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O (57) Abstract: This invention concerns 2 method for the treaiment of vaginal dryness or sexual dysfunction in women daring
or after the menopause, said method comprising administering to the woman an effective amount of the compound (deaminohy-
droxy)toremifene or a pharmaceutically acceptable salt or ester thereof, or a metaholite thereof.
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-conpound (deam nohy- 01 iroxy)torem fene or a pharmaceuti
~salt or ester thereof, or a netabolite thereof. 19 JAN 2005 V\D 02/ 07718

Abstract: This invention concerns a nethod for the treat mﬁ&t Hgf i nal
t %@g sai d

*dryness or sexual dysfunction in wonen during or after

met hod cey@hd/ehg admni stering to the woman an effecti vePcalqup‘ WDbosPf the
al accept abl e

PCT/ F101/ 00414 1 METHOD FOR THE TREATMENT OF CLI MACTERI C DI SORDERS | N
WOVEN DURI NG OR AFTER THE MENOPAUSE 5 FI ELD OF THE | NVENTI ON Thi s invention

rel at es t o METHODEFOR THETRELTMENT OF eﬂm@mm P RSIN -

vagi nal ness or sexual dysfunction in wonen during or after _nenopause
10 BACK MENTPERINGEOR. & TER TiHID MENCORAOGSENd ot her material s used
herein to illum nate the background of the invention, and in particular,

cases to provide additional- details 15 respecting the practice, are
I ncorporated by reference. During and after nenopause, elderly wonen
comonly devel op synptonms which are due to estrogen deficiency. These

synpt ons i pgupeokotgRlIRshesTIOReat i ng, | nsomi a, depression, vagi nal
dryness, urinary i1ncontinence, 20 nausea, pain, osteoporosis, coronary

heart di sease, breast tenderness, oedema, fatigue, decreased sexual
activity, as well as subsequent chosoci al problens (Payer, 1990;
Rekers, 199bis mVﬁll‘éQﬁ;IIﬁtlﬂf@ﬁ to agat g@%ﬁ.‘s the HeahmﬂslfMteﬁtad[eordeIs

neur opr ot ectlve eflf ts. Thus %YMI .ng . estrogen goncentrati ons may
negativel y’ Leraginalqiiness o sexugl dvs Het 1 WeghaRyduigeAr ¢i%hnei der & Finch,
25 1997; b%?& , 1997) Estradiol is known to be excellent in the

t r eat ment macteric synptons, and its use in the treatnent of these

synptorg is
BACKGROUND OF THE INVENTION
The publications and other materials used herein to illuminate the background
of the invention, and in particular, cases to provide additional details

15  respecting the practice, are incorporated by reference.

During and after menopause, elderly women commonly develop symptoms
which are due to estrogen deficiency. These symptoms include hot flashes,
sweating, insomnia, depression, vaginal dryness, urinary incontinence,

20  nausea, pain, osteoporosis, coronary heart disease, breast tenderness, oedema,

| fatigue, decreased sexual activity, as well as subsequent psychosocial

problems (Payer, 1990; Rekers, 1990). In addition, estrogens are suggested fo
have neuroprotective effects. Thus, declining estrogen concentrations may
negatively affect the mental activities of aging women (Schneider & Finch,

25 1997; Wickelgren, 1997). Estradiol is known to be excellent in the treatment
of climacteric symptoms, and its use in the treatment of these symptoms is
rapidly increasing. However, estrogens cause an increased risk of endometrial
and breast cancers. It is possible to decrease the carcinogenicity of
endometrial cancer by sequential progestin administration, but the risk of

30 breast cancer is not diminished by progestins. The carcinogenicity risk limits




rapi dly increasing. However, estrogens cause an increased risk of
endonetrial and breast cancers. It is possible to decreagegtjpN 2009 -

car ci nogepeédorrafl endonetrial cancer by sequential prog |
adm nistration, but the risk of 30 breast cancer is not dielﬁwlg}{g%lby

progestins. The carcinogenicity risk limts WO 02/07718 2 1 9 JAN 2005

PCT/ FI1 01/ 00414 the length of estrogen r%pl acenent therapy, although it

woul d be very useful to continue the therapy long term due to the
protective @feflength affeseopempmimentent therappralthdughtifieyosRI 6é W%Bﬁééfﬁlf system
in the central nervous _ system and for urinary synptons. 5 Antiestrogens,

