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WD 2006/ 136461 PCT/ EP2006/ 006531 Non- st eroi da
progest erone receptor nodul ators The present invention

WO eboatiesict 0 non- st eroi dal progest erone recept OPCT/EP2006/006531
nodul ators, to a 5 process for their preparation, to
the use of the progesterone receptor nodul ators for
produci ng nedi canents, and to pharnmaceutica

@onE05|ti ns whi ch co rise tg ﬁﬁ conmpounds. The
Qnspigroida P'iﬂﬂ‘?éteﬁPB@é "é’rt%"n'éw YRS s in a decisive
manner the reproductive 10 process in the female
{&ﬁg Progest.erone i s secreted n Iar%¥ uantiti
rﬁaeth ven@gmr%latgﬁotopﬂo@g%qgrﬁw p@gﬁg q |e§e;E}9r mgulators to a
&M@Hs‘,é fantheirephragemt ta. thEruegastitng mesterowmpwrlrmumators for
oestrogens brings about c cI'c changes IB b
Ri?%‘i‘i"‘ﬂe”‘rﬁs’ gents; ANGoiPePRAMNIAFEHISR] AEMPARIGRS,Whic gomprise these
¢amﬁdand£ievated progesterone | evels after ovul ation
i nfluence the uterine nucosa to convert it into a
state permtting nidation of an enbryo 15

‘friﬁal aﬁ?ﬁw%on%rb@%t%ﬁ@%?ﬁms inr @Q?%Is%oit‘iﬁnﬁ@rnttfeorébroductive
e rel axatl on oO onetrium an al Ns

AORSE: D1 BreTAlS ottt RIGUN 008 &5 Spesled T AigR Auatiban during the
ctybiet afd QEESREP tespathidly tb°y &réderay rarl tHer ﬁlabéﬁtéapr@ésterone in

ress oestr iated mtosis jn uteri
OPRSTET RITRRsIOGs RRGS BPSHVOlcLChaiis piin e g, mucosa
(b'ﬁé@méihump Buringy thel raérfistrudl &ycl. Eevabed &QQQsterBﬁé-I&iéls) after ovulation
ﬁy est erone and pro?esterone receﬁ%ors &e a“gg ? b
iprencs e, uterighimycesa o pavert hintg,a sade REERIBING giigatien of an embryo
(ara@fbeyétﬁsaunﬁgq:@@g?rtaeieprwogmph@bsnti‘bwmeheianatdﬁtmhediyometnum
I 0si s, but also in tunmours of

he f
A itanathe Sincih oL INE LePAAIsS e t na ons. |1t o 35

further known that uterine Ie| onyonas gr ow

o t erone enden ef fects est ey one .
P rbet kdam Bt progabtegbin yorS it euiay praiTIERRey by Scpressing
ddsﬁr&gl%meaié@éd mitbei® olitetind &és@i@t(KOOEwuﬁsthRmi.O&@ﬁh@t QnEuhrmann,

receptors [ are_respofnsi r e cellular
'éﬁi‘i%{ér%“ WE{?&t%ﬂﬂ‘fg ﬁ@gb‘?i“qﬁ#ﬂ& ators are
either pure agonists or inhibit the effect of

sterone partly or co ccordingly, . . .
BoBErEione 2nd i SiresioBh rECPRIS ave HporEre) togdpy A gignificant part i
pEsphyislogoBRie tested. mgestamiagémapsdrs ha®bbéen detected in the foci of
accordance wt ro ester ne rec or
SEfaTeitares bib aar bt orRe e e (HESE AN of the oNs. 1tis
fortegradoRh Qe uteriheéiomyoinae geove progestectheldependently.
consi derabl e potential as WO 2006/ 136461
PCT/ EP2006/ 006531 t herapeutic agents for
Theeffests of) ba@es'@mheamcmba@soed of thdi getitabosyaandcantian other tissues
obst fertility control. Pure progesterone.
et Fropeth fetagianS petn. Binge BRI tesmntats; WA 467 rEqpngple for the
qlloigesffestone on 5 the progesterone receptor. They
have anti-ovul atory properties and the ability to
inhibit oestrogen effects in the endonetrium as far
Rregestaminet ecaptoo piydulatorey arer eitrtdnepswéoagbnispsardri inbibitrthy effect of

suitable for interven roduct i
patddofe 53ty S romRlif, AeteringlomuBranErs Ak cififed as pure
ayoniztd, partiatiagonigls [SRRME AN pute @antbgonists. | ncr ease t he
reactivity of the uterus to prostagl andi ns or

oxytocin, or in order to achi eve opening and 10
la@‘ct@rﬂan@a With ablﬁﬂ?ldﬂ®rdgesfertbr’f63reeen§tw miodalad:rst to inflaence tiae effect of
E retad nes [ netriumto ontra rable potential

& nBRSESAIoNg; Fereptogn TR |SaTISP Ot BVe cganditerable potential as
expected in foci of endonetriosis and in tunour

ti ssues which are equi pped wth progesterone receptors

after admnistration of pure progesterone receptor

ant agoni sts. There m ght be particul ar advantages for

15 influencing pathol ogi cal states such as

endonetriosis or uterine |eionyomas if ovul ation
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inhibition can additionally be achieved by the
progest erone receptor antagonists. Ovul ation

WO pwbhsd4bon al so di spenses with sone of the ovBCT/BP2006/006531
hor mone production and thus the stinulating effect,
deriving fromthis proportion, on the pathologically
tRerbéR ageh®IFegynd@cdi B%céudnatori@blegaean.ﬁa.emnrs%anémbstetncs and
ant agoni st descri bed, RU 486 (also mfepristone), was
ferdility SRBWClby a | ar ge number of anal ogues with
progest erone receptor-antagonistic act|V| ty of
varyi ng strength. \Wereas RU 486 shows
Pire p@qg@g@met receptar antpgenists gompletaly 1n5|p|tttt6e effect of progesterone on

theé BWEQFWQeE@&SPtT‘%y %Bt/élgﬁf”o%lbt%rﬁﬁlfoﬁéﬁles GRETI! Bﬂiﬁty to inhibit
synthesi zed |ater 25 are notable in particul ar _for

apstredencefieots W‘ethéfwemeﬁy"br%§gfé§?§r°8ﬁ‘@'ert%@gﬁﬁ'2¥r They are therefore
AR SlitibleBes HRFVETIRY & AR f@ﬁhﬁl@omﬁéd@ﬂo@ pidcess, eg. post-
onapri Stone or lilopristone, which are notable by

Qveiatian.i BoRrdRF tta Meeverdenidafions dysng e‘?"egﬂ%'%c'ﬂa?rpéh tyfincrease the
rbAQivRy B0RS B9 R . ﬁr‘égégtaﬂﬂmsw oﬁﬁbé‘ﬁoé]" if brder B@ﬂéve’ﬂéﬁbmng and

the anti gl ucocorti coi known fromth

softeripa(((iPeniag'a of e 6eryixnand 4e ad@pm oregt radinees OfAﬂwg@et"um to

@hfragoni stic effect on the pr ogester one receptor is

bei ng i nvesti gated for exanple, S. A. Leonhardt

A gen mapeffga\ggrtag pa&piyglqgj gyent |q\@@ectgg7n fegi of eadpmetriosis and in

t&%@@?ﬁssﬁe@' \A}Rich\/gre 'H%{&ﬁfpedf%th':ﬁ'ﬁ% oné redeptofé @REF adrinistration of
epr

ang, P. hang, Sem nars in oductive Medi ci ne,
F’WF mf@cezeeroa% recERtaroaBtpponisisydere misht banpaticylar advantages for

|ﬁhu%%iﬁ§ tﬁocbg%i &até%VsQlcﬁ rékxénasmefnes.s orQtctiBe Misthyémas if ovulation
acti vi npared with the known steroida

igfhibitjen Lﬁa@s adcﬂ'@‘%s‘?e é\‘-’h@(‘,‘?‘i’ Wy Hlﬁﬁ%?gﬁs@'% reeRRifuABtagonists.
@Jlﬁatlo% iMNEDiROR Blsb3@ésehsBE WithPEdpd 6P briah ¥RAH &R pfo@luctlon and

have in vitro activities which are 10% of the acti P/
thys the stiseulatingeeffaot ‘é?’l){t’lScfé‘?'"ﬂltE'élR!°%Rﬁ'?'\uquthiespath°'°9'ca' y altered
tdsgadvant ageous for therapeutic use, where the
i nhibition of progesterone receptors is at the
forefront of the therapy. An 5 antiglucocorticoid

Bt firvi Ear)égés’léll%ﬁé re¢BIRSH flagdrike daéér%HSR@Msm@nsdmaaﬁrstone) was

necessary for thera This may prevent adm ni strat
fgfowed: RiraJeigei BUbSr G AAIRANPS. WS BIOgESEERR  fepeplor-antagonistic

S4iGigO Bt '\/QM’#\P Sverigth.t Whetda8aRUEMEE sPawd iadl astighewRBapHiesie effect in
reduction the anti %I ucocorticoi d _properties is

diionrts tee RFPOCSIRRBILIEREPIR ATBIRNITIC %Fortnﬁevrg&ysmq%'zed later
46 OBStabIer M eartRuRit fifr aned Ndeidctive esMmREl & |prodedteroAd receptor
t hose | ndi cations requiring treatnment |asting weeks or

9Rists.| n contrast to the pure antagonists, partial
pr ogest erone receptor agonists (SPRI\/B) show a
resjdual agonistic erty whi vay
SeSidas eroman SRrmpeRgE LB P BB o R tanoWiisy are notable by

dedipafibomivith ®RyPNIsst fdr ef bk Sdissbelafien Psfogrs brsgesRrone receptor-
r ecept or |

tqj@mstlpe effn%t?%{dt t%lenq_réglugggo%% & %Fé’ralg kn&rg/?rg%mvd\éﬂature are
Vario®s hbib@fermdﬁl sfrovtatdsSwhoset Mitayontsti6 8ffe@P3he progesterone receptor

1 PFGIRRY02IE Gecs TR SRS, & B hePTa fand BoP gEQs g efre. Biol

Méuilzczat 06998042002) dndl R hevirfeRer AarFeﬂbcbrﬂétJ cf. Whsbel, Z. Zhang, P.

z‘é}aa Seaitare peBapioahEha hedces Voied Bk HE5 Bby cHowever,

J@ﬂﬁ@ﬁ diselobéy € datectibiveashly Addbeite! ﬁﬁl@gbﬁls@@aﬁnvﬂi icemibared with
herefore be suitable for the therap

tb? opiRpnaRiesoigsl syl Thgi aost oﬁffgeﬁw&epexét%ﬂ'da' compounds are
endonetriosis, |eionyomas of the uterus,

dysfunctional bl eeding and dysnenorrhoea. The

conpounds according to the ingention 25 are

additionally intended to be suitable for the therapy

and prophyl axi s of hornone- dependent tunours, for

exanpl e of breast, endonetrial, ovarian and prostate
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be suitable for use in female fertility control and
wo ensfiziral e hor none repl acenent therapy. 30 ThRCDBP®06/006531

is achi eved according to the present invention by the
provi sion of non- steroidal conpounds of the genera
repoiad 1@ Hav&in VitrblabYvitied VilicrBAMd 19% 6F the atlivity of RM486.

2006/ 136461 PCT/ EP2006/ 006531 in which R and R2 are

i ndependently of one another a hydrogen atom a |inear

THe aﬁﬁglhwwﬁrcoudb@anmbe@ ersawa@na?gé@hedoﬁlth&%pauﬂeyluse where the
ther formn er. w e Cato

EBUBA aph BrOBPSIEORay MREePore otk Slofthd. toretrali, &f oinémheiapy. An

a’htlb%gb@oﬂlccﬁFgctR}lty d&b@é@uﬁ@aﬁtéd didaystergent e dbsages necessary for

t%raao éagarmnt aq?,r@tngsrrt%n% gé%%?pegﬂgqléﬁmqrswhllqgose or lead to

@s&ﬁtmﬁasbﬁ%fméaréytmmre times, identically or
differently or an aryl or heteroar ona| |
nyrgw

Sartials PE GoEIPIess TeBHCtn P the RSl es s theréfore an

& .
|ﬁ1|p§>§tgﬁt$_?éédhdh%n kor tKeﬂaEy |tﬁb%§éste?@{&,@@égaotgﬂ%rg%%??ﬁsts especially for

@@pdnﬁms reqlitingiregtmepR@stina weghser Mt or
C3- C10-cycl o- al kyl, het erocycl oal kyl optionally
substituted one or i mes, identicall .
19 gandragtnto the Wel\ﬂ"t%ﬁméﬁtﬁfl parfigl’ FH@Q%?“%{SP?/Ireéﬁ“?fo?%ﬂﬂ'%}s (SPRMs)

Wblrbléiﬁﬁéi ég’%ﬁns(ﬂb ;I?Bﬂié?ty Whiéﬁczsmby’ vlalry ﬁuostlteriglh This leads to these
a - C38- al

k | k
Hbstangest ?J%./ﬂ"ﬂ?q potggthljg eng‘ﬁf'%%ﬁ% %QV prées@goatp k‘%ﬁ?pwr in certain
ystekRX¥D. DM, CW @IQerC)RJ| @afgk\R., LdeCH) Bchneider, H. Hess-

hetero%e)s%f gr;§,lé Eieﬂé'(dér PF?'%OB é}g) 6351 'Such an organ-

sde@iﬂa) &) Hidddtidted 'e(‘thiZ)TWRBG of (Kerdpdie6bidiit for the described
PNReCSRb, - ( CH2) PNReS(O) Rb, - ( CH2) PNReS( O) 2Rb,
'"é BNRe CONRRA, - ( CH2) PNRe0O0ORD,

- (CH2) PNReC(NH) NR' Rd, 30 - ( CH2) PNReCSNRcRd,

It cg::tg%rlg e O) gRRd)qﬁéb%) @isggnl}lRl?@%@go ng (N eRCEJIZr?hFe)%%’-steroidal
§&¥larBhé @&‘B&)r modulatdisP$hede2 BirBounds Gr2 irit&iddRo Idve a reduced
rﬁ%}m@ effa(.jmqs% C(r]e}lg'el%é swtéb(l}l%gr tﬁswﬁeraby and prophylaxis of
gynaecological disorders such as endometriosis, leiomyomas of the uterus,
dysfunctional bleeding and dysmenorrhoea. The compounds according to the invention
are additionally intended to be suitable for the therapy and prophylaxis of hormone-
dependent tumours, for example of breast, endometrial, ovarian and prostate
carcinomas. The compounds are intended furthermore to be suitable for use in female
fertility control and for female hormone replacement therapy.

