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Background: Polycystic Ovary Syndrome (PCOS) is linked with hyperinsulinemia and insulin
resistance, characteristics that are linked to the level of leptin and leptin receptors. This study was
planned to estimate serum leptin levels in adolescent girls with PCOS and its relation with endocrine
and anthropometric parameters. Methods: Fifty (50) girls with PCOS, aged 16-20 years, and 60 age-
matched normal subjects were included in the study. Study duration was from Jun 2014 to Dec 2016.
Patients were taken from Sir Ganga Ram Hospital, Lahore. Normal subjects (controls) were students of
Fatima Jinnah Medical University, Lahore. Serum levels of Fasting blood sugar, leptin, testosterone,
and serum insulin were estimated. Homeostasis Model Assessment of Insulin Resistance (HOMA-IR)
was used to calculate insulin resistance. Body mass index (BMI) was calculated using the standard
formula. Results: Mean age of adolescent girls with PCOS was 19+2.8 years. BMI of PCOS patients
was increased non-significantly compared to normal subjects. Fasting blood sugar and serum
testosterone level was non-significantly decreased in PCOS patients compared to normal subjects.
Level of serum insulin was significantly increased in patients compared to normal subjects. On the
other hand, serum leptin level was increased in patients as compared to normal subjects. A weak
correlation between leptin hormone, serum insulin and insulin resistance was observed. Significant
positive correlation was observed between BMI of PCOS women and their leptin hormone.
Conclusion: In adolescent girls, increased leptin level showed a significant correlation with BMI,

whereas its correlation with endocrine parameter was weak.
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INTRODUCTION

Polycystic ovarian syndrome (PCOS) is a wide spread
metabolic and hormonal disorder among reproductive
women. The PCOS incidence among adolescence is
between 11-26%.' This disease is characterized by
hirsutism, menstrual disorder, ovarian dysfunction,
infertility, obesity, hyperandrogenism and insulin
resistance. The reason of PCOS is multifactorial,
including both environmental and genetic issues.”

Hyperinsulinemia and the reduced insulin
sensitivity are associated with lipid disorders which are
known risk factors for coronary heart disease.’
Hyperinsulinemia in association with insulin resistance
may raise the level of androgen formation and its serum
level by the adrenal gland and ovary by decreasing the
level of sex hormone binding globulin.*

Insulin resistance may be the major cause of
POCS. In 50-70% of PCOS patients there is Insulin
resistance which may results hyperinsulinemia.’ It also
increases the risk of long-term metabolic diseases, like
cardiovascular disease and diabetes.’ But it is
controversial that increase risk of these diseases are
related with abnormalities of hormone due to PCOS or it
may be linked to metabolic changes leading to obesity
in PCOS women.°

Obesity is a common clinical feature in 50—
60% PCOS women.” Adiposity is observed in PCOS
patients and have an important role in metabolism
through the synthesis of adipokines.® BMI may be the
main factor associated with diabetes mellitus and
coronary heart disease in PCOS women.®

Leptin protein with molecular weight 16 Kda
synthesized in adipose tissue. It has a function to
suppress intake of food and triggers pathways involve in
production of energy. In PCOS women there is a
direction relation of serum leptin was observed with
BMLI. This further supports the importance of abdominal
fat mass in the secretion of leptin.’

Leptin improves the sensitivity of insulin in
peripheral tissues and also effect the function of f—cell
of pancrease.’ It also has an important role in
reproductive dysfunction.'’ insulin excess may be
associated with higher circulating levels of leptin.
Higher level of leptin maybe one of the cause of
hyperandrogenism or anovulation.'' Studies on the
leptin in PCOS have controversy, some study indicate
high levels of leptin'?, while others show no relationship
with PCOS.">"*

Association of testosterone with BMI and
waist circumference showed that as the BMI increased,
the serum testosterone levels showed a significant
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elevation. This showed that increase fat tissue and BMI
is related with imbalance of sex steroid hormons."”

