; kl mopqre3e_j Vv6T]j TI TLE Aromatase I nhibition to Enhance Assisted \
Reproductl on FI ELD OF THE | NVE vent| on relates to a method fof */
treating WLS? undergm ng as I “W‘H‘ oduction treatp@eptagndsavul ati on -

i nducti on I'nvol ves admi ni an aromatase inhibitor (Al).

Al so di scl oggggare preparations andG?"&"Izat ed uses. There is al so described a
nmet hod for increasin duct n of follicle a femal e for the purpose
of harvesting ﬁfmtaa?@ﬂ@@a%t% a'bcgfﬁeteﬂgf’ %{clh%n in vitro which al so

i nvol ves t heigdoF THedgveanioon of Al. 10 BACKGROUND OF THE | NVENTI ON I n nost
assi st ed I epr ogyiet, éﬂaopwee@c{?qaﬁmegﬁﬁm%atmemmwagmg adsRR@ Or in

conbination to's d mat ur E‘J e oocytes.
This is 8sseprrpdictigndreatieest gid QVH'ét'%‘é'eQH‘CYQS‘ w%aw&veﬁa@?'@a‘f@?“ Hber of
follicles, WhrsdladeNiHistoE® )l RBoaRaloea aaf prégeratiohs aat related aseb. &nere is@tsoas ed
nunber of er@%%%%%%g‘reg\to(di%rr]ancheaswsg%rgdd/cﬁorﬁ&scﬁlWegm ffeﬁlté%q‘@rstﬁe alﬁpJS@t(JPS Recent

advances in varian t echni ques of
oocyte retr |remstmgnmeaﬂumg$f¢goweg"@aﬁe@@§ in ‘t”#’i‘ew'ﬁﬂi ﬁ%@v%‘feséﬁem st ed
fertilizati opynpigatigidrayed conditions of culture nedia have steadily
increased the fertilization rate. OCocyte fertilization rates of 60-70% can
now be e¥pedtASHCHRR OF SWR/NYRNTSNal i nsemi nation or intracytopl asnic sperm

i nj ection (I CSimast essistadrre@ddution prbfraps.aenadoirening diegsed glondedn a

correspondi ng, .40 hd?ﬁ& Et%ﬁaté &e‘g%%t@@ﬁd%ét%tdn%ﬁ' ﬁ}%btupl\éﬁab@feshwelsre@smtuéned st eady
at 10-15% per enﬁ

1 eved i ol ogic
| evel s of esﬁchéﬁ¥thaﬂﬁ%fi tﬁ&?r ‘ﬁ‘@rqr?f’éer(S‘U’aP?ré’ﬁ E’F'Fﬁﬁ%&# B¢ Veﬁgfy ﬁ?‘@%‘iﬁl in an
adverse eff ereﬁmzaflommranam@eemwrmier ofrembdryos foe transfer tmgiveodccentiétde suctéssy
treat men |ca [ r{t es have
been obs 8 \?\)h eﬁceggadvglﬁp% fﬁqg% ?\nde&td?\ﬁ'ﬁg @mgbfar?ﬂi%ulaﬁ&l ﬁ@ttic:?ﬂrm#gurb/sl_d?conpar b
Wi th pati ent@.ocszté rétdavieinthe hendting efamatesdie '@Bth?,@rﬂf P%Fﬂ%’“?ﬁ’rfgrﬂ"za nAnddaprgyRd

estradi ol conggRssRk LROR n%natﬂz@e Qtaé(dns?fncld&“edltm fegilization iate. DYEytrattiliztiors,
regardl ess of

th t t al
o tter ne. rieteagt oDy sen penBR pipoiSs b coMeBlmaLlisineRhn hschgntipc Tent @
reduction i nsperrpirwmmt(laah) epencarpedanyh dowyver.dhere heroal bessch ¢°ﬁ’e%°ﬁ@§$ all wonen

with a s 5;&%%&&9&%@&@%%&%& skﬁ@a@&-@%dﬂ%b/yb‘ 30

Differen ani snms have been >§p t} ad se effect of
the supr aphy5| i ipBligvecdirt the high, gﬁi’?%é’%ﬂ%'%‘ﬂw ﬁ@tm&g? SaPe %Lg'n%f’\fae'ct s on

t he endomet r stwiaaioe ridyeesairir arcadversé biteetdt ovdiien stirmidationeo temubemelshve not yet
been det erm n%%wtgl%;e];%se%t o n?fléBﬁt%QE%ééeQ in%gégﬁatllc?\éﬁd %;?Jnta?ﬁﬁ FR3HRvEBeen

i npl ant ati on" {Toversy regar Hg ect of ovarian
hyper st i nmul aobservedwheheﬁtfﬁé@'rcpeﬂemeﬂs'OEI%WP SPREAL PMRIELTPAFEL giEBISs have
repor t edafdvgaiRy I&ibéreaiaalonéonbér@btudhs’c rm@mrdnem’aslomnmda:ms on thk deeefel oprent

but th
Endomet 1 al  BPUPEE POt BBy SR e R ba Y S oo Bplefllnate. | o
al| studies bedétimentalits getinesedeptivity’. d%ceﬁlaldﬁﬁerbpw shewy éhabprgtiicadhat may

j eopardi ze t Faaqctféﬁ%mﬁrahﬂa%n a{n@tp?ergeléﬂcy %ies dbclirfdat &@Bsttad woinghwhiies serurast r adi ol
concentrations. Howevee %{g 'Qatl on due to the | ack of

synchr oni zat P#fd Bb?%"é’lWWegr BB loﬂﬁ;g'a'ﬂ early WO 02/ 08320
PCT/ CAO250022 emlﬁerym neketiarissrene beeewo*stulggen thexplindbe pdyarsestestatthal f or
successful %ﬂ\&ﬁ&b@@le?m &%@%ﬁ irlc/l @El%héiﬁ)effeét’@éd B endnetHuasandave

shown a hlgh enc an ul ar advancenents and

ret ar dat i ons thesimigyonaiEnene e pxast mé‘ﬁ‘d”'? BIRPLELRIPI LY i teria’ . One
study of 5 n#frdétadf sumﬁuﬁmwcnmmﬁ estrogehionrimplaotatien: denonst r at ed an
advanced devel Oﬁgeeegl% cOftro'g(-fbrgy .%g%ﬂﬁ Ehreléﬁec;fbieov%anwg gﬁ'ﬁdlétl% oft BhdoRfetial

epitheliumin t her 1 nvestigation
-denonst r &6ed deyeigpments | Mast OveSilgﬁiQré haverfergsisd ﬁ@tersgseﬁ‘ed? efthidth aRiredsN YRS Phal
endonetri al  daySharBMahpmbRILRL thee b hy cortsb@auebﬁ petacibl reschessh uighiy hi gh

estradi ol con t i 0 > 20, fssoci ated
‘with a defici® Bﬂ‘g E%‘{ﬂ“ﬁrﬁ é)o&sparg%rfdgt | on 01gi %P ﬁ%{,gonf, acl ?\{aﬁ(ﬁ%%ger?
subopt i mal  eredooredtrial edtareation inoriationtto high serkpleaiad quentrﬁﬁp@ 1*'|°WGY%ga"suppor ts

clinical Obses'fdd%%'c%ﬁn‘dfrec? bl dnGRBSrhatridl Q¥RIo ﬁn@ﬁtglﬁhlﬂfayjeroﬁé@ﬁe the chaficecycl es
in wonen with estradi ol concentr t|o & tients

there wadila rRiimatantalion gurip thederk @8’3?%‘%86 W%ﬁﬁ%le%qoaﬁgwl caﬁ?’ P{'}}agreater
nunber of vessels, and advanced stronmal 15 maturation, possibly
representing a di rect effect of high estradiol |evels on the endonetriuni.
I n anot her study, Wﬂwmﬁ‘nwm mgs devel opnent of endonetrial gl ands and
stroma was found in oing IVF'. Most recently, a detrinental
effect of high estrogem®momcentrati ons has been denonstrated on the enbryo
|tself Decr eased bI astocyst for ITB.tI on and reduce enbryo 20 adhe5| on to an
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35 In high responders, uterine receptivity may be inproved secondary to

| oweri ng E2 I evels during the prel nplantation periodl' 4. Coasting or

wi t hhol d| njections for a period of time prior to prdigAu2beati on of
hCG has W |ﬁ_idgested in pati ents at substantial risk for the devel opnent
of severe ovarlan h erstl I gd with

| over ed est r §BPY 99" é@%’f‘%% &E\%brn@éﬂﬁ 'Qaﬁgéﬁcgﬁ?&e‘smg?gﬁgggﬂﬁ ated with
t he maj or 40ofdnplaigtok). of decreasi ng t he nunber of oocytes retrieved and

enbr yos prOdUC%no studliPnbizd HB 324 Aidh RicilbkeR (ol SddnRRal gnduat awvendementhi ti on As

di d ab le effects of th
out coms. of i AGPeIdElery uPheRpRENRe Ry i P SR, Pk Ra o level

of estrogen. niteeRieisug oesin siyelptibevsles, dempnitetedsancrdyanced develoAmPHE Y ed

out come by | [TREGYHA of BitiohiEhlaPbiAld dilnchuR D EHBNRAKyoica! eRwbverddhti on ¢ 0
|l owering ris

. vere ovaril an atlion, s g

est rogen syntnM%Eé'U%I'OBQG'a?'EFfﬁtP%lg’étqvﬁ‘ﬁﬁ'%‘l"Ec’“ghl’”d[ﬂslnﬁba %céeft%‘{m'cp arbggﬁ%ductl ve
t echnol ogi esemmed,ahgv@omtgt o aneliorate the deleterious effects of the
supr aphysi ol Ogllﬁ%{lge%g:!\@f @80 st Sf%qgélm%l)éhlgtgeé?ﬁéaﬂ @RcetirbibHb @IZOQJOO pHBE’L)'

recently there i've aromat tor that, cou be used
clinical g twetkfounddubeassetiziedwih 2 daflerest seerﬁowdreaﬁfavﬁaéﬂn %fttf“?ﬁﬂda‘f"Ft{)‘Hm This is

because the gyal Laab aemeeedvmnmntemp(aatagon arisfioghgéupberamided | acked

specificity to 1nhi rrat ase enzy r
st er oi dogenngseé‘f?ﬂ?ﬂ?é’és’gﬁ”W@" prf??ﬁ'P&Y es 3 nhlqgaéof}‘yakgbgt}ggﬁ%h#ap
andr ost enedi eatentraibeRIODPO0 weolé inrthese ertsints) @ererquweﬁﬁfk@fsﬁré@?' o§FFMhe
ar omat ase en@a(é&la@a%tﬁg%g)ﬁﬂcatnﬁy Q‘@atgﬁ{ﬂb@ﬁ&ﬂv)éssaﬂ%dﬂﬂa‘éibﬁ*fc@distrdiﬂhst i mportant,

these oid aromatase 1 nhibitors were Ry inhibit the

ar onat asd5andnateaion, %ﬁ'?'&b@ﬁ*@\?@?@@% {fl]&ﬁfﬁ,fﬁ'g fes{r%ded %? 8'51@8“ ve age group.
A new group %ﬁd@ﬁﬁtn@ﬂ’%r|a|adcaherarudyrmhaswchmmumdemi@n(elnmfrenmwnal glardst r azol e
and vorazol e) is ver pireversibly inhibiting aromatase
when oral |y a’f‘aﬂf%‘%’%ﬁ%ﬁ% \ﬁaﬁ/ée;‘r'ﬁ\gﬁr%bhb Fs;vaf ety profile. F‘/br eover, they have
a relatively shbfost rérghtiy, ﬁﬂetrlm%allﬁﬁeﬁw 'P'@i‘ ‘FSéTPQ‘?“I ‘i°2°a9c“fr6tf‘?"%1 B8N Vitro
Maturation | tyghndi@ediéh tﬁé)anﬁtﬁw 188 |Uécr‘éb§d’d(blafsfbb)tslt formatioh and axddkel embryot 0

maturation for gur Oses%c%wﬁﬁtjq ?I'n\l??lgg serve% up{h%%d%gnderwgl@&dt%strb&n"' tro

fertilizali orfdpeifn)lopme PRVl ves ections of
fertility dr Lt@ecenUatloa$1Fy gonadotropi ns. Qocytes grow i nsi de follicles and

mature in the bg %paa@lﬁat@éééél@e &@rﬁmbﬁﬁoo@l’:&nrdaﬁdg vigsleabribgtinlidioed by
addi ng spermin tro 1n aor

d
not necessar i 'B3esithipeirient ??@re{?%trad‘ﬁ °f"%e? 'PF P%?/e'gﬁpﬁ‘lﬁg'u@ra%ta% S?él@%%‘“%ﬁ% r egid
doses of gonaéiﬁts[rﬁl’ﬁélldé@eloﬁmnt at atipartied coinddes Wi thepeid of maxirhier ysrbe edur e)
whi ch i s *e - reese %?H{Telﬂtaﬁgtldnnthb}eea dé é/&s@lﬁl@tawé?se éﬁ‘mﬁlﬂéc‘ﬂy &Q@\E'feﬁféryal’cr%t ERid i eved

fromthe for natural  or ar gxqgenous
(gonadot r ophi neéuqséwae@ ferigplantaich. This MReerPa Wy ndines R 4°ﬁr§a?e§k5r8p at %‘
Mat ure oocyt eéwd%frégnbmrﬂatfaﬁhwﬁ Mv?eﬁdeium dstrediblabaeatraiioys &y ekgeptianaltytighp| as m c

sperminjecti Thi s r |nfert|Ie vvomen
with pol ycystﬁﬁa%\/%%r% "E?WHFB i‘?&% .%gggh gggeg&gver in vi
fertilization (wré)ermamarmume beapGyagestedde 'rf@fqvplﬂiettgﬁaﬁ?%%utcw 8%

requi renegy s Eﬁfsteg%dr&%tndmlréd&&h@ﬂlea'm&hsbﬁafawaﬁn&ﬁmnlbﬁn toerddwe theshignosur e t o

fertility drugs, e effects ar I
especially th%@g%‘g%fﬂ -‘tdhéﬁ? WPIoRCSS 4 Cﬁ'gﬁéﬁ'mmers@mlét atl\?i:oﬁl‘:k%ﬁaﬁgal (OHSS) .
The procedur ecforIVF Wkis banerbiesresported t@MBMI\(ﬁg’"@'ﬂ@ﬁﬁ tfeﬂ%%fqr aeietey eedi ng i s

i nduced by pr 9,9@33 brfbg?gowhg AR EIAcpldnD), GRéHIndaSurBetolieWerestragen Bayis Inelddeof t he
cycle. 40 BIoo mat er nal se

u
02/ 0832- 40 PCYeasmspothedsH dq&@@eeP;F&Wf‘é’F%“S; PR inects 8 Stpmtchin ot iBamen
follicle 3. 5iHgroes@hesns,aleriné Boarieity rasy HeHinprovédemcordaryde lopktng Eﬂw‘PY,els

dot 1 b
oPt Fasound. uP g R Anielin 2yt €abifp b\ouRak P gz‘%fi‘j;:%?r%ﬂ | eval

36 hours | at ertlmarndorégep@ollstraé'em Piie G has dgen syogestesyn H?tf‘?ms 4Vest ed
i mmat ure OOCyttI%SdeaéI@pn%lﬂlk bf%@&le bvarigmbypeatiinolatiomesgihdromé (PHSS) ahdisessociaikdf r esh

sperm sanple fro rtner i lasbAREdH The
mat ure oocyt eé!‘"taré’efeﬁé’ﬁtrﬁqj Fe-v% Z‘a"%eyer- @ngeerﬁéésﬁg %r(zngtslkon |sm@trt1'leégﬂae%r at 16
hours aftao | @iwbadiOof dadreasingrtid umbetiof oeyasdsiriayed apt PPBVePPYI®%not her 2
days. Natural progesterone (Pronetriun) is started vaginally (200 ng tw ce
daffy) on the day of oocyte insem nation., Two or three enbryos (or one to
two bl astocysts) are transferred into the uterus. Enbryo transfer takes a
few mnutes and is painless. 15 SUMVARY OF THE | NVENTI ON Al t hough ar omat ase
i nhi bitors have not been used in wonen of the reproductive age group, we
have di scover ed t he effectl veness of these dr ugs, to decr ease estrogen
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20 (especially serum E2 concentration/mature follicle) when conpared with
conventional stinulation protocols. A reduction in E2 levels is beneficial

in inprow(p&/&g gnancy outcome of assisted reproduction tpEataRRbs22The use
of aromatase 1 nhibition reduces the supraphysiologic |evels of estrogen

during assi sArgq] (LR AsasA Ve technol ogy cycles to inprove the 25
i mpl ant ation and p

regnancy rates in such c&cles. pAs at,resElIEt fevve; enbryos
need to be traAsHispysser akovadhg Wdesicablg elients¢ioyarian siraWatianeg e HEOMRET ri sk of
mul tipl e pregRAIRY restmeAt Mi@dbe iiean thersufraphysiviebis lavely obdstrogdre Lbeeriabci al i n

reduci ng the risk of ovarian rSti. i i q;@,%)p STED
REPRODLCT] vﬁs?ﬁﬁﬂ&ﬂ?@cﬁ‘@@e(a&ﬁ??{a@dﬁ%@yé\%gﬁ%8’3’%g Lct| \'/'(é] ;ech}i"é‘fé@ es (ART)
i ncl udes,5 f oandexeomphay,ratedhie atiaitidngadamgrinaisk of SRYERS: OVETRN\ YRS HiIMUAteR | i zat i on

(1'VF), in whiehoRQCiReingbfrogsPiyntibaslby drombasenbivitibradupiny adststddi cl es,
conbi ned wit | vi abl

. h spermjn vitro an e _enbr pl aced in
t he uterus. r@&ﬁ?&'cé“’? WP‘P'H’}%PF SBIERe %W%tgﬁg\g?ﬁtg?‘ee Sfeéé'?hﬁe@ﬁ%,g O?ﬁQMi ch
oocyt es and spesphysioiagicdBvetsoofiesirogen duting ovailehstirewatioand pl aced in the

fal |l opi an tube, o Do e gote
I ntrafall opi an upﬁgrﬁés%gi% th%%g@g%fgé:i%&&? ase InRIvItr s icali§:

: (ZLFT), inwhich the collected cytes
are conbithedrefrgeresipeanievels yrinaqvaiian sigyfafion, ?r)']'l?és %ﬂ"@”steﬁg%@?aﬁ’ ee%fo'?%g? e
fal | opi an t ulpgibitefs (e.0\EMMBSIOBBEmILS) IREE! SARRICIHOS RDiblt treraaoyatessl eazyriec Sper m

Injection (1C3l),. il.n.whi . j i h M ECi ' i ngle
1917 ' ol B, S0 okt oo
pl acenment i nandiestenegiopesansoguerd WeE|iTeysrsiie Ip sk efechpn HigrammatzseeRa@A Mt i on

(1U) . I ntrayigibh Rod pReentiy adrifitefed UMbst idpértshe tHeksé bit! propratese thitbitors weere whi ch

notile spermare she o ntrated i ] | [ a woman's

uterus. fher Ap@gED erBB%UP 'rl%ﬂ’itirfﬂ %%T?Ei%sr? a?ﬁl&ge?%sﬁ@é%lgg%l{ ﬁ@kﬁﬁé gbﬂt Qt i med

i nseni nat i on repfodsgtae mué gronp. A demgour efnhesterdidgharpmaiase Rabiisdsirerle. Cont r ol | ed

ovarian HypebaldBAlddARreb eI virpbotbrt BRsicRfi revetiPhnibiRig drbhatede iren ot her
s

10 ART procedures suc , enconpasse e congcept of delipera and
regul at ed i n@@Y ?%W”'é‘Pre'é'L‘.f‘ﬂfBr"Wﬂ!gaﬁgfgtr‘f,pmg‘sﬁt t“g?(es%err %F\éf’%vetadelﬁévggﬁé r|E @ar'\@of a
hor nonal respense intended to lead to the production of multiple eggs in
the wonman.s ovasi 10 j tion of the enbryo into the
endonetr ?8m ?nrﬂitggg%%{ﬁﬁgg%érn_e%"feﬂi{_qftﬁdvlgﬁbfég%th_r ovi des a net hod forfi npr ovi ng
the inpl ant at i ohisarefults rqyiewdn yife iprtiizatinsandgp vira maruealiop (RIBKGBTE Q" assi st ed
reproduct i on yhdahntitithé Srebnt invdntiod i itro féiifzBtior (OBT),in ¢doventidiiall useniovoBEk) or
ovarian sti mu|

ation cycles. for ovu ' L nduct 4 ' S OIRG
adni ni st eri n§® yd"’%%@ﬂy%éﬁ@\tye‘gm%snESJSWé?ggde&@g'ﬁ%yb%?éyugfﬁ nse'm alr%%s;aﬁgse
i nhi bi tor (Alnatdein thebetys Tee mdiuregocierare rajipvey andlartiized by a64iRgSP&EM Wul at i on
cycles, wher gjyd if (A8 1B2ERy.0f Al are selected fromanmounts effective to
reduce serum estradiol |eve 20 The invention als od of
i ncreasing the fﬂr"g’(f}’dﬁﬁti‘@?f’”&{‘m)g??ﬁ o RReeRRE '@\)\?VPW%%S? iugeeg{)r?mc'}g%'%ﬂﬁ%'{m% ol licles
for the purposelivetietreased sosengf gamasrtropkinsewfiesn cooparedwith B/Fraahriatheon in vitro

by admi ni st r%’i’éc?@urg.fwr%?\ sf%" dRLReHE ih heGRP&R8re Gnntturd SatFles @RaeAERAROAS €
inhibitor toa tenmale early

I'n one or nore menstrual cl es. Dom nant
follicles areahgferaleqvery ahgiout daydiornagral "i'rhf'%r HrEeers %P%“}%E'P%{M%}’s?‘ﬂi s
t r eat mentsoel igytipahematufee imeedinfiariatieSitbry.r Maturesvcyt@Sare thepdertilized indred pr event s
the occurrencg of oyariar St ks . L SevRioBéeionbl y
adm ni st er edngsor%t%{y W"%’g%‘g%g%f%deﬁ"“ g&&é}ﬁﬂ?ﬁ?lprg@@f@w‘sgﬁgs OF 0 avoid
havi ng a negdtfexite iameactith ealveystc eretvayeieme) (RGAS)y dhe adveRntaeasi Wtk Vitiider goi ng
COH wi th FSH gufifagén iV Betb@lited sioo@e b fbilitg bitigs seddeéduieqairenienis fripgitet

follicle nunbers, whether und oi.ng .ovul ati.on . i 20l

regi nens for 'Q@"'"‘ﬂrlf‘@ﬁanﬁtbgfaélfﬁﬁfﬁ@?qrefj?%ﬁ]eipots %’eiﬁgﬁi{&fé’g’%bﬂ%&ﬁ%ﬁ‘g aFab; onat ase
«i nhi bi t or3sar esubstentiallyseliorinatad, spetiallythfse pegorited avith gyaiien byresstigulaidver dai | y
doses of the graEREaSAssNhi bitor are adm nistered or a single dose of the
Al is adm nistered. In anfot S(ﬁ({f aspect thlﬁ) i nventjon provides a nethod for
*i nprovi ng the i Mpeameedurefer YMPeoaBnisasdfatNgS13P8s for fenal es under goi ng
assi st ed reproduct Memstiusieietrgts ivlutatbyqpoogesirses admi ni stering a conbi nati on
of one or nore dai dos . ), hibitor (Al) with a
plurality of dai’l ybﬁagoéjggﬁ'f/gi%: +=s(§>§g&é\{a?@nﬁpé{§gﬁfﬂ%§y%ege (FSH). In sone
comrer ci a40 f or m®@ oBloF®is drawntfenmatérng seromreb we OLWMP- nay al so be present, and
hence, the invention al so enconpasses daily doses of FSH and LH in place of
daily doses 5 WO 02/08320 PCT/ CA02/ 00522 of FSH al one. A particul ar
exanpl e of such a m xed preparation is human nenopausal gonadotrophin
(hM5, which is a 1:1 mxture (LU /LU ) of FSH and LH Anot her aspect of
the invention provides a pharmaceutical preparation for inproving the

i npl antation and pregnancy rates for fenmal es undergoi ng assisted

g, o o o . . Y



+ bel ow the size of

Anot her aspect of the invention conprises a pharnmaceutical preparation for
i ncreasing the production of follicles below the size of domnant follicles
for the Qﬂtﬁﬁzﬁf harvesting 15 i nmmature eggs for oocytepdpElpAdseN 1 n
vitro which conprises one or nore daily doses of at |east one aronatase

I nhi bi tor togef hgicyd Meteﬁh d?hﬁrcp@mwur &atrtuxarﬁmeet(abtca d?@rre"a{e%rls sebh &t

i nvention al so provides the use of one or nore | y doses of an aromatase
i nhibitor either YifH8R& or in conbination with a pI urality of daily doses of
follicle stinubatrhudanitneitaReoh®iotrbpip(HOG) NG00l ingive tb &e patieht psisgnancy rat es

tor femal es, in ovg.rr a'ﬂra%dn ﬁéé ﬁ’é%d% %pa |0|9%(J'ngt%al| Qggctr on, in ART, and
or

in a natural cycle nve I'on e use of one or nore
daily do$es of -atEggeetsevabmcarsdatatai@@gc ptliegtion dakep Ao @rﬁﬁmmo@e%f fective to
reduce serum egt g hgl've!stgd/f?rirﬁe]tqré’p dyrtgrareaartmd tnhﬁat@raﬁatuﬁédmfop£4 fidikd.i cl es

pur pose of harvesting i mmature
eggs for oocyte rﬁatf%ﬁhaPPPrdhqu}?‘e\fTWQieer@'eﬁrR?ftﬁ‘er‘s paparedier ipseinaigRnt i on

conprises the userr@fmézun-goggytggtareethgta;ehiyzed%wmof an aromatase inhibitor in
t he preparation of mpLov the inplantation and
pregnancy rat e fﬁ:ﬁ““‘?@t‘?ﬁl’se@mi?ﬂ@t% ”‘Ef‘faftﬁ Cggomat ase inhibitor during
ovul atiom i nduét i e ferdiidee soayted amyaultered fooanokieéf 2deys: eases the dose of FSH
required. 30 In cIe Xm icles
is stinulated Wi fﬁ‘gt’-’ ogré'ﬁJ o rILt]'ﬂeeg&ova Wﬁ%@e“r‘ﬂ“ (1% fioﬁﬁtej COH) ,
t he hi gh nunber c;fayfobpcrqyt@l"tsemmat@es estrogen Ievel s to increase

substanti al l'y. s Theyd HGre@eREhy&SbF G298 twoDNRteRydiB Yrd tFdnSi@@Ed inldand @bmase of an
LH surge fromthe pituitary. The sudden Increase in LH |l evels nay cause

sone devel opi ng deF‘PW%V@b“fetrt?kPiﬁ fewininesad ' PRIeSSot i el d oocytes. Ot her
follicl es megundarY oF BEdRVENDION r oocytes into the fallopian tubes) which is
undesirabl e for d prior
to rel ease, by é@@?%ﬁéﬁé nwbﬁl rﬁﬂvsﬁé?%e\‘;eﬁlug%bﬁpgfa ﬁ% ﬁﬁ ?Fe% ogPér%kgg er to
prevent suchgreyp, WPthQYﬁQJ@OVﬁeUHRPﬁ%F@WP%GtOfH}GS@W dneestrene QSEVOB%“ lgysleeiR t o

i nduce a st %&n&%fk@ded@%turee@ulgatubortnorew@ \ﬁﬂﬁﬂmcﬁthat@str@g‘éh@@@@Ifdﬂbwrﬁglppr esses

pituitary gon t rophi ns ven enous L

al | ows cont r'8$‘f°g @ugmﬁqtﬂﬁ’npg‘?ﬁ‘&g?ﬂ WE g ?qﬁsge '{'}Hd%t%hsc‘ﬁr%?)' '?Jécanth'gow%cyt e

col | ecti2m. @specially 824ro &3 2ontentrROI/CAQHE follHs) Vhgh compayeswithreonyeatienal ound t hat
estrogen Ievginﬁnaggfpp,gfgcg@cr eased during stinulation with FSH or a m xture
of FSH and LH, admnistration of an, aromatase inhibitor Besgause of the
decr eased estrddéﬁ’t‘q'%ﬂl'él% levels is hgnetipialin ImpRVIREPTEENAPELRUIsP MR B35 1SEG it ase
activity is mpppucisseestmenstt Thgese df erelatase mhihition redudes thessup@pmilologienge for a

natural cycl @vélsnof%s‘?(%@htdnﬁng%sggt% Pegtodual(/e %\5%!0@9 l:%%st@fnﬁ)rd\@\ﬂ%l at the

| evel of a post-nmenopausal even | evel detectable with
conmon i #unwiesiaian argdrediaecysrtes RSUFTRNERS: &@rr%@rfe‘f"%r\ﬁ‘@béy“t"ﬁ%j BiPEui tary
W Il not respsatmat tdhoamvidrbregra@ey thdrlaBy regegciraf thariskaof mokipla peeghdrtiebi A or can

effectively {eﬁgltrgﬁ:g ézk\gvelrlsrﬁ e | ?}q}%ﬁ%‘o@ﬁg?&%&n {he?lQIE gf%gﬁ"iait In sone

patients. ar Oy or 1s erred for use in the present
i nvention, 1pr@t$hibplﬁ%ﬂﬂ|&yﬂ@’0fﬁ¢ (QHiSHrat ase i nhl bitors may be used especially

t hose of ar OK§§|Q§@RE%bMﬁ\,Qﬁ§cdﬂay¢m (Arff erent half-lives. The aromatase
inhibitof_ is preferabl tas i nhi |tor havrnga

hal f-1ife of atﬁ?ﬁ'f‘teg ?’%?ﬂzgt“’? E'E)% 2‘%@&/@3 eﬁ?’B‘?%r‘% PlP%N% m ar ot ase
i nhi bi tors hteehnigges: hal f-1ife of about 2 days Most benefl cial are those

aromat ase inhi b, Lnro%eﬁmtaramﬂm{ rrgm.ap&cata@areIastatateanramrpﬂryer@atm liRks Bt ase
inhibitors. Mdire 15 detail, on

serp}cﬁtt t hat may be

used in the FYPHREGith sRErE '"tﬁ'F’@B%H‘étt ﬂgb%%rr?)a ?Pit%eeg'dé’ °Rhia sy &“ht

i nventi on appeas#inate itatillepiah Irdnsfet Procedive (GIFT)rer wisich oaeitederdapernt it have

