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Hormonal Management for Aging Females

AABBSSTTRRAACCTT  Ovarian senescence , a gradual process of decreasing in ovarian function that begins at
around 35 years of age and reaches its culmination at the menopause at about 51 years of age is ev-
idenced by a progressive decline in fecundity and increases in spontaneous miscarriages and men-
strual irregularities in the second half of the 4th decade of life and the years that follow. The
consequences of ovarian ageing and resulting estrogen deprivation have many phenotypic effects
on tissue regeneration and maintenance. Collagen homeostasis in skin, bone and supportive liga-
ments of generative tract is generally affected. Epithelial thinness of the vagina and bladder trigone
result in dyspareunia associated with vaginal dryness and urinary urgency and frequency, respec-
tively. Neural plasticity and neural transmission are other vulnerable targets of estrogen deficiency
and may result in irritability, depressive moods, insomnia, poor concentration and declining mem-
ory. Estrogen induces nitric oxide synthase and improves lipoprotein metabolism, which are fun-
damental mechanisms in promoting a healthy arterial tree.  The earlier the age at which menopause
occurs, the more profound its effects on the incidence of cognitive impairment and indeed on the
incidence of coronary heart disease. The diagnosis and management of ovarian senescence is  highly
easy and effective with individualised hormonal replacement. Although  comorbidity of ovarian
senescence  (stroke, coronary disease, dyslipidemia, dementia, osteoporosis,diabetes)  is more harm-
ful than breast cancer, risk/benefit relationship  with HRT should be analyzed comprehensively.

KKeeyy  WWoorrddss::  Female senescence, quality life, HRT

ÖÖZZEETT  Overin yaşlanması , 35 yaşlarında başlayan 51 yaşlarında menapoz ile sonuçlanan over
fonksiyonlarında kademeli bir azalma  sonucu  yaşamın 4. dekat ikinci yarısı ve sonrasında düşük
doğurganlık,yüksek spontan düşük ve mensturasyon bozuklukları ile karakterize yaşam değişiminin
fizyopatolojik adıdır. Over yaşlanması sonucu gelişen östrojen düşüklüğü doku rejenerasyonu ve
idamesi üzerinde fenotipik bir çok etkiye sahiptir.Genel olarak deri, kemik ve üreme sistemi destek
bağlarında kollajen homeostasisi bozulur.Vajina ve mesane trigon epitelinde incelmeye bağlı vajinal
kuruluk, disparonia, sık  ve ağrılı idrar yapma olur.  İrritabilite, depresyon, uykusuzluk,
konsantrasyon eksikliği ve unutkanlığa neden olabilen nöral plastisite ve transmisyon östrojen
eksikliğinin hassas diğer bir etkisidir.Sağlıklı bir arteriel sistemin gelişmesinde önemli mekanizmalar
olan östrojen ile nitrik oksit sentaz stimülasyonu ve lipoprotein metabolizması üzerindeki olumlu
etki azalır. Overin yaşlanması ne kadar erken yaşda olur ise algılama ve koroner arter hastalığı
üzerindeki etkileri de o kadar fazla olur. Over yaşlılığında tanı  kolay ve tedavi bireysel hormon
replasman tedavisi ile oldukca etkindir. Over yaşlılığında komorbidite (inme, koroner hastalığı,
dislipidemi, demans, osteoporoz ve diabet) her ne kadar meme kanserinden daha  zararlı ise de
HRT’nin kar/zarar ilşkisi tedavide tümüyle dikkate alınmalıdır.

