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30  CC are less than expected based on ovulation rates, CC therapy is widely administered to
women with unexplained infertility, often without ultrasound monitoring, in order to induce
the development of multiple follicles”. The use of CC in these women may be unsuccessful
because of antiestrogenic effects on endometrial development. A recent study has
prospectively applied morphometric analysis of the endometrium, which is a quantitative

35  and objective technique to study the effect of CC on the endometrium in a group of normal
women. In this study, CC was found to have a deleterious effect on the endometrium,
demonstrated by a reduction in glandular density and an increase in the number of
vacuolated cells®. In some exceptional cases, normal ovulatory women may receive 6 to
12 cycles of CC before it is finally determined that the anti-estrogenic effects of CC on the

40  endometrium are actually causing an anti-conception action. For these reasons, a simple,
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hopes of allowing the anti-estrogenic effect to wear off to some extent. A third approach
has been to combine another selective estrogen receptor modulator like tamoxifen, which
has more estrogen agonistic effect on the endometrium with CC?'. However, none of the
above mentioned strategies have proved to be completely successful in avoiding the

35  peripheral antiestrogenic effects of CC. in addition to a discrepancy between ovulation and

pregnancy rates with CC treatment, 20% to 25% of anovulatory women are resistant to CC
and fail to ovulate at doses up to 150 mg daily. In CC failures, gonadotropins have been
used as a second-line treatment for ovulation induction. However, they are associated with
higher risk of multiple pregnancy, and severe ovarian hyperstimulation syndrome,

40  especially in women with PCOS. Therefore, a simple oral alternative to CC that could be

2



pregnancy rates with CC treatnent, 20%to 25% of anovul atory wonen are
resistant to CC and fail to ovulate at doses up to 150 ng daily. In CC
fail ures,woonas2ir opi ns have been used as a second-|ine tPCFatAvRN052f or
ovul ation induction. However, they are associated with higher risk of
mul tiple pregeamityout bipitriskeand maich veguiresminyraemsititoring \eduldre by prifepne first0

especially i efore, a sinple oral alternative to CC
that coul d b@e\é@%wﬁ %@gggﬁ E’Jg'ill CA02/ 00527 used w thout high risk and
whi ch requi remafase dlibitasni t ori ng woul d be the preferred first |ine of
therapy for ov@sup@nhighg s8iédtiosAls Aaob@inaperoletitomlist @t podinggnopyusalfwtieghl y

sel ect| V% Als wnth reasp ceaengerqg Q@g%/e%g egtl%ger!lJ 3 gddcpono ?ﬁésg%n&rpa%g\%qglﬁﬁwlg‘gnort IfV"1 th

breast cdncer to SUppPress 1 ON are atlvely
short hal f- lif¢ @eprpampiewﬁrm'wé] gnrrwareﬁém@@)ar@&rﬁﬁ%f?rédvov@ beelimigaigd frefe thef or e

woul d be el iggqp %g/zzf I'nCHEHFHB\f»‘ sm@@ﬁh’esﬁr@@érﬂ‘bb’e%?or dbwn- @@dbﬁdn%cur&nﬂ%@vé’ﬂ&
estrogen rec tor

own- r tion_occurs GL3, o, estrogen
target tissuf€Cts 28 eyeey (e?g%t fisi'?”@ca? PRegivad '”q§° F%agear RS éiv OHe 8)?5%93{ gd °
Physi ol ogy ofhysicogytaifeoriatagaenzyeAr onat ase is a cytochronme P-450
hemopr ot g n- CONf i diidads §a%a/amncewmémn¢owem Stz SyhdBoridh@ndti i ti ng

step in the production of estrogens, . the conversi on of
andr ost enedi Qﬂt?évzawef%%i"a@f\%?t%@ thwad%cm eHIPIPTR T 418 BRVLEYDY, to estrone
and estradi odzrﬂansteﬁédimtaﬁhseesasteronetwa inssepiy@rsryidtion stepa ty/estrossaresstradidfl. as t he

ovaries, adi Rr&%%ﬁigé gc%Hﬁf is g?égech for m nk/'t ¥s%'és sgéheégstﬂe édaﬁééjgdlpgé%qlsédé dlégnant

breast tunor's circu estrogens arée the ovaries
i n pr emenopaliysabreagtissveasid "aﬁl‘iak'ﬂﬁ'é@zt bﬁ%%tu@orsnTW'U S?\*\E“r‘i“éﬁéﬂ@ﬁ!?t"\ﬂomn 24.
Al 't houghmr Oéa&b@&@ ahﬁtﬁe meymsemdmommmmah@hd adifee tisssiear ;ﬁnsdggenl g P- 450I
enzynes, hene- b as.on 23. 5% cids identica
to those of rB?rf?(Q?usg ‘%?n&? g@ﬂ?“@ﬂﬁf erﬁ'ésgr%tugas%hcomn?@serva i on suggests
t hat P- 450a$termdma|n@ﬁg@0tmzxan®emamame«bgélnerefg@mhlayorwwE%Z@é&o eiemaeldssi gnat ed
?Ei’;wah Zg i_@érﬁ?ﬁttc?tﬁgseccﬁbﬁﬂbyéé?idé |CQ?IBOE€n§ n@é%t ois Eamwamgg&hsaﬁ?ﬂp?rég) A
ich is further converte e Aadio y
the enzyne 147593r°m§?§°ﬂ"9i)@qsei°?fat(el9§”eépﬂ Pg@ 2’&??3 Tﬁ%&p&%ét of aromat ase
i nhi bi t 02065 Atromataas eatélyzea tigwonversonge indrogens &l estbnev(&.)i wiictbisfurber because
estrogen pr Oc%lﬂ%r{eg'?o fh? pgtent%gtr(gg%ﬁ '&t?%kol &R thé‘eﬁz e l?*i@ﬁlgﬂtt%b‘;etﬂ ifthe€quence.

There are two pes of aromatase 1 nhi bitors; eroid ype | inhibitors)
and non- st er@f?@i%ﬂsalcﬁ'hl bitors (type Il inhibi tors) Type I st er oi dal
aromat ase i nbéveldpient af #ombiasél@hibioid ves of androst enedi one that act as a

fal se substr at n b ngoc%drtérge\{ﬁg s'eELtX/etlrﬁ]hb tBﬁ b@&ﬂ&{&%ﬁ ;?}Q%Jggon% ée with

cont i nui ng trea rn::n?se =3 sul cl de
i nhi bit o?5s. t@mmws@nyeth@bl@@@@ﬁb@se@h@ceﬁﬁ@rerqr?wtm@&@mméwwn%@@ﬁn dal

ar omat ?Se I N&bBIdEIqlypd ﬂnmto\abs 8fd ﬁdd-ﬁérﬁ@élhdhb.tb@%tyw PWRBitdre). b@eefsfteﬁzfdal ve in
AP N LN A TR
t heir functilwnd itrbvemsightolhealidnaget-dintihe siteewith aeolinging treatment. For this reason,
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30 steroidal aromatase inhibitor to be used clinically, has proved to be effective in tamoxifen-
resistant breast cancer patients and is available in many countries worldwide % Type ll
non-steroidal aromatase inhibitors exert their function through binding to the heme moiety
of the cytochrome P450 enzyme. The first of these inhibitors to be used clinically was
aminoglutethimide, which induces a medical adrenalectomy by inhibiting many other
35  enzymes involved in steroid biosynthesis?. Although aminoglutethimide is an effective
hormonal agent in postmenopausal breast cancer, its use is complicated by the need for
concurrent corticosteroid replacement, in addition to side effects like lethargy, rashes,
nausea and fever that results in 8—15% of patients stopping treatment. The lack of

specificity and unfavorable toxicity profile of aminoglutethimide have led to the search for
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PCOS has been reported *. In a series of 10 patients with PCOS who either failed to

ovulate (n=4) or ovulated with an endometrial thickness < 5 mm (n=6) in response to CC
administration, ovulation occurred in 7 of the 10 letrozole treated cycles (70%), with clinical
pregnancy in 2 patients and chemical pregnancy in one patient. The mean number of

35  mature follicles was 2.6, ranging from 1 to 4 follicles in the 7 ovulatory cycles. The mean
level of estradiol on the day of hCG administration was 1076 pmol/L with mean estradiol
per follicle of 378 pmol/L. This estradiol level allowed the growth of the endometrium to an
adequate thickness that ranged from 0.7 cm to 0.9cm on the day of hCG administration,

showing the absence of antiesfrogenic effects as seen with CC.
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| evel of estraqlol on IF m)I/L with

mean est r adi QYU BEMOME %‘F%X&%o?ﬂéoﬁﬁgleﬁgcs'?m °§’"8§tmea§iy8ﬁs v%rl al | owed
t he growt h ofnatibpiaterdsnvese. Withhletozantrearderguatietianticekred 9s9 ph@tcyelem@e®) f r om

0.7 cmto50. QeHQ nénl?@wgé‘é(ch%f/edﬁ%p%ﬁéﬂtﬂb%{/\oﬁﬂe%os %ﬂ@p\/“lmﬂe Bhﬁ’eté\r sence of

anti estrogeni c ef as seen wt 1 PCT/ CA02/ 05 7 In a
second st udy,gr%ladﬁfaqza'sr%sug%'e@ggeaaﬂum%%%%Bﬂ@t%f%° R RBRANGeTOH i n 12
women Wit h REERBessaie8,cri. Rragdaticy wenadhievediboas patlent (@0%)Tent i ng ovul ation in a

group of 10 OVU\N%thQ\{%aIMMd tﬁ)éiﬁéeeomeﬁoiorb Ip 96 Wq,ﬁfﬁ Fté’l-‘ fgrdco lﬂeﬁ' oeraﬁ’ r

treatment cycle I'hadequat & Fesponse |'etrozol e treatnent,
ovul ati on oc&tier exuliatign & keth %’2"a@yh‘P’%er(V?‘@%“exR’?"r&q@fﬁﬁ"@gmv%ﬁ%‘vach| eved in

3 patients (2Meniwih PbesPCOHR @é@ulptrozolé V\tabaswaa{eatmhya s@hmmxly loger el e
resulted in trial

re fol
t hi ckness of %ﬁs%regﬁegﬁgﬁh'gvewmv\%gg Ach tfeé)\\faer&n Slgnpe(gﬁveu aq'on arhetp 3}%&%&9 . W have
al so st udi ed apthendegetrist thicknesowith Ietrwznle@@ﬁfﬁh@?aWnWQSWIrﬂBHOfF&H alenet Wel | ed

ovarian s up%véww gbivRBn &nﬁbrmmnﬁwwaasrwexpah@@msm StihulanerRitAthe 8sb of
|nfert|I|ty ‘ig \{ulato I“—%ﬂ PCO§38. The use of |etrozol e was

associ at ed Wettrﬁz %f??@éﬁ?ldymlgo%ﬁ’an uleiise required for achievement of
adequat e 16var i ain WSgatentMol 883088 giEhied Peedilattdg to Biiatnagam theerisl desstivadal

thi ckness w tﬂne Llsgtof %%E%S@ﬂqlblwol: 50‘?19‘5&? n iVRShaRd Wa@é’s of FépF%tl% ) Ve

have al so shown an 1 nprovenent 1n ovarian response to stimul ati on with

t he use of I“@F‘P‘BEEHS@”F v efestine bp measire! ayaieichige mals %{W‘aé‘i ThRIFAYRERREE 15 | n
U.S. Patent MNetionf 583ychflasgrimnited isDecersidle), that B6 sayoorBa dleh agalas teber e | s

described 't scéi'n% ue%fpr n%ﬂ% c%ﬁgc Em'tlﬁ)é tLe%E)% pi—l%rategg%"gér?(;agmé R dy@lﬁf enal e

primates of repro uct stant ectin e menstrual
cycle of 2Phe feh?é:!%ﬂﬂ*‘?ﬁ*rﬂ@é 43“hé3@9fﬁf'tﬁ<é5@tpt13\ﬂ896@ gebet abfthet‘ﬁéofaronat ase

:j nhibitors :j Sardn{@e SiHiters .Mnatreétﬁ]eﬁt@fﬁrayst@a&ber%h@schbéuse has been ]
i sconti nue pl‘ nan can ccur 1 n the at ed Il mat earl as the
next cycle. flﬂe% @4%93{’ eRIgCes refﬁréeft toﬁg’rg'ngq[ H‘foé%orég%ﬁerﬁ' y1996 to Peet

et al, the use‘er@ﬁce aromatase inhibitors in the treatment of breast cancer
i s descri bed Sulhi&R¥brSsE fREissy of all references referred to herein are
i ncorporated herein by reference. SUVWARY OF ENT ON 25 The, present

i nventi of°ni mi c&"& FH%SG’QE‘PY%HO%'F'"& th‘?/\i‘ct“ﬂb?ftccdé’ﬁ'i‘%’ﬁi Hetigh oeessfr?Q?QéﬁcePQ ept or s,
by admi ni st r aly laominBfration ofaroaramaiase inmibitdb (Alpin thAlaly pamt déf e reanstryal padtet Toig t he

menstr ual ?4 l?elle\;léla'té resbl?m p&%&lsg\éﬁqe E;?bofh%%Hm' cppltmbr v ed Bérhfnegatlve

hypot hal ami ¢ p| Ui tary axi's from estrogeni ¢ megative feed her eby
i ncreasi ng gderd @ﬁkr@greﬁy inereRwing YoRaGAYEPID sqittion ARM Teaulting iRBimItien ObvakARar i an

follicles. In addition, a peripheral mechanism of action at the level of the ovary may also be
30  present, secondary to prevention of androgen conversion to estrogen and an increase in
intra-ovarian androgen concentration. In the primate ovary, androgen has been shown to
increase granulosa cell FSH receptors*,*' thereby increasing ovarian responsiveness to
FSH.
The present invention provides an improvement over the known multiple daily dose
35 administration of aromatase inhibitor for treating infertility in females. The single dose
provides a high initial dose of Al with a better or equal disappearance from the body as
compared with the multiple dose treatment during the critical time for follicle recruitment
and stimulation. Usually this encompasses a period of about 7 days at the beginning of the
menstrual cycle. The single dose is more convenient and ensures better patient

40  compliance. The amount of aromatase inhibitor that remains in the body in the single dose
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follicles. In addition, a peripheral mechanismof action at the |evel of
the ovary may al so be 30 present, secondary to prevention of androgen
conver si OWOtoo/ogRH#r ogen and an increase in intra-ovarian 2QAr@YeN0527
concentration. In the prinmate ovary, androgen has been shown to increase
gr anul osa cefoim gspempacasiptiib mdiple4ipse l9en bas beeh fquad & hepbev AL ¥Hefesponsi veness
toI FS:* gheI PITREESME pield fHvb@idn prrowe@l@ﬁue?ad bﬂ!ﬂﬂfu@ﬁ@ﬁﬁnﬁtlﬁﬂv&l’fehb}% known

mul tiple dai m ni.st.rati.gn of .aromatase. in or treating
infertility ?% ?FBOI"E nov%j[gyéqf?ﬁd“ty Wlaosceompr'?eosvadan st ELTS %1“%!1 ta?{mgl édose of Al
with a bette$lngiﬁd®q@&$tl®ss<apﬁéamm@hfmtmfﬁﬂhe body as conpared with the

mul tipl e glose %ﬂ@"&m% dr&ntif@noni prdvicb atrﬂe'ff%dff&rauérﬁéﬂtlhg b\ﬁhld’h@ﬁ fnt ment

and stinmul ation. Usua th| enco t he
begi nni ng of Olgling iRl ﬁ@%{'lng ?‘%I“Bexr&%f‘l‘égg‘?%@ yor&B%tger?%oer?gP‘éj %%H{Pg%ﬁ@'nt and
ensures bet twhictpadimpgisds atithirdsteriph ilcesucie a fehtete, aisngletdosd of af loasag eromatasdi t or
that remi nslnhlgl(ftfl\(;:/nﬂ QQ%T bk zfr%réh@@tr@al@?ﬂ@s 5 WO 02/ 083241 PCT/ CA02/ 00527

form as corrpare dose form been found to be about
equi val ent . Thifsanofer ﬁ?ﬁ@gtéhﬂ inygRiemRTP Bies Frasinesed subsiantialy dedyFing ARRFEF ng
ovul ati oo i nieveld @rn@mo& stifufafirey Horrgorfer (BSM Eadiradtation to affenalé Lindeygoisai ch

conpri ses ad,n}eglm rea F%ﬁ \}/hcfg] ﬁ"é%gns%s aﬁmkfenﬁ?n §(%]rﬂt%aqlorqgfs%esu94] o #selof@3dasP e

aromatase in esen vention provides
a net hod forormgm@www@ud#\b)twﬂb@ Pluseliggef d@V@P&QﬁQﬁ@”'ﬁ'@ﬁﬁmé‘anhpﬁ?qrﬁg from
unexpl ai ned jmfgrtility or another type of ovulatory infertility, which
conpri ses adm sterin Ie d | east one
aromat ase i nhi BanéfF”t()gla%o pr&’lﬁﬁ/a mﬁt%g%%f "é)crreaﬁ‘BPé ﬂ%’ﬁ??‘? @éfg}'eéﬁwatgg I'n

anot her s pelodrmbiein iariereaié womis @rpour rdgponder tefolide siifiulgiab.sthagitdoatptisesr educi ng
dosage 10 | %ﬁlﬁem’h J&Hb‘in‘é{lcﬁ o?ta'smﬂlte@%encg al1RAdTBRSarbiRsEke hRbitaR GAT) WS4 r at i on

to a femal e er goi'ng i tment _whi ch conprises adm ni stering

a conbi nat i oplurgkity af %ei“)hﬁ‘?sés ﬂfcf%uép'%?t'”}i‘fat‘”%‘%{g?mm’t)(ﬁ@ &romat ase inhibitor (Al)
with a plurali tiyamfhedasdeyt thomestiof prboddsiacdhernsdceutichiaptrépagatibo foroerting (FSH) . .
Ine 1nvent ! offlifh Rl BhorsillE! 19 fse oPS S87LAG hASRORE fabdhd &l 1 1 €1 €

stinul ating poor responder to follicle
sti mul at?(bn augrleatnocyHiptiandeasthes with ﬁp'ﬁ'@?‘ieﬁbcaﬁy %ﬁﬂ?‘ﬂ%ﬁ?rﬁﬁ’f of a single dose

0; ?t I : _ealst oneén é\fdﬂ@b@}ﬁﬁt th@hb&ﬁtl&fﬂﬂirofldﬁs)a Wb bdirn?oneﬁﬂpuéraidcélwcﬁlfpréi)ataltlyn doses
o] ollicle st at or not. e n n
provi des a pﬁ&ﬁ%ﬂ%\?hﬁ@%m ﬁfmgﬁg C%) pr 'n asm TE3 !Ean §r8m% tas‘% ﬂﬁb;r:g\’o% tth‘Ierof emal e

conpri si ng awii apflaemalesyticathf a%wt@i@mm%mombhﬁmmmﬁh Fpiuralitnefigeivrapses of 20

augnent i ng Ofémbla%f.rﬁ&lathggs&ﬁbﬁé td@{bﬁw@r @th@flﬁams&kaw@c&éﬁta@%meabl e carrier In
anot her aspect he i nventjo ar.naceut

preparatfon f (5? anqthes asRgG! tf’%'f‘g‘?’“??’? ‘i’rf”f}delsﬁor\gﬁ? Lési‘?‘g’lpg s'B@ﬁﬂB?e S argnga}eﬁa' e dose
of an ar onat iaBigitdr fdnitreating infértiigyeit hdemalaviebth dosp bemprisng at effedtive/aramwegitaabl e

carrier in Cﬁgplaggé fnﬂlBlté@‘fc{[‘mdchﬁqﬁ %rh%] ,né)gvu%b,l,y doses of follicle

stinmulating none toget armaceutical |y acceptable carrier. 25
| n anot her aspé’&?“qtﬂ?éam%fém 'inb?ﬁ‘t'?f‘r[%f(?Y' eredorts usepba giagle gpseLf & AYMEtaiBse of an

aronat ase inhibitor in combination with a plurality of daily doses of follicle stimulating hormone for

30 treating infertility in a female wherein the amount of follicle stimulating hormone is
substantially reduced as compared with the use of follicle stimulating hormone on its own.
In another aspect the invention provides for the use a single dose of an aromatase
inhibitor in combination with a plurality of daily doses of follicle stimulating hormone for
treating a female who is a poor responder to follicle stimulation to increase follicle
35  production.
In another aspect the invention provides for the use of a single dose of an aromatase
inhibitor in the preparation of a medicament for the treatment of infertility in a female.
In another aspect the invention provides for the use of a single dose of an aromatase
inhibitor in combination with a plurality of daily doses of follicle stimulating hormone in the

40  preparation of a medicament for the treatment of infertility in a female.
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inhibitor for treating infertility in a female, each dose conprising an

ef fective anobunt of an aromatase inhibitor for inducing or augnenting

ovul at i onwolo/osa2at her aspect the invention provides for tReTUS®200522 single
dose of an aromatase inhibitor in conbination with a plurality of daily
doses of f ol bemalLeo Besorwirat oRTiEtwENDoe for 30 treating infertility in a
femal e wherein ﬁ@eﬂ@%g\%treﬁﬁreé Rk h'e?;lr&eﬁtﬁﬁv@h‘tkoﬂtd'eﬂ&dré%r@&%ﬁ theysepst ant i al 1y

reduced as conpare e use O licle sti atI% hornobne on its
own. In ano%rﬁf@ﬁta%%'ﬂ@@forfh%'sP?ﬁf’earﬁ‘fjltwaﬁ?'ﬁv?%”'f Bfors e MRVl Yl e dose of
an ar onmat aseothér® bhdihdnoé lowsr aresuisruf theddrmet ihhibieorginay led usey. of dai |l y doses of

follicl eCﬁSt I mJlTﬁg %g‘)&apagéiﬁgmﬁor |50£elecEed(?’r%h ep(g'rgta%g%lﬁr W@Qm%ﬁ hé lﬂggirab'é)ﬁts ponder

to follicle stinu
aspect the ihei foghoyksipyewrd Ripferaly frewrmatasegn%qo@ '@éﬂ'ﬁ%abﬁlf @ ofar onat ase

| n]t“ bi tlor I Nadol€2 &Hygpﬁlbﬁtbleﬁéflc@far@tﬁmmﬁﬂaaﬁﬁé inhiBitor$ Setectada@bimAtstapdidal
infertili ty |

i nve t|o v or the
use of a si nﬂ]dée\ﬁésgkgaﬁﬁomﬁhs%wg%%r%slgore %t' B F‘e BYPER T s etk '9[16%%%?%
plurality of meabd ysedistbe mefhofs Libdseing peppiationgtof ig pmsﬂrmwentm apprars 40
preparat{Pn Qlséyu Hesdient for the treatnment of infertility in a female. 6
WO 02/ 083241 PCT/ CA02/ 00527 DETAI LED DESCRI PTI ON OF THE | NVENTI ON The
dai |y doses POqAtassdnhibifor he present invention depend entirely on the type
of aromat ase iThbehintatsse irhittors thatiisevd baerdfotrtido patriosnisefuBy e domimeldidlpr s ar e

more active 5\%1?#) nh%egré th@géjm ﬁﬂﬁ“ﬁml ‘?M@forrﬁ%ﬁ QEI%a?dyérﬁ@geg Q{Iér%fhernh' bitors

may be used. ar omat ase | I's se ected from aromatase
i nhi bitors h'ﬁ%‘P‘W@P GPNMR{IgNCe P'chpa(yf’”téﬁ'@&'tanc% Rigfgired gramalper iphiitasf &nosepr e

preferabjsy fﬂh@ﬁﬁr@é&ﬁﬁi&r@u&l@ dvBiftblaiiiolids ah@stiofde, fetoadié, vbiokele afid exelmestine2 days.
Mbst benefic are those éalﬁgr%%t Pﬁhubufoﬁg' bitors sel ected from non-steroi dal

Alex stanels
and reversi b aronarase 15 re detail on the types of aronatase

i nhi bi t ors t hatBy "arapalgee bBibiEprs"iharhareiebsigngierstagd substangegpthaigatitititheons of the

present '”Veéﬁzgrﬂan%Hﬁ%é%esﬂngéﬁ ﬁﬁélbl@)ltvmthhﬂe%dhsubleﬁér%meamgahd}bgéhlsitcor The
aromat ase i nhibitors that have been found to be nost useful of the

cormmer ci al | yeStR9%l abl e fornms are those in oral form This formoffers
cl ear adzant agesoroatese igtihierssnay Hiame b noh-stgrotiehor arstezridas clzamicad afructung.

conpliance. Rrgf rtﬁ?ﬂeebrn%@ﬁttl%ﬁtldnnmtphérpgtéroiggl a?&?ﬁb?@se%lﬂltbx%tan@&%rmdal

comercially ava i ncl ude anastrozole, letrozole, vorozole and
exemest ane. arpfatepg NBRIEFBREADGESPS a steroidal inhibitor. By "aronatase
i nhibitors" th@ayarahifadednHistotsnickes stedobe sndesstad eesectaathosendubitarices that inenzyne

ar omat ase  ( eshétea%t.mftthegg%g{%znh.bwfzsh Gk RabaERA0Y BBy or SROUETF DG

androgens to “est non-steroi dal
or a ste?di d@WefcﬁW'élaflmstM erd@weorefemél&dpdhﬂr@ lowgr %‘Wé’"?ﬁ‘ é%ﬁ'@"y WV &heTi on,

bot h non- st ep@akdal aromatase inhibitors and steroidal aronatase inbhi bltors
can be used.