* been fou t | e those
in oral ?%r mgorﬁlﬁ?esm'?%rc %ﬁgﬁjé?ogglatl%ggrtﬁg p%agéeésx%gl\é?doh@%h& éég?ljrgr? tﬁ|5 ncl udi ng

~ conveni ence fellepigsdtb®nt conpliance. Preferred aromatase inhibitors of those

© 20 that are conzvgbfa' Intrhfdliepian Trahdfer Procédifle (ZFB.Sih Waih the colleeted 0Bg)tes,arey Or 0zol e

d | dal
A omat ase. | nRVBPES I RE et GRSl b PR EERTBYR Blonn BhE! 7 0%

doses required for the present invention depend on the type of ar onat ase
inhibitor that is used. Some inhibitors are nore active than others and
hence | ower 25 ampunts of such inhibitors could be used. Typically, the
amount of aromatase inhibitor for the inproved inplantation and pregnancy
rates nmay be selected fromanounts that | ower estrogen |levels to about

nor mal physiological levels in a fenmal e such that serum estradi ol
concentration is less than at or about 10,000 pnol/L, preferably fromat or
about 300 to at or about 5000 anIIL |n a 30 fenale in the case of

o Y r 1 o o - Y



W O 02/ 08320 PCT/ CA02/ 00522 preferably adm nistered in a daily dose of from
at or about 2.5 ng to at or about 10.0 ng. Wien the aromatase inhibitor is
anastroz ferably, it is admnistered in a daily dqgse,@fefeon at or
about 1 %&?%‘ﬁéﬁ or about 4 ng. When the aronatase inhibitor ‘i;s vorozol e,

the preferred ﬂﬁh#ﬁoagﬁﬁic ?e{iﬁ HRcRibn tﬂ&aﬁ‘q}? H/Blc@eécﬂ o@%yté)& d@?éﬂ&'he@tegg

Exenmestane is prefera I ste or about 25
to at or abdb aﬁﬂ?g'l?@PerP’t‘éﬁ%F‘t“‘é‘{fcﬁ‘?“‘e“efdlﬁoa“PO"SB§lq"‘?%ég@sse@f’te?FPé aromat ase
i nhi bi tor wptaae,ﬁﬁnmmm@mtsloomewapmﬂnge on any of days 1 to 5 of the

menstrual cycl Most prefe nhi bi t or
conprise five @gfvvr'ﬂ%g'éem'"ﬁgs? MU'& hﬁ%a(rag Pél'ng‘%ﬁgﬁacsilo%uh osfgﬁ'ﬂg%géa%n% ni st ered
sequent i &l | yn whieh aptie srerm preefv@h«pctadorfcgmtmt@f altcttme#tﬁd/@t’wiwntoé womgglse dose of

Al is adm nighgred in place of 10 the nmultiple dally doses described above.
The aromatase [ nhibitor is preferabl dm nistere e dpse

sel ected from MHR5eRAWIcDenernsemingtio (%{-DBI”HRHV%FLJ‘L%PS %h’ﬂ?éﬁ‘:’? 9?“8“8 or about
500 ng and wbermftdmaa BGtdr ratheu thad from diied husblmsles of follicle stl mul ati ng
hormone range %Ei 095 r&#n&lﬂloﬂt(cgﬁhﬁpﬂﬁéd n@lgrgoﬂt’rgé tf&' lLWor R ofgui val ent

dosage in anot orm ot nistration used be any of the
comer cildl | )/"Pér\P&?qeﬂt'iPés‘tFP@HL}@:t%"°°mﬂﬁﬁsﬁﬁﬁ‘ﬁ§°’l§?‘?tﬁé?’i}‘b%{ﬁtﬁ aF‘%fF@H‘Bﬁ""Hant FSH. FSH
may al so be |meud>nldﬂs@efdvmauonv\mahormh tdesductidn{df 8 hemhaliregpotdarinteniey. The
dosages for o units
daily or i ts gaau' vﬁ? %rﬁ?&?on Sfﬁtﬁ]ﬂét eaeglrg? \ﬁ}'gﬁéj&" rﬁ%r?s&s\nﬁ%shaﬂp F\ogégdghpg%q%#n

adni ni st r at iabthelggibryg ifte hmeadeatrium.t o 20 about 15 days. The FSH may be

adm mt ﬁt e ed sirpnd| tharaﬁégaﬂwentﬁ;ﬁraadv@b@é »heth%ewmﬁﬁrwgltue m%@ﬂf%ﬁ&wridVe' y, Wi ]g h
or without a a er,_types o
ovul at or¥y i rﬂfgq“g”qylr?t?s em'eﬁﬁﬁ%%ﬂtgraéﬁft&ﬁ ‘{F)’Ff’délﬁt% E‘W&P ‘%E{.pr esent
i nventi on negiFT, esiuitie T@themh@(t)h‘l)lcms:va;ansmwat(oalcycﬂﬂsdorswalbtwnmthml\etsqh ol der
patients, ( ecoﬂtpns%%%ghn slﬂa?iﬂg BsulH feHARE bnah mdiE 85if uadds bt &Pétﬂ&%sé |hﬁt5§tcﬁ‘t or

about 50, nore younger 25 than at_ or  about , referably
at or about (38 d?’ﬁ‘gétss'ﬁﬁd %BEﬂE?PCt‘I‘IQ)’V‘i"%‘chF evasian stimyeatipy %’eﬁﬂﬁ‘e&%@%ﬂg ©f on,

el evat ed FSh\lemverRiet Aomaimounts dffédtive ﬂﬁmdace:cssaun‘neetcadm le¢etal e fact or
infertiljty) regu peutic
donor i nésoem na?ﬁeolhgén:ﬂgn éﬁjolpr&w&ts arHétﬁtgd &“tanc ?ﬁ@h@?&d%ﬁ)nw f]pl-lli_&)calsI e ?ner i<
i ndi cat ed. \AfAelogdareingnt lligles éor the Pp'ﬂ@ﬁ%?f rvystag iomeHrelsensigr oqcie "‘tﬁ“é%lpﬁ'ent S

may be appliigdirb By adrifistratin sm@loeﬁwoae%awsepéﬂaaregst of% BrigRaS@inhipidr i) 4 or By

t hi bi t th t t bst hi bi t
TR e PBhRRaRLR ouk i oGy BBes LG BB AR A el
converting ah@crogediandter. Eseferabje tiis tre@Bneit eimitadasche meed ivrtFSHSreatmenhave a

non- st ergy daéltoﬁe’the? afd e%r@@the eEaRbcR!of &tat.mw;ser%t.ma@m édHQQ) tee APE Present
i nventi on, non- st eroi dal ar omata, ors ar onat ase

i Di tors CHHIBY GUBI R 58 earik PR P il BF P e R So e S D BT ot oo
especi al | y trhegstive dmjpet anibe devalvpingiembeyodet er mi nation of the in vitro

i nhi bition of f

02/ 0832: 40 PCT%@%%’%@%%&%"H%&M @g’meégt gaffl”%% N@ Riogen '%Vv]?%ra‘és%rag%devrﬁtg ly

10-' M or | ovgher faﬂtale@ﬁ@Perwﬁ@ﬁtewdyrgwg 8VLPWBP '“FB%@'P reg‘f’l’?@ qr FPQW‘GL"PB?

i nhi bitiggn oArRmronmatase activity can be denonstrated, for exanple, using

t he nmet hods de crlb d.in 4 zynme

I nhib. 4, 169 re(fe_trﬁ ?5“0"\ ﬁto 1538‘[y|d8%|s %éﬁogm?t%sgégd’*bgt&%e %drRiE\istgteLdl n EEI tion
can be obt ai prefgrablyoa toakafrﬁﬁréewqr dailyidoses obshe@rqmart@eﬂnhmt@rmedm@@tpr&ﬁ|0tm met hod
relating to § @sglopmegf,stab@,n@m@er sion of 4-'4 Candr ostenedione to 4-'4
C-oestrone in cro t ase_ i nhibitors there are
to be understo&?ﬂa a%ﬁ‘ﬁ%‘? '5]’?%0%‘3[8\3?%?&'8%%%?03” RRICUAS IR ém?r[?rﬁ?tﬁ[]ﬁ{'%ffectl ve
*dose in 3¥he pagenoyfraten forifantelesrundergeisgadsistadvetrodiatiandreaentwhich ampliges| ess,
especi ally 1adm|4 é‘tgrlr%r éo‘?rﬁﬁtatlcm cﬁ’t)f?ré &hote Baily dBEHs!6FatQéast @rﬁsar&ﬁéiammtor

especially O, mat ase |n2 |t|on can

‘det er m ned, Wrw'taﬁaf‘r‘f%?'%y°fl5’9“ytq‘?éesf?flf‘?"l‘}{ﬁlsltl@”'ﬁ’éﬁgmﬁm[@ B Enzyne InhI b. 4,
179 (1990)] angsonsd mnﬁﬁhr@ahﬁorﬁgﬁfm gerddirgcotraoredLid) yay alse bagrasamntsdrgr ed on
its own or t : I ousl y)
15 to sexual ﬁ%%lg rrgﬁ"?reira' \:,’JgrngaI erra e rggé %é;l?ﬁé%%%ﬁ)é—(&{dq_ﬁ ggl%e gfl&?w@%ﬁe
fourth adm nistration, the rats are sacrificed and the uteri are isolated
and wei ghed. The aromatase inhibition is determ ned by the extent to which
the hypertrophy of the uterus induced bysthe adm nistration of

andr ost enedi one al one i s suppressed or reduced by the sinmultaneous

adm nistration of the aronmatase inhibitor. 20 The follow ng groups of
conpounds are |isted as exanpl es of aromatase inhibitors. Each individual

group . forms ‘a group of aromat ase |nh| bltors that can be used successfully -
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9 WO 02/ 0832: 40 PCT/ CA02100s22 pi perazino that |Is unsubstituted or | ower
al kyl -substituted in the 4-position, tri-lower alkylanmonio, sulfo, |ower

al koxysuw(p&yd gul famoyl, lower al kylsul fanoyl, di-Iowerp@d&xdsgkhamoyl ,
formyl; im norre hyl that is unsubstituted or substltut ed at the nitrogen

atom by hyd P al}u ﬁ?‘!éﬁ%?‘é’xanip%v@Euc"fﬂlajﬂ'ﬁ\%hy;}r%atloh%V}ﬁuhaﬁlrrke\% auQQenyl or by

am no; )E%I( ower al koxycar bonyl)
car bam)yl , BBW@P“%“WF §M’§H’Byﬁla1 éjm"‘é)‘ﬁ%p |y PidsHatdyt | cyano,
5-tetrazolyl, Ah’w'leb§§pebtllif ed iviention \wedvidas kphafmudirmtld:dl priepatation for improving

4, 5di hyd I | kyl
phenlyl }/I (r)\cl)ve aﬁ"f% tYon ?'88%%“ %a? rfFﬁE;ﬁXlL? urﬁigrg) ﬁ?ﬁ%%;%%@ Lﬁ{ﬂ i 0\7/e\Mrar aiﬁikyly
hal ogen, 5 hydﬁ@twnt qommsrmgame@x forel @Mosw KR relIPesioN cREPHR a5, effP@\XBr

al kyl thi o, Qh\%ﬂh&'fdr irR¥Y8Vin g)hlldléhltéﬁon BRI, ntal%yQate!s PRImaldd chbikab@utatdi O,
car boxy, the 7, 8-di hydro

deri vatlvesmﬁ‘I'%?réBQet eéﬁ’ah?ﬁéar@ﬁ?ﬁb’h‘i?ﬁE?CS‘?ta? P%/ﬂﬁr 1* (CHz)il Rz ~~ 6 ~ ~N~N

53 (I*) R- 15Trwhmreei|cm atsoi psov@es Iar a2wo G@nponeht parnha¢liticah grepatationdoras def i ned

above for fgp §gthe wgll nlpé%bﬁlgnooﬂéﬁl' F&ffatﬂe?for Feh‘%le@fégrﬂkhllswrg'dﬂg of r'ﬂokmﬁllyf adi cal s
P

phenyl sul fony m nonet P’ ))/
pheny! - ["8we dogasid) pR firpa ﬁ%‘”B’H%%%%F@”‘W@ e mLﬁ?@?fl?@'{ "‘l"ﬁ‘fpé%? eo‘fa"ée&%'st ituted by
| ower al kyl ,coﬂnenmronahtkemwraufy dpylailyabssg@ntoliicie strailatng poswink kegether veithconpound  of

formula 1* f th s C6 4 --R and R2 to be linked to each
of the saturpg?rmt?cgu“&g@aééég%feCgrggi)f the saturated ring, either both to the

same car bon at &mtiar agrectef the ieNentiaacemprises BIpOAMeeigal peanarawafpwa@eaﬂqgc ally
acceptabl e g ﬁr§ddch&f S edliclel BElbY ItHéts&le ocaﬁm@éhmfd)ﬁxclbahﬁt theRMrpbes Gihueastageci al

S (p- ot by AT BUIRASGh ERoRYIem AUaB " Ly it Bifie csBof Yoldeoossf st pneny:

)i m dazo[ 1, Seas] gpraratnatase ifbitor together with a pharmaceutically acceptable carrier.

5- (p-tert-but ykan, Y%ﬁ W&@&@W&Jsb &@Z&%@ﬁ&@d@@geﬂmmrﬁéise

5- th b t et d d d 6
(B ear géif}%}r‘@g&'wef?'@*"‘?f@@@PP%Wd&B%?H%%@%%@%%ﬂ?W%é “'?éng (%)
- car banmogkrdremytinproyify impBntaedr adyekgaamdy tateofpd fefaled, py ovedamstimublion 8)
 hodPor bl AdbfaM AR, gﬂﬂﬁgﬂ&@raﬁc JREPYr I dine, - (9)

hen i m daz i ne, (10)
cyanopheniﬂﬂg WEHSOFU@WP‘G‘#WM&%{SE 0 O'E]%WFQ)‘M%“OS@E 9f gt least one
o g |'2 8 ngg#aﬁétéseﬁnrﬁbn& iR ahRlfta byt torediagedetun® estlapir Ibwblg ¥er, indkéhsing\K

hyar oxy TR SR NGRS 8w v sizepldomineal bRy 508 PYPRSSY BRoiide, (13)
- f or ny| pinenatprg edgs Bor po@itet meturatigran w#red dazo[ 1, 5-a] pyri di ne, (14)
- cy agzophenyhoinatpaRbiwb hbérﬂmﬁc&n&ns@stﬁ@hé@dﬁbﬂé & rdrel agiRidbséa-crhpyr i di ne,

- cyanopHEAiFsesnhikiop R neprepRaRien 8f medicament foLMOrVe ted@p8ptatios 3t nyri di ne
(16) 5- (me@\ahmpﬂaefuyfe)mﬁa,sﬁ 7,8-tetrahydroi m dazo[ 1, 5-a] pyri di ne, (17)
-fornyl pheq- $ fgﬁé BIY 'dgrluﬂj vulgﬂo%)lnd ction cycles and cycles for ART

o &1 19)

- car banoyl phe yr|
-(4-tart el?@?%sa{?’ﬁ‘i’fl?éﬁf HFPé*nyI ) - 6 7 d| hydr opyrrol o[ 1, 2-cji m dazol e,
5H-dp- (4- cypARPBRIRY lin wiichinelddvgpapntiof mliagld folicled ismstidaiziat @ith FSH or

hMG (controlled ovarian hyperstimulation, COH), the high number of follicles causes
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estrogen levels to increase substantially. The increased estrogen levels may trigger the
release of an LH surge from the pituitary. The sudden increase in LH levels may cause
some developing follicles to luteinise and thus not yleld oocytes. Other follicles may

35 releass their oocytes into the fallopian tubes, which is undesirable for ART cycles. (In ART
cycles the oocytes are collected prior to release, by aspiration from the pre-ovulatory
follicle.) In order to prevent such an LH surge, a GnRH agonist or GnRH antagonist is
given to induce a state called down-regulation. The agonist or antagonist suppresses
pituitary gonadotrophins, thus preventing an endogenous LH surge. This allows controlled

40 timing for administering the hCG bolus and oocyte collection.
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10 (21 ) 5H5-{4- cyanophenyi )-6,7,8,9-tetrahydroi m dazo[ 1, 5- a] azepi ne, (22)
5- (4- cyanophenyl ) - 6- et hoxycar bonyl net hyl -5, 6, 7, 8-t et r ahydr oi m dazo[ 1, 5- a] py
ridine, PCT/CA02/00522

5-(4- cyaﬁl’%g 2é°r’fy 4) 6- car boxynet hyl -5, 6, 7, 8-t etrahydroi m dazofl, 5-a] pyri di ne
(24) 5-benzyl -hriftersaHpd RN %at@sﬁo%n%vbl@fcérﬂwaﬁcﬁﬁa@%djﬂﬁb diinhiabpwith di ne,

25) 7-(p- henyl ) - 7,8-1et dr Qi m 26
L LB A Vo e,
5-(p- cyanopmwtrpa@d&sﬂqmﬂwelsmwmgﬂqaabep@vm%q pAhancarereatéseragtivitgisol ) . (b)
The Corrpoung§p ?Jss%oo%g’fwg@n |ev@r§re¢r%§n'ﬂ@ﬁér’fbrrﬁgf rﬁn\x{%% a%eral-E i a%@@th?sl)ec' ally

t he conpounds ornul"a R~ ~ ~ wherein R and

Ro, i ndepend@giept ¢r W”Bﬁ'@wéf‘r\%lf’}‘%ratth&r“’é’e'égéﬁ’m)y%ﬁ"%aé*ﬁa'd‘fon?aﬁmﬂtev%{] REAY or R

and Ro at atjeaeendetetablEosithaioninn irtragreabszys. Bdchudetvé tledowee reirdgemigvéln whi ch

+ they are bo I g; wherein
st dro"%ﬁ’%'fa@ﬁem%%%ﬁ& i &1, Qlred eﬁﬁe%@&ﬁf'a‘ﬁ%t%i Riof LAY coper el ny

is hydr ogen)effmﬁvﬁ)ffeallak%ﬂlhe Uﬁﬁ“}flaG qigon@\/@antagwt In SPPG\B@Pe"éﬁ kyl, aryl or

?r yl -1 0\|Ner al kyhie dnldiafortdtade MWitods @ftyred fdﬁUséhhﬂfeQiréhe%n\&ﬁﬁbnRZ toget her are
ower a

1,2, 4
1,3,4)- f fBrF@Pat'ogs %ﬁ?r%?sedmbétﬂ@ "Bﬁyvgéﬁge%%sﬁ??'éuﬁ o sﬁet%&ﬁ%@c 'P%guro édl cal Sor
substi t ut ed hbyind diffeentaiblkires. Simeeramstesadnhibitonisprréerainsaocteddfont aremalen e

def i ni ti ons ;hag.kRevifds hé?i"\ﬂf@& JBBABIHA0SR to %upbgéwlm&rgﬁefér@olwbs'[ ituted or
substi t ut ed one or two substi tuent s fro “ﬁ%gb?{’& al kyl, | ower

al koxy, hyd@fﬁ?ﬂﬂtas?&h&'tmélhﬁ‘é%?h%&' ohAPPYEG, da)é?m i) @FF ?58; fI uor onet hyl |
cyano, car b axmatdse wenibitads lsestedifrdn ngﬂ stero@nlemoarversib:- érommaseahmwomarl\m«emyl

N N-dl - ﬁ) fgofdll 6 lh%%p%??ﬁ bmal at!a&la iof® ds“tﬁ%lﬁl\’ﬁ’éazlbelag&zlf?% matfRI Bl kY1 Sul fonyl,

sul f ano -I'ower al kyl sul fanoyl ; al so
t hi enyl, i nmwwatlowﬂ@wkaws crfd}e;nreseatrln\@n@nffpearwbe@lmé/?effm

PCT/ CAgzi Q?S'[ZZT@;) arérrﬁtaiélﬁiﬁltlalil?aélithatlfmﬁ be2h [&ﬂmb&iwrﬂw asdna oil’3 tadl canavhércially .
nonosubsti tut e over,, a ower, . al ko na _or an
phar maceut i @é{?'ggleioé@éﬁfeatﬁ?sg '%%rﬂfgmlv'\ﬁfevsgf%rﬁ 6% Sofg‘ééigl gvaﬁtageyovh%t@g%}r Sm t hat

group that rimsouding coivesianesmnadipalienheamylianseaPeeferied ajomatase InhlbltOI‘S of those

4-[ al phay( 4-y6y @%QBH]WA ally ;lelg&hg ﬁ"i%lgxlié’ érﬁgﬁ'&ﬂe] e IRSYBROWréole fhd eRerfedlane.
4-[ al pha- ( 3- yr| -1-imdazol Hét -benzonitri

4- al pha- (4- Apmasiy: mww% ﬁefp*fial@éq%?ﬁemhq'ér%mavbe
1-(4- cyan0phsad/h)thelprés’lent iAvatagol yl ) - et hyl ene, (5)

4-[ al pha- (4- - 6

4121 pha (4. oy SROBHERGeP 1Sfsgn Pl HEblS PyoisbhBart b RERARE) bbigpe ()
conpounds ofinffidtenthatds lllsedssw 'h'ﬁib@fﬁ are EPEWGMH“@'O@“GWH@H&B”% lewespeci al Iy the
conpounds ofan{dgﬁtgné{:ﬁ,ch inRibfor cbuld detidedRO R2 15 wherein Tetr is 1- or

2-tetrazolyl t sunsub3|tut tituted in t osj tion by
| oner al kyl E Y. (8 ol Q{WP asBj‘“S"g%@?r g 'W&F%eﬁ’ p%”ég?fpﬁfl
i ndependent | Wegm’anczyrla’cean'lav hesglectaddrogaarhpuntsdinat ipaar eatrogmle\eﬁlmy ebouh aermiak

unsubsti tut eg Q{) éﬁb@@él& HtaemeQ¥ sﬁﬁﬁ%é?%é(rumlééﬂ‘@cf ol 8bricEntdatiod1R 138 &Han af@H boXy,
| ower al koxycg | ower am no

kgl 2 o) “2BRIORDD PEi preciyanucon aihs Abaut Bias eCer shoit sSER R p 1
aryl -1 ovgar abkyib., in@Be eds6 oPificregsirigabe prpducticBof fdllicies Belbwdteksjde-df dovginard| kyl,
| over al kyl tfgl'h?ﬁ:es f'l:‘\EYAI %%&/ B%gfﬁmﬁ&t\é}ed n%ﬂﬁé] un® thathdwak Gstro ?én Be@RdofZ toget her

are straight-c ene at 1's unsu Ituted or substituted
by | ower al kW@"OP@H’SﬁHP‘@'Sdn g g -F-°( eFwiaihe EmQU’}Ser?ﬁW@ﬁ%‘(‘WS may be wherein m
and n, i ndepandedtby dafounts thallld@bBE levél loPeshagdn td atdr aBolaNdo fmalAl ey bene i S

unsubstltuted or bs n th Ll inition of
aryl bel ow, 'B?asé{’r"@%VS{i‘)éﬁEa’él"Wm gt%%{@r? %gbe?lﬁﬁﬂ}é iat%\f'ée"g(ﬂg\gﬂ;?ono- or
“di - subst3& ut theselsyilleg ipithe athd R and Ro, independently of one another, are
each hydrogen @farhQuess prdrdried; suﬁ&bne%oaagésae ésq.slrawewnerh sheetdmhmb rgitacent

carbon at ons, of the benzene re . a stltuted
“or substit utB§ePHed R E’?ﬁg %%ggm%r?é' f’mf“ﬂ Jaﬁ%??sﬁﬁai“%s ot "3?3& bel ow,
aryl 1 n the abowentdetherangedros der a@uphmgyd attohanout 0 masWihen the @rapthtase
substituted .h%(.b.fape bRk, fﬁula%%ﬁt'égmnﬁtefréoq}%fdg@ REOHBy %Qg&f?&ﬁbﬁdr' ng of

| ower al k |, 1ower | ower am no,

hal ogen,4& ri ?Q°Hb1°dﬂ%f°tﬁfp5 a'{%lh%)@ﬂ WogRdhe %{P’%tﬁiﬂ:%'? 'B'E?f%?l'etm(l%{ﬁl"rlﬁ) | ower

al kyl am no or di-I|ower al kyl am no)-carbonyl, cyano, |ower al kanoyl,

benzoyl, |ower al kylsul fonyl and (am no,7 | ower al kylam no or di-I| ower

al kyl am no) -sul fonyl; heteroaryl in the above definitions being an aromatic
het erocyclic radical fromthe group consisting of pyrrolyl, pyrazolyl,

i mdazolyl, 12 WO 02/ 0832: 10



PCT/ CA02/ 00522 triazolyl, tetrazolyl, furanyl, thienyl, isoxazolyl,
oxazol yl, oxadi azolyl, isothiazolyl, thiazolyl, thiadiazolyl, pyridyl,

pyri dazi Wd?z/[ﬁgﬂgm' dyl, pyrazinyl, triazinyi, indolyl, isg 1:)%9({ Nos22

benzi m dazo enzotriazolyl, benzof ur anyl benzot hi enyl enzoxazol yl ,

benzot hi azol ;%f%feragf?%mﬁ% afl |a365|1y ty REOEHR A4t il 25 modblbitR bfdut #916mg.

i soqui nol yl S unsubsti tut s Ituted i'n the sane

phenyl in t h&herdhe afomaiase ihibierys al@ﬁ*&ﬁ?@'e %[ﬁfafaB'Hd? 'ﬁﬁ@aﬂﬁe&‘éﬁ in g d@%‘@%ﬁf bl e
salts ][ her eofom At atvdud W dlg t6 angp@bid g nfgl Grmlehhlféﬁarmalgs{e ihHitsitor ivavgrobae, dheven

speci al nentj O 1 l;

4p[ a- (4-cya n%ﬁ ré?é/fall)/ g?s} $ fr?n(1 %t (;r%%tﬁl? ?A %ﬁ o)' Pifo’ﬁgé/ hgoﬁg%rﬁ&:t%'é i 1;891‘ %

1- cyano- 4 ( ladministered inya §aiy degg of ggﬁﬁ@%p@weat or(ap))ut 50 mg. Preferred are 1 to 10

