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Srmsnacy

Extrogen defiviency, whether surpicaily Snducad or as a conssquencs of natural ovariag

fatlurs, hiaa destruclive ¢ffects an many organ systems. With curnt fevels of [ifs cx
Fectancy, vntrsated women may sapest to spend a third of thelr lifstime in this state,
Appropriate esirogen replacamant thevspy (ERT) can avert (if stsred proarpily) or amel-
lere these devasaring conssquencas, soime of whish (osteoparotic fractures, incressed
cardigvaseular morbidily) can be [ctal, Hevertheless, from 1010 20900 postsienapansal
women may have significan: contraindisations 19 ERT, Treatttient of symploms dnd
irpreving the quality of life is impseative, yet many physiciaag wbjure intervention, for
Tetsons whieh sre nit entively clear. Resent studics of conventions! intervention with
. seditives or {rnquillivers show results equivaleny to placebs therapy. On'the other fand,
. wpedific agenss with demonstraced affectivenss are avaifabls for mavagemeny &f the mas
~Jer etragen-deficiency sifeets, slthonph rone of them ar troly adequate replusssment for

- o T = the effest. of astrogen ilself,

There are ;;i*esently abwint 40 million women of

amedopsutal age in the Unitad States; it s esti-

mased that this number wiit grow to 50 mitlion by
the turn of the cestury. Patforns in other developed
eonntries show the same trend. For thie jarge popts-
lation, the linchpin therapeutic agant for over haif
£ ey has been the administration of esirogen
in ope or offizr of its forms. Over the past 15 years,
2 probleras have constraiued globsl nys of estrogen
replacement therapy (ERT), Cus is the issue of
someomphiance which, simply stated, is cossation
of nse of the ggent cither because of adverse effects
or, more ofien, becauss of the nuisance of endiess
monthly withdrawal bleedings inhersnt in conven-
tional protecols. The other iy the ingralned per-
ception of the risk of cancer: this affecis not only
peticnis bat also, 10 an unfortunate degres, (heir
treating physiciang. Thass 2 factors compound the
problerss inherent in dealing with patients with
contmindisations 1o estrogen use. Such conirmn-
dications, which may includz a history of breast or
endomeatrial gancer, active liver diseass, or & hoy-
mone~related episade of vensus thramnboernbol-
ism, among vihers, may ba considered ahsolute or
merely relalive, but they neveriheless present im-
posing therapsutie dilemmas, . .
The upshot, I1a the U3, §s 2 sitvetion where na
more than 15 10 20% of cligible womsn ever re-
oeive menopausal ERT. Probabiy less than half of
them take the esirogen for any meazingtn! length
of fime, The literaturs s¢ms to indicate that the

numbers may even be. lower in ths Uhited King-
dom. : o
Solutiens 10 these problems may not be eagy,
While it is trus that education may serve 1o levsan
unrexsonable fears concerningestrogen wie {al-
though the media will no doubt continue 1o spread
disinformation gt intervals), #t iz still incwmbent
on clinical investigators to devniop therapentie reg.
imnens which elirinsts monthly withdeawal blacd-
ing in estrogen/progesisrons (progesiin) weers. An
even more difficult challenpe is @1 deal with men-
opauss in women for whom estrogen use i3 2bio-
lutely or strongly contraindicated,

1. Contratndications to Estrogen Use in

Mengpayse

The actual mumber of women for whom ERT
is mot an optioh e hard 16 zstimate, but the mag-
nitude of the problem becomes apparent from 2
recent prediction of the American Cancesy Sogiety
that 10% of American vorden will contract breast
eancer in theh hfetime and that | in 30 Yomen
will succumb fo it (Stlverberp & Lubera 1988).
When we add 1o thiz rate the other absolule or
strong relative confraindications to estrogen use,
then the overall raie will increase a fow percentage
puints above 10, and, when one further adds thosc
subjecive side effects thal may preclude contin-
vation of ERT, ihen the final percentage of menc-
pausd] wormen for whot estrogen tse i not a vie
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Tabla I, Contralnefications ta estrogen usa