now of t en ri@rentiggedhe therapyanedens oheto the pastectve affeets exftesirogenstinl at or s)

have both ¢ -1 ke apnd antjestrogeni roperties (Kauffman & Bryant, °
1995) . Thee@%’fbg% smn% CRENPY RLHAT SYsieth itk Cfr'rﬁfatl RETVORS SYSfent, &REHOF en” and

torem fene Sg}ﬁ—{iﬁmﬁg rogen-like effects in the bone, 10 parti al
estrogen-like effect in the uterus and liver, and pure antiestrogenic

ef fect i5n breast cancer. Ral oxifene and droloxifen are sinilar to tanoxifen
and torem fene, except that their antiestrogenic properties dom nate. Based
on the pubfirtestipgens,aravaoiion refaried SemRME SERM o (wlddiive legtrbgers fstepror

por ant. TBOURISER barh bpl e biog i thsrand andiestbgra peopatios (Khuiiun
Chey may prceantit J8FEL AL v bRt soP e ms Ao ot i
Qovel oprent T Prasaang toreHaFtheFich 12 SoRBatn B RERRh 4 e BARE® oncer
(Vakel ilfig gaboallestrogddBikp effect in the uterus and liver, and pure antiestrogenic
effect in breast cancer. Raloxifene and droloxifen are similar to tamoxifen
and toremifene, except that their antiestrogenic properties dominate. Based on .
the published information, all SERMs are more likely to cause menopausal
symptoms than to prevent them. They have, however, other important
15 benefits in elderly women: they decrease total and LDI. cholesterol, thus
deminishing the risk of cardiovascular diseases, and they may prevent -
osteoporosis and inhibit breast cancer growth in postmenopausal women.
There are also almost pure antiestrogens under development. They are méinly
aimed at the treatment of breast cancer (Wakeling & Bowler, 198R). |
20
The compound (deaminohydroxy)toremifene, which also is known under the
code FC-1271a, has relatively weak estrogenic and antiestrogenic effects in
the classical hormonal tests (Kangas, 1990); It has antiosteoporosis actions
and it decreases total and LDL cholesterol levels in both experimental models
25  and in human volunteers (International patent publications WO 96/07402 and
WO 97/32574). It also has antitumor activity in an early stage of breast
cancer development in an animal breast cancer model. The effect of
antiestrogens on climacteric symptoms has not been studied earlier. FC-
1271a s the first SERM which has been shown to have beneficial effects in

30 age-related syndromes in healthy women.




},0 The conpound (deam nohydroxy)torem fene, which also is known under t he
~ “code FC-1271 a, has relatively weak estrogenic and anti estrogem ects
in ‘the classical hornmonal tests (Kangas, 1990). It ‘has ant porosis
actions and it decreases total and LDL chol esterol level's in both
experinmental nodels 25 and in human volunteers (lInternational patent
publications WD 96/ 07402 and - WD 97/32574). It also has antitunor activity
in an early stage of breast cancer devel opnent in an ani nal breast cancer
nmodel . The effect of antiestrogens oh climacteric synpt onms has not been
st udi ed w‘&& FC— 1271a is the first SERM whi ch has been shown to have
benefi ci T8l BY¥ENTEINd syndrones in healthy wonen. 1 9 JAN
2005 SUMVARY OF THE INVENTI ON One enbodi ment nmay provide a method for the
treat nent of of v gﬁ_nal dryness or sexual dysfunction in wonen during or
after the #8% TP ddiremerber Sothpioainag ofdigini 886k Bsday t he Women an

ef f ect i wiystanmishtin SmdnhRurEOIRAMPELe G nop torem.fene.or a -
phar macey ‘5‘/calr\,a¥l %ccept ab%e sal t eorﬁ@yf'se Sa%lcﬁ g%%con’(ﬂf‘s‘&g AdRigistering @ t hereof
t©

| n accordance ‘ifﬁ’@a'&%‘ﬂéBftheFommn®f®&embhydmk9ﬁ$xbﬁffenetJ}e,re is provided a

use of whmmmmﬂﬂdcceﬁﬁﬂamlmla%&rtﬁé%)ft& etab € treot phar maceutical 'y
acceptable salt or ester or netabolite t'neres 'HS 't he manufacture of a

