineral densities of the menopause
groups were decreased largely when compared with control
group with P < 0.0001, which was extremely statistically
significant. The mean and SD of BMD of the natural and
surgical menopause groups were very close to each other
with P < 0.1301, which was not statistically significant
[Table 3 and Figure 2].

DISCUSSION

The prevalence rate of hysterectomies is increasing day
by day in most of the states of India. In a recent study,
it was reported that 17 in 1000 women had underwent

Table 1: The mean and SD of serum FSH and BMD
values in all the three groups

Group Serum FSH (mIU/ml) BMD
Control 9.5+6.15 0.2310.9
Natural menopause 95.51+43.83 -2.71£1.34
Surgical menopause 63.09+£52.17 -2.809+0.73

FSH: Follicle-stimulating hormone, BMD: Bone and mineral density

Table 2: The variations in the FSH levels of all the
three groups

Comparison between the tvalue P value Level of

groups significance
Control/natural 10.644 0.0001 Extremely significant
menopause

Control/surgical 5.5876 0.0001 Extremely significant
menopause

Natural menopause/ 2.605 0.0116 Significant

surgical menopause

FSH: Follicle-stimulating hormone
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Figure 1: The variation in the follicle-stimulating hormone levels in all the three groups
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Figure 2: The variation in the bone and mineral density levels of
all the three groups

Table 3: The variation in the BMD levels of all the
three groups

Comparison between tvalue P value Level of significance

the groups

Control/natural 9.9893 0.0001 Extremely significant
menopause

Control/surgical 11.8277 0.0001 Extremely significant
menopause

Natural menopause/ 1.5357 0.1301 Not statistically
surgical menopause significant

BMD: Bone and mineral density

hysterectomy. The highest prevalence was reported
in Andhra Pradesh where it was 63/1000 followed by
Telangana and Karnataka where it was 55/1000 and
29/1000, respectively. Most of these hysterectomy surgeties
are done at private hospitals and are attributed to the State
Government’s Aarogyasti Health Insurance Scheme.'*
The present study was conducted to find out the variations
in serum FSH and BMD levels between the natural
menopause and surgically induced menopause.

In the present study, the serum FSH levels were very high
and BMD was very low in surgical menopausal women
than the control and natural menopause women. FSH is
a glycoprotein hormone which is secreted by the pituitary
and is composed of two non-covalent a and 8 subunits.
In females, the physiological function of FSH involves

the endometrial growth, ovulation, and the stimulation
of follicular development. Serum FSH potentially up-
regulates Rank, Mmp-9, Trap, and Cathepsin K mRNA
expression in mature osteoclasts and plays an important
role in osteoclast-mediated bone resorption. Wang
et al. reported that the higher concentrations of serum
FSH levels were the main factor for osteoporosis.. In
their study, they have compared the FSH levels in non-
osteoporotic postmenopausal women and osteoporotic
postmenopausal women and found that the serum FSH
levels of osteoporotic postmenopausal women were ranging
from 50.14 + 4.92 to 58.95 + 4.73 ml U/ml and of the non-
osteoporotic postmenopausal women were ranging between
47.22 * 4.32 and 55.13 = 4.93 ml U/ml. The serum FSH
levels were higher in osteoporotic postmenopausal women
than the non osteoporotic postmenopausal women.!"”! The
present study results are coinciding with previous studies
where they have found raised serum FSH levels and reduced
BMD after surgical menopause which will be leading to
osteoporosis in women at very eatly age.'®"”]

CONCLUSION

The women who undergo hysterectomy with oophorectomy
undergoes menopause catlier than the normal women. Early
the menopause occurs, the serum FSH levels rise and the
lower the BMD resulting in osteoporosis and its complications.
Oophorectomy should be restricted to the life-threatening
diseases in young women. Knowledge on the adverse health
effects on their physical, reproductive, and socio-psycho health
should be provided to the young women who are planning to
undergo hysterectomy with oophorectomy. Health education
should also be provided to keep a check on their hormonal
levels. Early diagnosis of the osteoporosis or osteopenia can
be treated by antiresorptive therapy which can minimise the
incidence of morbidity and mortality due to osteoporosis.

REFERENCES

1. Avis NE, Kaufert PA, Lock M, McKinlay SM, Vass K. The evolution of
menopausal symptoms. Baillieres Clin Endocrinol Metab 1993;7:17-32.