Abpelinte cowaralndiontions
1. Bligke
a. Asseat myccarmial m!arcﬁen
2. Broast tanoss
4. Endcmeliial scanocarpinams
" 5. Otfar esirogern-depandent fummaus
& Acuts fiver dizegses
1. Fonczaatlc alseass
. Galdaddar dlssgas
4. Chronto isspaired fver fuiation
10, Racant venous theamboemeclic avant
1, Chronic thrombophiekitia
12. Undlagnozed veginat Heeding

Felative contraiagicaIona
1. Clgarete smching/slgniticant nk:ahna wbusg
2, Fibroayatie breast disenss
4. Famlfal hygofipidasmias
4. Hypartenston aggravated by EHT
§. Pancyeuthia
&, Hupatis porphysia
7. Erviomatrisl hyperplasix
8, Laloriyemata used
2. Endomeiricsls
0. Migraing hasdache

fubjective complainin
1. Naussafgaskodntastiogl initsticn
R, Henadachos
3. Brealkthirougn blasding
4. Dspression
5 Fluid ratention

ableé option may aporoach 20% (able DL In real
nurabers s transiates to 7 to 10 million women
yearly in the US alone.

2. Traditional Approackes

Historically, it has been simple to degl with the
symptonratic woman for whoma ERT was forbid-
den. Overriding cancern for potential propagation
of malignancy or recurring thromiboses mare or Jess
mandaied & nihilistic or, 1t the vary least, 2 min-
imalistic approach, One simply ascepted the une
happy cirevmsiancs, rmsorisd to symptomatic
testnent of the ‘psyrbiolugical” phenomens, and
rianaged the reat with sympathy aod reassurance,

21 Traditional Tharagies

Traditiemal therapiss have focused on both early
and Iate ciinieal convequences of the manopause.
Ezrlier, more subjéctive problems inglude hot
fluzhes and night sweats, sz well a¢ emotional
swings, while the later problems of renopangs,

which may scem 1o be rather move objective at first,

revolve around osteoporosis abd cardiovasenlar
changts Atrophy of the vaginal tissues tidy pres
s&n2 problems throughout postmenopausa! jifs.

211 Hop Fluskos/Night Swealsjﬁsycka!ogzm!

Changes

The most commonly employed apent, whure
ERT has been contmindicared, has been & som
hmahuu prescription drug consisting of atropine,
crgotanme, and phenoberbital, Although conven-
Kitnal wisdom held Ihis Agenr to be an evcelient
substitate for ERT in these eircurnstances, our own
experience, as well gy that of others, has yielded
diffzrent conclusions: there has been litile addi-
tional suecess in stemroing vasomotor symptoms
aver what could be expected ia any placeho study,

Progesterones, on the other hand, have tradi-
tiotaly been employed to combat hot flushes where
estrogen is contraindicated, and thefr use i3 pen-
grally pratifying (Albrecht et al 1981; Gambrel} Jr
1982; Merrison et al, 1980). Reservations about us-
ing one steroid when another has Been contrmine
dicated (3 rether simplistic misporcepiion) have
beld batk use of progesterones to zome degres, This
is partionlarly true in the case of thromboenibolic
diseases and Iiver disease.

Many other traditionsl thempiss, including se-
datives and tmnguillisers, have enjoyed varying
degrees of success in the treatment of vascmetor
SYmplams.

2 1.2 Vaginal Dryness/Dyspareunia

‘Thig problem has never been easy to solve, other
than on 2 vory short termn bagis, The use of Tubri-
cating sgenty (mosl recentdy water-soluble ub-
canis) at the time of sexual intercourse is zll that
has been available, No druyg employed z5 a substi-
tuig for astrogen for any particulsr therapeutic goal

e TR T TP s b e ey T e LS PG| LR T ets T L ey T
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has the abifity either to lower the pH of the vaging
or fo prov ide Iﬂng-la,zﬁg relicf of vaginal symp-
toms.