phar mact?qutl cal conposition for the treatnment of vagi nal dryness or sexual
dysfunc @norﬂmcwntbﬂndhspwgﬁﬁé pdehith nenopause. BRI EF DESCRI PTI ON OF
THE DRA%?{ %ﬁ off] dﬂox &S to ID Show cﬂégﬁg‘ééhe( ‘EB?%VE‘F%PPS%‘E thexopmpetas
treatne HEY ?{F”ﬂ? Wﬁé?h@nﬁw%@llfwcemMeﬁaﬂmbabr dr@hekabol: el Vagi nal

51!t i B et

60 gy FG, JFC-1271a (|
. shows t’lﬁ }&'fr% c'lm@fo dpsing orgfienbe memdp@Ge.ry dai |y doses of FC

BRIEF DESCRIPTION OF THE DRAWINGS

Fxgures 1A to 1D show changes (from start to 12 weeks’ treatment) in-the
kmyopyknosm index for superficial cells of the vaginal epitelium for the

| - individuals treated daily with 30 mg FC-1271a (IA), 60 mg FC—1271a (IB)
90 mg FC-1271a (1C), and 60 mg raloxifene (ID)
Figure 2 shows the effect of 30 mg, 60 mg and 90 mg daily doses of EC-

1271a and raloxifene (daily dose 60 mg) on vaginal dryress, assessed as the
individuals® subjective estimates.

DETAILED DESCRIPTION OF THE INVENTION
' _“I'hls mvention relatés to the use of the estrog gen receptor modulator F C—

1271a, (deaminohydroxy)toremifene, in elderly wonien suﬁ'enng from
vaginal dryness or semal dysﬁmctxon FC-IZ’IIa, one of the main _




1271a and ral oxifene (daily dose 60 ng) on vaginal dryness,. assessed as
the individual s" subjective estimtes. DETAI LED DESCRI PTI*‘CQ\I @“e g@t -

| NVENTI ONy oJfg4Sgi Nvention relates to the use of the estrogen 0
nodul ator F vagi nal dryness or sexual dysfunction. FC 127E§T’FHH@°ﬁf‘

the-main g from WO 02/07718 4 1 9 JAN 2005 PCT/ FI 01/ 00414 netabolites of
torem fene, is known to be an estrogen4agoni st and antagoni st (Kangas,
1990; International patent publications WO 96/ 07402 and WO 97/32574). The
formul a of mEbbREEboiltofentideTiyiayw xdd hﬂ%@t%%&f@sdﬂja ahdl aﬁgﬁg&ﬁﬁpound
shal | be.understood to also include its geonetrTc 1sonmers an

st er eoi soneldsngas, 1099; ntemationelgritnttmiblishdbhs B0 GoBT40e@ WO cover, any

(deam nohydéﬁ?(%i‘grem fene nmetabolite al ready discovered or to be
di scover ed. anpl es of such netabolites can be nentioned the oxidation

met abolite | i 990 n, pa 9 (. VI, TORE VII,, TORE
XVIIT, TG??W Qr W%a@géie wﬁ?@dr%ﬁ%%we@f%w 20 XVI11, and

ot her mat abolites of the conpound. The new and-surprising effect of this
conpound was found-in a clinical st n this study, ral oxifene (60

nmg/ day) or FC- 1271 a at different HoSes were given to elderly female

volunteers for a period of 3 nont
ng daily, a significant decrease

10 CH,

The compound shall be understood to also include its geometric isomers and

stereoisomers.

15 The term “metabolite” shall be understood to cover any
(deaminohydroxy)toremifene metabolite already discovered or to be
discovered. As examples of such metabolites can be mentioned the oxidation
metabolites mentioned in Kangas (1990) on page 9 (TORE VI, TORE VII,
TORE XVIIL, TORE VIII, TORE XIII), especially TORE VI and TORE