AAnnaahhttaarr  KKeelliimmeelleerr:: Kadında yaşlanma, yaşam kalitesi, HRT
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va ri an se nes cen ce is a gra du al pro cess that be-
gins at aro und 35 ye ars of age and re ac hes its
cul mi na ti on at the me no pa u se at abo ut 51 ye ars

of age. This dec re a sing in func ti on is evi den ced by a pro-
g res si ve dec li ne in fe cun dity and in cre a ses in spon ta ne -
o us mis car ri a ges and mens tru al ir re gu la ri ti es in the
se cond half of the 4th de ca de of li fe and the ye ars that
fol low. The con se qu en ces of ova ri an age ing and re sul -
ting es tro gen dep ri va ti on ha ve many phe noty pic ef fects
on tis su e re ge ne ra ti on and ma in te nan ce.1 Col la gen ho -
me os ta sis in skin, bo ne and sup por ti ve li ga ments of ge -
ne ra ti ve tract is ge ne rally af fec ted. Epit he li al thin ness of
the va gi na and blad der tri go ne re sult in dyspa re u ni a as-
so ci a ted with va gi nal dryness and uri nary ur gency and
fre qu ency, res pec ti vely. Ne u ral plas ti city and ne u ral
trans mis si on are ot her vul ne rab le tar gets of es tro gen de-
fi ci ency and may re sult in ir ri ta bi lity, dep res si ve mo ods,
in som ni a, po or con cen tra ti on and dec li ning me mory.
The ear li er the age at which me no pa u se oc curs, the mo -
re pro fo und its ef fects on the in ci den ce of cog ni ti ve im-
pa ir ment and in de ed on the in ci den ce of co ro nary he art
di se a se.

Es tro gen in du ces nit ric oxi de syntha se and im pro -
ves li pop ro te in me ta bo lism, which are fun da men tal
mec ha nisms in pro mo ting a he althy ar te ri al tre e. The
me na po u se and its ma na ge ment ha ve at trac ted a gre at
de al of in te rest in the last cen tury for a num ber of re a -
sons. In cre a sing num ber of wo men who are be ing ex po -
sed to long term es tro gen de fi ci ency, de fi ni ti ons for
qu a lity of li fe and ge ne ral well be ing ha ve be en un der li -
ned by high ex pec ta ti ons. The pre sent pe ri me no pa u sal
po pu la ti on adopts the an ti-age ing cul tu re and turns
away from strictly bi o lo gis tic, ne ga ti ve, and age ist ide as.

The di ag no sis of the me no pa u se is easy and its ma -
na ge ment with in di vi du a li sed hor mo nal rep la ce ment is
highly ef fec ti ve.

a) Es tro gen de fi ci ency: pat hoph ysi o logy and
semp to ma to logy

The gra du al dec li ne in ova ri an es tro gen pro duc ti on
in the ye ars pri or to the comp le te ces sa ti on of mens tru -
a ti on;

-Fe wer gra nu lo sa cells be ing ge ne ra ted 

-Less ef fec ti ve synthe sis of es tra di ol per gro wing
fol lic le

-Less in hi bin pro duc ti on re du ced ne ga ti ve fe ed-
back on FSH re le a se

-At the me no pa u se, a dra ma tic dec li ne in plas ma
es tra di ol le vel oc curs. Post me no pa u sal ovary ce a se to
con tri bu te to es tra di ol le vels in blo od. Pe rip he ral con-
ver si on of an dros te ne di o ne in to es tro ne be co mes pro mi-
nent. 5% of thus for med es tro ne is con ver ted to es tra di ol
thro ugh the ac ti on of 17 be ta hydroxy ste ro id dehy dro -
ge na se.2

b) An dro gen de fi ci ency: pat hoph ysi o logy and
semp to ma to logy:

-Dehy dro e pi an dros te ro ne (DHE A) is pro du ced in
both the ova ri es and the ad re nal glands un der the inf lu -
en ce of lu te i ni sing hor mo ne and ad re no cor ti cot ro pic
hor mo ne

-DHE AS is exc lu si vely pro du ced by the ad re nal
glands and is con ver ted to DHE A by ste ro id sulp ha ta se.
The ir dec li ning plas ma le vels are du e to age-re la ted re-
du ced ste ro id synthe si zing ca pa sity of the zo na re ti cu la -
ris and du e to ova ri an age ing.3 

