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In view of the
]-‘”!'n]&fits of hormone
replacement thera
(HRT) and the o
eXperience that only
109% of women
maintain therapy, it
15 vital that all
doctors are familiar
with the pros and
cons of HRT, so
that women may be
correctly advised.
H:re we discuss new
155ues and
dcve]opments in
HET and current
views on
indications,
complications and
regimens of
treatment..
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n England and Wales there are approxi-
mately 10 mullion chimacteric or postmeno-
pausal women (Central Statistical Office,
1991), therefore one in five of the total
population is a potential candidate for hor-
mone replacement therapy (HRT) (Fig. 7).

Therapy has medical implications in
several  areas, including  depression,
ischaemic heart disease (IHD), stroke and
thrombasis, osteoporosis, premature meno-
pause, and breast cancer.

Depression

It is generally accepted thart the cimacreric
frequently leads to wvarious unpleasanc
symptoms, which are optimally treated with
oestrogen replacement (Studd et al, 1977).
The best characterized of these are hot
flushes and vaginal dryness. In addicion, a
varicty of other symptoms, such as in-
somnia, headaches, dyspareunia, loss of
libido, generalized aches and pains, poor
concentration, poor memory, irntability
and depression, are often associated with
the menopaose and constitute the less well-
defined menopausal syndrome, The emer-
gence of data supporting the theory that
fluctuations in oestrogen levels may pro-
fnundly influence mood Supports the
existence of such a climactenic syndrome
before the final cessation of periods.

- bar of climacteric and postmenopausal womsn in England
ig- 1. Mum

and Walas

(Central Statistical Offica, 1931).

Changes in the pattern of ovanan her-
mone secretion are often associated with the
development of depression. In premenstral
syndrome (PMS), the mood change 15 an
abnormal response to the physiological
changes of the menstrual cycle, but in both
postnatal depression and climacteric depres-
sion mood change is associated with a major
uphcaval of ovarian function. These obser-
vations suggest that ovarian hormones may
modulare mood, a concept in keeping with
the generally greater incidence of depressive
disorders in women compared with men.

The published data all suggest thar
cestrogen  elevates mood.  Oestrogen
therapy ‘has been shown to accclerate
recovery . from  postnatal  depression
(Henderson et al, 1991}, to be an effective
treatment for PMS, including premenstrual
depression (Magos et al, 1986a), and o
significantly clevate mood in climacteric
depression (Montgomery et al, 1987} (Fig.
2). Qestrogen also elevates mood in asymp-
romatic non-depressed postmenopausal
women (Ditkoff ec al, 1991), and in high
doses is an effective treatment for severe
depression (Klaiber et al, 1979). By compari-
son there is no evidence that either pro-
gestogens or progesterone elevare mood.
They are not effective treatments for PMS
and Magos et al (1986b) have shown thac
progestogens can cause many of the symp-
roms of PMS, including depression.

While much collaborative work on the
relationship between oestrogen, proges-
terone and depression remains to be done, it
s now time for a wider acceprance by
psychiatnists thar cestrogen has a role in the
treatment of depression in women.

Ischaemic heart disease, stroke
and thrombosis
It is regretrable that THD is still widely
regarded as a contraindication to HRT, as
this is completely at odds wich the published
dara.
In one of the rare circumstances in
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Fig. 2. Effact of oestradicl 50 mg implants on perimenopausal depras-
?Eﬂn (Montgomery et al, 1987). * = significantly different from placebo
P<0.01).
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Fig. 3. Potential impact of hormone replacement therapy (HRT) upon
annual deaths from Ischaemic heart disease,

which the dara are in almost complere
agreement, it is clear that HRT markedly
reduces the risk of IHD. A recent mera-
analysis of 31 published studies found an
overall risk ratio for THD of 0.56 (95%
confidence interval 0.5-0.61) for cestrogen
users (Stampfer and Colditz, 1991). Even
when only the 13 most rigorous studies
employing a prospective cohort design were
included, the risk ratio for cestrogen users
was.still 0.58 (95% confidence interval 0.48—
0.69), This reduction in risk of THD is
numerically the most significant long-term
effece of HRT, because IHD is the greatest
cause of death among postmenopausal
‘women. Using the 1990 mortalicy statisrics
and population dara from the 1981 census, a
reduced reladve risk of death from THD
among oestrogen users of 0.56 would be
translated into a saving of approximately
24000 lives per annum in England and

i b

Fig. 4. Differential effects of the pill and
hormone replacemeant tharapy upon cardio-
vascular disease.