95 bnternational Journal of Scientific Study | November 2018 | Vol 6 | Issue y




Surekha and Himabindu: Serum FSH and BMD levels in natural and surgical menopausal women

Padubidri VG, Daftary SN. Perimenopause, Menopause, Premature
menopause and Postmenopausal bleeding. In: Howkins and Bourne Shaw’s
textbook of Gynecology. 15" ed. New Delhi: Elsevier India Pvt Ltd. 2011.
p. 62.

Soules MR, Sherman S, Parrott E, Rebar R, Santoro N, Utian W, et al.
Executive summary: Stages of reproductive aging workshop (STRAW).
Climacteric 2001;4:267-72.

Soules MR, Sherman S, Parrott E, Rebar R, Santoro N, Utian W, et al.
Executive summary: Stages of reproductive aging workshop (STRAW)
park city, Utah, July, 2001. Menopause 2001;8:402-7.

Soules MR, Sherman S, Parrott E, Rebar R, Santoro N, Utian W, et al.
Executive summary: Stages of reproductive aging workshop (STRAW).
Fertil Steril 2001;76:874-8.

Flory N, Bissonnette F, Binik YM. Psychosocial effects of hysterectomy:
Literature review. J Psychosom Res 2005;59:117-29.

Kanis JA, McCloskey EV, Johansson H, Cooper C, Rizzoli R, Reginster JY,
et al. European guidance for the diagnosis and management of osteoporosis
in postmenopausal women. Osteoporos Int 2013;24:23-57.

Seibel MJ, Dunstan CR, Zhou H, Allan CM, Handelsman DJ. Sex steroids,
not FSH, influence bone mass. Cell 2006;127:1079.

Darba J, Kaskens L, Pérez-Alvarez N, Palacios S, Neyro JL, Rejas J,
et al. Disability-adjusted-life-years losses in postmenopausal women with
osteoporosis: A burden of illness study. BMC Public Health 2015;15:324.
Omodei U, Mazziotti G, Donarini G, Gola M, Guella V, Pagani F, et al.
Effects of recombinant follicle-stimulating hormone on bone turnover
markers in infertile women undergoing in vitro fertilization procedure.
J Clin Endocrinol Metab 2013;98:330-6.

11.

12.

Sun L, Peng Y, Sharrow AC, Igbal J, Zhang Z, Papachristou DJ, et al. FSH
directly regulates bone mass. Cell 2006;125:247-60.

Colaianni G, Cuscito C, Colucci S. FSH and TSH in the Regulation of Bone
Mass: The Pituitary/Immune/Bone Axis. Hindawi Publishing Corporation
Clinical and Developmental Immunology; 2013.

The Hindu. Spate of Hysterectomies Stuns Authorities; 2010.
Available from: http://www.thehindu.com/todays-paper/tp-national/tp-
andhrapradesh/Spate-of-hysterectomies-stuns-authorities/article1 6005216.
ece. [Last accessed on 2016 Nov 05].

Kameswari S, Vinjamuri P. Case study on Unindicated Hysterectomies in
Andhra Pradesh. Life-Health Reinforcement Group. India: Natl. Workshop
Rising Hysterect; India. Available from: http://www.prayaschittor.org/
wp-content/uploads/2015/11/Hysterectomy-report.pdf. [Last accessed on
2013 Aug].

Mamidi BB, Pulla V. Hysterectomies and violation of human rights: Case
study from India. Int J Soc Work Hum Serv Pract 2013;1:64-75.

Prusty RK, Choithani C, Gupta SD. Predictors of hysterectomy among
married women 15-49 years in India. Reprod Health 2018;15:3.

Wang J, Zhang W, Yu C, Zhang X, Zhang H, Guan Q, et al. Follicle-
stimulating hormone increases the risk of postmenopausal osteoporosis by
stimulating osteoclast differentiation. PLoS One 2015;10:¢0134986.

Dey R, Biswas SC, Biswas RR, Mukhopadhyay A. Evaluation of women
following hysterectomy with and without conservation of ovaries. Int J
Chem Sci 2008;6:1228-35.

Chittacharoen A, Theppisai U, Sirisriro R, Thanantaseth C. Pattern of
bone loss in surgical menopause: A preliminary report. J Med Assoc Thai
1997:80:731-7.

How to cite this article: Surekha D, Himabindu PH. Comparison of Serum Follicle-Stimulating Hormone and Bone Mineral Density Levels
in Natural Menopause and Surgical Menopause Women. Int J Sci Stud 2018;6(8):93-96.

Source of Support: Nil, Conflict of Interest: None declared.

Q\ternational Journal of Scientific Study | November 2018 | Vol 6 | Issue SJ 96




