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ABSTRACT

INTRODUCTION- The prevalence of hyperprolactinemia ranges from 0.4% in unselected normal adult females to as
high as 9%-17% in females with reproductive health disorders.The etiology of hyperprolactinemia maybe pathological,
physiological or pharmacological Drugs that stimulate the hypothalamic dopamine system and/or pituitary or
dopamine receptors can cause elevated prolactin.Clinical features of hyperprolactinemia include menstrual
disturbances (Oligo-amenorrhea, amenorrhea and irregular menses), anovulation, infertility galactorrhea or a
combination of the above symptoms.

MATERIAL AND METHOD- This is a retrospective of 88 Infertile females with documented Hyperprolectinimea. The
clinical data and infertility workup (Hormonal profile, Imaging report and other tests)were obtained from
gynaecological OPD.

RESULTS- In this study the maximum number 54 (61.36%) of patientswere in the 21-25 years of age group, 65 (73.86%)
of patients were of normal weight and 20 (22.72%) of patients were overweight only 3 (3.40%) were obese

In this study, the maximum number 60(68.18%)of patients were in primary infertility and 85 (96.59%) of patients had in
mildrise in the prolactinlevel group.

In this study, most of the patients 27 (30.68%) of patients were presented with complaints of oligomenorrheaand
followed by Amenorrhea 21 (23.86%). Galactorrhea was found in 25(28.40%) patients after clinical examinations,both
amenorrhea and galactorrhea were seen in20(22.72%)of the patients. Hypothyroidism was present in 13 (14.77%) of
patients.

CONCLUSION- Anovulatory cycle, Luteal face defect and sex hormonal imbalance caused by hyperprolactinemia
results in infertility.Prolactin may stop ovulation and cause amenorrhea, in less severe cases Intermittent ovulation or
ovulation that takes a long time to occur causes infrequent or irregular periods. that's why estimation of serum prolactin
should be done at an early stage of an infertility workup. In our study, the prevalence of hyperprolactinemia and
hypothyroidism was found very high which emphasize the importance of estimating TSH and Prolactin in infertility. In our
study Oligomonorrhea, amenorrhea and galactorrhea are the commonest presentations in hyperprolactinemia. Proper
Diagnosis and treatment results in an improvement in symptoms and an increase in conceptionratesin infertile patients.

INTRODUCTION
Hyperprolactinemia is a common endocrine disorder with
gonadal dysfunction.

The prevalence of hyperprolactinemia ranges from 0.4% in
unselected normal adult females to as high as 9%-17% in
females with reproductive health disorders.'’Its prevalence
was found to be 5% in a family planning clinic, 9% in women
with adult-onset amenorrhea, and 17% among women with
polycystic ovary syndrome.’

Prolactin (PRL) is an anterior pituitary hormone that has its
principle physiological action in the initiation and
maintenance of lactation. In human reproduction,
pathological hyperprolactinemia most commonly present as
an ovulatory disorder and is often associated with secondary
amenorrhea or oligomenorrhea.

Normal ovarian follicular development and oocyte release
requires appropriate pituitary secretions of follicles
stimulation hormones (FSH), luteinizing hormone (LH) as well
as a lactogenic hormone, prolactin (PRL). The secretion of LH
and PRL is regulated by Dopamine. Dopamine causes
inhibition of pulsatile secretion of gonadotropin-releasing
hormone (GnRH).

The etiology of hyperprolactinemia maybe pathological,
physiological or pharmacological Drugs that stimulate the
hypothalamic dopamine system and/or pituitary or
dopamine receptors can cause elevated prolactin.™

Pathological causes of hyperprolactinemia in addition to a
PRL secreting pituitary adenoma (Prolactinemia) and other
pituitary tumors that produce acrology and Cushing diseases
Including hypothalamic diseases, various pharmacologic

agents, hypothyroidism chronic renal diseases or any chronic
type of breast nerve stimulation, such as may occur with
thoracic operation herpes zoster or chest trauma.’

Prolactinomas account for 25%-30% of functioning pituitary
tumors and are the most frequent cause of chronic
hyperprolactinemia.’ Pathological hyperprolactinemia can
also be caused by nonhypothalamic-pituitary disease.