In a re cent study, the re sults re ve a led that ap pro xi -
ma tely  37% of the Af ri can-Ame ri can wo men di ed from
co mor bid con di ti on sins te ad of bre ast can cer, whi le only
32% of the Ca u ca si an wo men di ed from co mor bid con-
di ti ons ins te ad of bre ast can cer. The re se arc hers fo und
that the two most com mon co mor bid con di ti ons among
the wo men we re di a be tes and hyper ten si on.4

HHRRTT  aanndd  bbee  nnee  ffii  ccii  aall  eeff  ffeeccttss::

The re may be be ne fits in ta king this me di ca ti on that re-
du ce the risk of co mor bid di se a ses shown to be mo re
harm ful from this pers pec ti ve, than bre ast can cer. So me
stu di es ha ve shown that ERT in hysterc tomy zed wo men
or short-term use of CHRT for less than 5 ye ars in wo -
men with an in tact ute rus car ri es no in cre a sed risk for
bre ast can cer.

HHRRTT  ffoorr  iittss  ppooss  ssiibb  llee  bbee  nnee  ffiittss::

Re la ted fin dings de mons tra te that CHRT is an ef fec ti ve
way to ma na ge un wan ted post me no pa u sal symptoms
and to pre vent long-term he alth prob lems such as stro -
ke, co ro nary di se a se, dysli pi de mi a, de men ti a, and os te -
o po ro sis. To re du ce risks for os te o po ro sis, im pro ve
glyco he mog lo bin, im pro ve car di o vas ku ler he alth, re du -
ce risks for co lo rec tal can cer, and in tre at ment of hot
flas hes.  ERT pro mo ted bet ter glyse mic con trol in type II
di a be tics.6 Re duc ti on of HbA1c has be en shown to re-
du ce ot her co mor bid comp li ca ti ons re la ted to di a be tes.5
Eva lu a ted car di o vas cu lar be ne fits of both ERT and
CHRT in post me no pa u sal wo men:7

-Lo we red cir cu la ting no re pi nep ri ne
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-Lo we red blo od pres su re  

-Lo we red cho les te rol le vels, spe ci fi ci ally low-den -
sity li pop ro te in (LDL) le vels whi le in cre a sing high-den -
sity li pop ro te in (HDL) le vels 

EEff  ffeeccttss  ooff  mmee  nnoo  ppaa  uu  ssee  oonn  qquu  aa  lliittyy  ooff  llii  ffee::

-Hot flus hes we re the most com mon comp la int 98%

-Sle ep dis tur ban ces 77%

-Mo od swings 69%

-Va gi nal dryness 51%

-At rop hic va gi ni tis is one of the many unp le a sant
ef fects as so ci a ted with es tro gen dec li ne.8

HHaarrmm  ffuullll  eeff  ffeeccttss  ooff  HHRRTT::99

-The de ep ve in throm bo sis risk is in cre a sed with
HR=1.47 in the who le po pu la ti on

-Sig ni fi cant dec re a se in wo men’s de si re, aro u sal, or-
gasm and fre qu ency of se xu al ac ti vity, and a sig ni fi cant
in cre a se in va gi nal dryness/dyspa re u ni a with a ra te of
se xu al dysfunc ti on that ran ged from 42% to 88% thro ug -
ho ut the me no pa u sal tran si ti on. Both age and dec li ning
es tra di ol le vels ha ve sig ni fi cant det ri men tal ef fects on
se xu al func ti o ning, de si re and se xu al res pon si ve ness.10
Tes tos te ron le vels are re la ti ve ef fects of hor mo nal and
re la ti ons hip fac tors in se xu al func ti on du ring the na tu -
ral me no pa u sal tran si ti on. The mi ni mum ef fec ti ve do se
of es tra di ol ne e ded to in cre a se se xu al res pon se by 10%
(700 pmol1-1) is twi ce that ne e ded to dec re a se dyspa re -
u ni a, sup por ting the no ti on that ot her hor mo nally me-
di a ted mec ha nisms, mo du la ting physi cal and men tal
well-be ing are in vol ved in se xu al func ti o ning ac ross the
me no pa u se tran si ti on.