The object is achieved according to the present invention by the provision of non-

steroidal compounds of the general formula |
1 2 OH 4
0

o .
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WD 2006/ 136461 PCT/ EP2006/ 006531 ( CH2) pCRo( OH) - Re,
-(CH2) P C=NORb, O (CH2)n-O-, - O (CH2) n- CH2-,

WO ®oeiBadst or - (CH2)n+2-, where n is 1 or 2, BCEP1¥E6/006531

term nal oxygen atons and/or carbon atons are |inked
5 to directly adjacent ring carbon atons, Mis
iklvHidh al kyl or a group -CORb, CO2Rb, -O Rb, or

-NR Rd, where Rb is a hydrogen or a Cl-C6-al kyl,
C2-C8- 10 al kenyl, C2-C8-al kynyl, C3-Cl0- cycl oal kyl,

RBakdlR? aryl e iqdegehdenty fdf U@feoéhbmbr anthyBeogan datbeh, ad Qinear or
independentiﬂv ?f one anot

- C6- al kyl , )
o0 BBl konylenness. Bangaed, ol yikyANChed-Gros 2lrt ey iiner forming

C6- C12- ar yl ,togéthdMRitRth@ 4 atiraf thechHid, a Mgl Kavirlg BCtotal of 3-7
is a hydroxym%?g?% then Rd can only be a hydrogen, a

Cl- C6- al kyl 20 al kenyl, C2-C8-al kynyl, C3-C10

gycl oal kyl qgaq;gd,gaa;gu_mb mgilew ce versa, and Re is a
hydr ogen, Cl1-C6-al kyl C2-C8- al kenyl, C2-C6-al k

C3- C10- cycl R® 25 al N?Iao'i\ydweﬂlﬂfa@yq;rcaﬁkbwp €as- B&e@/' Co-Ce-
number from 0-6, orgkgRyi, Sn@ﬁ C% Slﬁklkﬁ-chg%?@ctycm%? optionally

30 R9 and Rh are |ndepende one anot her
hydrogen or a Ci1- O@L’&Flﬁyﬁed@@w&'ﬁ%é’mﬁ |c1§nt|cally or differently, by

C2- G6-al kynyl  opti gQabd ¥n HHASS ﬁétél%@rﬂ%tleﬁalmﬁstltuted one or

times, identically or differentl X,
is a cyano, hal ogen, deF‘@ﬁ@y'dem'%"bﬁ or d@sfe”@(@'hb

CO2Rb, -O-Rb, -C(O -RRRd,is aNRRthoW hdloddie H?&Bkwgﬁutro -C(O)R?,
already 5 WD 2006/ 136461 PCT/ ZQOG/O 6531 nentioned
before for Rb, Rc and Rd,CQdAYN. fA-R's-% y%@ziﬁ%ﬁap&@iNBR

nethyl or an ethyl group -@"C(Q)Wh*YC@Nowomﬁdeérycs-cw-cyclo-
fluorinated Cl1-C3-al kyl group, 5 A'is a nono-

or
bi cyclic carbocyclic or Rbrhsisrerydoalsyhpationally sypstituted one or

which may optionally be mgfastmhddtigshties! &rdﬂf&rﬁu SR, |
by Cl-C8-alkyl, C2-C8- alkenyl, C2-C3 R/ ffBrehtly, BTER, or ary

C1- C6- perfl uor oal kyl, Cil- %hﬁemm&wﬁnw@ubsﬂtmed one or more
Cl1- C6- al koxy- C1- C6- al kyl ,tintes 540 al koxy- C1- C6- al koxy,

(CH2) P C3-C10- cycl oaI kyl , ) P heterocycl oal kall

(CH2) pCN, (CH2) pHal , (CH2§' M-alkyl C2-Cg-alkenyl, Co-Cg-alkynyl, C-Cs-

perfluoroalkyl, C;-Ce-perfluoroalkoxy, C;-Ce-alkoxy-
Ci-Cealkoxy, (CH,)p-Cs-Cyo-cycloalkyl, (CH,),-
heterocycloalkyl, (CH.),CN, (CH_) Hal, (CH2),NO,,
(CHy),-Ce-Cz-aryl, (CH,),-heteroaryl,
-(CH2);PO5(R®),
-(CH,),NR°R?, -(CH,),NR°COR?",
~(CH,),NR°CSR®, -(CH,),NR°S(O)R",
~(CH,),NR®S(O),R", -(CH,),NR*CONRR’,
~(CH,),NR*COOR?®, -(CH,),NR°C(NH)NR°R?,
~(CHZ),NR°CSNR°R?, -(CH,),NR°S(O)NR°R",
-(CH,),NR®S(0),NR°R?, -(CH,),COR®,
-(CH,),CSR®, -(CH,),S(O)R",
-(CH2),S(O)(NH)R®, -(CH_);S(O).R",
~(CH),S(0).NR°R?, -(CH,),SO,0OR",
~(CHZ),CO;R®, -(CH,),CONRR’,
-(CH2),CSNR°R?,  -(CH,),OR®,  -(CH,),SR",
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10 (CH2)p C6-Cl2-aryl, (CH2)p heteroaryl,
- (CH2) pP3( Rb) 2i - (CH2) pNRRd, - (CH2) pNReCORDb,

WO ¢@23@NReCSRb, - (CH2) pNReS( O) Rb, - ( CH2) pNReB{IIERRDG/006531

- (CH2) pNReCONRcRd, - (CH2) pNReOOORb,

- ( CH2) pNReC( NH) NRRd, - ( CH2) pNRe CSNRRd,

- (CH2) pNReS( O) NRcRd, - ( CH2) pidreCRPEIVBERS, - FNORY,

15 - (CH2) pCSRb, -(CH2)p S(O - ( CH2) S@@ Rb, _

- (CH2) pS(0) 2Rb - (CH2) pS( O 2 b*z%'%a%( p&illy; -O-CH=CH- or
- (CH2) pC2Rb, - ( CH2) pCONRR ~(CH.§SHANREFSNRIBH or 2, and the terminal
- (CH2) pORb, - ( CH2) pSRb, -(CHZMJCRbgC]—D-Rd, - (CH2) p .
C=NORb, -O (CH2) O, - O (CHEYYIeRBloms andigraeponytoms are linked

-(CH2) n+2-, where nis 1 or t@dir@dﬂ?_aﬂ ehteng darbonCaty@en
atons and/or 20 carbon atons rg

I nked to directl
adj acent ring carB®n atoms, 'O ﬂa|k¥'%{9r%’d’PEa@OB§C’Iéﬁb3b’ -O-R",
C(ONRRd, CORb, or 25 A is opNRIRCERNEredr oup
-CR5=CR6R, where R, R are identical or different and
are independently of 56 and R one another hydrogen
atons, hal ogen atons, aryl® radi c@ & h98ro@En or a Ci-Ce-alkyl, C,-Ce-
unsubstituted or partly or conpletely” 30 fluorjnated
C1-CS al kyl group, or Ais an al kfKgMYlgr oupe-Cealkuyl.  Ca-Cio-
with the meaning stated above for cffeaidd Bd,5afyl or C,-Cs-
carbonyl or a CH2 group, 35 and their pharmaceutically
acceptabl e salts. 6 WD 2006/ 13648¢rfiberpalishants/ 006531

The conpounds accordi ng tFEah8RY NN tindtpeRferitfeof one another a
general formula | may, owng to the, presenc

e of
centres of asymmetry, exist as di f¥@PgaR. Ci-Ce-alkyl, Co-Ce-alkenyl,

stereoi soners. Both the racemat es c,anchikyngl, S€PaArGLeE,q-cycloalkyl,
stereoi somers belong to the subject matt

of e
present invention. .5 The present qﬁ'rgﬁé'ﬁm'orp(ﬂlé?h%rr a hydroxy
i ncl udes the novel conpounds as agtdupewhbBrifaceuti cal
i ngredients, the preparation thereof, their 4
t her apeuti c use and phar faceut i calS 8JYSHXY $8vRehGmiRFan only
conprise the novel substances. TheeCoHpeieges, aaT,oCHalRg, C,-Cs-
to the invention of the general fornmula (Ié gr ﬁ}heir
10 pharmaceutical |y acceptabl e saPtk€N¥an berfsaliypd  CoCoo-
produce a nedi canent, in particul ayclodiRfl bheCt-CeRamyEMdnd vice
and prophyl axi s of gynaecol ogi cal disorders such as
endonetriosis, |eionyomas of theVEESar
dysfunctional bleeding amt dysnengy rdiogairogdte C,-Ce-alkyl, C,-Cs-
conmpounds according to the inventjion na urther b
used for the treatment and pr ophyla!;\?f‘%" ot%{z-aa-aﬁ(ynyl, Co-Co-cyclo-
hor none- dependent tunours such as alkybér GX@3drd, addr
breast, prostate and endonetrial 15 carc“i@ong. TQS
conpounds according to tW®e i nvent °8% P8R WP IoE &P
formula (1) or their pharmaceutically acceptable
salts are suitable for use for female fertility
Yontrol or for female hornmone repl acenent therapy. 20
Rhe present i nyeatradical 3d-RIRMahkie rel ates to a

process for prepari the conpounds of . the ner al

Pormi a (1) i S0, | ¢ g ARBSTIEIR e ghecedTRY = hydrogen or a
sel ective addition reacti®rCdlkyl0r gapa0galkahyli C or  C,-Cg-alkyny!
conpounds such as |ithium al kynyl r nesi um . A~
hal oal kynyls onto a ket &P ?Q%'ﬁ.sugﬂﬁ‘étegggﬁgr 19, fipes, identically
directly or after carryi rgdifetertiyrgyverinmibhf i ci ations

to the

X is a cyano, halogen, hydroxy, nitro,
-C(O)R?®, CO,R®, -O-R®, -C(0O)-NR°R?,
-NR°R? with the meanings already
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conmpounds according to the invention of the general
formula (I). 25 4 R2 HR3-Li or R3-MgHal R1 /R2 qH H

wWR2006A3B61 O A RS BN O NThel , N OO ThePCT/EP2006/006531

conmpounds according to the invention are prepared by

sel ective addition of organonetallic conpounds onto

ket o am des whi ch have been. desghtivhedbéfore fokRITR &NdRY, and
30 the published specifications US 2002/ 0077356, US

6, 323, 199B1, WD 200375915 and WD 9854159. The

R ganonet al lid G ¢QaRgEAdstofifYa ifethdr oesaNBihgl lgrdup WMa partly or

al kynyl or magnesi um hal oal k nyg( conpounds. These are
generated f &P %Hémwt‘?‘g{iﬁ ALY rij)‘z'-appr opri ate

Rl kynes wi thy QLH}%% c%r'éﬂécéﬂcggadrr%bﬁﬂ@'bﬂ hﬁféﬁéé/%glgtgérgiﬁgﬁ@ ring which

correspondi ng _ ) PCT/ EP200¢
or ganonet al IMay enticaal) be-suhstitutrisonsaer mpredings by €ple-elkyl. C2-Ce-
in anal ogy tfigmGi Oc -Eggalljyyﬁa_cb',-@s%rf%r I,k%-‘bs%e:}‘ﬁﬁﬁoalkoxy,

is in this case disfinct i gher "by conpari son w

the anide darGorlkoxysEdCnblki, t e Crarkouy&ziGeatoxys olCH2)e-Cs-Cro-
that a sel ect)) dabhfyioRa4 Lievie uj I
A DRI AN, R AR, CHanos

choi ce of t reactio on
al kynyl or dFkleas-Gia@ntdCtl-p-hetarealuced as R3 can

al so be furt [bth e Re ' bt b
these nodi f-@’l)‘i%g X g:dtl-ﬁ%ggp Rio zk:gﬁtsﬁgws’k?&f?hzg%ﬁﬁ%s'a '
person, such{Gi)NR° IR N-(CHINBIS(OXR’, <GHNRIGINRR’,

al kyl ati on, _pslhagie g 3 ' d A e cpd

pr o%/ect ive g?%ﬂ%’g\m ?gcgﬁ’ a(g%gzﬁﬂe (?Wr%g?ﬂé% 'Qim-lef)pNR CSNR'R

sui tabl e t i MCHANRIBEOMNRIRS t-(3H:)NR"S(@RYBIR W s(CH2),COR®,
according to ' nki the 1 | b
o LSRN ) SIS, (01"

have strong antiagonistic or s I a

on
effects on t-@M@MRon@Hﬂﬂﬁzﬁg}b. -(thb?%%%vv(%Hz)pCONWRd,
strong di SSQECIEI@%JC%N%" ef f_@%?‘bdﬁb' r e_I(@];.p2 JOERY O L(E%)"g ESD(OH)-Rd'

strength of ndi ng tob't he esteroné receptor

to the gl ucot@mMdi-€oNOR eceRFHIMPer eQs(QthzbripHz-, -O-CH=CH- or
progester onQ(Cﬁgqgngreaﬂt@Qo&' $1ahdSheNeAfinal oxygen atoms and/or
m f epri stone (FfU’4 6) show, besides the desi reg hi gh

15 bi ndi ng &@fham atgms gre linked i difeatly @diasentringegarean atoms, or

i kewi se a high affinity for the glucocorticoid

receptor, the conpounds according to the invention are

Mot abl e for imayadigal -CORGIGIONRIR i €8Ra recept or

bi ndi ng with simultaneously a high progesterone

receptor affinity. 20 The substituents, defined as

Qroups, of the conpounds according to the invention of

the general fornmula | may in each case have the

fol |l owi ng neani ngs: Cl-C5-, Cl1-C6- and C, - CB-al kyl

Aroup means it anakengrgroupiGRIe8R Rhmeched or

unbranched alkyk radicals. Exanples thereof are a

met hyl , et hy®; Rn2pd Kpyl , are ssndpslior qif-f‘?’emzéncfl &tz independently of
tert-butyl, an n-pentyl, cheZarfbtirtHydlddenRtoms, halogen atoms, aryl
3-nmet hyl butyl, hexyl, heptyl or octyl roup.

Preferred in the meani ng "8#icas of ﬁ“t‘%?%b'%'ﬁ-ﬁﬁ‘gef PRy gF gompletely
the nethyl, ethyl, n-propbrifdted C: @ tatkyl gFuppornd an
n-pentyl group. Preferred in the neaning of R and R2 .
mre methyl as agtlkyhyl gréh Sdomtywitieenaedrimpstatedrabove for R’, and
nonl i near, branched or unbranched al kenyl radicals.

Exanpl es of the neaning of a C2-CB-al kenyl group in

g he cont ext 9hk chtfbn&WQﬂ@i—lg)Qroab,e the foll ow ng:

and their pharmaceutically acceptable salts.
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vinyl, allyl, 3-buten-1-yl or 2,3-dinethyl-2-propenyl.

If the aromatic system A is substituted by a
w@260683@bkenyl radical, it is preferably a vi npCT/§P0@E006531

35 Al kynyl neans linear or nonlinear, branched or

unbranched al kynyl radicals. A C2-CB- 8 WD 2006/ 136461

TrieTédndunas Geeddin taltké' nwlenmdbfcmb ge&etamif&mdm ay b@w.ng to the

for exanple an et opyn
m@mpngefare&ﬁf}gﬁ%n@wtgnst%%é%@r s)t,&gﬁlsgpg é%thot & racemates
dNdQRY B¥parbie@idreolESMBR KSorttodhRe sijediendiienbf BB @feseht invention.
C3-C, o-cycl oal kyl are cycl opropyl, cyclobutyl, 5

cycl opentyl and cycl ohexyl . Cyclopropyl cyclopentyl
'ﬁ'l%dpr@&éﬂtQH@h)ibn Qﬁr&eﬁrrﬁﬂtﬁfe@ftﬁe nobﬁt&*ﬁﬁbﬂﬁl}@%b lextivd phdrffaceutical

nmeani n nmeans o- o-

|ﬂgpgp5%yg]eoaqep?qatlom él’éﬁrggfl, @elrépgfﬂppggc Hee gnd pharmaceutical dosage
fomhEwaieH eb@phidy/ihediofelSbBantedly| . tetrahydrofuranyl,

pyranyl, piperazinyl, plperldlnyl pyrrolidinyl,

OX|ranyI oxet anyl , aZ|r|d|nyI dloxolanyl and 10

ﬂ’ie‘”&@ﬁﬁbbundsﬂ achbr%m%OWetﬁé' FPerntIdhe opQﬁétg%rﬂf fdrila (I) or their
heteroatomin relation to the point of |inkage can

Rl marRiEall| 2cpepiabie: $ilte CABE S5 1o RERdyos] BMERRAReES i partiutar

for tHebtrédtinexy bn&prdfﬁyl%kllscaf)gyﬁé@é&bgﬁ&afﬁ diSR kP S0ER Ié@@ﬁ*dometno&s
et hoxynet hox met hoxyet ho% 15 A radi cal

IPREVEBRE 6} thepteRcdySHASoNa) pies %Wworrhe%cw compounds
ScBRING tdthar |ﬁpéﬁti§6n mb Wr@@éyusé& for 'tﬁ@treaﬁﬁ!rit éhut &&Mhylams of

or n- pent 0X |rreth goropoxy or 3-nethy
haregpe- dr-mcé;ay ummw»}@;h rESXABRIR, éar@rqﬁ%fpéi’%t& ané@ndomef"a'
@ﬁé,ﬁ@hbe for a partly or conpletely fluorinated

C5-al kyl group are the perfl|uorinated alkyl groups ,
Hwoxﬁemperm%@&eo difgete rtBRcloveriag PErne nagngrel Yamgfa” (B or their

;SH%@mhééJtnl’:bl@réHE@bﬁﬂe Sits freLAABIL d6rofdehtot fehh AL Ferdiitg . control or for
fgartl fluorinated al kyl groups, for exanple the

mglehofmgne mcsm%rf@m yl or

5,5,5,4, 4, 3 3 hept af l uoropentyl group. 25 A hal ogen

at om | uor.i ne, chlori ne, bror? ne or io
St o

Theobres d'@)‘ﬁ"ﬁ%ﬂ aggitignally delatss tgaopFPRRsS raﬁeeﬁawglfcompou"ds of

thé"g@nerbf foRﬁulan e éuysﬂﬂubﬁw |Bﬁﬁtrdﬁubé‘d b%@elé‘ct%@@dmﬁn reaction of
chain a 3-7 np

