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What is menopause ?

ne end of periods
ne end of the ovarian activity
ne end of reproductive capacity

ne transition from childbearing years to non
childbearing years

Do To o I

A The term derives thgreekwordsménos(month)
andpausis(pause)



Perimenopause

A The term defines the period tharecedes
(pre-menopause) and follows menopause
(postmenopause)

A Is characterized by progressive decrease in
ovarian function and the appearance of the
clinical and biological signs associated to thi
event

A Can last several years and must be related
the concept of life expectancy



Epidemiology of menopause

A Mean age of menopause varies according to
studies

A MWHS: 51.3 years
A Mostly between 48 and 52 years

A 90% of women arenenopausedetween 45 and
55 years of age

A Mean age aperimenopause 47.5 years of age

A Duration ofpostmenopause life expectancy is 34
years after the age of 50.



Where does the aging process start?

A Endocrine mechanisms
A Ovarian reserve

A Oocytequality

A Implantation



Changes

¢ Already 10 years before menopause slight
changes in menstrual cycles can be discerned

~ Follicular phase shorterandhence does the
menstrual cycle.
¢ A progressiveise inFSHsecretion has been
described throughout reproductive life and
accelerates approximately a decade before
menopause and therefore concedes with a
phase of accelerated follicle depletion.



Changes

A Aging ofovocytes(starts in uterus)

A Decrease of thevocytereserve
(25000) by the age of 37.5y old

A Critical threshold 10000cytes

(51ly)

A Aging of thegranulosacells

A Aging of ovarian vascular system




Changes

A The postmenopausal ovary ( at62 months
of amenorrhea) is constituted mainly of
hyperplasic connective tissue

A Some follicles will still be present and will
disappear progressively between 24 and
48months of amenorrhea



Genetic factors ?

A In contrast to the timing of onset of the menstrual
cycle for which a considerable genetic influence has
been shown data are not so clear for menopause.

A Attempts to relate menopause with different
behavioral, reproductive and anthropometrical
factors failed to show a consistent and replicable
Influence.

A Only smoking advances menopause of -2 y&ars



Factors known to modify the age of
menopause

A Smoking (early onset)

A Ethnic origin and climate (early)
A Malnutrition (early)

A Hysterectomy (early)

A Fibroids ? (late)

A Alcohol (late)

A Obesity (late)



Factors known not to modify the

age of menopause

A Age at puberty

A Oral contraception

A Ovarian stimulation

A Number of pregnancies
A Age at last pregnancy
A Lifestyle

A Height

A Weight



What happens at menopause ?

A In postmenopausal women estrogen levels are
down to one tenth than their level during
reproductive years

A Progesterone is nearly absent

A The small amounts of circulating hormones are
produced not by the ovaries but by the adrenal
glands and the fat cells



Target organs

A Bone

A Cardiovascular system

A Breast

A Uterus

A Ovary

A And muscle, skin, brain etc.



Symptoms of menopause

A Absence of period

A Hot flashes

A Night sweats

A Sleeplessness

A Vaginal dryness

A Mood changes

A Skin and hair modifications
A Fatigue



HRTtoday
Still an option?

A Shortand long term treatments

A Different indications and possibly
different risks

A Possible alternative treatments



Steroid hormones effects on cells

They can have different effects in different tissues

Estrogens are extra and intra cellular messengers an
stimulate cell growth

In general they have a proliferative effect

Progesterone has @mophic effect

Progestindhave mostly an atrophieffect on the
endometrium



Hormones used foHRT

Estradiol
(17b estradiol estrogenvalerate
oral,transdermal vaginally].m.
Conjugated estrogens
(50%estronesulfate, 23%equiline)
oral, vaginal
Estriol
oral, vaginal



Hormones used foHRT

A Natural progesterone
A Progestinslerived from progesterone
I Acetate ofmedroxiprogesterone
I Medrogestone
I Cyproteroneacetate
I Dihydrogesterone
A Progestinglerived fromnortestosterone
I Norethisterone

I Norgestre] desogestrellevonorgestrel
desogendienogest



Estrogens only
1 14 28

Gestogenss cyclienonotherapy
1 14 28

Cyclic combinetiRT
1 14 28

28

Continuous combinetiRT
1 14 28

1 14 28