4- [ a- (4- cyan@npgssek b tﬁéaﬁoﬁtata@é hilor ek BathhslPfdR efiting oh eny dfdhysTe sapmpounds

of formula I as defi n, Pat en l.icatl 91810110. 6.
These are estB%Eiea?tTtﬂ?P‘fyﬁ'S @'851?6%%8@3’3?%?@%‘%’% helﬂomaasal\%&b PERLF2in X is
hal ogen, cyaiwe daMobesrdWs,t prigferablyethe ddilk gosea mteaatoyisterpt sagubiallkyl - | ower
al kyl car bamoyl ,, y"olt\l\'eﬁj ekl 'forrﬂlokt)’llaﬁ@érffﬁﬁrQanle%&r 6f|A¢@raQﬁ\fﬁ%Yéred ﬁ}ﬂé&é)?ﬁy

| ower al koxy, a ox or ar erein. ar

napht hyl 10 eatf 'P\%ﬁal%dqsgs @ﬁ?ﬁﬁP&QlaP?"Gt ahe g@maﬁas%gg@fqr{qﬁrgaragly I ovver al kyl ,
hydroxy, | ahwadmuﬁktktz&yn a lilad;l@gm salﬁdléd)frorby!mbtﬁrlté ih treerramget dfi §rbm aYoriabowt Sgn@up
--CHz --A LN I 1m

1-(1, 3, 4-trl A yioput 5}’0(@ aé’d%régg%cﬁs“% ‘(‘Sje tgoy g&sééaﬂw&é T

Lﬁlatmgl tetrazolyl
or 2-tetraz ohtymone)riange fram ﬁWﬁb@é% tORt °faa|i>eu

upifscRs g ﬁﬁfé‘f?ﬂqn&d%ﬁg%'ﬁe anot her,

are each hydgQaHRPforh @MEdmidbtkatibn.or a group -- --A as defined for Y, or R1
and R2 t et her_ ar row so 25
that onelo( t nd"EaHuPemaY bﬁfnwﬁ’ﬁhe@mwsm&"vg?vshwe Foggrs, Bhbdid el

further provasiretdmttinanhFH.gFEHmay-alhide usell img famnwiiehi ingudss LR%LM'”'RZQ A is

other than 1pj qQ)zoI yl when X is brom ne, cyano or carbanoyl, and with the
provi so that |nagrou --CH. 2 --A as a neani ng of Y, Als ot gr t han
1- I mi dazol yl W& dxsqggsrwféa@ﬁvwgﬁ&m@t%qbe%} twt%b%ﬂyﬁi?odﬁéﬁ AHA B s

hydrogen or kquielengihloyHer delinty pivas wiitcihel bénba lof ydnsicistegivabeing fsah &tut hier eof . 30

(19 V7030, R 0., T Aoy B i %E%Pf[@’*‘%@?”%‘ﬁ&\ ﬁaﬁ% onE! S5 e
7- cyano- 4- ( 1conspeiively. wthetwmoytazga@ %Wﬁ"b?‘mﬂ @éweﬁ'%r.w'
7- car banoyl - 4- (dthéﬂfyﬂéabﬂé\wlam lhﬁéhﬁlgz'uh&hﬂ‘lalyﬁé hﬁét@@hb@édﬂdéﬂlﬁe w(tl'ﬂthe present

7- N | oh b 1 d | | b f
i 57 (e TINerER BB HELAE PR ope TRt e ply BRI Peneo
Appl i cation 8@883h&0atpr alic®t 35, Weferdy w8ager han Thersbow 58, reerp esfesdllyyouhger
conpoundsg of J{?ﬂ%m’rla@?ut 4’3‘ng§f pBFere(bl\P a@u %Q?:laQQ atzc?f aEOLWQQ)r |@drébs%@8as@m¢et ed line

denotes an addi tiona or ng add ?f 31%4 @%JP
triazolyl or FEPP%P?BV?}P” tﬁB‘?Yé@ﬂ §|”é’°’é"ePV '@" rﬁ“ °(‘5"d8‘ﬂe 3’?%’??]""%’3 A3 ECPhose
radi cal s bei fiferiling wdegiring W @dtrauterve bséminatioaflord D! (tearapputiadawsingeminatiomrin al ky|

or by aryl-I|gwer S%Mtlkgé'u@'aﬁﬂq%%alek ;Isqudl%gMcar bonyl, car bam)yl

N- | ower al kyl'car ower a ar }/ N- ar | car bano

cyano, hal ogen, WHWP@W heﬂed%\@PfeéﬁbWMmaa §ina, to5 fEsRtBANiSIR °ﬁ§’p'éﬁd)}? 8%9“ | ower
al kyl, tugopfl uggmglayd;rog[atear yl -1 ower al kyI and R~ and R2 i ndependent |y of
one another re_.eac ogen, | ower aIkyI | ower alkoxy, hydr oxy, hal ogen
or trifl uoro&é‘frﬂ@tﬁse @Piﬁﬁgéel ng phenyl or naph each of which is
unsubstituted oBY §maﬂem*@ni°'l§yth9’ﬁ@fﬁp bﬁW%ﬂM%/ﬁ”Pﬂwgthﬁ? ighbitthe gr oup
consi sting Ofeniﬁﬂedrorﬁétlééﬂ (esttdR¥PEynBletagywhigtyid e dhsibFbiO@aeritiythndrogens to
trifluoroneth the proviso that neither Z nor Rz is hydroxy in the
8-position, & EPQTBS phar maceutical |y acceptable salts thereof. |ndividual

' corrpounds35f r om Aroaiiatage obibiterk enay have doenglevaidal spresieraidalmbemicalstrugtwe. (1)

6- cyano-1-( 1- I I
6- cyano- 1.[ 1- A g&%ﬁ%& e breg’enilrndérmm bgﬂﬂﬁglglg??hoggﬁ%nﬁgt&éenigh|b|Eo§s) and steroidal

“6-chl oro- 1- (P"Wﬂ“?f&i@“im)scha I‘ﬁ‘?‘?ydronapht hal ene, 20 (4)
6- br ono- 1- ( 1- i nBylanmiaidse inBibHorsl iherecirotodp hintexbtestespédidily THoee sdisiaocasdisat if

formula I as deflned.l Q)f ﬁ‘@lﬁ?trf iﬁf\ipi%r\ SRR R ia&f\‘/itf’%fblits?@sa Qaiuesf $6° AP

especi al |y the conpounds ornmul a




RRr Rz- ¢ Rcn x 25 wherein Z is a five-nenbered nitrogen-containing
het eroaromatic ting selected fromthe group 5-isothiazolyl, 5-thiazolyl,

5-i soxaz xazolyl) 5-(1,2,3-thiadiazolyl), 5-(1,2, yl),
3-(1,2, 59‘%‘#” ?éi@olyl) 3-(1, 2. 5-oxadi azol yl ), 4-isot hi az'e‘?ﬁ?%%%

2-(1,3, 4-thi 3 oud dop °'%Sy 19 m 1'% 53963;% 'iﬁ’éz&m'a fr" é’a%'o%fdg ézgp)ic'a 1T o) yl)
and 5-(1, 2, 4'°‘G9<rad| azol yI) R and Ro are hydrogen or R and Ro together are
a benzo group trhain vitko numsimsifiaiomafade adtivisLdas b e erbtrbted | fovexampib kaging | ower

al koxy, hydrtﬁyﬁ(ethﬁlés deschty\g Qot?%e 2@%&69@?&4?4%% 3 E};\%{rﬁ)gﬁnlboz{ 1%

trlfluoronet
hydr ogen;5 RZ(W@)H?GM@}EInled \@JA@IS foaawmataefﬁ lnbh@ﬁ'y?antWabtﬁmd{fﬁrsﬁ}a@?'ﬁ'Eut ed or

substituted o IB)DX\GHFecBérlS&’L]ct |s$lé)ﬁwrme@f{oh@é1é‘hng IRy iRigoh of iR RE@sior dtlf't gor omret hyl
or by cyano; i.dene; or Rz and R3 together

re me
are --(CHz) 3a"dr°sggﬁg?3‘et§%d eﬁtﬁ)ae up@ggfaﬁ%]}algp%oégng 'group =CH - ( CHz) 2- -
wherei n the si Mylaeorhaaee inhibitbisrikezelaredo behendprstond mostraspegiallXsubstapgesrior;, and X
may al so be ﬂﬁb@ﬂ@%.ﬁﬂ#ﬂﬁ’rﬂ eﬁgct@é‘&’osg% tEQ%teQﬁE vﬁ/B%roma(a@E'%%ltlon O nig7kg@hd R~

and R3 together are a group = (CHi arrraceutlcall%acceptable
salts th#}eoss P?RPP\?“BHE@B/"%%‘E%W&E”* Yo THke °@?§@ﬁdmﬁ’é¥esﬁ‘é‘iﬁ haO4i ven
Zp[eci <(51I4 ment im@iRg ar1@ss. (1 ) : I 10 (2)

a- cyano
4-[ a- (4- czanogﬂgn %%m%-a {%% hé%rg ansog d?%%%%é’ﬁ?%grﬁptl ?ﬁg%ﬁg?% heffod
4- [ a- ( 4- cyanisphérmpeymsinhij 4&ﬁ5$ {19 1n94r?simﬁ@mﬁ39mg/l@ supayfaneously) is
)1 g 44Céan08h€dﬁfhl)steiadl(oﬁ1tb BivR80tbyditer @Ath il 8@ atabSihniBitd: YARAR ot subdutasc@uy)azol yl

i hydrona a

b cyano- 18 ( ARG FTHHS il e ZHR F dae ANgehe Byt AR RIGs of
formula VI astakeé saeificadranSiiesderRae solatedpnd WeighadoThe30d4ta®-ithibithhése ar e
especi al ly tg&erﬁf?rfm Wy atlSexdht tBQ\VthHltl% hberPdorg of fre Werls ifRicEoytherein Z is a

five-menbered nitrogén-containing heteroaronatic ring selected fromthe 20
group 5-i sot ﬁ‘i”ﬁ'E'étF%ﬁ'P“ °‘59rldFﬂS’§26q"§ﬂe alage fsYRRISIREY P ’egu%agi&ef!m”ta”ews
5- (1, 2, 3-t hi aghiaigwdtivh bt théafohatis8inbisigdi azol yl ) 3-(1, 2, 5-t hi adi azol yl),

(1, 2, 55 xadi I | t hi adi azol yl ),
(15 328 a a8 Ripmagich ié)éﬂﬁ?ﬂhé%ffgigké?3*%84%%°5§é*a%a%. 220l yl ).
(1, 2, 4- t hi lbbigre| Fach Iwustqrqupzormmp@zanoma @se Rhigirs fkat gan de darth
hydrogen or siiRcad¥elifRM afce@eénhewnafhep@saﬂrment@houp that is unsubstituted or

substituted ower kox en or b
trifluoronet %ITLe ??W%"?%‘%N%'ag'ﬁe ?@ fmecdH” g%%fgggogrod'?ﬁﬁﬁ%rﬁgspeﬁgp& s

hydr ogen; Rz thesompolsrdgefformuader al kyl or phenyl that is unsubstituted or
substitubed by |ower al kyl, |ower alkoxy, hydroxy, hal ogen,
trifluoronmethyl, aryl-lower al koxy or, by aryloxy; or R~ and RZ together are
nmet hyl i dene, and W2 i s hal ogen, der Y, Iomerlalkoxy, aryl -1 ower al koxy or
aryloxy; aryl in each case being eny S unsubstituted or 30
substituted by | ower alkyl, | owet—al kox hyddoxy, hal ogen or by
trifluoronethyl; and pharnaceuthékiy % Bl e salts thereof. Individual
conpounds fromthat group that may glve peC|g% mention are: (1)

bi s(4, 4' - bronmophenyl )-(5-isothia I)netﬁ%nol

bi s(4, 4' - bronophenyl ) -{5-i sot hi &ol yl)) met hane, 35 (3)
bls(4,4'-bronDphenyI)-(S-thiazolzl? t hanol , 15

3-
4-
5-

Ry

wherein R, is hydrogen, lower alkyl; lower alkyl substituted by hydroxy, lower alkoxy, lower
alkanoyloxy, lower alkanoyl, amino, lower alkylamino, di-lower alkylamino, halogen, sulfo,
30 carboxy, lower alkoxycarbonyl, carbamoyi or by cyano; nitro, halogen, hydroxy, lower
alkoxy, lower alkanoyloxy, phenylsulfonyloxy, lower alkylsulfonyloxy, mercapto, lower
alkylthio, lower alkylsulfinyl, lower alkylsulfonyl, lower alkanoylthio, amino, lower
alkylamino, di-lower alkylamino, lower alkyleneamino, N-morpholino, N-thiomorpholino, N-

9




WO 02/ 0832a0 PCT/ CAU2/ 00522 (4) bis(4,4'-bronmophenyl)-(5-thiazolyl)nethane,
(h) The conpounds of formula | as defined in Swi ss Patent Application

39231 90- 4y §he3si0ar e especially the conpounds of formula pepcRpdddr Z- C X
| RR3 wherein Zis Imdazolyl, triazolyl, tetrazolyl, pyrrolyl, pyrazolyl,

| ndol yl, i S;})spaﬂaginp hat e%ﬂzabea.tg@&wwe aR?%PQWt@dZIR il .o ARG @20l V1
pyridyl, cf yrf qui nol i nyl or
| soqui nol i nﬂk)/'aﬁ‘mmph%’éf@ '?VAQH?US%%UW%Y‘ rﬁg'fﬁ‘%ﬁ?(ﬂé’&’e(/?'éylstq‘f@l’?y‘ H’é'Pé’Frocycl ic 10

r: Egr‘ aﬂddabikylbhlmylr mdw:amonhethmnamas.uhmtsmtua ecsubstitgetbat tthe nitkazen btpgi gzmer
r n
al kyl) hy %§¥18qr0>8/\r’1\%wela alk Xdeer gl'kgr%glnff Lm%yalyé ,ﬁ’i‘ Hy%r%n%W&/ol %/% a

| ndependent | or R and
R2 toget Rer aieeoyCBen2o4l, aarkcwdmer alkpxygarbenyk gargamel levriglkylearpamaybdti t ut ed or

substitut ed @gr 'amﬂbé}@érﬁ‘&ill Redne V- feﬁézo?y[ Mhsubﬁltutéd &M@Wé?gﬁﬂrsubﬂﬂlﬁéd 43$ kyI aryl
or heteroar yI an carba

r alk
N, N- di - | owerditygrozr WF@%{PB@WY‘H%”@ %ﬁ&ﬁz '%Ingfﬂgg?ré%"%ﬁr%gwe"y "I ower
al kyl enecar tmkybyérbmytlmmerahxyleldwémlkoxy@arbpnyl lo@er alit, halopi, hyqroxmewerlalkow is

hydr ogen, e% Wor? %(%\6@ Io@!elj(afl\p +ph&¥y¥ﬁl~?@é Mﬂf?%rhgmxl w&" (1 ower

al kyl - substl car a - | ower a kyI car banoyl )
N- (1 owerOal I«%'}ﬂan%ly@t‘iaftt%ééowf’f/élf‘@%(F%%”)" qr IAeer a‘h‘?ﬂ? I@&F {§=Alifygro deradves - | ower
al kyl car bamydreof/nariyd eaipoante t formilidy dr oxycar bam)yl hydr oxy) | ower al koxy,
aryl -1 ower 20 al koxy or aryl oxy; and wherein X is aI so hal ogen when Z is
i mdazolyl, triazolyl, tetrazolyl, pyrrolyl, pyrazolyl, indolyl,
i soi ndol yl, benzi m dazolyl, benzopyEHpbl yl or benzotriazolyl; wherein aryl
i s phenyl or naphthyl, theseRp di/éal S substituted or substituted by
from1l to 4 substituents fromt grou ting of |ower alkyl, |ower
al kenyl, | ower al kynyl, |ower al M to two adj acent carbon
atons), C3 -C8 cycloal kyl, phenyltower al'kyl, ﬁ enyI; | oner al kyl that
is substituted in turn by hydr | over Al koxy, phenyl - | ower al koxy, | ower
| kyl ami no, dI -l ower al kyl am no,
yl sul finyl, |ower alkylsulfonyl,

al kanoyl oxy, hal ogen, am no,

mer capto, |ower alkylthio, |

car boxy, | ower al koxycarbonyl moyl , N-Iower al kyl car banoyl

N, N-di -1 ower al kyl car banmoyl an \ by cyano; hydroxy; |ower al koxy,
hal o- 1 ower al koxy, phenyl -l ower al Raxy, phenoxy, |ower al kenyl oxy,

hal o-1 ower 30 al kenyl oxy, | ower al kynyl oxy, |ower al kyl enedioxy (linked to
two adj acent carbon atons), |ower al kanoyl oxy, hen¥l-lomer al kanoyl oxy,

pheny! catSborihessiyn 'Srﬁeﬁc%ﬁt%“ ang fle ANhR4EfE ?ﬁﬁ‘if'“e‘b?@*@ fosmela L dbRPBt hi o,

pﬂeny: t h: ]9 ddam@né f@ltﬂ"eydh%h';h fmgwlthe rachl@wdnehﬂywanywxywhswmnambtnyl benzoyl,
phenyl sul fi

|
Pheny sul f orRenEep gt Phéneyer g RF Bigoy it e St filpd & Wpsttutes
cycl oal kyl anyrieyergliginipiver alivay ordlyloglogen i 6eing prssipleama aempadind goimpled? for

al kyl ami no, b Vbstldne cM, plmgae/cmpfbaennkléb kRF ofthé ¥AtorbleR BEBY atbRyer
al kyf am no; CI/ CA02/ 00522 eneani no or | ower

al kyl ene¥m nl%?erﬁa&ﬁ’?tﬁ%'f"@de'ﬁv botio the same carbgp a!°ml\ﬁb°t%lt‘( a,h%rP%t AR 1
hydr ogen, | catens ahkyharmacdey acab;kcalﬂe)ydlt)stherm\er al kanoyl am no) phenyl -1 ower
al kanoyl am no Al é} & Qfmﬁélﬂ%fr?n?)ﬁbe |@Pf%rpe@éllﬁ‘?éﬂﬁ%l ,.l?repé}gnyl -l ower al kanoyl ,

phenyl car bon ower al koxycarbonyl, carbanoyl, NI ower
al kyl car bano Pé’ (R\PW‘EﬁhQBY'X"HS\%?P“aﬁ ?J@M”E'&f" bam)yl N, N- | ower al kyl enecar banmoy! ;
N, N-1 ower al dzy‘s-@paaﬁ@(ybaﬂwlpherryt)mdaum Sd]dyyidine, O-, --S-- or --NR'--, wherein

R' is hygrog anoyl ; N-cycl oal kyi car banoyl
N (I owerg:'il k@?s épu??a\iﬁoxy&{emg )'m?JaF%?Pgiﬂy@ r#éeétr barmyl N-cycl oal kyl - | ower
al kyl car banoi# S-(Netbytyemingcarponyiphershinidazeld, 5@}R¥T'@ia¢ kyl) -1 ower

al kyl car banoy) 5- d\bthe,s@ea}w%haa;mwm N‘tr@l’ﬂ@ﬂﬁfﬁ@&o mabyalnbyl car banoyl,

" N-phenyl carb ano, X f sul famoyl, N ower
al II?yl sﬁl farm@?g)(ﬁ\ﬁ@%ﬁy&leﬁggkg%@t a@mﬁglg}%ﬁ?{ §r?ﬁ’ f\é)rﬂ)%enyl sul farr)[/)yl t he
phenyl gr oup§) &< carbameyiphany)ies, & 8Hedrahytdraimidgzofitf, 5-glhwitiie, and napht hyI inturn

" bei ng unggibsigh E1i. @,g,,)gye fo‘mrrah)td%rﬁiqa 1,8-QPfldindl Kyl , Power al koxy, hydroxy,
hal ogen and/ or ‘%/ tri heteroaryl is indolyl,

i soi ndol yl , {9&f: mmﬁﬁﬁylpheﬁé'%l%%[biBlde'“ebenzot riazolyl, 15
benzo[ b] f ur a1} 5-(eaaaihehy,ediydroilbiazdkaalplrdineor benzot hi azol yl, those

radi cal s bei 1 to 3 identical or

di fferent su@gkﬁﬂﬁ@ﬁﬁéhﬁﬁﬁgg?géta ﬁé.%ﬁggaéﬁxyﬂﬁaﬁ%droxy, | ower al koxy,
hal ogen, cyano and trifluoronethyl; andqgharnmaceutically acceptable salts
t hereof. Those conpounds are especially the conpounds of forfula | whereto
Zis 20 1-imdazolyl, 1-(1,2,4-triazolyl), 1-(1,3,4-triazolyl),
1-(1,2,3-triazolyl), 1-tetrazolyl, 2tetrazolyl, 3-pyridyl, 4-pyridyl,

4- pyrlnldyl 5-pyrimdinyl or 2-pyrazinyl; R- and R2, |ndependently of one

I Y. .

oy



7 WO 02/0832=40 nitrite, (9)

(4-cyanophenyl ) -a-fluoro-(5-pyrimdyl)nmethyl]-benzonitrile, (10)
(4- worpaaeny! ) - a-fluoro- (5-pyrimdyl ) methyl ] - benZOﬂPéf/CJs@z,/ooéibl )
(4- cyanophenyl) a-fluoro-(3-pyridyl)methyl]-benzonitrile, 5 (12)

ono- 4- [ gq4) gmg&e%% Merﬁ/r)fs,dﬂﬂé Rtrbydhdithidaepl, s.bbyRinay | ] - 2,

a-
a-
a-
;
I met hyl benzo[ )

r ono- 4- [ 419)4: EﬁW&S‘B'PFé‘M PP efrayrgimidazel S-2eyiding, o) y1 ) met hy
2, 3- di met(i)lskpryzariobhdnyi)-Bmeti{(yltid-5,6,7,8-tetrahydroimidazo[1,5-alpyridine,
a-
a-
a-

1 b

(4 by ot SHBELoBicyt SetckyaBihl Sl B e peBabldneP, 0, §)
(4- éyar(ﬂ)@ﬁe(ﬁsawn%hﬁ(”ﬁ)ﬁ 6.8 Pf’%@TWF'YW@UI@ﬂ]’WB@ﬁzon| trile, (17)

di et hyl 1A5|§(p.f({r4w|gy@,lgmpmmi Fabyfidine?, 4-triazolyl)methyl]-7-cyano
PCT/ CAO

benzo[ b] f ur,an,
a- (4- cy;r{@ﬁe(ﬁﬁﬁba?"gy Pﬁﬁr’?'&éﬁoﬁnse?]ﬁwd]nebenzon| trile, 15 (19)
a- (4-br or{m?jﬁélr@fﬂ)ter(tsutpiym|nn¢adgqnylnmnm5)—|6]7-mﬁ@9qulq[1 Pﬁlim'é%))
I et ] 2ty 5 iyBRARIRI ey b8 2R Ny ] - 7- T oo~ benzol b fur
2, 3- di nePhy | @RBHE-(cva0eRABHE S -§-tefrapyproimigazol1.531878AN et hy| | - 7- br ono- benzo-
[ b] furan. (i(p2)BA@-cearvpbenyl}s-etifoxfoarbonyimethylds, tefdtrapgiraimidE|K5-ajpid)@3. These

are especi al (béﬁt@%yﬁ%gp&gg(a%a%gwaWQ ajéjgigir&%rom@?ézo[ﬁ@-a"fpﬁ&n& wherein R~

I s hydrogen,
al kanesul for(911 5a‘?ﬂﬂ7-¥|{§ f-syanpeiieny s, drtetiptwarainidazal ] 5salidﬂd'“%:~z alkyl, C.2 -C12

1
4-1
4-|
4-|
7-b
3- di
7-b
1 1-
4-|
4-1
4-|
2, 3-
- be
4-1
4-|
2, 3-
an

gﬂ k?}?yl | CZ 26y7-@ldy é(rfbﬁheny@% &m@tr%dmﬁﬁlbmhl@lﬂp){rﬁ&e, a)l Clyg oa: kenyl , C3
C (0]
cycl oal K%ny?&éw éirbglnlg lﬁ’enﬁ&}’sﬁtetﬁﬁ%% é)a%oﬁ%@]&”ﬁ culfo or - g— "

sul fo, C
al kanoyl or (@7~)5(@-GYQMQHWB@I6ﬁ7o$r§eFfaMtP"NQaZi°fs1 m@gyr@g@,ﬁ—%\dm@d) C~ al kyl, and
salts of th0<]5 W@HW&%M@/M%%@W@@ oha.oRedRE egPoBibIy thdrat may be
gi ven speci a mantlon ar 3
1- (4- am nophAPPYNIS offmNia | 3. azab| cycl o[ 3. 1. 0] hexane- 2, 4- di one, (2)
1- (4- am nophenyl) - 3- n- propyl - 3-azabi cycl o[ 3. 1. 0] hexane- 2, 4-df one, (3)
1- (4- am nophenyl ) - 3-i sobutyl - 3-azgbi cycl o[ 3. 1. 0] hexane- 2, 4-di one, (4)
1- (4- am nophenyl ) - 3-n- heptyl - 3-azapi cycl o[ 3. 1. 0] hexane«B, 4-di one, (5)
1- (4- am nophenyl ) - 3-cycl ohexyl E 3-azabi cycl o[ 3. 1. 0] hexane- 2, 4- di one.
18 WO (12/ 08320 PCT/ CAO%( 522 The conpounds of fornula | as
defined in EP-A-166 692. The5|é are especr &FF e conmpounds of formula I R
R~5~R R3 / \

Ro

w
|

20 Rz

wherein R and R,, independently of one another, are sach hydrogen or lower alkyl, or R
and R, at adjacent carbon atoms, together with the benzene ting to which they are bonded,
form a naphthalene or tetrahydronaphthalene ring; wherein R, is hydrogen, lower

25  alkyl, aryl, aryl-lower alkyl or lower alkenyl; R; is hydrogen, lower alkyl, aryl, aryi-lower
alkyl, (lower alkyl, aryl or aryl-lower alkyl)-thio or lower alkenyl, or wherein Ry and R;
together are lower alkylidene or C, -Cg alkylene; wherein W is 1-imidazolyl, 1-(1,2,4 or
1,3,4)-triazolyl, 3-pyridyl or one of the mentioned heterocyclic radicals substituted by lower
alkyl; and aryl within the context of the above definitions has the following meanings:

30 phenyl that is unsubstituted or substituted by one or two substituents from the group lower
alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, nitro, amino, halogen, trifluoromethyl,
cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkylcarbamoyl, N,N-di-lower
alkylcarbamoyi, lower alkanoyl, benzoyl, lower alkylsulfonyl, sulfamoyl, N-lower
alkylsulfamoyl and N,N-di-lower alkylsulfamoyl; also thienyl, indolyl, pyridyl or furyl, or one

11



{n wherein R~ is hydrogen, alkyl having from1l to 12 carbon atons, al kenyl
having from2 to 12 carbon atons, |ower al kynyl, cycloal kyl or cycl oal kenyl
each haviwgoedgsese3 to 10 carbon atons, cycloal kyl -1 ower apdgybaddansdg from 4
to 10 carbon atons, cycloal kyl -1 ower al kenyl having from5 to 10 carbon

atoms, cycl Qalkedy |IasI rﬂ&ﬁfen@d KeYdrod)a rékgcaisr rﬁ&ﬂoﬁuﬁs@tuﬂe@ b§ %(ngélkyl%v@? ons, or

aryl haV| ng from®o6 carbon atons é % %/ havi ng from 7 to
15 car bon at3Ry cﬁa&@ﬁ’@fh%}\?ﬂe&?”?@hﬂﬁ'@&%??y ?%afaBP 5§[ 528 P¥ut ed by | ower
al kyl', hydr oxy Individugircombdundy frora that grmyp thatmhayde givemvepecial ioghtaniareo, di - | ower

al kyl am no, ac AL hydr ogen, |ower al kyl,
sul fo, Iomr?)a%lﬂﬁ@ ‘fc FIrﬁgv@ IIT( g W%bg%d'@ﬁl fonyl, R3 is hydrogen or
| ower al Ryl &)rﬂ:l[aIRha-l(%mIﬁ'QItIt)ﬁg'EHaZCI'SﬁmﬁﬂﬂyllaheR%mt”'?JhenyI or phenyl substi t ut ed

15 ?y_ --N( Rais)(ﬁabpham@yaﬁ@dehm L eI Reblyim retapht m&mrﬁezpr! gedI as Iowe(r]I f
containin atons. Individual conpounds from
t hat groug Rﬁ)eﬂt&rfﬁﬁn%b })\ngﬁ '8‘{‘1%??"31 A%i on are: (1) ™

