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ABSTRACT

Bone turnover markers and its consequence to poor health outcomes among post- menopausal women
have been well understood elsewhere, but it is not well researched in Nepal.

Objective: This study is aimed to assess the association of bone turnover markers in pre- and post-
menopausal women in Rupandehi district of Nepal.

Methods: A cross-sectional study was conducted during August 2014 to September 2016 in a total of
400 study participants with an equal number of pre- and post-menopausal women (200 each of the test
and control group). Blood samples for both pre-menopausal and post-menopausal women were
collected and analysed for the selected bone turnover markers. Descriptive statistics, bivariate and
correlation statistics were employed for the study. Data were analysed using SPSS software version
20.

Results: This study identified that low serum calcium level. [(Post-menopausal; mean 8.53, SD 0.619
vs. pre menopausal; mean 9.23, SD 0.793) (P=0.000)] and high alkaline phosphatase (ALP) level in
postmenopausal women compared to its counterparts [post-menopausal group 106.76 (SD 40.85)
compared to the pre-menopausal group 85.20 (SD 31.262)]. There was a significant negative
correlation between serum calcium and alkaline phosphatase.

Conclusion: As the result of this study showed a significant decrease in serum calcium and increase
in serum ALP among normal postmenopausal women suggesting an elevated bone turnover may
result into bone mass reduction, hormonal therapy to prevent bone mass reduction to concerned
population may be suggested. Further, studies covering many bone markers in a large population are
recommended.
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INTRODUCTION Based on the menstrual bleeding

Menopause is a condition in which
there is permanent cessation of menses
resulting from reduced ovarian hormone
secretion that occurs naturally. Natural
menopause IS not associated with a
pathologic cause and is recognized after 12
months of amenorrhea. )

patterns over the previous 12 months,
menopausal  status is  classified as
premenopausal, at least 12 menses in the
past 12 months with no change in regularity,
perimenopausal, menses in the past 3
months with change in regularity, or 3 or
more menses with change in regularity
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within  the past 12 months and
postmenopausal, no menses within the past
12 months. ®* Serum calcium and Alkaline
Phosphatase (ALP) are the bone turnover
markers which help in bone formation and
mineralization.

Osteoporosis is one of the most
important public health problems in older
adults and most common in post-
menopausal life which not only gives rise to
morbidity but also markedly reduces the
quality of life in this population. ©
Menopause and ageing is known to
associate with accelerated loss of cortical
bone. Bone loss occurs when the balance
between formation and resorption is upset
and resorption is excessive resulting in a
negative remodeling balance. ©

A number of studies of bone turn
over associated with disproportion of
calcium and alkaline phosphatase (ALP)
among postmenopausal women has been
well documented. “® For instances, a
previously published paper revealed that
menopausal and ageing altered the
metabolism of serum calcium and ALP. ©

Similarly, Bhattrai et al. reported the
decreased level of serum calcium in
postmenopausal women compared with
premenopausal women and ALP level was
found to be slightly higher among
postmenopausal women; is key marker of
bone mass reduction. )

A study from Nepal had also
demonstrated the moderately reduced serum
calcium in post-menopausal women and
slightly increased serum ALP in early post-
menopausal women. © However, the
research related to calcium and alkaline
phosphatase relationship and its poor
outcome of bone pathology among post-
menopausal is little understood in Nepal.
With  this current  knowledge and
understanding, the current study is aimed to
assess the association of bone turnover
markers in post-menopausal women in
Rupandehi district of Nepal.

MATERIALS AND METHODS

This was the cross-sectional study
performed during August 2014 to
September 2016. The study setting was
Devdaha medical College and Teaching
Hospital. A total of 400 study participants
were involved in this study with an equal
number of pre- and post-menopausal
women (200 each of the test and control
group). Pre-menopausal women were of 14
to 40 years of age group while
postmenopausal were of above 45 years of
age. A sample size of 400 women were
involved in the study based on the one of
the study finding from Nepal that
demonstrated the musculoskeletal problem
of 27.3% in women above 40 years of age.
10 Exclusion criteria were Pregnancy,
Smokers, Alcoholics and Oral
contraceptives.