Wales alone if all postmenopausal women
used HRT (Central Seatistical Office, 1991;
Office of Population Censuses and Surveys,
1991) {Fig. 3).

The one theoretical flaw in this epidemic-
logical consensus is that for the last two or
three decades HRT may not have been
given to patients with a high risk of heart
disease. Thus it is possible that chese endou-
raging results are due to selection bias,
although the Lipid Research Clinics study
found che greatest reduction in cardiovas-
cular mortality among high-risk patents
with elevared blood lipid levels (Bush et al,
1987).

Uneil recently it was thoughe thar oestro-
gen acted mainly through lipid changes, Le.
by increasing high density lipoprotein and
reducing low density lLipoprotein choles-
terol. Recent dara indicate thar oestrogen
also has other desirable physiclogical
actions. Animal data have shown that
oestrogen exerts 2 direct  atheroma-
inhibiting action on the arterial wall inde-
pendently of blood cholesterol (Hough and
Zilversmit, 1986). Colour flow Doppler
imaging has demonstrated thar cestrogen
increases peripheral blood flow, both in the
uterine artery and in the internal carorid
artery (Bourne et al, 1990; Gangar et al,
1991). Oestrogen may also work by modify-
ing carbohydrate metabolism and body fat
distribution, both of which are celated 1o
THD risk.

A history of thrombosis is also often
regarded as an absolute contraindication o
HRT, presumably because it is assumed
that postmencpausal HRT has the same
thrombogenic porential as the contracep-
tive pill. Thisis not the case (Fig. 4). There is
now worldwide experience of HRT, pre-
dominantly oral conjugared equine cescro-
gens (Premarin}, which has not shown any
increased incidence of thrombesis; indeed,
HRT actually reduces the sk of sroke
{Paganini-Hill ec al, 1988),

e
-l b

o

L

5,

i

S L aliny e el

e

sk

s

e

s

oy
g




—_— MEUELIL Sl Yl s LN g e LT AL CLLTLIL LA Gy

= *3%§$ﬁ§% should be uvsed in preference to oral
: %%’:ﬁ&““ e %ﬁ . .. therapy.

Osteoporosis
% In osteoporosis, bone is normally miner-
2|  mass per unit volume 15 reduced. Osteo-

e .'5' i
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Kl ..‘fj?% porosis is a major cause of pain, disabilicy,
: s .};.i’: suffering and death in elderly women. One

quarter of white women over the age of 60
years have radiological evidence of vertebral
crush Fractures, while the combined inci-
dence of fractures of vertebra, femoral neck

St

qu: : and forearm in the over-65s is estimated to
Biern be 35-40% (Stevenson and Whitehead,
et 1982), In turn, the financial burden on the
SR healch service is considerable, with fracrure
5 ?ﬁ"é: of the femur being the third commonest
R reason for occupancy of a non-psychiatric
%%‘;agz Y hospital bed in England and Wales. "

%E‘* _f{;:;'.:' w":jgtﬁ_?',_‘.\ S T s The rtragedy is that postmenopausal

Fia. 5. 1 5 ini e, density achi d th B t ; - ; osteoporosis is preventable, First, it s well
ig. 5. Increase in bone density achieved wi ifferent routes o : S

oestrogen administration {Christiansen and Christiansen, 1981; Lindsay established that oestrogen TEPIECFIE‘WL
et al, 1976; Stevenson et al, 1990; Studd et al, 1830). Implant = 75 mg;  therapy both prevents the acceleration of