2.1.3 Gsteoporosts

The tradional approach to osteaporosis when
estrogen could not ba need has been to erapldy sup-

< portive measures such sy exercize protocols and
‘dietary adfustments which incjude muintenange of

proper- calcinm and vitimin D intake {Avalen st

. 8L 1987; Coodman 1885; KmlntrEtaI 1983; White
* etal. 1984}, Caleium alome will pot adequately sub-
stitute for estropen 23 a firskling agent althongh
’ .pro;m calcium {nbike is cenaimy recommended
{Riis et al. 1987) Emthustasi for both propester-
"omes and androgens is not néw, bot both have been

pl.agued fry other concams, nar‘mly the overfapping
of contramdivainns for dstrogens aad PrOgETIar-
ones, 25 well a3 the undesirable adverse effects of
prolonged ardrogen wse (Buchaman e al. 1988:
Lindsay et & 1978; Riis &t al. 1939),

3. Revant Advances

The most impressive advances in the manage-
ment of menopauys without ERT capitalise an the
wealth of clinical investization in the area of os-
teoporosis. Norerons newer agents and profocolz
94T 10 represent true opportunities, Our own and
other investigational experiences with weak estro-

_genic/antiestrogeme enmpounds, such a5 omi-

fane, In both animals and humans fag getierated
chthusiasm for their potentinl broad-besed pae,

. These compounds appeer 1o exhibit some marked

estrogenic properiies wher endogenous esirogens
are lacking, and this may ba pmmviarfy rug in the
aren of bone metabolism (see seetion 4.4), We liave
also found clomifene to exert estrogen-like activity
on gonadotrophins and uwiering weight in the oo
phorectomised rat mode] (Young ot 4}, [9892), and
Stilt and Greiss (1976) repartsd similar effects on
uitrine Blond flow in the cophoreciomised ewe.
Althouph we have had & great dsal of experienon
with medications employed to counterser vaeo-
mutor insiability (table IT), none has as yat oroved

1 be a5 bonsficlal as estrogen itseif Pro-y-stﬁmﬂes

. tppear lo come the closest {see saction 3.2.9).

A1 Vaginal Dryness/Dyepareunia

A new development in this area leads us 1o be-
Lieve that sigmificant progress may soon he re .
ported. Eardy studies, in hoth humans and: ammals,
with a new mueoadierent compound, polyeaibe-
phil, show marked improvement gver coavan-
tional lubricints. This agem is nof LY Ionger ant-
mg, bul, in addition to providing tubricatlen,
appears to be abie to lower vaginal pI, thus helpe
Ing 1o réstore & more pormal vaglnal _mhmn The ~
weter-soluble jellies currently preseribed provide
some emporary lubrication buf ars othecwiss more
messy {0 us¢ and do nét aFect pH. IyvestHigarion
of polycarbophil 3t our ewn and other ingtiintions
is conlinuing.

3.2 Vasomoior Symptoms

Evaluation of therapautic effects on amtonomiz
imbaiance continues o suffer from & leck of well-
contrailed studies. The placebo effeet in this sity-
gtion is well known aad it has een diffcult @ ds-
tahlish just how long it might persist. Conge-
quently, enthusiastic early reports on the efficacy
of & gieat many compewnds frequenily 4l to srand
up under longer or mote sophisticared sommuiny,

3.2 F Naproxen

Infiial enthnsiasm for thiz sompound (Edgren
& Mortod 1386) was based on a reporied 50% re-
duetion in ot flushes, bat no placsts group was
availably for comparison, Cerrently it is felt that
naproxen exerts little raors than o plzcebo effect.