TTrree  aatt  mmeenntt  wwiitthh  tteess  ttooss  ttee  rroo  nnee::

Many of the con cerns abo ut po ten ti al risks and si de ef-
fects of tes tos te ro ne tre at ment for wo men are a re sult of
prob lems that had be en do cu men ted in wo men in hy-
pe ran dro ge nic sta tus. Ap prop ri a te as sess ment of long-
term sa fety of the new tes tos te ro ne pre pa ra ti ons
spe ci fi ally de sig ned for wo men is dif fi cult.11 The most
com monly re por ted si de ef fects of tes tos te ro ne tre at -

ment in wo men are do se re la ted an dro ge nic skin prob-
lems-hir su tis mus. In the lar ge 300 μg/day tes tos te ro ne
trans der mal patch tri als, an dro ge nic ad ver se event are
si mi lar in the pla ce bo and tes tos te ro ne gro ups. The re is
non-sig ni fi cant in cre a se in un wan ted ha ir growth.12 Tes -
tos te ro ne tre at ment in low-do se re gi mens has be ne fi ci -
al ef fects on many fa cets of se xu a lity, inc lu ding de si re,
aro u sal, or gasm and res pon si ve ness, as well as fre qu ency
and sa tis fac ti on.13

CChhaann  ggeess  iinn  uurroo  ggee  nnii  ttaall  ttrraacctt  iinn  mmee  nnoo  ppaa  uu  ssee::

Es tro gen and pro ges te ro ne re cep tors are fo und thro ug -
ho ut the uro ge ni tal tract and are sen si ti ve to any hor-
mo nal chan ges oc cu ring aro und the me no pa u se.
Es tro gen de fi ci ency af ter the me no pa u se ca u ses at rop -
hic chan ges. The va gi nal epit he li um be co mes thin and
lo ses its ru ga e and pa le or ery the ma to us with fi ne pe te -
si al he morr ha ges. An in cre a se in va gi nal pH, du e to lo -
wer pro duc ti on of lac tic acid, per mits the growth of
pat ho gens. Va gi nal and cer vi cal sec re ti ons al so dec re a se,
le a ding to re du ce lub ri ca ti on du ring se xu al aro u sal.14

TTrree  aatt  mmeenntt  wwiitthh  eess  ttrroo  ggeenn::

Es tro gen the rapy, im pro ves the symptoms of ur gency
but has a les ser ef fect on stress in con ti nans. Ma in ta i ning
pa ti ents’ qu a lity of li fe re qu i res a ho lis tic vi si on of each
wo man’s prob lems, es pe ci ally in this so ci ety whe re ap-
pe re an ce, age and age ing are of ut most im por tan ce.15

The most com mon os te o po ro tic frac tu res are tho se
of the hip, spi ne, and wrist. Hip frac tu re in ci den ce is as-
su med to be re du ced by 75% for wo men tre a ted with ei-
t her HRT re gi men.

The inf lu en ce of hor mo ne rep la ce ment the rapy on
bre ast can cer in ci den ce re ma ins un cer ta in. Unop po sed
es tro gen use is as so ci a ted with an in cre a sed risk of bre -
ast can cer, which in cre a ses with du ra ti on of use.

Epi de mi o lo gi cal stu di es ha ve con sis tently fo und
that unop po sed es tro gen use is as so ci a ted with lo wer risk
of co ro nary he art di se a se. A 35% risk re duc ti on in co ro -
nary he art in ci den ce is as su med and the be ne fit of tre at-
ment con ti nu es for only 2 ye ars be yond ter mi na ti on of
the rapy.
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