The in vitro inhibition of aromatase activity can be demonstrated, for example, using
the methods described in J. Biol. Chem. 249, 5364 (1974) or in J. Enzyme Inhib. 4, 169
(1990). In addition, ICs, values for aromatase inhibition can be obtained, for example, in
30 vitro by a direct product isolation method relating to inhibition of the conversion of 4-* C-

androstenedione to 4-'* C-oestrone in human placental microsomes.
By aromatase inhibitors there are to be understood most especially substances for
which the minimum effective dose in the case of in vivo aromatase inhibition is 10 mg/kg or
less, especially 1 mg/kg or less, preferably 0.1 mg/kg or less and most especially 0.01
35 mg/kg or less.

In vivo aromatase inhibition can be determined, for example, by the following method
[see J. Enzyme Inhib. 4, 179 (1990)]: androstenedione (30 mg/kg subcutaneously) is
administered on its own or together with a compound of the invention (orally or
subcutaneously) to sexually immature female rats for a period of 4 days. After the fourth

40  administration, the rats are sacrificed and the uteri are isolated and weighed. The
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By aromatase inhibitors there are to be understood especially those
substances that in a determnation of the in vitro inhibition of aromatase
activity woliisi24i C50 val ues of 10"5 Mor 25 |ower, espe®cCald¢A2a26 M or

| ower, preferably 10-7 Mor |ower and nost especially 10-8 Mor |ower. The
in vitro i nharbinttesminibitiar is detbmseeddy thesixtent avich ¢hedenentrsphyal t ute @ exarrpl e,
using the nﬁ&&@&’ﬁ)éfﬁl@%?ﬁﬂn%ﬁ |o'nQ)f Qndrc%'té?ﬁledm%&ﬂe @é{r%f)reé%‘]or(fé'd%%ﬁ)by%e in

Enzyme Inhib. 4 tion ues for aronatase

i nhi bi tion cHRulBeRsEIMtsTation d}ft"éﬁa'ﬁﬁ‘l’%d apgpring toitheriavenfiona di rect pr oduct

i sol ati on met hade fotbwihg Gi@upstoficompduinis @ra livéd ddwxampley ef Soroatagf 4- 14 C-

andr ost enedi 0 4- - I By

o omat a6 1 IS e fhaieBg A A TR e Al BERERRESeed Y, ances
for which tuscessiibhingreordases vihethelprgeent mveniien:case of in vivo aronatase

i nhi bition ig)He deipeGndalof folfida | 8 PeSidalided inlEPB/Ieg 904. Thesssare pspetiamnyabl y 0. 1

ng/ kg or | ess and t .espe |aIIy 0.01 35 ng/kg or less. In vivo aronatase
i nhibition ctgﬁc%pod@? ?fﬁ? ﬁ“@% for exanple, by the follow ng nethod [see J.

Enzyme Inhib. 4, 179 (1990)]: androstenedi one (30 ng/ kg subcut aneously) is
adm nistered on its own or together with a conpound of the invention
(orally or subcutaneously) to sex immature female rats for a period
of 4 days. After the fourth 40 adﬁ?ﬁ?tﬁﬁé?ﬁ@h the rats are sacrificed and
the uteri are isolated and wei §he The 02/ 083241 PCT/ CA02/ 00527
aromat ase inhibition is determ né ent to which the hypertrophy
of the uterus induced by the adm nistratizon of addrostenedi one alone is
suppressed or reduced by the sj neous adm ni stration of the conpound
according to the invention. Thel foll pwi ng groups of conpounds are listed as
exanpl es of aromatase 5 inhibit ach individual group fornms a group of
aromat ase inhibitors that can be \Qd successfully in accordance with the
present {jgwvention: (a) The conpoundsRiof fornmulae | and 1* as defined in

EP-A-1 65 904. These are especi ally the conpounds of formula 8 7 ~~~1
R2 (" 6 /N~N13(I) Rl wherein R is édroen | ower al kyl; | ower
al kyl subst i Vigreis Ro{p WWSQ%(VWGT s fower rikyl pubstitying Y hyirRam Sy RiakexY. IIoygs -

al kanoyl , andikehoylba\Riveedikeyiby antity, lotier élwunabmwv@cmlwrammaham@en,,suscul fo,
carboxy | Ol SRERRMby SAEBANRH b el nf fo 4Rk Bey BakIE.
|

hydr oxy, | ower
al kyl sul tfony#lexy., ‘OW@&@mY@XYIPb@MSUIf%YI@W iomebal 'W‘C’éy mﬁr@ﬁﬂ’pf %W?'I | ower

al kyl sul f onykikyithBWeWerdikgBRBWA, IdWeP alk @sUIiBA, Idw¥Bikanoylthio, amino, lower

alkylamino, di-lower alkylamino, lower alkyleneamino, N-morpholino, N-thiomorpholino, N-
piperazino that is unsubstituted or lower alkyl-substituted in the 4-position, tri-lower
alkylammonio, sulfo, lower alkoxysulfonyl, sulfamoyl, lower alkylsulfamoyl, di-lower

20  alkylsulfamoyl, formyl; iminomethyl that is unsubstituted or substituted at the nitrogen atom
by hydroxy, lower alkoxy, lower alkanoyloxy, lower alkyl, phenyl or by amino; C, -C;
alkanoyl, benzoyl, carboxy, lower alkoxycarbonyl, carbamoyl, lower alkylcarbamoyl, di-
lower alkylcarbamoyl, cyano, 5-tetrazolyl, unsubstituted or lower alkyl-substituted 4,5-
dihydro-2-oxazolyl or hydroxycarbamoyl; and R; is hydrogen, lower alkyl, phenyl-lower

25  alkyl, carboxy-lower alkyl, lower alkoxycarbonyl-lower alkyl, halogen, hydroxy, lower alkoxy,
lower alkanoyloxy, mercapto, lower alkylthio, phenyl-lower alkylthio, phenylthio, lower
alkanoyithio, carboxy, lower alkoxycarbonyl or lower alkanoyl; the 7,8-dihydro derivatives

thereof; and the compounds of formula I*



al kyl am no, di-Ilower al kylam no, |ower alkyleneam no, N norpholino,

N-t hi onor phol i no, N piperazino that is unsubstituted or | ower

al kyl - subwDioRos®dli i n the 4-position, tri-lower alkyl anmomca;Caabéa; | ower
al koxysul fonyl, sul famoyl, |ower al kyl sul famoyl, di-I|ower 20

al kyl sul famoyl, fornyl; im nonethyl(@Hhat is unsubstituted or substituted at
the nitrogen atom by hydroxy% | ofer a ower al kanoyl oxy, | ower

al kyl, phenyl or by am no; C2 - al kanoyl , Ibenzoyl, carboxy, | ower
alkoxycarbonyl car banoyl , | oweyr kylNar b vl, di - | ower al kyl carbanoyl,
cyano, 5-tetrazo|y|, unsubstitute | oweT aIkyIY bstituted 4, 5-

di hydr o- 2- oxazol yl or hydroxyca moyl ; ahd R2 is hydrogen, |ower alkyl,
phenyl - | ower 25 al kyl, carbox al kyl, | ower al koxycarbonyl -1 ower

al kyl , hal ogen, hydroxy, |owefr al kopy, |ower al kanoyl oxy, mnercapto, | ower
al kyl t hi o, phenyl -1 ower aIkyI\Q\P henyl t hi o, |ower al kanoylthio,

car boxy, |ower al koxycarbonyl \Qmer al kanoyl; the 7, 8-di hydro
derivatives thereof; and the conpdmmds of formula 1* 8 WD 02/ 083241

PCT/ CA02/ 00527 (CH2)n 1 R1-/ T6N 53 (lI*) R whereinnis 0, 1, 2,
3 or 4; and Rl and R2 are as defined above for fornula I; it being

possi bl e f orwhdreinpliehyll 2,13 ang; and Rlaed Ragre @a defingt ebrpe s feranniallidkdging

phenyl i m nongsdaxle fordEHRNY ring M tiYBHYAIS br%Wﬁéulf@h)}fdkly; pfﬂhﬁﬂﬁﬂoﬂe@ﬁﬁberﬁbﬂy I'thio

Koy 008 byPlaydeye Al onsaI Ry ep sReP 8 Prerati s e ba s Prabatysd o
t he two subsby bueardkyl, Caetkoxy BilbyaratbgB?, ittbeinh godsibiekie d comp@md lof fofmuianié for
saturated caj rQ‘RAgo %{?Qﬁ{&en&q‘g H h-@{ﬁ%ﬁ& R! tb@‘ﬂnl{e'd'ﬂ:geacﬁ'& A8 Lathtdd hBoh BEmsame

carbon atom o car tons, and pharmaceutically
accept abl e s@fithasataedeng, e'i'@r 'P?Wlfo\/thﬂﬁ?é‘l‘e @&Pﬁ@iﬂ‘fﬂ%’ bPWé? dfgPtsEgN ven speci al
mention her ea@me; and(oﬂérmace(lmcamyampthaayéwsltmraﬂzo[1 5- 4] pyrl dine, (2)

5- (p- et ey ar ol BhenMl M1t Be 55 ) A dNon nd e (P- 27 bOXypheny

)i m dazo[ 1, 5-a]'P
5-(p-tert- bu(1yI%Gmwmhmhmlq@h@hﬁa)nvmlmzo[1 5-a] pyridine, 15 (5)

S5- ('p- et hoxycan bR bﬂohyl&weﬁyl)?m@aioﬁw apyine] m dazo[ 1, 5-a] pyridine, (6)
5- (p- car boxy he g e Qi%rOIHIdazo[l 5-a] pyridine, (7)

5- (p- car barm& ﬁ(éf’%fbfx@h%”y JIrgic 'T’Zé’ﬁ W8P dazo[ 1, 5-a] pyri dine, (8)
5-(p-tolyl)-8)6: (i)-t&t-btﬁylaralhy@rhwmhiazlb@@675){‘&”} p}pvndmene (9)

S (b cyaooh t#"fem% g R e

5- (p- br ormph@ny’i' 'OérbGXyPhﬂ‘VDé:‘ter %ﬁ?&f?'@idfﬁ“ﬂ'a 115 @ip%{]db‘ﬁrl di ne, (12)

5- ( p- hydr oxy (e tsaplamampyidhenyiB5,8,7 B-tbednyarbirddt=ad[misegwyafide, 5- a] pyri di ne,

(8) 5-(p-tolyl)-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(9) 5-(p-hydroxymethylphenyl)imidazo[1,5-a]pyridine,
20  (10) 5-(p-cyanophenyl)-7,8-dihydroimidazo[1,5-a]pyridine,
(11) 5-(p-bromophenyl)-5,6,7 ,8-tetrahydroimidazo[1,5-a]pyridine,
(12) 5-(p-hydroxymethylphenyl)-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(13) 5-(p-formylphenyl)-5,8,7 ,8-tetrahydroimidazo[1,5-a]pyridine,
(14) 5-(p-cyanophenyl)-5-methylthio-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
25  (15) 5-(p-cyanophenyl)-5-ethoxycarbonyl-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(16) 5-(p-aminophenyl)-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(17) 5-(p-formylphenyl)imidazo[1,5-a]pyridine,
(18) 5-(p-carbamoylphenyl)imidazo[1,5-a]pyridine,
(19) 5H-5-(4-tert-butylaminocarbonylphenyl)-8,7-dihydropyrrolo[1,2-climidazole,
30  (20) 5H-5-(4-cyanophenyl)-6,7-dihydropyrrolo[1,2-climidazole,
(21) 5H-5-(4-cyanophenyl)-6,7,8,9-tetrahydroimidazo[1,5-alazepine,
(22) 5-(4-cyanophenyl)-6-ethoxycarbonylmethyl-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(23) 5-(4-cyanophenyl)-6-carboxymethyl-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine
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(13) 5-(p-fornyl phenyl)-5,6,7,8-tetrahydroi m dazo[1, 5-a] pyri dine, (14)

5- (p- cyanophenyl ) - 5- net hyl t hi 0-5, 6, 7, 8-t et rahydroi m dazo[ 1, 5- a] pyri di ne, 25
(15) WO 02/083241 PCT/CA02/00527

5- (p- cyanophenyl ) - 5- et hoxycar bonyl -5, 6, 7, 8-t et rahydr oi m dazo[ 1, 5- a] pyri di ne
., (16) 5- ( p{zrbhemiyesiA-Jyaborbeny)S.8, &8tetliranidezri oplbyEhng pyri di ne, (17)

5- (p-fornyl p n

5 (p- car bam)@?‘l éa -t gﬁéﬂgg—% Eﬁtht)'é’hklcﬁjrb|H\‘?dazo[€ %@p&rldl e,

5H 5- (4-tert{ NFP HBWRNB %ﬁé}‘ﬁ}’éﬁ‘y"é""?'da? W?@W\’%l o[ 1, 2-c]i ni dazol e,

30 (20) 5H 5474 5qy-eysapitenyl)-3,68,stettinhyrdimiayolt slaydis CFadbzttzol e, (21)
5H- 5- (4-
2 4. CyansondiTs bhistnds otk oF (RO h BB 20 ook ERR BRI ) | o oy

ridine, (23);ompounds of formula |

5- (4- cyanophenyl ) - 6- car boxynet hyl -5, 6, 7, 8-t et rahydr oi m dazo[ 1, 5- a] pyri di ne
9 WO 02/ 083241 PCT/ CA02/ 00527 (24)

5-benzyl - 5- (4- cyanophenyl ) -5, 6, 7, 84t et rahydr oi m dazo[ 1, gy a] pyri di ne, (25)
7- (p-cyanophenyl )-5,6,7,8-tetrah i dazo[ 1, 5-a] pyridine, (26)

7- (p- car banoyl phenyl) 5,6,7, 8 t oi m dazo[l 5-a] pyridine, (27)

5- (p- cyanophenyl ) -5, 6, 7, 8- tet Z0EE Na] pyri di ne (=Fadrozol). 5
(b) The conpounds of forrrul a I| ¥ned in EP-A 236 940. These are
especially the conmpoundsWof—§or 5! (1) RN WCRo | R 10
wherein R and RO, |ndependent| y of one another, are each hydrogen or | ower
al kyl, or R and Ro at adjacédidt carbon atons, together with the benzene
ting to which they are bonded, form a naphthal ene or tetrahydronaphthal ene
ring; wherein R1 is hydrogen, |ower alkyl, aryl, aryl-lower alkyl or |ower
al kenyl ; 1R iwhelsind? argtify, indeneagendly Riane agpter, araegeh hygingen ordpway RV or&er
alkyl, aryl Qg R ¥l o a@mlbarﬁb%ér’tb%s ttds‘gemethH tﬁ%énz@hé(tﬁ'@tb whiel thW@ﬁeernddal and
R2 15togetl?er are in Wis

i dasolyl 1o tppang g orferghidrbfindoc ol kol [R5 FUGood NS " 1
ment i oned hetaéwlowylcawldowa@iwmr@wuaimnyt Bt ie diydsgoenolawer allgyl, iy, arvaledenr v
Wi thin the C%fktyleef&we?glk)tilr@¥l%p9t¥ﬁ0\g&falk ) EH@B?%N&%W&H}E of Rhdr&MRNEndRANI NQGS:

phenyl that is uhsubstitu or subsfitute |tuents from
the group®l ovrgethengrgiqwer plsylidenear s s aligylong: W%'”ﬂg\kﬂ '”5‘%’“158'%'0%10; "nitro,
am no, hal ogems 4)iidzblyluspaiugt diphe of 2Rk wy@tioned letarduyxlic, radlmubaltmm@(jawéronyl ,

car banoyl , N kgv‘?ﬁd %WH}%{{&F@X c?‘th'él Pb\%'orer ritaly h?sa{]IW5Y<1l|8\ﬁiﬁgﬁ1@QMrl\gs | oner

al kanoyl , ower al Kyl sul f anoyl
and N, N-di - | cw\myl tapwpwmtwr Su%ﬁt'%‘ dtbbiu%wfwowhfaqu?mts frwﬂheﬂ?upd?werfur yl |

or one alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, nitro, amino, halogen, trifluoromethyl,

20  cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkylcarbamoyl, N,N-di-lower
alkylcarbamoyl, lower alkanoyl, benzoyl, lower alkylsulfonyl, sulfamoyl, N-lower
alkylsulfamoyl and N,N-di-lower alkylsulfamoyl; also thienyl, indolyl, pyridyl or furyl, or one
of the four last-mentioned heterocyclic radicals monosubstituted by lower alkyl, lower
alkoxy, cyano or by halogen; and pharmaceutically acceptable salts thereof.