Q{ggnqmetglﬂgl pompgmcﬁ suchpaénltﬂg;p%oqlkmyé)én meé)rgeélunﬁ-ﬁg%aliynyls onto a

Pﬂﬂfpomﬁs laadk &itrer Girebwpenitydr ca?r@ml'gl g faﬂttﬁbr modificiations to the
erred The nono- or  bi C%ﬁl i C ca[ ﬁ l c aromatic

"?Rj’”ﬂ ds aproEingniR thednwentien Pt the agnerat e once, is a
carbocyclic or heterocyclic aryl radical. In the
former case it is for exanple a phenyl or napht hyl
radi gap, prefer abR/ a phenytRe- |(a§|-|5|ad| c I2t Hs R*
B bifle tﬁ use_as\het erocyclic adu:.a
c™BE hptetocyflic 9 WD 2006/ 136 1 N

PCT/ EP2006/ 08284 _Padi cal , for exanple thgtfnenyl O
furyl, pyranyl, pyrrolyl, imdazolyl, pyrazolyl,

pyridyl, pyrazin' , pyrimdinyl, pyrlda2|nyl

t hi azol yl, oxazolyl, furazanyl, pyrrolinyl,

|n1dazoI|nyI pyrazolinyl, thiazolinyl, triazonI,

El)éfrkdsr @gﬁ:cﬁ@ih% t'onth%a[ﬁ/bﬁﬁﬂnaﬁr@l Irer{;a?@d Q)Z%élgétﬁle addition of

|soner ntothe pOSItIO S
¢reanrgroctatiesompouRBIsranimketp amidrs whisk have beenggeapcribegdifor gkample in

g ;0B %h%ﬂaédegméé{% E'USJEG@‘%/%WE U en@{s @P'Wbyioos?sms and

erenc or the' p
Wﬁhﬂ%ﬁ"é{)%ﬂ he qmr@nmalm comppwls may bterfer ezamplg.litjgm alkynyl or

rﬁﬁ@&%‘itﬁﬁ HX!galkgm cﬁmlp%rtu% f@@éfé Eré ggnegatee For3eldM @By reacting the

appropriate alkynes with butylhthlum or Grignard compounds. The corresponding

7
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5-im dazolyl, the pyrazinyl, the 2-, 4- or

5-pyrimdinyl or 3- or 4-pyridazinyl radical. 10 The
woeovbase4pl for a (CH2) p radi cal nay be a nunberPET/BP2006/006531

to 6, preferably 0 to 2. "Radical" nmeans according to

the invention all functional groups stated in

GF@AHVREEAING alkéinyh cOfbBfts 3;5nlensd e prRparadher %nhlbgy thereto. The

|
ERAMRY O kebagTod5e 9, 1S ctks Qislntly Bt i pabpon with the

driige E@r’bﬁhﬂfanﬂhﬂtmﬁd bRabbREINdAe, sothahabelectivietddwitidn is achieved on
tartrate, citrate,

cci nat nzoa
ufadle &Hﬁﬁﬁr?ééh%\&a&ﬁa“ ¥ cendtiorsn Aol e abany o dlkeny radicals
|ﬁt%dﬂc@a dARENEFh ﬁls&tUéq‘ﬁrthérhﬁ]bdlflg@ 8RR ReaétloRstdunapleetdr these
rg%ql met hods of racemate reso iar to

figaliang ére dhosenkeown e her ) pecsiin ySuh: 45, oxiigtions reduction

éﬁBEtltmR‘?latlbﬁ‘ &dllagiBRLSatalysddreasticha Anp Prii6diiRve Jr&shs present are
into the pure isonmers by chromatography on a support

eiatiratedpt 'ﬂ‘/\/ﬁ‘l"lﬂ'ﬂ"q imetself optically active (CH RALPAK
AD(r)). It is also possible to esterify the free

hydroxy group in a racemc conpound of the general

Ther man-steroidgl phmanuraq@t aqsarding tectheveveatior of thedgeneral formula | have

s?foggiﬂ X aci%%g%;kgrt %ﬁfﬁz bafig Qéd?ﬁgtﬁr SRICROBRth §§é:sﬁe3'oﬁ’é/ receptor.

ati on Or rormto rap
Theurshoysestrong dispraiationPf effeets 4n reiatmctn tb%zsé folﬂﬂ'E ﬁfebmdmg to the

ﬂe%és%l'l:"lé( réyé[:)fbr hA@ 'ff?fh% gluéocbﬁlcoBQé ré’a%fknﬁﬁn progesterone

I cal y active acli d for exanp C aci d
reaqrmma@agmsimwch &6 mlfgrpnsﬁ@net éﬁU c48§): isaow,staeﬂdfé; the desired high

ﬁm?%rre ySRSF't éegro?@Lt@L&eearﬂé’c%W lJﬁ‘éwfsgerae%gh Htfnity for the

accor tion:
g!mpn@emgcem; {he XO0BI0065 %00 diRg torhe e'meetm angghotable for a very

Ig\ﬂig’i%do‘&ogﬁ%mg'rgﬁéﬁgtorfglg%g,&éh Jsri/muslatén&ély aMigh flaro_gést(e?dhe receptor

o+ - 10 rac
aftrity. 14 + 15 - r° 16 rac rF, 17 + 18 19 rac | 20 +
[~ ~I
The substituents, defined as groups, of the compounds according to the invention of the

general formula | may in each case have the following meanings:

C4+-Cs-, C4-Ce- and C-Cg-alkyl group means linear or nonlinear, branched or
unbranched alkyl radicals. Examples thereof are a methyl, ethyl, n-propyl, isopropyl, n-,
iso-, tert-butyl, an n-pentyl, 2,2-dimethylpropyl, 3-methylbutyl, hexyl, heptyl or octyl
group.

Preferred in the meaning of R? in this connection are the methyl, ethyl, n-propyl or
n-butyl group and an n-pentyl group.

Preferred in the meaning of R' and R? are methyl or ethyl.

Alkenyl means linear or nonlinear, branched or unbranched alkenyl radicals. Examples
of the meaning of a C,-Cg-alkenyl group in the context of the invention are the following:
vinyl, allyl, 3-buten-1-yl or 2,3-dimethyl-2-propenyl. If the aromatic system A is
substituted by a C,-Cs-alkenyl radical, it is preferably a vinyl group.

Alkynyl means linear or nonlinear, branched or unbranched alkynyl! radicals. A C,-Cg-
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21 22 rac 23 + 24 - 25 rac 26 + 27 28 rac F, 29

+ 30 - 31 rac 32 + 33 - 34 rac 35+ 36 - 37 rac
wW3006/136381 40 rac N 41 42 - 43 rac 44 + 45 PCHBP08€006531

47 + NOS 48 11 WO 2006/ 136461 PCT/ EP2006/ 006531 49

rac OH 50 1+ 51 No. Racemic or R3 enantioner R3 OH

éil&n&lagé?ﬂa% E|3:~;'5ﬁ1tend’eg 9tB| béébé'bxéniﬁk*an ebhyn§b présyngl, Butyn§l, pentynyl,
rac +
hexynyl and octynyl group, preferably an ethynyl or propynyl group.

Examples which may be mentioned of C3;-Cyo-cycloalkyl are cyclopropyl, cyclobutyl,
cyclopentyl and cyclohexyl. Cyclopropyl, cyclopentyl and cyclohexyl are preferred.

Heterocycloalkyl in the meaning of R?, K and L means 3-8-membered heterocycloalkyl
radicals. Examples of heterocycloalkyl are morpholinyl, tetrahydrofuranyl, pyranyl,
piperazinyl, piperidinyl, pyrrolidinyl, oxiranyl, oxetanyl, aziridinyl, dioxolanyl and
dioxanyl. In this connection, the position of the heteroatom in relation to the point of
linkage can be any chemically possible position.

Possible examples of C;-Ce-alkoxyl-C,-Ce-alkoxy group are methoxymethoxy,
ethoxymethoxy or 2-methoxyethoxy.

A radical OR® in the context of the invention, is a hydroxy, methoxy, ethoxy, n-propoxy,
isopropoxy, n-, iso-, tert-butoxy or n-pentoxy, 2,2-dimethylpropoxy or 3-methylbutoxy
group. Hydroxy, methoxy and ethoxy are preferred.

Suitable for a partly or completely fluorinated C,-Cs-alkyl group are the perfluorinated
alkyl groups above. Of these, preference is given in particular to the trifluoromethyl or
pentafluoroethyl group and, partly fluorinated alkyl groups, for example the 5,5,5,4,4-
pentafluoropentyl or 5,5,5,4,4,3,3-heptafluoropentyl group.

A halogen atom may be a fluorine, chlorine, bromine or iodine atom. Fluorine, chlorine

or bromine is preferred here.

If R' and R? form together with the C atom of the chain a 3-7 membered ring, this is for
example a cyclopropyl, -butyl, -pentyl or -hexyl ring. The cyclopropyl and the cyclopentyl
ring are preferred.

The mono- or bicyclic carbocyclic aromatic ring A, which may be substituted more than
once, is a carbocyclic or heterocyclic aryl radical.

In the former case it is for example a phenyl or naphthyl radical, preferably a phenyl
radical.

It is possible to use as heterocyclic radical for example a monocyclic heterocyclic
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61 rac 62 +1 63 - -~~ 64 rac 65 + 66 - /' 67 rac
CF, 68 + 69 - 70rac 71 + 72 - -\ 73 rac 74 + 75 -

WO %o06/i84sCc 77 + 78 79 rac CF, 80 + 81 - ~~PCBEP208€006531

83 + 84 85 rac 86 + 87 - 88 rac 89 + 90 - 91 rac
92 + 93 - 949 rac 95 + 96 12 WO 2006/ 136461

rREICAIERGOSGKIE 304, thiSrylr feyl NBgraByl+ py@8lyl, l8@azelgl, IPyrakBil, pyridyl,
+ 102 103 .rac |1 . N - .

pyrazinyl, pyrimidinyl, pyridazinyl, thiazolyl, oxazolyl, furazanyl, pyrrolinyl, imidazolinyl,
pyrazolinyl, thiazolinyl, triazolyl, tetrazolyl radical, in particular all the possible isomers in

relation to the positions of the heteroatoms.

R® means in the case of an aryl radical an optionally substituted phenyl, 1- or 2-naphthyl
radical, with preference for the phenyl radical. Examples of a heteroaryl radical are the
2-, 3- or 4-pyridinyl, the 2- or 3-furyl, the 2- or 3-thienyl, the 2- or 3-pyrrolyl, the 2-, 4- or
5-imidazolyl, the pyrazinyl, the 2-, 4- or 5-pyrimidinyl or 3- or 4-pyridazinyl radical.

The number p for a (CHy), radical may be a number from 0 to 6, preferably 0 to 2.
“Radical* means according to the invention all functional groups stated in connection
with (CHy),.

In the case where the compounds of the general formula | (B = -CH,-) are in the form of
salts, this is possible for example in the form of the hydrochloride, sulphate, nitrate,
tartrate, citrate, fumarate, succinate or benzoate.

If the compounds according to the invention are in the form of racemic mixtures, they
can be fractionated by methods of racemate resolution familiar to the skilled person into
the pure optically active forms. For example, the racemic mixtures can be separated
into the pure isomers by chromatography on a support material which is itself optically
active (CHIRALPAK AD®). It is also possible to esterify the free hydroxy group in a
racemic compound of the general formula | with an optically active acid, and to separate
the resulting diastereoisomeric esters by fractional crystallization or chromatography
and to hydrolyse the separated esters in each case to the optically pure isomers. It is
possible to use as optically active acid for example mandelic acid, camphorsulphonic
acid or tartaric acid.

The compounds specified below, and the use thereof, are preferred according to the

invention:

10



104 + 105 No. Racemic or R3 enantiomer R3 OH 106 rac
107 - /-~ N 108 + N 109 rac o o 110 + O 111 112

WO 206A36461L13 + 114 - 115 rac 116 + 117 118 rBCT/ERD96/606531
120 - r' 121 rac cf. 122 + 123 - 124 rac 125 + 126
127 rac 128 + 129 - 130 rac 131 1 + -~ 132 133 rac
CF1134 + 135 - ~% 136 rac \N 137 + 138 - 139 rac

140 +.141 - ~ 142 rac 143 4+ 144 13 WD 2006/ 136461
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146 + - 147 148 rac 149 + ~- 150 151 rac 152 + ~/
\- NO 153 154 rac , 155 + i 156 - \ 157 rac u
waa®eAa3ed61 159 160 rac - 161 + 162 - 163 rac HGSHER2006/806531

165 166 rac ON 167 + . - 168 No. Racenm c or R3
enantioner R3 OH 169 rac 170 - /-~ N 171 + / N 172
g9aCc 0 0 1fge+ o 174 17b rac__ }76| + 177 - '~ 178
goac 179 + 80 - "~ I8T rac 1&2J+ IB3 - '' 184 rac
5485 + ,- Ck, 186 187 rafg-i- 1887 # '-- "
No. Racemic or R3
enantiomer R} o
52 rac ol
53 : el g
54 + s/ SN
55 rac _ 0 o
56 + =Z F
57 . o
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61 rac /@
+
& : ~
64 rac
65 + O
66 : ~Z
67 rac cF,
+
c8 : ey
70 rac |
71 + ~
72 - /4/©/ B
73 rac o
74 +
75 - //©J<_
76 rac
77 + //éz
78 - et
79 rac I
80 + /©
81 - ~Z
82 rac \’
83 +
7 : s
85 rac
86 + /5
87 - S
88 rac o
89 + _
90 - -
91 rac 2"
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94 rac
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189 190 rac O 191 + 192 14 WD 2006/ 136461
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No. Racemic or R3 R3 off enantioner 232 rac H CF3
233 - %" 'N 234 + oo 235 rac o 236 + 237 - / 238

w0 2623868 " 240 - / 15 WO 2006/ 136461 PCT/EP2006/006531
PCT/ EP2006/ 006531 241 rac 242 + - 243 244 rac 245 +
246 - -~ 247 rac 248 + ||I''F 249 - "~ 250 rac 251
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280 rac

281 + '/j‘rgn

282 - S

283 rac o5,

284 + =

285 - o

286 rac

287 + é;I:)

288 - -

289 rac

290 + ézif

201 - -




354 355 rac OH 356 + 357 -
R3 358 rac OH 359 -

enanti oner
wW@aenzx@dcn o

rac

U,

368 + 369 -
374 + 375 -

362 + o 363

f

364 rac

370 rac 371 + 372 -
376 rac 377 +

H®PL - 387 raq

rac 383 F 384

- 385 rac

No. Racem c or
// H 360 + f | |

365 +

378 379 rac

386 +

R3

N
36PCFEBRE6/006531
' 373 rac

380 +

387 18 WO

54306/ 136461 |

17 EPZ006/7 00

)b%}

+ SY5 - sY4

FL rac 392

8 rtac V 389 +

No.

Racemic or
enantiomer

R3

295

rac

296

297

298

299

300

301

302

N\

303

\

I

304

305

306

\

\

307

308

309

\

Y

310

311

312

\

313

314

315

\

316

317

317

\

319

320

321

\

o i~ R

322

323

324

\

325

.~
AN

326

327

\

\:\

328

329

330

\
A\

331

332

333

\

N\ \\<\

|

334

335

336

\

337

338

339

\

17

% f it?
A\ F

390 -

OH

pan



395 + 396 397 rac N 398 + 399 - ~' 400 rac 401 +

402 403 rac No, 404 + 405 - 406 rac 407 + 408 409
WO 2006/Th6461 410 + 411 - -'' 412 rac 413 + | ol HBEJAHEPWLG006531

rac 416 + 417 - -' 418 rac OH 419 + 420 No.

