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Why Amenorrhea Matters in Infertility

Clinical Question: Where Is the Defect?

01

Hypothalamus

02

Pituitary

03

Ovary

04

Uterus

05

Outflow Tract




Definitions of Amenorrhea

Primary Amenorrhea

Complete absence of spontaneous menses by age 15 with normal
secondary sexual characteristics, or by age 13 without their
development.

Requires investigation of developmental, genetic, and anatomical
abnormalities.

Secondary Amenorrhea

Loss of previously established menses for 3 months in women with
regular cycles, or 6 months in women with irregular cycles.

Represents disruption of established ovulatory function — more
commonly encountered in infertility practice.




Clinical Importance in Infertility
Practice

Amenorrhea serves as a critical red flag indicating significant reproductive
dysfunction. Early recognition and systematic evaluation dramatically improve patient
outcomes.

Indicators of Dysfunction Clinical Benefits of Early

Diagnosis
e Anovulation preventing conception

e |mproved fertility outcomes with
targeted therapy

e Hormonal imbalance affecting

multiple systems

e Endometrial dysfunction impairing e Accurate treatment planning based

implantation on aetiology

e Genetic or structural abnormalities e Enhanced IVF success rates with

requiring specialist intervention proper preparation
e Timely identification of serious

underlying conditions




The Diagnostic Algorithm

Rule Out Hormonal Pelvic
Pregnancy Profile Ultrasound

This systematic approach localises the level of dysfunction within the hypothalamic-pituitary-ovarian axis, guiding targeted management and
preventing unnecessary investigations.



Hypothalamic Amenorrhea

One of the most common functional causes in infertility clinics, resulting from suppression of the hypothalamic pulse generator and decreased GnRH

secretion.

Common Aetiological Factors

e Psychological stress and emotional disturbance
e Significant weight loss or low BMI
e EXxcessive exercise and athletic training

e Eating disorders including anorexia nervosa

e Energy deficit states

1 2 3
Lifestyle Correction Nutritional Rehabilitation Ovulation Induction
Reduce stress, achieve healthy weight, Balanced diet, adequate caloric intake, Consider if lifestyle changes insufficient

moderate exercise nutritional counselling after 3-6 months
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Pituitary Causes:
Hyperprolactinemia

One of the most treatable causes of amenorrhea. Elevated prolactin suppresses
GnRH pulsatility and disrupts the normal menstrual cycle.

Clinical Presentation Management Strategy

e Amenorrhea or oligomenorrhoea e Dopamine agonists: Bromocriptine

e Galactorrhea (inappropriate milk or Cabergoline first-line

production) e Gradual dose titration to minimise

e Infertility from anovulation side effects
e Headaches or visual field defects if e Regular monitoring of prolactin
macroadenoma levels

e Repeat MRIif no improvement after 3

months

J MRIof pituitary indicated if prolactin significantly elevated (>100 ng/mL).
Visual field testing required if macroadenoma suspected.



Ovarian Causes: Polycystic Ovary Syndrome

PCOS is the most common ovulatory disorder in infertility clinics, affecting approximately 6-12% of reproductive-age women. It creates the perfect

storm for anovulatory infertility.
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Chronic Anovulation

Oligo- or amenorrhoea
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Hyperandrogenism

Clinical or biochemical
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Polycystic Morphology

On pelvic ultrasound
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Rotterdam Criteria: At least 2 of the 3 features above are required for diagnosis.



PCOS: Management Approach

Lifestyle Modification Ovulation Induction Metformin Consideration

Weight loss through diet and exercise is the First-line therapy: Letrozole (aromatase May be added in insulin-resistant patients,
cornerstone of management. Even 5-10% inhibitor) preferred over clomiphene citrate due  though evidence for fertility improvement
weight reduction can restore ovulatory to superior live birth rates. remains modest.

function.



Premature Ovarian Insufficiency
(POI)

POl represents loss of normal ovarian function before age 40, affecting approximately
1% of women. It presents a significant challenge in fertility preservation and
treatment.

Key features: Age <40 years - High FSH (>25 IU/L on two occasions 4 weeks apart) - Low
Oestrogen (amenorrhoea, hot flushes, bone density loss) - Follicle Depletion
(diminished ovarian reserve)




Aetiology & Fertility Options in POI

Causes of POI

e N N
Genetic Autoimmune
Turner syndrome (45,X), Associated with Addison's
Fragile X premutation, disease; autoimmune
BMP15/FMR1 mutations oophoritis
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e N
latrogenic
Chemotherapy, pelvic radiotherapy, surgical menopause
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Uterine Causes: Asherman's
Syndrome

Definition

Intrauterine adhesions (synechiae) resulting from endometrial trauma — most
commonly following uterine curettage, infection, or surgery — leading to
amenorrhea and infertility.

Diagnosis

Hysteroscopy is the gold standard. Sonohysterography and MRI provide
additional anatomical detail for surgical planning.

Management

Hysteroscopic adhesiolysis followed by hormonal therapy to promote
endometrial regeneration and prevent re-adhesion.




Outflow Tract Obstruction

Examples include imperforate hymen, Mullerian duct anomalies, cervical stenosis, and transverse vaginal septum.

Features

e Primary amenorrhoea with cyclic pelvic pain
e Haematocolpos or haematometra from retained blood

e Normal secondary sexual characteristics present
Diagnosis

e C(Clinical examination reveals obstruction

e Ultrasound shows fluid-filled uterus and vagina

e MRIprovides detailed anatomical mapping



"Every missed period is the body's way of communicating with us. As clinicians, our
responsibility is to decode that message and guide our patients toward
reproductive health and hope.”

— Dr. Rama Garg




Key Takeaways
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Systematic Evaluation Targeted Therapy
Always localise the defect: hypothalamus, pituitary, ovary, uterus, or Treatment must match aetiology — from lifestyle changes in HA to
outflow tract. Rule out pregnancy first. dopamine agonists in hyperprolactinemia to donor oocytes in POL.
7N
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Early Recognition Patient-Centred Care
Timely diagnosis dramatically improves outcomes, IVF successrates, and  Amenorrhea is a signal, not just a symptom. Decode it with empathy and
identification of serious underlying conditions. precision to guide patients toward reproductive health.
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