20 XVIII, and other metabolites of the compound.

The new and surpﬁsing effect of this compound was found in a clinical study.
In this study, raloxifene (60 mg/day) or FC-1271a at different doses were
given to elderly female volunteers for a period of 3 months. At the dose levels
25  of 30, 60 and 90 mg daily, a significant decrease in vaginal dryness was
observed. An improved sexual activity was also reported. These properties
are new and unique among the known selective estrogen receptor modulators
(SERMs) and indicate that FC-1271a at the doses from 25 mg to slightly
lower than 100 mg daily, particularly 30 to 90 mg daily, can be successfully
30  used to alleviate vaginal dryness and sexual dysfunction of elderly women.




observed. An inproved sexual activity was al so reported. These properties

-are new and uni que anong the known sel ective estrogen recEﬁt_dANnéﬂﬂgl ators
(SERVB) @wsldigidiscat e that FC-1271a at the doses from 25 ngtfoShdgnt !y

-l ower than 100 ng daily, particularly 30 to 90 ng daily, can Be
successfully 30 used to alleviate vagi nal dryness and sexual dysfunction of
elderly wonen. 1 9 JAN 2005 WD 02/ 07718 PCT/F101/00414 5 Furthernore, FC

1271 a has a superior profile of estrogenic and antiestrogenic effects
when conpaFeghéen@ey FRODI 2k iatfipe Ao profile SERM6 05me wad -anﬁ@ﬁr&é%ﬁ?@und
PC-1271a has been found to alleviate sexual dysfunction and 570 Increase
t he sexual eleets vihop. coTypraed tmany knews antictieogereosSKRM caypbundt i on are 1)
Desire disorders, 2) Arousal disorders, 3) Ogasnic disorders and 4)

Pai nful intercourse (dyspareunia). Mst of these are due to hornonal

Vaginal | droRceuBoliae- 187 RR B RIRA MRl Rl TR CL i on- and

will 105ty ig@lda¥e GRYEKAR ‘ gl
concentrations deécr ease. ! %t%l émegﬁgeﬁggﬂgﬂ%fgﬁgﬁﬁf fi}% er (;aooﬁlr se,

whi ch i ndi ared) Nesimydisordbts) 2haeodal dinordame3 POrgRuta dishrdén aatign,

i ncludi ng psychal ogical causes. In elderly wonmen vaginal dryneSs is often
the main rgﬁgﬁﬂ mistcqisss esparcunimyudlostof these gre digplecharmanial réaanes; MP:

I nci dence and i}g][e al ence ,of sexual ,15 dysfunctions: a critical review of
the enpi riCRECIALY & spdHced cxfronemend isFtastszonr comemuations. Yoemsl 8o 40,

1990). Est : 3 ful ph ti t t t f
vagihal iy AEecis B defs BRREEARE, BF Pl Prul GRRRSn €8 vilens T ke
ral oxifoenerypele devBlopadidiahe ﬁfeﬁegme m&&"&%gl)én cbi€ertAliioplt S are not

satisfied wth. "the treatnent whith causes painf intercourse and wi ||
stop the tdeeragsy. Typically this leads to painful intercourse, which indirectly may

influence on any type of sexual dysfunction, including psychological causes.
In elderly women vaginal dryness is often the main reason for decreased
 sexual activity. (Spector IP, Carey MP: Incidence and prevalence of sexual
15  dysfunctions: a critical review of the empirical literature. Archives of Sexual
Behaviour 19: 389-408, 1990).

Estrogens and testosterone are useful pharmaceutical treatments of vaginal
dryness and it is not surprising that pure antiestrogens like raloxifene cause
20  vaginal dryness. Subsequently, the patients are not satisfied with. the

treatment which causes painful intercourse and will stop the therapy.

= The compound can be administered by various routes of which oral or
transdermal administration routes are the most preferable. '
25
Suitable preparation forms include for example tablets, capsules, granules,

powders, suspensions, syrups and transdermal ointments or gels.



The conmpound can be adm nistered by various routes of which oral or :
transdernmal administration routes are the nost preferabl ef @5ANIi206H! e .
prepar at ivpg ob@%438 i ncl ude for exanple tablets, capsules, 9@‘&%1‘?@@4

“powders, suspensions, syrups and transdernmal ointnents or ¢els. 02/ 07718

6 EXPERI MENTS 19 JAN 2005 PCT/F101/00414 A clinical phase I-Il study was -
carried out to study the effects of FCGl271a on endonetrial thickness,
endonetrial pathol ogy, (biopsy taken by.curettage as 5 described by Vuopal a .

et al, 198AQAXpHRIMENTSal snmear in heal thy postnenopausal female volunteers |
in the age range 55 to 69 years. Tolerability and pharnacokinetics were
al so assessed. Raloxifene (60 ng daily) was used as reference. FC- 1271a |
was given peri)rally at the doses of 30, 60 and 90 daily. There were 29

vol unt eer s sheligieh Phessel-lespedy was camiad g ta study thhefrestsoxi FEAL7dr oup.