3.2.2 Clonidine

Clonidine has been found 1 b of zome use in
countering vasomotor symptoms, espesially in
women with pre-existing Sypertession, for which
this e-adrenerpic agent is eomyaonly uséd (Barm-
nowsia 1987 Ginsburg & O'Reilly 1957; Lanfer st
ul. 1982; Wren & Brovm 1086), Baranowska's study
demonstraed a significant decreass In plasma lu-
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teinising hoemone (LH) concentration 60 minutes

- sfter clonidine administration. In addition 1o a re-

" duction In both amplitude and frequency of LH
pelsations, clonidine was il 1o influence kot
flushes via peripheral vascular effects (Ginsburg &
OReilly 1987). Unfbriunately, some severs ade
verse effects have been reported in normozensive
women, inchiding orthestatic hypotension, fatigue,
irritability, headaches, and nansen (Wren & Brown
1486). This may direet the use of this agen! toward
hyperiensive patients. Morg 1ecent placeho-con-
trolled studies, however, have falled to' demon-
strate a statistically signifisast reduction in kot

. flushes. The most comsnonly used dose of cloni-
. ding is Q.1mg twice daily,

Lofexidine is anoiher a-adrenergic drug witich

may be useful, slthough it is commonly assoclated
with drowsiness (Jones ot al, 1985 1

1.2.3 Veralipside
The efficacy of this amtidopaminergic come
, pound has been psoven In many clinleal studies

(Ceceo et al. 1980; David el 2l 1958; Giequs] 1983;
Fictione ef al. 1984; Wessl et al_ 1984). Total clim.
ination of kot flushes has been found in 60 fo 80%
of women, Fatients.remained free of symptoms for
ap o 3 months following cessation of drug use
Those relieved of vasomotor symptoms also
showed signiffcant detreascs in serumm LE and fols
hiclé-stimulating bonmone (FSH) levaly. Evidence
of mtidopaminergic acrivity wes apparert in the
frequent occurrence of galactarrhoea, This adverse
effect, as well a5 braast endemness, tended to dis-
appear rapidly afier discontnugtion of the drug. In
& comparison with conjugated estrogen, veralipeide
proved more effeetive in relleving the symptoms
of severe flushing while estrogen was more effee
ive in zuppressing mild © moderate symptoms
{Wesel & Bozama 1983) Suppressien Iasted for
about 3 months, with full rotres of symiptoms in
abaul 6 months, The recommendad dose of ver
alipride is 100 fmg/day.

Metoclopramide and sulpiride are addn{onﬂi
antidoparminergics with similar pharmacological
charactorsiics.

324 BBlevkery

Dallera et al. (1986) compared the g-blocker so-
taiol with the benzediazepine lorarepam and dem-
onstrated a 62% decrsase in hot flushes with the
furmer as againat 37% with the latter. Haowever,
sotalol was found 10 be mivch less effective in wreat-
ing additional mermpauss’ syptoms such as an-

“xicty and insofania.

113 Fﬁ:age.ézerones
This-group of compounds has variowsly besn
reforted £ be as effeciive as extrogens in relicving

- kot Hhushes.. Long acting sgenis such’as depa-me-

droxyprogesteronc acstate (RIPAY, in doses of 50
ta 100mg intzmuseularly every 2 to 3 months, and

" omb progesterones [e.g. medroxyprogesicrons ace.

tate (MPA) 20 mg/day] have been found w be
ecually suceessful {Gambrall Jr 1982 Mondieon &1
al. 1580). Albrecht ot al, (J981) demonsizgled in a
doubilé-blind, placsho-connolied stedy that both
MPA and placebe reduced hot flushes and tem-

- peraturz elevarions, bul that MPA eliciied a better

response. In addition, MPA effectively reduced baih
the frequency and amplimde of LM pisises and fur.
ther reduced serom LH levels, In n subsequent
study, Lobo ot al. (1984) compared conjugated es-
trogen (CF) with DMPA and found ther vasomotor
symptoms were decressed in & similar manner in
both groups.

3.2.6 Nalpxone

‘Nazloxene has had nuxed vesults in the vreat-
ment of hot flushes. The usefolness of this oniate
raceplor agonist iz Timifed by its intravenous routs
of administration, which readets it of almost no
praciical valae (DeFazio el al 1984}

1.2.7 Methyldopa

“This agent in doses of 250myg twice ar 3 e
duily has proven highly effective in reducing the
sympioms of hot flushes (Mesheim & Saetre 1951).