1- (4- am nopHerdrlalpha-{(feyananinhyBl-E 2xblriezatioyedykbdnzptitsist ane- 2, 4- di one, (2)
1-(4-am nOpnﬁwqa)phgiﬂ%hydheéﬂ)a@ﬁmdﬂﬁl@ﬂh i@éngzorﬁtrlllahept ane- 2, 4- di one, 20 (3)

1-(4-am nophen -3-n-d azabi ¢

1- ( 4- anmi 'opH&h F)°°@‘P%‘9‘EF8H‘@WI3 '?Sgﬁfg%fjm 6%9,&?391%) éﬁfed‘?‘ﬁé’ecﬂglll?r%ﬁ one {5)
1- (4- am nophempbyndsotfgehwniexyl met hyl - 3- azabi cycl o[ 3. 1. 1 ] hept ane- 2, 4-di one.
(k) The compounds of formula | as defined in EP-A-356 673. These are
especially the conmpounds of forrmula | 25 N~N wherein W(a) is a 2-naphthyl
or l-anthryl radical, wherein each bBrzene ring is unsubstituted or
substituted by a substituent sel ect rom hal ogen, hydroxy, carboxy, 30
cyano and nitro; or (.beta.) is 4-fyrl 2-pyrimdyl qgr 2-pyrazinyl, each
of those radicals 19 WO 02/ @83/0 PCT/NFAO2/@J622 bei 92 unsubstituted or
substituted by a substituent se“i/ ted frgm haI ogen, cyano, nitro, C- 4

al koxy and C2 -C5 al koxy%gtrrbon pRar maceuti cal ly acceptable salts

t hereof . | ndividual conpdunds om that drrep that may be given speci al
nmention are: (1) 5-(2 -napht hyll) 5,6,7,8-tetrahydrol m dazo[ 1, 5- a] pyri di ne,
5(2) 5-(4'-pyridyl)-5,6,7, 8- teRzrahydrm m dazo[ 1, 5-a] pyridine. (I) The
conmpounds of formula | or Ia as defined in EP-A-337 929. These are
especially the conpounds of formula I/la ~ (1/la) N\ i ~/R2 NCH\R 3 10
wher ei n T~ ishdnginiTetgisr; onfetetgdolyl thaths/bnsulpsatituted or syirstijpted yi the dpogitiaopyl , but yl ,
hexyl, octyl Ig\ﬁéjr‘aaﬂy phém%w&%mywdr by IaM-:I é?sba%zsw R arfd/I%' me@;sw&m%mﬁg

cycl ohexyl me g\ benzy benz g
5 O 4 el e cpo R SarTOPUANA B U R PO BY Mo
al kanoy I thalbwer&lkmnﬁmblsgert tdrbaky Ooweraikoxycarbomd |(amisel ister tliliyledinbyr ditnegen,

met hoxy, Q@dabnilléogtwgﬁ%& @Nérﬁ{)lo%ﬁr QIYe"?\yIOarylr it 9%‘2‘1 ér?\%wér%lk ngupst i ' tuted

or substltut st1tuen ~ -Ca
al kyl , n#& hoégloalliyli GroCs siplaRlksYYoWER alkelRS alkyltigy giyiihnio ?rr?éxl*I%@g; gﬁo‘?( Wior
Rﬁjt oxy) I pgr lbsrwig tog‘eafebmyblghtl‘dhaméuomppybumrbam;sl unsid3tratey Ioﬁalbbtalgtwlla

rrolil car nitro or I VI dua
co%ounds ¥r|8W$r or ?r83r9rquﬁat(cﬁgynﬁ2 pﬁﬁm\glgﬁeaéé%@ Weﬁeggnwlalgﬁqar e: 20 (1)
4- (2, 4- di chl bdergetenyly obanp-agother, r\ireemh1dra2<ﬂn9|1)2mawﬁn]e-lﬁa@w@ﬂﬂt%qduqre (2)
El 4( El 4bbr O”Bbﬁm%&{bt%Wthésirﬁe'\{: ayds d@mltr}ﬂ definifisH of byt BN ¥ arRGoley hikjigdane, {3)

ronpope

4 (4 br ofbboliayh Bhaphardieds I"P"Pn?ragi)%ﬁiﬁv% Be SRR o one

2, 4-di chl arlotﬂieerazqéamym)/drdge[n]or (otver afkiaor Blapt Ro betyér] b nilkoeht arbas ( 6)
, 4-di chl @pﬁﬂﬁ %ﬁ%%e g, Qre{ajbehﬂ?éﬁ %éflls)un@bﬁsﬁl‘u]edl%?ﬂﬂﬁhtﬁte@ﬁ'tﬁ’e et hyl

r, (7) 3- robénzy y) - 1-(1-imd - benzoi c
., (8) 3- fasneowwu@ﬁw|nd's®9ef'a'ﬂ?fan@1v Pt gnbinyhe ab%%ﬁ%f'r']ﬂ*)fﬁéw nitrile)
4- ( 3- br opreagnEat isnglbsbtufedi-of dubistitite@Bpone or o subktitdemtszAiom the bioep (10)

2
Q.
j br Og&) begﬂ ?i i] %k ovI/emaﬁ%b c%xy qb%é‘ latal%?& 'nﬁ‘ro Iqo %g éﬂll
4-

4-chl or o-,

(
(
st
ci
9)
g brom)benzy but yl nzdni I

( 4- br onpbelifyaren ¥|4=a[bPXI( 1QWeﬁ?'H@<i@ﬁr§R")/L (?U’d'}ﬂl WB’I’F&Mﬁm‘Q?é?Itdy'PWRVet one, (13)
(4-br ormbeamyérﬂma))caamhw ?&nd owaaaIkdns ) behidyy, Idweb eIRysUTbrivt dhdamind Adwer

(4-br Ormben&% l OXX zar di-l Il‘ylamlno u%nw; %étgrlégr)éll irl ’fhg%ggv%ndeﬁr';ifiéng being an

amin
aromatic heterocyclic radical from the group consisting of pyrrolyl, pyrazolyl, imidazolyl,

3-
3
e
a
(
3-
3-
3-
4-
3-

12



(15) 4-vitro-2-[1-(1-imdazolyl)-butyl]-phenyl-(2,4-dl chl orobenzyl) ether)
35 (16) 4-am no-2-[1-(1-imdazolyl)-butyl]-phenyl-(2,4-dichlorobenzyl)

et her, ( /CA02/00522
(2, 4- di ch 9y VI ) - [ 2- (1-1i i dazol yl - met hyl ) - 4- ni t r ophenyl | 6t her 2220 WD

/ I
N A G @%8‘8{1%%%#'??%@%“’“‘**“%’-’3?‘]' Rz N

\ | ~/R N CHhiadigzokyipyridyl, M%qaéi”}‘l Ryimydyl, preRginyl EiRZinHegR!: sadfYs | propyl |
propenyl, i sﬁ@fzmrmdzolylbbﬁnybtnaim@xyénzomfatnyll bendethighyl, beyzdxm%ﬂayrhzothdazolwohexyl ,
cycl opent yl n?énb.%}agla%f %&Mgﬂ%&yémﬁ){l Igﬁ&]i%%%ﬁ 0 hétﬁs \E%ﬁﬁé?ﬂ% orhal ogen,

cyano, neth [vﬂho
pyrrolidi fnyl ?F@ﬁﬁytpd ind ?ﬁm@/\”a)’(ﬁﬁ@hﬁb’kv thee‘ieﬁ@iw ahery] &%Wd ebarmaspfically
car banoyl , Naée@ thISIO B Bydrécr barmyl N- phenyl car banoyl ,

- N-pyrrolidyl car al.kanoyl S .unsubs d _or nono- or
pol y- substi t ut é%ﬂo‘ﬁ%’ah‘ﬁ"@&%q tkﬁag Vﬁpg{agrg%?e% i §g°'%1 mder ('JC3<yar%ndI or by
cyano; or betiz éy2-tetrbzty)methyiienbsitile.ut ed or substituted by one or nore
substltuents L k! . nmethoxy, ethoxy, am no,
hydr oxy and %a:ﬁm"' {]@n&;heﬁpa@bt&%@lgg%y %hfah bébr ono-, 4-brono-,
4-chl or 010 2 10y§!‘°44t(1'tﬂtf3301yw 'ZV' garbthalgpehl or obenzyl oxy, and X i s --CHEN--;
--CH=N§;1 -tO) ) a[a (4Scyano@eﬁiﬂ)S(altét@zctmﬁfe@@ﬁ-bedzeﬁttrw dual conpounds from that
group tha

i QU 3T PAPRSERSAG Fri beSRnes i et rs Apglision No.

5-11-¢(

2-[1- (1-i m daxioy10.6.0tese dre edpedalydiressompoands offiotrmild e, ( 3)

2-[1-(1-1m dazol yl)-butyl]-4-brono-thi ophene, 20 (4)

2-[1-(21-imdazol yl)-butyl]-5-brono-thi ophene, (5)

5-[1-(1-imdazol yl)-butyl]-2-thignyl pentyl kgtone, (6)
5-11-(1-imdazolyl)-butyl]-2- tone, (7)

5- (4-chl or obenzyl oxy) - 4-[ 1- ( Sim da ntyl]-pyridine-2-carbonitrile
(8) 3-(4-chl orobenzyl oxy )
)-4-[1-(1-imdazol yl)- pentyl]go i di onitrile, 25 (9)

Q

3-(4-chl orobenzyl oxy)-4-[1-(1-} azol -pyridi ne- N-oxi de, (10)
3-(4-chl orobenzyl oxy) -4-[1-(1/i m dazol yl )-pentyl%-pyri dine. (n) The
conpoundggof formula | as defyned in EP-A-340 153. These are especially the
compounds of formula | v N~ ~1 ~/R2 NCH 30 wherein R~ is hydrogen,

net hyl, ethyl, propyl, propenyl, isopropyl, butyl, hexyl, octyl, decyl,

cycl opentyl , whyrelnohishalogen epdropeantiamoyie Nigwer atsyicdreameyl Nmyelbglkylowebenzyl , and

RZ is a radi %ﬁ(blcgﬂam?yv\g @%(l%é%lk%@arﬁ’ﬂéﬂ\oa’fﬂ%%yf hgd}biyh%wglraq)&éﬂ v, ER- hyI
et hyl, propyl enz St

and et he S ‘su ut ed b dr oxy;
cyano, met hoJ@}“’er EJ[Y?’%?W’BB %’Bﬁrﬁ'" aé)flﬁsﬁ’aegg’b?fﬂ%m“)ﬁw 5|¥ 5\5%’
al koxycarbonyt substitiigd blovamaiyl, hydexyRawersalkogy, nyibgemrand/er bwtaﬂuoscmhtriyd)rYnyl t hat

can be Obt al hageBy. dﬁaﬁtwh%gbrﬁz\ 1%.({39&% (195@&4920}{3/ { o fé‘f&@l @g 2gi ne

derivative f

O et hyl hydr osyazelif. ﬁe(gZ@taamM hWVWW&#rtﬁ@ml@a@ﬁfz'yh egenxiH i
O 4-nitr Obenlrlﬁleﬁéh‘ﬂbb‘t@romibﬂ &HBLhAE are each hydrogen, lower alkyl or a group --CH - A as

G2, 34,5, 6p§§{. aglfé'il- lRO%(oék%era &1 éc%g} n%\?hefﬁ“nﬂ ﬁ%”?% q;ﬁll‘n thelgrotwso

t hi osem carb ani ace
val eryl , 25apthaybne Qféhrezf@?lpali Yicits and Rulﬁ@tﬂﬁ@tpl-t%eﬂ, with *@ab@?f’tnﬁ?\@@ “Eﬁff Inoﬁhe or

Lm&e subst ldt YRdS- dﬁzamésfaen&rnmglaf RAdr @Gis offar thért -madidenly) wﬁagmgsrysmmbobam nf)
ydroxy an ano. car X 00Xy _or xy) car bon t banoy
Ni sopr opyl car%ﬂ'ﬁ’tﬂll""“r %@HQ&’?@%BQH&@?%P’"&%@P g:llf'f ﬁ%a"?‘ BE dfghg sal ts

t hereof. | ndlothedtlnah 1dmldmmdbenf>( io iralbdreant or tpweuBkaxinaR isreydrdgen gnd/&nsspem al
mention ar e ée[ ol,veG% i fanq%ﬁé}mébauuggngxwew@ﬁle;a{sqhe%dfd methyl ester, {2)

"4-(1-(1-1m benzoi c aci ester g P
4-(1-(1- |3191 dazoI"Q!"FuﬂG?’VP‘)U“EJ?]EWFhabe@{%‘H?tWEIVIbé Q'VE’Qlj‘Pec'a'm ntion are:
4-(1-{1-im géﬂ)oﬁ -yeho-Byr-§112),4- tmemwmdm:wde -dingeéifylbenzofuran,

"4-(1-{1-

{ E[ {(1' |mm g)g}oﬁa Q—#-ﬁ QI Iﬁ@ﬁbl QSS\@F&tLbeeglrzdf ran (7)
4-11-(1-i m dd3bl- wt)anmytir qlvwéé‘ﬂ tbvlb%ai'rﬂ'm@éhv@ﬁ@zofuran

(4) 7-N-(cyclohexylmethyl)carbamoyl-4-(1-imidazolyimethyl)-2,3-dimethylbenzofuran.
35 (e) The compounds of formula | as defined in Swiss Patent Application 1339/90-7.
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20 (8) 4-[1-(1-imdazolyl)-butyl]-phenyl butyl ketone, (9)

4-[ 1- (1 i m dazol yl ) -butyl]-phenyl pentyl ketone, (10)

4-11-(1 gﬁ@g | )-butyl]-phenyl hexyl ketone. (0) The ¢ engdssaf
formul a :er Héned in DE-A-4 014 006. These are especially the aorrpounds

of forrrulal nN—atomor a CHradical and Wis
a radical of h%% ar%\%sr"r?ﬁ‘ 'a}\kiézlgam%i%g’f @{i@ X ~Y Z R3 PCT/ CA02/ 00522 wher ei n
X is an oxygen or a sulfur atomor a --CH=CH - group and Y is a nethyl ene
group, an oxygen or a sulfur atomand ZAzs a --(CH2)" -- group wherein n=1,
2 or 3 and either 5 a) R3in Wisga hydtogen atom and R~ and R2,

i ndependently of one anot her, drogen atom a C- -- to Coo

al kyl group or a C3 -- to C~ up, or b) RZ is as defined under
a) and R, together with R3H,erRE grougpwherein n¥2, 3, or 4,
and their pharnmaceutically ac tab addi-¥i on sal ts wi th acids. |ndivi dual
conpounds fromthat group tha be gMVen special nention are: 10 (1)
5-[1-(1-imdazolyl)-butyl]-1-i danone (2)
-(1-imdazolyl)-butyl]-1-indanone, (3)

- (

'd5m dieRinthe adtiekYihd adkoted @A RAMGNalbhd or no additional bond, Az is imidazolyl,
azo

-im d'&%ﬁ%’w etr@ﬁ?'x)lb]’“dﬁ?dg'a(ﬁ rW&%@g%‘b%%[%%?ﬂ%%ﬁg%%g} -“c%%gbpﬁg%e, 15

L-(1- Unmhﬂmmshw Jubbstitbted Bt-Brbon aiohpdby towatalkud phityteayldowet alisyle? is ( 7)

ower 8
i A {HN Kilzn tﬂ%ﬂf gér%ﬁfogg NEShBSIgEk B AR0SDedson, (0
ohexyalky(car PfﬁPﬂe{‘fé'ly pYpameRyRTe. R2I0geAdHEIREY. Iqwehpikoxy, aryHower alkoxy,

-fom gétlﬂ@dyylb\)/emw krifludtornetdlyl by atylgovidralkginara[ iy |ahtt Re pitepentientiyef o2 ( 11)
: ;nm aﬁ}é 9|e)ea8i%mo %’gegrqérvéf allﬁyllépvov&%gyé i)élz %I?%en ohtrlﬂuo$ometh l; (13)
-irnl ambglhg'bf)enbllﬂrylﬂqhiwl gach iohwhieho's gnyReitut ¢f@§3%ﬁﬁ'i'~éﬁdﬂ]y ong Pb‘p’ﬁene (14)
gai OJiu?%thZ%H&Y ohtthe bﬂ&d@@&@@tmg(o*@)’ver alkyl, lower alkoxy, hydroxy, hallf])gesn aor}d Cormul a
scl osté‘f&quq’ef%\ &'tgﬁ@f\é"@%é" tqﬂtggr?réqu éssréfg%’?%'f’ ﬁ"‘f f?q‘})s%g%r?p%unds of
15 2 3pharmViCe@ZbIyB2entdbld saits Weepin PCT/ CA02/ 00522
Individual compounds from that group that may be given special mention are:

(1) 6-cyano-1-(1-imidazolyl)-3,4-dihydronaphthalene,

(2) 6-cyano-1-[1-(1,2,4-triazolyl)]-3,4-dihydronaphthalene,

(3) 6-chloro-1-(1-imidazolyl)-3,4-dihydronaphthalene,
20  (4) 6-bromo-1-(1-imidazolyl)-3,4-dihydronaphthalene.

(f) The compounds of formula | as defined In Swiss Patent Application 3014/90-0.

el
B_H

-
-
- (1-
[
) -
[
[
-[cyc
-
-
- [
-
- (1-
[
a
r

el i

(
(
(
-
-
- (
- (
- (
di

_"‘_U'IU'INI\)U'II\JU'ICDI\)ANCDCD\I

m—Hg el e

These are especlally the compounds of formula |

R O

25
wherein Z is a five-membered nitrogen-containing heteroaromatic ting selected from the
group 5-isothiazolyl, 5-thiazolyl, 5-isoxazolyl, 5-oxazolyl, 5-(1,2,3-thiadiazolyl), 5-(1,2,3-
oxadiazolyl), 3-(1,2,5-thiadiazolyl), 3-(1,2,5-oxadiazolyl), 4-isothiazolyl, 4-isoxazolyl, 4-
(1,2,3-thiadiazolyl), 4-(1,2,3-oxadiazolyl), 2-(1,3,4-thiadiazolyl), 2-(1,3,4-oxadiazolyl), 5-

30 (1,24-thiadiazolyl) and 5-(1,2,4-oxadiazolyl); R and R, are hydrogen; or R and R, together
are a benzo group that is unsubstituted or substituted by lower alkyl, lower alkoxy, hydroxy,
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wherein W is a cyclopentylidene, cyclohexylidene, cycloheptylidene or
2-adamantyl i dene radical, X is the grouping --CH=CH -, an oxygen or a

sul fur  aty,@RseY and Z, 5 i ndependent|ly of one anot her kaza
met hi ne group ?CH) or a nitrogen atom and their phar maceutl ca

accept abl e agdidydn by FMLdreméthyIIRaE hilogeh, nQuMk;dumbrnr@m@umnd;saafsrmmdgbmt group

e o o e BB Rt AR AL R0y PHefis b tted orsubstivted by lowar i
4- [ 1- cycl opémiteydlkeryneydioxy,inaloderx biflyerpmetsyl oy by cyeedi 2oRi andi Redogett@r {rs)

1- cycl ohepiylidehens aﬁa ﬁjt@@&ﬁéﬂére )(cniglt, hydrlr, E%R%Hdtﬂaltég%the( 4k a
adamant yl i dene- 1- - be nz‘?'n itri

a-
4-1 2-
4- %1 cycPoh&yP =FhécH: 2(1“"?"21" lhlel ?i‘ﬁ'ﬁlbw%/'s e B%’??EB‘?IT"EQ' I'se"yaT‘B)a”d
4-[1-cycl opwﬁgylalsbeb”ee\albgérlwﬁemztanumcdgyﬂhér aret-(GH,},~e Rz and Ry arldeR; ( 7)
- 4-11-
4- %2
4-[ 1-
4-

cycl oh lid az I 15 (8
aéamn?@q %ae%r afrc(ufuf Hz (é 3t)"az' 9 Hir%aggtah%)f L%eﬁ%@%? i |1e|reo'f( 9) %
cycl ohexylhdltzién@cqmmolmsfBNmthﬁm@JNh%tWtbhﬂlvfn b}l@ﬁ@tmﬁfttlph pre; (10)
1- cycl opent g onitrile, (11
5- [cycyoheggpﬁgr@-@ -1 meﬁg)zé h%r&fﬂ@ué?l lﬂ&)?rg%ﬁ@wg}%&ggﬁbom trile. ((q) ) The
conpound?8 of(2)f4dﬁ°ﬁﬁ1°a’=‘npp%§y1h§ﬁ°?ﬁ‘@é°‘v‘ﬁ'e I-pem3onftails, 125. These are especially

the 20 conmpaos) gg @fcya‘neﬁﬁaﬁwsitmarzorymemygBled%zsmtrne CH2-NH CO-Rs R3 wherein X is
CH or N, Rl fferent and are each phenyl or 25

hal ophenyl , 6(4%3'?%“@‘1 q%’“‘é"’lzﬂ eth ®C4 al kyl substituted by CN, C~ -C4
al koxy, benz(sr)lﬁeoy;anm)n Sayotﬁ)azolw:%&&mlmwpn@hrmabne di- or tri-)ethyleneoxy; G
-4 al koxy %‘5501@%%‘{@9%“ &roﬁ#ﬁﬁﬁal‘eﬁé‘t ed by haI ogen or by cyano; a C5

-C~ cycloal rou condensed benzene, or Is

t hi enyl ,15 pyr(g)dwe ‘&'“PBU“‘{W‘C@IW‘H%IWI %Fldef’ﬁﬁ’d“ ﬁww*’%ia@ﬁﬁppl&ﬁﬂ%oﬂé/% Rereof. 24
WO 02/ 0832 ABefAShé CéierMOthe doriidbuhdudif fardwall conpound from that group that
may be given special nmention is: R(1 ) %2 bi s(4-chl orophenyl )-2-(1

H-i m dazol - 1-yl ) - 1- (4- chl or obenzoyl - ant o) et hane. (r) The conpounds of
formula | as defined in EP-A- @3 g78. \\hese are es&a aIIy t he conpounds of
formula | 5 R Az-1-Aa Rz ~1,_A4 \ /X \NR~ phar maceutical |y
acceptabl e salts and stere chqm aIIy |0|¥%2r|c forms thereof, wherein -A~
=AZ --A3 =Ad -- is a divalent gadical_gel ected from --CH=N - CH=CH- -

-~ CHEN-- CHEN- 10 15 20 25 30 aRd /- CFEN--N=CH--, R is hydr ogen or C| -CB
alkyl; R is hydrogen, C~ -Coo aRkyl, C3 -C~ cycloal kyl, Are) Arz -C'-Cs
al kyl, CZ -C6 alkenyl or Cz -CB alkynyl: R2 is hydrogen; C- -C, o0 al kyl that
IS unsubstltuted or substituted by Are ; C3 -C~ cyc| oal droxy, C~ -C6
al koxy, Are, wherein £is |vgwbereé@|trow %nwmet@m lccglpg:p%eaqt ?/mthe

bi cycl o[2d. 2.gtdupespibbthiazbly,|5-thidzad, db-ixdrand, S-bxanale,by{1,2,3-thiadiazolyl). 5-(1,2,3-

1,2, 3, 4- tetrggggzro %P(E'tz@/tba%ﬁ%:@ﬁ)oﬁ‘é z%adg?%ﬂ éﬁ%\(ﬂn Y. Mlz%&adoﬁ{1 41 oxy:

unsubstl t ut € x
dl ( Ar z) met hds,3-thiadiazoly)cr (3. &pradiaselih Ri(#B8 Ayhiadiagp! vl)@ﬁ %ﬁa@%aa!ak%x&)y or C~

- Coo al koxy 5-({1@4 lh&d@w; ardst@d, Mamaioqmem andﬂR&’éreéach r@arogé:‘ﬁ oﬁR &ydi RXY,
am no) nono-

am u t h r.b
al koxycar b Ontggpethel&?re 3 enFo gr/gy&#\gt |gj st or §ubs?{u?§§|n% @(Ne’r Igf} 10 ,ko%l
2, 3- di hy2#r o-Hydredlse mgbmroonbwlﬂuorgmbthide?m hyddegen) fydroxx:chlor@w camwne,s%mt i tuted

1 Hbenz(m daaRby;, qus]h%rogérpmyélkyl éraﬁenmham uRsubslitBy g 0- 2- oxo- 1
H benzi m dazo é

al kyl ) ani no, SUR t%@%ﬁ” logeer a"‘@'s °§'Prk‘?3'?°xy ng 8é'89e“dr 'ﬁd"f%"%h%c?% l°‘”\ﬁhé‘f°é‘|’/n Are
i s phenyl, satlbgtiytoxy;ed Rphaei Ry togetieep btetmydthyligane] ahdl V. ia halogepy nvddyxy, lowari dazol yl ,
triazolyl, téﬂo\%ﬂﬂryl R Qgﬂy%F‘é{rklo# Frryﬁlgé ch Qgs% Bﬁ &LKM ltr{aWs%ﬂMJbstlt@t@A gf uranyl

or thiazo erein g or pyridyl; and
"wher ei n 305ub%’PFtt“i§?%EY Ioper kY lowvgr Hywd VP%Pa'P%e"sCU %f”iﬂi"ﬁ?’@?fhwnﬂp to 3
substi t uent spuann@aohange@ee;ﬁailﬁﬁlteﬂhereadependent |y of one another fromthe
group consistin V. nmet hyl, G
“ce al kyI Cl- IVéC{UEPC%m%g%niS f@ﬁ%ﬁé g/@é%%y é(ﬁ”&&e'ﬁ #)% Iél He%&ﬁ%@

hydr oxyi mi no(t‘rblplﬁﬁ'ﬂ-bremawmnylhﬁrlwla%h@ethm d| (C~ -Ce al kyl )am no and
vitro. |Indivigy |44cmg‘§|—|@el§a) (5[.%,515?%%5}@ that may be given speC| al

Ir;rl-egélnggt‘? az‘SS é]s(4 46bljor(nophenylm5qﬁ‘lazolyl yme la)\olphenyl methyl]-1-nmethyl -
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(2) 6-[(4-chlorophenyl)(1 H1,2,4-trlazol-1-yl)nethyl]-1-methyl-
H benzotri azole. (s) The conpounds of formula Il as defined in EP-A-250

198, esp&eHh athss2fol) PCT/CA02/00522
2- (4-chl orophenyl }-1,1-di (1, 2, 4-triazol - 1-yl net hyl ) et hanol ,

2-(4-fluor OptlsBhé{4)¢%gohoghén¥l,)25-ﬁrahcmylﬁﬂéﬂ%ané yl met hyl ) et hanol , (3)
2- (2 fl uor O 8‘ : Iéérilﬁ%r %ﬁﬁf%ﬁ@@?ge%%m?% lngP‘a%ht A&p |J:a%5|%92%79w4”9t hyl) et hano

| )

(2 4- d| chI dhese lesngdppeidlly thedgofrpodnds of foimatal - 1- yI net hyl ) et hanol , (5)
2- (4-chl orophenyl )-1,1-di (1, 2, 4-triazol -1-yl net hyl ) - et hanol (6)
2- (4-fluorophenyl }-1, 1-di (1, 2, 4-trjazol -1-yl-nmethyl)ethanol. (t) The
conmpounds of formula |I as defi d%tn EP,® 281 283, especially 5 {1)
< 5
I

0
1R*2R*) - 6-f | uor o- 2- (4-f | uor opheny

R, 3, 4-tetrahy?lr)o-1-(1|—|-1, 2,4-triazo
: 1-yl et hyl ) napht hal ene, (2) ]
) - 6f|uor02(4fluoropheny)— 34tetaﬁydrol(1
H i mi dazol yl et hyl ) napht hal ene, X (
R¢, 25*) - 2- (4-f | uor ophenyl ) -1, 273, 4. Ahydro-1-(1 H 1,2, 4-triazol -110
yl met hyl )Qapht hal ene- 6- car boni tri Rg, {4) (1 R",2R")- and (1
R*, 25*)-25(4-fluorophenyl)-1,2,3,4-tetrahydro-1-(1
H n dazol yl met hyl ) napht hal ene-6-carbonitrile, (5) (1R*, 2R*)-and
(1R*, 25*) - 1, Qnéreth 2 R lrhiadbA, maimﬁl;ltbfralzp@l Byriolyi, pgrakoiyl -indoly idoinkidlylapht hal ene- 2, 6