Racemc or R3 enantiomer 421 rac R 422 - OH 423 +

340 424 rac " @ 425 + o0 o] 426 - 0 |427 rac 428 + "
90 - '~ 430%rac 431 + 432 - “* 433 rac 434 + |
v - T~ a3k >
343 rac
344 +
345 - 7
346 rac o,
347 + =
348 - -
349 rac
350 + é;ij
351 - -
352 rac
353 + ’,¢?i<
354 -
355 rac on
356 + ‘/é/(:r ]
357 -
No. Racemic or R3
enantiomer R} oH
358 rac
359 - //\/‘ H
360 + d SN
361 rac _ o o
362 + = o)
363 n “
364 rac Y
365 + =
366 5 “
367 rac
368 + 471:)
369 - -~
370 rac
371 + //l:j/
372 . 7
373 rac cr,
374 + _r
375 - -~
376 rac |
377 + N~
378 - /e?L:j, B
379 rac o
380 +
381 - ./4/(:r<__
382 rac
383 + /é
384 - —=
385 rac F
386 + //Ifj
387 - SZ




WD 2006/ 136461 PCT/ EP2006/ 006531 436 rac CF, 437 +

438 - 439 rac 440 + 441 - ° 442 rac 443 + 444 -
wWald®ensxadel1 446 + 447 - 448 rac 449 + 450 - 4BAT/ER2906/006531

452 + 453 - 454 rac 455 + 456 - ' 457 rac 458 +

459 - 460 rac 461 + 462 - 463 rac 464 + 465 - 466

Jemc 467 + NOJra68 469 ra¢ 470 ¢ 4y1 - = 472 rac F,

33 + 474 - 45 rac 476 + 477 C 478 rac 479 +

390 - el

391 rac o

392 +

393 - S

394 rac

395 + o~

396 - /4/@ |

397 rac -

398 + Peg

399 - ~

400 rac

401 + _

402 - —

403 rac /@m’

404 +

405 - e

406 rac

407 +

408 - ~Z

409 rac o,

410 + _

411 - —

412 rac

413 + [: )

414 - 7

415 rac

416 +

417 - - %

418 rac or

419 + //@

420 -

No. Racemic or R3

enantiomer

421 rac RS

422 ) ///\ﬁ OH

423 + s H

424 rac N <N

425 + /¢/ 0 o

426 - 5

427 rac ,

428 + =

429 : ~

430 rac

431 + /©

432 : ~7

433 rac

434 + _r

435 - —=




480 481 rac H 482 + 483 20 WO 2006/ 136461

PCT/ EP2006/ 006531 No. Racem c or R3 enantioner R3 OH
wadonaae85 H 486 + N N 487 rac o o 488 FPOI/EBB96/006531

f 490 rac 491 + 492 - '~ 493 rac 494 + | 495 496

rac 497 + 498 - .~ 499 rac 500 + 501 - 502 rac 503

436 504 505 1ae 506 + 507 - 508 _rac 509 +. 510 511
iFC CF> 512+ 513 514 rac_/5@’+ 516 517 rac 518
HPHII 520 rac ~Z

439 rac |
440 + N
441 - ¢/©/ B
442 rac o
443 +

444 - S |
445 rac

446 + /é
447 - —=

448 rac s
449 +

450 - A7 ]
451 rac \’
452 +

453 - ,4/6 ]
454 rac

455 + _

456 - -

457 rac /@/e
458 + -
459 : —Z

460 rac 2"
461 + /Q/
462 - -

463 rac

464 + /@*
465 - ~Z |
466 rac

467 + "
468 - //U
469 rac

470 +
471 - S

472 rac o,

473 + P

474 - ~

475 rac

476 ¥ _0
477 - ~=

478 rac

479 + /%
480 -

481 rac o
482 + /4/@
483 -




521 + 522 523 rac N 524 + 525 - ''" 526 rac 527 +

528 529 rac NO 530 + 531 - 532 rac 533 + 534 21
wOD0aANB61136461 PCT/ EP2006/ 006531 535 rac 536PGT/EP2088006531

538 rac 539 + 540 - 541 rac 542 + 543 - | 544 rac

OM 545 + 546 No. Racemic or R3 enantionmer R3 OH 547

N&@C 548 - /7 |Rhceméi@or ' CFIRAN N b5 rac o o 551 + o.
552 - f 553 f@fantiomér + 5%5 - 556 rac 557 4 5531-
4889 rac 560 561 <
485 : el i H
486 + / \r;]
487 rac Y o
488 + = F
489 - ~=

490 rac

491 + éz’”

492 . “

493 rac

494 + %VL:)

495 - ~

496 rac

497 n //Q/

498 - —= ]

499 rac o,

500 +

501 - ~Z |

502 rac !

503 + -

504 - //@

505 rac 4

506 + o

507 - -~

508 rac

509 + //(5

510 - P ]

511 rac e,

512 + /@,

513 - /é ]

514 rac v

515 +

516 5 //Cﬁ

517 rac g

518 + _

519 - ~

520 rac .

521 + h

522 - //U

523 rac 2

524 + /Q/

525 - -

526 rac

527 + /@k

528 - ~Z

529 rac o,

530 ¥ _r

531 - -

532 rac

533 + . g

534 = /4

21



562 rac CF,
rac 569 +

570 -

563 + 564 565 rac
571 rac

W3 2006636461/7 rac N 578 + '
22 WD 2006/ 136461 PCT/ EP2006/ 006531

585 -

586 rac

587 +

588

g3%C NO,

593

rAco94 -

595 |

E4g9 + 600 -

[

+ 001 rac 60]

537

538

rac

539

540

541

542

543

544

545

546

572 +
579 580

- 589 rac
ac 596 +
+ 4

Q

&

566 + |
573 574 rac F,

No.

Racemic or
enantiomer

547

rac

548.

549

.

N

550

551

552

\
\\

553

554

5585

X

\
\

556

557

558

\,

\

559

560

561

Y

\

562

563

564

\

565

566

567

I~ 2

\

568

569

570

\\<\

\

571

572

573

\

574

575

576

§

\
A\

|

o577

578

579

e
AN

\

580

581

582

b

\

N 567 568
575
rac 581 +PCI/EBRB6/006531
583 rac 584 +

590 + 591 592

597 598 rac CF,
604 rac

R3 OH

H

CF, N



605 + 606 - -~ 607 rac O 608 + 609 No. Raceni c or
R3 enantioner 610 rac R3 OH 611 - ~~ H 612 + N
WO 1IBnax@6b6l14 + F o o 615 - CF3 0 616 rac 617PGT/6RB06/006531
/ 619 rac 620 + 621 622 rac 623 + 624 625 rac CF
626 + 627 628 rac 629 + 630 23 WD 2006/ 136461

5831/ EP2006/ 0Qgp31 631 ra¢ 632 + 6B3 - 634 rac 635 +
8826 - 637 rat+ 638 * ©639|- 640yfac| 641 + 642 - 643
dgaC 644 + G45 - ~Z
586 rac A
587 + Peg
588 - ~
589 rac
590 + //(:fk
591 - ~Z |
592 rac no,
593 + /@
594 - -
595 rac
596 +
597 - ~Z
598 rac .
599 + ’
600 - 2
601 rac
602 + 1:)
603 - P
604 rac
605 + _k
606 R —
607 rac on
608 ¥ b
609 - -
No. Racemic or R3
enantiomer ,
610 rac R OH
611 - //\/—
612 + N y
613 rac d 5
614 + = .
615 - -~ CF, 0
616 rac
617 + ="
618 N =
619 rac
620 + _Q
621 - ~Z B
622 rac
623 + O
624 - 7 |
625 rac » o,
626 +
627 - /7/@ |
628 rac |
629 + -
630 - //Q

23



646 rac 647 + Al 648 649 rac N 650 + 651 - 652 rac

653 + 654 - 655 rac 656 + NO 657 658 rac 659 +
WOBM6A3A6IL rac 662 + CFA 663 664 rac 665 + PGHBBP2006/006531

667 rac 668 + ri 669 670 rac OH 671 + 672 No.

Racem c or R3 enantiomer R3 673 rac off 674 - /|~ F H

g8 + T NN [@gf6 rac o o [6/7/7 + 3]0 678 24 WO
83206/ 136461 BT/ EPZ006/ 00 b531 ac 680 + 681 -
@382 Tac  ©683|F 684 685 rac~686 +
634 rac
635 + /(Jj,
636 - SZ
637 rac &
638 + _
639 - —
640 rac \
641 + @
642 - S ]
643 rac
644 + /5
645 - 7
646 rac
647 + °~
648 - ‘ //@ |
649 rac : 2
650 + _
651 : -//O/
652 rac
653 + /@k
654 - /4 _
655 rac
656 +
657 = //Q/
658 rac
659 +
660 - ~
661 rac o,
662 +
663 - ~Z
664 rac
665 + //\Q
666 -
667 rac
668 + /%
669 -
670 rac o
671 - //@
672 -
No. Racemic or R3
enantiomer R} o
673 rac
674 - //\ﬁ ] H
675 + =N
676 rac 0 0
677 + / CF, 0
678 : “




687 688 rac CF, 689 + 690 - 691 rac 692 + 693 - \

694 rac 695 + 696 - 697 rac 698 + 699 - ° 700 rac
waeed3ede1 702 703 rac N 704 + 705 - 706 rac PGDEP06/006531

708 - ' 709 rac oll 710 + 711 712 rac " 713 + 714

- 715 rac 716 + 717 718 rac NO, 719 + 720 - 721

g7@c (22 + [Rdc- ., _O0 [/Z24 rag , 125 + 726 - 727

geaC /28 * 9 25 WO 20 )6/,‘[,%61 PCT/ EP2006/ 006531

681 - ‘

682 ‘ rac

683 + _O

684 - —Z N

685 rac

686 + /Q/

687 - ~Z N

688 rac -

689 +

690 - 7

691 rac |

692 + =

693 - /4/@ |

694 rac o

695 + Pep!

696 - —Z

697 rac

698 ¥ /@

699 - = ]

700 rac i

701 +

702 - ~Z

703 rac N

704 +

705 - //©

706 rac

707 + /5

708 - ~Z

709 rac ,

710 + >

711 - /4/@

712 rac 2

713 + Peg

714 - ~

715 rac

716 + /@X

717 - _F B

718 rac ne,

719 + /@

720 - -

721 rac

722 +

723 - _z

724 rac o,

725 + _

726 - ~=

727 rac

728 + )

729 - A7

25



730 rac 731 +

R3 enanti oner
w(@ 2®6na@6b 0
rac 746 +
+ CF 753 - '

747 -

732 -

R3 off
740 + o
748

733 rac

736
741
rac

754 rac i

7300 - 760 rad

rac761 +

762

TRC ° /67 +

¥68 /69

rac

732

733

rac

734

4+

735

rac 737 -
742 rac

749 + 750 - f

755 + 756
763 rac

izggi<77.

OH

,

734 735 No. Racem c or

/~oH 738 +/ N

743 + 74BCEFEF286/006531
751 rac 752

757 rac 758 +

764 + 765 766

l 772 rac A

No.

Racemic or
enantiomer

A
w

736

rac

737

738

:

\

739

740

741

\
\\

742

743

744

\
\\

745

746

747

\

\

748

749

750

X

\

751

752

753

\

754

755

756

\>;>\>;>
I~ R

\

757

758

759

\

760

761

762

\

763

764

765

e O \>{
| .

\

766

767

768

e
AN

.

\

769

770

771

o

\
\

772

773

774

\>;>
/O

\

775

776

777

z

§
Y

\



773 + 774 - 775 rac 776 + 777 26 WD 2006/ 136461

PCT/ EP2006/ 006531 778 rac 779 + 780 - 781 rac 782 +
WOED06/1¥881 784 rac 785 + 786 787 rac CF. T8BI/EP2088006531

- 790 rac 791 + 792 - 793 rac 794 + 795 - -~ 796

rac O 797 + 798 - r~ No. Racemc or R3 3 enantiomer

7280H 799 raGacO 800 N N 801 + /[~ \'\ £ 1/ O/ O

92 rac cl 803 + / O 804 Lg%i:géé rac 806 + 807 -

s rac 809+ 810 - G111 12 #

781 rac -

782 + '

783 - //@

784 rac

785 + //QDJ‘n

786 - S

787 rac or,

788 + =

789 - ol

790 rac

791 + é;ij

792 - -

793 rac

794 s _k

795 - —=

796 rac o

797 + P

798 - //U

No. Racemic or R3 s
enantiomer

799 rac

800 - SN

801 + d

802 rac

803 + o

804 -

805 rac M

806 * _Z

807 -

808 rac

809 + /@

810 - P |

811 rac

812 + 4yi:j/

813 3 ~

814 rac cF,

815 + égJ::r

816 - -

817 rac |

818 + "~

819 - /271:7’ n

820 rac 2

821 ¥ /©/<

822 - -

823 rac

824 + //(5

825 - ~Z




813 -

rac N,

814 rac CF,
819 820 rac
wQomeNikaeu61 PCT/ EP2006/ 006531 826 rac 827 + PGRBP208@&6531

830 + 831 -
+ 837 838 rac N 839 + 840 -

815 + 816 -

821 + 822 -

823 rac

832 rac

833 +

841 rac 842 +

ZTrac 845 Fabl,

846

34

Lrr

T+

852

+ 353 rac

tofeY

828

829

rac

830

831

832

833

834

835

836

837

\

3=
+
g—ﬂ
1

\
N\

\

\

ac ¢« 84

v
N

e o

|

o
/

849 -

838

839

840

\

\>Q :
A

841

842

843

\

y

844

845

846

\

847

848

849

\

850

851

852

\

853

854

855

\

856

857

858

859

860

861

\

\ \
B & b
) 3

\

\>§>

\ﬁv

No.

Racemic or
enantiomer

A
w

862

rac

863

864

\

N

3

865

866

867

\

\\

868

869

870

\

I

\\

871

872

873

\

,

817 rac 818 + N
824 +

825 27 WO
835 rac 836
843 -
850 rac
R\ OH
H
N
SN
(¢] o]



856 rac 857 + 858 - -~ 859 rac ON 860 + /.S 861 - f

No. Racemic or R3 enantioner R3 OH 862 rac 863 - H
w@eeboa3dscl N N 865 rac 866 + /|~ F O 867 SBSI/ER206/006531

869 + H 870 871 rac 872 + 873 - f~ 28 WO

2006/ 136461 PCT/ EP2006/ 006531 874 rac 875 + 876 - -~'

gy47 rac CF, [@é8 + 879 - 880 _rac}881 + " 882 883
g7aC 8384 + 5 - 886 rac 8838 - 889 rac 890 +
895 rac

g/l - 892 rac. 893 + 894 |.-

877 rac

878 +

879 : _ ~Z

880 rac |
881 + N~
882 - //Q/ |
883 rac o
884 +

885 - //©J< |
886 rac

887 + //é
888 - —

889 rac i
890 +

891 - A7

892 rac N

893 +

894 - 4/©
895 rac

896 + /5
897 Z

898 rac

899 + O
900 - -

901 rac o
902 +

903 - //Q/
904 rac

905 ¥ /@/k
906 - = ]
907 rac o,
908 +

909 - //U
910 rac

911 +
912 - —

913 rac -

914 +

915 - 7

916 rac

917 + //\Q
918 -

919 rac

920 * _k
921 - —7

922 rac o

923 ¥ _

924 - -~




896 + 897 - 898 rac 899 + 900 - 901 rac 902 + 903

- 904 rac 905 + 906 - 907 rac NGO 908 + \ 909 - 910
WO 206/1%ld1 + 912 913 rac ~F 914 + 915 - 916 PGEDEPALF006531
+ 918 - 919 rac 920 + 921 - -~ 922 rac OH 923 +

924 29 WD 2006/ 136461 PCT/ EP2006/ 006531 No. Racem c

or R3 RCH enantionmer 0 H925 rac NN 926 - /~ o0 0
927 4+ 028 rac F O 929 4+ O30 - 9031 rac 932 903;*3 -

NB4 rac 935 |Racemicor R3
enantiomer ~o 9y

925 rac N N

926 - ///\ﬁ 5 )

927 + e

928 rac _

929 + =

930 - o

931 rac y

932 + /¢/

933 -

934 rac

935 + /@

936 - = ]

937 rac

938 + /U

939 ; —Z

940 rac cF,

941 +

942 n //@

943 rac |

944 + ~

945 - ,4/©/N |

946 rac o

947 +

948 - /4/©/< N

949 rac

950 + //@

951 - —

952 rac f

953 +

954 - 7

955 rac \/

956 +

957 - /7/© ]