Although PCOS is a known disorder, the
diagnosis of PCOS may be missed in adolescence, as
menstrual irregularity, overweight and acne are
common in girls. Study was planned to estimate the
level of serum leptin in adolescent girls with PCOS and
its correlation with endocrine and anthropometric
parameters

PATIENTS AND METHODS

It was a case control study; 50 girls with PCOS, age
range 16-20 year and 60 age-matched normal subjects
with no history of any disease were included in the
study. The study was conducted from Jun 2014 to Dec
2016. Patients were consecutively taken from
Gynaecology and Endocrinology Units of Sir Ganga
Ram Hospital, Lahore. Normal controls were students
of Fatima Jinnah Medical University, Lahore. Serum
levels of fasting blood sugar, leptin, testosterone, and
serum insulin were estimated. Insulin resistance was
calculated with Homeostasis Model Assessment of
Insulin Resistance (HOMA-IR), and BMI was
calculated as:
[Weight (Kg)]/[Height (m)]*

The study protocol was approved by the Local
Ethics Committee. Informed written consent was
obtained from all participants of the study. Rotterdam
criteria ' was used for the diagnosis of PCOS and it
included clinical signs of oligomenorrhoea (six or less
menses/year) or amenorrhoea (no menses in the last six
months), hyperandrogenism, and polycystic ovaries (by
ultrasonographic examination).'®

Exclusion criteria were hypothyroidism,
pregnancy, use of oral contraceptives, hyper-
prolactinemia, anti-diabetic and anti-obesity drugs, or
any hormone containing drug. Patients with any
metabolic, neoplastic or other medical illness were also
excluded from the study.

Blood samples were taken in the early
follicular phase in normal participants, and in any phase
of menstrual cycle in PCOS patients. Serum level of
testosterone, insulin, fasting blood glucose levels, and
leptin were estimated.

Serum leptin, testosterone, and insulin were
estimated by Eliza technique using standard kits. Fasting
blood glucose level was estimated by standard kit of
Merck. HOMA-IR for insulin resistance was calculated
with the formula'’:

Fasting plasma glucose (mg/dl) x serum insulin (mU/1)/405

Data was analysed using SPSS-18 and
presented as Mean+SD. The two groups were compared
using Student’s #-test. Pearson correlation was used for
correlation between two variables and p<0.05 was
considered statistically significant.

RESULTS

Mean age of adolescent with PCOS and of normal
control subject was 19 and 18 years respectively. BMI
of PCOS patients was increased as compared to the
BMI of controls but the differences were not significant.
Fasting blood sugar was non-significantly less in PCOS
patients as compared to controls. Level of serum insulin
was significantly raised (»<0.001) in patients compared
to normal subjects. Serum testosterone level was raised
in patients compared to normal subjects. Raw volume of
serum leptin level was raised in patients compared to
normal subjects.

When Pearson’s correlation was studied
between parameters in the patients, there was a
significant positive correlation between insulin
resistance and fasting insulin (#=0.99). A direct
correlation was also observed between fasting insulin
and testosterone (r=0.426).

A weak correlation between leptin, serum
insulin and insulin resistance was observed. Significant
positive correlation was observed between BMI of
PCOS women and leptin hormone (7=0.532). (Table-1).

16 Kda
leptin

(.

Figure-1: 18% SDS-PAGE Electrophoresis
Track 1: Standard Ladder, Track 2: Patient’s serum,
Track 3: Normal serum

Table-1: Study parameters in girls aged 16-20 year

\Variables PCOS (n=50) | Controls (n=60)
|Age (year) 19.0+2.8 18.4+3.2
BMI 26.86+1.684 23.60+1.949
Fasting blood Glucose (mg/dl) 108.3£5.4 95.0£8.5
Fasting serum Insulin (iU/ml) 9.5+12.4* 33+£2.6
Serum testosterone (ng/ml) 1.1£0.78 0.67+0.38
HOMA-IR 1.9+2.7 0.7+0.6
Raw volume of serum leptin 1226398.25 180214.53

#p<0.001

DISCUSSION

PCOS is linked with hyperinsulinemia and insulin
resistance which in turn is linked to leptin hormone. In
women with PCOS a direct correlation exists between
BMI, serum leptin, and serum insulin indicating
hyperleptinemia.'"