In the absence of the above conditions if there is an elevation
of serum prolactin (PRL) Idiopathic hyperprolactinemia may
be there.

One of the most frequent causes of galactorrhea and
hyperprolactinemia is the ingestion of pharmacologic agents,
particularly tranquillizers, narcotics, and antihypertensive
agents (Box 39.2). Of the tranquillizers, the Diaz epan and
phenothiazines can produce hyperprolactinemia by decreasing
the hypothalamic circulation of dopamine or by blocking its
binding sites and therefore decreasing dopamine action.

primary hypothyroidism can also produce hyperprolactinemia
and galactorrhea because of decreased negative feedback of
thyroxine (T) in the hypothalamic-pituitary dis The resulting
increase in TRH stimulates PRL secretion and thyroid-
stimulating hormone (TSH) secretion from the pain itary.
Approximately 3% to 5% of individuals with hyperprolactinemia
have hypothyroidism. Therefore TSH, the most sensitive
indicator of hypothyroidism, should be measured in all
individuals with hyperprolactinemia. About 40% of patients
with primary hypothyroidism have a mild elevation of
prolactin levels that can be normalized by thyroid hormone
replacement. Approximately 3-10% of women with PCOS
have coexistent modest hyperprolactinemia.”

Clinical features of hyperprolactinemia that lead the patient
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to seek medical advice include infertility, menstrual
disturbances (oligo-amenorrhea, amenorrhea), anovulation,
galactorrhea or a combination of the above symptoms.
Approximately 75% of patients presenting with galactorrhea
and amenorrhea have hyperprolactinemia. Of these patients,
approximately 30% have PRL- secretion tumors.

The presence of a pituitary tumor may cause headache or
visual-field defects. increased body weight is associated with
a PRL-secreting tumour. Osteopenia is observed in patients
with associated hypogonadism and the degree of bone loss is
related to the duration and severity of hypogonadism.

The diagnosis of hyperprolactinemia is made when serum
prolactin levels are found on two different occasions to be
above the upper limits of the established reference range
(usually 20-25 ng/ml) or if the levels of prolactin are
increased with the symptoms suggestive of hyperpro
lactinemia.

If hyperprolactinemia is present without an identified cause
imaging of the hypothalamic-pituitary area is required. A
nonfunctioning pituitary adenoma or craniopharyngioma
compressing the pituitary stalk may cause a mildly elevated
serum prolactin level but high prolactin levels are mostly
associated with a prolactin-secreting prolactinoma.’
Although computerized axial tomography (CAT) scan can be
used, magnetic resonance imaging (MRI) with gadolinium
enhancement provides the best visualization of the sellar
area. if the prolactin level is greater than 250 ng/mL a
prolactinoma is most likely to be present” and a level of 500
ng/mL or greater is diagnostic of a macroprolactinoma.
Selected drugs including risperidone and metoclopramide
may cause prolactin elevations above 200 ng/mL.*

Dopamine Agonist is effective in normalizing prolactin,
restoring hypothalamic-pituitary-gonadal axis function and
reproductive hormones, Shrinking adenomas and subsiding
galactorrheaCabergoline is a long-acting dopamine
receptor agonist and is currently preferred over
bromocriptine for primary therapy because of greater
efficacy and fewer side effects’, (1992 Wang, 2012).This agent
directly inhibits pituitary lactotroph thereby decreasing PRL
secretion. It is given orally in doses of 0.25 to 1 mg twice
weekly. The initial dose is half a 0.5 mg tablet twice a week.’
The initial operative cure rate for microadenomas is
approximately 80% and 30% for macroadenomas, but the
long-termrecurrence rate is atleast 20% for each.

MATERIALAND METHOD

This study aimed toidentifythe pattern of clinical presentation
of hyperprolactinemia among infertilepatients
attendinggynecOPD.

This is a retrospective of 88 Infertile females with documented
Hyperprolectinimea.

Detailed information was collected like age, BMI medical,
menstrual, obstetric history, symptoms, general detailed
clinical examination. All investigations — complete
haemogram with, ESR Hormonal profile, (LH, FSH Serum
prolactin TSH), Imaging report and other tests were obtained
from gynaecological OPD and associated pathology
clinic.Hyperprolectinimea at PRL1evels of >25 Ng/ml.

