Review Article

The Triad Of PCOS, Infertility And Metformin
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ABSTRACT:

Polycystic ovarian syndrome (PCOS) is now considered as a complicated disease of endocrine system. It is found in 5-
10% of women of fertile age group. It was initially considered as a reproductive disorder in women. Studies in recent past
have documented that PCOS is a metabolic syndrome and is influenced by genetic and environmental factors. It is also
transferred genetically, an autosomal dominant trait with variable penetrance. Since role of insulin resistance has been
identified as a main culprit in the development of PCOS therefore use of insulin sensitizers to treat PCOS seems logical.
Insulin sensitizer such as metformin is a therapeutic option that targets not only insulin resistance present in this syndrome
but several other aspects especially reproductive abnormalities such as infertility, which is a major problem of concern for
women of reproductive age. This review attempts to cover the use of metformin in PCOS infertile women.
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INTRODUCTION:

Polycystic ovarian syndrome (PCOS) is a metabolic
syndrome that occurs in one out of seven women of
reproductive age.' It is prevalent in 5-10% of women®. More
than half of patients with PCOS have increased basal
metabolic rate or are obese and are therefore at increased
risk to develop obesity-related concomitant diseases’. PCOS
is influenced by genetic and environmental factors too*”.
Pathophysiology of PCOS is multifocal either due to
continuously rapid gonadotropin-releasing hormone pulses,
hypersecretion of luteinizing hormone and inadequate
secretion of follicle-stimulating hormone all take part to
excessive production of ovarian androgen and disturbances
in ovarian functions®. Insulin resistance is the main factor
in development of PCOS. Insulin increases adrenal and
ovarian steroidogenesis and inhibits liver synthesis of sex
hormone-binding globulin’. In 2003, the Rotterdam
Consensus Conference proposed that PCOS can be diagnosed,
after the exclusion of other endocrine diseases, by at least
two out of three following criteria: (1) clinical or biochemical
hyperandrogenism, (2) oligomenorrhea or anovulation, and
(3) polycystic ovary morphology?®.

PCOS is considered to begin during the pubescent”'’. In the
first two years of life disturbances occur in menstrual cycle
and ovulation during the start of menstruation (Twenty-five
percent of girls in the first year of life, thirty- forty percent
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up to the third and fourth year). Complete pubertal
development usually occurs in the first five years after the
onset of menstrual cycle. Menstrual cycle varies from one
female to another female, persistence of oligomenorrhea
(menstrual cycles more than thirty five days), secondary
amenorrhea (absence of menstrual cycles for more than
three months) or primary amenorrhea, absence of onset of
menstruation at 16 years of age'' in girls with complete
development of secondary sexual characteristics and good
adult height, which indicate an excess of androgens levels
in the blood'?. Long duration of oligomenorrhea during
pubescent at 14-19 years of age is indicated as the signs of
persistent ovarian dysfunction in the future'®. Acne on the
center of the face and on the forehead is very common which
is usually present during the adolescence period with
increasing prevalence from 15 to 20 years of age, sometimes
it become aggressive which also indicate sign of increased
androgen levels in PCOS'*"®, Alopecia is not considered as
a common finding during pubescent, so it is not a common
indicator of hyperandrogenism to rule out clinically. However
in 65% of the patients during the adolescence period,
hirsutism may be a good predictor of PCOS'®.

During the reproductive age group, it may cause failure in
ovulation which is associated with increased risk of
complications during pregnancy, such as abortions, gestational
diabetes and preeclampsia'’. Infertility and hirsutism are the
two problematic conditions in a woman with PCOS that
bring the women to the hospital. If we talk about infertility,
there is hyperandrogenemia and excessive secretion of
luteinizing hormone that can lead to menstrual disturbances,
features of hyperandrogenemia and decreased fertility rate.
Disturbances in menstrual cycles, such as oligomenorrhea
or amenorrhea, are the initial feature of anovulation that is
usually noticed by the doctor during the visit. Usually, these
women will have increased number of small antral follicles
on ultrasound and raised serum anti-mullerian hormone
(AMH) concentration'®. Insulin resistance, associated
hyperinsulinemia, increased body mass index and obesity
are significant issues of polycystic ovarian syndrome'’.
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These factors may play an important role in the pathogenesis
of androgen excess and the susceptibility to develop earlier
than expected glucose intolerance states and type 2 diabetes.
Decreased insulin sensitivity causes the differentiation of
pre-adipocytes to adipocytes, especially in the region of
abdomen, which facilitate the deposition of fat and causes
visceral-type obesity in women with PCOS?.

