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Low or diminished ovarian

reserve
* mostly age-associated but also caused

by conditions affecting the ovaries
* iregular menses
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* poor response to controlled ovarian
stimulation

* diminished reproductive potential
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Management of women
with premature ovarian
insufficiency

Ovarian insufficiency

it i * loss of ovarian activity
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Terminology

Primary Ovarian Insufficiency
Premature Ovarian Failure
Gonadal dysgenesis

Premature menopause

Early menopause
Hypergonadotropic hypogonadism
Premature Ovarian Insufficiency
Ovarian dysgenesis

Primary ovarian failure
Hypergonadotropic amenorrhea
Climacterium praecox

Menopause praecox

“premature ovarian
insufficiency” should be
used to describe this
condition in research
and clinical practice.

loss of ovarian activity
before age 40



Low or diminished ovarian reserve
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Ovarian insufficiency
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Table 2. Average Age at Menapause for Indidual Women Aged 20 to 49 Years, When Different Serum
Concentrations of AMH Are Assumed
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using serum concentration of anti-mullerianhormone. J Clin Endocrinol Metab 2013;98:729-735.
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* AMH and mother’s age of natural menopause
- currently the most promising predictors of
age at menopause

* models

— lack the capacity to predict extreme
— provide wide prediction intervals

AMH is currently not applicable for predicting
menopause or the end of natural fertility in the
day-to-day clinical practice

Menopause. 2016 Feb;23(2):224-32. Can we predict age at natural menopause using ovarian reserve tests or mother's age at menopause? A
systematic literature review. Depmann M, Broer SL, van der Schouw YT, Tehrani FR, Eijkemans MJ, Mol BW, Broekmans FJ.



Introduction

* age at menopause,
the end of natural
fertility and the
start of subfertility
- a fixed temporal

Cumulative %%

relationship

te Velde and Pearson, 2002
Broekmans et al., 2009

Age (years)
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Oocyte freezing

delay for a cancer treatment
negative effect on estrogen-sensitive tumors from high estradiol levels during stimulation

Embryo freezing

reproductive autonomy is limited - partner's or donor sperm required
ethical, legal and religious implications regarding disposal of embryos in case patient
dies

Ovarian tissue cryopreservation (OTC)

does not delay the start of cancer therapy and avoids the risk of ovarian stimulation.
no need for partner or donor sperm
preserves a larger pool of follicles and allows for the resumption of ovarian function.

only technique available for preserving fertility in prepubertal girls.



POI - diagnosis

* menstrual disturbance and biochemical confirmation
* diagnostic criteria:
—oligo/amenorrhea for at least 4 months, and

—an elevated FSH level > 25 IU/l on two occasions > 4 weeks
apart

—in women <40 years

* suspect if:
— estrogen-deficiency symptoms
— amenorrhea/oligomenorrhea
— below the age of 40 years



* FERTILITY

— a small chance of spontaneous pregnhancy

— no interventions that have been reliably shown to increase
ovarian activity and natural conception rates

— use contraception to avoid pregnancy
— oocyte donation - established option for fertility

— if established - missed opportunity for fartilitv nracaruatign




BONE HEALTH - 4BMD Tfracture risk

CARDIOVASCULAR HEALTH - T CVD risks
SEXUAL AND GENITO-URINARY FUNCTION

NEUROLOGICAL HEALTH

* healthy lifestyle

* weight-bearing exercise

‘ * avoidance of smoking

* maintenance of normal body weight

* HRT



Hormone replacement therapy (HRT)

* treatment of low estrogen symptoms

* potential role in:
— primary prevention of CVD
— bone protection

not been found to increase the risk of
breast cancer
before the age of natural menopause



Hormone replacement therapy (HRT)

progestogen in combination if uterus is intact
17B-estradiol rather than ethinylestradiol or conjugated equine

oral cyclical combined treatment - the strongest evidence of
endometrial protection

consider patient preference for route and method of

administration
clinical review annually, attention to compliance

no routine monitoring tests are required



POl — causes and interventions

* jatrogenic

— discuss POI as a potential consequence prior a medical or surgical
intervention

* non-iatrogenic
— chromosomal analysis
— screening for 210H-Ab and thyroid (TPO-Ab) antibodies

* unexplained or idiopathic

— significant number



e l_" 1

| Premature Ovarian Failure
Gonadal dysgenesis
Premature menopause
Early menopause
Hypergonadotropic hypogonadism PRIUEVREMENA
Premature Ovarian Insufficiency INSUFICUENCLA
Ovarian dysgenesis
Primary ovarian failure JAINIKA
6 Hypergonadotropic amenorrhea oligo/amenorrhea > 4 months
— — Climacterium praecox 2x FSH > 25 IU/I > 4 weeks apart
Menopause praecox in women <40 years

healthy lifestyle
* weight-bearing exercise
* avoidance of smoking

*  maintenance of normal
body weight

HRT
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