All the data were analyzed using IBM SPSS Ver.20 software.
Cross tabulation and frequency distribution were used to
prepare tables. Data are expressed as numbers, percentage
and mean.

RESULTS
88 infertile patients with hyperprolactinemia were included
in the study.The Characteristics of the patients are following.

|

Table:- 1. Age distribution of Study group.

Age (in a year) No %
<20 5 5.68
21-25 54 61.36
26-30 18 20.45
30-35 8 9.09
36-40 2 2.27
>40 1 1.13
Total 88 100

In this study, the maximum number 54 (61.36%) of patients
were in the 21-25 years of age group followed by 18(20.4%) in
the 26-30 age group.

Table:-2 BMI Distribution of study group

BMI Distribution No. %
<19 (underweight) 0 0
19-24.9 (normal) 65 73.86
25-29.9 (overweight ) 20 22.72
>30 (obese) 3 3.40
Total 88 100

In this study, the maximum number 65 (73.86%) of patients
were of normal weight and number 20 (22.72%) of patients
were overweight only 3 (3.40%) were obese.

Table:-3 Infertility types of the study group

Type Of Infertility | No. %
Primary 60 68.18
Secondary 28 31.81
Total 88 100

In this study, the maximum number of 60(68.18%) patients
were of primary infertility.

Table:- 4Hyperprolectinimea according to Serum
prolactin levels.

Prolactin levels (ng/ml) No %
Mild (25-100) 85 96.59
Moderate (101-200) 3 3.40
High (201-1000) 0 0
Very High >1000 0 0
Total 88 100

In this study, the maximum number 85 (96.59%) of patients
were in the mildly increased prolactin level group.

Table:- 5 Various clinical Presentation in hyper
prolactinemic patients.

Symptoms No %
Menstrual disturbances

-Oligomenorrhea 21 30.68
-Amenorrhea 21 23.86
-Menorrhagia 2 2.27
Other Symptoms

-Galactorrhea 20 22.712
-Headache 1 1.13
-Hirsutism 1 1.13
-No symptoms 16 18.18
Total 88 100

In this study, the regular cycles were in 38(43.18%) patients.
Oligomenorrhea, Amenorrhea and menorrhagia were
presentin 27 (30.68%),21 (23.86%),and 2(2.27%) of patients.
20(22.72%) patients presented with complaint of
galactorrhea. both amenorrhea and galactorrhea were seen
in 19 (21.59%) of the patients.

In this study, the regular cycles were in 38(43.18%) patients.
Oligomenorrhea, Amenorrhea and menorrhagia were
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Menstrual disturbances in Infertile women
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Figure 1:Menstrual disturbances in Infertile Women

Table:- 6 Presence of galactorrhea in the study group

Galactorrhea No %
Present 25 28.40
Absent 63 71.89
Total 88 100

In this study, galactorrhea was found in 25(28.40%) patients
after clinical examinations

Table 7 Presence of Hypothyroidism in the study group

Hypothyroidism |No. %
Present 13 14.77
Absent 75 85.22
Total 88 100

In this study, hypothyroidism was present in 13 (14.77%)
patients.

All patients MRI could not be done As an MRI facility was not
available in the town. history of drug-induced
hyperprolactinemia was found in 6.81 % of patients.
Polycystic ovarian disease was found in 5.68% of patients.

Medical treatment was given in all patients with cabergoline,
The dose of cabergoline was .25mg biweekly. Normal
prolactin level was achieved in 2-4 months in maximum
patients.No sideeffects were observed during treatment.

DISCUSSION

Hyperprolactinemia refers to the consistent elevation of
fasting serum prolactin more than 25ng/ml in the absence of
pregnancy and puerperal lactation states. Patients with
hyperprolactinemia present with ovulatory dysfunction and
infertility, menstrual, disturbance, galactorrhea, delayed
pubescence manifestation of polyendocrinopathy, or tumors
designated as prolactinomas.