patch = 50 ug; oral = oestradiol 2 mg. bone loss which normally accompanies the
menopause (Lindsay et al, 1978) and reduces
There are several differcnces between  the subsequent risk of fracture (Keil et al,
HRT and the combined oral contraceptive  1987). Second, cestrogen actually increases
pill (COCP) which account for this  bone density, so that cestrogen replacement
apparent discrepancy. Most importantly,  can be used to correct low bone density in
i the synthetic oestrogens in the COCP are  those already at increased risk of fracture. In
four to eight times as potent as the natural  chis respect vestrogen seems to exhibir a
cestrogens in HRT at inducing the liver  dose-—respanse effect. For example, oral
enzyme systems that produce clotting fac-  oestrogen in general increases vertebral
tors (Campbell, 1982). In addition, the dose ~ bone density by approximately 1-2% per
of oestropen that is usually employed In annum (Lindsay er al, 1976; Christiansen
HRT is approximately one sixth of that  and Christiansen, 1981), whereas the 75 my
_ commonly used in the COCP. The avoid-  ocestradiol implant, which achieves oestra-
: ance of first-pass hepatic effects by employ-  diol levels in general ar least double those of
ing a non-oral route of delivery reduces any  oral therapy, has been shown to increase
potential thrombogene risk even further.  vertebral bone density by 8.3% per annum
: . While conventional oral HRT results in  (Studd er al, 1990). The comparable figure
; some minor changes in laboratory measures  for the 50 pg transdermal patch is a 3.5%
of clorting funcrion, such as a slight reduc-  increase over 12 months (Stevenson et al,
tion in antithrombin I11, no such changesin ~ 1990) (Fig. 5). The finding of a significant
coagulation, fibrinolysis or platelet function correlation berween cestradiol level and
are seen, even with a potent non-oral pre-  increase in vertebral bone density by Studd
paration, e.z. 2 50 mg subcutaneous cestra- et al (1990) confirms this dose-response
diol implant (Scudd et al, 1978). relationship,

Thus IHD, or the presence of risk factors Oescrogen should be regarded as the
for IHD, should be regarded, not as con-  benchmiark againse which all other potential
traindications, bur as positive indications  treatments, both prophylactic and remedial,
for postmencpausal HRT. A history of  should be judged. Calcium supplements are
previous thrombasis need only constitute a  preseribed as a non-hormonal alternative to
contraindication in those rare cases where  oestrogen, but although calcium may be
there is a permanent increase in thrombotic  importane in early life to establish adequare
risk, e.g. due to antithrombin III, protein C ~ peak bone mass, there is no evidence that
or protein S deficiency. Where concern  calcium later in life either PTEVEILLS OF LTEATS
exists, non-oral oestrogens such as percuta-  osteoporosis. Similarly, while undoubeedly
neous patches or subcutaneous implanes  able to influence bone mass, physical exer-
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Fig. 6. Disparity of data concernin oestrogen and breast cancer
Incidence (from Dupont and Page, 1991; references from the figure can
ba found with ariginal article).
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cise alone is not adequate to prevent meno-
pausal osteoporosis. Fluoride increases
bone mass, but has been found to increase
fracture incidence because of an adverse
effect upon bone quality (Lindsay and
Cosman, 1990). Calctonin is able to pre-
vent bone loss bur has the major disadvan-
tage of administration by either injection or
nasal spray, and it is very expensive. The
most interesting non-hormonal approach to
dare is the bisphosphonate, disodium eti-
dronare (Didronel). This preparation has
the convenience of oral administration, is
able not only to prevent bone loss bur also
to increase bone density by approximately
29 per year, and has been shown to reduce
the incidence of radiclopically derected
vertebral fracrure (Storm et al, 1990; Warts
et al, 1990).