- di b tril d 1- 1
1 dasol - 1 PTAER hatiteardpbaoR e . Biigh frsbnfn bifbaa dr o= -
R¥, 25%)-2-( 4-tlfdzlmdr aytaling ) isaquino®yig alf @pmp@mlq)belnq@nm \p@,qhelg_heterocychc

H i m dazqby! +Agd Mlall)cH'b%QFEdli@is%@ﬁg BnduBstiaed 6rrsh$éﬁtute(dLb)y IoWE alk@ Y BraRy] Sowf

forrrula I as defin

-[5- (1H flkgxy4h?lp$egzo(5gy Tﬂ%r%?tpégﬁ, aTg %Z'Wﬂﬁﬁégﬁt&] é?'feza%&ehf) (528Di ononi t r

[ I e) (2) 2, Rydrpgen(drdvaaaleyl-at Ry bmkRtgdethet a8-Grhenstkyane) atia(bnzo group that is

et hyl pr opi o ted be | Ris hyd lower alkyl, aryl

2-[ 32 (1- hydr Oﬁgllb% tht'e@l;v T&%Utfg as |n lcae be ow fort arr?;a gl y ro%en owes/ a yp ﬁéynglrl ] - 2met h
yl pr opl ononl theferqaryl, (3495’ 28 eyang, 53'@?'683(]{"&‘0?"’6(ﬁky'carbam%" N,N-di-lowe

H 1, 2, 4- t161 azMylcdrbihdyiEN, Rydwet amylammbrem]mwomet alkylenedebarooyeinteyruRed by
3

0
2,

,3,3-trid t

H 1, 2, 4“tr|elajtz Iog;/l%?rre hy:W%é'Jelnher'\s %Q‘jl Fﬂ filgwér%flla% nthrl le). (v) The

conpounds of cygeakylcarbemay; u—@owmﬂtylrwbﬁmtwqglgalM@arb@m@cmavqlqa'kylﬂower
(2)-a- (1,2, 444 !cé’f%%oﬂ I\YtléWérEbkl/l)s%étlhmrt@cléalléyl)-lmééalkii!@”ﬂlbénﬁdﬂ Siraryl-fower

(2o z‘ih'z"if’eﬂ@tcééambﬁ e Rerodo b Erfor, SPr ek b e ¥

oni tril e,20( 4)alkoxy or aryloxy, and wherein X is also halogen when Z is imidazolyl, triazolyl, tetrazolyl,

(B)-. bet a - f |d§ 61 ﬁ/rézlaly? 1r1‘t]10I§/Ir isGERI, :Béb(ilrﬁﬁém b&ﬁﬂobﬂ@ﬂﬁfl ér nzdizeayibon

|tr|Ie o-a-(imdaz trile,

35 (6) (Z) 2! WheEP'“ %W'd?nP'eﬁ"és' L'\ ?H“FHVHH‘EB? ’ai%?gﬁ%ﬁ%ffs)‘%%"l Fe&eoﬁafbaﬁetgﬁﬁesh?mr. | e,
(7) (2)-4"- chitodaubstifdenisd@mahe droyd cupbibling of biver dilgh owér @karyoloiveraityeyl, ( 8)

E 2 2 E %mng?ﬁﬂler ]alkglleﬂ@{l F"%ejd)t?{v&ol %&P?ﬁt %arﬁ%lpét&ﬁ%b@an lict E)?gar%g%'l(nl?‘)en I-ower alky! )e>
(2)-2-[ 2-2%4- oghamémw;alkyl i (s1Substutécin 2y hYdgeXy. &Vtﬁﬁé'l'ﬁ%n RREAYIR “f?é a&j ar boni t
rile. 40 (w) id& ackaﬂmix;n daiogén, beinslibaerl all@amitef diebr BIRyl&rRind\-rAS&podbyer
SS Fic IC ﬁ: lo?/ ogg {}lyl\é:) |(8ng laﬁ(%%lﬂfo nfl:)gr wet CA?@P%?E garggs%) Iovier a||130>F<charborr|1yl carbamoyl,
N-lower alkylcarbamoyl, N,N-di- Iower alkylcarbamoyl and/or by cyano; hydroxy, lower
alkoxy, halo-lower alkoxy, phenyl-lower alkoxy, phenoxy, lower alkenyloxy, halo-lower
30 alkenyloxy, lower alkynyloxy, lower alkylenedioxy (linked to two adjacent carbon atoms),
lower alkanoyloxy, phenyl-lower alkanoyloxy, phenylcarbonyloxy, mercapto, lower alkylthio,
phenyl-lower alkylthio, phenyithio, lower alkylsulfinyl, phenyl-lower alkylsulfinyl,
phenylsulfinyl, lower alkylsulfonyl, phenyl-lower alkylsulfonyl, phenyisulfonyl, halogen, nitro,
amino, lower alkylamino, Cs -Cg cycloalkylamino, phenyl-lower alkylamino, phenylamino, di-
35  lower alkylamino, N-lower alkyl-N-phenylamino, N-lower alkyl-N-phenyl-lower alkylamino;
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(2) 2-fluoro-2-(2-fluoro-4-chlorobenzyl)-1,3-di(1,2,4-triazol-1-yl)propane,
3

(2 12I uoro%ggﬁsgiﬁoro 4-trifluoronethyl benzyi)-1,3-di (1,2, fof/EhédRszl-Y! ) pro
pane, (4)

) 2( gl chi OE OH’JQ\%PXIWIer{]eaMTO%r fowbF éll@?éﬂlaar%né( |n)err%pt6&-by7- -4=.11d.2gQlnrb= ylHgRdiy | ) but an
(4-chl or o-RaJstVGES’SB'bMF‘W 9" lawer;glkpnayl)gloyeralkappylaming, pReYHEKE2- ol , (6)

(4- chl or okadgsamida, BrdhyiBérboratnina; ioweodikahoyt] phpnybfraveealkgrdyl, _
I[ e( 4( chl OEO&Q%FE% }I c]arb%x39i Io(N]er glké(yéerrﬂ)o%§lolzargan¥dynﬁtIWér)aﬁ(E/lQ%éfrﬂaﬁ Wder benzoni

(4-fl uér oliayrez gkylcarbgmay, Hgt-lwar alkenpeashanirk N\N-eweraMylenecatagioph 2 4-tri azol
-1-yl) - pr opafierdpted blQ-d-9)-S-- or --NR"--, wherein R" is hydrogen, lower alkyl or lower alkanoy;

‘ |2 ?18;] | (::L)r ?%1 éﬁ%ﬂgﬂ%}nﬂ KIO %r ﬁky?xalb?stltut’eg cyc'logijkyl?b bénﬁoy?ipcyclgialklylv?ow ppan- 2-0

) - 2- (2, 4- di fdkyoarbpheytyl ) -1, 3di (1, 2,4-triazol -1-yl)propan-2-ol, (11)
2-{4-chl or Oghg&?’ér)ami sggé?m(éd' c}cl%l@)ﬁ&ue?alﬂg&d’r&ﬁ@' N%yﬂﬂo}ﬁ%%@ﬁﬂylaﬂ Phenytx) The

2-
2-
4-
tr
1-

corrpounds a I ne laim1 E %
1- di néphylm‘@rP%HQﬁrb?“%’l qug%qzartlanmyh@faﬁ%syl al ‘?ﬁf?ﬂ' ﬂ?}i(f“' vk BF anone,
15 ( 2) lower alkylsulfamoyl, N,N-di-lower alkylsulfamoyl and N- phenylsulfamoyl the phenyl groups

1, 2-di hydr Ojdc%‘ur{j J‘F qh@ystjg%tu%ﬁg o?pf(e“]" a;lid gap‘hthtyrlh ﬁﬁr%eh}g NAsUt?stt @Yeld)o'?apht ho[ 2, 1-b]

f ur an- 7car boni

1, 2- di hydr o-substitiechistiwer aikylplpwergiioxy.hydroxysbaiogen 2ad/orbwifivetoRptyhwhereRol 2, 1- b
]- fuaaﬂ 7carﬁéﬁa¥éﬂﬂl ‘Ibﬁndcﬂyﬂ)somdolyl benzimidazolyl, benzopyrazolyi, benzotrlazolyl

1, 2-di

) met hyl ] rﬂe%‘tﬂg “ia”Eé M?r\:’rf%'&ﬁ"ef*yﬁaér%S’gﬁsz g éé‘"zt’ﬁ“ az‘%%”e er'“ 3’9'”& formula |
as defi ned [ umsEBﬂtAte@@dsmmpteegp@@n Altd §identickl or different substltuents selected from
2-(4- I I 2
2 YA b ey skl pbaninald | o (2
-1 ( 1,2, 4- Fthr’ﬂiné?fsvtwﬁ"Vﬁcyepiabﬂezﬁa{t? thefeglor orret hyi ] benzyl ) et hyl ] benzonitril e,
4) Those compounds are especially the compounds of formula | whereto Z is

2-
(
)g) 51 Hnl.@aégg b2 ki, %3{94 tﬁgqgggﬁt(hgm@%gw byl ppenzoni tri e

|1
6. 5. ( 40ab SRS F-PRIKYS 4 BT SO PRI Rt nom 11 | o

lndependently of one another, are each hydrogen or lower alkyl; or R.; and R; together are

L (2 4 L ile MBI R o bR SR ATELRR I Badllgt ) e
are: 30 (aa)bykyena capanendihalober, toweralisyl, triftigroamethyintaygiraxy, gurer AU<9_>8'10F b87. These

al 0
gé% 2282%0055% éﬁg?rg{émm&ﬁ PherzobubR, khe@dPidd rhdiéals being\/liasﬁk%ltl@&a%41

i ndi vi dual c tﬁﬁﬁ‘aw ‘?%1 f%%@grgﬁc@%bgﬁﬂﬁ?t SH%‘QS}KUSE\‘S 8?’9% ‘}lé%'é@?”gr rhwgntl on is:
(1) 4-hydr okgogén andcyanb;end X3s dyénalormasampopibgnd TheregoXiis@isedwloasn dehidied i n

the claims of; nﬁd%lylp@fg Z%azéi I?‘%zh élt(imazgﬁli?elc(ﬂ 3l4. MaéBQ/T)(‘IZétrQio@pﬁ' [éYrEzolyl

) - oestr-4-ene ecogrpounsas defined in the clains of
DE- A-3 622 g Phé@?f@é‘l“k&?'lyf%"r?éﬁbf?yﬂa% §ffdr ost a- 1, 4- di ene- 3, 17- di one. (ad)
The conpgnds asdivibieial mrboundsﬁrkwmyaegmerdpe@mﬂonlﬂerdareo especially

4- am d t

anginogt(:) Z[] 1r 255521[% 8Xa"°§*qéf§/'518|“§%re (%%qgaozﬁ%@m@h@?de{] %‘g‘(ﬁgﬁ'%t ent applications
ment i oned unaean -[¢-&f)y cyanophe)yheniiliofa@)tettazoly agthylldepzoitdé,l y t he subgroups of
conpounds d| g Zagé;gngprhgh rporaciggetbﬁg*l&g%@%ﬁmgnds di scl osed therein

as exanpl es, n'n nce Into the disclosure of the
present appl (4} - Grcyandphgmd)-ciuees-E Hmidezai)metheldtbenaeriirighef or e and herei nafter

to defingsthg,g W@ﬂ@%\ﬁ%ﬁ% YA oRM- (¥ AR Gymthyﬁ%&%inszcn@dl cal s

de5|gnated by th tain up to and 1 ncluding 7, preferably up
to and i ncl ut®) Ade--cyeaerheny)-s- berPEM -(1,2,3-4r l820|y|)methy|] -benzo

nitrile,
(7) 7-cyano-4-{o-(4-cyanophenyl)-a-fluoro-1-(1,2 4-triazolyl)methy
{-2,3-dimethylbenzo[blfuran,

40  (B) 4-[o-(4-bromophenyl)-a-fluoro-1-(1,2,4-triazolyl)methyl}-benzo
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Acyl is especially |lower alkanoyl. 20 Aryl is, for exanple, phenyl or 1- or
2- naphthyl each of which is unsubstituted or substituted by | ower al kyl,
hydr oxy, W(%flf s3dpkoxy, |ower al kanoyl oxy, amino, |ower algkyaRbifs2di -1 over
al kyl am no ower al kanoyl ami no or by hal ogen. Pharnaceutically acceptable
salts of the. ggoove- mentioned conpounds are, for exanple, pharmaceutically
acceptabl e aci'd addition salts or pharnmaceutically acceptable 25 nmetal or
ammoni um sal(®)gt-{aRhayanaptenyli-cAvdrg-(mrxigyidvampeyibdngoniddi ti on salts are

especi al Iy thfge a.ru &Jamsbﬂehap&ﬂ%arae aﬁ.mé DAbthP]-SERRbrigCH ds, for exanpl e

strong mnera cids, such I'c acid, sulfuric acid or
phosphoric 4tDd; [aﬁrcs@ﬂgﬁﬁnﬂ) Ca&liod%' (3-ygpdaretvil-pengoniBieat i ¢ or ar omati c

car boxyl i5c Qf2)$LHrc§n%lh@a?t Soph&rif)-cEntarnk Smiieoh)fethfgt i C, propionic,
succinlc, glycolic 5 hydr oxysuccinic, tartaric, citric, rral efic,
fumaric, hydrdRsHdpesrel fLﬁ?‘}'uvr c, phenyfacetic, benzoic, 4-aninobenzoic,
anthrani | ic (13 7kbydlﬁ@xycb@r®9ndphe@alod-mwd-’s(1,m-maidmmltriycyl ic, panoic,

gl uconic) ni i ul foni c, ethanesul fonlc, hal obenzenesul foni c,
pt ol uenesul f”g‘%rg!(j:% glbgﬁ‘{%@ﬁ’rgﬁgsul fonic, sulfanilic or cycl ohexyl sul fan c
aci d; or wi t(th)dt&dés-cyroppticpybe-feand-(5- mbmybme’fbﬂ] befngenitdlganpl e ascor bic aci d.
Phar maceyt | b figed, for exanple, with
am no agl:ddsq%s) ﬁ%?gg'%gkg’m ?lprgéﬂgttr’ra g’gyrm”@gﬁ‘g%uﬁ‘ gm(rzlgt ai ni ng acid groups,
for exanpl e (&)frieds-cyanbeiepylbt- 1531$-fr@2@i¥')m?§lyllxl?afr‘¥°a¢r% f orm phar maceutical ly
accept abl e W)Q's &he ng“ﬂl{H (&'@}/a?‘r%ﬂeﬁyl -SUCH4 Rty TR lo OF al kaline earth
nmetal salts, | e sodi um po assium nagnesiumor calciumsalts,

al so ammoni uH?@QPF‘é’a’éjerl ved from anmonia or suitable organic amnes. Them

cone into 4Q1&)aqal(dembpmyr)a@sn@ﬂmmyrwetwumharnrtme, cycl oal i phati c,

cycl oal i phat | i 02/ 0s32~n PCT/ CA02/ 00522
primary, 5 ec‘éﬁ?&j )fBB?omto@'i"ﬂyg?{/pyﬁﬂ'%ﬁmetg\"]zbegfo% BPy-ami nes, such as | ower
al kyl am nes, (26)a3- ﬁmamiplm[adn-cyambprtemyl) elt-rimdlaml)nmxhyl}yd:rmqbérmu{e]furai kyl am nes,

for exanple dr.ox I m ne

tris{2-hydr 0(21?[/ e A RBanen "b”?xg”ag‘)’é Ve N’Jdiﬂc?zé’ﬁgbg'{zf’r[@f“éaé‘ ds, for
exanpl e 4- an) ﬁ'b&)eammuod%af faimgla daeddiipediniERcet t/d33eThese arel Qﬁmally the

al kyl eneam pouhdt Of fofMTP! € 1-et hyl pi peridine, cycloal kyl am nes, for
exanpl e dicyc ohexyl am ne, benzyl am nes, for exanple

N, N - di ¥®hzyl et hyl enedi ani ne; al so heter ocyclic bases, for exanple of the
pyridine type, for exanple pyridine, Te\Ol  qui noI ine. |If several
acidic or basic groups are preseff \ salts can be forned.
Conpounds according to the ing T i dic'and a basic group may
also be in the form of interngl 10 t/ﬁél formof zwitterions
and anot her part of the nol eclife 4 n2f\he f 0 of aNnormal salt. In the case
of the above-nentioned i ndi #dua N0 unds the phaxnaceutically accept abl e
salts are included in each Yase insofarQas the indiVdual conpound is
capabl e of salt formation. The cdhpounds listed, including the individual
conpounds nentioned, both in free form15 and In salt form may also be in

the formof h drates or their crystals may include, for exanple, the
sol vent usedwhesein Ry ipdyeiosens Re is fidroganesuip <ie Rt 2lkangdior Corer elkpogsitoniiasg + o al |

those forns. Rg\ranwr@ﬁentdwham igrenio, amer ceom;@ukeﬂk&,,czl-wl@dyma -Che

i ndi vi du ogt ai n_at cat bon
atom Th c%?'ﬁ °?'H)rét’?%f gﬁ%cy(g@%g?n’yiﬁ tg @%’%”&' S(% a%%e nanl{yFCﬁg':s and as
enant i omer i calkdnyitan Ce SCetayelpaiikenyl-G: o€ alivh iR Ischydioger &+ fcbrerkvlowlfa’ Galemat e. The
present i nvegidnef of &l fﬁv%ﬁcaﬁ&uﬁd’h ldﬁﬁ@sﬁfhy&loberfch@ec; AMyTendBdks bPthédee use of
all further isoners, and of m xtures of at |east 2 isonmers, for exanple

m xtures of EHHO!¥%oi somers or enantionmers which can occur when there are
“one or nore furtdviduabsynpoetdsifromdiatigrogp tHahmeynke givdnespadial meatisrearéincl uded ar e,
for exa e, L4 Bf_ | and trans-i soners,
o cann?docc&? \%%Hgﬂ%i’l% heﬁagrg; &ab%?clg[:?'i OfpSAIBL%- S,

aln one or nore doubl e bonds.
“Phar maceut i c&) 1¥bamirprienyhd “'Pf@y'ﬁ%ﬁabr'ﬁ%-i'@]a?xaé‘ﬁﬁﬁo‘g?'}er ons that can be
pr epar ed accqa) dii@aminoptiehs)-3-Esanylizaraticyelo3onfitsdahe-dasiioher enteral, such as

peroral or ‘ﬁtl?‘{alﬁgﬂb g‘;éﬂthle q-?ﬂa?9¥cﬁo$§15rhﬁ%§ﬁ‘§r4”a%neor 30 sublrngual

adm ni strati rent ntravenhous) subcut aneous
and int rarrus(:5)r‘é‘i‘-ama’éhﬁ%V‘k@'ﬁ&ﬂqhéwlm@hﬁ"@@%técyﬁlﬁﬁ" Pepang-pione.especial |y for
peroral andl or sublingual admnistration, for exanple dragees, tablets or
capsul es, conprise preferably from appr opgi mately 0.01 ng to approximately
20 ng, especially fromapproximately 0.1 ng to approximately 10 ng, of one
of the above-nentioned conpounds or of a 35 pharmaceutically acceptable
salt thereof, together with pharmaceutically acceptable carriers. The
preferred form of adm n| stratr on [ s oraI The proportion of active

o, o " o - o Y




15 O her orally adm ni strabl e pharmaceutical conpositions are dry-filled
capsul es consisting of gelatin, and al so soft seal ed capsul es consi sting of
gel atin guslyoggi@sticiser, such as glycerol or sorbitol. pdecgsyenkild ! ed
capsul es may contain the active ingredient in the formof granules, for
exanpl e i n gpphedorpountistonfofrdid BssdefisadamER®\-168G0R Skepsddradepesiallystieh as

st ar ches, and/onmgégﬂaﬂ%%, such as talc or nagnesium stearate, and) if
desired, st&BrPger s oM, éO soft capsules, the active ingredient is
preferably dissol ved or suspended in suitable oily excipients, such as
fatty oils, paraffin oil or liquid polygethylene glycols, to which
stabilisers andlor anti-bacterirak_agen al so be(ﬁdded. There may al so
be used capsul es that areReaf igh,n in order to achieve by
means of the sublingual ingeftion of t ve’ Fngredi ent that takes place
as rapid an action as possi/f : \\' e r&gtally or transvaglnally

adm ni strabl e pharmaceuti cdl conposithons are, fgr exanple, suppositories
that consist of a conbination oﬁ1the active ingredient with a suppository
base. Suitable suppository bases are, for exanple, natural or synthetic
triglycePides, paraffin hydrocarbons) polyethylene glycols or higher

al kanol s. Th&werinRyis BydBayehealkisieving élomt i ta 12 earbar aterag wikemd hawvy fom Zent ai n a

conbi nation gf _th i i i i al i | e base
materi al s ar@,ca%)(%&a@)%‘tgﬁ%ﬁ%,anﬁgﬁ)@(&Pgé%kyF&Ic?Aé%%e elggér]g\oﬁqmg?r h?l%et%é(\?‘g%"sﬁﬁl s or
paraffin hy@m¢m§<Y'-|$€ﬁftaB$b‘l*'@V'ﬂ%ff%Hgfl Qupebon Gtontss @ﬁé&@ylﬁ%era@mv i stration
conpri se t heag@Rd M 5it6 96 Efb tiorks) 9RIdARENYWoWEr &kyt Rdvirigaiom AGVIaREBEEOUS

carriers include absorbabl e pha ol ogi cal | cceptabl e so n t hat
Corve 1 9O ndids g g age BIEd B s M PR R R385 E8

Transder mal caipeh etvssaeash obwith iy unsubstiided arspbstifutedl bydavea giylt fhvétOXl_demf ises a
SUPPOTt, a SHRRL V.Gt AhiRE o kbrithd Bi-oWer MGk, byl Siko ofdy Necessary

together with carriers, optionally a separatlna devi'ce t hat éﬁlegses t he
active | ngr &@logen Rafithydfogen duvenalsy! suifs Iqwss alkaneyl e owgt 2iAneR Rt EUYhap) i shed
rate over a-R{i€hyitdger oylowarkypeidiRyds lotirogenriweasaklyl phamg of pheng edhstiiuteg t he
systemt@Q t rb? -%ﬁRQER ggnd satPirdrdoP SRRAR dFQﬁM‘o%ﬁ%ﬁntéHhéﬁpkoeanﬁor ,
parenteral adm nistration are especially aqueous sol utions of an active

i ngredi ent iinclydinget caskanA@AMSs-f orm for exanple in the formof a

wat er - sol ubl e fRividuaiEdshpalnd® fro HRE BBULPMSt ridy RGjiver péoil merlicdrate: such as

correspondin iy injecti,on suspensi.on ther el ng. used suitable

| i pophilic 5@1 ﬁ'gﬁ%@n e(‘/@hﬁ'&?r@gﬁ' aﬁlﬂcy&@ﬁf14?@&3%-%?—9*0 ﬁ‘? exanpl e sesame 5
011, or synt(@pt-{4earhinephgnyed-uietbytieazabicyctof3. bk hepihre-atHiipheol eat e, or

triglycesy degy 1. arRbiRH)-3-RE&-3-05bbRYSHENS HpRank DAL siGRIPr | se
V|sc03|ty-|ncrea5|n8 subﬁtances, Igr %xamﬁéﬁ god}un1%%;boxynethylcelIulose,
sorbi t ol ~ andPbHARRPPRISNYSGeNCloBRY-BAZRPICYeIO { A B79PIA08 ¢ 9¥Pes or pi gments may
be added to Bhe(4edrainopmeeyi)i-caloheymedyi-8-azabicycle8 ) ddnaptdng-2bdioee t abl et s or

dragee coatipgsl, do &pmmoﬁntrlé)lrasi t%ﬁrﬂetdiﬂ -EIE-E@%@ B7HUhE S erlfeciBfR/ thedi cat e

different 10 doses active I ngredient. The pharmaceutical conpositions of
the present §OMPeHIdsOhfaBHebe prepared in a manner known per se, for exanple
by meanspsf conventional m xing, granul ating, confectioning, dissolving or

| yophi l'i sing processes. For exapple, pharnmaceutical conpositions for oral
adm ni stration can be obtai by~conbi ning the active ingredient 15 with
solid carriers, optionally i sulting mxture, and processing

the m xture or granules, if|desire necgssary aft the addition of
sui tabl e excipients, to for or dpee cores. The term "i nprovi ng"
as used herein in connection an ct on inplantation or pregnancy

i ncl udes any measur abl e i nprov nt or increase In frequency of occurrence
"20 of inplantation or pregnancyW n an individual for exanple when conpared
with the level or frequency of occurrence of inplantation or pregnancy in
one or nore non-treated patients or when conpared to the |evel or frequency
“of occur r encehgginiWfs)dga oarbithyber 1ané adicgl. wherein @aaitheazengtrine#ft observed at
an earlier t{hRpsRied orlsBbditutdddyRAUb&RRNVecldbted frodaBRgér, Rgdrotycseboky,

Preferably the inprovenent oc.incr e wl be a statisti I ani ficant
one, pr e‘?%r apfape %F‘i’ RrSepr &E%?-Eﬁémyr'ﬁ?@'%’r‘@]& 06?'%'6.2‘ .ea%?fﬁ§$ S ¥%$da%

determ ning the statistical significance of results are well known and
docunented in the art and any appropriate method nay be used. EXAMPLES The
Invention that is clained is described 19 detail in the foll ow ng Exanples,
which are intended nerely to illustrate the invention, and in no way to
represent a limtation 30 thereof. Exanple 1 This was a prospective
controll ed study that Included a study group, the patients of which
received letrozole (2.5 ng/day from(day 3 to 7 of the nmenstrual cycle} in

oy e~ 1 N e c——



N5=not significant Exanple 2 Fifteen patients who either failed to ovul ate
(6 cycles) or ovulated with an endonetrial 15 thickness <5 nm (24 cycl es)

in respoggfod@sfHe and who did not conceive were given |et1‘@ﬁ@k®/dﬂ€23' ly, at
| east two nonths after the last CC cycle, in a dose of 2.5 to 5rrg ay, from

day 3 to 7 %Eln? ﬁs%%&ﬂéd 6J¥ﬁbm1{¥%u8§ﬁ’&k?§e ekggairélg hQBBerl lc,&ldé%sm en to

trigger ovul at or 5-9.