Polycystic ovarian morphology can be detected on
histopathology however clinically large number of cases of
polycystic ovarian morphology are detected by transvaginal
ultrasonography. Polycystic ovarian morphology is defined
as at least one ovary and greater than 10 cm® ovarian volume
(or 10 mL) or an increased number of antral follicles (i.e.
those that can be visualized as cysts in the ovarian cortex
measuring 2-9 mm in diameter). The exact number of antral
follicles, that is the antral follicle count to establish the
diagnosis of polycystic ovarian morphology using modern
high frequency transvaginal ultrasonography probes is now
at least 18 if not higher?'.

The first and most effective treatment of PCOS is life-style
modification and weight loss*’. Hormonal contraceptives
are commonly used to reduce hyperandrogenic symptoms
such as acne and hirsutism and to normalize the menstrual
cycle”. In recent years’ insulin-sensitizing drugs have been
widely prescribed for PCOS patients. These drugs include
Metformin, Pioglitazone, D-chiro-inositol. Metformin, a
biguanide is proven to be effective not only for insulin
resistance and body weight reduction but also for menstrual
irregularity, anovulatory cycles, signs of hyperandrogenism
and gestational complications®. Administration of metformin
causes significant reduction in weight and successful
ovulation in PCOS patients, within the time period of 3
months after start of treatment. Thus metformin produces
spontaneous ovulation and better outcomes®.

METHODOLOGY:

We used search engines of Google, Google scholar and
Pubmed for searching literature. Key words and phrases
used were PCOS, Insulin resistance, hyperinsulinemia,
hyperandrogenemia, hirsutism, acne, infertility, obesity,
polycystic ovarian syndrome, reproductive and cardiovascular
abnormalities, cyclical problems, anovulation and use of
insulin sensitizers.

Filter used was search period 2012-2018.Total 89 articles
were selected for writing the review. Out of these 36 articles
were non-relevant on account of the use of oral contraceptives,
clomiphene citrate and insulin sensitizer other than metformin.
Three articles were in non- English language while 6 studies
were on rabbits and mice (non-human). Finally, 44 articles
are included for write up of this review article.

LITERATURE REVIEW:

In 1935 Stein and Leventhal explained the term polycystic
ovarian syndrome, also called as syndrome X or Stein-

Leventhal syndrome. PCOS is characterized as the major
cause of WHO classified type - 2 anovulatory infertility.
Polycystic ovarian syndrome mostly present in women of
reproductive age®. Features of polycystic ovarian syndrome
are irregular period or amenorrhea, increased hair growth
and infertility. Fifty to seventy percent of women with
polycystic ovarian syndrome are affected by Insulin resistance
that can lead to metabolic syndrome, hypertension,
dyslipidemia, alteration in the level of glucose, and diabetes.
There is also increased risk of deposition of calcium in
coronary artery. Depression, anxiety and bipolar disorder
are commonly found in PCOS. Environmental and genetic
history origin both are considered as an etiological factor.
Irregular menstruation is common feature of PCOS but 30%
have normal menses, 30%-40% have amenorrhea and
85%-90% have oligomenorrhea®’.

Genome wide association studies (GWAS) has documented
that SNP (rs11031006) related to PCOS resides in the region
of follicle-stimulating hormone (FSH)-b polypeptide (FSHB)
and ARL14EP gene which is strongly associated with
luteinizing hormone®.