The mechanism by which cestrogen
exerts its beneficial effecc upon bone
mineral and matrix is at present unknown.
It does not seem to influence calcium or
vitamin [} metabolism, but may act in-
directly by increasing the activity of calci-
romin, Albright et al (1941) believed thar
postmenopausal osteoporosis was essen-
tially a generalized deficiency of callagen,
with loss of the collagenous bone marrix
being the principal mechanism. It is known
that postmenopausal oestrogen therapy
results in a 30% increase in skin thickness
and a 34% increase in skin collagen content
(Brincat et al, 1985). It is possible thar in a
similar manner cestrogen increases the col-
lagenous marrix of bone (Studd et al, 1990).
This is currently being investigated by
means of serial histomorphometric studies
on bone biopsy specimens. The possibility
that cestrogen may act through collagen

holds out the possibility that cesmogen
therzpy may be able to promote healing f.:uil—
bone in which trabecular disruption has
already occurred, and thus be used to treat
severe osteoporosis in which bones have
.already fractured. e B

Premature menopause and

infertility '
Cases of premature menopause are usually
wdiopathic but may also be secondary o
surgery, chemotherapy or chromosomal dis-
orders such as Turner's syndrome. While
the adverse sequelae of premarure with-
drawal of cestrogen such as premarure
osteoporosis and increased risk of IHD
should be prevented with appropriate
HE.T, the personal tragedy of infertilicy in
such women has until recently remained
untreatable, The advent of ovum donation
in the context of assisted concepton has
changed that depressing outlook. Abdalla et
al (1989) treated 29 women with 2 mean age
of 36 years. Donated odcytes were fertilized
with spermatozoa from the recipient’s
parcrer and then frozen until eicher intra-
uterine embryo transfer or zygote intra-
fallopian transfer was undertaken. Preg-
nancy rates of approximately 30% were
achieved, and this success rate has been
maintained with 116 pregnancies in 371
couples (Abdalla and Studd, unpublished
data). It must be remembered thar these are
ROt ageing women trying to cheat nature,
but rather women whom narture has
cheared.

Breast cancer

The lifetime incidence of breast cancer in
the developed world is approximarely 10%
and any factor that may increase this fizure
15 alarming. Epidemiological evidence thar
early menarche, late first pregnancy and lace
menopause are associated with an increased
risk of breast cancer has been interpreced as
indicating that ovarian hormones, particu-
larly oestrogen, increase the risk of breast
cancer,

Unlike the situation with IHD and
HRT, where the data are in agreement,
there is grear disparity among the numerous
studies that have sought to investigate the
relationship between HRT and breast
cancer incidence (Fig. 6). Of the 28 studies
published since 1972, 19 failed o achieve
statistical significance, Of the significant
studies, six showed an increased sk of
breast cancer with cestrogen use and three 2
reduced risk. Such data are difficult to
interpret. Mera-analysis of all 28 srudies
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'_f-“’l difficult guestion
1S whether HRT
May he given to
Women who have
already had breast
Cancer. There are no
Specifically relevant
data to give an
answer, bot in light
of the above it seems
Appropriate to judge
each case on its
merits and to
prescribe HRT
where a strong
indication exists, ?

yields a relative risk of 1.07 for oestrogen
users, bur the 95% confidence interval of
0.96-1.2 indicates that this difference is not
statistically significant (Dupont and Page,
1991). A similar study covering only 16
studies found a’ relative risk of 1.3 (95%
confidence interval 1.2-1.6) but must be
criticized because of its selective nature
(Steinberg et al, 1991). Perhaps the most
obvious conclusion is that there is no
evidence of a major increase in the incidence
of breast cancer in oestrogen users.

The above data are all concerned with the
incidence. of breast cancer. While there are
few data concerning mortalicy from breast
cancer in oestrogen users, those thar exist
are of great interest. Even in a study in
which the incidence of breast cancer in
oestropen users was increased, Hunr et al
(1987, 1590) and Bergkvist et al (1989)
reported a reduced mortalicy from the dis-
ease. There are several possible explanarions
for this apparent discrepancy. First, breast
cancer OCcurring in oestrogen users may
have a better prognosis; this idea is sup-
ported by the high proportion (63%) of
stage | tumours oceurring among oestrogen
users (Hunt et al, 1987, 1990} and the
significantly improved 5-year survival found
by Berglvist et al (1989).