3.2.8 Clomifene

In our own studies, clomifene, in doses of [ 5.5
e 25mg dailly, geremily proved ineffective in re-
lieving hot flushes, while at the same time showing
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evidence of other esirogen-like setivities. This js
consistent with our previsus findings of ssleciive
estrogenie activity by (his farnily of compounds
(Kauppils et al. 1981, 1988). No marer what other
cffects they mighs achigve, clomifene and cyclo-
fenil were not found to cayge proliferation of the
endontetrium, 2 potentially useful characteriatia,

= _Témo:;::f‘en has buen associated with oaLlometrix] -
' hyperpiasia and an inereased dsk of iuvasive yter.,
. lnecarcinoma (Farnander et al, | 939}, and this drug

g

- wonld need further investigation bofore long term

use could be aidvised, BT
: Some patients on dally dases of clomifene 25 1o

0ma'did report porsisten improvement of symp-

toms over long periads of time. This study, how-
A&ver, had no marched conirols or placebo ¢om-

-, parisons and therefore cannot be included in any

~analyses of results with antiestragenic compounds.
In earlier reports on the use of clomifenn 4s an ad-

Juvazi to estrogen, the drug was found to be only

minimally inbibitery of the symptomiatic relief af-
forded by the latter, Na significant adverse efects
have been reported with the yse of slomifens under
these circttmstances, )

3.2.9 Org OD 44 .

This newer compound, Org OB 14 [(7-alpha,
[ 7-alpha)-1 T-hydroxy-7-methykl S-norprepn-5{1 0%
en-20-yn-3-onel, a synthetic sieroid with weak eg-
tragenic as well as progestational and androgenic
setivity, har heen Sxiensively tosted in Eurgpe,
When given orally, usually in doses of 2.5 mg/day,
it has been shown to have a benaficial effact on
such vasomotor symptoms as hot flushes and in-
treased perspiration, Lindsay et ab. {1280) dem.
ensirated a decrease in LH and especially in-sepim
FSH levels with Qrg OD 14, while he prolactin
level camnained wnaffected. Sigmificantly, adverse
effects such as vaginalbloeding or welght gain have
nok been reported (Kicovie e al, 1982; Lindsay et
ol 1980 Nevinpy-8iickal [983; Valpe ot g, 1985).
Further testing may wel! bear gut the early promise
of thiz drug. As yet, concerns gbow andrageniciry
have held back miarketing of O OD 14,

1.2.10 dAndrogers

Androgens have been proven effsetive in the-
therary of vasomotor symptoms, either in com-
blnation with estrogen or alanes. When used aloge,
higher doses may be Dbdensary, increasing the io-
cidsnce and severty of edverse effects, Danasa),
for example, has baen shown to ba ondy maderztely

- effective: at 3 doge of 100 me/day hot flushes wepe

elimizated iz oaly 50% of women (Foster e al -
983). These agents may hawe adelitional usefyl
fess in relieving yympioms of depression and .
sieasing libido, although reparts in this aren ars
either apecdotal ge BIR oY prospective and well
comirgiied. - ’ '
1241 Methyldopy _

* Methyldopa, an aromatic wmine acid decarl.

© oxylase inhikitar, hus been used by aurmerous. cig-

icians, including the awthors, with satisfactory suc-
cess in cuntrolling hot flushes, As yet, however, o

. Drospestive studiss exiat Yo support this effect

Knoan 10 meducs Hesue conceatrations of hath in.
dolamires gnd catechoiamines, s effect on hot
Bushes might be mediated wia interference in the
metaballe pathways of the atrer, W have used
methyldopa in dises of 250 to 400 mgfday with no
untowaed eifects in normotensive women.