Sample collection

Blood samples for both Pre-
menopausal and Post menopausal women
were collected in a gel tube by vein
puncture using 21SWG needles and
syringes. Blood samples were allowed to
clot and centrifuged at 3000 RPM for 10
minutes for proper separation of cells from
serum and analysed within 24 hour of
collection. Serum Calcium level was
estimated using colorimetric method while
alkaline phosphatase  activity  was
determined using enzymatic methods by
Earba Chem 5 V3 semi-automated
chemistry analyzer. Other relevant data of
subjects like age and menstrual cycle were
recorded through comprehensive
guestionnaire.

Data were analysed using SPSS
software version 20. Descriptive statistics
such as Frequency, percentage, mean,
standard deviation were employed in the
study. Bivariate analyses were used to
assess the association between serum
calcium and alkaline phosphatase between
the test and control group. Additionally,
persons’ correlation test was also employed
to assess the correlation between calcium
and alkaline phosphate variation among the
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participants. The ethical committee of
Devdaha Medical College & Teaching
Hospital approved the study protocol. A
written informed consent was obtained from
each of the study participants and personal
identifiers were removed before data
analysis.

RESULT

Table 1 demonstrates the variations
of calcium and alkaline phosphatase among
pre- and post-menopausal women. The
statistical association was found with the

reduced serum calcium levels among post-
menopausal women compared to pre-
menopausal women  (Post-menopausal;
mean 8.53, SD 0.619 vs. pre-menopausal;
mean 9.23, SD 0.793, (P=0.000). However,
serum calcium level in both group found to
be within the normal reference range.
Additionally, result of this study
demonstrated that the serum ALP levels
were significantly higher in (P = 0.000) in
the post-menopausal group 106.76 (SD
40.85) compared to the pre-menopausal
group 85.20 (SD 31.262).

Table 1. Differentials of calcium and alkaline phosphatase among pre- and post-menopausal women

Variables Post-menopausal (n=200) (>45 years) Pre-menopausal (n=200) (14-40 years) t p
Minimum | Maximum | Mean SD Minimum | Maximum | Mean | SD
Ca(mg/dl) | 6 9 8.53 0.619 14 9.23 0.793 -9.381 | 0.000
ALP (U/L) | 41 414 106.76 | 40.856 286 85.20 | 31.262 | 5.917 0.000
Fig. 1 shows a significant negative increases at postmenopausal life as a
correlation between calcium and ALP (r =—  consequence of estrogen deficiency. 2
0.147), The current study identified that the

Whereas serum ALP levels were elevated in
post-menopausal women and serum calcium
levels were decreased.

500

ALP (UIL)
o

Ca (mg/dl)

Fig. 1 Pearson correlation coefficient of serum calcium and
serum ALP level in pre-menopausal and post menopausal
women

DISCUSSION

Health and menopausal problems
among  post-menopausal women  are
numerous and draws the attention of health
authority. ® Bone turnover leading to poor
health consequence is increasingly common
in both developing and developed world.
(W01 ¢t js a dynamic process which

changes in serum calcium level in both the
test and control group. There was a
statistically significant association with the
reduced serum calcium levels among post-
menopausal women compared to pre-
menopausal women  (Post-menopausal;
mean 8.53, SD 0.619 vs. pre-menopausal;
mean 9.23, SD 0.793) (P=0.000). On
contrary to this, some studies reported that

the serum calcium levels of post-
menopausal women were significantly
higher than those of pre-menopausal

women. @319 However, this finding of our
study is in the line of study Performed by
Bhale et al in an Indian study. "

The logic behind the increased
serum calcium level could be reduction in
bone mass and altered calcium metabolism
due to decline in ovarian function. Estrogen
deficiency that wusually occurs among
menopausal women may lead to calcium
loss due to decreased intestinal calcium
absorption and decreased renal calcium
conservation. **¥ Hormone and calcium
therapy may be beneficial for menopausal
women in this regard.

Additionally, result of this study
demonstrated that the serum ALP levels
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were significantly higher in (P = 0.000) in
the post-menopausal group 106.76 (SD
40.85) compared to the pre-menopausal
group 85.20 (SD 31.262) which is consistent
with the study of Onyeukwu et al. ® and
also accorded with Bhattrai et al. "

Many literatures demonstrated that
estrogen deficiency which is common
during menopause, induces synthesis of
cytokines by osteoblasts, monocytes, and T
cells and thereby stimulates bone resorption
by increasing osteoclastic activity. This
action could result in modification of the
reabsorption, excretion, and resorption of
calcium, which leads to increased
circulating levels of this ion. ¢°%)