FC-1271a was ;adm.nistered in gel atine gcapsul es, containing either 30, 60 or
00 my of FERIPRA IR Brow Al prdic QRYARIaNey G SBRY Cvetage & by

ul trasogogr, ' ' [ - NSt AL vagi nal epithelium
wes assossci ity Sl At 1Rt Ror B SR helfify S cassnent

met hod anopgstrhenciidukhlefinkee s6hstockid e ghTafiBs 5% 6dRRaNagi nal fraction

of the cervical snears is estimated as the percentage”of the nunber of
cel I s fromlslefabiliytandpharsacokinetics whresdbo asdeksed. Rpboxifdred 60nhgr medi at e
cell layer; ng the syperfjcial cell |ayer. Estrogenicity 1s seen by a
shift towaf‘iégy MWP‘EP&Fef‘ééqqce-flfgclt27dﬁ.wasrglﬁf@@Pﬁ@i@%ﬁ@éﬁle doseenf this

fraction U§B%b %nh%)ocxhgscﬁtﬂty%‘ﬁg{eowgr%dwe %ﬂl%geie(r)sl attera%ﬂtdrcr)gg tlex}eT,Cz{seﬁa}gI s the
10 as in the raloxifene group. FC-1271a was administered in gelatine capsules
containing either 30, 60 or 90 mg of FC-1271a. The thickness of the |
endometrium was evaluated by ultrasonography using a Hitachi EUB-405

instrument. The vaginal epithelium was assessed by karyopyknosis index
which is a well known assessment method among thé skilled persons. In this
15  method, the vaginal fraction of the cervical smears is estimated as the
percentage of the number of cells from differeﬁt‘ layers: the parabasal cell
layer; the intermediate cell layer; and the superficial cell layer. Estrogenicity
is seen by a shift towards superficial cell fraction. In postmenopausal women
| this: fraction usually is close to zero and eétradiol treatment increases the |
20  fraction close to 100. Samples were taken before and after the treatment (at 3

months).

The vaginal dryness symptoms were also assessed by using a visual analogue
scale where the volunteers themselves recorded their subjective estimates.

25  The scale is based on a 100-mm line on paper. The left end represents no
symptom and the right end the worst possible symptom. The change from
pretréatment to 3 months estimates was assessed and considered to be |

indicative of the treatment efficacy.




20 fraction close to 100. Sanples were taken before and after the treatnent

~*(at 3 nmonths). The vaginal dryness synptons were also ds§e$s []g?; using a
vi sual aRphegeters scal e where the volunteers thensel ves ref%@i%gotf eir

-subj ective estimates. 25 The scale is based on a 100-nm | 'b‘éber. The

- left end represents no synptomand the right end the worst possible

synptom The change from pretreatnent7to 3 nonths estinmates was assessed

and considered to be indicative of the treatnent efficacy.. WO 02/07718 7 1
0 JAN 2005 THER LRI A Hcedbarif HEHEndPrathld B4 REATC k. Aaher aphi ¢ data

between the treatnent groups In any o e pretreat ment neasurenents.

Assessment gofupshe anggifribd peitcangent meafik@atntef FC 1271a 5 Table | bel ow

shows the change in maturity index for parabasal cells (M 1) and maturity

i ndex for superficial cells (M 3), after 3 nonths' adm nistration of

- - varying doses of FC- la oy raloxifene. 10 Table 1. Change in maturity
“index for ??fﬁgkeé'lgoiég? yagipal estragenieaffoct of FG-R3%a f or superficial cells
(M 3),safter 3 nonths' admi nistration of varying doses of FC 1271a or

ral oxi fene. (M 1. index 100 no estrogenicity; index O full estrogen, and

‘M 3. i ndeXaBlod belbly SfiwsOebhai ity $RAEORE PatiHakdl

ConpoundM 1M 1M 3M 3 15 and dggge)éjngglr?%dneaﬁlz%é FC ?%%H%%h%ei]f%.lgl& 6 30ny,

and maturity index for superficial cells (MI 3), after 3 months® administration

of varying doses of FC-1271a or raloxifene.