958 rac /5

959 + P

960 -

961 rac o

962 ¥ _r

963 - -

964 rac o

965 + g

966 - e

967 rac

968 + /QX

969 - = N

970 rac /@/@

971 +

972 - ~=

30



936 937 rac 938 + 939 - -~ 940 rac CF, 941 + 942 -
r 943 rac 944 + 945 - \ 946 rac 947 + 948 - 949
WO 26/198601 + 951 - 952 rac 953 + 954 955 r aPCWEPAB&006531
+ 957 - 958 rac 959 + 960 - 961 rac 962 + 963 -
964 rac 965 + 966 - 967 rac 968 + 969 - 970 rac

gMO 971 + f/ |k, 972 30 WO 208¢/ 136461
d74T17 EP20067 006531 973 ra¢ |, 975 976 rac CF
975 - -
976 rac .
977 +
978 - A2
979 rac
980 + /2;]:)
981 -
982 rac
983 ¥ _k
084 . -~
985 rac on
986 * //@
987 -
No. Racemic or R3 s
enantiomer R OH
088 rac Br
H
989 - ///f N N
990 + s o o
991 rac _
992 |+ = F
993 n “
994 rac "
995 + _Z
996 -
997 rac
998 + /@
999 - & |
1000 rac
1001 + ///[::r/
1002 - 7
1003 rac e,
1004 ¥ /@f
1005 - -
1006 rac |
1007 + N~
1008 - ’/é?J::f B
1009 rac o
1010 +
1011 - ,/éyl::TJ<__
1012 rac
1013 + //Cj
1014 - —
1015 rac &
1016 + //Lij
1017 - A
1018 rac \
1019 +
1020 - /4/(5

31



977 + 978 - 979 rac 980 + 981 - 982 rac 983 + 984 -

~~ 985 rac OH 986 + 987 No. Racemic or R3 3
wep@atidaner mOH 988 rac Br H 989 N N 990 +POPLP08€006531

992 + f/ F o 993 994 rac 995 + 996 - 997 rac 998

+ 999 - 1000 rac 1001 + 1002 - -~" 1003 rac 1004 +
19245 - 1006 f@e 1007 + 1008 09]rac o 1010 + 1011
1023012 Tac PI3 + 1I1T0T14 |1015.kac CF, 1016 + 1017 -
19288 Tac N _z
1024 rac o
1025 ¥ L
1026 - o
1027 . rac o
1028 ¥ Jeg
1029 - ~
1030 rac
1031 n /@/k
1032 - = ]
1033 rac vo,
1034 n _r
1035 - ~=
1036 rac
1037 +
1038 - ~
1039 rac o,
1040 + _
1041 - —=
1042 rac
1043 + /4/\':)
1044 -
1045 rac
1046 + %
1047 - -
1048 rac on
1049 v O
1050 - -
No. Racemic or R3
enantiomer R
1051 rac OH
1052 - //\/— H
1053 + // N
1054 rac _ oF o]
1055 + =Z 3
1056 . - ©
1057 rac Y
1058 + /é/
1059 -
1060 rac
1061 + /@
1062 - & a
1063 rac
1064 + /©/
1065 5 7
1066 rac cF,
1067 + /@f
1068 - -

32



1019 + 1020 31 WD 2006/ 136461 PCT/ EP2006/ 006531
1021 rac 1022 + 1023 - 1024 rac 1025 + 1026 1027.

WO a006MB644028 + | 1029 1030 rac 1031 + 1032PCT/EPBB6/006531
rac No 1034 + f/ \ , 1035 1036 rac 1037 + 1038 -
1039 rac 1040 + 1041 - 1042 rac 1043 + 1044 - 1045

1089 1046 + 1@47 - "~ 1048 rac o" ]1049 + 1050 No. .
€m C or R3y enanti1 oner é;%f%ﬂ\rac OH 1052 - /~ H

16733 ¥ .~ NN 1054 rac CrF|o. 055+ 3 0 1056 1057

fo¥e 1US8 + rac o |

1073 +

1074 - ’/471:7)<__

1075 rac

1076 + /(b

1077 - —

1078 rac f

1079 +

1080 - ~Z

1081 rac \

1082 +

1083 - ,z?ljj___

1084 rac o

1085 +

1086 - P

1087 rac o

1088 ¥ O

1089 - -

1090 rac o

1091 ¥ yeg

1092 - —

1093 rac

1094 + //QK

1095 - —

1096 rac o,

1097 +

1098 - //@

1099 rac

1100 +

1101 - =

1102 rac o,

1103 +

1104 - —Z

1105 rac

1106 + ’/é;I:j

1107 -

1108 rac

1109 + //'<

1110 -

1111 rac on

1112 ¥ _r

1113 - —

33



1059 - 1060 rac 1061 + 1062 - r 1063 rac 1064 + 1065

- -~'" 1066 rac 1067 + 1068 32 WD 2006/ 136461
WOEADLERAGD6/ 006531 1069 rac 1070 + N 1071 1PTREPRO6/@6531

1073 + ' 1074 1075 rac 1076 + 1077 - 1078 rac

1079 + 1080 1081 rac N 1082 + 1083 - 1084 rac 1085

No. 1086 - 108Radensic 0088 {R3 1089 1090 rac N 1091
1092 - 1093 l&antid®8d + 1095 - 1096 rac No,Ra 1097 +
#9498 - 1099 n@e 1100 + OH
1115 - //\/' oF, "
1116 ¥ /7 N W
1117 rac o) S
1118 + | _Zz [ I
1119 -

1120 rac "

1121 + ‘/,22’

1122 -

1123 rac ///[:)

1124 + =

1125 ; —

1126 rac

1127 + /©/

1128 : 7

1129 rac CF,

1130 + /U

1131 - -~

1132 rac \

1133 + b

1134 - ~

1135 rac o

1136 +

1137 - /4/©/<_

1138 rac

1139 + //©

1140 - —

1141 rac i

1142 + /©

1143 - ~Z

1144 rac \

1145 +

1146 - //é_

1147 rac 0

1148 +

1149 - ~Z

1150 rac o

1151 ¥ O

1152 - -

1153 rac o

1154 + g

1155 - —

1156 rac

1157 n /@/k

1158 - = |

1159 rac //I:)/m’

1160 +

1161 - —Z

1162 rac

1163 +

1164 - =




1101 1102 rac CF, 1103 + 1104 - 1105 rac 1106 +

1107 - 1108 rac 1109 + ri 1110 1111 rac OH 1112 +
wa1m8/136461 33 WO 2006/ 136461 PCT/ EP2006/ 00653 1PCTMBP2006/006531

Racem c or R3 enantiomer R3 1114 rac o" 1115 - / cF,

H 1116 + " "

1117 rac o

o 1118 +

fAEET + T/ H

heZ IIZ3 1ac

1124 + 1

a7 F 1128 -

+ TI29 T4

c CE3™N11

TRy 1133+

1134 1155 14

RC 36

f4bg9 F 1140

ract14l rac Uk
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-11%i§:5
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1170
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1171

1172

1173

1174

1175

1176

1119 -
125 - '~
B0 + 113

No.
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1178
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N\
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\
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2
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1212

\
A\
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1120 rac
1126 rac

1 - 1132

1138 rac



1143 1144 rac V 1145 + 1146 - ~ 1147 racy 1148 +

1149 - 1150 rac 1151 + 1152 1153 rac N 1154 + 1155
WO 208584pBC 1157 + 1158 - ° 1159 rac NO 116BCHERDEA/006531

- 1162 rac 1163 + 1164 34 WD 2006/ 136461

PCT/ EP2006/ 006531 1165 rac CF, 1166 + 1167 - 1168

1@ 1169 + |/kt/0 - 1171 fac 1172 +|ri 1173 1174 rac
W45 + 1176 4+ No. Racemj|c 9 enantioner R3 1177
1a6 o 1178]- 7 cF3 H 1179 + !~ N[N 1180 rac o o
81 + 1182 Hia¢ N
1217 +
1218 - //Q/
1219 rac
1220 n /QX
1221 - = n
1222 rac /@/@
1223 +
1224 - -~
1225 rac
1226 +
1227 - -~
1228 rac o,
1229 +
1230 - ' SZ
1231 rac
1232 + //\Q
1233 -
1234 rac
1235 + /%
1236 -
1237 rac oH
1238 + //U
1239 -
No. Racemic or R3
enantiomer R
1240 rac OH
1241 - //\/- CF, H
1242 + // N N
1243 rac _ . o)
1244 + =
1245 ; “ °
1246 rac y
1247 + =
1248 5 “
1249 rac
1250 + /@
1251 - P |
1252 rac
1253 + /©/
1254 ; ~Z
1255 rac cr,
1256 + _Or
1257 - -~
1258 rac |
1259 + N~
1260 - /¢/©/




1183 rac
rac 1190 +

WO 20611361 + "

rac 1202 +

N~ 1208 + 1209 -

1184 +

1197 -
1203 -
~%

1185 -
1191 1192 rac CF,

~I
1204 rac

1186 rac

28967 136461

'EP2006/ 00

{6836 rac N

17 + -

121

po31 1213
3 a

12725 + -

1274

4

/-/

{6832 Tac NO
1264

rac

1265

1266

1187 +
1193 + 1194 -
1198 rac 1199 +
1205 +
1210 rac 1211 1 +

C
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1268

bl b

1269

\

1270

-~
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1271
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o
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\
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\
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1307

+

\
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1308

1188 -

rac 1214 + -
1220 + -

1195
120RCF/ERDOZ006531
1206 1207 rac

1212 35 WO

1221



1225 rac 1226 + 1227 1228 rac CF, 1229 + - 1230

1231 rac 1232 + - 1233 1234 rac 1235 + ri 1236
wa2®é/18@61 - ON 1238 + 1239 No. Racem ¢ or R3PCT/EP2006/006531

enantionmer R3 1240 rac OH 1241 1 - / cF, H 1242 + N

N 1243 rac o o 1244 + F /|~ o 1245 1246 rac 1247 +

13001248 124%gcac 1250 +[I251 - ~~] 1252 rac 1253 +
iBAp4 1255 rag CF3 1256 + - 1257 1 r 1258 rac -
1439 ¥ 7= - W 1260 - 36 WO 2006/ 136461
A4 EPZ006/ 0QQe31 1261 rac 1262 F 1263 1264 rac
1313 + _

1314 - —Z B
1315 rac

1316 + /U
1317 : 7

1318 rac cr,
1319 + _r
1320 - ~

1321 rac |
1322 + N~
1323 - /4/©/ B
1324 rac o
1325 +

1326 - //©J<_
1327 rac

1328 + //é
1329 - —

1330 rac i
1331 +

1332 - ~Z

1333 rac \
1334 +

1335 - /4/©__
1336 rac

1337 + /5
1338 - ~F

1339 rac o
1340 ¥ L
1341 - -

1342 rac o
1343 +

1344 - //Q/
1345 rac

1346 + /@X
1347 - =z ]
1348 rac o,
1349 +

1350 - //@
1351 rac

1352 +
1353 - ~

1354 rac e,

1355 + _

1356 - ~=

1357 rac

1358 + //\Q
1359 -




1265 + 1266 1267 rac CF 1268 + 1269 - 1270 rac

1271 + 1272 - 1273 rac 1274 + 1275 - 1276 rac 1277
WG28/i%461 ' ~ 1279 rac 1280 + 1281 1282 rac PARBB2066/006531

1284 1285 rac NO 1286 + 1287 - 1288 rac 1289 + 1290

1291 rac CF 1292 + i 1293 1294 rac 1295 + 1296 -

18887 rac 1288c+ 1299 - 1300 rac (301 + 1302 No.
1¥ggem C or Rpr enant i omer rec o" 1304 - [/ cl
13621305 + O=[[N Trv 1306 TAc“0 O
1362 rac on
1364 ¥ O
1365 - -
No. Racemic or R3
enantiomer
1366 rac
1367 - ///\/_
1368 + y’d N
1369 rac _ o
1370 + =Z
1371 : < ©
1372 rac y
1373 + /4/
1374 -
1375 rac
1376 + /@
1377 - = a
1378 rac
1379 + /U
1380 n ~Z
1381 rac cr,
1382 ¥ /@
1383 - -
1384 rac |
1385 + ~
1386 - /4/©/N |
1387 rac o
1388 +
1389 - //©/< ]
1390 rac
1391 + //(ﬁ
1392 - ~
1393 rac o
1394 + /©
1395 - ~Z
1396 rac \’
1397 +
1398 - //© ]
1399 rac o
1400 +
1401 - Z
1402 rac o
1403 ¥ _r
1404 - -
1405 rac o
1406 +
1407 - -//Q/

39



1307 + ce F O 1308 37 WD 2006/ 136461
PCT/ EP2006/ 006531 1309 rac 1310 +

WA 3W8/136461.314
1319 + 1320 -
+ 1326 - 1%

1315 rac
1321 rac

1311 -

1316 + 1317 - '
1322 + 1323 - °
1327 rac 1328 +

7408332 1333

fagC "/

1334

4588 = z 137

rac 1340 +

1384 - 1345 T

ac 1346 +

+ 1335 -

1411

rac

1412

1413

1414

1415

1416

1417

1418

1419

1420

1421

1422

1423

1424

1425

1426

1427

1428

B42 rac
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enantiomer
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1433
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1436

1437

1438

1439

1440

1441

1442

1443

1444

1445

1446

1447

1448

1449

1450

1451

1452

1453

1454

1455

40

B rac NO

1312 rac

13 1BCT/BR200H®6531
1324 rac 1325
1329 1330 rac F,
336 rac

1331
1337 +

1343 +



1349 + 1350 - 1351 rac 1352 + 1353 1354 rac ~F

1355 + 1356 - 1357 rac 1358 + fi v 1359 38 WO
wWQRoM6M11361U61 PCT/ EP2006/ 006531 1360 rac 1361 RCT/EP2006/006531

1362 1362 rac OH 1364 + ~I 1365 No. Racenm c or R3

enantioner R3 1366 rac off 1367 - /~ F3 H 1368 + ./

MsBl 1369 racjmgco 1370 + 137% 1B72 rac 1373 +
W874 - 1375 tac 1376 + 377 3378 rac 1379 + 1380
4381 rac CF, |- 1382 + 1383]- rac 1385 + 1386 -
1460 +
1461 - . /4/© ]
1462 rac
1463 + /5
1464 - ~F
1465 rac o
1466 ¥ T
1467 - -
1468 rac o
1469 ¥ Peg
1470 - —
1471 rac
1472 n /@k
1473 - = N
1474 rac o,
1475 n _r
1476 - -~
1477 rac
1478 +
1479 - -~
1480 rac o,
1481 +
1482 - 7
1483 rac
1485 -
1486 rac
1487 + %
1488 - -
1489 rac on
1490 ¥ //@
1491 -
No. Racemic or R3
enantiomer -
1492 rac OH
1493 - /\ﬁ a H
1494 + /7 N SN
1495 rac ) o
1496 + _Zz T
1497 -
1498 rac y
1499 + =
1500 - “
1501 rac
1502 + /@
1503 - P




1390 rac 1391 + 1392 1393 rac " F
1396 rac 1397 + 1398 - 1399 rac
WO 209613081 + | 1404 - f

1411 rac No

1412 + ~

1400 +
1405 rac N 1406 + 14RPCT/EBS0sMD6531
2006/ 136461 PCT/ EP2006/ 006531 1408 rac 1409 +
1413 1414 rac

15637 rac CF,

ra¢418 + 1419

- 1420 ra
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A+ 1425 - -
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-
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1394 +

1415 +

1421 +
1427 +
OII

1401 -

1395 -
1402

1410
1416
1422 -
1428 No.