Fi fteen pat |Q§ﬁtkgxycﬂb‘ﬁﬂze@feﬂ‘o%yﬁaft@f‘)"cﬁé‘éIPBEFWE?L@?HY Eﬁﬁ?P"gg'PGﬁ'tsdE‘ifﬁﬂfred in 13
cycles (779 2Qdiaiadel BEREEIASEHOM tmaﬁgrmptthazfma%e@%m SHvcRI @ areThe fol | owi ng

tabl e shows dletroz ycl es. Table 2MeanRan

aMedi anTr eat W’ﬁlﬁﬁ%%@ ér?@] %Lé q?p(ﬂ%?%CCDay of hCG

adni ni st Bat (214" m@'%lﬁlﬁmm'QQMMUﬁ“bEwndﬁe Days fromlast |etrozole
tabl et to hGGErREB&mE uﬁo@%’f%ulg 7&5@9@5@5% RIEP-A-337 929, These are especially the

Thi cknessO. 580..6-1.10. 4-0. 80. 80. 4 W O 02/ 083240 PCT/ CA02100522
Tabl e 2 ﬁgrgﬂo%gﬁoféormula la

Medi anTr eat ment Let r ozol eCCPLet r ozol eCCLet r 0zol eCCCm FoI licles > 1.5 Cm
on2. 41. 9NS1- 31- 522day of hCGadmi ni strati onEstradi ol /L)
0on10162145S107-2347362- W668 ay dm ni st r I"'onEst r adi ol per

mat ur e3921278S107- 837177* 240428914 86f c Aol / LLH on day of

hCGL616NS3. 1- 663- 668. 28ddmi ni st atG UL val ue (<0.005 = significant) 5
= 5igniticant N5 = not ni ncant Thege > e/ Its illustrate the inprovenent
| etrozol e offers over CC iwTelation t @®etrial thickness and reduced
estradiol levels. The results suggest inproved pregnancy |levels. 5 Exanple
3 This éQaan e denonstrates the effect of letrozole alone in a single dose
form of admwhesdn Riis bydrogehemetsyl rediti, (pfopylepreﬂ’@yli, bo;ﬁonyt datylrbedyl, ogty|desyli n 7

fertil fi
deg g|0| ﬁgp%&%%Bﬁ/l (:ft'a% >h P)(%rﬁ ﬁ cwﬂe or |I ﬁﬂg%?g/l le%et\}\’/h)hé)&ecel ved a
single 20 nPrARset B!’PmpeﬁrCB@ES’r &bre: ‘h‘ 5“3“616 CM@FQ:WF)QOXYWWI%I i gyane Cz-
de;/el gprr:snt %@ﬁﬁmgltﬁa@ﬁﬁmswnmmmme@j agéowédbéta@t@wﬁ;dham’gdnhyetmp ldﬁﬂlhd?;/a 3 _ o:‘
estradigl. a regnanc i.eved i e nmean estradio
level ondth 8'3 ?ﬂ‘d/% b@ﬁi“@ﬁ%‘ 9 i"sa?f&{?’{a?i’ W&ihtuégh%?%{mqr%vel per
mat ure foll |subs§ltuﬂat§ f@@ﬂhwgmwlllqlowh,rﬁ)s& aighcmethoxy, leeivahysirexy apéeyanei t h a
5-day daily d@Fb’%ﬁy %eth&s&r&ﬁ&}v%r Mtwﬁ&ar Cgﬂcarabrﬁdw Nngo%Vdpwe&bamnw e. Table

3Letrozol e sln 0se C adm ni tralon
(2.9) Endonetﬂhﬁ'g)i'caftrﬁ“t?x'n@ ff?i'Hy'FRﬁé’%Q'Wefrﬁ’@'?@aE sajts eF‘%S’i | i cI es>1. 5¢cnR. 29
(1. 3) Est r adi ol Individb&Compyungs frarh tHay §8dp w&&@yﬁmtgmdspﬂdaMeroe afeol | i cl e

(POl / L);390 ((y/Apkd-bideidbbohlond)-$-H2 FhicdsbBduy1 hARERAB320 PCT/ CAD2/ 00522

Exanpl e

c

(2) (4-(4-bromobenzyloxy)-3-[1-(1-imidazoly! )-butyl]-phenyl pentyl ketone,
(3) 4-(4-bromobenzyloxy)-3-[1-(1-imidazolyl)-butyl]-benzanilide,
(4) 4-(4-bromobenzyloxy)-3-[1-(1-imidazolyl)-butyl]-benzoic acid,
(5) 3-(2,4-dichlorobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzonitrile,

25  (6) 3-(2,4-dichlorobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzoic acid methy! ester,
(7) 3-(2,4-dichlorobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzoic acid,
(8) 3-(3-bromobenzyloxy)-4-[1-(1-imidazolyl )-butyl]-benzonitrile,
(9) 4-(3-bromobenzyloxy)-3-[1-(1-imidazolyl)-butyl]-benzonitrile,
(10) 3-(4-bromobenzyloxy)-4-[1-(1-imidazolyl)-butyl}-benzoic acid,

30  (11) 3-(4-bromobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzanilide,
(12) 3-(4-bromaobenzyloxy)-4-[1-(1-imidazolyl)}-butyl]-phenyl pentyl ketone,
(13) 4-(4-bromobenzyloxy)-3-[1-(1-imidazolyl)-butyi]-benzonitrile,
(14) 3-(4-bromobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzonitrile,
(15) 4-nitro-2-[1-(1-imidazolyl)-butyl]-phenyi-(2 4-dichlorobenzyl) ether,

35  (16) 4-amino-2-[1-(1-imidazolyl)-butyl]-phenyl-(2,4-dichlorobenzyl) ether,
(17) (2,4-dichlorobenzyl)-[2-(1-imidazolyl-methyl)-4-nitrophenyl]ether.

20



Superovul ation for 11U wth Letrozole and FSH Patient G oup: 19 Wnen with
unexpl ained fertility, 6 with PCOS, 2 with endonetriosis and one with nale

factor 5 : Study group received Letrozofe (2.5t days 3
AT e i ORI

to 7) an adjusted to need, starting on day 3,

(10, 000 bol thod: 11U
Endpoi nt s: MTmeaQ%ﬁth?AéitsgtﬁHﬁu oﬁ%ﬁel %@ 'fﬁh@iér?zgga i eltélr%:lbipghb@?hégbcm on hCG
day, 10 est ﬁawpwndﬁﬂffﬁ'wl%}ay, total FSH dose Resul ts Pregnancy rate with
Letrozol e and FSH was 38% (not reported for FSH al one), endonetri al

t hi ckness was the sane In both groups, nunber of folljgcles > 1.5 cmwas the
same, estradiol was 45%|0W LeRtozoI e gro t ot FSH dose was

decreased by 77%in Letrozole g oup|15 - 2 Letrozole for ovul ation

i nduction: summary Patienf G oupN—fEGS—and ungxpl ained infertility
undergoing 11U . Protocol: udy- group 1 CC&lati ents received Letrozol e
(2.5 to 5 ng/day, days 3 to ; 20 hCG bol'M§ N0, 000 LU. Control group 1
PCOS patients recei ved CC (50-100 ngl day, daysR8 to 7 or days 5 to 9); hCG
bolus 105000 LU. Study group 2 unexplained infertility patl ents received

Letrozol e (2.5 ny/day,  days to 7 I FSH (50-15 art| on days
3 to 7 unti W R r?ﬁ?l“u@etﬁfﬂ’,‘tﬂ@%)p ".p% PreRsnYy ISPPTORY 83th5 h%e?‘iﬂ" (%%}Q
infertility qyetbp@m sydicheryl \ydofEttyiethyl Olamgkyitesthyl dalyenz\d, R.ds hydrqges FSH

{50-150 LU., bol us 10, 000 LU.
Fertilisatioh ;g/gt g‘%g @Btnga%ld%tx rﬁ%’dz)yll” éedoﬁ.’rethpﬁ%‘goéﬁn ts: Pregnancy rate,
ovul ati on r sRyEolidiytnethvt earapxy tmeth@me@ﬁwxsqu|bptowé§rb9nﬂ BrogmediNhCeG day,
oestradi@l ngp%é@cﬁlrﬁé{momsutetwﬂcaramnNrpwolrd@tb@rbmﬁ Clal-cglstakarwylttﬂﬂatiset rozol e VS

CC bot h ki t le VS
oG i m pocn Sunbitsnbled of BpiT v aleitupd by dseh i s T antho. Rl 070 &

t hi ckness wamdbebtt EMaHWOt berizey! that is lupsub§tiitedontshstitutaddntang or mere sbiesditveatdscri bed
with parti Ctttcﬁt thé%f'o% ﬁE\G&ent 8, Q:%rkal rnetﬁa;@qﬂmvwna hﬁfr&@fand btanw lis be

under st ood t es and f1lcati t hose of ordinar
skill in thehygf“ﬁe’\‘mb?’?ﬁyt?x!{ ﬁebr%%p‘ebraﬁ‘a ﬁp'f’mf')édaf 2t‘{1m ?d’l’%@w ng clains. 35 Yn
the cl ai1ss, ditioroBhelioxecaman is i-CH=NapCs=N(i-Opion dBAgardiseltsftbéreadi ng el enent s
(i n the body), 0 ng oP nmeans
"excl udi ng nnrer%ﬁtdgﬁl ctopﬁglgr!edg%ﬁ%a?h ‘g?‘ﬁt’mé)}thr%e‘ﬁjg ?"éaéﬁ‘?ﬁ@'@ﬁé ents"; and

t he phrase @bﬁrﬂr@tlmﬁgzqé@%tvﬂﬁféwh?“%? careaidle excl udi ng unspeci fi ed
i ngredi ents 1r;fa§jgid|y@muw|]m.$@§,te-4 babdnasieC characteristics of the

conposition” NCES PCT/ CA02/ 00522 ' Hadi, F.H.,
Chantler, E® %Ha@r"}gfﬁﬁm@% g’ﬁ"‘itmm%@’@ "®ovul ation i nduction and
endonet rical (gt 2{1e(1 dmidezodyitbmtyl]-5-brbrne-thReened. , 9, 2405- 2410. Z Paul son, R J.,

Sauer, MV. A9 ket rf@,ffectl ng enbryo inplantation
after human éwﬁL@%mg&r@lbu@atl nfe&z;zgtg%t esis. Am J. (Qbstet. Gynecol.

163, 2020- 20@25[1sﬁ1d‘6|‘?az%':/')b“&&ﬁdh'e'ﬁ'e‘ Uena, D. et al. (1995) dinical
evi dence f or (7as<ethidrobmntyidxypd-{1e(d imidazolyt)@entpipyridineRtdarbiotitrileef hi gh serum

Repr o, 10, CRSERUGHRIeN Yal) HonfR SRR pLRERNGEoRRE, ST 0 BT
(2000) I—F%h @é?t(ﬂ'r?%@tter“éﬂi”@)4[:10(66’@14??0&‘!)196?1‘5"1 PYidingdo%99F cycles do not

I mpai ][ i npl ag\ Dpd- (Mhloadbéniylcﬁg)ﬂﬁﬁC(}’-lrﬁlaészg@l%-pmtﬁmwaqment frozen- thavvel_g e:pr%o
transfer cyc o , Hg
serum oestra ?ihe %°(5“r?8%'?|?§ °£ﬁ“|m8Lr'ta ﬂans q‘er %%S‘H“ ?@I’—Q 05? z’é's-r ’s‘é‘%gte L&H'a@nﬁe

i mal ant at i onceruadsef fagmeiaty rates in subsequent frozen- thawed enbryo
transfer oycles_ p. 15, 250-255. 4 Chazala Si kandar Basir GS, Wai-sum O, Ng
EH and Ho PC. Morphonetric anal ysis of peri-inplantation donetriumin
patients having excessive hi gh oe%radi ol enq:\fzati ons’ after ovari an
“stimulation. Hum Repr oN*=200276(3) :| 435-404/ For\wpen,“ R, Fries, N.,

Testart, J. et al. (198$8) Evidence r an gdversé\effect of elevated serum
estradi ol concentratiof on enbryo implantati on. Fertil. Steril., 49,
©118-112. 5 Garcia, J.E. a, A A, Hsiu\_l G/ and Jones, H WJ. (1984)
Advanced3@ndonetri al maturdation after ovul ation 1 nduction with human
menopausal gonadot ropi n/ human chori oni ¢ gonadotropin for in vitro

Bat 1o, P WA P yetoBR. gty B oo ProsEh ottt bl e okt

phase in vvonﬁW'OP@FtvlowG'ﬁ@ewbPYCIOéPTéY“as*ﬁV'rQélﬁlpwylﬁ'GFhY’dlﬁ@?'tzé' ped R 'eeéﬁd'catertl .

Steril., 49, 616-619. 6 Sterzik, K., Daldienbach, C., Schneider, V. et al.
(1988) In vitro fertilization: the degree of endometri al i nsuffi ci ency
varies with the type of ovarian stinmulation. Fertil. Steril., 50, 457462;

Seif, MW, Pearson, J.M, Ibrahim Z H et al. (1992) Endonetriumin
|n V|tro fertlllzatlon cycles rmrphol ogi cal and functlonal dlfferentlatlon

g o -~ — ~ A oA s 1 1 ~ ry



PCT/ CAO2/ 00522 s Noci, |., Borri, P., Coccia, ME. et al. (1997) Hornonal
patterns, steroid receptors and norphol ogi cal pictures of endonetriumin

hyper st i %%/&ngOVF cycles. Eur. J. Qbstet. Gynecol. ReprggrcBiloszz 75,
215-220. to Forman, Fries and Testart, Evidence for an adverse effect of

el evated ser t t RATEH 49,

118-112. 11 %@éﬁ% g;\lt?iuit n%trgﬂ;%%ﬁwoeg deﬂﬂll i dyghénwhﬁrga%%tmg%deﬂbm l'i ps,

John Par sonshY9sY %?%F‘tet%btém prﬁ'}ﬁfﬂ QWI”{?EPVEBIMLP?'"BW‘V&'HW”I ive birth

rat es in nat alkedycarbonyk oriy kabardgyl; BVR; ie jrg r tbrivetisee purog.thak 0glbeldbtaizd9- 262.
' 2 Val buena &/re%ﬁﬁfoﬂhg for @g%pmhékaTﬁQ@mlnéderPQHe fl%ﬁxrthégro rmn C.

I ncreasing | et erious I pl ant ati on

because theyhyirelaming, @fmeé'aythyﬁrﬁ@ﬂ@ﬁm Posthythydroxylangpe,Q-p ymerfxw'%@ 8. '3
Simon, C., Gaérf:zylﬁydré&y&muneVean&ibanzylaxyr@aroMam|(né.9:98)3 4|g@sr easi ng uterine

receptivity b asin evel W e n

period in hi B%tgﬁgrﬁgﬂ}félpghﬁr a{'H’ée segl@cark?a é’g f (%'Pfl c%argaztwe étﬁiﬁ%rﬁ égﬁ]or none
st ep- down r eghilinenacelsb prapionylSwudyryl valeryr,Gaprog4epgy| thalds Teaubgitited ¢ro DV,

M Govern PG g¢ilioRd dMonskimdié Slbsttlibntd-#dreing gKau Qlaéé?f @1 N, -alkypdsdiHoRg” does

not adversely affect cle outconme jn a su ons e |n
vitro fef®i| PRRP; Wﬁr%égn%‘?ﬁ"@ CERY; 4me§"(°é¥'| Rox;iggagtowg %é*(yg):ar @ﬁo WO
02/ 0832: 40 ClsApriviica@i oPANDhEXYBADathoy! Osk- p@rfrohdylceabmlaalax‘sﬁltk triaieof. t or for t he
treatment of a t QR treat ment.

2. Use of an ar Iﬁr\{a ficéwohﬁ%menq%g%P%tﬁ‘r%zbgélat| %agf a Ir’rrbe\é( canment for
decreasi ng eébAdehimidazalyisbyty) %P”F@W“émﬂtﬁt"leéﬁf under goi ng assi st ed

reproducti Ve(Z)mE(a'(ﬂﬁ{Hazola b&dﬁ)abdhﬁolaacmablﬁmktase inhibitor for decreasing
estrogen geva)%ég i J;%mkgnﬁfl@eg Lo Inlﬁtg goi ng assi sted reproductive

treat ment In [ br for the preparation of a
medi cament f ) 4i( hﬁ-mﬂazglylb bidyl)-bepizaidersidd.on andl or pregnancy rate for a

femal e pati e 4L(m_@ﬁf”gdyzg!g|) g@@, gngg alcSiyioduction treatnent, wherein the
medi canment nore daily doses of an aromat ase

i nhi bitor (A%) ¢ 1r‘fﬁ'd%?'yﬁz’ﬁyg'%ﬂ"y'r}ézﬁ?"BWEE‘Et?’lfn cycle, wherein the doses of
Al are sel ec{®Ad-[{{BimidaxolvibdyliHeny propd ketong,educe serum estradi ol |evels. 5.

Use of ag,ar 5L oW g the inplantation and/ or

pr egnanc;a/ ra@f[??ﬁﬂ@}@? Blﬁ{l%%'%gbmﬁl k%g)?gl sted reproduction treatnent,
wher ei n t he &drid Hisidaza-pitylbphep PF’HV &oBRini ni stered in one or nore daily
doses duri ng (f0)4asgl-middolypiut@icinenyl Bekyckeedne, wherein the doses of Al are

sel ected TrORBUINS AL SR | LRI DR 4T 854 At evel s 0. Use

according to one the Hssisted reproductive
t echnol ogy i §smla&cmaommnﬂs ¢ffqrmul|ad> fertilization (IVF), Ganete

I ntrafal bgpi an Transfer Procedure (A FT), Zygote Intrafall opian Transfer
Procedure (ZIFT), Intracytoplasmc Spef\im I njection (/CSI), Intrauterine

Insem nation (11U ), Therapeutic I nor nsem nation (TD) and Controlled
Ovari an Hyperstinulation (coH). |I7. according to any one preceding
claim wherein the aronatase inA| |to is to be ad@jnisteredlnaregimen
using FSH or a m xture of FSH an 8. Use according to any one preceding

clainm wherein the aromatase |nh|bqtor is to be admnistered with a
plurality of daily doses of FSH cp_q&%ture of FSH and LH 9. Use
according to any one preceding Ll ai erein the aromatase inhibitor is to
be adm nistered in 1 to 10 daily ddses. 10. Use according to any one
preceding claim wherein the aromatse inhibitor is to be admnistered in 5
daily doses. 11. Use according to any one of clains 1 to 11, wherein the
aromat ase i nhij i f 3 to 7 of the
menst r ual cyé’Yh% nlé'saﬁsh} &og%rggmr%flg@ﬁﬁ |38%ré'=1%%§l%é aeifér:rsﬁm% to 11, wherein
"the aromatase inhibitor is to be adnlnlstered on each of days 5 to 9 of the
menstrual cycle. 13. Use according to any one of clains 1 to 10, wherein
the aromatase inhibitor is to be admnistered starting on any of days 1 to
‘5 of the nenstrual cycle. 14. Use according to any one of clains 1 to 9,
wherein the aromatase inhibitor is to be admnistered on any of days 1 to 5
of the menstrual cycle. 37 WD 02/0832: 40 PCT/ CA02/ 00522 15. Use according
to any one preceding claim wherein the aromatase inhibitor is selected
fromaromatase inhibitors having a half-life of at or about 8 hours to at
or about 4 days. 16. Use according to any one preceding claim wherein the
aromat ase inhibitor is selected from aropastase i nhibitors having a

hal f-1ife of at or about 2 days.




17. Use according to any one preceding claim wherein the aromatase
inhibitor is a non-steroidal aromatase inhibitor. 18. Use according to any
one prec ﬁlﬂ sg iy m wherein the aromatase inhibitor is apEpr¥giSieL
aromatase 1n Ito 19. Use according to any one preceding claim wherein
t he aromat ase |nh|b|tor is atriazole aromatase inhibitor. 20. Use
according to any one precedi ng clai in the aromatase inhibitor is
sel ected from anastrozol e, |etrozol, ozole 21. Use according to
claim 22, wherein the aronatase i jnistered in a daily dose
of fromat or about 1 ng to at or out 10 . Use according to any one
of claims 1 to 17, wherein the arondtase iAhibitor is exenestane. 23. Use
according to claim 23, wherein the af \se inhibitor is admnistered in a
daily dose of fromat or about 10 to at\or about 200 ny. 24. Use
according to any one of clains 17, wheérein the aromatase inhibitor is
| etrozole and is adm nistered i ily e of fromat or about 2.5 ng to
at or about 10 ng. 25. Use according ny one of clainms 1 to 17, wherein
the aromatase inhibitor is anastrozol e®and is adm nistered in a daily dose
of fromat or about 1 ng to at or about 4 . 26. Use according to any one

of clainms 1 7 e t S
adm i st or ed TP A e 93y BRI 43 ””%*Pu#f% b WIOEFEMEnO RS

27. Use accoandiXvgpnias aéh‘f}iféﬁ@ and Zd$ ar- (ﬁi"z)h -1 QiOL!PTNheW*ré'F'él ?n of handRitBerat ase

i nhi bitors i sa)exenwss @ﬁﬁir@éﬁ atotn @R, Rh& RE irRiepdnderdly dRbrleyandBes afeabh #m at  or

about 25 to at or about e acgor one of clains 1 to
8, wherein tHECIPHARMAEE! "ﬁ?ﬁ?@ﬂﬁrqug 53 ?cg@gcryglaalgyégrgug.l%gl e dose
sel ect ed fr dipRaismsefinddruntiérea) eachBetogeithel milinRatornoy a al@bla). -Sgrowp whereit or about
500 ng. 29. nﬁBa&cﬁoélqd 8 6lﬁrrﬁ£}§éu%ﬁ‘y é?:f:epﬁéb?é éﬂ%iltlgm Lé?ts%nth‘é’t\@sr ein the

aromat ase i Jitor I's adm nistered si ngl e dose sel ected from anounts
at or about 10'W'd“2t§’°ﬁﬁ°“"§5ﬁﬁ'ﬂt'Eﬂtg@BPWﬁ“’f‘?)V %Q'WFSB%WGBW% 30. Use
accordi m@ t o1 pRy-(Oraidpzodtedtyg-indadorig wherein the aromatase Inhibitor is
adm ni stere 480 K t, . s estradiol |evels to post-nenopausal

| evel s in ad(122l;njaa([11 "ﬂggM)\R&ﬁ@;/%‘% "PCT/ CA02/ 00522 31. Use according to
any one prec@f-Hd1dnipmyityldiirdanere ar omat ase i nhibitor is adnministered at
an armugt bt Wa}GtﬂHﬁ{ja&olﬂﬁS vad;LtetlraHymsaE&ehﬁe]aia@rua(zmp&dormI/Ldor | ess as
nmeasur ed by rd. i ues according to any one
of clainms 1 @5)? %ﬁ"ﬂﬂé%ﬂ“‘fﬁ 4a§/?"3’ﬁﬁ‘}§g% ?yﬁlﬁ?%ﬁ%at[%"#ﬁ?@e%m nistered at an
anount tttat (Gpovir@-imiiaradotyt3eldihsira-21H-aaphthaleatieune, nor mal physi ol ogi ¢

pre-i npl anta<t59.g-¢1§rv.%§oumueyllfeemhﬁro SRberlBAGHeRdicng, to any one of clains

1 to 28, wherel IS adm ni stered at an anount that
| owers est r ad &1 Q%R?@P?X%UFVB% lﬁ%cﬁb gi‘fano}orlfbout 10, 000 pnol /L. 34. Use
accor di ng t o9adycycolexgk(1-drhidazotyl)-nethyl]-2&)dandver ei N t he aromatase inhibitor is

adm ni ster edL@)t%@BU W%ﬁyc}tbngﬂ"‘l%'% &ﬁﬁén%é’[b]%ogh&%’?'oﬁe to within the range

of at or abo Use according to any one
precedi ngf cl dith§- [1v%#m@iﬂ%?'w)ﬁeprarrvwﬁw]a‘s@dqwn? bitor is administered orally.
36. Use accogdjnp- (ﬂ%ﬁazblwmtypmm%wmbwzﬂb twibgHeai7roneSH or a mi xture of

FSH and LH i out 25 to at or
about 600 L 3*‘%&!'1 id%@@ d%[%éxéjny&é&emaﬁ'thq%& ng claim wherein
FSH or a mi xt‘lﬂ}%(1dfﬂld38P1V|@JﬁﬂiylLle\d§an§ed in a daily dose ranging fromat or
about 50 to @5)9[5 3R iaRD-MdthylFHhdandte. Use according to any one precedi ng
claim wher ture of F | dai I ose

rangi ng 1 On{PEFheDQOT’%?BﬁC{S é"f"ﬂa Lesd $°§%%U$éi§5 Qgiﬂéigﬁ‘-?se?ée eSpR% lé(g"cor di ng

to any one pecangpedndsgpfdédrauley) wherein the aromatase inhibitor and FSH or a
m xture of FSH and LH are adm ni stered simultaneously, separately or
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sequentially. 40. Use according to any one preceding claim wherein the
patient is of reproductive age. 41. Use according to any one preceding
claim Wogs i dksifge patient is a poor responder to FSH 42$C%g0%qﬁrdi ng to
any one preceding claim wherein the patient does not ovulate with

cl om phene citrate. 43. Use accogding to any one preceding claim wherein
the patient woul d show an end¢&EtXial thickness of less than 5 nmafter a
cycle of clom phene citrate. W@4. according to any one preceding claim
wherein the patient suffers f dne sgyned infefRility. 45. Use according
to any one preceding claim wher &i n t patient suffers from. polycystic
ovary syndrone (PCOS). 46. Use acc to any one preceding claim
wherein the patient suffers from endonetriosis, cervical nucus
abnormalities, increased baseline copcentration, elevated FSH
concentration, or male factor infertiity. 47. Use according to any one
preceding claim wherein the patient ils,an older patient. 39 WO 02/ 0832a0
PCT/ CA02/ 00522 48. Use of an aromatas nhi bitor for the preparation of a
medi canent for use in an ovarian stimnulation cycle for ovul ation inducti on,

wherei n FSH Qfordh W i§_ralégl?%dgf\tyfdghle,%Woﬂek’blidf@ne@&ﬁ%g_éﬁﬁﬂené@-2-éé§ﬁalﬂf/lid€ﬁb

aromatase inhibitor in e preparation of a nedicanent for use in an

ovari an sti riadigahi%oR theyareusing ;rCHFGI-aen SY9emel dtifs Rtomy3R? EPAYESH or a mi xture

of FSH amd Liitiebsndeh®oof daeshotted. ard ieeh aimeitineagroup(Cats er 4 miitideh bom, bt theihe

preparati on %Lrn?ace %%I@%@%&abfeogdfiﬂgr%a?tgaﬁtﬁ]gcic?ss.t rogen levels in a patient
Prmulatiron 1or

under goi ng ovarian s ovulatron induction with FSH or a
m xture of FSHIngivigualigompaundgfem grat erauRihaiTRAYPSEeR BPesial BieNtiopare: he
prepar ati on @f 4-f-dyBehdxABR-1-{iPfdabdNPERthbehBithigp] ant ati on and/ or pregnancy
rate for a fﬁ\‘r;%re Hgdegyﬂ(gi ng 0“5‘”@3 s&{ EBl ati.g.p for ovul ation induction,
wher ei n t he gt cyRgRAntfideneq)-(Tdazghl)-medViEPRU N ne or nore daily doses of
an ar onetdas g3) #{1rdyciblmaptyfiddne-1elinidazglygrmaindiraeazonigdie,mul ati on cycle for
ovul ation | i L R w& selected from anmounts

n(grﬁé éﬁama}é‘(ylﬁi'éﬁé m(lhkb‘glzﬁ)ﬁo Frﬁ%thg{ I?Se'.ﬁ&%ngtﬁlg,

effective to uce sefum estradi i . Use according to any one of
clai ms 47 t d5k&{1-quRlabaxylidenerd-(he Mzl smeiMI-RinEdtitiles t o be adninistered in a
regi men usi ng) &£Bktyoibpentyitierleci-@ 20t trigZolil ) amdhyilddenZoditrid)se accordi ng to any one

of clainms 47 5 ein i : Al hi is admnistered with a
plurality of(Tfjgpl'%ydaﬁgs}’ggg%@ 1&%%&%&%@%@%@%@% and LH 54. Use

accor di ntp t olBafrR-esiemantylideneri k2.4 riazelyi3-methyibpedonitie ar omat ase inhibitor is
to be admi ni @} £{escloRexdidefe-11 23itatolfparehy-Bénzotiltie, accor ding to any one of
clainms 47 to1§5 Jner el gvé he qggg;.aspl_l H%F_Ibt o i3, L0 be administered in 5
dai |y doses. ('BE*Iiyeonep B%’Fﬂa IFGVTEYEPRY2N e 47 to 56, wherein the
aromat ase i nfiit ba-fepelohiexylitleneseimidbadlyimethii-thidpbanedgarboditriitlays 3 to 7 of the

menstrual  cygh ehe Rmpolfi offofRiisl] RiehiRdANBERE 74 128! Bic8B ard bspiaPthe Wher ei n
the aromatase inhibitor is to be adm nistered on each of days 5 to 9 of the
menst r uaf® cygamPousds of (9gBUBLcor ding to any one of clainms 47 to 56, wherein

the aromatase inhibitor is to be admnistered starting on any of days 1 to
5 of the menstrual cycle. ;‘Q__LmNaccordi ng to any one of clainms 47 to 56,
itor i

wherein the aronatase inhi to be adm nistered on any of days 1 to 5
of the menstrual cycle. 60J Use afcording to any one df) clains 47 to 60,
wherei n the aronmatase inhi ﬁi% ¥S selected fromaromatase inhibitors
having a half-life of at or abwut 8 hours to at or about 4 days. 61. Use
according to any one of clai mel 47 to 61, wherein the aromatase inhibitor is
sel ected from aromat ase i Farpt@orSHeav-l-an@P=Rife of at or about 2
days. 62. Use according to anyjone of clains 47 to 62) wherein the
aromat ase inhibitor is a non-sRgroidal aronmatase inhibitor. 63. Use
raccording to any one of clainms 47 to 63, wherein the aromatase inhibitor is
a reversible aromatase inhibitor. 40 WO 02/ 0832: 10 PCT/ CA02/ 00522 64. Use
accor di ng t owaeginotie Celfor 6l R| aril R, &rd iderfiital ondifierentrant be eactoprengi®e | nhi bitor is
"a triazo a e l.nhibitar ) i n i,ns 47
fo 60 wher o AOR pn-ers Rt L8} aloht o P REALIEY R, G, ARGy Nonc) 3
| etrozol e an@ o eplkoxy-(mono-, di- or tri-)ethyleneoxy; C4 -C, alkoxy, phenyl; phenyl that is

substituted by halogen or by cyano; a Cs -C; cycloalkyl group that is optionally condensed

by benzene, or is thienyl, pyridyl or 2- or 3-indolyl; and acid addition salts thereof.
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66. Use as clainmed in claim®6, wherein the aromatase inhibitor is
admnistered in a daily dose in an anount ranging fromat or about 1 ng to
at or abQuoHékssl. 67. Use according to any one of clai mspdychff@Sz Wherein
the aromatase inhibitor is exenestane. 68. Use as clained in claim®68,

wher ei n the argpaiAseal céhhdodhd Pém et Goip tnatsﬁ@rb@cgmeﬂs@ec@ambm.odme in an

anount rangi t or 200 69. Use
accordi ng £6 ﬂ%r%}’ Sgﬁgﬁl ?p%ﬁnﬁggi{%'?%%g%bﬁ)' '4é°(r%e°|r%e['#16é(l %{mn%rgt%aagee inhibitor is
| et rozol e arfl Thesconhoimdsf tormada | g8 definks in FP o3 938, Theemaraespacialihtbet 2.5 ng to
at or about cd@odBds dformideg according to any one of claims 47 to 60, wherein
t he aromat ase | nhi bit or |s anastrozole and is admnistered in a daily dose
of fromat or about 1 at or about 4 ng. 71. Use aglgordl ng to any one
of clainms 47 to 60, whe él aromatase inhibitor is rozole and is

adm nistered in a dall%/\llldose olf from at about 2 ng to at or about 8 nmy.
72. Use according to a \Qne/o°f4 claims 47 to 60, wherein the aromatase
inhibitor is exenestane and i s ad st in a daily dose of fromat or
about 25 ng to at or about (TSO - 73. e adtording to any one of clains 47
to 60, wherein the aronRyagei+rfibitor||is adhinistered as a single dose

sel ected fromanounts in the ra of d or about 5 ng to at or about
500 ng. 74. Use according to anR;o of clains 47 to 60, wherein the
aronmatas@ inhibitor is adninistefed as a si ngl e dose sel ected from anmounts
at or about 10 ng, 20 ng, 25 ng or 30 ng to at or about 500 ny. 75. Use

according tCp)haﬂtécameauqfac@p&bmanfyanh@teG&chéfdﬂedlyz|s6mbmwromrsqna§a%drdm-bl tor is

adm ni stere an apount rs adi e pausal
level s in a(lf‘ %ﬁTéa &2— Bs‘%"agetcrﬁ&mﬁ\ 8“%%‘%51 "ghe*‘ ¥ﬁc§'3| 'rns(ﬂ'g'%f %@
wher ei n t he aad egHENSN=CHI| Risthydrogen mdm-(r:u aitye Re @ hydrogen, Emindikyl, IGa C;I ower S

estradi b, | & \t; %W S&U RPU&?‘ éo%sﬁr@ ('3'-a| nKI P ES- &%lk%éﬁ% |sq@dP)éer§tCa4 16

|nnunoassay t 66,

wherein the a&WBh%{t'Salﬁ‘éUbSﬁWFqglq Wbsi'@teﬁéyﬁ“h i §b é‘néﬂc'%ﬁ'kybhydé??ﬂu% Cs AI®XY] ower s

