
»

SYMPOSIUMWOMEN’S HEALTH
PREMATURE MENOPAUSE

month to the next, so a minimum of
two measurements should be made at
least four to six weeks apart. 

The presence of a high LH and FSH
is a very reliable indicator of ovarian
failure.

FURTHER INVESTIGATION 
Once premature menopause has been
diagnosed the following investigations
should be carried out:
• chromosome analysis and genetic
studies (FMR1 if strong family history) 
• autoantibody screen, FBC, calcium,
cortisol
• transvaginal ultrasound scan: to
identify follicles (pre-antral count)
• DEXA scan for baseline bone
density

The most common genetic
abnormalities are 45, X and 47, XXY
and mosaicism. The presence of
mosaicism with a Y chromosome
requires excision of the gonads
because any testicular component
within the gonad carries with it a
significant chance of malignant
tumour formation. Short stature is
linked with Turner’s syndrome. If a
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A positive withdrawal bleed in
response to progestagens, the
absence of galactorrhoea and a
normal prolactin level together
effectively rule out the presence of a
significant pituitary tumour.

The lack of a withdrawal bleed
indicates that either preliminary
oestrogen proliferation has not
occurred or that there is an outflow
tract obstruction. A course of
oestrogen followed by progestagen
will clarify this situation. We prescribe
21 days of oestrogen (conjugated
oestrogens 1.25mg daily) with the
addition of medroxyprogesterone
acetate 10mg daily for the last ten
days. If there is a withdrawal bleed, it
can be assumed that the outflow tract
has normal functional abilities, if
properly stimulated by oestrogen.

The blood tests are carried out to
determine if the lack of oestrogen is
due to a fault in the ovary or in the
hypothalamic-pituitary axis.

A high level of FSH indicates an
underactive ovary (see table 4, below).
FSH levels above 30 IU/L are an
indicator that the ovaries are failing
and the menopause is approaching or
has occurred. It should be
remembered that FSH levels fluctuate
during the month and from one

tds po for ten days or alternatively
medroxyprogesterone acetate 10mg
daily for ten days. A withdrawal bleed
within a few days of stopping the
norethisterone indicates the presence
of oestrogen and bleeding more than
a few drops is considered a positive
withdrawal bleed. The absence of a
bleed indicates low levels of oestrogen,
therefore putting the woman at risk of
cardiovascular disease and osteoporosis.

The presence of a bleed should not
exclude premature menopause as part
of the differential diagnosis. Up to 50%
of women with this condition can have
a withdrawal bleed, as there can be
varying and unpredictable ovarian
function remaining. Because of this it is
more accurate to describe the
condition as ‘premature ovarian
dysfunction or insufficiency’.1 Around
5-10% of women with this diagnosis
have gone on to have a successful
pregnancy.

The progestagen challenge test should
not be used alone, but in conjunction
with FSH, LH and oestradiol. 

Table 4

Serum FSH and LH levels 

Normal adult female

Hypogonadotrophic state 
Hypergonadotrophic state

Table 2

Common causes of premature menopause 
• Idiopathic
• Radiotherapy or chemotherapy
• Surgical
• Chromosomal (46 X0, 46XY) or genetic (FMR1
premutation)
• Autoimmune conditions (hyper- or hypothyroidism,
adrenal insufficiency, diabetes)

Table 3
Differential diagnoses
Hypothalamic amenorrhoea

Hyperprolactinaemia

Polycystic ovarian syndrome

Primary ovarian failure

Table 1

Common menopausal symptoms 
• Irregular periods
• Infertility
• Hot flushes and 
night sweats
• Insomnia/disrupted sleep
• Palpitations
• Weight gain 
(especially around waist 
and abdomen)
• Skin and hair changes 
(dryness, thinning)
• Headaches

• Breast tenderness
• Mood swings and
irritability
• Anxiety/panic attacks
• Loss of self-esteem
• Lowered libido
• Difficulty concentrating
and memory lapses
• Fatigue/low energy levels
• Vaginal dryness and UTIs 
• Depression

Serum FSH
5-30 IU/L with the ovulatory
midcycle peak about two
times the base level
< 5 IU/L
> 30 IU/L

Serum LH
5-20 IU/L with the ovulatory
midcycle peak about three times 
the base level
< 5 IU/L
> 40 IU/L

Low oestrogen caused by an underactive
hypothalamus or pituitary e.g. due to
extreme weight loss (reduced calorie intake
or excessive exercise), or emotional stress 
This is usually caused by excess secretion of
prolactin from the pituitary gland. Other rare
causes include ectopic secretion associated
with pituitary tissue in the pharynx,
bronchogenic carcinoma, renal cell
carcinoma, gonadoblastoma and
amenorrhoea, and hyperprolactinaemia due
to a prolactinoma in the wall of an ovarian
dermoid cyst
It is important to note that PCOS is not
associated with low oestrogen
High levels of gonadotrophins because of a
lack of ovarian response (depleted stores or
dysfunction of the ovary)

‘The presence 
of a high LH 
and FSH is 
a very reliable 
indicator of
ovarian failure’




