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The outline of the lecture

n diagnosis and
assessement

n impact of POI on
woman’s health

n monitoring
n hormone

replacement therapy
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Different terms and definitions
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The age of natural menopause
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ESHRE recommendations

GPP = expert opinion
ESHRE Guideline group
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Prevalence of POI in general population

n The prevalence of POI is approximately 1%
n The prevalence of early menopause (in the

40 to 44 age group) is 10x higher
n Ethnicity may affect the prevalence
n Lifestyle: smoking is a risk factor for earlier

onset of menopause
n Of current concern is the rising incidence of

iatrogenic POI in cancer survivors
n Surgery, including surgery for endometriosis
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Diagnosis of POI, symptoms

n POI needs to be excluded in women with
oligo/amenorrea >4 months or estrogen-
deficiency symptoms below the age of 40 years

n Symptoms may be transient or intermittent, and
may be variable in severity, reflecting the
fluctuations in ovarian activity that occur during
spontaneous onset of POI

n Young women with primary amenorrhea rarely
experience symptoms at presentation, implying
that these symptoms are due to estrogen
withdrawal rather than estrogen deficiency
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Diagnosis of POI, ESHRE criteria

n elevated FSH level >25 IU/l on two occasions
>4 weeks apart
n Since patients with autoimmune POI should

be included, the GDG decided to use a cut off
level of FSH > 25 IU/l.

n The AMH assay used by most to date is
insufficiently sensitive in this context, as AMH
levels become undetectable approximately 5
years before the menopause.

n There is no evidence to include ultrasound
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ESHRE recommendation
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Assessment of causation of POI

n chromosomal analysis should be performed
n fragile-X premutation testing is indicated (but

the implications should be discussed before)
n autosomal genetic testing only if specifically

indicated
n screening for 21OH-Ab (or adrenocortical

antibodies) should be considered
n screening for thyroid antibodies (TPO-Ab)

should be performed
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Implications
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Genetics of primary ovarian insufficiency
Rossetti et al; Clin Genet 2017; 91:183-198
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Consequences for life expentancy

n POI is associated with increased risk of
premature death from cardiovascular disease

n Both iatrogenic and natural menopause are
implicated
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Fertility and pregnancy

n Loss of fertility is one of the key
accompanying features of the diagnosis

n 358 consecutive women with idiopathic POI:
n 25% showed evidence of ovarian function (at

least 2 consecutive menstrual cycles), the
great majority within 1 year of diagnosis.

n pregnancy occurred in 4.8%
n predictive factors included markers of ovarian

activity at diagnosis and the detection of
ovarian follicles by ultrasound

(Bidet, et al., 2011).
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Long-term outcome of ovarian function in women with intermittent premature ovarian
insufficiency

Clinical Endocrinology
Volume 86, Issue 2, pages 223-228, 14 JUN 2016 DOI: 10.1111/cen.13105
http://onlinelibrary.wiley.com/doi/10.1111/cen.13105/full#cen13105-fig-0002



Recommendations

n Ovarian activity may occur in women with
POI, especially early in the natural history of
the condition

n The possibility for spontaneous conception is
up to 5%

n Women with POI should be advised to use
contraception if they wish to avoid pregnancy

n There are no interventions that have been
reliably shown to increase ovarian activity
and natural conception rates.
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Bone health in women with POI

n The effect of POI-associated estrogen
deficiency on bone is among the most clearly
established adverse consequences of the
condition

n Women with POI have been shown to have
reduced BMD and possibly an increased risk
of fracture later in life
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Councelling

n Balanced diet, adequate calcium and vitamin
D intake, weight-bearing exercise,
maintaining a healthy body weight and
cessation of smoking and moderation of
alcohol intake are primary goals in reducing
fracture risk
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How should bone health be monitored?

n Measurement of BMD at initial diagnosis of
POI should be considered for all women, but
especially if there are additional risk factors

n If BMD is normal and adequate systemic
estrogen replacement is commenced, no
need for repeated DEXA scan

n If diagnosis of osteoporosis is made and
estrogen replacement or other therapy
initiated, BMD measurement should be
repeated within 5 years
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Cardiovascular health

n Many cohort studies have shown that women
with natural POI before the age of 40 years
have earlier onset of coronary heart disease
and increased CVD mortality

n A meta-analysis involving 10 observational
studies comprising 190,588 women followed
for 4-37 years found POI an independent
though modest risk factor of ischemic heart
disease and overall CVD, but not of stroke
(Roeters van Lennep, et al., 2014)
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Remember: Turner syndrome

n higher prevalence of aortic coarctation and
bicuspid aortic valve

n more than doubled chance of developing
coronary heart and cerebrovascular disease,
and an increased risk of aortic dilatation and
rupture

n all patients with newly diagnosed Turner sdr
should be evaluated by a cardiologist (ECG
and/or CT or MRI) and periodically monitored
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Wellbeing and quality of life

n A diagnosis of POI has a significant negative
impact on psychological wellbeing and quality
of life

n Psychological and lifestyle interventions
should be accessible to women with POI

n Routinely inquire about sexual wellbeing and
sexual function in women with POI
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Hormone replacement therapy (HRT)

n Hormone replacement therapy is indicated for
the treatment of symptoms of low estrogen in
women with POI

n Women should be advised that HRT may
have a role in primary prevention of diseases
of the cardiovascular system and for bone
protection

n Women with POI should be informed that
HRT has not been found to increase the risk
of breast cancer before the age of natural
menopause
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Is estrogen treatment cardioprotective?

n Despite lack of longitudinal outcome data,
hormone replacement therapy with early
initiation is strongly recommended in women
with POI to control future risk of
cardiovascular disease; it should be
continued at least until the average age of
natural menopause
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Hormone therapy, recommendations
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From: Hormone Replacement Therapy Versus the Combined Oral Contraceptive Pill in Premature
Ovarian Failure: A Randomized Controlled Trial of the Effects on Bone Mineral Density

Lumbar spine BMD (g/m2) in participants with complete data collection.
Data shown as mean ± 1 SD.

Figure Legend:

J Clin Endocrinol Metab. 2016;101(9):3497-3505. doi:10.1210/jc.2015-4063



Figure 2. Changes in mean 24-hour ambulatory systolic (A) and diastolic (C) and clinic systolic
(B) and diastolic (D) blood pressures with physiological sex steroid (▪) and standard () regimens

(mean±SEM).

Jeremy P. Langrish et al. Hypertension. 2009;53:805-811
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Patient information – important!

https://daisynetwork.org.uk/
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