In our subjects, the mean age of adolescent
PCOS was 19 years. A study also found the age range

4 http://www.pps.org.pk/PJP/13-1/Najla.pdf



Pak J Physiol 2017;13(1)

for adolescent with PCOS 15-18 years.” In our study
the BMI of PCOS patients was non-significantly
increased as compared to their controls. It is reported
that obesity and increased BMI are clinical features of
PCOS that may interfere with successful fertility
treatment. In this regard, it was found that irrespective of
PCOS status elevated BMI was inversely associated
with the total number of oocytes retrieved from the
ovary”' In PCOS infrequent ovulation leads to
increased LH and reduced FSH. The latter prevents the
granulosa cells of the ovary from producing oesterogen,
while LH is stimulating the ovary to produce androgens.
The end results is hyperandrogenism and reduced
oestrogen due to failed follicular development. At this
point the leptin-insulin ratio potentiates the vicious cycle
of this axis.”

Present study observed that the level of fasting
blood sugar was increased in PCOS patients as
compared to normal subjects. In PCOS specially in
adolescence, insulin resistance may be the first
identifiable risk factor.”

According to our study the serum level of
insulin was considerably increased in patients as
compared to normal subjects. It is proved that insulin
stimulates ovarian steroidogenesis via increasing the
ovary LH receptors and the sensitivity of pituitary
gonadotropes to GnRH action.** Leptin is primarily
synthesised and secreted into the blood by the white
adipose tissue, hence, its blood levels are positively
correlated to body fat.”’

We found that the level of testosterone was
increased in patients as compared to controls. Findings
from a research show that PCOS patients had increased
levels of testosterone, insulin and insulin resistance.
Data of this study indicates that increased level of
circulating leptin is associated with  hyper-
androgenaemia, increased LH concentrations, and
insulin resistance.*

Present study observed an increased raw
volume of serum leptin level in patients as compared to
their controls. There is evidence that leptin acts as a
paracrine mediator and shows a relation between
reproduction and energy homeostasis.” Double effect of
leptin was reported on reproduction and energy
homeostasis. The complex interplay between
metabolism and reproductive function is essential for
species survival. High leptin level directly inhibits
follicular maturation. Also, hyperleptinemia seen in
obesity and underlying leptin resistance interact with the
hypothalamic-pituitary-gonadal axis at several levels
leading to reproductive dysfunction.”’

Hyperinsulinemia acts together with LH to
enhance androgen production in the ovary. Insulin also
inhibits the production of sex hormone binding globulin
in the liver which enables more fiee testosterone into the
circulation.®* According to another study it is possible

that leptin affects androgen levels via its impact on
insulin secretion instead of a direct alteration of serum
testosterone."

The Pearson’s correlation was studied between
parameters in the patients and it was observed that there
was a considerable correlation between insulin
resistance and fasting insulin. We also found a direct
correlation between fasting insulin and testosterone.
Findings of a study showed that PCOS women had
higher levels of testosterone, insulin, and insulin
resistance."

Present study found a weak correlation
between leptin, serum insulin, and insulin resistance.
Insulin increases leptin mRNA in fat cells confirming its
role in leptin secretion."”> According to a study, in PCOS
women there is an increased level of insulin but no
increase in the level of leptin.®® On the other hand,
another study reported a strong positive correlation
between leptin and insulin resistance."

According to our study a significant
correlation was observed between BMI and leptin
hormone in PCOS women. Our study is inline with
studies which found that increased leptin levels directly
correlate with the BML'*?' Disorders of serum leptin
and SHBG are common pathological manifestations in
different syndrome types of PCOS.*> A direct
correlation exists between BMI and leptin in PCOS
patients which may suggest that the interaction between
neuropeptide Y neurons and leptin is altered in PCOS.*

Our study is inline with a study which reported
that lack of relationship of leptin with insulin, insulin
resistance, and testosterone is probably due to
heterogeneity of PCOS group.'

CONCLUSION

In adolescent girls, increased leptin level showed a
significant correlation with BMI, whereas its correlation
with endocrine parameter is weak. There is need of
further study on large group of adolescent girls.