3212 Othery

GuRH ggonists and bromocriptine have had
litds elinien! evaluation ang desarve only passing
meniion,

4. Dsteaporesis

It is here that the most significant srrides have
besn made. While it Iy merhaps 100 opthuistic to
repart that estrogen may be egualled’ or veplaced
25 the linchpin therapeutic Agent for postmenco-
pausz! ostzoporosis, cortain undeaiakbic gaing have
been made and the abeoluts indispensanility of eg-
trogen is being reassessed (table 1137). A great deal
of confroveryy still exigts in this ares, and ohgoing
studies continue 1o shed pew Iight, as evideneed,
for example, In recently prblished resuits with slow-
release sediam fluoride (see section 4.1,

4.1 Conventional Measnreg
A8 with patients in whom esiropen thetapy can
be wied, it s reysonable to emplay all possible sup.
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Tabls U. Honegtregenic diugs 1o courigr BANEMIC Marvaun
systam symptomatiogy

1. Sedatives, ranquilisszs
2. Honestrogents stgrald hormenss:
Progesieronaa
Adnogans :
- Bymibedo storolys with diverse ectivifias

3, Neoslercidal ent-infammatosy agants

A. o-Adranaergics

8. Ansdopemingrglcs

8. g-Blockers

7. Opiata recuplor ugomsts

- B Aromatic atmindscid deosrtoytiss nhbis

9. Mongwroldal antisstrogans -

POTIVE mieasures to ensure optisnal -skefetal pro-
teation. These yueasures {nclude ddequate ealcium
mtake, aBhough it must.-be understond thar cal-
cinm, by iself, is not 2 satisfactory altarmnative mo-
dality {or dealing with osteoporosis (Rils er al
1987). Proper diet and a sufficient weight-bearing
eXersise progranime are ajso mandatory, Caffeine
and extessive protein intske must be avoided.
Where possible, elimination or shatp curiaiimens
tof harenfie! habits such ag soking or ercsssive 2l
eohol intalke are strongly recommended. Reaval
wation of preseription medication regimens must
also be carried out, particulurly those irvglving
ihyroid therapy or steroid nsa. Finally, approprize
measures 16 avoid traums risk in the elderly must
be underfaken, Thess include proper shots and
clothing, hand rafls, and euctgilment of such drugs
as tranquillizers and sedatdves.

4.2 Progesterapes

buch has been written about the bencficial of.
fects on nstepporosis of adiunctive orogesterones
employed In ERT (Bapreit-Connor 1988). Proges-
terones alone, however, have 2lo Been shown o
be useful themapentic agents in this areq Propes-
letones muy act by increasing new bone formation
rather than by decreasing bene resocption (Lindsay
el al. 1978). Syathetic progesterones, nortestasten
one derivatives such as norethisterane (norethin-
drowe), stimalate bope formation vis androgenie/

— e

anabolic effects (Riis of ai, {%E8). I a 3emonth
study comparing the affects of conjugaied exrp-
Bens 2nd medroxyprogesterone acetaze G post
menopausa] women, Lobo ef zl (1924) demon-
strated reduced urinary calcium/creatininge and
hydsoxyprotme/creatinine smins in both groups.
Results were comtparabls 1g ratios found in pre.
menopausal controls, sugsssting that both drups
preventad bone resorption. Stahdaeg dosts fior pro- -
gestational agents have beep- recommenda - Mé’-i'
droxyprogesierone 2celale may be used in daily-
dases of 5 to 20me, and the depot form in 100 g’
200myg doses every 216 3 months: More recently,
coueers hais been expressed gver the issue of pro.
gesterons effects on the lipid profile in menopansa) |
women. As this warrants consideration even in the
presence of estrogen replacement, questions will
cerlainly b oralsed over the wee of Progesicrona
alone, Careful epiderniological study is LeCeseEry
in this ares, topether with siudies of the athero-
genie process in women. ' '

4.3 Fluorides

These compounds have keen somevwhat contro
versial in the past, due to 2 purported Huk of in-
creased hip fracture refared 1o their nee. Thiv was
based on reports of nonclastic hona growth stim-
ulatedd by fluoride use, which led earller investi-
gators to conclude that while fluorides may have
some benefit in preventing wabacular bone fragturs
{e.p. vertebral bodics), the opposite might bs true
for tortical bone (Hadinng & CGrallagher 1589, Jow-
sty ¢t ml 1577 Riggs e gl 1987

Fluorides are esgential 1o the dist and are folt
o be required for normal shelers growth, Studies
to prove the usefulness of sodivm fluorde in ou
teoporagis re based on the Fict that Muorides stim-
ulate pmieoblastic fancrion {Fariey er ak I1583).
Supplemental vitzsmin D and caldium have baen
used isi most protocols (Jowsey oz al. 1873y cake
SN MAY prevesl any increass in bone resorption
which mighl ecoor with Querides aione.

