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Vlgain age of rmenogause varies according io
siviclies

VIV FIS 51,3 years
Mostly gaiween 48 ancl 52 years
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VWiere deesithe aging precess start?

s Endocrine mechanisms
s Ovarian reserve

s Oocyte quality.

= Implantation



Chianges

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

Follicular phase shortens and hence does the
menstrual cycle.

— A progressive rise in FSH secretion has been
described throughout reproductive life and
accelerates approximately a decade before
menopause and therefore concedes with a
phase of accelerated follicle depletion.



Changes

= AgQINg off ovocyies (Starts In uterus)

s Decrease of the ovocyte resernve
(25000) by the age off 37,5y 0ld

s Critical threshold 1000 evecyies

(51 y)

= Aging of the granulosa cells

= Aging of ovarian vascular system



Changes

s [he pest-menepausal evary (at 6-12 months
off amenoerrnea) Is constituted mainly: of
hyperplasic connective tissue

= Some follicles will still be present and will
disappear progressively between 24 and 48

months of amenorrhea



GERetic factors; 2

s |n contrast te the timing of: onset ofi the menstrual
cycle for which a considerable genetic influence has
been|shiown data are not so clear for menopause.

s Attempts to relate menopause with different
pehavioural, reproductive and anthrepemetrical
factors failed to show: a consistent and replicable
Influence.

= Only smoking advances menopause ofi ~1,5-2 years



Eactors Known to moediiiy the age

it MEnopaUse

= Smoeking (early onset)

s Ethnie origin and climat (early)
s Malnutrition (early)

s Hysterectomy (early)

= FIbroids ? (late)

s Alcohol (late)

= Obesity (late)
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Age at pulberty

Oral contraception
Ovarian stimulation
Number of pregnancies
Age at last pregnancy
LIfestyle

Helght

Weight
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HRAROEEN

Sullllrairepen?,
s Short and long term treatments

n Different indications andfpossinbly.
different risks
Possible alternative treatments
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clorones tsael for mIadF

=ESUaEIo)
(L7 B estracliol, esirogen valeraig)
oral, transderrnal, vaginally, L,

Conjugaizd estrogens  (50% sulfaie d’esirore, 23%
aciLiling)

ofel, vejlrre
EEstriol

orell Veellnrel




clorenes tsael for mladF
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Gestogens

Cyclic combined

Continuous combined HRT

1 14 28
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NHI alert

5 /3/ 2004

s WIHI completely stopped
= NO benefits for the cardiovascular system



Heart disease risk
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1 Colorn cancer
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Tibolone

Hot flashes
Sweating
DizZIness
IHeadaches
\/aginal dryness
Dyspareunia
Decreases FSH
nereases libido




Tripoelone |l

Norestrogenic activity. on endometrium:? ?
12% of cases Irregular bleeding (Unexplained)

Endemetrium has showed te;be atrophic at US
and bIopsy.
Noimpact on fibroids

Canibe associated to _LHRIH analogues to limit
Nypoeestrogenic symptoms



Tpelone 111

Effective on bone
Reduces by 50% bone remodelling

put Increases thromboeembolic events (TThebes study data
presented in Buenos Alres 2005)

less effects on breast

Until the: One million wemen study (Lancet 2003)
showed that this was not the case

Has an inotropic effect on heart and no Impact on
blood pressure
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Raloxifene

Denved firomi tamoxifene and mainly: used for
prevention ofi breast cancer recurrency.

Efifects: agonists or antagonists on different tissues

Used essentially: for prevention and treatment of
OStEopPorosIs

Efifects also on the vascular system and metabolism
Ongoing studies (Ruth, More)
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Biphosphonates

= [ hey decrease osteoclasts activity
= [ hey are fixed by the bone
= \/ery little absorption

s Some side effects

s [he effect last on bone up to ene year after end
ofi treatment
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4 Vaginal luoricarnis
4 Vaginal esirogen groducis
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CONCIUSIONS
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Alternative treatments
need for more controelled studies

Menopausal symptoms

Reference Study Design # of Participants Dosage Duration Results
. BC showed a significant reduction in
Wuttke et RCT with 3 groups: Black Cohosh (BC), 62 postmenopausal mg g
3 . " 3 months symptoms compared to placebo,
al, 2003 32 conjugated estrogen (CE), and placebo women CE: 0.6 .
mg equivalent effect of CE.
S 39m Found decrease of Kupperman-
Liske et al, RCT with 2 groups: Standard (S) and High (H) 152 peri and . g Menopause index (KPI) for both
o - H:127.3 24 weeks X
2002 32 dose of Remifemin postmenopausal women mg groups, no difference between

standard and high dose.


http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=1764641#R33
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=1764641#R32

Botanical and Dietary Supplements for Menopausal Symptoms:
What Works, What Doesn’t

Stacie E. Geller, Ph.D., Assoclate Professor and Laura Studee, MPH

J Womens Health (Larchmt). 2005 September: 14(7): 634—649.



http://www.pubmedcentral.nih.gov/redirect3.cgi?&&reftype=publisher&artid=1764641&iid=140816&jid=319&FROM=Article|Front%20Matter&TO=Content%20Provider|Article|Restricted%20Access&article-id=1764641&journal-id=319&rendering-type=nihms&&http://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=16181020
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