10 Table 1. Change in maturity index for parabasal cells (MI 1) and maturity
index for superficial cells (MI 3), after 3 months’ administration of varying
doses of FC-1271a or raloxifene. (MI 1: index 100 no estrogenicity; index 0

full estrogen, and MI 3: index 100 full estrogen; index 0 no estrogenicity).

Compound | MI 1 MIt Mi3 MI3 15
and dose mean Sd mean sd

EC-1271a, |-40 42 +12.4 13.6

30 mg,
(n=21)
FC-1271a, |-26 39 +35.5 13.4

60 mg,
(n=20)
FC-1271a, |-48 44 +125 [ 14.0
S0 mg,
(n=22)
Raloxifene, | -2 34 -0.3 4.1

60 mg,
(n=19)




(n=21) FC- 1271 a,-2639+5.513.4 60 ng, (n=20) FC-12 11 a,-4844+12.514.0 90
ng, (n=22) Ral oxifene,-234-0.34.1 60 nyg, (n=19) WO 02/ 07718 gl ;PnJ 2005 -
PCT/ FI 01/ QRAL4718 Figures 1A to 1D there are shown changes%g[[&eé%‘ rt to

12 weeks' treatnent) in the karyopyknosis index for superti 110044 | s of ,
the vaginal epitheliumfor the individuals treated daily with 30 ng
FC-1271a (1A, 60 ng FC127l1a (1B), 9®ng FC 127l1a (1C), and 60 ny

ral oxi fene (ID). Cervical. snmear assessnments indicate that no one in the

ral oxi fene GrEgRrdst14 o 1%3@%%&W&Hﬁgggtﬁsﬂlaﬁgﬁ i rI?rQé‘g eline to

{
postreatnent in the karyopyknosis index for “superticra s. Most of the

I ndi vi dual siréainicht) ikGhe kariapylinosip sndexdfos bigéiificidlceHs 9€$hé Pagifs i ndex, but
in other subjects the 10 estrogenic effect was very weak, if neasurable at

al | . In al lcnithsliym for the indizgaladaeatedrdbily (athi®0 exg L1202 (A8, 68se whi ch
was 45 in the r )aWhe ar to estradi ol which is known to

i ncrease t %gipggégg%gﬁfgglqw&q‘ég%af\f&k&!@dfﬂn’ﬁtfaﬁ?@&iﬂ@éﬁlp} si gni fi cant
estrogenri c effect in the cervical snmear was therefore docunented. No

pat hol ogi cal changes were seen in any sanple. - 15

Cervical smear assessments indicate that no one in the raloxifene group (fig.
1D) had a significant change from baseline to posireatment in the
karyopyknosis index for superficial cells. Most of the individuals in the FC-
1271a groups had slight increases in the index, but in other subjects the
10 estrogenic effect was very weak, if measurable at all. In all cases the increase
was small (< 40 except for one case which was 45 in the 90 mg group) when
‘compared to estradiol which is known to increase the index virtually by 100,
A weak but statistically significant estrogenic effect in the cervical smear was

therefore documented. No pathological changes were seen in any sample.

- 15
Figure 2 shows that raloxifene caused only a minor decrease on vaginal
dryness, asscsSed by the individuals’ subjective estimate, while all the FC-
1271a dosage levels indicated a clear decreasing effect. The dose level 60 mg
FC-1271a daily gave the best result. '
20

Assessment of the endometrial estrogenic effect of FC-1271a

FC-1271a had a weak estrogenic effect on endometrial histology. This effect
is clearly weaker than that seen with estrogen replacement therapy. There
25  were no malignant findings in the endometrium. The thickness of the
endometrium as assessed by uluasonography showed only a minor,
statistically not significant, increase in the thickness (average 0.2 mm, 0.5
- mm and 0.5 mm) at the dose levels of 30, 60 and 90 mg, respectively. The