25 Individual compounds from that group that may be given special mention are:

(1) 4-[alpha-(4-cyanophenyl)-1-imidazolylmethyl]-benzonitrile,
(2) 4-[alpha-(3-pyridyl )}-1-imidazolylmethyl}-benzonitrile,
(3) 4-[alpha-(4-cyanobenzyl)-1-imidazolylmethyl]-benzonitrile,
(4) 1-(4-cyanophenyl)-1-(1-imidazolyl)-ethylene,
30 (5) 4-[alpha-(4-cyanophenyl)-1-(1,2,4-triazolyl)methyl]-benzonitrile,
(6) 4-[alpha-(4-cyanophenyl)-3-pyridylmethyl]-benzonitrile.
(c) The compounds of formula | as defined in EP-A-408 509. These are especially the

compounds of formula |
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of the four |ast-nentioned heterocyclic radicals nonosubstituted by | ower
al kyl, Iower al koxy, cyano or by hal ogen; and pharmaceutically acceptable
sal ts t heweok/08®251 | ndi vi dual conpounds from that group th®CTraap20es2gi ven
special nention are: (1)

4-[ al pha- (4-cyanophenyl )-1-i m dazol ylRet hyl ] -benzonitrile, (2)

4-[ al pha-(3-pyridyl )-1-im dazolylnethyl]-benzonitrile, (3)

4-[ al pha- (4- cyanobenzyl)-1-i m dazol yI]-benzonitrih?, (4)
1- (4-cyanophenyl)-1 -(1 -imdaz ) - et h{\ ene, 30 (5)

4-[ al pha- (4- cyanophenyl )-1-(1, 2,4tri azol methyl ] - benzonitrile, (6)

4-[ al pha- (4- cyanophenyl) - 3- yriJ -benzonitrile. (c) The conpounds
of formula | as defined i tEPTA 08 X e are especially the
compounds of formula | 10 WD 02/083241 PCT/CA02/00527 R RL CN | e Tetr
C%~~ 1 Ro R2 wherein Tetr is R, or 2-tetrazolyl that is unsubstituted or
substituted in the 5-position by [|ower alkyl, phenyl-Ilower alkyl or by

| ower al kanoyl; R and R2, independently of one 5 another, are each

hydr ogen; | owgeredl Teytlis {-hmb-tétrazolisndd Stunsubsttdied br SIBbRGted ttiewls-pysitioy dy oxy,

| ower al koxy, hal ogen I hox [ \/ ' wer

al kyl am no o#mgf@%gﬂﬁ?nﬁgvgﬁﬁéﬁ?h@&g%g%k§ﬁ§¥%§%83§J@¥£%@¥%ﬂ@%8bgalkenyl,
aryl, het 8r oangther, aie phch ygeagenillawer alkytthat isgnsubgiitnted priappstituted bydgydroxy,

cycl oal kyl - | @3iRf aiRbsksYhalodeRVeFoody, kowet Blkékycambanyit infihddfowdF MMkyldnfivedr alok t hi o;
or Rl and R2 together are .strail gt-ch I ned ?% -C6 alk k@nel hq; S
unsubst i t ut e*<Yp E‘ﬁb%at"?cl”éfltoégy W”g OW%\?EFHVEI%S/I fetef)oraryira@x' gt 6&6 3%CH 2) m
-1, 2- pheny! emgsldaByR La-Gs-cydtrdryelowennlkyh war alkyilthid sgpdihideon ety lowbr atyihigirmoRher ,

are each 1 O%R@R?’iagetﬂrer%'r@é’{%&-%ﬁeb &, WISHORhS fhidl i© OnRbstinstedPsisubdtiugd dyn the
same way as phenyl “in the detrinition of ar elow, or are |ower alKkylidene

)

that is URsubsyter gl atsa QFB%'-'(CBH'Z)"d*hZ%‘B%)ﬂ‘?y”FdP@dnbﬂ?’hﬁﬁeﬁr/‘lr‘;‘ My R and RO,
i ndependent | yhdependaetly o tied drether, areceaeiad lor hyictr H2reMenyiend Bwesubalitigd pr or R and
Ro toget her, j . f e i are a
benzo group £ %ﬁﬁ%gﬁﬁﬁéﬁﬁgk?@ﬁ?i@%@?gg@ é?r@%ﬁ%?rﬁ#e%ﬂgg@@%ﬁ@&ﬁﬁ?h%%ephenyl
in the defi nithat sringbstipipH opaprawor drybstifuipdibl @iz B a6 Rorindependentydr age
phenyl that igfiothétSatBShét MdRGEePbr IGKR ST SHREShdRY, teRteR ocEtet et &ijﬁbsl’dtictalllbﬁﬂt s

ower

fromthe grou consi.sting_.of | ower alkyl ower  al koxy, IO
L kot dy > Samerct Weigihset® i et ieneS pte habi? BT Rl s BRI el
al koxycar bonykme vayrasiehenlldwiae definitiph abdryidelow; afiyl-in thampove@lefinitions being

al kyl anmi no) - GRERPRAY is uftBRRuted SWBBstRIID) QWS or REBEDEtiuehtd B tRd dedilps ul f onyl
and (amno, lower a

1 | kyl ami no or di-lower al kylam no)-sul fonyl: heteroaryl
in the above CO%¥SRY ¢f '%‘&:% s 'ﬁﬁeraﬁq‘°x%1|hé3‘¥\£>fyi’ E’Wﬁ%ﬁ"@n& I ri"téo'raﬁ’tﬂ?éc'gﬁ'ogﬁp’om t he
group consi sthiflagromkthly cariadxy] loweratkazyohnpbnyl, i(@mida 2atey klkylamino or di-lower

20  alkylamino)-carbonyl, cyano, lower alkanoyl, benzoyl, lower alkylsulfonyl and (amino, lower

alkylamino or di-lower alkylamino)-sulfonyl; heteroaryl in the above definitions being an
aromatic heterocyclic radical from the group consisting of pyrrolyl, pyrazolyl, imidazolyl,
triazolyl, tetrazolyl, furanyl, thienyl, isoxazolyl, oxazolyl, oxadiazolyl, isothiazolyl, thiazolyl,
thiadiazolyl, pyridyl, pyridazinyl, pyrimidyl, pyrazinyl, triazinyl, indolyl, isoindolyl,

25  benzimidazolyl, benzotriazolyl, benzofuranyl, benzothienyl, benzoxazolyl, benzothiazolyl,
benzoxadiazolyl, benzothiadiazolyl, quinolyl and isoquinolyl that is unsubstituted or
substituted in the same way as phenyl in the definition of aryl above; and pharmaceutically
acceptable salts thereof.

Individual compounds from that group that may be given special mention are:

30 (1) 4-(2-tetrazolyl)methyl-benzonitrile,

(2) 4-[a-(4-cyanophenyl )-(2-tetrazolyl )methyl]-benzonitrile,
(3) 1-cyano-4-(1-tetrazolyl)methyl-naphthalene,
(4) 4-[a~(4-cyanophenyl)-(1-tetrazolyl)methyl]-benzonitrile.
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triazolyl, tetrazolyl, furanyl, thienyl, isoxazolyl, oxazolyl, oxadiazolyl,
i sothiazolyl, thiazolyl, thiadiazolyl, pyridyl, pyridazinyl, pyrimdyl,
pyr azi nylwotmiosazisnyl , i ndolyl, isoindolyl, 25 benzi m dazolPgr/CA02/00527
benzotriazol yl, benzofuranyl, benzothienyl, benzoxazolyl, benzothiazolyl,
benzoxadi azoldy[The pempaynés dderamiell g defiged nEWaPemideterd AgelicasinNo- t hat i s
unsubst i t ut eghg110BUPRdsk bk @Pedidly tHi@ompomdYBYfordtiahenyl in the definition
of aryl above; and pharnaceuticarly acceptabl e salts thereof. |ndividual
conpounds fromthat group that may be given special nention are: 30 (1)
4-(2-tetrazol yl)net hyl -benzonitrile, (2) 4-[a-R#-cyanophenyl
)-(2-tetrazolyl )nethyl]-benzgpFi| e,

(4)

1- cyano- 4- (1-tetrazol yl) net hy§- naph{[halr ene
4-[a- (4-cyanophenyl )-(1-tey ol yl) fret hyl ] ;l enzonitrifg. 11 WO 02/083241
d; 0

PCT/ CA02/ 00527 (d) The conpagy ~Jormu | as defrned in European
Pat ent Application No. 91810 ﬁe are ﬁeCi ally the conpounds of
formulal RL /4Y61 ) O X 5 wherein X is “hal ogen, cyano, carbanoyl,
N-|1 ower al kyl carbanmoyl, N-cyed oal kyl -1 ower al kyl carbanoyl, N, N-di -1 ower
al kyl car banoyl , N-aryl carbanoyl, hydroxy, |ower al koxy, aryl- |ower al koxy
or aryloXy, wherein aryl is phenyl or naphthyl, each of which is
lﬁnbeSt it u; /e\ﬂher%lﬁ XSig lﬂ?[bbérﬂ&ﬁdo,%ﬁél[bbmwrN-&Méyblkyld&yﬁiﬁm)ﬂlyr,\l—c!/mw(yl-la\lv&oxy,
al ogen an tri r.onet ol 0 = == p Ais
1-i ni dazol yl %*'Mqai’bfr?,v'n@i*? Aot 9‘%‘}",’”&""-"? h é,aﬁﬁ?arg‘{aﬁﬁ’g'r W§ 8,3@ 'f?‘%’é?,a@{?%{’ &yl
triazolyl), lowgrlkpxporaryleolidrgin arylis phanizasngrhtiyl each dwnigh i uppubséiiey | s
Ihydr ogelni( |R’ ordsktiRled byl IEW%@EWWEHX)', I&ﬁer?m&ﬁﬁ?&déﬂ bnd/8r 1 terReR ML 9 ni ]
ower a or a group, -- -- A a in or Y, or. R. a get her
are --( Cﬁ}Z’) n? grpur\),\ﬁé\:lé-,-ﬁ wherew Ags 1'4-’“@?20%? 1?@’?%4?%8'3’%16&334? haﬁoﬂﬂtﬁén}e"gof t he
_radi cal s Y, WRazayd1-R22,5-Fiazolyy), Ottﬁﬁra.-zolﬂldQZ-ietrAzoleNiQ Im,ei.rdggn,tR]@nd Br.ovi so t hat
in a 15 grouiﬂeﬁ’?’eeﬁ?i_%tl}’/ gfatg\@%ngthé]:?&@eg& H}Erogen,%eﬁglkylerééro? hen, 1han

1-im dazolyl w romne, cyanqg_or carbanoyl 5 and with the proviso
that in a grériped fory o Riand Rafogethar 256 -rigHa)f -~ wheraininds 3.4k ¢ &y WEHEAPOYIEQG dazol yi
when X i s hatheig®e obthe riigals YalRk axd/R, iRa giosip FEds ogewithamsifufZeripsovisbiyral iogen or
| ower al kyl , d_gpharaceit | ept. LS ’ LN Midual
corrpound?/f r%%urh h(gl? gr ou%}ﬁteh@t?d %}}%E%& Rﬁs@%h&sﬂg@& @I'Otaggﬂﬁfiﬂ %’hxé{%{’ﬁ‘ g’_o (1)
7- cyano- 4- [ 1cyeno or, carharrioyiz eidwithieq proYige thatdn ipiedR hGHbeASRURRRING CDY. Als
;- CyaBO- 4- I( 1%::hérf£ha§nd’_ﬁigﬁda‘illblwmteh)(|i§| ha?ozg%g dr Ibw&&ﬂ&@ly% lmersz;yﬂmwmn(aﬂfﬂ)ﬁé
- car panoyl - 4- -1 M .dazo ne - - di net enz ran,
7-N- (cycl ohe%?'foﬁgf' ﬂVP‘j"%raelj%LlﬁB{/ﬁ%ﬂ%?cfytfc yaaé;gﬁt%lerrseatﬂﬁ&e%f’ g 3- di met hyl benzof ur
an. Individual compounds from that group that may be given special mention are:
20 (1) 7-cyano-4-{1-(1,2,4-triazolyl)methyl]-2,3-dimethylbenzofuran,

(2) 7-cyano-4-(1-imidazolylmethyl)-2,3-dimethylbenzofuran,

(3) 7-carbamoyl-4-(1-imidazolylmethyl)-2,3-dimethylbenzofuran,

(4) 7-N-(cyclohexylmethyl)carbamoyl-4-(1-imidazolylmethyl)-2,3-dimethylbenzofuran.

(e) The compounds of formula | as defined in Swiss Patent Application 1339/90-7.

25  These are especially the compounds of formula |
Az
1

wherein the dotted line denotes an additional bond or no additional bond, Az is imidazolyi,

30 triazolyl or tetrazolyl bonded via a ring nitrogen atom, each of those radicals being
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(e) The conpounds of formula | as defined in Swi ss Patent Application
1339/90-7. 25 These are especially the conpounds of fornmula | Az 8 1 R2 |
-R1 (1) wowhesxin the dotted |line denotes an additional PemdAwR/00k27

addi tional bond, Az is imdazolyl, 30 triazolyl or tetrazolyl bonded via a
ri ng nitrogemsastitviedemstibsbiutet labsaghanzettincselydovize ey of By ShD-025r @824 s

PCT/ CAO2/ 005&Zboxyn§t@§tkbyegrsaqy%ar§%an lm%@,dal@fcam%mm RIpERePY | over al kyl

or by aryl -1 ower carb ower koxycarb car banoyl ,
N-1over al kyd éﬁaf?éf?ﬁy'l K-aiyloebamOy KR, halpwr Mf%m\w a'kRPSVaﬁgvi lpwenaliRsy | |

cyano, hal Og@'yloxyhbbd'éﬂaﬁwl tiifQuvemetal/llop ayl-lodsr\dikyl, avieR, asild iR Xipdepeadeyiyoofyne | ower

al kyl, trdfl I ently of
akyp tig he%‘n%ih%ﬁ%@éﬁcﬂﬂ%drgg{e\ﬁ lo\!v&"éﬁgl F?:lzv@/% ﬁoxf‘w?&\%ﬂﬁ eE?o'rtrfﬂE'(ﬁgrﬁgtng

hal ogen or t@rvibeing pherut ‘Pfy‘laPhth P@Ah %@P'ﬁ@'sﬁﬁ%ﬁﬂwtéﬁ’ onPAB#EHS byeqy@wr o Whl chis

unsubst i t ut eglibstitushtdFrdm mub@dp bws@neg @lromer@kyl Sonas blkb)bj@ﬁ'}idﬁoxﬁl,rrﬁmgbﬂﬂencgr oup
consi sting of.. | ower X

hal o
trifluorometHh womn\]/ﬁﬂfyﬁ V\fi& erf’rr%wso tha%??l'%fe yznré?r%f:% i fo%X t%{?loosqﬁ roxy in the
8- posi tion, Mﬂaqshfmetmwab’mwltytfa@@épt abl e sal ts ther eof . 10 | ndi vi dual

conpoundg frommormua% Burld8 &bmM gle8p HaMasy &aoge\rén%gemmehmaaée (1)

6- cyano-1-(1- ronap alene

6- cgano 1- El k "Zarl?l% 'Q%F?’Y'V]‘léﬂﬁdrﬂ?qq% A8Rapht haI ene, (3)

6- chl oro- 1- (® |6mydm20[1y(hp4&r|&odl JBitdioydplaphihblenee, (4)

6- br ono- 1- (1(3 rgéﬂ@g@ 1I_Qn~d%zéylggg‘\gmz&g€\ag ?.‘Q@,l]éane 15 (f) The conpounds of

formula | as define Ication 3014/90-0. These are
especial |y te 66{5%%%&@*“&?@°'V'6?Frﬂ!hddrpnfmhﬁ?a'em (1) X Z-Cl R R 20
wher ei n % i s(farhkicur@pdupabenterehulai s agfftBd ThBWiss PHtehg APyt aion 30 DIGNL0.C i ng

selected fr t hi azol yl, 5-isoxazolyl,

5- oxazol ylI, 0@%%%3@6%5?%ﬂ£gmé§@ 31?§8k&%Tb - oxadlazolyl),
3-(1,2,5-th|ad|azolyl) 3-(1, 2,5 oxadlazolyl) 4-isot hi azol yl

4-isoxazolyl, 4- (1,2,3-thiadiazohy|), #&.(1, 2, 3-oxadi azol yl ),
2-(1,3,4-thiadiazolyl), 2-(1,3,4-o0xadis 8Iy|) 5- (1, 2,4-thiadiazoly)) and
5-(1, 2, 4-oxadi azolyl'); R and a§uu a\ogen; or R gpd Ro together 25 are a
benzo group that is unsubstitu 5; tyted by |lower al kyl, |ower

al koxy, hydroxy,

20  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-
(1,2,4-thiadiazolyl) and 5-(1,2,4-oxadiazolyl); R and R, are hydrogen; or R and R, together

25  are abenzo group that is unsubstituted or substituted by lower alkyl, lower alkoxy, hydroxy,
halogen or by trifluoromethyl; R, is hydrogen, hydroxy, chlorine or fluorine; R; is hydrogen;
Rz is hydrogen, lower alkyl or phenyl that is unsubstituted or substituted by lower alkyl,
lower alkoxy, hydroxy, halogen, trifluoromethyl or by cyano; or R, and R; together are
methylidene; or R, and Rj together are --(CH,)s —; or Ry and R, and R; together are a

30 group =CH--(CHy). -- wherein the single bone is linked to the benzene ring; X is cyano; and
X may also be halogen when R, and Rj together are --(CHz); -~ or Ry and Ry and R;
together are a group =CH--(CHy); --; and pharmaceutically acceptable salts thereof.

Individual compounds from that group that may be given special mention are:
(1) 4-[o-(4-cyanophenyl)-a-hydroxy-5-isothiazolylmethyl]-benzonitrile.
35 (2) 4-[a-(4-cyanophenyl)-5-isothiazolyimethyl]-benzonitrile,
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hal ogen or by trifluoronethyl; Rl is hydrogen, hydroxy, chlorine or
fluorine; R3 is hydrogen; R2 is hydrogen, |ower alkyl or phenyl that is

unsubsti twDed/osx24substi tuted by | ower al kyl, [|ower al koxpCThade00327
hal ogen, trifluoronethyl or by cyano; or R, and R2 together are
met hyl i dene; 3pua-[&R-aadodR3nycmBiabayimahd]-benk&tifdl3 --; or Rl and R2 and R3

t oget her ar mhereln the single bone is linked to
t he benzene F”fﬂ:g?g %ng%95%5&'aéca%fﬁ% ®al so be hal ogen when R2 and R3

t oget her ar €5) 5{c@mw) B(5-isotiazoRi)-mhdihRIronantthagne.t oget her are a group
=CH- - (CH2) 2 (5y &- Cgéml) p@qg@m@4 gifYdrohapedigieabl e salts thereof. |ndividual

conpounds. fro eC| nt| - (1)

4T (4 By arBbnemoryusitiesye I e BTnrLE SHisF AR P R B P e 35 (2)
4- [ a- ( 4- cyanopbearglcppdsidls bt sorapmingg ofderimylaM benzonitrile, 13 WO 02/ 083241
PCT/ CA02/ 00527 (3) 4-[a-(4- cyanquhenylp) 5-t hi azol yl met hyl ] - benzonitrile,
(4) 1-(4-cyanophenyl)-1-(5-thiazol -thyI ene, (5)

6- cyano- 1- ( 5-i sot hi azol yl )-3,%&- I hydQpnapht hal engVI) ( 6)

6- cyano- 1- (5-t hi azol yl') - 3, 4~ dihiydr onaphthaglene. 5 (g) The conpounds of
formula VI as defined in Sw ss; Patent Agpl |%at| on 3014/90-0. These are
especi al Iy the conpounds of famuNa¥/R Ro (V) Z- CW R2 R3 wherein Z
is a five-nmenbered nitrogen- cont%qnl ng heteroaromatic ring selected from

the 10 group 5-isothiazolyl i azolyl, 5-isoxazolyl, 5-oxazolyl,
5-(1,2,3-thiadiazolyl). 5-(1,2,3 oxadiazolyl) 3-(1,2,5-thiadiazolyl),
3-(1, 2,5-oxadi azo ot h 4- |so azol

(12,3 thi actiesdt o192 et Bkl ansio eﬁ%(i*?'%*ﬂ@ﬁé'ec LI F)
2-(1,

3, 4100xaaiotmzfebyth)azolylﬁr@@zcﬂyl,éﬁ-tswaa@yldi:@iawyl ati.Sthiatiazol). 6xX4didazol yl ) ; R
and Ro are egghatunira %-tmaala%l@nﬁl(ﬁps o&%@am M@Jt@az%nybarmam up that is
unsubsti tuted or subs }(/ h%b 4g lQidroxy

hal ogen or bhf-245rthiefig Wnﬁ%?"’ fZP'¥l I‘?&&Pﬁd@'ﬁd'a%@ v B¥AYGF

fluorine; R3-(124-thiedlaag@nandR2(1j2st-trpdiemfd)nR ahd Reare@bdyydmoemveRyendRhat i s
unsubst i t ut g g?é?ﬁerﬁl’ébél%én%gbl%g%w |L BMBstﬁL&y&’suMﬁ b@/llmglvkylh%ﬁéroe?ﬁ%xya -

hal ogen, trifTuoronet
t oget her18ar ehyﬁ@ﬁhﬂaloa@h@ by ffiorgpethyl; Reif B@jé?ﬂe” WQH’P‘XS%E)/'O”’F%PO%W%%?/

aryl -1 ower alyjagsn; ®, isstiydioguy, lowas Sikyl bnpheag hat Bsasupeitaigd phenyl that is 20

unsubst i t ut Ed ltut?ﬁﬁlgévéruadglpl? réll? hyajo%&?/haloé:e%\’\ﬁ‘ lu ?Z}nl’%{ﬁ%){ hydroxy, hal ogen

or bytrlfluor rmac sdlts thereof.
| ndi vi dual cavipowndkoxyrashy ailyleky; gf Bu@dtmﬁgemyafb@@w@ﬁee@@ww haiegeni on are:

(1) bis(4,4 hyJaFoQVW Bikbry; ér?l’lbﬁé?bﬁkb%'abﬂl&(mﬁﬁl%bh cdsé)being phenyl that is
bis(4, 4 br O%Bbs?&/ed or gusbs |tuted by ?O%N%!' X JQA Iower alﬂoXy, hydroxy, halogen or by

trifiuoromethyl; and pharmaceutically acceptable salts thereof.

Individual compounds from that group that may be given special mention are:

(1) bis(4,4'-bromophenyl)-(5-isothiazolyl)methanol,

(2) bis(4,4-bromophenyl)-(5-isothiazolyl)methane,
25  (3) bis(4,4'-bromophenyl)-(5-thiazolyl)methanol,

(4) bis(4,4"-bromophenyl)-(5-thiazolyl)methane,

(h) The compounds of formula | as defined in Swiss Patent Application 3923/90-4.