Interestingly, this study showed a
significant negative correlation between
calcium and ALP (r = -0.147), whereas
serum ALP levels were elevated in post-
menopausal women and serum calcium
levels were decreased which is similar to the
study of Bhattrai et al. ) Studies regarding
the years since menopause found no
significant  correlation between serum
calcium levels and ALP. ® In contrast to
the previous finding, higher levels of
calcium and ALP have been demonstrated
in postmenopausal women since <10 years
of menopause compared with the
postmenopausal women since >10 years of
menopause. %

This study has a number of strengths
as it is based on primary data with possibly
in a large sample size. To the best of
researchers’ knowledge none of the research
has been performed and published in these
areas from Nepal. Moreover, the change of
bone turnover markers and its health
consequence is one of the neglected issues
in Nepal. Despite of these strengths, this
study should be evaluated in the light of
limitations. First, this study could not cover
many other bone markers for example,
inorganic phosphate, total protein, bone
mineral  density, vitamin D and
hydroxyproline. Second, this study is
limited to small area of Rupandehi district
of Nepal. Further study covering larger area
and many bone markers is recommended.

CONCLUSION

This study identified that there is a
significant decrease in serum calcium and
increase in serum ALP among normal
postmenopausal women suggesting an
elevated bone turnover may result into bone
mass reduction. Additionally, there was
negative correlation between serum calcium
and serum ALP in postmenopausal women.
Hormonal therapy to prevent bone mass
reduction to concerned population may be
suggested. Further, studies covering wide
range of bone markers in a large population
to support the generalizability of the study
are recommended in coming days.

ACKNOWLEDGEMENT

The authors thank to the Devdaha
Medical College and Research Institute for
providing the opportunity to carry out the
research in the laboratory. Secondly, we are
pleased to the subjects who are voluntarily
involved in the study.
DISCLOSURE
The authors declared that they have no conflicts
of interest in this study.

REFERENCES
1. Nelson H, Haney E, Humphrey L.
Management of  menopause-related

symptoms (Agency of Healthcare
Research and Quality, Rockville, MD)
Evidence report. Technology

Assessment. 2005(120).

2. Freeman EW, Sammel MD, Liu L,
Gracia CR, Nelson DB, Hollander L.
Hormones and menopausal status as
predictors of depression in womenin
transition to menopause. Archives of
general psychiatry. 2004;61(1):62-70.

3. YenJY, Yang MS, Wang MH, Lai CY,
Fang MS. The associations between
menopausal syndrome and depression
during pre-, peri-, and postmenopausal
period among Taiwanese female
aborigines. Psychiatry and clinical
neurosciences. 2009;63(5):678-84.

4, Delmas P, Eastell R, Garnero P, Seibel
M, Stepan J, Foundation CoSAotlO.
The use of biochemical markers of bone
turnover in osteoporosis. Osteoporosis
International. 2000;11(6):S2-S17.

International Journal of Health Sciences & Research (www.ijhsr.org) 139
Vol.7; Issue: 8; August 2017



Bikram Khadka et al. Serum Calcium and Alkaline Phosphatase level among pre-menopausal and post-
menopausal women

5.

10.

11.

12.

13.

Keramat A, Patwardhan B, Larijani B,
Chopra A, Mithal A, Chakravarty D, et
al. The assessment of osteoporosis risk
factors in Iranian women compared with
Indian women. BMC musculoskeletal
disorders. 2008;9(1):28.

Sachdeva A, Seth S, Khosla AH,
Sachdeva S. Study of some common
biochemical bone turnover markers in
postmenopausal women. Indian Journal
of Clinical Biochemistry. 2005;20(1):
131-4.

Bhattarai T, Bhattacharya K, Chaudhuri
P, Sengupta P. Correlation of common
biochemical markers for bone turnover,

serum calcium, and alkaline
phosphatase in post-menopausal
women. The Malaysian Journal of

Medical Sciences. 2014;21(1):58.
Onyeukwu  CU, Nsonwu  AC.
Biochemical bone turnover markers in
postmenopausal women in Calabar
municipality.  Asian  Journal  of
Biochemistry. 2007;2(1):130-5.