]gzst r Ftdl oi | engles-d.ai@had, -opélmyl ohys b;&io@mymm@/bla[z Arheptednad-{1 o)3- Hiaycﬁbs in a
emal e

ot ase i PRI PR S Ao b B nitrorfy GoBepiervinty et MREEFAA”
| evel s t o | essibstituterbyafir, 002 -GbalkynyloXy; B@nigyxy;|di{AraMriethox M3 -02 fQ @8Ri-4-0

PCT/ @Oalsw%?p%r.aﬁyx)ow@ dga&&!ayrw d,%c @an(m@%tgfsusét@téasby%ob& ﬁ@arowerel n the

aromat ase inhibitor 1's adm ni Ste ower s_estradi ol

level s to w Fh?WQXMea"P'%‘h@@”Bme'f{CO Cem&m'%ﬁ%{"ﬁmﬁf’tﬂﬂrc%&t 15%00 pnol / L.
80. Use accalidiyrgrbonyl aArsuinh ar,640-¢ Agi-186-, @y-C; oycRalkyvh@dibydrotlide ar onat ase

| nhibitOr | SoRtlling! Al BchAiddbt oBb, iRy BREMHHIbrE MRS -Of Cl alnms 47

to 81, wherel Is used In a |y dose
rangi ng f r orRIeMbY4-Y96b 2.3gihydso-Zroxgy! Hgpaipidazatyt apd Reigihydrggen, 'E!B‘% 2% di ng
to any @oe ahorel aumacA@e &lioy!)8rhino Wagen, 1T ESilkyr, hedrosiy)ok Gf &g @fkokyStihereidl LH i s

used in a d r.a r 225 |.
tort 5 " Uadhryéofle 3’3s“bs?glegﬁhendng%‘%?hyg|p£%§§g’h'?§@”h’§ Alasliy oMy 220 1Y
m xt ure of F‘tEJPmé\r‘i@lOt_HHmMsfuwéldC1 s Blkyiiranyl, M@amﬂﬂ@h'ﬁ@bﬂ MaeTeitArgis about 50

to at or ab%nﬂ@@b#ﬂtedﬁ@nyl 8Apynwﬁeana%enreﬁhl"&msm@teapuer@n% ;m‘enw{hat g8 47 to
84, whereint and LH are

admi ni st er ed! ftpf'ﬁ?cﬁﬁ’n@g{ﬁglsﬂ'}bs“é‘g'ﬂ}ﬁf”aetaé ?SSngéﬁﬁ@ﬂ?peaﬁs qrfy °f3§e a8 accor di ng
to any dife dfoncthaigroep 4anststing/d halngen? Rydraxy Stydrowyvestiail, iriflubremetioyl; 8nCs Blkylof

reproduct i vec ageaikd§; c U%?alﬁ&&éHrﬁUn?lgcérﬁ’ox?er@nﬁyd?&xyﬂu?dnf&hyﬂz dn, &fino,Wher ein

the patient 1s a poo ;F)on er to accordi ng to any one of
claims 47 td"gP; 3'5)%@1(%1 e h@aﬁ'éfplaéﬂf“ rﬁ»oul d fal I to ovul ate with cl om phene
citrate. Individual compounds from that group that may be given special mention are:

(1) 6-[(1H-imidazol-1-yl)-phenylmethyl]-1-methyl-1H-benzotriazole,
30  (2) 6-[(4-chlorophenyl)(1H-1,2,4-triazol-1-yl)methyl]-1-methyl-1H-benzotriazole.
(s) The compounds of formula Il as defined in EP-A-250 198, especially
(1) 2-(4-chlorophenyl)-1,1-di(1,2,4-triazol-1-yimethyl)ethanol,
(2) 2-(4-fluorophenyl)-1,1-di(1,2,4-triazol-1-yimethyl)ethanol,
(3) 2-(2-fluoro-4-trifluoromethylphenyi)-1,1-di(1,2,4-triazol-1-yimethyl)ethanol,
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88. Use according to any one of clains 47 to 88, wherein the patient would
show an endonetrial thickness of less than 5 mm after a cycle of clom phene
citrate. v@t? h888paccording to any one of clainms 47 to 89, peMiehf)ddsine
patient su ?ers fromunexplained infertility. 90. Use according to any one
of clains 474)jt202@8%ichwacshenyn-t, hei(thad-trandl-1sardtiensthbmaym pol ycystic ovary
syndrome (POES) ., Qi EC)JACOY MRS 0. MBS haC! ai M8 47 to B9, wherein

t he patient ers riosrs, vical hucus abnormalities,
i ncreased bde)d-@ifworpshenyldhd el 24tttianel-1-direaflelia™SH concentration, or male

&ﬂCt or itm;]erd)'*rbé EdmpodRds dPRAmae ¢ &4 @Etfiﬁgd i%’n‘EP&(lZmOZB@, &peGhigi M5 47 to 92, f
erein the patient is an er pa . Use in ny one o
claim1 fo d%, (1 Wgﬁ)éq'ﬁmém %ﬂ!’%?@ﬁ?ﬁy 1(3 "%4'(8?%%3’#?05'1'@%@5’?6”3%3Li?'ﬁlgt iyent . 94,

Use accor di ngethynapighatene, of clainms 1 to 93) wherein a GhRH antagonist is
admi ni ster ectg)t@ R ﬂ%—ﬂ&%—%-gﬁfﬁmroyﬁ&yﬁﬁ 2201 REANRIRRE H-MaRbiRemfipr t he
producti on of’ a nedl canent rinproving the - ’i nplantati on” and” pregnancy
rates in a fR@p@b@ene, 96. Use of an aronmmtase inhibitor for the production

of a nedi caneyhrf zr*)-rand ¢rR 2GS @UHaclophenliBVES 8-tdt@hprev€¢tH-1 2@-ttidtosUr ge duri ng
controlled qyarian rstimil ation (COH). 42 WO 02/ 08320 PCT/ CA02I 00522
97. Use O & %‘P@H%R%%gen?tghﬁ%oﬁme'for the production of a nedi canent for
reduci ng est#HdRG2RY)-@and (R 126" )3-dfepopkanyli-+ .3 diej@hylie hf-CcoH.  98. Use
accordi ng tqmﬁbﬁdlﬁih&ﬁ?/l}h"aplﬁl%ledé’tﬁaﬁddﬂitﬁlé]e COHis carried out wwth FSH or a
m xture of F nd_JLH. ). e r di t Lai,m 96, 97 or 98, wherein

t he ar omat a§§)l_li1%h?%ily‘ta(5'rd](?§'Zghi?ﬂ"?1?ggéﬁgﬁ&?ﬂ*%’?@%fﬁazcﬁg?'Vlg]ewgé'es. 101. Use
accordi ng t onaahtyialemse2,6dicetbaniimie, 96 t o 100, wherein the aromatase inhibitor

I s adm njgst 85014 02,8 f1-t8l A% S 13 PH-ni@fzok NAmBRPSTepMtAbleysbe. 102,
Use accgqrszli Efsflﬁg %ﬁ?/ d&ﬁ?@?f?ﬁ%%s t96 ?dcg 1-80, v:,hezroei ﬁmt hgﬁaa?orra? ase

i nhi bi tor i sYRAHi®t ered starting on any of days 1 to 5 of the menstrual

cycle. 103. @s@raesordingorégheay! B Be-téifahgdrén (5-mdthyk t-riizolvkestaii n t he

aromatase inhihitor i.s admnistered in up to 10 daily doses. 104. Use
accordi ng tg)na‘ﬁvager?g'sbqa%ﬁgileﬁs 96 to 103, wherein the aromatase inhibitor

i s sel ected (Ui D comonendsobfommita kastdsfirpdimBP-Ag2o8 7ARIesPeciale of at or about 8

le‘irs WL OpAt @E2,Q-t{9Je1tH-ﬂtz,daara%pn-%@.ﬁ_ethyi;a@.3@ﬁa@redé]?gz-mfethapmpaemit?fa),cl ai Lrjsb_gfs to
: erein ar.o e inhibifor is ected from arqmatase inhibitors
havi ng a hal @ agf[g'(@f%gé‘ﬁﬁ3’\1"‘QEIBVQU@'%eﬁg%ej‘ﬁéfd’%?thy%%%["oé‘%@'rle1 ng to any one of
cl ai n8 96 t o(3124B-(1viydnory-frmietnzlethyipHHShd 8.4itridviol] -Yimethyldphanyllcdr- st er oi dall

aromat ase inmbﬂmﬁﬁlon&ﬂme Use according to any one of clainms 96 to 106,
wherein the aronat ase I'nhi bitor is a reversible qunon%?se fn%l#gi or. 108.
Use accor di n§) 28-ad{dedruo(H-1 24driarol- G 8-Phipwangldf<riausioneivhs e

i nhi bi t 025 i s3,33ttMdedeabomsroniiegse i nhi bitor. 109. Use according to any one
of clainms 96 i R ot [T Y] ' iy om
anast r ozl o, (377 ap RG] 2L P RR oAb kRl it R OO
wherein the &) Beerompeundsief forawa | gsdefipnsim B398 P83 PsRed®lY | y dose in an

anount rangi pg A)eoi2attrifdo- AR I%stl[mné-@A@dicaﬂfonﬁ_lD@Ut 10 ny. 111. Use
according to an ns 5 t n_the aromatase inhibitor

one of cl al o 103, where

i s exenestan®®) (%f'z‘?h'%'é"(é@éﬂﬁ‘ﬁP'ﬁb""ﬂ"BthéPSH'PFHBI‘%?A’W@?Ei n the aromatase

i nhi bi togo i s(AMyoAH Di4efiesd)-i HirrtyRid-(rifidaenethy)stiberarpeab rangi ng from at or
about 10 ng tq _at or about 200 ng. 113. Use according to any one of clains
96 to 103, WA n the aromatase inhibitor is letrozole and i s adninistered
in a daily doB¢E)obetd.foomoat(1@4-tdbmiil -yedyhsibene-4¢'-dicarkibout 10 ng. 114. Use
according toyany one of claims 96 to 103, wherein the aronatase inhibitor
is anastrozole'and is administered in a daily dose of fromat or about 1 ng

to at or abo(f) (@-4rijororggimidgse-1atreasnistipred-aPnisiRe of clains 96 to 103,
‘wherein ghe g eABE AS@cH BB Rintidzol SymethREabsheaghrbdnitaglm ni stered in a daily

dose of fr 0m(76)1t(Z)-Cztr'-cl'(\allcl;)rg-létt-(imzidar;gl-1t -)Climgtthyl%tilbaelrjmg-lﬁl-tca%or%ile, 43
(8) (2)-a~(imidazol-1-ylmethyl)stibene-4,4'dicarbonitrile,
(9) (Z2)-a~(5-methylimidazol-1-yimethyl)stilbene-4,4'-dicarbonitriie,
(10) (2)-2-[2-(4-cyanophenyl)-3-(1,2,4-triazol-1-yl)propenyl]pyridine-5-carbonitrile.
40  (w) The compounds of formula | as defined in EP-A-299 684, especially
26



. wherein the

WO 02/ 0832-40 PCT/ CA02/ 00522 116. Use according to any one of clainms 96 to
103, wherein the aromatase inhibitor is exenestane and is adm nistered in a

dai ly dosgo@idsham at or about 25 to at or about 50 mg. lidrcWsHeeascor di ng
to any one of clainms 96 to 103, wherein the aromatase inhibitor is

adm ni ster ech)a@@achﬁ;rgbghgw %ﬁﬁros-ﬁé @?ltf@'-trfaE&m)@HBHéﬂes in the range of from at

or about 5 ng Z% %\r‘lrﬁ rding to any one of
clains 96 td )_L%J@Jor%' '@f°FP‘fﬁ'%|°r8'P ibgé'( ?rﬁi“!ﬁz?' VI)PE"pa nistered as a
si ngl e dose (3p2-meieeHd-fom-atiustbrsetafibenzyi phsdi(1,4,8-tagol-120)pragane?5 nmg or 30 ngy

to at or abo(a* éﬂ@no’@heﬂ}ﬂﬁ 1‘é5z?tr@§o‘??8ﬁ;|b’r§92t4‘?rua%ly1 ﬂrﬂgthﬁgufalnazlm 96 to 111,

|bt0r 'S a I'St'er ed nount 't hat | owers
est r adi oI5 | efb?-&-ahorgpodiuoraanayinliddi(1.2.a¥risizel- ripepparedal. e. 120. Use accordi ng

to any one qb) £{sénBrobdhzyi)0,3L8id¢1 2MRER)-1L ﬂ)ﬂp@\paaéorrat ase inhibitor is

' admnlstered tra | evel s to about 100 pnol /L
or less as n@ia‘g (g'(i’ﬁlﬁgf’pg?ndhg%dd& 2%?&9&@'53?91"&% %gl -bepgqnitiies e accor di ng

to any one 0oB) tl4aflusebetzy)--(2fibroy4- tmfkmrmeth;ﬂm\enw)F‘OWh&e-tnambmbd)tpmpanél-

adm ni ster edol n an anmount that | owers estradiol Ievel s to about nornal

physi ol o n@re inplantation levels in a fenale. Use according to any

one of ¢ ) 5@- ‘thP“le”y'h\]‘I@rf@PWP'ﬁ%‘éxﬁT1@rﬁi@éﬁtr'?@h“ﬁ'l)lir@ﬁanr%mvadm nistered in

an anount th(ao 1-@Vegariobesdyr o {201- dlﬂdbbt@hénytﬂ JdR53 4tthaol-@j)pspasolt 10, 000

prol I L. 123. n 111 wherein the
aromat ase | n‘ﬂ*@e(t“ac?‘%%ﬁ r&'ﬁ]1rp%e? acp Gﬁ 4'tﬁgﬁ’m'g?ﬁr%taﬂ;t 1 owers estradi ol
| evel s t o wi@hThe compoungage definedin Odﬁm AlobER-A306 085 eapecighly about 5000 pnol /L.

llﬁﬁ bUtsg ac Wm&émmaonm&fzom PinBBy! §(mpna1aa?hb[zvvq%€dnanet he aromat ase
I DI

96 to 12 AT LT Sl 012 e R P 1y dose

rangi ng fr oneagdoninle,about 25 to at or about 600 |.U FSH 126. Use according
to any one b 3InEo 91 difethfid-ox0RE Al1h ALY R yheMyhdphoRl1 rRilpnd LH i s
used in a da(ifa?F g ggr randl ﬁg%?rcg(m Zt or a@ g cgmaétt‘5 o?ﬁabdgut 225 LU.

FSH. 127. @rté’e‘é'ﬁ'tdﬂ'l ng to any one of clains 96 to 124, wherein FSH or a

m xture of R a-lam\yarbhl,ﬁdmsmsd 2-dkoB-[diglH- 1,2 d@seoltiaNgi Ng fromat or about 50

to at or u ] ccording to any one of clainms 96 to
118 and 2102‘00* ethi’;”f“pktw [éfe Flur%'ﬁ?carkgnﬁgﬁt . is of reproductive age. 129. Use
accor di ng t olyaFe @ﬁ@owﬁseffarnméal%cte&neﬂerEPw‘féﬂ@ﬁ%esmabm| ent is a poor

responder t o(1F&i3-(44 anopHQ 3198 Adrid 1 P @%%ﬁmg 130. Use according to

any one of cé 4(% e ient would tail to ovulate with
cl omi phene CZ??EB@ Tﬁen @(ilg tP?ﬁOhg HR’ﬁ?ﬁ?Z‘Mﬂ' of claims 96 to 128,

wher ei n t he (Ba#i2(112,4nviatat1 yhrdvd-drifluenmethylbenzyl)etbyiberizaailte, of | ess than 5 nm
after a gycl @l@gz @lﬂﬂrn@ﬂ#—ﬁ‘-@l)qlE{tﬁﬁﬁronﬂe@%xy}g]ﬁ&ﬁylféﬁﬁ@de%&ﬁnﬂa0 any one of

claims 96 to wherei n %atlen from unex&yal ned infertility.

133. Use acc@?ﬂ?erﬁj’mtpeu’éjﬁf”(?%“' f1) 8% dafined 9 &PrASYA83. oRResidYn t he pati ent
suf fers fronf1pef@vybnophenydi3y(1 2yrdazolrbyif-picp¥BhicotihdditriiedJse accordi ng to any

one of cl ai he £, metri osis)
cervi cal n@ﬁﬁbﬁ%ﬁ%@?ﬁlﬁmp&gﬁwﬂ%ﬁ E'? [gﬁﬁ& Basewﬁw&c %@%t%%:ﬁé&ﬂﬁlgtl on,

el evat ed FSH cdwamples afistaseidal gromegase inhisiters that meehe mentioged &85, Use accor di ng
to any oge 0(aaﬁ@d&&p8@1db@f$%|a Vdaefefied it BIR-APBH 28N tThise 8 efPetiglly that | ent .
136. A phar rraceutl cf)mﬁg?r ation for use in ovulation induction or

assi st ed rep?o&ﬁ%?l on treat nent, which conprises one or nore daily doses of
an aromatase inhibitor (Al) in anounts effective to reduce serum estradi ol
| evel s, and one or nore daily doses of FSH or @ m xture of FSH and LH. 137.
A pharmaceutical preparation according Jln 136, whi cfgI conprises 1 to
10 daily doses of aromatase inhibit o ‘ 2k maceut i & prepar ation

136 to'139, wherein the_3
i nhi bitors having a ha®

27



- according to

141. A pharnmaceutical preparation according to any one of clains 136 to
139, wherein the aromatase inhibitor is selected fromaronmatase i nhibitors

havi ng a \galohndskie of at or about 2 days. 142. A phar nacepétmbz/{%gﬁar ation
according to any one of clainms 136 to 141, wherein the aronatase | nhibitor

I's a non-stegpbdilr @m%méeﬂssce&mb&a&owm béﬁlz%w Ah REGEIERESH AR troR RPAT At i on

according to any one 1, Wherein the aromatase i nhibitor
is a reversi ST°HP§FBWQ¥ %%%’V‘?”rﬁﬁ’ie‘ﬂ?'f‘?ﬁ"t'°“lﬁ4 A pharnmaceutical preparation
accor di ng t o (B@hyoory-Obndrostenes3, 173dorie0 141, wherein the aromatase inhibitor
is atri azol t

ARl g B8 ORCEARGE B B O 0,
1s sel ect 8d PropMYhheestrdo 613! -4ider ozol e and vorozol e 146. A phar naceuti cal

preparation Q&?‘Pﬁéjd:dhﬁ)ohﬁhs@s@bme&ﬂ“ﬁthe v @F DE A6 22193 MBdspsdially Bhi bi tor s

* admi ni stered | dai o’étavﬁg g.g_darmunt ranging fromat or about 1 ng to
at or about %ne%r VAR % Qe PCT/ CA02/ 00522 147. A phar naceut i cal

prepar ati on & dhelcampoundsaasydetined irothe cleinisiof GB362 1 D1 106espetiallydramindie

aromat ase i nlghé}bgtg_q destr,gﬁgaegrpﬁgl@,{ée 148. A pharnmaceutical preparation
accordi ngeto cl wher ei n theqﬂ&nci)rrat ase inhibitor is admnistered in

a daily dOse i 'é‘h %Fﬁrﬁﬂ?fPSt? ARG er o or about 10 ng to at or about 200
ng. 149. A phar Theceutehiod theppatptapplidatons atntoredd noddr ¢a) énz) an(ag)fto (@dai ns 136 to

141, wherein E[Kb% Wtﬂg@&@gﬁ@pggmomtpgﬁ{ds Hécl&&%éﬁ@ﬁ%ﬂoﬁﬂglnggl(g%liaﬁﬁgunbéq a daily

dose of from at or’ a or a rmaceut i cal
prepar ati on &EelByadithriein @s awmﬁﬁeh%ﬁ begndngegrorates! deeffl@fce Wﬁ’éF%ﬁ"?F'QSH@ of
aronat ase mf&n@@g@htép@h@n@strozol e and is present in a daily dose of from

at or ab to at or i cal aration
accor di nggt 0 a%eoq‘?ge@ te'a‘?sa{‘lsﬁgkﬁ%tr’?%e Tgf%her%?\%ﬁpeﬁor?eﬁqwegh%?w{j%%g'av%h| bi t or
i s vorozol e dhedollowingmesseings:in a daily dose of fromat or about 2 ng to at

or about 8 ny. é%gnlc%dmﬁrdgﬁﬁr?ﬂ@d e P RARIOMBinaHE $O&MH iRdudiig 72Ny one of
clains 136 to 14 wherein t tase inhibitor is exemestane and is

present in apéeé?rPVyH%?@“anc\“FBW'acta 9F 29BBut 25 to at or about 50ny. 153. A
pharmaceuti cal peyepa@s@eciabylorecatiadoyng t o any one of clainms 136 and cl ains
140 to 158, wheggig fsr'a‘;afﬂgg;%ﬁwsr 1- RS Rddr ., bRt GAEATs Lﬁ§u£tlt§t'85'glle dose

selected froma t or about
500 ny. 154. spb ﬁﬁiWerPé(d‘éMﬁ' Bkl hyﬁPé\béﬁ"‘ﬁff ?'b‘i’i‘yd%‘?fraﬂ?h‘{:}""txb aHH”;P @Wér of clains

136 ianddcl ai réﬁclyléﬁaﬁlo%j& flolmalkyl&ﬁnh@udwarblear&y@mmbaswmamdyebj tor is present as a
singl e dose sel gcte a about 1 or 30 ng
To ot or about e agpubGl MRS ok o BRRK mohfordl coibeill af HalD Of %0
one of cl ai nexdrgge, tmaweutmymmtwh@cu@dmn@g&s ¢rmham1acwtlcalty apeeptedlet at a

daily dosg t hadialbodemeni@akaadi ol | evels to post-nenopausal levels In a
femal e. 156. A pharnac ica repar a geordin any.one of clainms
136 to 154, whePUTARHAcY Srtep s B AR s SreBdal i uR BeBs cocet ha
| ower s estradilcwanicewetgsnrbemasbmntexamﬂ)aqjm nine adidss such @s hedreaodid agig, st andar d
| munoassay ts‘éﬁmﬂi&'a&l:l%ﬁpholér?oncém@*b%ﬂ”gr&ﬁ@é&dscéépe%l@/%l%‘hb S araRAR B s O any

one of clains 154 erein aromatase I'nhibitor is present at a
daily dose t Wé?“'ﬁ%‘ﬁé?'gs é%rte?‘%?'%fm']"&@é?té’ Qrgpl%%ayc% g¢oli% RS 01 ogi ¢

pr e-i npl &0t athyoroxysescdlis tartariq ciriznmébleic, flrbétic, Aydpixanaieiceytuvicaphepylagetis,at i on
according to 0 t I bi t or
e oresent  aisnbARyonti8or Bt PrikiondBE Saftyde B o REEAE et 0 ! O
about 10' 000 q!H?GfI“%ID'COtlTB@ meﬂ\%ﬁ%'!fmeih?“@a'fonbrW%ﬁ”ﬁﬂ'@@%@r ding to any one

of clains 13ﬁoln&e&ﬁ%)ucvmﬁtaalendsh\ﬁsnﬁr@mfatu@s;ecqcnwamswdmlc 5c|@.roewmsthat a daily
dose that | ower,s estrad ut 300 to

oS er Rpout el sl fibstangs®. X sharhie senie bek Ve BRSutly Roaine g’ 700 1O
“one of cl3i nemay3Eothe fAF®d, fehexaapla, wihaminaraeids asieh andrgbine or lysire. f or  or al
adm ni stration. c4@ ounﬁpc%qu@%@grg’ﬁ/ wahgﬁégl%e%ﬁ%exy%ramﬁ)rdm%ﬁni cal

t d E
e of Faiod '{’%rm%ceﬁu%&veﬁwea???‘ean%a.or9%8@@@%1%@,%@“&?@@% e apout
25 to at or ciclite GO Metdlsalls Sk exb6Rle sédiprhgroteasienat magnlesipm ep ealeum saltsaccor di ng
to any one ofy lﬁ?ﬂnﬁ%d@@alt&ﬂeﬂv@@fro%ﬁ%ﬁ@ 0F§Hgt9£ on%ar% §|th@§ T0Em élﬁ'eﬁ%j LH is

present |n a da ose rangin romat or a or about 225 1. U.
FSH. 163.40A ;ﬂ?ﬁ?'%i%t@ateﬁwla"!p?'@g%‘&ca‘w'sﬁ'P%Eoﬁya'P?{@h@tB aé{'?f}?""bﬂfeafﬁi'f’h%*|°a| nms 136
to 160, wherein FSH or a m xture of FSH and LH is present in a daily dose
ranging fromat or about 50 to at or abopg 150 |.U. FSH. 164. A

phar maceuti cal preparation according to any one of clains 136 to 163,
wherein the aromatase inhibitor and FSH or a m xture of FSH and LH are to
be



- pharnmaceutica

adm ni stered simultaneously, separately or sequentially. 165. A
phar maceuti cal package, conprising one or a plurality of doses of an

ar omat asqypRbogiPr. and instructions for use of the kit pprRlyy (;15§§. A
pharmaceutical package, conprising one or a plurality of doses o?

aromat ase i Nbi. Qéooné‘é}g of t@ﬁlérrylﬂrfotnb O&Sor]%o?ry elr‘rﬁﬁesoguch BE okt alkﬁnﬂr‘(%r foRN

stinmulation fTor ovulation in rmaceuti ca
accor di ng t o™>@Mgied- PeS-hviangee, hybenyrowsr ﬁ'@vlan‘@ewm&xmﬁ %’PW?‘S’S?"Y'EB§@-S of
FSH or a m xtis(2-aydrbxyEthi)amiae drhtis(ZB@roxiitey)anine; iskegliphatiaesters becatfoxgicai s 1

to 135, wher 5:{ idd i%F e)Jafﬁg'\Ftdf %ﬁob@ﬁ%ﬁ?ﬁ ﬁdlétﬂ W&R h#;thE:)il E&erp Io?%%ﬂl&ylen%%&nesp‘

bre ion accor Wher ei n
at | east Sonconpgmatedsahyiniparigine. @VCW%kY]?Ff@!?én‘PF exgpple d)&)’ww@ml@ﬁtl cal package

according toOeaaawarﬁxﬁeﬁoab@npwﬁ NL-SberBylethyrRtiRimhefblsd RASbcyRIFhaBEN AL ase

* i nhibitor |s

A& 3.ALLY. A fﬁssw '8ty fonpxample nytiding, sqliding.or auipRline. haqugiel agitic or
| Au. As. A&l\msmmvs Are. phesentA@Iano- Assdly- s&@tasm bearvhedis CadduAdsacesding Atthe

AS' As’ . Asinfielisn Iﬁ%‘ng%ﬁ |ac1315'§hd f‘ﬁésFm g magl also be in the form of internal salts, i.e. in

| . AN, AN
(#. # 99@~>$§§F°39°§£Vﬂuﬂ'°5§< nﬁ:;angﬂagrﬁarj@f; §~W@%EHQ%@E’EQE%QQ’Q‘Q'@@E‘<<<<<<<<<<<<

P
B Séaasb?éo«w””

<<<<<<<<3§<<<§7<Oj!<7<7<8<<<<<<<<<<<< $r<<<<<<ﬁ]<<<<<<<<<<<<<< < <L L L L L L L LKL

<<<<ccc< e AGN 28IV D2y plSo bp D ing form of ydrates, qr iel Sxystals mayjackisls Jar, 5 550909999
)'(\' x\ ('\ x## |.fcr.rr?s y RO, S, M, R, RS '>| ~’>’>’>’>>> ~<<>P~~2RYX P~~~ 2 ~~~~222?>| ~?
ko L IO 2?7>~| ~~22?2>~222~~~" 0?28?2~227~ $> ~>S55P27P~~ PP ~~>>5P207~2~| | >~2>27>~7~
~~| 22~2757~| 27 'V,aﬂbf’f'ﬂ&e QbPVQ’BlﬁL‘W@Q@ inclyding,the indjyisghia) wmpgungf ?2~>~>~7>7<| D
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from approximately 0.01 mg to approximately 20 mg, especially from approximately 0.1 mg
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suitable solvents or solvent mixtures, or, for the preparation of enteric coatings, solutions of

suitable cellulose preparations, such as acetyicelluiose phthalate or
hydroxypropylmethylcellulose phthalate.