These are especially the compounds of formula |

)

30 Rs
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25 (3) bis(4,4' -bronmophenyl)-(5-thiazolyl)nethanol, (4)

bi s(4, 4' - bronmophenyl )-(5-th iazolyl)m ethane, (h) The conpounds of fornula
| as defiweod2ioss2&wm ss Patent Application 3923/90-4. Thesecar@oespecei al |y
t he conpounds of formulal RLR2 F1 (1) Z- CXR 30 R3 14 WO 02/083241
PCT/ CA02/ 005@rfereimi ey igidazalyl] tBazotyl, teragdly,| pyrrdiylj @yzadolyl, indolglt iseizadhy | , pyrrol yl,

pyrazol yl, glﬁqg,w(lazolgstgng%g/ a\éhe/l b%‘;&aéﬂgﬂpﬁ%},wﬁym%ngg@zhgzp@ Hrinyl,

benzot ri azol triazinyl,
qui nol i nyl otrlaznygqum@whqﬁyﬁloqu'%ﬂ"ny'tqliégée f%é&?@gg@?% V@d'?ﬁireft?fewcacllcheu r
heLe{ 0?)’?' :anngE :aﬁW§II tﬂd%li raditald tBBD‘EgQJd n&tﬂﬂhtﬁt@ﬁ Sr Q&btﬂ@ledﬂﬂﬁbﬁéf aIRyuihﬁzﬂoXSyl’ lower
substitu r a r ox al g

trifluor os(raretiﬁ%xﬁﬁ SENT "'f'“°¢/? % 'y qdl V mgepgﬂgeng g an&ﬁ%}égrgg%

hydr ogen or hydwaen ai lyér;alkyl oF; amdcﬂiz I@efh@rg%@ RerC.akyerss or Thengp igup tiwt isor a
benzo group {Ragstiuged dﬂ@%&%kﬁ%&‘ir@@a@& bay@&;rbﬁyuhaghﬁﬁogeﬂdbmtaﬁ@ holpw for

aryl; Ris 0 i s cyano,
car bamoyl | Rﬁ/qt%gg\%yl ayd 'P&Wa?%‘iﬂmoa]hlml{?‘%ﬁr a'lkg ?an?;ﬁy[{XII’ ﬁ'alﬁ‘%?foy N, N- | ower
al kyl enecar baimgartzarrmyu\le\blmer aadyleyéoarbtaumylbm,NHWer|arkylen¢oamaedyltnyerrlm£bd-byo- -

oy oal el s MR ek W HRGER ) URG U aindoner ol anoy
N cycl oal kyl SyPlg@kyicarbamay) E'E(PW%%V?/SUbRFtE'qe?)ﬁ)é’}oa%fV'P(%rb%Wé "EVGIP%'EIV' Tower

cycl oal kyl') - Aiopdarbasdoliy Nglawbaamyysubstittited yyictobi@yipibweradiHyichthambgMoylyl-lower
N-aryl car bapquldarbamraﬁldl(l WHXC%?DraRl%QD N lhydr%gér éﬁ%yégﬁ%vﬁé%%Pé%xy aerr%llovJe wer

al koxy or a
triazolyl, t@szbﬂifylpxy, am ywharein Kyq alsqiigtogeohen Z isigigpzalyl. trla@@‘V'nfGB@%Gle'

benzi m dgzol Wrrolyb Eﬂé Tirie9l, Sébln@dﬂyl Q%‘ﬂilﬁ?ﬁcfakcﬂﬂ Qie)iiopyraﬂé’lﬁ loBbéhzafiyZol;S phenyl

ht hyl Q%X i f 1
00 A Dubat i 1 HASEE Sl B RNTRLS gRRTIT RE Eitels o S haBlay it BB teiany i
| ower al kyny1 to 4 dubstitwentsd fiopl the grotp covisistihg af lawsoallkydljievess atkenyhidyen alsyrohs) , C3
- C8 cycl oal kiglyer a@@%ﬂé‘ klmkéﬁv‘l’@'fw@éc}féélent cavrBBﬁ’Q%}ns) b?yéﬁrcy@cl)éﬂw pﬁé}@ﬁlm'v@r alky

substituted in turn - | ower
al kanoy! oxy, PeaY'Jg¥s aYké(H%ﬁds S‘%ﬁVi}étf"d Wy Pépﬁ‘%‘B‘y' 'B‘f"erla&%\ﬁ pB‘F’W@P‘é{
mer capt 020 | Olér all@hbydxy tiaingeh, Gavero, mlNIsyéusMrmmmyll-lowér@vl@lamaiokmbrsadté chcmelr

car boxy, w%iu@uﬁ%%ﬂz RO 1oy BRER ca,%Jﬁp br au&yéa%w%sﬁg'mow

N, N- di - | owner c ano ower
hal o- | ower a’r‘ma‘kﬁ%?ﬁmm BWESi- 'W%@%y'carqubwlor Pb%ﬂod'lyﬂ@ﬁ)yl'

hal o- | ower @J(d&?%éloq?SWerdll@)&ﬁbhéﬂykly\ncyﬂaﬂééyy, ph@w Ioek sk&yRely, Oxis- kMernked to
two adj acent_car bon ato anoyl oxy,

h N |
pheny! car bon§ FEYGXY: IBEEd nglo)qf SHE We\r,\qg‘i'?e{f Z’(Y%‘é’ﬁ ﬁja¥6‘\5\%a(r?m%|raﬁ°3?%shi 0,
phenyl t 2%, lbwweaikaamqnysnheﬁylmer almwym pfaﬁmlrcarmwwgmerww;q lower alkylthio,
phenyl sul fi nwenyllumelkalhlsybwyﬁmwwer ARRWhy| SHeRY- I@}eky|kﬁwlffn9nyl

henyl sul f on
phenylsulto B/henylsuqtllnyp%wer glkyﬁsuﬁonyl phenyl-lower alkyisulfonyl, phenylsulfonyl, halogen, nitro,

2 | ower

amino, lower alkylamino, C; -C; cycloalkylamino, phenyl-lower alkylamino, phenylamino, di-
lower alkylamino, N-lower alkyl-N-phenylamino, N-lower alkyl-N-phenyl-lower alkylamino;
30. lower alkyleneamino or lower alkyleneamino interrupted by --O--, --S-- or --NR"-- (wherein
R" is hydrogen, lower alkyl or lower alkanoyl); lower alkanoylamino, phenyl-lower
alkanoylamino, phenylcarbonylamino, iower alkanoyl, phenyl-lower alkanoyl,
phenylcarbonyl, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkylcarbamoyl, N,N-di-
lower alkylcarbamoyl, N,N-lower alkylenecarbamoyl; N,N-lower alkylenecarbamoyl
35 interrupted by --O--, --S-- or --NR"--, wherein R" is hydrogen, lower alkyl or lower alkanoyl;
N-cycloalkylcarbamoyl, N-(lower alkyl-substituted cycloalkyl)-carbamoyl, N-cycloalkyl-lower
alkylcarbamoyl,
N-(lower alkyl-substituted cycloalkyl)-lower alkylcarbamoyl, N-hydroxycarbamoyl, N-phenyl-
lower alkylcarbamoyl, N-phenylcarbamoyl, cyano, sulfo, lower alkoxysulfonyl, sulfamoyl, N-
40  lower alkylsulfamoyl, N,N-di-lower alkylsulfamoyl and N-phenylsulfamoyl; the pheny! groups
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am no, |ower al kylam no, C3 -C8 cycl oal kyl am no, phenyl -1 ower al kyl am no,

phenyl am no, di- |ower alkylam no, N-|ower alkyl-N phenylam no, NI ower
al kyl - N- pwernglosizener al kyl ami no; 30 | ower al kyl eneam no oPCITEW®R/00527
al kyl eneam no interrupted by --0--, --S-- or --NR'-- (wherein R' is

hydr ogen, | owecurringlrythe substitoents ofadhleaynaryd nNaphthghveurnadei@noytbstiivied or phenyl - | ower
al kanoyl am ”besﬁIa%H%gWeP@W'I&UQr% ox ﬁ%?cfxyq"IaIS@Qr‘PXrId’/orFﬁpﬁmM&ro%&Wrw@r&@noy|

phenyl car bon carb ower oxXycar bonyl ,” carbandyl, N-Iower
al kyl car bamoyipterorryNs dIdO'y'I I§9II€‘F°‘I&IbI?W“EEQP%P&’IrGWZWNaW')I' 6\%?0”@2%% enecar barmyl
N, N-1 ower al kghmpEcanaseaydbldniBeardxdpdye dr tyizothiBzolyl, thosSradicals beindlR" - -

wher ei n % | %nsu)édtlrtlﬂg or‘sN_L%III L ba)Jfﬂq‘b f%r3 l!j %YI?JI laclflﬁa?&(?% st|tu nts F3Iectedfom

N cycl oal Kyl car ed cyc -'car banmoyl ,
N- cycl oal kyl dwsnelkyl, IHF"I@W @él‘febdh@% ha qgef. |cm09ranatrlﬂy¢ro@a'bﬂta ut ed

cycl oal kyl) -1 %&céhlféﬂb@@deb@ﬁ’@)éblts th\érgwfdr oxycar barmyl N- phenyl - | ower
alkylcarbannyl

h rb Kk | f |,
Ul Tamoy TN 4B PRI S STHES A CRyREiet SR IGFaY amoy! ané
N- phenyl sul f aﬂTIDIﬁIE?,Olyﬂ He(1 BHetrigdolyhr ol - -trigZIWAD1-0127, B8 B2al)). PGIagA0 23-00527
occurringgi nidfg s @@r*d?lu@?;trﬁyloi p)FIﬂﬁdW l5. p@ﬂ?hdﬂ@%hEJBWazh . R,WnB Rpei ng

unsubstituted or " substit r al kox dr.ox

hal ogen and/ (HIdeB";F‘dF’Itnyolfﬁ'?ﬁ?ﬂ‘?ﬁ‘FhﬁTe e%@fdé‘?gﬁx O%IBW@%W XCI 'ﬁrgéﬁﬁief bie

i soi ndol ylI bg.ttmtyrsnda:zabyﬁzp gz pyevess alkyl] phebﬁﬂmd:)lsmnsubeﬂltytbd or substituted
benzo[b]fura e t I o} f t hose
radi cal s bei %C? g QF%L‘H/I MI%}( Iow‘Q%LI\LgI Bﬁﬁ%%%éﬂgf? h]y &Z%%} Qg&w t?1yt| cal or
di fferent sulpBenoxyienbenzetEpzoi ercbenzafifuranyvibe las twwrad'q%ﬁdw@wnsqba%? A koxy,
hﬁl oge]p IEGI_Ka@@bsﬁﬂédtbﬁ/lfrghUIQBQfﬂﬁnméh or cmebl | nt @Imamh tEReedeldced o laat apyiabl e salts
t her eof . 0se _co unds _ar e, especi a n ereto
LITES%1 i m qRges R Sl BRPED P caarhdlf pPURGHRSS ko [N e 2 14!

1- (1, 2, 3-tri dzoldgoyl, 111 2eittriazott)y1-(1,34-triaepiv)e t e Siriprolyl B 1 fistreizely 12 tetrrzphyk i dy| |

4-pyrimdyl, anq Mrma&éét.mIa&eptablpmamM Rl and R2, independently of one
anot her, are each toget her are

1, 4-butyl ene or gV 'H@%‘ﬂ@%gﬂhatﬁﬁy&elgﬁ’\ﬁé?ﬁeglaL@?”tfoBﬁ‘érﬁﬁe that is

unsubst i tat eqt)os-[osabginbpreh@Ho-flikyro-d Y HRA- tnazalylblmtmmmenmnmgen, | ower al kyl,
trifluoronet hydr o ol b or benzotriazolyl or
) TR o e B RRERE

benzo[ b]fura nsu ted or 15
substituted I3) 4- foerclyartophéhyi) {d(e‘Imbloe(a-ltetr(azolyl)nfelﬂwﬁbﬂmzoeIt.rlbsst| tuents sel ected

f I I b I d
wherein X i o O i HATsRARE AL GEA B Reb L KRR, 5% DRI ST,

1- (1, 3, 4-t ri 4%)ol-yietyl- eﬂom cplompheriybrzdlugioyT-(1 2.4 ezolhoriy-Dergaiiazasitol yl 1 and
phar maceys C%)'x[oﬁ@%mdah&ﬁﬂ)%ﬁflu%mezrﬁﬂszom)mfh\m St neepoUNds that may be

gi ven speci al ‘nmentio
4-[ a- 4- cyanopﬁieﬁﬂaﬁo'& [PII @ya@oqhepﬂ) %ﬂuprq 1z 6tpemaiyliZdbenzoni trile, (2)
4-[ a- (4- cyanephamehzdoifurdar o- (2-t et razol yI )met hyl ] -benzonitrile, (3)

Al (4 25222@2@ gt denemp e s RSBy =5 Maoni 11! (5)
1- met hyl - 6- [ 39)( 4ioclatoyaraphetyyo)fiuard Bugrmid)n(elhy@-hdnonitriez 0l y1 ) net hyl ] - benzot ri
azol e, 30  (10) 4-[a-(4-bromophenyl)-a-fluoro-(5-pyrimidyl)methyl]-benzonitrile,

(11) 4-[a~(4-cyanophenyl)-a-fluoro-(3-pyridyl)methyl]-benzonitrile,

(12) 7-bromo-4-[o-(4-cyanophenyl)-a-fluoro-(1-imidazolyl)methyl]-2,3-

dimethylbenzo[b]furan,

(13) 7-bromo-4-[a-~(4-cyanophenyl)-a-fluoro-1-(1,2,4-triazolyl)methyl]-2,3-

35  dimethylbenzo[b]furan,

(14) 4-[a~-(4-cyanophenyl)-a-fluoro-(5-pyrimidyl)methyl}-benzonitrile,

(15) 4-[a~(4-bromophenyl)-o-fluoro-(5-pyrimidyl)methyl]-benzonitrile,

(16) 4-[o-(4-cyanophenyl)-1-(1,2,3-triazolyl)methyl]-benzonitrile,

(17) 2,3-dimethyl-4-[o-(4-cyanophenyl)-1-(1,2,4-triazolyl)methyl]-7-cyano-benzo[b]furan,
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25 (6) 4-[a-(4-cyanophenyl)-a-fluoro-1-(1,2,3-triazolyl)nethyl]-benzo
nitrile, (7)

7- cyano- wpar(432e¢yanophenyl ) -a-fl uoro-1-(1, 2, 4-tri azol yl ) mertcAopH@523-
di et hyl benzo[ b] furan, (8)

4-[a- (4-br On(ﬂg)r@[ﬁir(h)fsy@obﬂmmll)Q‘rdyﬂ(nildy@nékh)tl]ttieamitmé) met hyl ] -benzo nitrile,

(9) 4-[a-(4 op thyl]-benzonitrile, 30
(10) 4-[a- (4%%%%%%&%@393‘6'3)1‘# B@%V 3@%‘? et hyl ] -benzonitrile, (11)
4-[a- (4- cyan(ap)l"mylhw)etral-zf-[ob(emgaar(oahqsmylr) (teiynider@yimytyi] {Femarasbeénzobliyran, ( 12)

gl- %?w[ E)l-eLZ Zé)ﬁzj :f Xl?ﬁ%g'&nEGcY% cyaano r|16l1!1 5 ({,},Z-Itrtlgzaglﬁétp{)}l])%&qX—lb];ﬁz%-’[g]furan.

7- br omo- 4 [ ai)(The cyaprypHeeiyorinuial B defined in EP1A-2144033 These el ospedidtly ke- 2, 3- 35

di met hyl benzQlBblinds@dffordikd) o o

4-[a- (4-cyanophenyl)-a-fluoro-(5-pyrimdyl)nethyl]-benzonitrile, (15)

4-[ a- (4- bronophenyl)-a-fluoro-(5-pyrimdyl)nethyl]-benzonitrile, (16)

4-[ a- (4- cyanophenyl )-1-(1, 2, 3-triazolyl) -benzonitrile, (17)

2, 3-di net hyl -4-[a- (4- cyanophen
b]furan, 16 WO 02/083241 PCT.
4-
4
2
a

dyl ) methyl ]\ benzow t 14 iN2e, (19)
dyl3)rré hyl ] - nlltlrlle (20)
1- C’)dazol yl) et I%/I] - br ono- benzo[ b] f ur

3-

fu

[ a- (4- cyanophenyl ) - (5-pyri
[a-(4-Dbr om)phenyl )-(5-pyri
3

, 3-di et hyl - 4-[a- (4-cyanop
n, (21)

2, 3-di met hyl - 4-[ a- (4- cyanophenyl )R11 (1,2,4-triazolyl)methyl]-7-brono- benzo-
[b]furan. 5 (i) The conpounds of formula I as defl ned in EP-A-114 033.
These are especially the conpounds of fornula I 5 R 432N NOR3

| R 10'0whewharein Raisihydmgriy Byls hydregen %J'f?rﬁr%g%‘ﬁ"”oﬂ @r £oCr ekanesyifoqylieafoyl or

glz Célzzil kfiﬂl%iblhyfdﬁcb’géh @Mereﬁﬁ?ﬂ@Chm{aﬂ@leOg -© am@r &, PCRlkyhg, 6G1c,Cl2 al kyl ,
al ken % )

cycl oal kenyl &¥¢ I%C&Cg' “i:%y I F’ gsce cgéga"fy% d)%g(bl J&CC%%ﬁlog'k%‘ i S2 -

al kenyl or cﬂken@@r@y&e@a@wmym@imaml Bbhy\lydm!;@ Cs qumvlo‘géfﬁ 01061‘7 -C7 al kyl,

sul fo, Cl - CHikanddleropd, améne@afong%nahg@m%%é‘ncam -@nkyRand saitbydrsagen or Cl

-C7 al ky and salts of those 15 conpounds. | ndividual conpounds fromthat
group that n&PBE%i ven special nention are: (1)
1- ( 4- ami nophenyidviddahmtripylnds framalist grpop thhBndy. i3 diexanesi@ ménthinamnes, ( 2)

1- (4- am noph@nylod adidspREngRslmet 3200y ahi0kh BinkxiHelexabss, 2. 4- di one,
(2) 1-(4-aminophenyl)-3-n-propyl-3-azabicyclo[3.1.0jhexane-2,4-dione,
(3) 1-(4-aminophenyl)-3-isobutyl-3-azabicyclo[3.1.0]hexane-2,4-dione,
20  (4) 1-(4-aminophenyl)-3-n-heptyl-3-azabicyclo[3.1.0]hexane-2,4-dione,
(5) 1-(4-aminophenyl)-3-cyclohexylmethyl-3-azabicyclo[3.1.0]hexane-2,4-dione.
(i) The compounds of formula | as defined in EP-A-166 692. These are especially the

compounds of formula |

. /N 0

25 R

wherein R, is hydrogen, alkyl having from 1 to 12 carbon atoms, alkenyl having from 2 to
12 carbon atoms, lower alkynyl, cycloalkyl or cycloalkenyl each having from 3 to 10 carbon
atoms, cycloalkyl-lower alkyl having from 4 to 10 carbon atoms, cycloalkyl-lower alkenyl

30  having from 5 to 10 carbon atoms, cycloalkenyl-lower alkyl having from 4 to 10 carbon
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(3) 1-(4-am nophenyl)-3-isobutyl -3-azabi cycl o[ 3. 1. 0] hexane- 2, 4-di one, 20
(4) 1-(4-am nophenyl)-3-n-heptyl -3-azabi cycl o 3. 1. 0] hexane- 2, 4-di one, (5)

1- (4- am nepheefgd2yt 3- cycl ohexyl met hyl - 3- azabi cycl o[ 3. 1. 0] hexare2/0és2di one.

Q The conpounds of fornula | as defined in EP-A-1 66 692. These are

especi al | y t lapomsc omguy hadsg fodm B tr 1Audagboh aRnsRR aryNo@eReky! HavRg filh Athdbein R1 i s
hydrogen, al kcxbon?eehfageafc er{]i&fﬁlguﬂs%bﬁﬁft&o&s%éﬂ%d tf?f'lé@ﬁa'?ﬁﬂk Ih%l‘oQQ ifwepm 2 to

12 carbon atons ower a cycl oal ly cycl oal ken each having from
3 to 10 car h&HoaeeHRKY: 2. Mekﬁ'm?n@ﬂ%r‘j' SY"RW“VW\BIW%@CW&FB% ANIRYOrRY car bon
atons, cycl oakaloyérn, IRpwaiyd@bde yler Akl Isand, gef slkanofd o wiOalk=aes.dionyd tsalfsyl,
cycloalke yl - | fi

PCT/ CAO2 / é‘xl??\/@dro%%rw IO\D&\QIIQ% R?FQhyfirtogenl%wfé%l%%heﬂy?o%g%%@%ﬁl%é&

aryl - | ower albh(y'IN R nand e h‘?repbraFGa'S@a?CﬂB‘Pﬁ 3t 'loMsT ceeiRing P FANEh i s
unsubsti t ut edqdnrd.ngut&puohutoﬁg by | ower al kyI hydr OXy, I ovver al koxy,

acyl oxy, am no, Kyl am no | am no am no or

by hal ogen, Rz'”F'g%J&?'BEfY%QQFWF%P% ° mal')’lbfegweps edal mF "5’H8§/ or | ower
al kanesul f onyl), 1-$tbrhiopgtenylE3-Rrapgl- Mbl@ﬁg@rﬁi% oft ]heetne¢-25+dqnle and R4 is
hydr ogen, 4ol ovgy 1@1 mnopr@hﬁpytneﬁwl @%BM*clo?ybﬁﬁHebtéhé‘—d 4-dBdhe; - N(R2) (R3), and

salts thereof, radical nt ai n up to and
incl uding 7 &3 P)é%a'EPBQPs?” %BldWyga&FabéCdH%d eH‘@B’rﬁ%ﬁﬁ? 'group that may be
gi ven SpeCI al(4)met-aminotreayl)-3-Eykcjohexyl-3-azabicyclo[3.1.1 Jheptane-2,4-dione,

1-(4-am ”Oph‘?&y -}4—%me0 eﬂﬁy%c{;ﬂoﬂ %&Nﬁ’-%-%&% c}/clfﬁhhﬁnéﬁé}ﬁe 24 éloﬁjé one, 10 (2)

1- (4- am nophenyl ) azabicycl ione, (3
1- (4- am nophéWyTh)?-CSmﬂQLtﬂ@%?flfQ@UQi aa?efgﬂeﬂ BT E>-4-38 PF@EP%ﬁ?@r@eweﬂ?'Uﬁ@ (4)
1- (4- am nephedybiunds esfeinieixyl - 3- azabi cycl o[ 3. 1. 1 ] hept ane- 2, 4-di one, (5)
1- (4- am nophenyl ) - 3-cycl ohexyl net hyl - 3-azabi cycl o[ 3. 1.1 ]heptane-2,4-dione.
(k) The conpounds of formula | as defined in EP-A-356 673. These are
especially the 15 conpounds rmula | N~~N wherein W(a) is a
2-napht hyl or 1-anthryl radifcal, h benzene ring is 20
unsubstituted or substituted by a spbstituenft sel ect dB from hal ogen,
hydr oxy, carboxy, cyano an nltrolqor (.bega.) is 4-pyridyl, 2-pyrimdyl
or 2-pyrazinyl, each of thoseNa ng unsubstituted or substituted
by a substituent selected from alogen, cyano, nitro, Cl1 - C4 al koxy and C2
- C5 al koxycarbonyl ; and pharmacegutically acceptable salts thereof.
I ndi vi dual conpounds fromthat group that nay be given special nention are:
25 (1) 5-(2'-naphthyl)-5,6,7,8-tetrahydroi m dazo[ 1, 5-a] pyri di ne,

wherein W (a) is a 2-naphthyl or 1-anthryl radical, wherein each benzene ring is

20  unsubstituted or substituted by a substituent selected from halogen, hydroxy, carboxy,
cyano and nitro; or (.beta.) is 4-pyridyl, 2-pyrimidyl or 2-pyrazinyl, each of those radicals
being unsubstituted or substituted by a substituent selected from halogen, cyano, nitro, C4 -
C, alkoxy and C, -C5 alkoxycarbonyl; and pharmaceutically acceptable salts thereof.