The imnplicarion that oestrogen improves
prognosis is not necessarily in conflice wich
known dara regarding tamoxifen, as tamoxi-
fen has both oestropen antagonist and
agonist properties. In  postmencpausal
women it may induce endometrial prolifera-
tion and vaginal bleeding, and in some cases
hyperplasia and even carcinoma. [n addi-
tion, it has oestrogen-like favourable effects
apon lipid fractions (Love et al, 1991) and,
like cestrogen, reduces the risk of myocar-
dial infarction (McDonald and Stewart,
1991).

A second explanation is that the increased
level of brease screening by means of palpa-
tion and mammography that cestrogen
users are subjected to may result in the
averdiagnosis of histologically ambiguous
lesions (Studd, 1989), or the detection of
wmours of very low grade malipnancy
which otherwise would never have become
clinically apparent or would not have done
so for many years. In support of the latrer
concept 15 the presence of chincally unsus-
pected in-situ and invasive breast carcinoma
at medicolegal auropsy (Niclsen et al, 1987)
and the finding by Klemi et al {1992) thar,
even after adjustment for size, tumours
detected by screening were of lower histo-
logical and cytological malignaney.

There is a suggestion from epidemioc-
logical and cell culture studies that proges-
terone may increase the risk of breast
cancer. These dara are confused, but che
clinical implications are serous. However,
the conclusions remain unconvincing and
furcher work 15 required to clanfy the issue.

It is possible that, in spite of the selectian
and survival bias of these studies, HR'T may
be associated wath a slight increase in inci-
dence of breast cancer, but that this is
balanced by a corresponding reduction in
mortality, While the explanation of chis
paradox remains unknown, the resultis that
the effect of HRT upon breast cancer is
probably neurral.

A difficult question 1s whether HRT may
be given to women who have already had
breast cancer. There are no specifically
relevant dara to give an answer, but in light
of the above it seems appropriate to judge
each case on its merts and to prescribe
HPE.T where a strong indication exists. Use
of oestrogen replacement does not preclude
the concomirant use of ramoxifen.

HRET regimens

Progestogens

It has been established pracrice to give
cyclical progestogen with postmenopausal
HRET since it was demonstrared that a
course of 10-13 days each month could
prevent the development of endometral
hyperplasia (Sturdee et al, 1978) and arypical
hyperplasia (Paterson et al, 1980). This
policy has proved effective in removing the
excess risk of endometrial carcinoma asso-
ciated with unopposed oestrogen therapy
(Persson er al, 1989). Unformunately it has
produced unwanted side effects, L.e. cyclical
bleeding and progestogenic psychological
and physical symproms.

Withdrawal bleeding is currently the
greatest problem wich established regimens
of HRT. The bleeding may be heavy, pro-
longed and/or painful, and is probably the
major reason for lack of compliance. There
are several approaches to this problem. A
lower dose of progestogen may be given
continuously every day with the aim of
rendering the endomettnm atrophic — so-
called continuous combined cherapy. In the
long term this type of regimen is very
effective, with 95% of women am::uc:rrhﬂg:i_{.‘
at 12 months. In the short rerm, hDWEV_Ef:
approximately one third of women will
discontimue therapy within the [irse &
months, mostly because of unacceptable
irregular bleeding (Magos er al, 1985). A
suitable starting regimen is conjugated
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Fig. 7. Short-tarm variability in oestradiol levals with oral, patch and
implant therapy.

equine ocestrogen 0.625 mg daily together
with norethisterone 1.05 mg. Once amenor-
thoea has been achieved, the dose of
oestrogen may be increased to 1.25 mg and
the dose of norethisterone reduced. The
progestogen is conveniently prescribed as
the progestogen-only contraceptive MNori-
day, containing 0.35 mg norcthisterone per
tabler. Aslong as che dose of progestogen is
low and the total monthly dose is no grearer
than with cyclical therapy, there appear to
be no adverse metabolic sequelae
{Christiansen and Riis, 1990). Any bleeding
afrer prolonged amenorrhoea requires endo-
metrial biopsy because of the possibility of
adverse endometrial pathology (Leather et
al, 1991).