1430 cF, H



1431 + r~ N 1432 rac 1433 + 1434 - 1435 rac 1436 +

1437 - 1438 rac 1439 + 1440 - ,~ 1441 rac 1442 +
wa20b8/13646t+' 1444 rac CF, 1445 + 1446 - s 14BGI/ER2H06/006531

1448 + - 1449 1450 rac 1451 + 1452 - 1453 rac 1454

+ 1455 40 WO 2006/ 136461 PCT/ EP2006/ 006531 1456 rac

1457 + 1458 - 1459 rac 1460 + 1461 - 1462 rac 1463

+ 1464 - 1465 rac 1466 1467 1468 rac N, 1469 +

Na70 - 1471 fRBcemigor + i iR31473 1474 rac R\ on
enantiomer oder o
Enantiomer N

1555 rac SN

1556 - ///\/_ : ° ©

1557 + s/ o]

1558 rac _

1559 + ==

1560 3 o

1561 rac "

1562 + /4/

1563 -

1564 rac

1565 + /@

1566 - P a

1567 rac

1568 ¥ _r

1569 . —

1570 rac s,

1571 + _

1572 - - //U

1573 rac |

1574 + N~

1575 - J/U |

1576 rac o

1577 +

1578 - //©/<_

1579 rac

1580 + //(ﬁ

1581 - —

1582 rac F

1583 +

1584 - 7

1585 rac \’

1586 +

1587 - //© ]

1588 rac

1589 + /5

1590 - ~Z

1591 rac o

1592 + /Q/

1593 - -

1594 rac o

1595 ¥ Peg

1596 - —Z

1597 rac

1598 + /Uk

1599 - ~Z

1600 rac /@No’

1601 +

1602 - —Z




1475 + f/ \ NO 1476 1477 rac 1478 + 1479 1480
rac CF, 1481 + 1482 - 1483 rac 1484 + 1485 - 1486
WO 206/134817 + 1488 1489 rac O 1490 + 1491 I1PQDEP2006/006531
Racemic or R3 enantiomer R3 1492 rac o" 1493 - / cl
H 1494 + ./~ 54NLN 1495 rac o LL o 1496 + 1497 -

16698 rac 149%a¢ © 1500 501 r 1502 + 1503 - r~
%b4VWO 20067 18461 PCIT EP2 J%G%y@g@l 1504 rac 1505 +
15pg6 - -~ 1507 rac CF, + 15p9 - 1510 rac 1511
061512 1513 |jgac 1514 + | 1515 -
1607 + ‘()
1608 - ~Z
1609. rac
1610 + //\Q
1611 -
1612 rac
1613 + %
1614 - “
1615 rac o
1616 + _Qr
1617 - —
No. Racemic or R3
enantiomer R
1618 rac OH
1619 - //\ﬁ CF y
1620 ¥ i N \y
1621 rac - o 5
1622 + =
1623 : < F
1624 rac "
1625 + _Z
1626 -
1627 rac
1628 + /@
1629 - = |
1630 rac
1631 + /©/
1632 5 ~Z
1633 rac cF,
1634 + /U
1635 - -
1636 rac L
1637 + Ly
1638 - —
1639 rac o
1640 +
1641 - ,//©/< B
1642 rac
1643 + //@
1644 - —=
1645 rac &
1646 + /@
1647 - 2
1648 rac \/
1649 +




1516 rac 1517 + 1518 1519 rac CFA 1520 + 1521
1522 rac " 1523 + 1524 - 1525 rac 1526 + 1527 -
wazwe/1s@et 1529 + 1530 1531 rac " 1532 + 15BGI/EPDBB@06531

rac 1535 + i 1536 1537 rac "U 1538 + 1539 - 1540
rac 1541 + 1542 1543 rac CF, 1544 + 1545 1546 rac
7 + 1548]pcI549 rac 1550 551 - ~~ 1552 rac OH
16523 + 1554 |42 WO 20067 136461 RCT/ EP2006/ 006531  No.
f&BEM ¢ or R§ R3 OH enantijo der | ci Enanti omer H
1335 Tac N "¢ o
1655 * O
1656 - -
1657 .jrac N
1658 v Jeg
1659 - —
1660 rac
1661 + /@X
1662 - = ]
1663 rac o,
1664 ¥ _r
1665 - ~
1666 rac
1667 +
1668 - —
1669 rac e,
1670 + _
1671 - ~F
1672 rac
1673 + //\Q
1674 -
1675 rac
1678 : K
1677 -
1678 rac on
1679 ¥ //@
1680 -
No. Racemic or R3
enantiomer
1681 rac
1682 - ///\ﬁ
1683 + 7 N
1684 rac S
1685 * _z
1686 - 0
1687 rac "
1688 + /4/
1689 -
1690 rac
1691 + /@
1692 - & a
1693 rac
1694 + /©/
1695 - 7
1696 rac e,
1697 ¥ /U
1698 - -

45



1556 - o o 1557 +/ o 1558 rac 1559 + 1560 - 1561

rac 1562 + 1563 - 1564 rac 1565 + 1566 - 1567 rac
waa®8/1364611569 1570 rac CF, 1571 + 1572 - 157BCT/BB2006/006531
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NO 1601 + rlo 1602 43 WO 2006/ 136461
PCT/ EP2006/ 006531 1603 rac 1604 +

WA 806/13648608 -
+ 1614 -
R3 enanti oner

1609. rac
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1615 rac OH 1616 + 1617 No. Racem c or
R3 1618 rac o"

1619

No."

N

1626 -

1621 r gRacehiddr+ 162
1627 rn@santidmeB + 1¢

3F O
529 -

1
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1605 1606 rac CF,
1612 PEUEPDEA@6531
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b24 rac 1625 +
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1638 1639 rac
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1640 + 1641
1646 + 1647 -

1654 rac 1655 +

rac 1661 +

- 1642 rac
1648 rac

1643 +

1649 +

1662 1663 rac "o

/ + 1668

racl1669 rac

17961674 - 16

b rac 1676 +

rjs

F79¥680 T No.

Racem Cc or

R

1798

rac

1799

1800

1801

1802

1803

1804

1805

1806

1807

1808

1809
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1811

1812

1644 1645 rac CF

1650 44 WO
WQQO®6/13636161 PCT/ EP2006/ 006531 1651 rac 1652 RCT/EBH86/606531

1656 1657 rac N 1658 + 1659 - 1660

1664 + 1665 - 1666 rac

670 + 16]
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B anti ol

/1 - 1672 rac 1673
1678 rac ON 1679
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No.
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enantiomer
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1681 rac R3 CH 1682 1683 + / N 1684 rac 1685 + o |

o

1686 1687 rac
waeg®ai3e4et 1693 rac 1694 + 1695 -

1688 +

1689 -

1690 rac

1691 +
' 1696 rBCI/LB®Y6/806531

I 1698 45 WD 2006/ 136461 PCT/ EP2006/ 006531 1699 rac

1700 + 1701 -

1702 rac 0 1703 + ' i

18435 Tac 1706ae 1707 -

1

08 rac., 1

fem 1712 +

4713 1714 ra

ic O 115

8458+ I719

1720 rac N

172 22
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rac

1847

1848
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No.
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\
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\\
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1887

1888

1889

2
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\

1704 - %
09 + 1710 - 1711
+ 1716 - 1717 rac
- 1723 rac-
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1724 + 1725 - 1726 rac NO 1727 + 1728 - 1729 rac

1730 + 1731 - 1732 rac 1733 + OF 1734 1735 rac
waI®6/136461.737 - 1738 rac 1739 + ri 1740 1741PCHEPIOBH/006531

1742 + 1743 46 WD 2006/ 136461 PCT/ EP2006/ 006531 No.

Racem c or R3 enantionmer R3 1744 rac JJ>0OH 1745 - |/

©@o91H 1746 +|lacN N 1747 rac F Q. O, 1748 + 0 1749

660 Tac  I7%I + 1752 - .75 1754 + 1755 - °
436 rac 1751 F 1758 - -~|-~1759 rac CF, 1760 + 1761

1804/0Z rac Jgeo T+ I

1895 + "~

1896 - /4/@ a

1897 rac 0

1898 +

1899 - /7/©/<_

1900 rac

1901 + //(]j/

1902 - -~

1903 rac "

1904 +

1905 - ~Z

1906 rac \

1907 +

1908 - /4/6_

1909 rac

1910 + /5

1911 - ~Z

1912 rac ou

1913 + _r

1914 - -

1915 rac o

1916 + Peg

1917 - =

1918 rac

1919 + /@k

1920 - ~Z _

1921 rac o,

1922 +

1923 - //U

1924 rac

1925 +

1926 - -

1927 rac o,

1928 +

1929 - ~Z

1930 rac

1931 + //\Q

1932 -

1933 rac

1934 + %

1935 - -

1936 rac o

1937 + /¢/©/

1938 -




176

4 -

1783 rac

1765 rac 1766 +
1770 1771 rac CF,
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1807 rac 1808 + 1809 - 1810 rac 1811 1 + 1812 - f

No. Racemic or R3 enantioner R3 1813 rac OH 1814 o H
wadmb/136461 N N 1816 rac o o 1817 + /~ o 1818 PABLEP200&06531

1820 + 1821 - 1822 rac 1823 + 1824 - 1825 rac 1826

+ 1827 1828 rac CF 1829 + 1830 - 1831 rac 1832 +

16883 - 1834 fae 1835 + 836 - 183F rac 1838 + 1839
10840 Tac CF, |+ 1841 + 18427 %20 D6/ 136461
1dg3/ EP2006G/ 006531 1843 rac k844 + | 1845 - 1846 rac
r+ rac
1994 + /2;]:)
1995 _ -
1996 rac
1997 + /4/‘(
1998 -
1999 rac on
2000 ¥ O
2001 - -
No. Racemic or R3
enantiomer R
2002 rac OH
2003 - //\/_ c .
2004 + / 4 N N
2005 rac 0 o
2006 ¥ _z I
2007 -
2008 rac y
2009 + /4/
2010 -
2011 rac /@
2012 + =
2013 . —
2014 rac
2015 + ///[:j/
2016 . —Z
2017 rac e,
2018 + égJ::r
2019 - -
2020 rac L
2021 ¥ O
2022 - -~
2023 rac o
2024 +
2025 - ,/é?J::TJ<__
2026 rac
2027 + //@
2028 - —
2029 rac §Fs
2030 + //iij
2031 - ~Z
2032 rac \/
2033 +
2035 rac
2036 + //i;;
2037 - A
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1848 - % 1849 rac 1850 + 1851 1852 rac N 1853 +
1854 - 1855 rac 1856 + 1857 1858 rac No 1859 + i
wad®e/13¢4861 rac 1862 + 1863 1864 rac ~F 18BSI/EPD8E@®6531

1867 rac , i 1868 + 1869 - 1870 rac 1871 + /i 1872
1873 rac a" 1874 + 1875 - '' No. Racemc or R3
agnt 1 oner R¥acl876 rac o ﬁ -1/ cl H 1878 + N\
3936879 rac 1880 + 1881 F|0 1982 rac 1883 + f/H
g4 1885 rac 1886 + 1 - r~ {1888 rac 1889 +
2041 rac o
2042 + yeg
2043 - _ —
2044 rac
2045 ¥ /@X
2046 - = n
2047 rac o,
2048 + _
2049 - -~
2050 rac
2051 +
2052 - ~
2053 rac -,
2054 +
2055 - 7
2056 rac
2057 + //\Q
2058 -
2059 rac
2060 + /%
2061 -
2062 rac o
2063 + /4/@
2064 -
No. Racemic or R3
enantiomer R
2065 rac OH
2066 - ///\/‘ cl "
2067 + s N SN
2068 rac 0 o
2069 * _z I
2070 -
2071 rac "
2072 + /4/
2073 -
2074 rac
2075 + /@
2076 - =z |
2077 rac i}
2078 + /©/
2079 ; 7
2080 rac cF,
2081 - _r
2082 - —
2083 rac |
2084 + N~
2085 - /4/@
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1890 49 WD 2006/ 136461 PCT/ EP2006/ 006531 1891 rac

Cf, 1892 + - 1893 1894 rac 1895 + 1896 - - 1897
WO 20648881 + ~ - 1899 1900 rac 1901 + - 1902rPC/BPR06/006531

rac 1904 + - 1905 1906 rac " 1907 + 1908 - 1909 rac

1910 + 1911 - z 1912 rac 1913 + ~- 1914 1915 rac N

0866 + 1917 {rad918 rac 1919 + 192D - 1921 rac NO

Jge72 + 1923 {+1924 rac D25 26 1927 rac ~F

2bgg8 + - 1929 1930 rac |1

2089 rac

2090 + //é/

2091 - —

2092 rac s

2093 +

2094 - ~Z

2095 rac \’

2096 +

2097 - //é_

2098 rac

2099 + /5

2100 - A

2101 rac o

2102 ¥ b

2103 - -

2104 rac o

2105 + Peg

2106 - —

2107 rac

2108 n //Qk

2109 - -~

2110 rac o,

2111 +

2112 - -//@

2113 rac

2114 ¥

2115 - —

2116 rac o,

2117 +

2118 - ~Z

2119 rac

2120 + //\Q

2121 -

2122 rac

2123 + /%

2124 -

2125 rac on

2126 ¥ O

2127 - -~

No. Racemic or R3

enantiomer R

2128 rac OH

2129 - /\/' c .

2130 ¥ /. N .y

2131 rac 0 o

2132 + _Zz F I

2133 -
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1932 - 1933 rac 1934 + 1935 - "' 1936 rac - " 1937

+ 1938 50 WO 2006/ 136461 PCT/ EP2006/ 006531 No.
w@Rawemda@ebr R3 enantioner R3 1939 rac OH 194PCFEFEP2006406531

O 1941 + NN 1942 rac o0 0 1943 + o 1944 1945 rac

1946 + f/H 1947 1948 rac 1949 + 1950 - 1951 rac

#3332 + 1953 {rac~ 1954 ra¢ CF3 195p + | 1956 1957
J@ag 1958 + 1P59 - 1960 rac 811 + 1962 - 1963
F1&g 1964 + |[1965 - 1966 fac 11967 + 1968 - 1969
J@g 1970 + L@&T - 1972 T1acy
2138 + /@
2139 - & N
2140 rac

2141 + /©/
2142 : —Z

2143 rac e,
2144 ¥ _Qr
2145 N —Z

2146 rac |
2147 + N~
2148 - /4/©/ |
2149 rac o
2150 +

2151 - /4/©/<_
2152 rac

2153 + //©
2154 - —

2155 rac F
2156 +

2157 - ~Z

2158 rac \’
2159 +

2160 - /4/@_
2161 rac

2163 + /5
2163 - A

2164 rac o
2165 + =

2166 - -

2167 rac o
2168 ¥ Peg
2169 - —

2170 rac

2171 + /@K
2172 - = ]
2173 rac o,
2174 +

2175 R //U
2176 rac

2177 +
2178 - ~

2179 rac o,

2180 +

2181 - ~Z

2182 rac

2184 -




1973 + 1974 - 1975 rac 1976 + 1977 - "' 1978 rac

1979 + 1980 - 1981 rac 1982 + 1983 - 1984 rac 1985
WG-20089886r 1987 rac 1988 + 1989 51 WO 2006/ BGGEBD06/006531

PCT/ EP2006/ 006531 1990 rac CF 1991 + 1992 - 1993 rac

1994 + 1995 - 1996 rac 1997 + /~ 1998 1999 rac O,

2{¥0 + 2001 [f§g- Racemc or R3 gnantiomer R3 2002 rac
P{gs 2003 - 7 [€I H 2004 +|d~ LAMNN 2005 rac o o 2006
Fgy 2007 2008 Tac  2009]+~ 2010 - [2011 rac 2012 +
2188° - rac on
2189 + /4/©/
2190 -
No. Racemic or R3
enantiomer R
2191 rac OH
2192 - //\/_ CF, H
2193 ¥ /S N \N
2194 rac o] o
2195 ¥ _z I
2196 -
2197 rac "
2198 + /4/
2199 -
2200 rac /@
2201 + =
2202 ; —
2203 rac
2204 + /©/
2205 : —Z
2206 rac cF,
2207 ¥ /U
2208 - -
2209 rac |
2210 + N~
2211 - /4/@ |
2212 rac o
2213 +
2214 - /4/©/< N
2215 rac
2216 + //(jj/
2217 - —
2218 rac G
2219 + /@
2220 - ~Z
2221 rac v
2222 +
2223 - /4/© ]
2224 rac o
2225 +
2226 - ~F
2227 rac oo
2228 ¥ b
2229 - -
2230 rac P
2231 + peg
2232 - ~F
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2033 + 2034 -
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2022 2023 rac o

, 2018 + 2019 -

2024 + 2025 - 2026

2028 2029 rac CF 2030 + 2031 -PQDBR200D&EI6531

2035 rac 2036 +

2037 52 WO

2040

33T rac N

4

a2 + 2043 -12044 rac

2347 rac NO

<048 + ~2049

22352003 rac:

5

CF 2054 + 2055 _

2236

rac

2237

2238

\>l?

\

2239

2240

2241

A\
&
&

2242

2243

2244

\

2245

2246

2247

\

2248

2249

?%—

\

2250

2251

2252

\>;>
2

2253

\

rac

2045 + 2046 -
2051 + 2052 -

No.