Individual compounds from that group that may be given special mention are:
25 (1) 5-(2'-naphthyl)-5,6,7,8-tetrahydroimidazo[1,5-a]pyridine,
(2) 5-(4'-pyridy)-5,6,7,8-tetranydroimidazo[1,5-a]pyridine.
() The compounds of formula | or la as defined in EP-A-337 929. These are especially the

compounds of formula l/la

(Ta)

30
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(2) 5-(4'-pyridyl)-5,6,7,8-tetrahydroi m dazo[1, 5-a] pyridine. (1) The
conpounds of formula | or la as defined in EP-A-337 929. These are

especi al |yotopes32aponpounds of fornmula I/la (Ma) N R2 N CHCT/CA0280552R3 18
WD 02/ 083241 PCT/ CA02/ 00527 wherein R is hydrogen, nethyl, ethyl, propyl,

pr Olpenyl : saarapPR| is hpdrbydn, mbiaylydthyl,aedpyl, proderg; isopropy dutyh ety loctylc yedybhexyl |
cycl openty N&Yik br ono-,
4- br ono- , n&?ﬁlpéfén&/ ! %y@&%tlﬁ%klgﬁetn %qgw Cpgﬁ@éylgl t(%ﬁ otr)?%regeﬁ;zll P%%glo%,a%d R3 is
cyano; C2 - brergp-af- R@ﬁtﬁ’y&l"f qhleat-, 3% Yfrs B4 adiehiorerbenzyiany. apd p'élcya”é’u%%"tl t ut ed
by hal ogen, arptR@wythalid iubstifitdayd rioxy- or pely-slibstiyited paRGbgdReMEBYLy, BRab, | S

unsubst | t Ut %d &x&%#&??rtbg/;g%nﬁdben%y?mgt i indl ng?ﬁutesc!“l g%h!()fttl%?e%tb§ ofng 8%@1&9 group

hal ogen,
( et hoxy, ets’rmbs(twe@ts ftomt ﬂjﬁgl)oueaalmny% C@a*kldawwxy aﬂmn%@wréwné&m@myl N-

phenyl car bargtoxy Nh@ﬂﬁBiy%th@WdﬁBth@Wérbo@l Eér@arﬁéyl Nﬂséb?epyﬁ:@%a&@%ltlﬂi- t her eof .
nentl on are:

| ndi vi dual d f

ot Ol R BBl SHP b o 85 sfiPoct L ot on
(2) (4 (4- br ombri@/izgl cormppur@s fram (it grovipl thabrihgy be giventspedial ptestigrlarpent yl ket one,
(3) 4 (%obrg(gw@%c%y B L)ch)(sln mn%éemb(batylen%r]miaenzam |ide, (4)

4- br onob L -benzol ¢ acid, (5)

2, 4-di chl @} é%@rﬁ%‘%@@?ﬂ'%y{%“ (@‘im'F’ﬁﬁoa’ HEHW]rF)he%PWt}' kgighSonitrile, 15 (6)

2, 4- dl( (7:;1I(oy alepiyon¥yzytody {311 { Linidazolgy-bltyl}-Yenbaril] - blenlz;)lg ac: d lr)ret hyl

er, zo ut enzoi

d (8) 3- ((§)3(4t2;4gr° °%Q'LZ§°9¥3%)%% ﬁé%il L&g]atgejnﬁé{ﬁ\?@b tgl] benélo]nltrl | e, :
4-(3-br dﬁb@éﬁﬂ;ﬂlcbb@wﬁely[oly)@ﬂj1(H”H%PZS'VQrP9t¥'b'Qﬁ”?P']'U'Benzon| trile, (10)

j br OfSUbe(GY-)‘BL Qléd)chlﬁrc{bénz(yfbxy)ml- [laz-ehiydzpyultyl-henb6i0 268 mettgi gdter, 20 (11)

4-

)

4-

©O©ow

br omobanE AT A TP A Ay B AT BRENG pentyi ket one.
4- (4- br@msH&hmyodryyloBy A 1({-nidazpldabotyiHpnzonitrid, | - benzonitrile, (14)

b b I gﬁgaq tril 15
11 or 2. [ Tt ol o O o o Obenzyl ) einer, 25

16) 4-am noué)-:{(f' br?@oqe#%%z} E}r(ﬂ "B'ﬂ'f‘%?'yig bH&@h?’PZOPfC'ﬂ di chl or obenzyl) ether,
(17) (2,20 di@h) 33(r4ej®mmeh)yk[x2)-z( [-(it rmhidawoiylplutyiberephilided - ni t r ophenyl ] et her. (r’r)
The corrpoung@ fb?&ﬂ?;ﬂe leox?)SRzl He(q b BB oly-bE ) PrsipeRgPretcidese are especial ly

the compou

'_\ 1

- (
-
- (
t
i

)
-
-
(
3
- (
n

Ahwﬁwwwf\mmwwb

(13) 4 (4 bromobenzyloxy)-3- [1 1 -imidazolyl)-butyl]-benzonitrile,
(14) 3-(4-bromobenzyloxy)-4-[1-(1-imidazolyl)-butyl]-benzonitrile,
(15) 4-nitro-2-[1-(1-imidazolyl)-butyl]-phenyl-(2,4-dichlorobenzyl) ether,
25  (16) 4-amino-2-[1-(1-imidazolyl)-butyl}-phenyl-(2,4-dichlorobenzyl) ether,
(17) (2,4~dichlorobenzyl)-[2-(1-imidazolyl-methyl}-4-nitrophenyl]ether.
(m) The compounds of formula | as defined in EP-A-337 928. These are especially the

compounds of formula |

I
N/\ T1 @

=T

wherein R, is hydrogen, methyl, ethyl, propyl, propenyl, isopropyl, butyl, hexyl, octyl, decyl,

30

cyclopentyl, cyclohexyl, cyclopentylmethyl, cyclohexylmethyl or benzyl, R; is hydrogen,
halogen, cyano, methyl, hydroxymethyl, cyanomethyl, methoxymethyl,

35  pyrrolidinylmethyl, carboxy, (methoxy, ethoxy or butoxy)-carbonyl, carbamoyl, N-
isopropylcarbamoyl, N-phenylcarbamoyl, N-pyrrolidylcarbonyl; C, -C4o alkanoyl that is
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NN CHR2 ~ 11 30 R3 wherein R is hydrogen, nethyl, ethyl, propyl,
propenyl, isopropyl, butyl, hexyl, octyl, decyl, cyclopentyl, cyclohexyl,
cycl opentwbroewssght cycl ohexyl met hyl or benzyl, R is hydrcvgerCAoz/lneﬁlzogen
cyano, nethyl, hydroxymethyl, cyanonethyl, nethoxynethyl, 35

pyrrolidi nylmmmmted@ambmcy?r pqlmbhwyd béh@i@s@y Bethexyt 6&%/ FRiRD HYEFPXY

car banmoyl, “&ndloﬁ%ﬁﬁ&'o@@ér&%i is uNsu%emmydj 6B AAMN by dNe RY Mo dubsthueatsbony! ;

C2 -C O al kan t hat /083241 CT/ CA02/ 0 527 nsubst.ituted or
nmono- or pol Sf’"ithﬁgfof‘? U?'%%?”b;; '\ﬁolalgé 'Het %teﬁ , AMEG, BYSTOXY G %a”°b'§3d ¥ oxy

and/ or by cyrardmgeroberhwhzm%’rbrqrhraﬂ-brsmgnétspblgtor 248 -0t SouBSt i t ut ed by one or
more subst i tiftchen imglénnwreup halggaq. ofhr -4, amxlkgthér%fhoxy et hoxy,

am no, hydroxy &J‘ enzy 3-brono-, 4-brono-,
4-chl oro-, 2, 31”d"’2*“ﬂ' °°mH°LB‘§3 3?”“3‘369@”&1 EW?YrQ?tQéWE?P%me%‘?B i s --CHEN- -
- - CH=N( - - O) -(4PB-[+-{1SmidazéipbuillthispHehepeaibonitrlendi vi dual conpounds fromt hat’

t hat 1
3PP LR Y s AnERRShER ReB e (1), . ()
2-[1-(1-inmi dé)zaﬂy(1)nmm§zrg)yl}btttwﬂrﬂotynr@ﬁémphe@ﬁ bonitrile, (3) 2-[1 -(1
-1 m dazojpy! )(4PEI[¥i1llrrfde’aEélﬂm§lmtltH!S}BrIHS-ﬁ}ﬁ‘ophét({b(4) 2-[1 -(1

M S e Ba PR R et one, (o)

1
%1 (1-i mi déx &1 (Tyimixatgly }oudytihieny lethgt{etone ket one, (7)

§43C?L°Lﬁf’(§?§%{; re]ﬂzwr)aaénzh&ys A71-ALARBAIN - DenB iR Mide-RErb Mg - 2- carbonitrile,
4-11-(1- uﬁPhé%FWbe%}‘l?W 1y -imidareyypentylpyrdipg-£-carboniifiis. gy

3- (4- chl1ar obienay4-oxyrpbehz]idxyf-4-[1- muﬁhmamdlw)l-@entyqudude-mymejl ne- N- oxi de, (10)

3-(4- chloro DLaed¥hike Pyridine. (n) The
conpounds of @és\rldm%% ﬂbénz[g%é@f b}?d In E% k@@g}y}‘@% These are especially the
conpounds of ("} dhereAnzporngztof forrgla | g dgfinehin FReA-24h1 53, These prgcrsers@ly thget hyl |

et hyl , propydompBiirde@nistmuid sOpropyl, butyl, hexyl, octyl, decyl,

cyclopentyl, cycl ohexyl , cyclopentylnethyl, cyclohexylnethyl or benzyl, and
R2 is aradical fromthe group nethyl, ethyl, propyl, benzyl, phenyl and
ethenyl that is substituted by 25 hp_édroxy, cyano, t hoxyJ) but oxy, phenoxy,
am no, pyrrolidinyl, zﬁ%s\l ower 'Mal koxygar 20r by carbanoyl; or R2
is fornyl or derivatised fornyl thatl ed by reaction of the
formyl group with an amine or N¥n€H t he group

hydr oxyl am ne, O-nmeth droxyl am ne, O et Nyl hydroxyl am ne,

O al | yl lppdr oxyl am ne, O- zyl hydr oxyl am né——
0- 4-ni tr obenzyl oxyhydr oxyl am ne, 0-2,3,4,5,6

8

wherein R, is hydrogen, methyl, ethyl, propyl, propenyl, isopropyl, butyl, hexyl, octyl, decyl,
cyclopentyl, cyclohexyl, cyclopentylmethyl, cyclohexylmethyl or benzyl, and R, is a radical
from the group methyl, ethyl, propyl, benzyl, phenyl and ethenyl that is substituted by

25  hydroxy, cyano, methoxy, butoxy, phenoxy, amino, pyrrolidinyl, carboxy, lower
alkoxycarbonyl or by carbamoyl; or R; is formyl or derivatised formyl that can be obtained
by reaction of the formyl group with an amine or amine derivative from the group
hydroxylamine, O-methylhydroxylamine, O-ethylhydroxylamine, O-allylhydroxylamine, O-
benzylhydroxylamine, O-4-nitrobenzyloxyhydroxylamine, O-2,3,4,5,6-

30 pentafluorobenzyloxyhydroxylamine, semicarbazide, thiosemicarbazide, ethylamine and
aniline; acetyl, propionyl, butyryl, valeryl, caproyl; benzoyl that is unsubstituted or
substituted by one or more substituents from the group halogen, C, -C, -alkyl, methoxy,
amino, hydroxy and cyano; carboxy, (methoxy, ethoxy or butoxy)carbonyl, carbamoyl, N-
isopropylcarbamoyl, N-phenylcarbamoyl or N-pyrrolidylcarbonyl; and salts thereof.

35 Individual compounds from that group that may be given special mention are:

(1) 4-(1-(1-imidazolyl)-butyl)-benzoic acid methyl ester,
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30 pent afl uorobenzyl oxyhydr oxyl am ne, sem carbazi de, thi osem carbazi de,
ethylam ne and aniline; acetyl, propionyl, butyryl, valeryl, caproyl;
benzoyl tweto2io832ensubstituted or substituted by one or mpC#/GWRS2r uent s
fromthe group halogen, C -C4 -al kyl, nethoxy, am no, hydroxy and cyano;
car boxy, (nmetZdxi}; (1*etl'ﬁ@@ﬂyl)@ﬂtybﬁ?wvwldpbwlrﬁstef car banoyl, N

i sopropyl car (- uﬁid%@l)—}bh@%b&?%detoﬁﬁnlé\l- pyrrolidyl carbonyl; and salts

t hereof. 35 nd vi dual om that group that nmay be given speci al
mention are: (‘1’11(1 g' 'iaz"%% ﬁ}f’gﬁgf@?wd $-butyl)-benzoi ¢ acid nethyl ester,

20 WO 02/ 083®) 1- WJW@@NO@B@Wber(ZXDathl;L (1-imdazolyl)-butyl)-benzoic aci d
butyl estger, ¢ 3. [14;1(%&%0?[6@%}%# LZJBME)WkEthenW acetonitrile, (4)

4(1(1|mdazol nza

4-(1-(1-ini dé?io‘ﬂ% "”Eiﬂﬂ%/’!y bBtéé'hE@ﬁ“V'aﬂ'”%PdHi?P 5 (6)

{4-[1-(1-1 m Bazeyi-)mitaroiyl)butgliipmenlyl butyPkganepy| ket one, (7)

4-[1-(1-imd | 1 tone, (8

4- %1 El i mi d@% 9 ()_"mbgzx‘y})'bgtg@Ew%nyl%ﬂtgwef?étgone EQg

4-[1- (1-i mi d6iPof 1r§1 'rmsiﬁml) %% enyhlsxyhfeloR®t one,  (10) 4-[1 -(1

-1 m dazohy!l) ¢d)They/tdmpledyyds idneiy I adkedfinetein DEQ-§ 0)4 d0seTivadspaunds of formul a |

as defined in_DE- are especially the conpounds of
formula I | W° C'Ia—J@Aheﬂ "lpokf%sﬁi{g-%agl W15 wherein Ais an NNatomor a CH
radical and Wis a radical of the fornula X R3 Y Z wherein X is an oxygen
or a sulfur atomor a --CH=CH - nd Y is a nmethylene group, an
oxygen or a sulfur atomand Zig a --(CH2)" -- group wherein n=1, 2 or 3
and either 20 a) R3 in Wis a hydrogeff atom and RL and R2, independently of
one another, are each a hydroder at a Cl -- tdl)C10 al kyl group or a C3
-- to C7 cycloal kyl group, or b) RN is as defined under a) and Rl toget her
wth R3 forms a --(CH2)m -- group erein nme2, 3, or 4, and their

phar maceutical |y acceptable ad®jt+Omdlts with acids. Individual conpounds
fromthat group that nmay be given $pecial nention are: 25 (1)
5-[1-(1-imdazol yl)-butyl]-1-indangne, (2)
7-[1-(1-imdazolyl)-butyl]-1-indanone,

15 wherein A is an N-atom or a CH radical and W is a radical of the formula

{ } .

wherein X is an oxygen or a sulfur atom or a --CH=CH-- group and Y is a methylene group,

an oxygen or a sulfur atom and Z is a --(CHy), -- group wherein n=1, 2 or 3 and either
20 a) R;in W is a hydrogen atom and R; and R, independently of one another, are each a
hydrogen atom, a C; -- to C4, alkyl group or a C; -- to C; cycloalkyl group, or
b) R,is as defined under a) and R, together with R; forms a --(CH,),, -- group wherein
m=2, 3, or 4, and their pharmaceutically acceptable addition salts with acids.
Individual compounds from that group that may be given special mention are:
25 (1) 5-[1-(1-imidazolyl)-butyl]-1-indanone,
(2) 7-[1-(1-imidazolyl)-butyl]-1-indanone,
(3) 6-[1-(1-imidazolyl)-butyl]-1-indanone,
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1-(1-imdazolyl)-butyl]-1-indanone, 21 WO 02/ 083241 PCT/ CAO2/ 00527
1-imdazolyl)-6,7,8,9-tetrahydro-1 H benz[e]inden-3(2H)-one, (5)

- iwDdapgd2yl ) - butyI] 4, 5-di hydr o- 6- oxo- cycl opent a[ bjpCriixophene, (6)
-imdazol yl)-butyl]-3,4-di hydro- 2H napht hal en-1-one, (7)

-im dé)z@i(@rlﬂ)lda;elv&ﬁyf&ﬁ teirehiydipdttbbhEelnderd(dioRe.ophen- 4- one, 5 (8)

I m qgy QJW 1)lmmatzwlib@ﬁﬂmﬁyz{r&bfo%-%ro%emmrthk&)ené [cycl ohexyl - (1 -im

) B B b Ty S A 3 P WA ¥R hi ophen- 7-one,  (11)
m d@y &H[1(1}imidapel Pyt ]EAT-gihjdrd-5i-hezaofbiteioptehZ)one,
3§)Z@|[V{1)-|mm£&fl%—bﬁyl]%ﬂﬁmgﬁ]%r%@@zo[b ]thi ophen-7-one, 10 (13)

azol oxo-cycl opent a[ b] -t hi ophene, (14)
| dazderL%'ﬁWy' (i"m'Ha%ﬂWBﬁ%ef Wilgycianone,
- (1, 2, 4-(10)i2q2-91-inhigazoml)-byty]-4, 5-dihgdrasbirenzdighiophen-c-ongounds  of f or mul a l

as dlsclose specially the conpounds of
formula | 31 [?ﬁkﬁj%ﬁigﬁ'_(%yulaﬁ%ﬁﬁgﬁgéfepn W |Z a cycloggntylldene
cycl ohexyl i daA&-T14{Enidarels W%éﬁ@WU@”@*@U@#%MFWQmG@ﬁémefadlcal X is the
_grgUpi ngo—;%@?ﬁ A1- madbzewwetpl]ms dihy&ﬁdlr?f-d*b c&%kf]préhtapgmduoﬁh% Z, 20 t

i ndependen e each a nethine grou or a nitrogen
atonr and tﬁép%(1 ??ﬁﬁ@@%ﬁﬂ ng%ceptable addlglonpsalts W th aC|dsg

| ndi vi dual d@ﬁﬁﬁmﬁﬁ@4ﬁﬁamvmh@my@ﬁmemvhat may be given special nention are:
(1) 4-[1l-cy bm@%hb&ﬁﬂgb%&ﬁd@ IRZRLMBE I IBENYS bzd)@@zmsrawele%pe&aawé [1

-cyclopentylldene- zolyl)-methyl]-benzonitrile,

4- [I-cyclohéﬁF?PWﬁéﬁEéVnT?h1dazonI )-met hyl ] - benzonltrlle (4)

4-[ 2- adamdant yl i dene-1- (i m dazol yl ) -nmet hyl ] -benzonitrile, (5)

4-[1-cycl ohexyl i dene-1-(1, 2, 4- tr| zolyl)-methyl]-benzonitrile, (6)
4-[1-cycl opentylidene-1-(1, 2 foTlazonI) net hyl ] -benzonitrile, (7)
4-[1-cycl oheptylidene-1-(1,2, 4-tri ol yl)-methyl]-benzonitrile, 30 (8)
4-[ 2- adanantylidene-l-(1,2,4- ol ytcdwmet hyl ] -B8Bnzonitrile, (9)
4-11-
4-11-
5-[c

—~r

-(1-
-(1-
-(1-
- (1-

Hg PRRRPESRPERE

cycl ohexylidene-1-(1,2,3-triazol -nmet hyl ] - benzonitrile, (10)
cycl opentylidene-1-(1,2,3-tria nmet hyl ] - benzonitrile, (11)
ycl ohexyl i dene- I-|n1dazolylneth | ] -thixophene-2-carbonitrile.