REFERENCES

1. Pehlivanov B, Mitkov M. Serum leptin levels correlate with
clinical and biochemical indices of insulin resistance in women
with polycystic ovary syndrome. Eur J Contracept Reprod Health
Care 2009;14(2):153-9.

2. Norman RJ, Dewailly D, Legro RS, Hickey TE. Polycystic ovary
syndrome. Lancet 2007;370(9588):685-97.

3. Koleva A, Orbetzova MM, Atanosssova PK. Adipose tissue
hormones and appetite and body weight regulators in insulin
resistance. Folia Medica 2013;55(1):25-32.

4. Creanga AA, Bradley HM, McCormick C, Witkop CT. Use of
metformin in polycystic ovary syndrome: a meta-analysis. Obstet
Gynecol 2008;111:959-68.

5. Hardiman P, Pillay OC, Atiomo W. Polycystic ovary syndrome
and endometrial carcinoma. Lancet 2003;361:1810-2.

6.  Guzelmeric K, Alkan N, Pirimoglu M, Unal O, Turan C. Chronic
inflammation and elevated homocysteine levels are associated
with increased body mass index in women with polycystic ovary
syndrome. Gynecol Endocrinol 2007;23(9):505-10.

http://www.pps.org.pk/PJP/13-1/Najla.pdf 5



Pak J Physiol 2017;13(1)

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Pasquali R, Casimirri F. The impact of obesity on
hyperandrogenism and polycystic ovary syndrome in
premenopausal women. Clin Endocrinol (Oxf) 1993;39(1):1-16.
Ahima RS, Flier JS. Adipose tissue as an endocrine organ.
Trends Endocrinol Metab 2000;11(8):327-32.

Erturk E, Kuru N, Savci V, Tuncel E, Ersoy C, Imamoglu S.
Serum leptin levels correlate with obesity parameters but not with
hyperinsulinism in women with polycystic ovary syndrome.
Fertil Steril 2004;82(5):1364-8.

Salehpour S, Taherzadeh Broujeni P, Neisani Samani E. Leptin,
ghrelin, adiponectin, homocysteine and insulin resistance related
to polycystic ovary syndrome. Int J Fertil Steril 2008;2(3):101-4.
Poretsky L, Chandrasekher YA, Bai C, Liu HC, Rosenwaks Z,
Giudice L. Insulin receptor mediates inhibitory effect of insulin,
but not of insulin-like growth factor (IGF)-I, on IGF binding
protein 1 (IGFBP-1) production in human granulosa cells. J Clin
Endocrinol Metab 1996;81(2):493—6.

Pekhlivanov B, Mitkov M, Orbtsova M, Terzieva D. [Serum
levels of ghrelin and leptin in women with polycystic ovary
syndrome]. Akush Ginekol (Sofiia) 2008;47(3):15-9.

Calvar CE, Intebi AD, Bengolea SV, Hermes R, Spinedi E.
Leptin in patients with polycystic ovary syndrome. Direct
correlation with insulin resistance. Medicina (B  Aires)
2003;63(6):704-10.

Bideci A, Camurdan MO, Yesilkaya E, Demirel F, Cinaz P.
Serum ghrelin, leptin and resistin levels in adolescent girls with
polycystic ovary syndrome. J Obstet Gynaecol Res
2008;34(4):578-84.

Houjeghani S, Pourghassem P, Gargari, Farzadi F. Serum leptin
and ghrelin levels in women with polycystic ovary syndrome:
Correlation with anthropometric, metabolic, and endocrine
parameters. Int J Fertil Steril 2012;6(2):117-26.

Rotterdam ESHRE/ASRM  Sponsored PCOS  consensus
workshop group. Revised 2003 consensus on diagnostic criteria
and long-term health risks related to polycystic ovary syndrome
(PCOS) Hum Reprod 2004;19(1):41-7.