Racemic or R3

enantiomer

2254

rac

2255

\

2256

0

2257

2258

\\

2259

\

2260

2261

X

\\

2262

2263

2264

N

2265

\

2266

2267

2268

X

2269

2270

2271

2272

2273

/

2274

\

2|4

2273

2276

2277

§

2278

2279

)

2280




2056 rac

, 2057

WR30062808b1 r ac 0"

o

2069 + 2070 -
2075 + 2076 -

r~

+ 2058 -
2066 - /

2059 rac 2060 + r i
2062 rac ON 2063 + 2064 No. Racem c or

C

2061
R3 enanti oner

H 2067 + N N 20B8I/ER2906006531

2071 rac 2072 + f/H 2073 2074 rac

2077 rac 2078 + 2079 - /

2080 rac

Jdg1 2081 F 2082 -
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2097 - 2098 rac 2099 + 2100 - 2101 rac 2102 + 2103

- 2104 rac 2105 + 2106 - 2107 rac 2108 + 2109 -
wWQ1ié/1s@61 2111 + NO 2112 2113 rac 2114 + Z2HRABEPDMd/@6531

rac CF 2117 + 2118 - 2119 rac 2120 + 2121 - 2122

rac 2123 + 2124 2125 rac ON 2126 + 2127 No.

em ¢ or R3aenanti oner 21 rac o" 2129 - / cl
73302130 + N +N 2131 rac o|o 2 +{F o 2133 54 WO
243967 136461 KCIT7 EPZ006/ 00653 134irac 2135 + f/H
2BB36 2137 T afge s,
2333 + =
2334 - -
2335 rac |
2336 + =
2337 - /4/@
2338 rac p
2339 + //QJ(
2340 - -
2341 rac
2342 + //(51
2343 - ~
2344 rac &
2345 +
2346 - =
2347 . rac \
2348 +
2349 - /4/6 |
2350 rac
2351 + /5
2652 - 7
2353 rac o
2354 + =
2355 - -
2356 rac o
2357 +
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2359 rac
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2362 rac /@/@,
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2364 - ~
2365 rac
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2367 - -~
2368 rac o,
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2373 -
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2376 - —=
2377 rac on
2378 ¥ _r
2379 - -
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W06 RIFEeM ¢ or

R3 21
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2187 2188 rac ON 2189 + 2190
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91 rac 0" PQI/EP2006/606531
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2224 rac 2225 + 2226 - 2227 rac 2228 + 2229 - 2230
rac 2231 + 2232 56 WD 2006/ 136461 PCT/ EP2006/ 006531
WQ288/18@61 2234 + 2235 - 2236 rac 2237 + \ No, PCREBR®06/006531

2239 rac 2240 + 2241 2242 rac CF, 2243 + 2244

2245 rac , 2246 + 2247 - 2248 rac 2249 + 2250 2251
1416 O 2252 [hc2253 No. cem c or R3]enantionmer R3
2434 rac OH (255 - /~ o H 56 + ! \[N N 2257 rac o
782258 + 2259 - 2260 rac 2262 - 2263 rac

faVaWalV. |
2204 T
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2265 - '' 2266 rac 2267 + 2268 - -~' 2269 rac CF,
2270 + 2271 - 2272 rac 2273 + 2274 - ° 2273 rac 2276

WG-20082F6A61 2278 rac 2279 + 2280 57 WO 2006/ BGGEBD06/006531

PCT/ EP2006/ 006531 2281 rac F, 2282 + 2283 - 2284 rac
2285 + 2286 - 2287 rac 2288 + 2289 - 2290 rac 2291

‘Bliol chdritteriztioN of4R& ¢ompddflls acédiing - thedabention

F%ég%ﬁtg%é%?ﬁpregg)é ’?nb%ngygg’rg%aaéggéntfﬁeg gv%ﬁ trﬁeagid o%gion?’plg methods, test
programmes known to the skilled person. It is possible for this purpose for example to
incubate a compound to be tested together with a progestogen in a test system for
progesterone receptors and to check whether the effect mediated by progesterone is

altered in the presence of the modulator in this test system.

The substances according to the invention of the general formula | were tested in the
following models:

Progesterone receptor-binding assay

Measurement of the receptor binding affinity:

The receptor binding affinity was determined by competitive binding of a specifically
binding *H-labelled hormone (tracer) and of the compound to be tested on receptors in
the cytosol from animal target organs. The aim in this case was receptor saturation and
reaction equilibrium.

The tracer and increasing concentrations of the compound to be tested (competitor)
were coincubated at 0-4°C for 18 h with the receptor-containing cytosol fraction. After
removal of unbound tracer with carbon-dextran suspension, the receptor-bound tracer
content was measured for each concentration, and the ICs, was determined from the
concentration series. The relative molar binding affinity (RBA) was calculated as ratio of
the ICso values for reference substance and compound to be tested (x 100%) (RBA of

the reference substance = 100%).
The following incubation conditions were chosen for the receptor types:

Progesterone receptor:

Uterus cytosol of the estradiol-primed rabbit, homogenized in TED buffer
(20 mMTris/HCI, pH 7.4; 1 mM ethylenediaminetetraacetate, 2 mM dithiothreitol) with
250 mM sucrose; stored at -30°C. Tracer: *H-ORG 2058, 5 nM; reference substance:
progesterone.

Glucocorticoid receptor:

Thymus cytosol from the adrenalectomized rat, thymi stored at -30°C; buffer: TED.

Tracer: *H-dexamethasone, 20 nM; reference substance: dexamethasone.
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2308 rac 2309 + 2310 - 2311 rac 2312 + 2313 2314
rac OH 2315 + 2316 No. Racem c or R3 enantioner R3
wQ3hé/1s@e1 OH 2318 - /~ H 2319 + ! " C-" 2320PCHEP®IE006531

2321 + 2322 - 2323 rac 2324 + |/ [|" 2325 2326 rac
2327 + 2328 58 WD 2006/ 136461 PCT/ EP2006/ 006531

g&%&ldﬁ&é ?:35 goepbor birtliglaffinities (Rﬁﬁaauéﬁcfoﬂ-tﬁe cBﬁﬁb3ur1d§ adcordlng to the
iertion g3 dhe wapsrab G (593 4ne ploeSieione-ecoptee aie pagen 3 and
10028 felativ@o pPafkBtetone. The RBA values at the glucocorticoid receptor are in the
range from 3 to 30% relative to dexamethasone.

The compounds according to the invention accordingly have a high affinity for the
progesterone receptor, but only a low affinity for the glucocorticoid receptor.

Antagonism at the PR-B progesterone receptor
The transactivation assay is carried out as described in WO 02/054064.

Agonism on the PR-B progesterone receptor

The transactivation assay is carried out as described in Fuhrmann et al. (Fuhrmann U,
Hess-Stump H., Cleve A., Neef G., Schwede W., Hoffmann J., Fritzemeier K.-H.,
Chwalisz K., Journal of Medicinal Chem, 43, 26, 2000, 5010-5016).

No. Antagonistic Activity Agonistic Acticity
ICso [NM] Efficacy [%] ECso [nM] Efficacy [%]

5 0,2 86 0,2 10
14 6 53 7 35
16 0,7 82 0,5 13
17b 0,03 88 n.b. 7

18 0,2 89 n.b. 8

24 2 100 0

35 2 100 0

Dosage

The progesterone

receptor modulators can be administered orally,

enterally,

parenterally or transdermally for the use according to the invention.
Satisfactory results are generally to be expected in the treatment of the indications
mentioned hereinbefore when the daily doses cover a range from 1 ug to 500 mg of the

compound according to the invention.
Suitable dosages of the compounds according to the invention in humans for the
treatment of endometriosis, of leiomyomas of the uterus and dysfunctional bleeding and

for use in fertility control and for hormone replacement therapy are from 50 pg to
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2349 - 2350 rac 2351 1 + 2652 - 2353 rac 2354 +

2355 - 2356 rac 2357 + 2358 - 2359 rac 2360 + 2361
W0 2086X40Cc 2363 + "ol 2364 2365 rac 2366 +PCERBB206/006531

2368 rac ~F 2369 + 2370 - 2371 rac 2372 + 2373 -

2374 rac 2375 + 2376 - - 2377 rac OH 2378 + 2379

506D M@_paeaﬁi,Jdéﬁéﬁdin&@ﬁ/tﬂr‘eoag@ﬁh@@é@autiohm tHEBAEAIBNE itqseirl@possible
~enantionmer R3 2380 rac, of f 23?1 -/~ 0 Iaj 2382 + r
1@ Adminiaigsthenecessary dalydose pysinale orgntipls admiistafion, 1y
2388 2389 rac
The dosage range for the compounds according to the invention for the treatment of

breast carcinomas is 10 rhg to 1000 mg per day.

The pharmaceutical products based on the novel compounds are formulated in a
manner known per se by processing the active ingredient with the carrier substances,
fillers, substances influencing disintegration, binders, humectants, lubricants,
absorbents, diluents, masking flavours, colorants, etc. which are used in pharmaceutical
technology, and converting into the desired administration form. Reference should be

made in this connection to Remington’s Pharmaceutical Sciences, 15th ed. Mack
Publishing Company, Easton, Pennsylvania (1980).

Suitable for oral administration are in particular tablets, film-coated tablets, sugar-coated
tablets, capsules, pills, powders, granules, pastilles, suspensions, emulsions or

solutions.
Preparations for injection and infusion are possible for parenteral administration.
Appropriately prepared crystal suspensions can be used for intraarticular injection.

Aqueous and oily solutions for injection or suspensions and corresponding depot

preparations can be used for intramuscular injection.

For rectal administration, the novel compounds can be used in the form of
suppositories, capsules, solutions (e.g. in the form of enemas) and ointments, both for
systemic and for local therapy.

Furthermore, compositions for vaginal use may also be mentioned as preparation.

For pulmonary administration of the novel compounds, they can be used in the form of

aerosols and inhalants.
Patches are possible for transdermal administration, and formulations in gels,

ointments, fatty ointments, creams, pastes, dusting powders, milk and tinctures are
possible for topical application. The dosage of the compounds of the general formula |
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2390 + 2391 - ° 2392 rac 2393 + 2394 - -~' 2395 rac

CF, 2396 + 2397 - 2398 rac 2399 + 2400 - °~ 2401 rac
w@2o0g48det 2403 - 2404 rac 2405 + 2406 - -'' PQHBR2006006531
2408 + 2409 2410 rac ~. 2411 + 2412 - ~% 2413 racy

2414 + 2415 - 2416 rac 2417 + 2418 - 2419 rac 2420
i théde lprepatéfichs’ 8kould46k3 01019%84240% &t dedérapy aéRiver dN0adequate

427#‘5428 {?%c 2429 + 2430 60 WO 2006/ 136461
F%@TV' PYRGHBS31 2431 rac Cf, 2432 +

Corresponding tablets can be obtained for example by mixing active ingredient with
known excipients, for example inert diluents such as dextrose, sugar, sorbitol, mannitol,
polyvinylpyrrolidone, disintegrants such as maize starch or alginic acid, binders such as
starch or gelatin, lubricants such as magnesium stearate or talc and/or means to
achieve a depot effect such as carboxypolymethylene, carboxymethylcellulose,
cellulose acetate phthalate or polyvinyl acetate. The tablets may also consist of a
plurality of layers.

Correspondingly, coated tablets can be produced by coating cores produced in analogy
to the tablets with compositions normally used in tablet coatings, for example
polyvinylpyrrolidone or shellac, gum arabic, talc, titanium oxide or sugar. The tablet
covering may in this case also consist of a plurality of layers, it being possible to use the
excipients mentioned above for tablets.

Solutions or suspensions of the compounds according to the invention of the general
formula | may additionally comprise taste-improving agents such as saccharin,
cyclamate or sugar, and, for example, flavourings such as vanillin or orange extract.
They may additionally comprise suspending excipients such as sodium

carboxymethylcellulose or preservatives such as p-hydroxybenzoates.

Capsules comprising the compounds of the general formula | can be produced for
example by mixing the compound(s) of the general formula | with an inert carrier such

as lactose or sorbitol and encapsulating it in gelatin capsules.

Suitable suppositories can be produced for example by mixing with carriers intended for

this purpose, such as neutral fats or polyethylene glycol or derivatives.

The compounds according to the invention of the general formula (I) or their
pharmaceutically acceptable salts can be used, because of their antagonistic or partial
agonistic activity, for producing a medicament, in particular for the treatment and
prophylaxis of gynaecological disorders such as endometriosis, leiomyomas of the
uterus, dysfunctional bleeding and dysmenorrhoea. They can furthermore be employed

to counteract hormonal irregularities, for inducing menstruation and alone or in
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2433 2434 rac , i 2435 + 2436 - 2437 rac 2438 + r i
2439 2440 rac OM 2441 + 2442 1 No. Racem c or

w®@R0odsase  enanti oner 2443 rac 2444 2445 + PQHREP00&Q6531

2447 + 2448 - 2449 rac 2450 + 2451 - ~t 2452 rac
2453 + 2454 - 2455 rac 2456 + 2457 - 2458 rac 2459

combfidtion with pfdfidglamdingdfdloroxyttfntoindite4aione. 2465 +
2466 - 2467 rac 2468 + 2469 - 2470 rac 2471 + 2472

- 2473 rac 2474 + 2475
The compounds according to the invention of the general formula (I) or their

pharmaceutically acceptable salts are furthermore suitable for producing products for
female contraception (see also WO 93/23020, WO'93/21927).

The compounds according to the invention or their pharmaceutically acceptable salts
can additionally be employed alone or in combination with a selective estrogen receptor
modulator (SERM) for female hormone replacement therapy.

In addition, the said compounds have an antiproliferative effect in hormone-dependent
tumours. They are therefore suitable for the therapy of hormone-dependent carcinomas
such as, for example, for breast, prostate and endometrial carcinomas.

The compounds according to the invention or their pharmaceutically acceptable salts
can be employed for the treatment of hormone-dependent carcinomas both in first-line
therapy and in second-line therapy, especially after tamoxifen failure.

The compounds according to the invention, having antagonistic or partially agonistic
activity, of the general formula (1) or their pharmaceutically acceptable salts can also be
used in combination with compounds having antiestrogenic activity (estrogen receptor
antagonists or aromatase inhibitors) or selective estrogen receptor modulators (SERM)
for producing pharmaceutical products for the treatment of hormone-dependent
tumours. The compounds according to the invention can likewise be used in
combination with SERMs or an antiestrogen (estrogen receptor antagonist or
aromatase inhibitor) for the treatment of endometriosis or of leiomyomas of the uterus.
In the treatment of hormone-dependent tumours the progesterone receptor modulator
and the antiestrogen (estrogen receptor antagonists or aromatase inhibitors) or the
SERM can be provided for simultaneous or else for sequential administration. In the
sequential administration, preferably the antiestrogen (estrogen receptor antagonists or
aromatase inhibitors) or SERM is administered first and subsequently the progesterone
receptor modulator is administered.

Suitable for combination with the non-steroidal progesterone receptor modulators
according to the invention in this connection are for example the following antiestrogens
(estrogen receptor antagonists or aromatase inhibitors) or SERMs:

tamoxifen, 5-(4-{5-[(RS)-(4,4,5,5,5-pentafluoropentyl)sulphinyl]pentyloxy}phenyl)-6-
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61 WD 2006/ 136461 PCT/ EP2006/ 006531 2476 rac 2477 +
2478 62 WD 2006/ 136461 PCT/ EP2006/ 006531 Bi ol ogi cal

W@ b@sasder i zati on of the conmpounds accordi ng tRCT/AR2006/006531
i nvention Progesterone receptor nodul ators can be
identified with the aid of sinple nethods, test

mfeﬂgltama&@dmeehmdyblehéﬂnehizaﬂ (VED $0/03979), iG 188D Rilpha-[9-

g b reRiaRrPbuEREr Ry s, B i heners LRGSR,  11beta-
fRIOFS- EﬂblﬁélLS -G AEER4, e,rsgms-pteﬁ@ﬂ@ér@péntwyﬂnd}ﬁnﬂlﬁ@ﬂfyl}ammo)pentyl]-

St oaI0h et sl of « WHOBBAATor | n11tste Nyerer7alpha-(5-

[ﬂ?myﬁw K1 B@ wtom le-(h@ﬁam}‘o%Héinth@]pr@I}éﬂhéeﬂB'SQTO)Qﬁene% 17-
e gener

pRbrEL. (NG SPBRYI, bIReh Buerbr g aRBRrsRY- a5 methyl(8,8.9,0.6-
MMMB%H?I)Mm&]B@nt?W@th 5pi0)digh@-a Thetaldiel T  03/045972),

recept or b|n|n inity was determned by

QRRIY i F3IQMdfep; rﬁﬂ%gf“B'Fera °§B@8P'ﬂq’§:dﬁ"y‘9 kﬁ’\tm?tf&?e“'c activity, and
atbhbgtiaelinHasitono s NS, fdriexamible, fdfoRle, ‘f&ﬁle’éﬁﬂiﬁoléﬂgzdlé dMstrozole
tested on receptors in 15 the cytosol from ani nal

U AYBestBIYans. The aimin this case was receptor

saturation and reaction equilibrium The tracer and
|ncreaS| ng concentrations of the conpound to be tes

Findlypthe prEpgnt inantion gisecglpiestp e use Rt the compopnds ‘?fﬁhe general
foltRulh @CRRERT apPEriditd) kot tHer WAthOAn Ehﬁé?sttﬂogén ofA'SERM, for producing a
renoval of unbound tracer wi th carbon-dextran

BedipAAeMon, the receptor-bound tracer 20 content was
nmeasured for each concentration, and the ICBO was
determined fromthe concentration series.