NC

wherein W' is a cyclopentylidene, cyclohexylidene, cycloheptylidene or 2-adamantylidene
radical, X is the grouping --CH=CH--, an oxygen or a sulfur atom, and Y and Z,
20  independently of one another, are each a methine group (CH) or a nitrogen atom, and their
pharmaceutically acceptable addition salts with acids.
Individual compounds from that group that may be given special mention are:
(1) 4-[1-cyclohexylidene-1-(imidazolyl)-methyl]-benzonitrile,
(2) 4-[1-cyclopentylidene-1-(imidazolyl)-methyl]-benzonitrile,
25  (3) 4-[1-cycloheptylidene-1-(imidazolyl )-methyl]-benzonitrile,
(4) 4-[2-adamantylidene-1-(imidazolyl)-methyl]-benzonitrile,
(5) 4-[1-cyclohexylidene-1-(1,2,4-triazolyl)-methyl]-benzonitrile,
(6) 4-[1-cyclopentylidene-1-(1,2,4-triazolyi)-methyl]-benzonitrile,
(7) 4-[1-cycloheptylidene-1-(1,2,4-triazolyl)-methyl]-benzonitrile,
30 (8) 4-[2-adamantylidene-1-(1,2,4-triazolyl )-methyl]-benzonitrile,
(9) 4-[1-cyclohexylidene-1-(1,2,3-triazolyl)-methyl]-benzonitrile,
(10) 4-[1-cyclopentylidene-1-(1,2,3-triazolyl)-methyl]-benzonitrile,
(11) 5-[cyclohexylidene-1-imidazolylmethyl]-thiophene-2-carbonitrile.
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22 WO 02/083241 PCT/ CA02/ 00527 (q) The conpounds of forrmula | as defined
in DE-A-3 740 125. These are especially the conmpounds of fornmula | Li m N
R1-C-CH2-WH 0208328 | R3 5 wherein X is CHor N, Rl and ReTArA®2/00kent i cal

or different and are each phenyl or hal ophenyl, and R3 is Cl -C4 al kyl; C1
-C4 al kyl subBtihegeagouys eNornuie l-aggefifler ¢ -A@&ﬂﬁyﬁéxTweswreﬁype@f"w@

al koxy- ( Monogemebundsldst fdrinuta)l €t hyl eneoxy; Ca -C4 al koxy, phenyl; phenyl that
is substituted by hal ogen or by cyano; a C5 -C7 cycloal kyl group that is
optionally condensed 10 by benzene, or is thienyl, pyridyl or 2- or

3-indolyl; and acid additi t hereof. An individual conpound from
that group that may be giv specijal mention is: (1)

2, 2-bi s(4-chl orophenyl)-2-(1 Hinpfdazol -1-yl)-1-(4-chl g?obenzoyl - am no)
ethane. (r) The conpounds of\F la | as defined in EP-A-293 978. These
are especially the conpounds f formulal R A2 1 A3 (n R NAMI | N
Ri-CH Il 15 R3 pharnmaceu Qalgy_qﬂ.ie.p_L t_S, and stereochem cal ly

i someric forms thereof, V\/E\irel @Ab -- is a divalent radical
sel ected from -- CHEN-- CHECH- -, |- - CHEN- - CHEN-- and - - CHEN- - NECH - , Ris

hydrogen or Cl1 -C6 al kyl; Rl |%3 hydrogen, C1 -ClI0 alkyl, C3 -C7 20

cycl oal kys, Art, Ar2 Cl' C6 alkyl, C -C6 alkenyl or C2 -C6 alkynyl: R2 is
hydr ogen; C, -CIO al kyl that unsubstituted or substltuted by Art ; C3
-C7 cycl oal kYlerefy? SEWN‘C% GG kBRI © bjkfere@f”déf@eé‘ﬁke?ﬁ}‘ Vio'c2 -co

al kynyl, C3 h&upheyy] avellReyd C: -Oi eyl @[-24 ﬂkyl#dbemmad\bQCWQ -E,;BH(ohyH;anﬁzynexyl _

H- i ndenyl , 8.2%/% 4t @%@QMQE&%@%‘FH’% hylek%% ‘c?%ycﬁﬁ% Sﬁer@h‘ﬁ REN X%t y that is

unsubsti t ut e tuted rlm ony
di (Ar2) nmet hoﬁ‘ﬁPSt't(‘tfd@’ halegengr R¥/P¥aﬂ° ESCSpPp@’Fioa'FY\)‘BWBWt isptia 05‘11%%3‘/ C,
-Cl10 al koxy b'y’lﬁénzbﬁe sLib sidriyli pedyly 2halzageny); ahy didstitiobbalts-théted] Kyl oxy,

am no, nMNo- Andihdl\g S%al F&@%ﬂh&%%ﬁ@[ &§Up tBét n@y"ﬁ% %Rts;?%kd m%ﬁt op? y a -G

al koxycar bonyl ,

2, 3-di hydr o- (1) 2.2- b‘éﬂz“@m@mw& (1Hfimigazor i) dié‘kd?'?fpbef@yl-ﬂmmohﬁk%e- subst ituted
1H benzi ni daz®l pHe.cofnpouhds dBormula | as defined in EP-A-293 978. These are especially the

compounds of formuia |

R
A2—|-—-——A3 ®
[
1\N/A4 I
I
NS N
15 Ra'/\

pharmaceutically acceptable salts and stereocchemically isomeric forms thereof, wherein --
Aq =A, --Az =A4 - is a divalent radical selected from --CH=N--CH=CH--, --CH=N--CH=N--
and --CH=N--N=CH--, R is hydrogen or C, -C; alkyl; R, is hydrogen, C1 -Cy, alkyl, C5 -C;

20 cycloalkyl, Arq, Ara -C1*-Cg alkyl, C, -Cs alkenyl or C, -Cg alkynyl: R, is hydrogen; C, -Cyg
alkyl that is unsubstituted or substituted by Ar; ; Cs -C; cycloalkyl, hydroxy, C, -Cs alkoxy,
Ary, C, -Cg alkenyl, C, -Cg alkynyl, C; -C7 cycloalkyl, bicyclo[2.2.1]heptan-2-yl, 2,3-dihydro-
1H-indenyl, 1,2,3,4-tetrahydronaphthyl, hydroxy; C, -Cs alkenyloxy that is unsubstituted or
substituted byVArg ; Gz -Cg alkynyloxy; pyrimidyloxy; di(Arz)methoxy, (1-C, -C4 alkyl-4-

25  piperidinyl)oxy, C4 -C4g alkoxy; or C4 -Cyq alkoxy that is substituted by halogen, hydroxy, C,
-Ce alkyloxy, amino, mono- or di-(C, -Ce alkyl)amino, trifluoromethyl, carboxy, C; -Cs
alkoxycarbonyl, Ar.sub.l, Ary --O--, Ar, --8--, C; -C5 cycloalkyl, 2,3-dihydro-1,4-
benzodioxinyl, 1H-benzimidazolyl, C, -C, alkyl-substituted 1H-benzimidazolyl, (1,1'-
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WO 02/ 083241 PCT/ CA02/ 00527 bi phenyl)-4-yl or by 2, 3-di hydro-2-oxo-1

H benzi m dazolyl; and R3 is hydrogen, nitro, amno, nono- or di-(g -C6

al kyl ) am wo,02/08d2egen, Cl -C6 al kyl, hydroxy or Cl -C6 al kexyCasbeoein Art
i s phenyl, substituted phenyl, naphthyl, pyridyl, am nopyridyl, imdazolyl,
triazolyl, binhesi:yl eraly@disdya-2-oxogtthbgnzimidaeolylCanddRaks/h pyyflitro, AAInef ur any|
or thiazol yl jmonhrer ei@, Afe%né[w;an;ancphaagen, cleRsikiit Hesly Bhengl alkdxyPytierdiy | ; and
wher ei n "subit |.tpg1t§eﬁ S@Betnl}{ ‘S Iphe‘;ltﬁl th% IS Su Ftl.éutﬁp g% yp to 3
subst i t uent s7 1/ RSEY, SREEAtRERNEY NPT HY U SRTTPYER BN REWYY £ r om t he
group consi sthiemy, flothiahyh daanyl, 8y e «mlisyifuraiy hebefureayioy thiazolyk vherein dnsds hyl , C,

-C6 al kyls  fenyiCoutRlitkRY% YnenGilor piiyRbMANEEEN Q@Qéfi'tuteocﬁxregbw hefn?lrtﬁ@f!is
hydr oxyi m nomatf\]/ |, cyano, am no, - nono- and di-(Cl - aPk %}_@ no and
M tro. 10 | neibslibisH Y LB b tRe sPisdhP I drs i reis TIREPerHBY R O YeIeS peci al
ment i on ar e: frofh e dvelp(cbnsibtinglottaingkn, hygrbyy, pyveorynetyintyifljordmetint, [0y FCelalkyl,

H benzotri azgl - - .
12 et e aGhlophaty S S BRBRT SR, frmy, tycroxyiminpmetnyl cyenaaming, s
of formul a | Moa% A8 H-(Ge e akybaming ingg, especially (1)

2- (4- chl eg ophenydiiddal dorflioliAdsrofr thétighotp lthal mial Be billet! gpetibianetion ardS ( 2)

. E iy ]E : uor gf’gﬁyﬂ(ﬁ-ﬁ iglaggrn]'gg.ﬁw%eﬁglﬁq&hﬂﬁ%@?@%‘H&?én*z‘éft'rigz%kf‘a”O' . (3)

phenyl) - 1, 1- (8) (6t(@ctiorpptiea il H-1 2 riagohi V)reatinérignethyl(1 fybenzotriazole.
(S0 ponbenbds e U tstoech et ranc (5
2-(4-fluor opﬁg%44)@%@98?3/})%}éf?i@.,%-{riaaoi-ﬂ-y%r:%ny[{%é%rﬁ{” )ethanol . 20 (t) The
conpound$5 of (&) &-@fluaropheng!)-dgfdi(h@d-tiiazoERyIkeD@llett2B8l, especially (1) _
(1R*2R*) - 6-f ké—)‘cﬁ-@ifﬁgjr(ﬁgﬁ-tfgﬂ%b%nﬁ’mz Vf‘;ifg)éh;)&:ﬂﬁ-&’zig%é‘-ﬁk%-ﬁ adiypedatott 1. 2, 4-triazo

l-1-yl- methi/l)nap . , 21'1 *,
) - 6- f | uor o- 214) - R tserspy ) 1 gt 34-Fiagdy! vARSHa)sthenqly H- i mi dazol yI met hyl ) -
napht hal ene, (33 %2-@3hlotdhbh&tiyl) AR di¢1 , Zatliatol-1-yimethyl)-ethanol,
R, 25%) - 2- (4: 4,1 ugr =1, - H1,2,4-triazol-1-
yl met hyl) napﬁ{) hé;@gﬁ:gl&gﬁ%ﬁg& t1)’(1)]nd|%(t’1 ’?I‘lﬁg%%{ L?W%ﬁ)&gﬂ‘?&}) - and (1
R*, 25*) - 20 ( 44t Theogpaesy 1of fommue Rsgletined irally-dr§1 283, pspecially
i mi dazol yl metdyyhR2epjs-harenes-fofadh&)i1123 4-irahydR- 1 -(1H-FS 4 2Ry -1gnd (1
R, 25%)-1, 2,3, é}{lgﬂet é&h%dro- 1-(1 H1,2,4-triazol-1 -ylmethyl)- 30
napht hal ene- 2613 BEN tril e, (6) (1 R,2R*)- and (1
R, 2S%) - 1, 2, @) 41 Ret2Rahyaifluprat2-(4tflueraphenybd &1, 3.4 teyrbimdt iy [ Haislazdldinethd)-
2, 6-dicar bonhéﬂﬂtﬂa%ne,ﬁj) (1
R¥,2S%)-2-(4-fluorophenyl)-1, 2,3, 4-tetrahydro-1-(5-nmethyl -1
1 i 28t y1 el Ry R S B e BRieBh 4 oo { )+ Hd Rounds of
formul a | asyldethyirephinalekds-SarB&firiié49, especially (1) 2,2'-[5-(1
H1, 2, 4-triazgl 74+ 1 w-okmdy QA £ 2 propiononitrile), (2)
2,2'-[5-(im z%%%’[é’?/rﬁnrg%(@/l %-)%, @hgﬁéhﬁag%ﬁg&h@?#&(ﬁopl ononitrile),
(3) imidazolylmethyl)naphthalene-6-carbonitrile,
2- [ 3- (1- hydr goyy = 2et-tunk etRpls))- 12, § St ydirdt4 { TH-a2 @Hridzoyl -fiethyl)-) phenyl ] - 2-
30 naphthalene-2,6-dicarbonitrile,
(6) (1R*,2R*)- and (1R*,25%)-1,2,3,4-tetrahydro-1-(1H-imidazol-1-yimethyl)naphthalene-
2,6-dicarbonitrile,
(7) (1R*,28*)-2-(4-fluorophenyl)-1,2,3,4-tetrahydro-1-(5-methyl-1H-imidazolyl-methyl
)naphthalene-6-carbonitrile.
35  (u) The compounds of formula | as defined in EP-A-296 749, especially
(1) 2,2'-[56-(1H-1,2,4-triazol-1-yimethyl)-1,3-phenylene]di(2-methylpropiononitrile),
(2) 2,2'-[5-(imidazol-1-yImethyl)-1,3-phenylene]di(2 methylpropiononitrile),
(3) 2-[3-(1-hydroxy-1-methylethyl)-5-(5H-1,2,4-triazol-1-yImethyl)phenyl]-2-
methylpropiononitrile,
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met hyl propi ononitrile, 24 WO 02/083241 PCT/ CA02/ 00527 (4)
,2' -[5-dideuterio(l H1,2,4-triazol-1-yl)nethyl-
1, 3- phenywerepsli2¢-t ri deut eri onmet hyl - 3, 3, 3-tri deut eri opr epgiranerieRr | e),
(5) 2,2'-[5-dideuterio(l
H1 2 4-tri 5(4)0122'3{53¢Id)emet1¢(ym -1 2-4pttiev) i -gliredtolyi{f BFIETthérpldﬁp-trid@merbmethw-e). (v)

The corrpoun%g) dEQLE |n edefined in EP-A-299 683, especially 5 (1)
(2)-a-(1, 2, trlnazofj{gf- ° Ol%ﬁe? stil bene-4,4'-dicarbonitrile,

(2)-4'-chl or@L &2(lE dzdeuteflq(‘“éﬂ&b“ tr'azgf’i hﬁ%@}hg‘@ﬂh?w@?@ld@%th%ﬂw'?fr°§1|tf)ée) (3)

(2) - ?4§ 1, 2, 4v)tThe@d@poundy biiferivuiel 1 as definell il HH-MQ209B8%8S, Bydekilly | bene- 4- carbonitri |
e, . . .

(E) - . bet &. - (L8 &2 ol 1y melyditoens - A49RRP % | bene- 4, 4" - di carbonitril e,
(5) (2)- 4 - f(Q)U(Z)G' “@dro- m(uazddlazml-WImmﬂ)stlle&4 -bgpanitdlecar bonitrile, 10 (6)

7)- 2’ | 7
EZ) 2 cn 1 o Ra b ?j%%hy';}/‘y“% t?“?)ts SRS ST )(8)

(2)-a-(im da(é)o(E) 1be}d fﬁfecorhwoi §t4rth¢¥ehbylm_ettwk)htltbameabﬁrctlcrarboeltrllé 9)
(2)-a- (5-methy (tiz% ﬂﬁ?oo(% (.Elq.d)é%d‘r-?-%m’étﬁyﬁ&t||deh?Q%ar%oihtr’led' carbonitrile, (10)

(2)-2-[2-(4- cy I azo pr openyl ] pyri di ne-5-car boni t
rile. 18 ( &cﬂﬁsmaélrruﬁaﬂfldrwfﬂﬁt@yl Ftll%ﬁé‘edeqarh?@tif'% EP- A- 299 684,

especi al l'y (i—)) 4 chloro oc (imidazol- 13y|methyl )stllbene -4- carbonltrlle
2-(4-chl or oben uor o- 4-triazol -1-yl)propane, (2)

2-f1 uor o- 2- (& fﬁgﬂdmd%obhylmpwé%ﬁ'?wey‘ifidlsarawtn'ez 4-triazol -1-yl)propane, (3)

2-fl uor? )2 (@) {2)4qbonctniifidbionelypieaty)yideaed yl-dicaksotitsle,( 1, 2, 4-triazol -1-yl)pro
ane
5 3- (4- chl oroﬂﬂ'@r%)rz) B ppEngPeny AL B rpzgh IBopI VAP HIPP PN | et hyl ) but an

-2-o0l, 120 ((®)The compounds of formula | as defined in EP-A-299 684, especially

2-(4-chl or o3y Man&%éa%wandm%@ldﬁilzaqr?azw ﬁ%}%paﬁe y! )propan 2-ol, (6)
2- (4-chl orobenZﬁ I azol -

[ 2- (4- chl dfop %%912) ZiU%OECb'QFOEGQFN'QWadi(EaP 41tf'=§/2|° t/'ﬁwlf)aé? ‘hoxynet hyl | - benzoni

riie, (8) (3) 2-fluoro-2-(2-fluoro-4- trlfluoromethylbenzyl) 1,3-di(1,2,4-triazol-1-yl)propane,

4-
t
11( 36"5?;82@ %YJ, érllgro%wgf (0 Al d il O @EaL tnXJOPli‘%PAélh\/r)émé’h A5(1, 2, 4-triazol
2- (4- chl28r ofhle Ay4-§hiaro-pAluptobenzyphSrit k¢ p-tiazgl-tyljpiopan2-d.r i azol - 1-yl ) pr opan- 2- o
l ’ 10 1- 5‘@@65@& IS ~riazo ropane,

) - 2- gZ ) dllgiéugr‘g1 h pc}%illﬂgglggﬁ tlgygpo}I) § % p I‘i

) Cas et of oA T TRAI--4l ¢ Hessy St odefOE Boadites. o1 - (x) The

corrpounds aq8)d éd(4-edobenzyiit2a finoto-oriflEtrerietBllih D R ¥ 1, 3€lE b2 @itddzoly1-§i kpropan-2-
d| rret hyI 8-(1H1,2,4- tr| azol -I yl met hyl ) - 2(1 H) - napht ho[ 2, 1- b] f ur anone,
0 (2) ¥drol I-d| ﬁ% X0-8-(1 .
H 1,2 4 215“ é%b iﬁcmrﬁmeﬁyﬂ} fbﬁfqﬁawm)ﬂbﬂ-d'f1uﬁ»%ﬂﬁ'm'-1zyaweem—%-fa'i le, (3)
1, 2- di hydr o-(19)1- d4cp@tobydzy|2) =202 @-dRtublophehy®-1 8di( 1,2, 82r2koll 1-Wbropamgb) napht ho[ 2, 1- b
]-furan-7- ? }
et hyl - 2- oxo%g{) 8(% Pﬁ&?h?glﬁ%tp%e L glbm}l/%g't Z%Hpmaor? nﬁ_toll'io[ 2,1-b]-furan- 35
7-carboni tr |(¥)eThe(09f)1quméS @Q)WO@H‘!C@E‘@? 1 Pf(ﬁFhﬁﬁéﬁ P97aespgsibivhed i n EP- A- 354 689,
especially (1) 1,1-dimethyl-8-(1H-1,2,4-triazol-1-ylmethyl)-2(1H)-naphtho[2, 1-b]furanone,
30 (2) 1,2-dihydro1,1-dimethyl-2-ox0-8-(1H-1,2,4-triazol-1-ylimethyl)naphtho[2,1-b]-furan-7-
carbonitrile,
(3) 1,2-dihydro-1,1-dimethyl-2-ox0-8-(1H-1,2,4-triazol-1-ylmethyl)naphtho[2,1-b]-furan-7-
carboxamide,
(4) 1,2-dihydro-1,1-dimethyl-2-oxo-8-[di(1H-1,2,4-triazol-1-yl)methyllnaphtho[2,1-b]-furan-
35  7-carbonitrile.
(y) The compounds of formula | as defined in EP-A-354 689, especially
(1) 4-[2~(4-cyanophenyl)-3-(1,2,4-triazol-1-yl)propyllbenzonitrile,
(2) 4-[1-(4-chlorobenzyl)-2-(1,2,4-triazol-1-yl)ethyl]benzonitrile,
(3) 4-[2-(1,2,4-triazol-1-yl)-1-(4-trifluoromethyl]benzyl)ethyllbenzonitrile,
40  (4) 4-[2-(1,2,4-triazol-1-yl)-1-(4-[trifluoromethoxy]benzyl)ethyl]benzonitrile .
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1) 4-[2-(4-cyanophenyl) - 3- (1 2,4-triazol-1-yl)propyl]benzonitrile, (2)
-[1-(4- chlorobenzyl) 2-(1, 2, 4- trlazol 1-yl)ethyl]benzonitrile, (3)
-[2- (1, 2vo-oensxrzol - 1-yl ) - 1- (4-t ri fluoromet hyl]benzyl) et hyCirhexzooi2tri | e,
0 (4)

(1, 2, 4-(®xThagempqungs pEionmulp (1} as definaskio FBtAPHABBasR§4d ¥t hyl ] benzonitril e

4
-5 WO 02/ ?gégg;gld)@@&?maz(oz)-yﬁ'_b@pg}mmﬁm,nme of fornmula (1) as
”(ei L%é&ﬁéﬁ%v%’? B TSP adshbopmeryiout pbe oSl 1 e, (2)

- (1, 2, 4- t r Esarapleslofpleraidzt frpinptage inBibifars ihéd ey hemeentigndd@ye:i d- 2- yI ) et hyl | ben
zonitri] & gz%aﬂi@'cgrﬁi&fnﬁéﬁ&ﬁiu%'as%éﬁ?]@mnaéﬂAM@hQ@? trRése drdrad dpesfa ) the

-bCDD.' -b-h-b-b-"‘
HI\J_I\)I\)"‘NH

mentioned are:” 5 (aa). The conpounds of fornmula | as defined in EP-A-181
287. These dPEPRYWELIRQIMYRLhe conpounds of formula | O (1) OOR 10
wherein R is hydrogen, acetyl, heptanoyl or benzoyl. An individual conpound
fromthat group that nay be given special negfion is: (1)

4- hydr oxy- 4- andr ost ene- 3, 17- di one. ‘npounds as defined in the
claims of U S. Pat. No. 4,322,416, ge= :
)-oestr-4-ene-3, 17-di one. bunds as defined in the clains of

DE- A-3 622 841, especially 6- eneandj osta-1]4-di ene-3,17-dione. (ad)
The conpounds as defi ned_+ ‘ i TS GB-A-2 17 1100, especially

4-am no- androsta-1, 4, 6- Al so: (ae)

mentioned under (a) t®(z)~9 3 0 (ad), especially the subgroups of
conmpounds di scl osed therei nAagnd the individual conpounds disclosed therein
as exanpl es, have been incorporated by reference into the disclosure of

t he present application. The general terns used hereinbefore and

her ei nafier Wr@ratekinmdtdgen @eawgwpwmohaw@nzaﬁ Anhediidual eompagndfeanihegs :

Organi c radlgajgh eS| RSQ G%l ﬂgﬁﬁg "l ower” contain up to and including
7, prefera@ PUp {6 an Fna carbon atons. Acyl is especially

| ower aIkandy]4*%@?*Y4§ndW&ﬁmeé&%ﬁﬁﬂﬂ9 phenyl or 1- or 2-naphthyl, each of
which is Uns(bl&%bk%s&hn@é as RAnSHRH diditheer g, PRWRY. 43bkyi6, egnéaa@xwr(zl ower

al koxy, | ower | ower al kyl am no, di-I|ower al kyl am no,
| ower alkandngﬁh§8e%? Bééﬂi?hﬁg% Phar maceutical |y acceptable salts of the

above- et i dp@dhe ooppaundsasdefined i the claims of DE-A-3 622 841, especially 6-
methyleneandrosta-1,4-diene-3,17-dione.
(ad) The compounds as defined in the claims of GB-A-2 17 1100, especially 4-amino-
androsta-1,4,6-triene-3,17-dione.
Also: (ae) androsta-1,4,6-triene-3,17-dione.

20 The content of the patent applications mentioned under (a) to (z) and (aa) to (ad),
especially the subgroups of compounds disclosed therein and the individual compounds
disclosed therein as examples, have been incorporated by reference into the disclosure of
the present application.

The general terms used hereinbefore and hereinafter to define the compounds have

25  the following meanings:

Organic radicals designated by the term "lower" contain up to and including 7,
preferably up to and including 4, carbon atoms.

Acyl is especially lower alkanoyl.

Aryl is, for example, phenyl or 1- or 2-naphthyl, each of which is unsubstituted or

30 substituted by lower alkyl, hydroxy, lower alkoxy, lower alkanoyloxy, amino, lower
alkylamino, di-lower alkylamino, lower alkanoylamino or by halogen.