Akshay Lekhi, Mamta Lekhi, Brijesh
Sathian, Mittal A. The Role of
Biochemical Markers in the Early
Detection of Osteoporosis in Women: A
Comparative Study from the Western
Region of Nepal. 2012;6 (2):274 - 7.
Acharya D, Gautam S, Neupane N,
Kaphle HP, Singh JK. Health Problems
of Women above Forty Years of Age in
Rupandehi District  of Nepal.
International Journal of Health Sciences
and Research (1JHSR). 2013;3(3):29-36.
Ishikawa K, Nagai T, Sakamoto K,
Ohara K, Eguro T, Ito H, et al. High
bone turnover elevates the risk of
denosumab-induced hypocalcemia in
women with postmenopausal
osteoporosis. Therapeutics and Clinical
Risk Management. 2016;12:1831.
Uemura H, Irahara M, Yoneda N, Yasui
T, Genjida K, Miyamoto K-i, et al.
Close correlation between estrogen
treatment and renal  phosphate
reabsorption capacity. The Journal of
Clinical Endocrinology & Metabolism.
2000;85(3):1215-9.

Ashuma S, Shashi S, Sachdeva S.
Biochemical Markers of bone turnover:
diagnostic and therapeutic principles.
Osteoporosis. 2005;332:305-11.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Massé PG, Dosy J, Jougleux J-L,
Caissie M, Howell DS. Bone mineral
density and metabolism at an early stage
of menopause when estrogen and
calcium supplement are not used and
without the interference of major
confounding variables. Journal of the
American  college  of  nutrition.
2005;24(5):354-60.

Suresh M, Naidu DM. Influence of
years since menopause on bone mineral
metabolism in South Indian women.
Indian J Med Sci. 2006;60(5):190— 198.
Bhale DV, Ansari HA. Study of Serum
Calcium Levels in Postmenopausal
Women of Aurangabad District.
International Journal of Recent Trends
in Science and Technology.1(9):332-3.
Garton M, Martin J, New S, Lee S,
Loveridge N, Milne J, et al. Bone mass
and metabolism in women aged 45-55.
Clinical endocrinology. 1996;44(5):563-
70.

Gennari C, Agnusdei D, Nardi P,
Civitelli R. Estrogen preserves a normal
intestinal responsiveness to 1, 25-
dihydroxyvitamin D3 in
oophorectomized women. The Journal
of  Clinical Endocrinology &
Metabolism. 1990;71(5):1288-93.
Uebelhart D, Schlemmer A, Johansen
JS, Gineyts E, Christiansen C, Delmas
PD. Effect of menopause and hormone
replacement therapy on the urinary
excretion of pyridinium cross-links. The
Journal of Clinical Endocrinology &
Metabolism. 1991;72(2):367-73.

Esbrit P. Hypercalcemia of malignancy-
-new insights into an old syndrome.
Clinical laboratory. 2000;47(1-2):67-71.
Sengupta P. The laboratory rat: relating
its age with human's. International
journal  of  preventive  medicine.
2013;4(6).

Kurland ES, Cosman F, McMahon DJ,
Rosen CJ, Lindsay R, Bilezikian JP.
Parathyroid Hormone as a Therapy for
Idiopathic Osteoporosis in Men: Effects
on Bone Mineral Density and Bone
Markers 1. The Journal of Clinical
Endocrinology & Metabolism.
2000;85(9):3069-76.

Riggs BL, Khosla S, Melton LJ. A
unitary model  for involutional
osteoporosis: estrogen deficiency causes

International Journal of Health Sciences & Research (www.ijhsr.org)

140

Vol.7; Issue: 8; August 2017



Bikram Khadka et al. Serum Calcium and Alkaline Phosphatase level among pre-menopausal and post-
menopausal women

24.

both type | and type Il osteoporosis in
postmenopausal women and contributes
to bone loss in aging men. Journal of
bone and mineral research.
1998;13(5):763-73.

Dutta S, Joshi KR, Sengupta P,
Bhattacharya K. Unilateral and bilateral
cryptorchidism and its effect on the

25.

testicular ~ morphology,  histology,
accessory sex organs, and sperm count
in laboratory mice. Journal of human
reproductive sciences. 2013;6(2):106.
Sengupta P. Potential health impacts of
hard water. International journal of
preventive medicine. 2013;4(8).

How to cite this article: Khadka B, Timalsina B, Gupta S et al. Serum calcium and alkaline
phosphatase level among pre-menopausal and post-menopausal women in Rupandehi district of
Nepal: a co-relational study. Int J Health Sci Res. 2017; 7(8):136-141.

*khkkkkhkkkikkikkkikk

International Journal of Health Sciences & Research (www.ijhsr.org) 141
Vol.7; Issue: 8; August 2017