Another option i1z the new syntheric
derivative of norethynodrel, . tibolone,
which possesses weak oestrogenic, andro-
genic and progestogenic properties. It has
been found to prevent postmenopausal
bone loss and to relieve menopausal symp-
toms (Crona eval, 1988), The claim is thatic
is not uterotrophic; therefore progesterone
18 unnecessary and there will be no bleeding.
Alcheugh true for most women, approxi-
mately 15% do experience irregular bleed-
ing. & possible argument against its long-
term use 15 that it may not afford the same
protection  aganst IHD as  cestrogen
beeause it only possesses weak cestrogenic
effects and may reduce high densiry lipopro-
tein cholesterol (Bendek-Jaszmann, 1987;
De Aloysio et al, 1987). Irs use should
probably therefore be reserved for medium-
term relief of climacteric symptoms where
the avoidance of bleeding is paramount.

There may yet be a place in carefully
selected women for the use of unopposed
cyclical ocstrogens, as approximately one

quarter of patients on such therapy do nut
bleed. It may be specifically suitable for the
older postmenopausal woman with osteo-
porosis who refuses to accept any vaginal
bleeding, but she must be counselled care-
fully about the small bur real-riskof endo-
merrial pathology and be prepared o
undergo an endometrial biopsy spproxi-
mgtel}r every 2 years {I.Eather_ and Studd,
1490). !

Endometrial ablation may have a place in
the management of the woman in whom the
only progestogenic problem is bleeding. Tt
will render roughly cne third of women
amenorrhoeic and will reduce the amount of
bleeding in almaost all (Magaos et al, 19917, It
does not obviate the need for progestogen as
there is likely to be residual endometrium
even in those women becoming amenor-
rhoeic, and in a disquieting number of
women troublesome dysmenorrhoea may
ensue {Slade et al, 1991). There is probably a
much greater place for hysterectomy in the
postmenopausal woman taking HR'T than
is currencly realized. In experienced hands
the procedure is safe; it puarantees amenorr-
hoea and completely avoids the need for
progestogen.

Unpleasant PMS-like symptoms such as
breast tenderness, nausca, headaches, iroit-
ability and water retention may cccur pre-
menstrually in up to 20% of oestrogen users
taking cyclical progestogen (Studd and
Magos, 1988). Thar these symproms are
caused by progestogen and not vestrogen
was proved by Magos et al (1986b). Initially
a different progestogen such as norethis-
terone, dydrogesterane or medroxyproges
terone acetate should be used, If symptoms
persist it may be acceprable to reduce the
number of days for which progestogen is
taken, but even a 7-day course is associared
with a 3% inadence of endomerrial
hyperplasia, and some irregular bleeding.
Despite such manoeuvres, there will be
some women in whom progestogenic symp-
coms persist with such severity that either
treatment is discontinued or 2 hysterectomy
is the preferred option. When using oestra-
diol implants and cyclical progestogen to
treat PMS, Wacson et al (1990) found thar,
in the long term, 10% of women bad a

hysterectomy because of adverse progesto-
penic symptoms.

MNon-oral vestrogen delivery

One of the main benefits of non-oral cestro-
gen delivery is that any potential thrombo-
tic tendency is minimized by the avoidance
of first-pass heparic metabelism. There are
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other advantages in thar oral ocestradiol
administration resules in a ‘roller coaster
24-hour profile of cestradiol concentration.
High levels of ocestrogen appear in the
systemic circalarion within a few hours of
ingesrion, followed by a steady decline such
that levels have fallen to near baseline before
the next dose is due, In addition, there is a
complete reversal of the physiological 2:1
cestradiol:oestrone ratio so that the lacer
predominates. In comparison, both trans-
dermal patches and subcuraneous cestradiol
implants maintain  the 21 rario  of
oestradiol:oestrone and produce far more
stable hormone profiles (Smich and Studd,
1992) (Fig. 7).