Pharmaceutically acceptable salts of the above-mentioned compounds are, for
example, pharmaceutically acceptable acid addition salts or pharmaceutically acceptable

metal or ammonium salts.
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exanpl e, pharmaceutically acceptable acid addition salts or

phar maceutically acceptable netal or ammonium salts. 26 WO 02/ 083241
PCT/ CAO2/WO052/h832Phar maceut i cal | y acceptabl e aci d addi ti onpsata2eee?
especially those with suitable inorganic or organic acids, for exanple
strong m ner al Peatmaesutienliy Acagntably @pid efditonisaltscare @specigly thesejvith geitaleor

phosphoric aﬁdrgbnlchr ofgrag.aab.es weﬁl@mpleaﬂfaghﬁﬂew aéiid, Blihtds y@bcradrie aBib] C
carboxylic Loni.c,

oty L e O e o€ Boin i reB e R aTecRb P E bt SmBiBRRE |

fumari c, hydrexfpnilaeils forpyamplé frmiplasald, aropipic, sucdiih gedic, lactiam nobenzoi c,

ant hrani lsi ¢, éro@é%é?r?fé’l?ﬁt@ﬁ@'cﬁ;nc |$|§|leichM||nbr% hfm&@?naneéadwmd Fﬁ‘enyl@&‘ﬁ@' c,
gl uconi c, nlcotlnlc hanesul faoni c, et hanesul RP%C obe zenesulfonlc

p- tol uenes PR 6a”?i};?ﬁﬁ'le‘?5l Afenlic; Shydoxyagzpig el 6@”3@?8?5 ExRASF f ami ¢
aci d; or w tducotitieicotirds inthtranesufarric, ethaodssfanite Balobehzanesutfaniplpe ascor bi ¢ aci d.

Phar maceut i qabé%ﬁ%ﬁﬁm %aeﬁe%l,ﬁo%lcl&lfwc &%%@ohgmsg%ch.d fo%.tﬁmg;p' e, with

am no aci ds SucC as argi ni ne or S| ne S cont al ni nq aci d gr oups,
for exanpl e agidicrosganic we%rforseewm@e Broths acda harf&ﬁ%eﬁ“qaﬂ&f AecgPib'reRiSut i cal | y
accept abioe nﬁyadlsone f&méal’fbrué’i?emﬁlbl\ﬁlth Hidechss, slck as argieieak lysine. al kal i ne earth

netal salts, a siu n salts
al so ammoni um gng%unggF?r\/aéanq rﬁrg&r)ﬁ‘?%%r exan”w})lemﬁ% %% bgw& UI?Oangefm hes. Them
come into 1%lsedersi pherreaceolivallysaseeritaile petgl dr praonigm sagifc FlmleiSﬁﬂsal! ingtal or

cycl oal hphatdm@é dPR Rl B, BF é&JahiBlé%B&Gm Mds%ﬁw)’ma@ﬁ&@ﬂdﬁ&éﬂc@ﬁ sélt%rtl ar y
nono-, | or

| f
tri-ethyl amqlrsé’ %k?ﬁ?tls SWPSEPWP“&WW&S““F%? oregﬁ'é\'ﬁﬁwg'egr-rﬁ‘ﬁ@r%%gﬁ%yl ani ne
bi s( 2- hyldr oxopesitieydtioarspesiaty aliphate( &chgphaicy@tihgiphativiatighatib asdraliphsticphat i ¢

esters or cgfhoxy Ln%c%nda@fbrqértlarg/mongxéﬁmlp%ly%nﬁ?@s%@ﬁggﬁbv@r a?lgyla%mes for

2-di et hyl am'noet h ester ower al kyl enéam nes for exanp
1- et hyl pi per9<@mpe dl-ewreaylafaw%mm e pklaigs, or Gracipe %wavgmlﬂame
benzyl am neSm(ih}’dr@éyéiﬁW}a@mM dN trisqh- tharn&yétm aiyilne rtedic afiphat estab sicaltekgicocycl i ¢

bases’ . for ?%(c%mla exg pfehl nRXJbegi dyzogeth%%mgé@j@ét& lB\X/érl éﬁh{%ﬁean%%sl i dine or

qui nol i ne. Several Pacidic or
pol y- sald0s darnexb@r)fﬁdr%@@lperlmﬁﬁmﬁﬂ@y'%@@érf@” ing to the |nvent| on having an

acidic and %x@ﬁﬁlb%llcgél&iéﬂylémlﬁe aJleﬁ@IalﬁﬁndsWOQ&ahb@ Nwrdﬁeﬁiylétmé?léﬂi%lﬁm ts, i.e.

in the form ri,ons an ecul.e in theformof
a normal sal SO ﬁeﬁgf‘%‘w ic baees: 19f e’iam?% Qgg\?e& rlfé%ett?’ °&exaﬁ‘a’ l?/‘?yﬁ'ﬂ'zri'? cQldinends t he
phar maceut i (mliriogme Heewer a@ﬁleors@swgrwpeanem(ﬁsameﬁonmOealdmsadiaS@ berfgrmedr as the

i ndi vi dual  ceyrpRum dé:(s,orl&%)%mw@ln(?%'ltlor?ﬁévtng aﬂragﬁk'aﬁ’@a bk b ﬁ%&iﬁﬂﬂﬁdl i sted,
and in

i ncl udi ng the |nd|V| %

st 1 orsh - iy AT SR SN B BT Ry AT e Beeart S iy

i ncl ude, forthe fxaopd sormetealtsol vent used for crystallisation. The present
i nvention rel a a @és%%f {hg a%\!e rﬁ%@ﬁﬁed lﬁa‘}{fcfﬂ%r cg%g%dgfthetdﬂgr QMEéIFE”“ oned

conpounds, |ncIu i ndi Vi nment| oned, tain at
| east one asAFAPRIANIG %?'té arrewaﬁmdati 6‘rﬁa°"|'PR§9 lr@aﬁr B¢ Briyideal sermpeung | |‘§ qaﬁ%b'e of

salt formation.

30 The compounds listed, including the individual compounds mentioned, both in free form
and in salt form, may also be in the form of hydrates, or their crystals may include, for
example, the solvent used for crystallisation. The present invention relates also to all those
forms.

Many of the above-mentioned compounds, including the individual compounds

35  mentioned, contain at least one asymmetric carbon atom. They can therefore occur in the
form of R- or S-enantiomers and as enantiomeric mixtures thereof, for example in the form
of a racemate. The present invention relates to the use of all those forms and to the use of
all further isomers, and of mixtures of at least 2 isomers, for example mixtures of
diastereoisomers or enantiomers which can occur when there are one or more further

40 asymmetric centres in the molecule. Also included are, for example, all geometric isomers,
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formof R or S-enantioners and as enantioneric m xtures thereof, for
exanple in the form of a racemate. The present invention relates to the
use of alwotorosx4f orns and to the use of all further i someTgAl0520f
m xtures of at least 2 isoners, for exanple m xtures of diastereoisoners or
enant i oners fehexdampieagis-@oe transvipnaters, et eanapceurgiien the cAMPUNEs FQN1RIF onpgPrr
asynmetri c CgRid ®b8blkBotdae nmol ecul e. Al so included are for exarrpl e, all
geonetric iso 241 PCT/ CA02/ 00527 and
D ans: | somer e, TRSPSEARTGEL HF NeREReRIREAYBed S e R e TR BT aled? o
doubl e bonds inhibha tiohd sesed. Squierirddbitbrs @ret here petiys &an otherﬁeemﬂlh@med@mnd entirely
on the type Q%Olﬁﬁ@w@fgﬁner*nﬂmwbtﬂﬁd E%Ed'ﬁle'd@@éae lé@l@’%o'd@@n@oﬁﬂes are nore
active than others and hence | ower 5 anounts of former inhibitors could
be used. TheP¥&8R% | evel s do depend on the patl ent al so. Typically, the
anmount of ar ondtygisaly| thlebbtrabf sreyatbse nsl&bu’ecmeﬁbé setaticgfmundrsountsahat logwae r
st rogen | eveliobelIPk.BEIRARNIRL RIS £ rdhihc? rhPBBIBIe FOIAKRGP! © Lhe

i e se Torom

amount of aro ase 1n mounts that | ower the
| evel of est p@gerese Hhitoraraybe Sals@jeﬂ frqrwemﬁm fé%t/lqwetr#@ Igye! q>fee§%°9&§ 9#&8ured by
st andar d1¢ mwmm&mh‘reloﬂ!é%as néuRl oyRbaHed nhmmnbasts@y tetisicquegi ni stered in

a single dose |1?1 anoun ?88 betorIS a(g le Eebgjcg gld‘% fra ,Jérgl}g,ll ypsregé%g&gglggtgyge of

fromat or abo or a .
follicle sti fmhaamonrgs mdneriznge ¢fém@@tf>rr@nvt§tm@to aébmhouwomfmdtmd%bout 600

units or and@é&gbf’i%illé?é‘%hnq}?ﬁiﬂgﬁoﬁrﬂn@%é@%mfaﬂfr@b&ft29@3’@’[8?%&ﬁédo%rts o It nmay
be said that the amount ase I nhibjt is selected from anounts

that |ower BREIBGER! qi(@@%ef g af‘?}'q%é‘%rf“ %%'B'élﬁ'&? levels in a female. For
exanpl e, 15 he anbuayt beodaid thatdmednasmt ofahiniEtdse inhitiigr ideeletdddomeamduntsihaimount s

that | ower eRlWePesd énqg\‘r:ellssto Qst%‘ﬂl#auég%v?lgm‘%fe}na@r Fl)reéémﬁt% tﬁ@gﬁlﬂrﬁgf by

st andard i mmunoassay techni ques I cal e aromatase I hn tor my be
admi ni st er edajomnaipse infGite ery Sglé‘Ft %‘ElaﬂnP‘dﬂ'ﬁ thAdRMAR §strogen (eupip i BPHG %90 ny,
20 ng, 25 rrgpmeL&Q |d%8 as measpéas sﬁﬁndaﬂaﬁrﬁumceeba@mageaesf aypitaietei ngl e doses

are when t he %ﬁﬂ%%lt(l)l"rllfl?al l%'e a(aﬁ’nnlslt glélgldgs %@dqgh‘l I'I%Qlﬁg adm ni stered

is fromat of at or
anastrozé®e, G@mpfmgm@gamﬁ“m@t@@cﬁom a si ngI e dose of fromat or about 5

ng to at or abogp Qse;gpref\é‘h@mdsb@es%rtmessm@qmg@é fre whBe thSiaR@hRasdiitoRy be
fromat or ab referably

adnmi ni st er ed’ %%g‘aﬂﬁ V‘ng’o a® Sém'"?ﬁef?ﬁ\'suf%mb?t Oégtg%’f Exg@rp?aat OétaE%L\l ?%(g'BET 500nTy.

Pref erred i sWhen trediisrangstraatle Gimayf bet duministergd ie ackimie dose offeonaelor alwit @r ed on
any of days 11n ttQal%r Qbodk Bﬁm@%\%h Rl Al EWolBole -EH@SIW%S‘%%M%%% a’t\br add FSH

may be admi ni Stered s miltaneousl y, sequentia se arate
%C%ﬂ?‘ ‘ydgsec‘%fnm der ed

consecut PYel Y0 Map a4Pr gpouh2ehbet E’é‘?”t‘fﬁﬁ“e B@refera
to be a pati ebin abraabbatis0so atar abault S10engO IPretéreedfisifol sdrmmstrajlnelveﬂ tbepsiagie dgbequat e

number of pr g t%valét'rﬁﬁﬁ b Y &) d8afsd '5%f 68 Rkl 3t &Ele' ficLendife &%84 g of FSH
al one or FSH at an aver ag se 0 pi cal maxi mum
doses, and FSH may be administered Slmultaneously sequentially, separately or consecutlvely,
with or without a gap.
30 A “POOR RESPONDER” is considered to be a patient who fails to ovulate or who fails to
develop an adequate number of pre-ovulatory ovarian follicles after at least one cycle of
FSH alone or FSH plus LH at an average daily dose of up to the typical maximum doses,
for example, 600 1.U. of F.S.H. for an assisted reproductive technology as described below.
ASSISTED REPRODUCTIVE TECHNOLOGIES (ART)
35 Assisted reproductive technologies (ART) includes, for example, the following
techniques:
In vitro fertilization (IVF), in which oocytes are aspirated from pre-ovulatory follicles,

combined with sperm in vitro and viable embryos are selected and placed in the uterus.
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for exanple, 600 I.U. of F.S.H for an assisted reproductive technol ogy as
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Donor insem qatl on (TDI') involves the use of tinmed insem nation of sperm
from a donor“Father than fromthe husband. Controlled ovarian

Hyper sti nul at i Jiveaperjc Penorinseptination £TRIbinyales thegise pUimestingesrinagehelr 15 ART
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woman' s thar ABE panetiures sualvas IVFF epéampasses dre condept dialedreiaty end nepwatethe

endomet ri um; ; i&%b&ovﬁh@ﬁ%@t &do rtefe?ﬁ& Bﬁ)@&ctlb§ offh IYrRbR Aldbohs8 inlitaBg bei ng,

but females o ecies could benefit fromthe treatnent of the
i nvention an® ‘??é’ﬁ%@etpl‘FéjUPWé’ﬁE“P@iHe eggTdhig yomeR's QYRIRS apfhieifRRf MpIREEliR:r e
appl i cabl e. &hiy emiggaiintoahd effdometiuat | ons The phar maceutical conpositions

that can be b GRatalZRSRLIL e Rnt 08 RSN 4 il SincCATPARIL F e O

enteral, such as raI 1 on or trans ermal or
25 subl |%ua$PeaﬁﬁP¢Hldsl?qf@f'tlf@ﬁ‘ theyfieptmet optae @N?ré'P'aPnd Hegee tediysNioni nt r avenous,

subcut aneouse@Bhphdbs amusagpllcaﬁms aderenbgicamd.i on. Suitable unit dose forns,
especially f subl i ngual adm nistration, for exanple

erora
dr agees, tabPéﬁrE’aS?u“cgbsﬁF'é'g t'03%rrpr| se preferably from approxi mately 0.01
My to appr oxi methelphari@ceniical serprasitighd Whatfcen he pgparesk aeratdiigyo the invegtiontase

appr oxi mat el ¥,nlfdsiihs 6 en@H?ﬁ Qkn E\é"ﬁ'er&@l(ﬁf?e'cm?mmlﬁl@ﬁﬂloﬁ CHQ%Q&HQES&Fmeor a 30
phar maceut i cal | er wt %ﬁar maceut i cal |y

accept abf® E%W"?‘/quéﬁ'aéjnpﬁ'ﬁ@“ﬁ? QP%{DF g%je'}t%rﬁln{%ang@ﬁﬁ InfrayeRays; SRCYIICEYS TN The

proportion oftraatdculer, edginstatent Suitable unit dose forms, especially for peroral and/or

sublingual administration, for example dragees, tablets or capsules, comprise preferably
from approximately 0.01 mg to approximately 20 mg, especially from approximately 0.1 mg
to approximately 10 mg, of one of the above-mentioned compounds or of a

30 pharmaceutically acceptable salt thereof, together with pharmaceutically acceptable
carriers. The preferred form of administration is oral. The proportion of active ingredient in
such pharmaceutical compositions may range from approximately 0.001% to approximately
60%, preferably from approximately 0.1% to approximately 20%.

Suitable excipients for pharmaceutical compaositions for oral administration are

35  especially fillers, such as sugars, for example lactose, saccharose, mannitol or sorbitol,
cellulose preparations and/or calcium phosphates, for example tricalcium phosphate or
calcium hydrogen phosphate, and binders, such as starches, for example corn, wheat, rice
or potato starch, gelatin, tragacanth, methylcellulose and/or hydroxypropylcellulose,
disintegrators, such as the above-mentioned starches, also carboxymethyl starch, cross-

40  linked polyvinylpyrrolidone, agar, alginic acid or a salt thereof, such as sodium alginate,

29



such pharmaceutical conpositions may range from approximately 0.001 %to
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carriers’inclu Pracsl o
supply container contalnmg the active mgredlent 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.

35 Suitable for parenteral administration are especially aqueous solutions of an active
ingredient in water-soluble form, for example in the form of a water-soluble salf, and also
suspensions of active ingredient, such as corresponding oily injection suspensions, there
being used suitable lipophilic solvents or vehicles, such as fatty oils, for example sesame

oil, or synthetic fatty acid esters, for example ethyl oleate, or triglycerides, or agueous
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acceptabl e solvents that serve to facilitate the passage through the skin
of the host. 30 Transdernmal systens are usually in the formof a bandage
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20 ngy dose on da e nenstrua treat
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noni tored bya hrranmeaginsmial &@leul t rasound and hornmonal assays of estrogen and
LH. Various pa t een
conpared with Eﬁ?ﬁ'nﬂgtso?l or%?@aefﬁnh@o ﬂﬁgssmglg%\%e t[;‘%% %&%éﬁ& ﬁ%g&w@g?rrent

cycl es i3 wicbigvaddn P'@ﬁzl@ﬁt'én’f\/\é(sthahlﬁﬁomaé@Cé\i-‘r@'(ﬁfqurﬁ (33 BeQe patfents upAvEA2 f r om day
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n The. hi ot dPPORE CROIRD HP GRBBO A FORR oA T EHPS T m ey Sent " OCET eht ment
cycl es and Stoypand 7% imthehunexpiaineld diferdldy grodimr Thdre tvgs nnslenifivernttdifeBneg cl es) ,
ovul ation in the various characteristics of the single dose treatment cycles from the 5-day treatment
30  cycles of letrozole.
The aromatase inhibitor letrozole has been shown to be effective in stimulating ovarian
follicular development. This is believed to be due to decreasing estrogen synthesis without
having a direct anti-estrogenic effect, which leads to release of the estrogen negative
feedback on the pituitary and/or hypothalamus resulting in an increase in gonadotropin
35  secretion., Administering letrozole as a single dose on day three of the menstrual cycle has
the advantage of allowing rapid clearance of the letrozole from the body due to its short
half-life (around two days). This leads to negligible levels of letrozole in the body around
the ovulation and early embryogenesis period. Besides the increased safety of the single

dose administration, it is more convenient.
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rate was 83.7% in the PCOS group and pregnancy rate was 13.3 % (14%in the

PCOS group and 12. 7% in the unexplained infertility group).
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ﬁl it ﬁ el n fe
admi ni stered i RNRts ot @ % or about 25 ng to at or about 500
ng 17. Use ds Ukaasrmaimednnanyomwwe@dme:@mmgvhetemtm anphnatee¢ inhibihe inssthictednent i s

adm ni st er ed Qaﬂﬂgﬁ/st‘éfbﬁjapéndQé\)é%dle 58mata8d inhibforgrenstrual cycle. 18. Use
accordlng to any one preced |ng claim wherein the nmedji capnent is

adni ni st er e oHse %%S}a'@eﬁf" anpe Gh%rﬁ%etdf"@éla”‘&wpée'“ thearopaiase hifiords onmt ase

i nhi bitor for édnelmpireeq@wrﬂw on of a nedi canent for augnmenting ovulation in

I f '
an oggufta ! g%y .ﬁﬁ? |§11%§ Wanggné S g&h@f?e% th@grﬁf)tﬁdtgféré’m%se% Bifor t YPES

canent 1s admnistered to said
femal e as a si ﬁ@?'@Cte@HB@f@ aﬁ‘P“'ﬁ% thedgwer e@?ﬁ@eaﬂqyﬁ'ﬁﬁ%%f-mﬁmﬁpaﬁ%keve('wn)a early in
one or nore nepgiddial cycles. 20. Use as clained in Caim19, wherein the

medi canent i dm nistered on a h ycl e.
21. Use as cfaﬁﬁ%%s ?I‘ﬂ @Qlar?y%e pré?]eéj e %Yr? ﬁ”i'e%n P%grpr%lﬁtt f|3asrcr;r§:1in’?en'| 2?'té’fed on
day 3 of the isseetiedibmeyobris thaowelsstiregen ddvali treel of Abagt HA0mmMAL oplgsor 21,

wherei n the ar giRbasced nggahé@nmm%ogggﬁgcﬁﬁiqjgsom aromat ase inhibitors
having a half-life of about hour s as claimed in

O aim 19, 26 oM523s SRiRef ByaRY Pﬂeeprﬁ?‘?ﬁjr”?&tc}fgﬁs Wh?ﬁeBqtf%?ro?qgtagee'f‘@@foé& from
aronat ase i nhi birioiseraudv & iggle dbssl delelciel Gomfanmbuots in tRe Gaysof fid atds&boass cl ai med
in any one of ﬁ]I égoutt 90(?:13 wherein the aromatase inhibitor is selected
from non-sterol d rever 5| bl e aromatase inhibitors. 25, Use as clai ned
in any one &% Urapsgaimed iGNy ane pREACNGIFIAMeVhgFBTRE AOBIEIIR INBIPEYSS | s
adm ni stered oamh.hwere%n a blagle @6seCdeRicta” Eoinran@0its o6reprising Glned, M8 mb92ad ag,25,
wherein the anmpunt 1 oanO %r onat ase
10. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is letrozole
and is administered in a single dose of from at or about 5 mg to at or about 100 mg.
11. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is
anastrozole and is administered in a single dose of from at or about 5 mg to at or about
50 mg.
12. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is
anastrozole and is administered in a single dose of from at or about 5 mg to at or about
100 mg.
13. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is vorozole
and is administered in a single dose of from at or about 10 mg to at or about 200 mg.
14. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is vorozole
and is administered in a single dose of from at or about 5 mg to at or about 100 mg.
15. Use as claimed in any one of claims 1 to 8, wherein the aromatase inhibitor is
exemestane and is administered in a single dose of from at or about 50 mg to at or

about 500 mg.
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inhibitor is selected fromanmounts that | ower estrogen levels to

post - mrenopausal levels in a female. 27. Use as clained in any one of

cl ai mrs 19WD02883241herei n t he anount of aromatase i nhibit®CTicAgeIRCt ed
fromanounts that |ower estrogen |levels to at or about 100 pnoles/litre or
| ess as neasilif-dépetdy cleinagsdmpay newfiplaiEs 49 8.tveerain e amagage inDBEoTds ¢l ai ned in

any one of cl alé%&méaarteoema?s 20MIREtEed int dénghy @U¥B oAREN btdbdut 25 migdo at or
adm ni st ered |n w2 t;éogg}ge dose selected fromanmounts in the range of from at

or about 5 about 500 ng. 29. Use as clained in any one of
clainms 19 toWSJseWs@taemd it hey eneenecediseclaimhivhereio thei rgedicachentis gdrainislgreidn a

singl e dose Selo%,%%nés%@m%f%eq%nefraaﬁbm 5my, 10 mg, 20 nmg, 25 ng or
30 ng. 30. Use as clainmed in an erein

t
r ot ase. | nREHIEGECTANS foaty S5OMECng et e GF wedeAon & S EdTe o
fromat or aboutayB ofitpetnenatruabeycebout 100 ng. 31. Use as clained in any one

of ol aim 19144, 2% 1aehel. kAR 2SR rat.e@uba b fccniont BPARIARR © and i s

adm ni stered 1n a single dose o roma mF; 38 WO
02/ 083241 PCT/ (xgiafiqygs ary ovuighing @@@'ea%lﬂ@!nauffﬁ@dlnﬁww"Hﬁ@“%f’r AeatRes a9 to 28,
wherein the ar Qﬁalbﬁﬁ)ﬁnﬂeﬂlhﬂybhﬁeﬁd'n ihs r@aiasmér@rscddmrﬁaweds)samﬁbmalsbeaeudguan a

singl e dose of out -about 0 3 Use as
cl ai med any OneJoo ocelzﬂeast onigromatafgrm V\Hor ﬂf) ear{y in one orm a@grqlgrrt{% CBCI?

vorozol e ando.i\gseagwlaimestie Cladn 1% wheriniae @edi@%@enblls aﬁm@mteamrtany@f@ﬁﬁﬂo about
200 nmg. 34. Usepg%f thbaeABilal @C@ny one of clains 19 to 28, wherein the

romat or aBbitge e BERET Eufen ofee kS R R MR oy one

of clains 19 tonéBjrualayieei n the aronatase inhibitor is exenestane and is
adm ni st er edyd R [icRgh& iHesen q’é ZBropﬁq Whergrn tﬁ@é}Hltnal%@ MBbitd? isXeleBled raout 500

my. 36. Use as clalmed in any wherei n the aronat ase
inhibitor is e@f@ﬁ%@?“dﬂ@b't&ﬁd“al"@g a(ﬁ'ﬁ'f WFQE%’PBEP hoh'rsafoé"f’%l“é’a%se of fromat or
about 50 ng P& Wee aBiclairadain Clabl 99,129 .or 31 while tasarcmataseidhibitor frsgleotee froh Cl ai ns

19 to 36, wherej &85%%'%%@%6}%2% alhSie- BHB' ?ttzecf ﬁ’g on any one of days | to 5

of the rrenstrua accor one of clains 19 to 36,
wherein the %dﬂs@m}@!m?ds'n aWﬁfﬁloét?'é'Ff‘@dthﬁﬁ M’ﬁ?re@ thsf aremataseinkibitonigl cycl e.