15 Other orally administrable pharmaceutical compositions are dry-filled capsules
consisting of gelatin, and also soft sealed capsules consisting of gelatin and a plasticiser,
such as glycerol or sorbitol. The dry-filled capsules may contain the active ingredient in the
form of granules, for example in admixture with fillers, such as lactose, binders, such as
starches, and/or glidants, such as talc or magnesium stearate, and, if desired, stabilisers. In

20  soft capsules, the active ingredient is preferably dissolved or suspended in suitable oily
excipients, such as fatly oils, paraffin oil or liquid polyethylene glycols, to which stabilisers
and/or anti-bacterial agents may also be added. There may also be used capsules that are
easily bitten through, in order to achieve by means of the sublingual ingestion of the active
ingredient that takes place as rapid an action as possible.

25 Suitable rectally or transvaginally administrable pharmaceutical compositions are, for
example, suppositories that consist of a combination of the active ingredient with a
suppository base, Suitable suppository bases are, for example, natural or synthetic
triglycerides, paraffin hydrocarbons, polyethylene glycols or higher alkanols. There may
also be used gelatin rectal capsules, which contain a combination of the active ingredient

30  with a base material. Suitable base materials are, for example, liquid triglycerides,
polyethylene glycols or paraffin hydrocarbons.

Suitable formulations for transdermal administration comprise the active ingredient
together with a carrier. Advantageous carriers include absorbable pharmacologically
acceptable solvents that serve to facilitate the passage through the skin of the host.

35  Transdermal systems are usually in the form of a bandage that comprises a support, a
supply container containing the active ingredient, if necessary together with carriers,
optionally a separating device that releases the active ingredient onto the skin of the host at
a controlled and established rate over a relatively long period of time, and means for
securing the system to the skin.
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compositions for oral administration can be obtained by combining the active ingredient
15 with solid carriers, optionally granulating a resulting mixture, and processing the mixture or
granules, if desired or necessary after the addition of suitable excipients, to form tablets or
dragee cores.
The term “improving” as used herein in connection with an effect on implantation or
pregnancy includes any measurable improvement or increase In frequency of occurrence
20  of implantation or pregnancy in an individual for exampie when compared with the level or
frequency of occurrence of implantation or pregnancy in one or more non-treated patients
or when compared to the level or frequency of occurrence of implantation or pregnancy in
the same patient observed at an earlier time point (e.g. comparison with a “base line” level).
Preferably the improvement or increase will be a statistically significant one, preferably with
25  aprobability value of <0.05. Methods of determining the statistical significance of results
are well known and documented in the art and any appropriate method may be used.
EXAMPLES
The invention that is claimed is described in detail in the following Examples, which
are intended merely to illustrate the invention, and in no way to represent a limitation
30 thereof.
Example 1
This was a prospective controlled study that included a study group, the patients of
which received letrozole (2.5 mg/day from (day 3 to 7 of the menstrual cycle) in addition to
FSH and a control group that received FSH only. The study group included 12 unexplained
35 infertility patients. The control group consisted of 55 unexplained infertility patients. Al
patients received recombinant or highly purified FSH (50-150 1U/day starting on day 3 to 7
until day of hCG (10,000 IU) that was given when 2 leading follicles were >2 cm). The FSH
regimen was based on the patient’s clinical profile. Patients were not randomized. All
patients had intrauterine insemination. There was no statistically significant difference
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Table 1

Treatment Letrozole + FSH only P value

FSH
Pregnancy rate 25% 18% NS
Total FSH 585 1320 <0.05
dose/cycle (IU)
Day of hCG 12 12 NS
administration
Endometrial 11.5 121 NS
thickness (on
hCG day)
Fallicle (>1.8cm) | 3.4 3.2 NS
on hCG day
Estradiol on hCG | 2130 3140 <0.05
day (pmol/L)
Estradiol/mature | 626 969 <0.05
follicle (pmol/L)
LH on hCG day 16.3 18.3 NS
(IUIL)

NS=not significant
Example 2
Fifteen patients who either failed to ovulate (6 cycles) or ovulated with an endometrial
15  thickness <56 mm (24 cycles) in response to CC and who did not conceive were given
letrozole orally, at least two months after the last CC cycle, in a dose of 2.5 to Smg/day,
from day 3 to 7 or 5 to 9 of the menstrual cycle. HCG 10,000 IU was given to trigger
ovulation. CC was given in a dose of 50-100 mg on days 3-7 or 5-9.
Fifteen patients completed 17 letrozole cycles. Ovulation occurred in 13 cycles (77%)
20 and pregnancy in 5 out of 15 patients (33%). The following table shows summary of CC
and letrozole cycles.

Table 2

Mean Range Median
Treatment Letrozole| CC P |Letrozole| CC Letrozole | CC
Day of hCG 14.5 12.6 S 11-18 11-16 15 12
administration
Number of Days from 6.7 4.4 S 2-9 2-7 7 4
last letrozole tablet to
hCG day
Endometrial Thickness 0.8 0.5 S 0.6-1.1 | 0.4-0.8 0.8 0.4
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This example demonstrates the effect of letrozole alone in a single dose form of

10z

administration. The estradiol levels in 9 treatment cycles in 7 infertile patients (3 with
PCOS and 4 with unexplained infertility) undergoing ovarian stimulation and cycle
monitoring for Ul who received a single 20 mg dose of letrozole on day 3 of the cycle.

10  Follicle development was monitored by transvaginal ultrasound and by serum levels of
estradiol and LH. Pregnancy was achieved in one patient. The mean estradiol level on the
day of hCG was 831 pmol/L. and the mean estradiol level per mature follicle was 390
pmol/L, aimost exactly the same as seen with a 5-day daily dose of letrozole illustrated in
the previous example.

Table 3

l.etrozole single-

dose cycles
Day of hCG administration 12.9 (2.9)
Endometrial thickness on hCG | 0.9 (0.11)
day (cm)
Follicles>1.5cm 2.29 (1.3)
Estradiol on hCG day (pmol/L) | 831 (359)
Estradiol/mature follicle 390 (74)
(pmol/L)
LH (IUL) 19.1 (12.7)

15
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Example 5
Letrozole for ovulation induction: summary
Patient Group: PCOS and unexplained infertllity undergoing 1UI.

Protocol: Study group 1 PCOS patients received Letrozole (2.5 to 5 mg/day, days 3 to 7);

20  hCG bolus 10,000 I.U. Control group 1 PCOS patients received CC (50-100 mg/day, days
3to 7 or days 5 to 9); hCG bolus 10,000 LU. Study group 2 unexplained infertility patients
received Letrozole (2.5 mg/day, days 3 to 7) plus FSH (560-150 I.U., startingon days 3to 7
untit hCG); hCG bolus 10,000 I.U. Control group 2 unexplained Infertility patients received
CC (50-100 mg/day, days 3 to 7) plus FSH (50-150 1.U., starting on day 3 to 7 untig8l hCG);

25 hCG bolus 10,000 I.U.

Fertilisation Method: Timed intercourse or |Ul

Endpoints: Pregnancy rate, ovulation rate, endometrial thickness, follicles > 1.5 cm on
hCG day, oestradiol on hCG day.

Results: Pregnancy rate was higher with Letrozole VS CC in both kinds of regimen,

30  ovulation rate was higher with Letrozole VS CC in PCOS patients (not reported for
unexplained fertility), endometrial thickness was better with Letrozole.

While the invention has been described with particular reference to certain
embodiments thereof, it will be understood that changes and modifications may be made
by those of ordinary skill in the art within the scope and spirit of the following claims.

35 In the claims, the word “comprising” means “including the following elements (in the
body), but not excluding others”; the phrase “consisting of’ means “excluding more than
traces of other than the recited Ingredients”; and the phrase “consisting essentially of”
means “excluding unspecified ingredients which materially affect the basic characteristics
of the composition".
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7. Use according to any one preceding claim, wherein the aromatase inhibitor is to be
administered In a regimen using FSH or a mixture of FSH and LH.

8. Use according to any one preceding claim, wherein the aromatase inhibitor is to be
administered with a plurality of daily doses of FSH or a mixture of FSH and LH.

9. Use according to any one preceding claim, wherein the aromatase inhibitor is to be
administered in 1 to 10 daily doses.

10. Use according to any one preceding claim, wherein the aromatase inhibitor is to be
administered in 5 daily doses.

1. Use according to any one of claims 1 to 11, wherein the aromatase inhibitor is to
be administered on each of days 3 to 7 of the menstrual cycle.

12. Use according to any one of claims 1 to 11, wherein the aromatase inhibitor is to
be administered on each of days 5 to 9 of the menstrual cycle.

13. Use according to any one of claims 1 to 10, wherein the aromatase inhibitor is to
be administered starting on any of days 1 to 5 of the menstrual cycle.

14, Use according to any one of claims 1 to 9, wherein the aromatase inhibitor is to be
administered on any of days 1 to 5 of the menstrual cycle.
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"& ()-K letrozole and is admlmstere in a daily dose of rom at or about 2.5 mg to at or
about 10 mg.

25. Use according to any one of claims 1 to 17, wherein the aromatase inhibitor is
anastrozole and is administered in a daily dose of from at or about 1 mg to at or
about 4 mg.

26. Use according to any one of claims 1 to 17, wherein the aromatase inhibitor is
vorozole and is administered in a daily dose of from at or about 2 mg to at or about

8 mg.

27. Use according o any one of claims 1 to 17, wherein the aromatase inhibitor is
exemestane and is administered in a daily dose of from at or about 25 to at or
about 50mg.

28. Use according to any one of claims 1 to 8, wherein the aromatase inhibitor is

administered as a single dose selected from amounts in the range of from at or
about 5 mg to at or about 500 mg.

29. Use according to any one of claims 1 to 8, wherein the aromatase inhibitor is
administered as a single dose selected from amounts at or about 10 mg, 20 mg, 25
mg or 30 mg to at or about 500 mg.

30. Use according to any one preceding claim, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to post-menopausal levels in
a female.
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31. Use according to any one preceding claim, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to about 100 pmol/L or less
as measured by standard immunoassay techniques.

32. Use according to any one of claims 1 to 28, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to at or about normal
physiologic pre-implantation levels in a female.

33. Use according to any one of claims 1 to 28, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to less than at or about
10,000 pmol/L.

34. Use according to any one of claims 1 to 28, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to within the range of at or
about 300 to at or about 5000 pmol/L.

35. Use according to any one preceding claim, wherein the aromatase inhibitor is
administered orally.

36. Use according to any one preceding claim, wherein FSH or a mixture of FSH and
LH is used in a daily dose ranging from at or about 25 to at or about 600 1.U. FSH.

37. Use according to any one preceding claim, wherein FSH or a mixture of FSH and
LH is used in a daily dose ranging from at or about 50 to at or about 225 |.U. FSH.

38. Use according to any one preceding claim, wherein FSH or a mixture of FSH and

LH is used in a daily dose ranging from at or about 50 to at or about 150 |.U. FSH.
39. Use according to any one preceding claim, wherein the aromatase inhibitor and
FSH or a mixture of FSH and LH are administered simultaneously, separately or

sequentially.

40, Use according to any one preceding claim, wherein the patient is of reproductive
age.

41. Use according to any one preceding claim, wherein the patient is a poor responder
to FSH.

42, Use according to any one preceding claim, wherein the patient does not ovulate

with clomiphene citrate.

43. Use according to any one preceding claim, wherein the patient would show an
endometrial thickness of less than 5 mm after a cycle of clomiphene citrate.

44, Use according to any one preceding claim, wherein the patient suffers from
unexplained infertility.

45, Use according to any one preceding claim, wherein the patient suffers from
polycystic ovary syndrome (PCOS).

46. Use according to any one preceding claim, wherein the patient suffers from
endometriosis, cervical mucus abnormalities, increased baseline FSH
concentration, elevated FSH concentration, or male factor infertility.

47. Use according to any one preceding claim, wherein the patient is an older patient.
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48. Use of an aromatase inhibitor for the preparation of a medlcament for use in an
ovarian stimulation cycle for ovulation induction, wherein FSH or a mixture of FSH
and LH is also used.

49, Use of an aromatase inhibitor in the preparation of a medicament for use in an
ovarian stimulation cycle for ovulation induction, wherein FSH or a mixture of FSH
and LH is also used.

50. Use of an aromatase inhibitor for the preparation of a medicament for decreasing
estrogen levels in a patient undergoing ovarian stimulation for ovulation induction
with FSH or a mixture of FSH and LH.

51. Use of an aromatase inhibitor for the preparation of a medicament for improving
the implantation and/or pregnancy rate for a female undergoing ovarian stimulation
for ovulation induction, wherein the medicament is to be administered as one or
more daily doses of an aromatase inhibitor (Al) during an ovarian stimulation cycle
for ovulation induction, wherein the doses of Al are selected from amounts effective
to reduce serum estradiol levels.

52, Use according to any one of claims 47 to 52, wherein the aromatase inhibitor is to
be administerad in a regimen using FSH or a mixture of FSH and LH.

53. Use according to any one of claims 47 to 53, wherein the aromatase inhibitor is
administered with a plurality of daily doses of FSH or a mixture of FSH and LH.

54. Use according to any one of claims 47 to 54, wherein the aromatase inhibitor is to

be administered in 1 to 10 daily doses.
55. Use according to any one of claims 47 to 55, wherein the aromatase inhibitor is to
be administered in 5 daily doses.

56. Use according to any one of claims 47 fo 56, wherein the aromatase inhibitor is to
be administered on each of days 3 to 7 of the menstrual cycle.

57. Use according to any one of claims 47 to 56, wherein the aromatase inhibitor is to
be administered on each of days 5 to 9 of the menstrual cycle.

58. Use according to any one of claims 47 to 56, wherein the aromatase inhibitor is to
be administered starting on any of days 1 to 5 of the menstrual cycle.

59. Use according to any one of claims 47 to 56, wherein the aromatase inhibitor is to
be administered on any of days 1 to 5 of the menstrual cycle.

60. Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
selected from aromatase inhibitors having a half-life of at or about 8 hours to at or
about 4 days.

61. Use according to any one of claims 47 to 61, wherein the aromatase inhibitor is

selected from aromatase inhibitors having a half-life of at or about 2 days.

62. Use according to any one of claims 47 to 62, wherein the aromatase inhibitor is a
non-steroidal aromatase inhibitor.

63. Use according to any one of claims 47 to 63, wherein the aromatase inhibitor is a
reversible aromatase inhibitor.
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64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is a
triazole aromatase inhibitor.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
selected from anastrozole, letrozole and vorozole.

Use as claimed in claim 6, wherein the aromatase inhibitor is administered in a
daily dose in an amount ranging from at or about 1 mg to at or about 10 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
exemestane.

Use as claimed in claim 68, wherein the aromatase inhibitor is administered in a
daily dose in an amount ranging from at or about 10 mg to at or about 200 mg.
Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
letrozole and is administered in a daily dose of from at or about 2.5 mg to at or
about 10 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
anastrozole and is administered in a daily dose of from at or about 1 mg to at or
about 4 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
vorozole and is administered in a daily dose of from at or about 2 mg to at or about
8 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
exemestane and is administered in a daily dose of from at or about 25 mg to at or
about 50 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
administered as a single dose selected from amounts In the range of from at or
about 5 mg to at or about 500 mg.

Use according to any one of claims 47 to 60, wherein the aromatase inhibitor is
administered as a single dose selected from amounts at or about 10 mg, 20 mg, 25
mg or 30 mg to at or about 500 mg.

Use according to any one of claims 47 to 66, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to post-menopausal lavels in
a female.

Use according to any one of claims 47 to 66, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to about 100 pmol/L or less
as measured by standard Immunoassay technigques.

Use according to any one of claims 47 to 66, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to about normal physiologic
pre-implantation levels in a female.

Use according to any one of claims 47 to 66, wherein the aromatase inhibitor is
administered at an amount that lowers estradiol levels to less than at or about
10,000 pmol/L.
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X10% " & () - '59. Use according to any one of claims 47 to 66, wherein the aromatase inhibitor is

administered at an amount that lowers estradiol levels to within the range of at or

about 300 to at or about 5000 pmol/L..

80. Use according to any one of claims 47 to 80, wherein the aromatase inhibitor is
administered orally.

81. Use according to any one of claims 47 to 81, wherein FSH or a mixture of FSH and
LH is used in a daily dose ranging from at or about 25 to at or about 600 1.U. FSH.
82, Use according to any one of claims 47 to 81, wherein FSH or a mixture of FSH and
LH is used in a daily dose ranging from at or about 50 to at or about 225 |.U. FSH.
83. Use according to any one of claims 47 to 81, wherein FSH or a mixture of FSH and
LH is used in a daily dose ranging from at or about 50 to at or about 150 1.U. FSH.
84, Use according to any one of claims 47 to 84, wherein the aromatase inhibitor and

FSH or a mixture of FSH and LH are administered simultaneously, separately or

sequentially.

85. Use according to any one of claims 47 to 75 and 77 to 85, wherein the patient is of
reproductive age.

86. Use according to any one of claims 47 to 86, wherein the patient is a poor
responder to FSH.

87. Use according to any one of claims 47 to 87, wherein the patient would fail to
ovulate with clomiphene citrate.

88. Use according to any one of claims 47 to 88, wherein the patient would show an
endometrial thickness of less than 5 mm after a cycle of clomiphene citrate.

89. Use according to any one of claims 47 to 89, wherein the patient suffers from
unexplained infertility.

90. Use according to any one of claims 47 to 89, wherein the patient suffers from

polycystic ovary syndrome (PCOS).

91, Use according to any one of claims 47 to 89, wherein the patient suffers from
endometriosis, cervical mucus abnormalities, increased baseline FSH
concentration, elevated FSH concentration, or male factor infertility.

02, Use according to any one of claims 47 to 92, wherein the patient is an older
patient.

93. Use according to any one of claim 1 to 93, wherein a GnRH agonist is administered
to the patient.

94. Use according to any one of claims 1 to 93, wherein a GnRH antagonist is

administered to the patient.

95. Use of an aromatase inhibitor for the production of a medicament for improving the
implantation and pregnancy rates in a female. .

96. Use of an aromatase inhibitor for the production of a medicament for reducing
estradiol levels to prevent an LH surge during controlled ovarian hyperstimulation
(COR).
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Use of an aromatase inhibitor for the production of a medicament for reducing
estradiol levels to prevent an LH surge during COH.

98. Use according to claim 97 or 98, wherein the COH is carried out with FSH or a
mixture of FSH and LH.

100.  Use according to claim 96, 97 or 98, wherein the aromatase inhibitor Is
administered in 1 to 10 daily doses.

101.  Use according to any one of claims 96 to 100, wherein the aromatase inhibitor is
administered starting on any of days 3 to 9 of the menstrual cycle.

102.  Use according to any one of claims 96 to 100, wherein the aromatase inhibitor is
administered starting on any of days 1 to 5 of the menstrual cycle.

103.  Use according to any one of claims 96 to 102, wherein the aromatase inhibitor is
administered in up to 10 daily doses.

104.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
selected from aromatase inhibitors having a half-life of at or about 8 hours to at or
about 4 days.

105. Use according to any one of claims 96 to 104, wherein the aromatase inhibitor is
selected from aromatase inhibitors having a half-life of at or about 2 days.

106.  Use according to any one of claims 96 to 105, wherein the aromatase inhibitor is a
non-steroidal aromatase inhibitor.

107.  Use according to any one of claims 96 to 106, wherein the aromatase inhibitor is a
reversible aromatase inhibitor.

108.  Use according to any one of claims 96 to 105, wherein the aromatase inhibitor is a
triazole aromatase inhibitor.

109.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
selected from anastrozole, letrozole and vorozole.

110.  Use as claimed in claim 109, wherein the aromatase inhibitor is administered in a
daily dose in an amount ranging from at or about 1 mg to at or about 10 mg.

111.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
exemestane.

112.  Use according to claim 111, wherein the aromatase inhibitor is administered in a
daily dose in an amount ranging from at or about 10 mg to at or about 200 mg.

113.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
letrozole and is administered in a daily dose of from at or about 2.5 mg to at or
about 10 mg.

114.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
anastrozole and is administered in a daily dose of from at or about 1 mg to at or
about 4 mg.

115.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
vorozole and is administered in a daily dose of from at or about 2 mg to at or about
8 mg.
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116.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
exemestane and is administered in a daily dose of from at or about 25 to at or
about 50 mg.

117.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
administered as a single dose selected from amounts in the range of from at or
about 5 mg to at or about 500 mg.

118.  Use according to any one of claims 96 to 103, wherein the aromatase inhibitor is
administered as a single dose selected from amounts at or about 10 mg, 20 mg, 25
mg or 30 mg to at or about 500 mg.

119.  Use according to any one of claims 96 to 111, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to post-menopausal levels in
a female.

120. Use according to any one of claims 96 to 111, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to about 100 pmol/L or less
as measured by standard immunoassay techniques.

121.  Use according to any one of claims 96 to 111, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to about normal physiologic
pre-implantation ievels in a female.

122.  Use according to any one of claims 96 to 111, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol ievels to less than at or about
10,000 pmol/L.

123. Use according to any one of claims 96 to 111, wherein the aromatase inhibitor is
administered in an amount that lowers estradiol levels to within the range of at or
about 300 to at or about 5000 pmol/L.

124.  Use according to any one of claims 96 to 123, wherein the aromatase inhibitor is
administered orally.

125.  Use according to any one of claims 96 to 124, wherein FSH or a mixture of FSH
and LH is used in a daily dose ranging from at or about 25 to at or about 600 1.U.
FSH.

126. Use according to any one of claims 96 to 124, wherein FSH or a mixture of FSH
and LH is used in a daily dose ranging from at or about 50 to at or about 225 |.U.
FSH.

127.  Use according to any one of claims 96 to 124, wherein FSH or a mixture of FSH
and LH is used in a dally dose ranging from at or about 50 to at or about 150 |.U.
FSH.

128.  Use according to any one of claims 96 to 118 and 120 to 127, wherein the patient
is of reproductive age.

128.  Use according to any one of claims 96 to 128, wherein the patient is a poor
responder to FSH.
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133.  Use according to any one of claims 96 to 128, wherein the patient suffers from
polycystic ovary syndrome (PCOS).

134.  Use according to any one of claims 96 to 128, wherein the patient suffers from
endometriosis, cervical mucus abnormalities, increased baseline FSH
concentration, elevated FSH concentfration, or male factor infertility.

135.  Use according to any one of claims 96 to 134, wherein the patient is an older
patient.

136. A pharmaceutical preparation for use in ovulation induction or assisted
reproduction treatment, which comprises one or more daily doses of an aromatase
inhibitor (Al) in amounts effective to reduce serum estradiol levels, and one or more
daily doses of FSH or a mixture of FSH and LH.

137. A pharmaceutical preparation according to claim 136, which comprises 1 to 10
daily doses of aromatase inhibitor.

138. A pharmaceutical preparation according to claim 136, which comprises 5 daily
doses of aromatase inhibitor.

139. A pharmaceutical preparation according to any one of claims 136 to 138, which
comprises 1 to 15 daily doses of FSH or a mixture of FSH and LH.

140. A pharmaceutical preparation according to any one of claims 136 to 139, wherein
the aromatase inhibitor is selected from aromatase inhibitors having a half-life of at
or about 8 hours to at or about 4 days.

141. A pharmaceutical preparation according to any one of claims 136 to 139, wherein
the aromatase inhibltor is selected from aromatase inhibitors having a half-life of at
or about 2 days.

142. A pharmaceutical preparation according to any one of claims 136 to 141, wherein
the aromatase inhibitor is a non-steroidal aromatase inhibitor,

143. A pharmaceutical preparation according to any one of claims 136 to 141, wherein
the aromatase inhibitor is a reversible aromatase inhibitor.

144. A pharmaceutical preparation according to any one of claims 136 to 141, wherein
the aromatase inhibitor is a triazole aromatase inhibitor.

145. A pharmaceutical preparation according to any one of claims 136 to 141, wherein
the aromatase inhibitor Is selected from anastrozole, letrozole and vorozole

146. A pharmaceutical preparation according to claim 145, wherein the aromatase
inhibitor is administered in a dally dose in an amount ranging from at or about 1 mg
to at or about 10 mg.
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A pharmaceutical preparation according to any one of claims 136 to 154, wherein
the aromatase inhibitor is present at a daily dose that lowers estradiol levels to
post-menopausal levels in a female.

156. A pharmaceutical preparation according to any one of claims 136 to 154, wherein
the aromatase inhibitor is present at a daily dose that lowers estradiol levels to
about 100 pmol/L or less as measured by standard immunoassay techniques.

157. A pharmaceutical preparation according to any one of claims 136 to 154, wherein
the aromatase inhibitor is present at a daily dose that lowers estradiol levels to
about normal physiologic pre-implantation levels in a female.

158. A pharmaceutical preparation according to any one of claims 136 to 154, wherein
the aromatase inhibitor is present at a daily dose that lowers estradiol levels to less
than at or about 10’000 pmol/L.

169. A pharmaceutical preparation according to any one of claims 136 to 154, wherein
the aromatase inhibitor is present at a daily dose that lowers estradiol levels to
within the range of at or about 300 to at or about 5000 pmol/L.

160. A pharmaceutical preparation according to any one of claims 136 to 159, wherein
the aromatase inhibitor is for oral administration.
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