Salgado AL, Carvalho LD, Oliveira AC, Santos VN, Vieira JG,
Parise ER. Insulin resistance index (HOMA-IR) in the
differentiation of patients with non-alcoholic fatty liver disease
and healthy individuals. Arq Gastroenterol 2010;47(2):165-9.
Chakrabarti J. Serum leptin level in women with polycystic ovary
syndrome: Correlation with adiposity, insulin, and circulating
testosterone. Ann Med Health Sci Res 2013;3(2):191-6.

Rizk NM, Sharif E. Leptin as well as free leptin receptor is
associated with polycystic ovary syndrome in young women. Int
J Endocrinol 2015;2015:927805. doi: 10.1155/2015/927805.

van Hooff MH, Voorhorst FJ, Kaptein MB, Hirasing RA,
Koppenaal C, Schoemaker J. Predictive value of menstrual cycle

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

pattern, body mass index, hormone levels and polycystic ovaries
at age 15 years for oligo-amenorrhoea at age 18 years. Hum
Reprod 2004;19:383-92.

Beydoun HA, Stadtmauer L, Beydon MA, Russell H, Zhao Y,
Oehninger S. Polycystic ovary syndrome, body mass index and
outcomes of assisted reproductive technologies. Reprod Biomed
Online 2009;18(6):856-63.

Bailey AP, Hawkins LK, Missmer SA, Correia KF,
Yanushpolsky EH. Effect of body mass index on in vitro
fertilization outcomes in women with polycystic ovary
syndrome. Am J Obstet Gynecol 2014;211(2):163.e1-6.

Traub ML. Assessing and treating insulin resistance in women
with  polycystic ovarian syndrome. World J Diabetes
2011;2(3):33-40.

Nestler JE, Jakubowicz DJ. Lean women with polycystic ovary
syndrome respond to insulin reduction with decreases in ovarian
P450cl7 alpha activity and serum androgens. J Clin Endocrinol
Metab 1997;82(12):4075-9.

Kieffer TJ, Habener JF. The adipoinsular axis: effects of leptin on
pancreatic beta-cells. Am J Physiol Endocrinol Metabol
2000;278(1):E1-E14.

Chapman IM, Wittert GA, Norman RJ. Circulating leptin
concentrations in polycystic ovary syndrome: relation to
anthropometric and metabolic parameters. Clin Endocrinol (Oxf)
1997:46(2):175-81.

Caprio M, Fabbrini E, Isidori AM, Aversa A, Fabbri A. Leptin in
reproduction. Trends Endocrinol Metabol 2001;12(2):65-72.
Janeckova R. The role of leptin in human physiology and
pathophysiology. Physiol Res 2001;50:443-59.

Rosenfield RL. Ovarian and adrenal function in polycystic ovary
syndrome. Endocrinol Metabol Clin North Am 1999;28(2):265-93.
Laughlin GA, Morales AJ, Yen SS. Serum leptin levels in
women with polycystic ovary syndrome: the role of insulin
resistance/hyperinsulinemia. J Clin  Endocrinol ~ Metabol
1997:82(6):1692—6.

Considine RV, Sinha MK, Heiman M, Kriauciunas A, Stephens
T, Nyce M, et al. Serum immunoreactive-leptin concentrations in
normal-weight and obese humans. N Engl J Med 1996;334:292-5.
Wang XJ, Zeng XL, Liu Y. [Study on the correlation between
different Chinese medicine syndrome types and endocrine
metabolism of polycystic ovarian syndrome]. Zhongguo Zhong
XiYilie He Za Zhi 2011;31(8):1085-9.

Baranowska B, Radzikowska M, Wasilewska-Dziubinska E,
Kaplinski A, Roguski K, Ptonowski A. Neuropeptide Y, leptin,
galanin and insulin in women with polycystic ovary syndrome.
Gynecol Endocrinol 1999;13(5):344-51.

Address for Correspondence:
Dr Najla Shore, Department of Physiology, Fatima Jinnah Medical University, Lahore, Pakistan. Cell: +92-300-4172859.
Email: najlashore@gmail.com

Received: 28 Oct 2016

Reviewed: 13 Feb 2017

Accepted: 27 Feb 2017

http://www.pps.org.pk/PJP/13-1/Najla.pdf