In this study, the maximum number 54 (61.36%) of patients
were in 21-25 years of age group followed by 18(20.4%) in the
26-30 age group. In our study, the minimum age of
hyperprolactinemia females and presentation is 15 year and
the maximum age is presentation is 43 years. Our Study is
comparable to the study ofAinavilsah et al ' in which the
majority of the infertile females with hyperprolactinemia
(88.6%) were aged 25-34 year and the minimum age of
hyperprolactinemia females and presentation is 15 years and
the maximum age of presentation is 44 year. In the study of
Vane& Thornier "'the, most of the patient were between 15 and
45 yearsofage.

In this study, the maximum number of patients 65 (73.86%)
were of normal weight , 20 (22.72%) patients were
overweight and only 3 (3.40%) were obese. In the study of
GrimaldiF et al “higher prolactinlevel was found in the obese
individual but in our study, there was no correlation was found
with obesity. Our study was comparable to one another study
in which 70% of patients were of normal weight,16% were

overweight and 13% were obese.”In another study 12%
ofpatients were overweight and only 3% were obese . In the
result of the study conducted by Priyanka Sharma et
al'®56.09% patients were normal weight and 43.9% were
obese and overweight.

In this study, the maximum number of patients
60(68.18%)were of primary infertility. Our study is
comparable with one another study in which primary
infertilities were 60% and secondary infertilities were 40% .
The incidence of hyperprolactinemia was 60% in primary
infertility and 22% in secondary infertility.In the study
ofPriyanka Sharma'’the incidence of hyperprolactinemia in
primary infertility was 46% and secondary infertility was
40%.In study of Avasthik et al°the division was 60% and 40 %
Itwas43% and 21% in the study of Akhter and Hassan etal.”

In this study, the maximum number 85 (96.59%) of patients
were in the mildly raised prolactin level group. Which is
comparable to one another study, serum prolactin level was
mildly raised in 96.8% of the patients and moderately raised
in 3.2% of the patients’. Our finding was different from the
finding of Randal et al *who found 61.8% of the patients to
have moderately raised prolactin level and 39% of the
patients had highly raised levels of prolactin.

In this study, the regular cycles were in38(43.18%) patients.
Oligomenorrhea, Amenorrhea and menorrhagia were
presentin 27 (30.68%),21 (23.86%), and 2(2.27 %) of patients
respectively.In the study of Priyanka Sharma'*30% of patients
complained of obesity, 17% patients complained of abnormal
hair growth and menstrual complaints were 56%.
Oligomenorrhea, Amenorrhea and menorrhagia were seen
in 51%, 3% and 2% of the patients respectively. In the study of
AvasthiK et al'°regular cycles were in 42% ,Oligomenorrhea,
Amenorrhea and menorrhagia were seen in 50%, 6% and 2%
of the patients. Hirsutism was present in 14.4% of patients and
headache in 45% of patient with hyperprolactinemia in the
study of AHZargar *which was not comparable with our study.

In our study galactorrhea was found in 25(28.40%) patients
after clinical examinations. Various studies showed
galactorrheain 26.31% , 18% and 25% of hyperprolactinemic
patients”"* The incidence of galactorrhea varies among
different studies and occurs in 30-80% of patients.”*

In our study in only 14.77% of patients, hypothyroidism was
found. Various studies showed the incidence of
hypothyroidism in hyperprolactinemic patients were 18%,
8%,20%,20% .77

CONCLUSION

Prolactin may stop ovulation and cause amenorrhea, in less
severe cases Intermittent ovulation or ovulation that takes a
long time to occur causes infrequent or irregular periods.
Anovulatory cycle, Luteal face defect and sex hormonal
imbalance caused by hyperprolactinemia results in
infertilitythat's why estimation of serum prolactin should be
done at an early stage of an infertility workup. In our study, the
prevalence of hyperprolactinemia and hypothyroidism was
found very high which emphasize the importance of
estimating TSH and Prolactin in infertility. In our study
Oligomonorrhea, amenorrhea and galactorrhea are the
commonest presentations in hyperprolactinemia. Proper
Diagnosis and treatment results in an improvement in
symptoms and an increase in conception rates in infertile
patients.Dopamine Agonist restores normal ovarian function
and is the first timetreatment for most patients wishing to
conceive.
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