‘measured values were always smaller than 8 mm, which is considered to be a




Figure 2 shows that ral oxifene caused only a m nor decrease on vagi nal-
dryness, assessed by the individuals' subjective estimate] GjiaANe?805 the
g(c): 1271qug§@79§8 | evel s indicated a clear decreasing effelg%#myﬁgmq‘?se | evel
.60 ng FC1271a daily gave the best result. 20 Assessnent
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effect on endonetrial histology. This &ffect is clearly weaker than that
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i ncrease. intiedtogenicdnegs dikcamaoatfen (Hanfret aD 1997 Makper 4, $ogan, at the

dose. levels of 30, 60 and 90 ny, respectively. The measured val ues were

al ways smaller than 8 nm which is considered to be a 19 JAN 2005 WO

- 02/07718 P@F%Ol/ 00414 9, thickness which is indicative for a . :
physi ol ogi &H9c}08;S§XRAL aeliYitest r ogenicity of antiestrogenic drugs Iike

tanoxi fen (Hann et al, 1997, Lahti et al, 1993). Effect on sexual activity

In the clinical study, where the effects of FC-1271a on quality of life and

car di ovasclh the IREATRhE1S WiRSS i b of 197 60 MGIoF 1ASRY for sexual

activity. The questionnaire included "worsening" o on sexual
activity. tadiovasedlar peranstes averastidied, thevpations vaskaskedoeBeghlpat i ent s
for 6 weeks, 27 of them had spontaneously reported

had 10 been fall qﬁ}%glup y Lhe
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I ndependen . ILned fromdifferent centers of t study.. This strongly
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qual i tyo of béed Rilowed up for 6 weeks, 27 of them had spontaneously reported to the
investigators increased sexual activity. Similar reports were independently
obtained from different centers of the study. This strongly suggests that FC-
1271a has a positive effect on the sexual activity and quality of life.

15 Theresults indicate that FC-1271a has a unique pharmacological profile with
regard to estrogen-like effects on vaginal dryness and insignificant
endometrial effects. In the clinical study, FC-1271a has a weak estrogen-like
activity in the vagina and uterus. In these tissues the estrogenicity is markedly
lower than that of the known antiestrogens tamoxifen and toremifene, but

20 higher than that of raloxifene. In contrast to other antiestrogens, it does not
cause menopausal symptoms. Actually FC-1271a at the doses of 25 mg or
more, and especially 30 - 90 mg daily, alleviated such symptoms. FC-1271a
has an especially beneficial effect in that it decreases vaginal dryness and
sexnal dysfunction. Based on the present data, the optimal clinical dose is

25 expected to be higher than 25 mg daily and lower than 100 mg daily. A
particularly i)referable daily dose is found in the range 30 to 90 mg. At the
higber doses (100 and 200 mg daily), FC-1271a shows more antiestrogen—ﬁke
properties and behaves almost like tamoxifen and toremifene. FC-1271a is an
especially valuable drug because it has an excellent tolerability. In addition,

30 FC-1271a decreases total and LDL cholesterol, increases HDL cholesterol,
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t he conpound (deam nohydroxy)torem fene or a pharnaceuti'cal+ zg pt abl e

‘salt or ester or netabolite thereof for the manufacture of a

~pharmaceutical conposition for the treatnment of vaginal dryness or sexual
dysfunction in wonen.during or after13he nenopause. 2. The use according to

claim1 wherein the conpound or its salt or ester is admnistered in a

dai |y doS&AMMSing in the range of 25 to 100 ng. 3. The use according to
claim2 wherein the conpound or its salt -or ester is admnistered in a
daily dose varying in the range of 30 to 90 ng. 4 . The use according to

anyone aof. | aj - 3 rei.n the c ound or its salt or ester is
i i st e i s oF{F e P CFaR RS loRemitene or

pharmacentically acceptable salt or ester or metabolite thereof for the

‘manufacture of a pharmaceutical composition for the treatment of vaginal

dryness or sexual dysfunction in women during or after the menopause.

2. The use according to claim 1 wherein the compound or its salt or ester is

administered in a daily dose varying in the range of 25 to 100 mg,

3. The use according to claim 2 wherein the compound or its salt or ester is

administered in a daily dose varying in the range of 30 to 90 mg.

4. The use according to anyone of the claims 1-3 ‘wherein the compound or

its salt or ester is administered orally or transdermally.