PATHOPHYSIOLOGY OF PCOS:

Insulin resistance plays a main role in the pathogenesis of
PCOS. Decreased sensitivity of insulin is aggravated by
weight gain, which in turn exacerbates the clinical,
reproductive, and metabolic features of the condition. It can
lead to hyperinsulinaemia and subsequent abnormal follicular
development, which in turn causes elevation of estrogen
and androgen levels. Sex hormone-binding globulin decreases
due to hyperinsulinaemia and the systemic effects are
exacerbated by a reduction in sex hormone binding globulin
(SHBG) along with persistently elevated luteinizing hormone
(LH) levels, which arrest ovulation. High levels of circulating
free androgens are responsible for the clinical features
associated with PCOS, and the absence of ovulation causes
unopposed estrogen stimulation on the endometrium and
associated hyperplasia with resultant infertility®.

DIAGNOSIS OF PCOS:
Anovulatory infertility due to PCOS is diagnosed upon
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presence of two out of three features (a) evidence of
hyperandrogenemia clinically and/or biochemically (b)
oligo-ovulatory or anovulatory cycles (c¢) presence of more
than 12 follicles in each ovary measuring 29mm and/or
increased ovarian volume (>10mL) on ultrasonography.®
Diagnosis of PCOS in anovulatory women is confirmed by
a hormonal profile including serum levels of testosterone
(or androstenedione) and gonadotropins — increased level
of luteinizing hormone and normal level of follicle stimulating
hormone, adds weight to the diagnosis of disease.
Additionally, Serum prolactin level and the estimation of
estrogen status in patients with amenorrhoea is also required.
Routine thyroid function tests are also considered in PCOS.
The importance of screening for autoimmune thyroid disease
is underlined by the association of primary hypothyroidism
with an increased risk of hyper-prolactinaemia and primary
ovarian insufficiency™. Estimation of anti-mullerian hormone,
as a new diagnostic tool (made by antral follicles, which are
increased during polycystic ovaries) in combination with
luteinizing hormone levels has high sensitivity and specificity
for the diagnosis of polycystic ovary syndrome®".

MANAGEMENT OF PCOS:

Lifestyle modification (LSM) is considered to be the first
step of management. It recommends that overweight patients
with PCOS should control their diet that is to consume
1200-1500 kcal/day and ensure that they should engage in
moderate exercise for at least 30 min per day for at least
five days a week. By restricting caloric intake, engaging in
exercise, reducing BMI addressing behavior, receiving
metformin, giving up smoking and drinking, patients can
improve insulin resistance and free testosterone levels as
well as reduce menstrual disorders, excess hair growth, acne
and above all restore fertility™.

As mentioned earlier insulin sensitizers are the mainstay of
treating PCOS related infertility as underlying pathology
revolves around insulin resistance. Among the insulin
sensitizers metformin is a well-tested or it may not be wrong
if the term conventional insulin sensitizer is used for this
drug as it is in use for PCOS since 1994. Metformin is a
guanidine derivative that was obtained from the plant Galega
officinalis (French lilac) at first time and has been used for
more than 60 years to reduce hyperglycemia®*. Metformin
decrease the fasting levels of plasma insulin, C-peptide and
proinsulin-like molecules. It also increases insulin binding,
enhancing the utilization of glucose peripherally, and reduces
the formation of glucose by the liver. Androgen production
by theca cell also reduces significantly in vitro**. Metformin
has a positive effect on ovulation and also stimulates it*. Tt
reduces the risk of ovarian hyperstimulation syndrome for
IVF (in vitro fertilization) during controlled ovarian
stimulation before or during treatment with metformin is
another advantageous option for the patients*®. Metformin
is a class B drug in the US food and drug administration’s
drug safety classification, although a meta-analysis have

showed that early use of metformin by PCOS patients did
not increased the risk of birth defects®’.