A teoent S-year study by Pak &1 al, (1988) dem-
onstrated that oyclie intermitient sodivm Huoride
in oral doses of 25mg twice daily is of benefit 10
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Tabdy 1. Monasirogentc drugs to counter devekepment ot og.
tedporosts

1. Ealdumvitamin O
2, Nonestegente smerold harmondg:
Prigustarenas
Andregang, :
- Synthatle starcida with diverss aetivitien

~ 3. Fluprids

4. Nenstemiy) anfies rogens
A Ca!\tﬁpnin )
A 'Catrdrarcy’ roghmeng

paﬁeilts with ogsteaporosis, They reporied dee
creased fracture raies and increased presence of

vewly formed mineralised bone. Adverge efferts

" such a8z gastroindestingl Irritation, always a prob-

lers With fluoride yse, ware avoided through nse of

- 2 slowrtlemse ot preparation, Calcines anad alf. .

caleidol supplemenss mitimised any potential mi-

“weralization deficit Tha inenmittent trestment

regimen prevented refractoringss This new fom-
ulstion s currently awaiting approval in the s,

4.4 Clomifene

When used in pricoates gver a peritd of time,
clomifene decreased udnary Jows of caleium (Ap-
basi & Hodgen 1986}, Mo endomeinial proiftra-
tion er withdrawal bleeding in response to proges-
lerone wag noted, Beall et at, {1984) demonstrared
that clomifens proteced gvaricctomised ruts from
bene resorption by preventing loss of bane mip-
exals. There was no change ia total body caloinm,
Young et ol; (1939b) have shown such beneficial
effects of clomifeue in rmrnopatsal women as de-
creased writary hydroxyproline/creatining tatig,
Clomifene did noy induce endemesriaj prolifera-
tion: in primates, and withdrawal bleeding on ex.
POSUEE 10 progesterons was absent (Abbasi & Hod-
Een 1988).

Stewart and Stern {1 2E4) were also able to show
that clomifene and a related cobnpound, tasnoxi.
fen, were both capable of blotking parathyroid hor-
morie (PTHMnduced boge resorption in an fn vi-
fra study. In addition, mmoxifen bas been shown
io block the induetion of bone msorption by di-

e S md—

sciatic neurctony.

noprostone {prostaghindin E2) apd alfacalyidel
{Buckiey & (iga 1983). This indicates tlat the
mechanism by which antiesttogenicfwenk sstro.
genic componnds ac to fahibj reserption was un.
relaied o the specitip agent employed 1o induce it
Clomifene was used in duses of 12.5 10 25 mg/day,

T is worth noting that this famity of compounds
Is frequently employed i bresst @sioe therapy,

 eliratnating any,need for cofcern in iz arem

Properties similar 10 those we bave shserved with

- clomiftne Rave, as might ba gxpecied, zlsg baen
" reported with tambxiian (Turken 21 g, 1939).
"Wakley er al (1082 found ihat tamexifep inhib-

ited ostesparosis in’ rmig subfecied to unilazaral

+

45018 0D 11

This new dns, already mantioned in tha seciion
00 VIEOmeIor symptorms, hais alsa proven io be of.
fevtive in preventing bone loss at a dose of 2.5 myg/
day {Fogslman et al, 1981), 1t is undiely 10 be zs.
saciated with endometrial hypeiplasia or Break.
through beeding Decressed alkaline phasphatase
activity and briary bydroxyproline concaniration
indicate a reduced bone tyrmaver rate, Urinary cxl-
clum/crestinine ratios wers similer 1o thoge
achieved with ERT {(Lindsay et al 1980), Ml
centre studies suppest that Qry OD 14 is g cfiee-
tive as estrogen in preventing bone lost. Thip is
another compound Whate seleotiva esliogenoity
indicates g putentialiy high degree of safety.