39. Use of an aeremaarsm doﬁlatehuldaoénof@verg.Manama@aéahbmﬂsof a nedi carrent for
n the treatnme

USEWItthl% aLin e.0 almsq éFé{_&vhrl t t l!?ltorl
anovul ator y PreesEsTRR abfhe SRR TR kR b BRI st i st er ed
as single dose.administered orally.

26. Use as claimed in any one of claims 19 to 25, wherein the amount of aromatase
inhibitor is selected from amounts that lower estrogen levels to post-menopausal levels
in a female.

27. Use as claimed in any one of claims 19 to 25, wherein the amount of aromatase
inhibitor is selected from amounts that lower estrogen levels to at or about 100
pmoles/litre or less as measured by standard immunoassay techniques.

28. Use as claimed in any one of claims 19 to 27, wherein the aromatase inhibitor is
administered in a single dose selected from amounts in the range of from at or about 5
mg to at or about 500 mg.

29. Use as claimed in any one of claims 19 to 28, wherein the aromatase inhibitor is
administered in a single dose selected from amounts comprising 5 mg, 10 mg, 20 mg,
25 mg or 30 mg.

30. Use as claimed in any one of claims 19 to 28, wherein the aromatase inhibitor is
letrozole and is administered in a single dose of from at or about 5 mg to at or about
100 mg.

31. Use as claimed in any one of claims 19 to 28, wherein the aromatase inhibitor is

anastrozole and is administered in a single dose of from about 5 mg to about 50 mg.

38



40. Use as clained in Caim39, wherein separate doses Al and FSH are

adm ni stered sinultaneously, separately or sequentially. 41. Use as

cl ai mred iwo@kasimB9 or 40, wherein the aromatase inhibitorCraemebeered from
aromat ase inhibitors having a half-1ife of about 8 hours to about 4 days.
42. Use as cBailYredsiclaintiddi amy3@e ofigaitss 19 fo 28 \wberein theraematpssiiphikilorisi nhi bi t or

is selected frQNastRzO8BhASdmMRtAd iR b SinGId \ibstof Fromak brdbohitts Ad toadderdbodt days.
43. Use as clai@ﬁd in any one of Clains 39 to 42, wherein the aronatase
inhibitor is se'&%ed fromnon-steroidal and reversible aromatase

i nhi bitors. 33, Usddse cénealaay oeeofickairamip to 28, voferelll the pon@Gse inhibBor iswpeszelen t he
aromat ase | nhi bl h QY adnfinisted@inY shidhf &e Bf I dboufHr miReabBSt Bb@gMed 1 n any one
of Clains 38 to 44, wherein the amount of aronat ﬂse inhibitor is selected

f r om amount s3¢-H&E 3 GREPEdR BRYRYE QT FiRIPE |12 1948: RYPI pagfesy niiGEEs  in a
femal e. 46. Usevoazolelaad @dministeastyin anidglefdosd aifmm &8 8r dboutdbmg twhet beabout he
anount of aro inhibitor is selected fromanounts that | ower estrogen
| evel s to at or about 100 proles/litre or |ess as nmeasured by standard

i mrunoassay BedyfgsiaggeinediTany gne chgaies 4P P, WheraiR JheqeMRsedntiliivEis38 to 46,
wherei n the ar axBhasignd dnaiidddniistérsd inatiig dols€ bEfEbn 4t oRalbkas 25 seghestiord from
anounts in the rb%@t%%o%f fromat or about 5 ng to at or about 500 ng and
wherein the daiﬁy 0SE8 of follicle stinmulati ng hornone ranges 39 WO

02/ 083241 PC¥.CAe2s0RERT in amyonef claims 4848, @bereip thetargmatagpdohbi®08 units or

an equi val ent  d9sRg8ardbraMOidififistirad M finglcAdbat Bi ik Alor Bbut §Bmg ¥R ops Cl ai med
in any one of Cains 38 to 47, wherein the aronmatase inhibitor is

admi ni stered i rfPRUP88E % el ect ed from anounts comprising 5 ngy, 10 ny, 20 ny,
25 ng or 303nygJse4S claldse imanycdnaiofrelaimis N9 &rBs, whereio theChedicameB8s admidiSteredher ei n
t he aromat ase ifhj bi i .5 adm nistered in a single dose
of fromat or a@?&?bée%daY%1 g’?‘g%gﬁ%ﬁ?m%%m and wherein the daily doses
of follicle 3%iYa%12569r#Rd RanmepRoficRifte’d tp P hateinihe medisairens &5 adginitersd ~ about
600 units or arneyiBvaihemnenstasbgelei N anot her form of administration. 50.

.US e as cl a! ngg lIJS% of By ar gtagéi %@r%th‘%ﬁ)ré %ra%gn'ofmﬁéﬁéa%ek{}gr %%W@E@
i nhibitor is° anastiozol e and I's adm letered’in a &l ngl'e dose of Trom at
or about 5 ng t¥maletinghogpengt (FSHIOO thegreaimentgien engyutatesy igaaleyorduerddy. of
foll'icle stinmulgediginbaicarRBBedt @N@RMidideMadingd dosabout 25 to at or about 600
units or an i val ent dasage | not her form of, adpinistration. 51. Use
ns claimed i 0 SR R Pl s B0Rl Sk G B e Aot i ¢ o
is vorozol e armimilgnemsiyHeptratelydr senuantzlingl e dose of fromat or about 10 nyg
to at or aboyf l#s%%g cféﬂn%fr]ﬁcwwmd WeerélRineYardhRgss ithivitbok kéigdi&y dnh Mul ati ng

hor nrone ranges from at_ar, ) )
aromatase inhibitors having a half-life of about 8 hours to about 4 days.

42. Use as claimed in Claim 39, 40 or 41, wherein the aromatase inhibitor is selected from
aromatase inhibitors having a half-life of about 2 days.

43. Use as claimed in any one of Claims 39 to 42, wherein the aromatase inhibitor is
selected from non-steroidal and reversible aromatase inhibitors.

44, Use as claimed in any one of Claims 39 to 43, wherein the aromatase inhibitor is
administered orally.

45. Use as claimed in any one of Claims 38 to 44, wherein the amount of aromatase
inhibitor is selected from amounts that lower estrogen levels to post-menopausal levels
in a female.

46. Use as claimed in any one of Claims 38 to 45, wherein the amount of aromatase
inhibitor is selected from amounts that lower estrogen levels to at or about 100
pmoles/litre or less as measured by standard immunoassay techniques.

47. Use as claimed in any one of Claims 38 to 46, wherein the aromatase inhibitor is
administered in a dose selected from amounts in the range of from at or about 5 mg to

at or about 500 mg and wherein the daily doses of follicle stimulating hormone ranges
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about 25 to at or about 600 units or an equival ent dosage in another form
of admnistration. 52. Use as clained in any one of Clains 38 to 46,
wher ei n tWe cafsszat ase i nhibitor is exenestane and i s admPoiTatA®emees2in a
single dose of fromat or about 50 ng to at or about 500 ng and wherein
the daily dosedrogfatpoaipqubtost prabpeEPh it er Abedivelgnbeesage ig gnothar fsi dibout 25
to at or about a@%,%@{,gr}s or an equi val ent dosage in another form of

adm ni strati Use as c in ne of O ains, 38. 6, wherein

t he ar omat asggI q?ﬁlaﬁlcFB?ed "%a”WF(r‘JT’Eg'F@Sg%EX f*g Wi&?ﬁ“&b%?"SP"&HS? Whg'tqarl'sngl e dose
of fromat or cdoirtistGedip advsaselateddivouamouhBomgrisirect WhetOang 20 g, 2Rinby doses
of follicle stighafyi ng hornone ranges fromat or about 25 to at or about
600 units or an e%w val ent dosage in another formof admnistration. 54.

Use as cl ai nfY Y57 28 K7nesddn 8y ‘lﬁ?&f fHeimse8 Q4G grheigindhe.pramatage BpiBiRifSase
inhibitor is detexesbadis adinthistesedid Aisihgie tdeseed fiom i osabogt @mgasa oodbolit om at or

about 5 ng to airOOR{ an@%gltemlcggde(w d?s%g owa 5]@%tﬂ&t&§ﬁgq§ﬁ’r{ gssfré?%atf 9' licle

stimul ating hor mONe ranges from out units or
an equi val ent f834FE t‘?ﬁtoaﬁ@tlﬁ@‘?o L ﬁﬁ%‘fequ'éélﬁ*?tﬁ%ﬁgﬁéﬁ?r@?her%“obse as cl ai med
in any one of cdainraffidh.t 0 54 wherein the nedicanent is adm nistered on

any one of d 1to 5 0 cco to claim
55, wherein %%Sﬁ@af@%r{? an °n88ﬂ¢lﬁﬁ"§sa3jgrt%%{i§o%er 'n(}h%aro%na ﬁe mhﬁ'eoﬁ%t rual
cycle. 40 WO oze/nemzme_amf/ammm«a@@ma singlg doggsd erlfn a4 osaheyl EMd tesas ondbogh

aronat ase i nhi Woberrg dnfBlwhefe thd 5 ess%e%f@ﬁ.a;x@a.matﬁg ﬂ&ﬂioﬁé%@&s £ atipe Wi th
follicle stimul 8‘,‘@% hor none é? e for

infertility, P ?tl?éa?%éq)ou 't§°%%‘rf’§‘f“€i@?§§°fa§eﬂba’b?tr56£9fm Pésponder to

FSH, wherein the@minadti@eati on is adm nistered as a single dose. 58. Use as

clainmed in CFﬁ'dEe%chaMb%ruﬁb@rénQ%f 58%1%5389{; 46""wh%ﬁ1 tﬁ@ﬁo%&sé‘ﬂ%%r% er ed

si mul t aneously, separate sequenti al ly. . Use as clainmed in daimb57
or 58, wherein WW@O'QPBW@Q@E"#W 'Biatstﬂﬂleldgs%‘éclf@@teéar qb}ogtrﬂo TR 9Pk PrRbeUt
i nhi bitors havizg ny ahalvheteir the adily absdgtof Bllitle stirsulitng abaivhe dandey®om 8br Use as

claimed 10 O o800k 38 o BSEIs b1k ALOUBIARELALBIPforh3p 261 S0t o0 from

PP Us
aromat ase i nhi biI'tors "havin Yeapou e as clained
in any one of Cdginigiraian.t o 60 wherein the aronmat ase |nh| bitor is selected

from non- st es@luisalas@ﬂﬁnédawsﬂsﬁdneloec@mrmtt@w whBRirthé SofmataB@inhbis® ias ¢l ai med
in any one of d ai

bi
adni ni st er ed oreé?rf‘g&ar&angGs%dnﬁrg&%rfaglnr?e%]gfeﬁgoﬁﬁﬁgfaseatiﬁ? allaﬁu?a%(fg@ggo?at 6 62
wher ei n t he ancbntt 500 merandaharss the deily beses pf follicls etinaddtiog hérmons sanoesTtam t hat

| ower estrogen g gv&lo5t 2590 BOSHandR BOP@HS 3f arl &ifbRnt dosage in another form of
administration.

53. Use as claimed in any one of Claims 38 to 46, wherein the aromatase inhibitor is
vorozole and is administered in a single dose of from at or about 5 mg to at or about
100 mg and wherein the daily doses of follicle stimulating hormone ranges from at or
about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

54. Use as claimed in any one of Claims 38 to 46, wherein the aromatase inhibitor is
exemestane and is administered in a single dose of from at or about 5 mg to at or
about 100 mg and wherein the daily doses of follicle stimulating hormone ranges from
at or about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

55. Use as claimed in any one of claims 38 to 54, wherein the medicament is administered
on any one of days 1 to 5 of the menstrual cycle.

56. Use according to claim 55, wherein the medicament is administered on day 3 of the

menstrual cycle.
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in afemle. 64. Use as clainmed in any one of Clains 57 to 62, wherein the
anount of aromatase inhibitor is selected fromanmounts that | ower estrogen
| evel s t owalwows32200 pnoles/litre or |ess as neasured by gcandardos2?

i mmunoassay techniques. 65. Use as clainmed in any one of Cainms 57 to 63,
wherein the BF-0¥aetchseinplaldpes of R afomatase innibitert(Bh & therprepagriiers ofeenedicastent r om

3hrmunts IE tge ff)ra.&gQntﬁf‘olIfc][e%:cﬂﬂnlal]ét_lr@:’hoﬁh&iét(FQ-l)ﬂEtthreat&fenwfa&é}ﬁ‘éléfo5(ﬁ?ertﬂ'§/, and
erein the al (0] IO ! I mul ati n (0] romat or
About 25 to at ErelbBherite histered S b B e TR bR Bavot her or m
of admi ni st r atmericati@is allywistesedesai sinate dose.any one of Clains 57 to 65,

wherein the Qé%%té%%nmémh lei'm%? bvﬁereﬁ@rﬁ'@ st§§ &rA‘FQnd If"sr@ar@%ﬁun%?éré‘&t ed from
anounts conpri si n\g ng. 67. Use as clained

in any one of Wﬁecgg'ytﬁ?pﬁrg%yv%é?g‘gﬂ“af'he ar orrat ase inhibitor is
| etrozol e an69|l$seea§rdannesinecwn Bhorassswngéuetwmnméseﬁmmmoals selectebioard 5 ng to

at or about 1000 K. andyiiR! ekl L bl shodaPRRrob LAk Licele stiml ating

hor none ranges romat or {¥s or an
equi val ent dB%d¢e elsr?'aﬁ?ﬁf’t'ﬂgr‘a'“ﬂ of 7 38 WheieiRitlie erPaiesedrhibiignis sele@edh&oe| ai med i n
any one of d alamﬂﬁZsetumlﬁﬁrs hahiag aihalf-ifbef adoormdase i nhibitor is anastrozole

and is adm nkﬁtlz; c|at}ne% ﬁﬁ@p%’l% 0?8% §7 tg%ﬁ%grfglln?fg ggrgéﬁgsel toF% at or

about 05850 |ng hor none
ranges fr om at S@Iecteslt&@@tnozﬁterqndeé@nddpvmbja@roeta@samhtbéor@r an equi val ent

dosage i n angi hgde dsQfaimé&df in a%ﬁe@f@lafn@st?ﬂ%m \ﬁl%ren'#&@ afmdtdsaiinmfor i§ any one of
Clains 57 to 65, wh relna@)ge aromatase inhibitor is vorozole and is

adni ni st er ed |er5”§§?{§?’@ se of fromat or about 10 ng to at or about 41
WO 02/ 083241 6RCIeCACRINAER @ny GMf Bpineandl toh2 wbeminttiecandaunt of agosgesseof fol licle

stinul ating horimmng: 304884 frérf?%?n@&nt@fhat Ié\P&léEtrc%@n feQegto ﬁst—:ﬁ@i%&us@ﬂ@vél’é“ ts or

an equi val ent dosage in another formof adm ni'stration. . Use as clained
in any one of (P&%R2l%7 to 65, wherein the aromatase inhi bltor is
exenest ane and Use sadfEingdsih eniyedheiof Cainsd 37gb 62,d0®eeirothe Bimount at aromatassout 50 ny

to at or abouty,n() 19,304 YP@%%%&{H& |8lﬁér'e¥tn%§ﬁ%%elggo 463t %oﬁ'pﬁp%gﬁt?&” ating

hor none ranges e S 3P GT
equi val ent dosaRjéesp as mgatURet byfstangard immurnassay dechaigyesn. 71. Use as clainmed in

any one of Cbalw@ea'ébaurﬁ)eoﬁﬁanwmroecmﬁm tats@rmfea&etheammds@mhib&or|sanastrozol e
and is admnistered.in,a si at, or

Shout” 100, my i iiarRa P AR et Fordarmelnih s as e el et 8478 Trone
ranges from at apr atwbbif0 Mbartdovteteirothe dalyyios€a0 falliaietsimulatingrhoesepnievariges t

dosage in anot hegm £QF Bhdk 25 RUIbMULBLHEdH RS or an equivalent dosage in another form of
administration.

66. Use as claimed in any one of Claims 57 to 65, wherein the aromatase inhibitor is
administered in a dose selected from amounts comprising 5 mg, 10 mg, 20 mg, 25 mg
or 30 mg.

67. Use as claimed in any one of Claims 57 to 65, wherein the aromatase inhibitor is
letrozole and is administered in a single dose of from at or about 5 mg to at or about
100 mg and wherein the daily doses of follicle stimulating hormone ranges from at or
about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

68. Use as claimed in any one of Claims 57 to 65, wherein the aromatase inhibitor is
anastrozole and is administered in a single dose of from at or about 5 mg to at or about
50 mg and wherein the daily doses of follicle stimulating hormone ranges from at or
about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

69. Use as claimed in any one of Claims 57 to 65, wherein the aromatase inhibitor is

vorozole and is administered in a single dose of from at or about 10 mg to at or about
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72. Use as clainmed in any one of Clains 57 to 65, wherein the aromatase
inhibitor is vorozole and is admnistered in a single dose of fromat or
about 5 nyotoe/osx24pr about 100 ng and wherein the daily desagavboéallicle
stinmul ati ng hornone ranges fromat or about 25 to at or about 600 units or
an equi val ent 88 ageand whareint theedaily dpses of folliclel atinmillajing herimene rapges fteseatps cl ai nmed

in any one of (ngi¥B tdt dr BoPe00MMRE 61 dh dqllRalt @BBHGB FarlotMal Rihef | S
exenestane and is.a nistered in a single dose of fromat or about 50 ngy

to at or about?BHHFAPand wherein the daily doses of follicle stimulating
hor none ranged Use@sclamtedon arptume of QBintsb74¢ 6% whatsiibe &00atasé inBibitr isan

equi val ent dosaeqsmé{ear%%h*ﬂsegdnﬁrﬁgt&bﬁfna%m J¥ls bf ] Al ?%o;an iscg%st@aop! aimed in

any one preceding claim wherein the aromatase I nhib adm ni st ered
on any one of @R\ 590 Mg agd yhereRRdhedaily fesgs pf felidle gimujating drrgroagrappes A8y i n any
one precedi ng cdtai aboulvitbes @i ot abdLe 680 @R basreeduivhieht dosdigelirsanctithnfanh ®f er ed on
day 3 of the n%ﬁxﬁrﬁs‘t’r@!ioncyd e. 76. A kit for treating infertility in a

femal e conprising a single dose of an aromatase inhibitor t.o.(f:]et. her with a
phar maceut i cal-|Ysege eajrasin anycme of elrimsb7dehbivhateindhe sratage inpbiarf ity of
daily doses of dhedtho61b @ndisiabmin@terdtOn BeInGR @Esd ¥FBIRL br Molits g to at or about

phar maceuti cal |

acceptable carrier. . A pharmaceuti cal kage,
conprising a si%&l"lg %ng"%'e@fnet% %\'P’S?rsffa?gé"'?lﬁﬁt?n%ﬁ?tg? 5“5}?89 rqnﬁgﬁ%&%%ns f or
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a poor responderozble afrBls.addistered in a single dose of from at or about 5 mg to at or about
100 mg and wherein the daily doses of follicle stimulating hormone ranges from at or
about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

73. Use as claimed in any one of Claims 57 to 65, wherein the aromatase inhibitor is
exemestane and is administered in a single dose of from at or about 50 mg to at or
about 500 mg and wherein the daily doses of follicle stimulating hormone ranges from
at or about 25 to at or about 600 units or an equivalent dosage in another form of
administration.

74. Use as claimed in any one preceding claim, wherein the aromatase inhibitor is
administered on any one of days 1 to 5 of the menstrual cycle.

75. Use as claimed in any one preceding claim, wherein the aromatase inhibitor is
administered on day 3 of the menstrual cycle.

76. A kit for treating infertility in a female comprising a single dose of an aromatase
inhibitor together with a pharmaceutically acceptable carrier in combination with a
plurality of daily doses of follicle stimulating hormone together with a pharmaceutically
acceptable carrier.

77. A pharmaceutical package, comprising a single dose of an aromatase inhibitor, and
instructions for its use in ovulation induction.

78. A pharmaceutical package, comprising a single dose of an aromatase inhibitor, a
plurality of doses of FSH, and instructions for its use in ovulation induction in a female
patient.

79. A pharmaceutical package according to claim 78, wherein the female patient is a poor

responder to FSH.
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