AMENORRHOEA
Definition:
Primary: no menstruation at 14 with growth failure or absence of secondary sexual characteristics, or no menstruation at 16 with normal growth and secondary sexual characteristics.
Secondary: absence of menstruation for 6 cycles in a previously menstruating woman.
1. Primary Amenorrhoea:
These are rare conditions in General Practice. As a general principle, they all need referral. Things that a consultant would find helpful in the referral letter includes whether there are normal secondary sexual characteristics and normal genitalia.
(a) Presence of normal secondary sexual characteristics:
	
	imperforate hymen – haematocolpus, cyclical abdominal pain
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	absent vagina – need chromosomal analysis (Miss Kansas 1958)


(b) Absent/poor secondary sexual characteristics:
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	constituionally delayed puberty (family history often positive)
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	hypothalamic – Kallman’s syndrome (anosmnia, absent FSH LH)

	[image: image4.png]



	pituitary- usually tumour (craniopharyngioma/microadenoma)
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	ovarian dysgenesis- XO or XX (the short and the tall)
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	endocrine- hypothyroid, hyperprolactinaemic, Cushings
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	systemic disease – anorexia, tubular acidosis, coeliac disease, rheumatoid arthritis


(c) Ambiguous sexual development:
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	intersex
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	congenital adrenal hyperplasia
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	tumour- adrenal/ovarian


These are in the main rare in General Practice compared to secondary amenorrhoea.
2. Secondary Amenorrhoea:
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	Pregnancy. All secondary amenorrhoea is pregnancy until proven otherwise (MDU/MPS/St Pauls)
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	Hypothalamic (40%). Either due to excessive weight loss or stress. These women will ovulate infrequently and are therefore at risk of pregnancy (Susan Devoy, 1986)
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	Hypothalamic, responding to progestagen. (20%) This is due to a defect in cycle initiation. If administration of a progestagen causes a withdrawal bleed then there is adequate oestrogen stimulating the endometrium. The problem is ovulation is not being initiated. Clomiphene is highly effective in this situation.
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	Premature ovarian failure (10%) i.e. early menopause. Progestagen will not produce a withdrawal bleed. Typically FSH levels are very high.
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	Hyperprolactinaemia (20%). 
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	Polycystic ovary syndrome (4%)
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	Hypothyroidism (1%).


Hyperprolactinaemia: Prolactin is an unusual hormone. Whereas dopamine stimulates production of most pituitary hormones it suppresses production of prolactin. Consequently things that suppress pituitary function tend to elevate prolactin levels. High prolactin levels suppress production of FSH and LH.
Things that cause elevated prolactin levels include:
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	Tumours- these account for 40% of high prolactin levels. They are often microadenomas which are too small to see on CT.
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	Dopamine antagonists- classically drugs such as phenothiazines, haloperidol, cimetidine, methyldopa, metoclopramide. Hypothyroidism also affects prolactin in this way as TSH is a dopamine antagonist. (Not a lot of people know that).
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	Pregnancy


One more thing, galactorrhoea only occurs at high levels of prolactin, well above the level that suppresses menstruation.
Galactorrhoea in the presence of normal menstrual cycles cannot be due to hyperprolactinaemia.
Polycystic Ovary Syndrome: You’ve covered this already, but just a quick and neat biochemical analysis of the problem:
	[image: image21.png]



	Obesity leads to increased peripheral production of oestrogens from adipose tissue which causes

	[image: image22.png]



	Decreased FSH and raised LH hence
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	Multiple lutein cysts form which produce
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	Androstenedione (a 17-oxo-steroid) which causes
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	Hirsutism and
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	Acne and
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	Oligomenorrhoea or amenorrhoea.


Consequently diagnosis is made at laparoscopy or on ultrasound, but the condition is suspected in women with secondary amenorrhoea or infrequent periods with raised urinary 17 oxo-steroids, raised LH, and a raised LH/FSH ratio. (That being said, a significant number are neither obese nor hirsute).
Investigation of Secondary Amenorrhoea:
1. Take a history! You specifically need to know about weight loss, life stresses, contraception and pregnancy. The menstruation pattern prior to amenorrhoea is important. 
2. Do a few blood tests! TFT, FSH/LH (ideally on day 7), prolactin 
3. Consider an ultrasound (Why?) 
4. Now put it all together: 
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	If prolactin and TFT are normal you can refer
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	A Consultant would probably give a progestagen challenge, as if a withdrawal bleed occurred it would confirm that there were adequate oestrogen levels and hence the problem was failure to ovulate. (Usually due to polycystic ovary disease). 
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	If there was no withdrawal bleed the FSH would hold the key. If it was elevated the diagnosis would be premature ovarian failure (i.e. early menopause). If the FSH was normal an oestrogen challenge would be advised. Twenty one days of oestrogen followed by 7 days of progesterone would produce a withdrawal bleed if the problem was hypothalamic. If there was no bleed the problem is "lower genital tract" e.g. cervical stenosis.


What about a day 21 progesterone? Well, I do them a lot. If there is a progesterone rise it implies ovulation is occurring. If ovulation is occurring then they have nice regular periods and don’t present with secondary amenorrhoea!!!
Case Study:
Sue is 18. She is about to start University but is worried as she hasn’t had a period for 8 months.
Menarche occurred at 12, her periods were never regular. Her cycle as best she can recall was 2-4/35-60, her periods were "real killers". She has been sexually active since age 15 and has never used protection, although she is thinking she might use something at University.
A thorough history, which confirms Sue as being an otherwise fit and healthy girl, reveals she has a past history of "stress" around her A-level exams. She is a serious squash player. Her BMI is 20 and has been so for the last 3 years. There is no significant family history.
What tests would you perform and why?
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