4.6 Caledtonin

The short term efiicacy of this agent, available
by imrenasal serosel in Europe and via subcutan-
€us Injection in the DUnited Stdtes, has bean thown
in many studies {Maclntyre e1 al. 1988: Salvigi at
gl 1987). The dozage varies, with 20 to ({7 up
0 3 times weekly having heen Lied In different
protecols, Caleitonin may be'p@.z_jiczu!arly usefu] in
dealing with acute focal skeletal pain Rasistoprs
I the drug sppears afier 12 1o 16 months of pas,
Im addition, prolonged use meY ke assoeiatad with
anoredia, navsea, and fical flushing,
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4.7 Androgens

“These drugs are globally auabolic and iherefore
iy have some benefit in the treatment of osteem
Dorosis. Increzsed levels of endogenous andropens,

seett in women with hirsutism, have been assool- -

" ated with incrensedd wabecuddr bone density, ss

measured in the lumbar spine-(Buchamas st =i,
1983}, The wajor drawhack 16 thair routing use in
menepauss continues 1o be the problem. of adverse
effacts, - S

- LI

T 4.8 Ergoczlcijérci RS .

1ild deficiencies in bone loss may be dealt wita_
adequately with ergocalciferp! ar & dose of 400 uliy

daty; higher doses may acwally induce fiirther bone
resorption. The main role of ergocaléiferol may be
that of an adjuvanm, : o .

4.9 Coherencz Therapy

Aleo known as ADFR (activate, depross, {ree,
repeat) or forraerly ADPER (P = pauss), coherence
thesapy has been shown to focrease trabectiar bons
mass. Varipus regimens are offersd, for example
aral phosphate or PTH 1o promete bone turmover,
followed by stidronic acid {etidsonate) or calei-
tonin {o depress if, then a fiee pedad followed by
repetition of the cyele {Rasmussen er al. 19803,
Cycles of spproximately 3 months are advoeated,
fepeated o few times. The theory s 10 promots
overall synchronous bone remodelling for maximal
benefit. This scemingly effective therapy has few
adhérents ny yet (Pacifici et al. 1958).

8. New Ideas Abont the Ixsue af Estrogen
Contraindication

Of laxe, considersble debate hag ardsen over the
issue of definitive prohibition of esirogen use in
ceslain clmical situations. Investizators have now
publizhed on the vse of ERT in cases of cndomer-
ral carcinoma (Creasman er al, 1988), und anec-
dotal reports have begon w filier iv on the use of
cilogen in women with 8 prior history of breast

caneer. A recent monograph desls with the pros
and coas of this particular issue (Mishell 198),
The mest pressing argument for estrogen re-
placement weuld stem to be supparted by the faet
1hat peither subssquent pregnancy nor continning

-ovarian function appetr 1o have any prear cffert
"on evergll progrosis for recurenca or survival in

cases- of breast cancer. The opposing view arfses

- from contern over dormant micrametastases and

from the frequent finding of long disease-free [n-
tervals followed by recurrence. Although this issue .« 5
itself may seem to be a rather bold departnre fiom
iradidonal views, we helieve thay there @iil prob-
ably be rethinking apd reformulating of ideas and

conclusions a1 data continug 16 ¢ gathered, Seri-

ous questions remain fiv today's private” pragh-
tiower, howaver, particularly the fssue of just how R
many years constiinte xrelisble disesse-fres inter- o
val. We therefore recomanénd o eanservative But ©
nat fflexibic aftitude toward the problem of es..
trogen use in breast cancer,

6. Conclrsion

Many allematives to esirogens are svailahls 1o
counteract the conscquences of estrogen daprives
tien in both early aad lale menqpiuse in sitbations
where ERT is comtraindicated. Some of thess drugs
are selective in their effac, while athers mimic to
same extent the estrogens' universal Impact. Major
clinfead Benefin can acerue from the appropriale
use of thess spehis 1O suppress symptoms znd di
rmmish motabolic consequencas of this deficiency
siate.
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