The first rransdermal oestradiol delivery
system, Estraderm TTS incorporates oes-
tradiol in an alcohol reservoir contained
within an adhesive patch (Padwick er al,
1985; Whitchead e al, 1985). While gener-
ally wvery well tolerated, there are some
chnical problems, Young women, particu-
lacly, may find the continual wearing of an
adhesive parch an embarrassment, and there
may also be adhesion problems, especially in
hot weather. Perhaps the most common
complaint is skin reactions. Minor topical
reactions were found in 20% of study weeks
by Place er al (1985), while Bellantoni et al
(1991) found some irritation at the patch
site in 20 of 28 women. These dara almost
certainly overestimate the size of the prob-

‘lem, but nonetheless skin irrication is a

significant problem for 2 minorty of women
and in a few may necessitate withdrawal of
treatment. Most such skin reactions are
thoughe to be an irritative response to the
aleohol in the drug reservoir. New trans-
dermal patches which utilize different rech-
nology in order to minimize such skin
problems are now undergoing clinical trials,
and should be available in the near future.

The administration of cyclical norechis-.

terone  transdermally in a2 cambined
oestrogen/progestogen patch has recently
been reported (Whitehead et al, 1990).
Whether this will have any advantage over
oral progestogen remains to be seen.
Subcutaneous cestradiol implants, while
having the convenience of 6-monthly
administration and the improved com-
pliance resulting therefrom, have the added
advanrage of being able to elevate oestradiol
levels higher into the normal premenapausal
range than any other currently available
route of cestrogen administration, such
thar the mean oestradicl level of 767 pmol/
licre achieved with long-term use is roughly
midway berween physiclogical midhreal
phase and preovulatory levels {Garmerrer al,
1990) (Fig. 8). Such oestradiol levels are an
advantage in women with low bone densicy
because they achieve a greater increase in

bone density over 12 meontchs than do che

levels achieved with either oral or parch
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therapy. The potential disadvanrage is that
some women may develop supraphysiolo-
gical cestradiol levels. Garnerr et al (1990)
found this so-called tachyphylaxis in only

3% of long-term implant users. Most of
these women had been receiving repeat
implants at both a higher dose and a shorter
wnterval than recommended, and had a high
mcidence of psychiatric disorders, Tt seems
thar such women require frequent high
doses of cestradiol to keep symprams ar
bay; this may well be a manifestation of »
dose—response effect berween oestrogen and
mood. In practice, although starting doses
may be 75 or 100 mg, eventual maintenance
doses should in general be 25 or 50 mg every
5-f months. If used correctly in this manner
by a clinician alert to the potendial problem,
tachyphylaxis should not occur. Where
supraphysiological levels already exist, the
COITECE Management is to continue therapy
bur at reduced dosage until levels fall to
within the physiological range. Complere
withdrawal of oestrogen would be bodh
unnecessarily  harsh  and  potencdally
dangerous. :
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Conclusion

The past decade has produced data demon-
strating that HRT has even greater benefics
than previously thought by those who first
recognized the climacteric syndrome as just
hot flushes, sweats and vaginal dryness. Iris
now appatent that the role of HRET in
OSLEOpOrosis is not merely preventive bur
also remedial. Evidence is emerping that
oestrogen may- have a major place in the
treatrment of depression, and its porential to
reduce the incidence of IHD by the orderof
409 is probably of greater importance to
the prevention of heart disease in women
than any other discovery.

Undoubtedly the resumpron of mens-
truarion and the cyclical symptoms of
monthly progestogen are strong factors,
reducing uptake and compliance, but use of
continuons combined regimens can avoid
this. In view of the potential benefits of
HE.T, hysterectomy should be more readily
offered. Overall the data do not indicace
that che risks from breast cancer are
increased by HRT.

It is time thar gynaecology ceased to be
the only branch of the medical profession
aware of the imporrance of HET. Tt is time
for cardiologists, psychiatrists, neurologists
and general physicians to accept thar oestro-
gen replacement has an important role in
preventive medicine within their own prac-
tice. Every menopausal woman should be
offered the porential benefits of HRT, but
particularly those with heart disease,
depression and osteaporosis, These are the
very patients who are often denied HRT for
illogical reasons. m
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