PHARMACOKINETICS OF METFORMIN:

Metformin is taken by oral route and excreted unchanged
in the urine. Its half-life is almost equal to five hours. The
drug is well distributed in all body tissues including the
intestine, liver, and kidney by organic cation transporters.
It is prescribed 1500- 2500 mg daily in two or three divided
doses. Metformin is well tolerated but in some patients it
may cause nausea, vomiting, diarrhea and bloating. This
usually settles as the treatment continues. However, escalation
dose therapy not only prevents these features but also
improves patient’s compliance to treatment. Physician
should inform the patients about the gastrointestinal side
effects of the drug before starting the treatment that last for
two to three weeks. Patients should be advised to take the
drug with meals to avoid the side effects and dose should
be gradually increased to improve the compliance®.

PHARACODYNAMICS OF METFORMIN IN PCOS
INDUCED INFERTILITY:

Metformin’s primary action is to inhibit the production of
hepatic glucose, decrease lipid synthesis, increase fatty acid
oxidation and inhibit gluconeogenesis resulting in a decrease
in circulating insulin and glucose’. It has been proved that
metformin enhances the ability of insulin to induce GLUT4
translocation to the plasma membrane. Metformin activates
AMP-kinase enzyme also*’. In PCOS, metformin increases
insulin release and inhibits androgenic excess via effects on
steroidogenic acute regulatory protein and 17alpha-
hydroxylase. Metformin improves insulin resistance and
compensatory hyperinsulinemia associated with PCOS. It
increases production of Sex hormone-binding globulin
(SHBG) and reduces androgens in circulation. This in turn
improves the function of theca and granulosa cells of the
ovaries that increases fertility. Metformin also exerts
pleiotropic effects on insulin sensitive tissue such as liver,
skeletal muscles, adipose tissue, endothelium and ovaries.
In addition, it also has a direct effect on the ovaries and
improves cyclical disturbances and ovulation rates in most
of the PCOS women. Moreover, Gonadotropin-releasing
hormone (GnRH) neurons in hypothalamus regulate fertility
through central mechanism which is dependent on 5'
adenosine monophosphate-activated protein kinase (AMPK)
pathway. Metformin inhibits 5' adenosine monophosphate-
activated protein kinase (AMPK) pathway as well as
neuropeptide -Y neurons in the hypothalamus and thereby
improves fertility and produces suppression of appetite in
PCOS*.

ADVERSE EFFECTS AND CONTRAINDICATIONS
OF METFORMIN:

Diarrhea, nausea and or abdominal discomfort are the most
common side effects associated with metformin. These
symptoms occur in 50% of patients after taking the drug.
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They are mild and usually settle as the treatment is continued
or at low doses. It produces side effects in five percent of
the patients, even at low doses. When the drug accumulates
in the enterocytes of the small intestine these types of side
effects may be produce. Slow-release or extended release
formulations are associated with less gastrointestinal upset®.
A dangerous side effect of Metformin is lactic acidosis
through interference with mitochondrial respiration because
of this blood lactate levels rises as there is conversion of
glucose to lactate. This is also caused by toxic range of drug
level in blood (> 5.0 mg/l) [normal range, 0.5-2.0 mg/1]*.
Use of Metformin for prolong period of time interfere with
the absorption of vitamin B12 level therefore it is
recommended that level of vitamin B, should be monitored
in anemic patients or in patients with peripheral neuropathy.
Therefore, oral formulation of vitamin B, should be given
to the patients on long term use. Before the use of Metformin,
physician should inform the patient about the side effects
of the drugs*. Use of Metformin should be avoided in many
situations that increases the risk of lactic acidosis, such as
severe dehydration, infection, shock, heart failure, recent
myocardial infarction, severe peripheral vascular disease,
hepatic impairment, alcohol dependency.

CONCLUSIONS:

Metformin has multiple beneficial effects in the treatment
of PCOS. It helps in reduction of weight and restoration of
menses with normal functions of the ovaries. It also improves
hyperinsulinemia and hyperandrogenemia associated with
PCOS induced infertility. Metformin increases the rate of
ovulation and conception in women with PCOS and hence
represents the apex of the triad with the base being formed
by PCOS and infertility. In other words, the base of PCOS
and infertility converge towards the apex of solution which
is metformin.
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