1 ePe/a THsTHon LAY SRAER 1A R PacTias Copashbs Waic Fomprise a

|agst! GHel @orﬁf)ouﬁdhﬁcdo%ﬂg V@'th@&v@ﬁﬁoﬁ Qﬁr%fr@%gro‘bﬁbfét m$e form of a
and c%?rlrrglound to be tested (X éRBA

th
DG S b R Ao 0 4CcePBbIFn o 9ip] |WlioHl or  together with

pHAFMBedUtiealyCatreptableEXcipRing aithsredardeps. t he recept or
types: Progesterone receptor: Uerus cytosol of the

estradi ol -primed rabbit, honobgenized in TED buffer

Tréide PMaFhadefital cBHp38|ﬂonslarli’d\4nedlcaments may be intended for oral rectal,
et hyl enedi am net etr aacet at e, di thi ot hreit ol E a\gmlmstratlon

vagink o SURQUERNEPYS e PEISHIGRERUS { '"tré\tfh‘,‘°“?r%fc§}"a"!§15r°

Bétidbs Sorvbhtioral eaiare afdIbs HREREs, théy 6gaplisy anfeast one compound
€] ucocorébcm d receptor: Thynus cytosol fromthe

3GPEING AP IAVERPN at . thyni “stored at -30C, buffer:

TED. 35 Tracer: 3H-dexamethasone 20 nM reference

%@T a%g‘éi‘ﬁo ¢ mx?arsvgo? ar%tqr ce gg{lj:tl'gugdfﬁ%ﬁantw&al solid or liquid
&rfidrgi dri @meﬁBBénd/aHmeJh@i&npfeﬁfs h&?wau@m@undSpmmat@ljtmgl tezhnology
I he or.mu

th t |

bt S PeStest BRod ol SHRMAIEHIA van e SyBE Arape ipea known
ranrir ODes prefarredl. prébetaftihd doRkidEsf Atlodage sgaltamemrdralcamndmstranon
%&%ﬁﬁ%{r aqﬁ% Ionsgtglé] ?orms a tatallé%r,nfiﬁn-tcgatgg t/atgleetlsagugar-c%ated tablets,

capsules, pills, powders, solutions or suspensions or else depot forms.

The pharmaceutical compositions comprising at least one of the compounds according
to the invention are preferably administered orally.

Also suitable are parenteral preparations such as solutions for injection. Further
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The conpounds according to the invention accordingly
have a high affinity for the progesterone receptor,
wheioensdsyl a | ow affinity for the gl ucocorti coiPCT/EP2006/006531
receptor. Antagonismat the PR-B progesterone
receptor 10 The transactivation assay is carried out
prepdtaioiisi Rthi Ma)Oafkd/ Beshfamtioned A St Oskantpre RidpBositories and
progesterone receptor The transactivation assay is
CORPOSEANSPr vagindlaser i bed i n Fuhrmann et al . (Fuhr mann
U, Hess-Stunp H, Ceve A, Neef G, Schwede W,
Hof fmann J., Fritzeneier K -H, 15 Chwalisz K.,
Jour nal of Medicinal Chem 43, 26, 2000, 5010-5016).
No. Antagonistic Activity Agonistic Acticity . 1C50
[nM Efficacy [4 EC50 [nM Efficacy [4 5 0,2 86 0,2
10 146 53 7 35 16 0,7 82 0,5 13 17b 0,03 88 n. b.
7 18 0,289 n. b. 8 24 2 1000 35 2 100 0 Dosage
The progesterone receptor nodul ators can be
adm nistered orally, enterally, 20 parenterally or
transdernmally for the use according to the invention.
Satisfactory results are generally to be expected in
the treatnment of the indications nentioned
her ei nbef ore when the daily doses cover a range from1
g to 500 ng of the conpound according to the
i nvention. 25 Suitable dosages of the conpounds
according to the invention in humans for the
treatment of endonetriosis, of |eionyomas of the
uterus and dysfunctional bleeding and for use in
fertility control and for hornone repl acenent therapy
are from50 pg to 64 WO 2006/ 136461 PCT/ EP2006/ 006531
500 ng per day, depending on the age and constitution
of the patient, it being possible to admnister the
necessary daily dose by single or multiple
adm ni stration. The dosage range for the conpounds
according to the invention for the treatnent of 5
breast carcinomas is 10 ng to 1000 ng per day. The
phar maceuti cal products based on the novel conpounds
are formulated in a manner known per se by processing
the active ingredient with the carrier substances,
fillers, substances influencing disintegration,
bi nders, hunectants, |ubricants, 10 absorbents,
di l uents, masking flavours, colorants, etc. which are
used in pharmaceutical technology, and converting
into the desired admnnistration form Reference should
be made in this connection to Renmington's
Phar maceuti cal Sciences, 15th ed. Mack Publishing
Conmpany, Easton, Pennsylvania (1980). 15 Suitable for
oral adm nistration are in particular tablets,
filmcoated tablets, sugar-coated tablets, capsules,
pills, powders, granules, pastilles, suspensions,
enmul sions or solutions. Preparations for injection
and i nfusion are possible for parentera
adm ni stration. 20
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Appropriately prepared crystal suspensions can be used

for intraarticular injection. Aqueous and oily
wa@loatida@ans for injection or suspensions and  PCT/EP2006/006531

correspondi ng depot preparations can be used for

i ntramuscul ar injection. 25 For rectal adm nistration,

Thefonowinh é(@ménﬁvé;%hllbgrétéﬂﬂe isObjebembt@srnafahe invention in more
supE05|tor|es ggu es, solutions (e.g. in the form

Withaws yisg) H@tel trgtiktherefrt h for systemic and for
| ocal therapy. Furthernore, conpositions for vaglna
use may al so be nentioned as preparation.

RrgPaHaR y obdenisiarting | eRMRAUNdRe 6r{6\£%1cht96qrﬁz£'uﬂ@§he'es%fymethyl -2-

&@Ualbﬁaylé‘hﬂﬁlo]'-ﬁnfehﬁyl barsBrRbxazAf @R8] S adli-(20dhdrat-fuorophenyl)-4-
Pat ches are possible for transdernal adm nistration

raﬂwyk%Pmaéarpﬂ?mmMg@tgyl -2, 3bepzoxpgprIrane f aRd, 6- {3 -11-(2-chloro-
o nc?@mo‘ben@l]-@% di)%‘ﬁyfé‘imn LS FriefHy - D QU §xaifi- hJ@nénChas been

res are ossi bl e for topical application.
erssakpd oin tthe eaﬁabuH@@OQ?/OPH 86entheal compavnd a 6rl4- (éé dihydro-7-
N&zaﬂ%ﬁ;&ﬁﬁ@ P@M&E&Q&WME&M hﬁtﬁyh?%%éh&@%rﬂinbon% us

shoul 20%in order to achieve an adeq

xgﬂ%mtnﬁ@@ﬁdgp% <eéfam@!ﬁ 87cHhareighothgi ﬁ@mpawr%t%(“craﬁthub‘* -phenyl-2-
%Qb%rﬁlﬁé)mlé :ﬁb(erffb%éz"r‘ih%b' HetheNgateRt A 190854159 and

known excipients, fo nert diluents such as
t@gxt ﬁqu@ounguggr[B [g@—ﬂ,qlqrgﬁ-trlﬂ%ﬁmptgylphenyI)cycIopropyI] -2-oxopropionyl-
&ﬁinwmsetmfz@bé&@saszmﬂ LHenh @ putémt \WOCID08 359, €
starch or alginic acid, binders such as starch or
gelatin, lubricants such as magnesi um stearate or talc
@éBsdrarmemsds to achieve a depot effect such as
car boxypol ynet hyl ene, carboxynet hyl cel | ul ose,
cellul ose acetate phthal ate or polyvinyl acetate. The

i-?@érf%bﬁ JBxelEp)-99nsthgbthaho 10 plurality of | ayers
Correspondi ngl y,  coated tablets can beTpro uced

AT re@iPismagRRsiER Ehicride saluligny (SN dn THE) wase Bcdtditq 455 g of

&@H&?@éﬁid{’ﬂ&d’&bféﬂh':ﬁ%ﬂﬁl&ﬁ THF atat th&%@érﬂgfhe rﬂi&fure was stirred
yvi nyl pyrrol i done or sh qun1a

%ta'ﬂi f°rt16( Emng AGRA &2 165f2N; D@%{PCh'q'I'Fea'f'%b'lt é\tas Ben: své?qt%w'th ethyl
awate Nafdihe cS‘rQérﬂc phase waglsua%hecpﬁwta \Aﬂitél'réﬂd BbriheOdnd dried (Na,SO.).

ers, it e to us exci pi ents
YER b oh ddbars Dl dretdeihans orerS SPiageRs s PigHe ol
- NMFE‘GDOIP%W& AGCE! H) B.93(s! lza? igTve (dd, aR),08.82 (te1H), 6.91 (dd,
eneral fornula | nmay additionally conprise
te-inproving agents such as saccharin, 20
cyclamate or sugar, and, for exanple, fIavourings such
as_vanillin or o ange extract. They addi ti onal
RSP LR ehtl-A TR PR BteBBEIROE soci um
LA REXHFMEHY) CeHIdrideORIOT addeRIS @b VL (L SofSUQbe@®[1,3]dioxol-4-yl)-1-

- hydr ox nz sules conprising th
BFYIRaBhera  1oPmel o0 4 BoTREUMNDgRRGR A5 M 200 mi of
(?manb:n%ﬂ:mhenhwmct WtefOITSDﬁMUﬂéSS)th@Lsddan?\ﬁéKt?raaHed to potassium
mul a n inert carrier su s lactos
Sbeat solufien oyl sellRaiar gty HieimyT Bthe: P cite phast was washed
With ivafek edried RipgBvhedrats. can be produced for exanple by
n th rrier d f or r pose h
A g0 P el Acbaric SRl o ey Sufastaripta filaded in i

Wwhy WBR: StprEaaUihdE0aa LS 10MRSdiueh hytRoxide amnd B@mrrﬂ)f)f inBhanol at RT for
ornula their pharnmac

S PG amhS mithane! ik Hhet (mivedhiBgtus A PRdpfaining solution was

SirBANWEH dRt® eldrt Thé aqa8aly phidse \aad bkf Uiflh!d vﬁth” M hydrochloric
gP%du0|%g a nmedjcapent, in particular

ragleg Wﬁfe Stpylasther. d?rv@gn%{@csvw%ﬂn trselbechin 41.19 of

such as endonetriosis, |eiomonmas of the
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They can furthernore be enployed to counteract
wherrosabl i rregul arities, for inducing menstr uetT/BP20a610D6531

alone or in 66 WO 2006/ 136461 PCT/ EP2006/ 006531

conmbi nation wi th prostagl andi ns and/ or oxytocin

4-(beln26{u caquubxwatww iethyt-oraxepertandi€ 66t @k yglidvist big

[ e general formula (1) or their
gé?' gé{]y acceptable salts are furthernore

swtabl e for produci ng products for 5 fenal e

contrace 2{2@&9 al so WD 93/ 23020, W 93/ The

&R aRAS 3 e-rethhie-9xayaleroy R %’Hef 3-benzoxa2'"-1-

d}{éar maceutical ly acceptable salts can additionally be
é_ed al one or in conmbination with a sel ectiyve

birérereeldelidigrol-dndhfnmaton-2caerfytandie acidre dl‘?éP'rYﬁﬂé‘ 125 mi

df%éﬁﬂﬁﬁélbnﬁdeeérﬂp)ét -3¢ Liderd@ddn, 35 mil BEthistyFchloride were added.
npounds have an antiproliferative effect

A FOHBI D RIS GF PRSTIPYESTR S S G arH-styh-2.3-benzoxazin-1-

ériel DDl sb/384) h\ﬁaré rH%{déBy TRé rﬁi&fu?@%sdgﬂi}%ﬂjﬁﬂ'i’oom temperature for
car ci nomas _ such for exanple, for breast, prostate

%ﬁw@%ﬁ&ﬁﬁe?fﬁraﬂddéé’f‘c‘?fﬁ’&#ﬁ% ex"l"ﬂ@eé Sitforthysacetater e Rjoamc phase

\MB‘-‘ Wa@H@d‘tWWWéfertEﬁl rdrlﬁbaq:NQS@ tiagpal bva Féti%ﬁtéfbh% solvent and
alts 15 clan npl oyed for tﬂetrear?g

%?’ﬁé‘l‘?@facﬂ’éb@ﬁg%?’ ueam%hag sige el with |hP§Q"q/‘FtHﬂ acetate (100:0 ->

édmaeyun@a% 6f5699€6¥®ﬁl bbﬁib[l bRFcﬁdéM yBsP@ethgl-2 6x@fd&bylamino]-4-
t anoxife | ure e npounds according to the

LA ?&E"ZW'inhb°%?%©&?lg§tﬁ°E or partially agonistic
MG Eviebyleeed, M8 geigrnen =ogmul a (1) or their
phar maceut i cal | y acceptable salts can al so be 20 used
i n conbination with conpounds having anti estrogenic
activity (estrogen receptor antagoni sts or aronatase
: nh'I bi_torsE Er sel ective estrogen receptor nodul ators
1S duci ng pharmaceutical products for the
treatment of hornone-dependent tunpurs. The conpounds
C ' h iyenlon I kewi se be ed in
- iy ornsaiom oy EimetBabrairs pedomygers-ynoyit4-

rheﬂgmsx?amoagﬂigLﬁb?@r 125anar qncmsqaqm(mbt(me&ﬁylénémbxy)lpﬁenyl)-2-
nen onetrl osi 0
DR ORI Yoy Rt AR I R H S A HARSBRar-4Th B s

the progesterone receptor nodulator _and the

anti estrogen (estrogen receptor antagonists or

aromat ase inhibitors) or the SERM[Can be provided for
stAul t 2 Qoug or ef se for sequent| aI| adm ni stration. In

e entiak adpi ri-st r atd dh, \pr eFenabl y the

a bst r ogen tr@gen recepto &nﬁiﬁ}: 30
aromat ase i nhibitlprs) or SERMA#s adnpni first
and subsequently ?he progesterone recept or gnodul at or

is adm ni stered. Suitable for conmbination with the
non st eroi dal progesterone receptor nodul ators

IS ecd 4. f :
BRTET 0, AL I RTINS WelibdaB 0 oL RAEEH LABGRE 0P in THF
(|4emlé gt of8°@niThe amxtvreswess stirerat d§eC|fnh2<bimlmr &J4-thenzo[1,3]dioxol-4-

AP 2R piarine) sty 23 benzenaaiy o7 (1 97, mg) o adced

anek the ovixthrsheas, stirre@-at 678 Biopd D6YVESSE 4635 then added and the mixture was
R20,

é?lGI/eE t% r%géﬁqgéﬁ%e@H%(érgg%ocnymtgheéh aceﬁate we%ng with saturated

@@I}mg:hg)nde saiutiong Aryigg® qvealsediwn] Sulphate and purification by column

%13(3%??9%@9 g;rf'i‘%b)lg? gg%gﬁg%%f eﬁuh\pﬁﬁ Wé )o? %‘Whﬁt@%% Jvh%hS\(vas then

asovertath| ph eprpparativgt FohirB-HRLG 4( %l@lp@kpé{ﬁl a230uot offermyl,  eluent:
) sul phanyl ] propyl } am no) pentyl ] -

estra-1,3,5(10)-triene-3, 17beta-di ol (W98/07740), 11

bet a- f | uor o- 7al pha- (5 5

[methyl (7,7,8,8,9,9, 10, 10, 10- nonaf | uor odecyl ) am no] pen

tyl }estra- 1 3 5(10)-triene-3,17- beta-diol (WO

NN NSO\
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aromat ase i nhibitors such as, for exanple, fadrozol e,
fornmestane, |letrozole, anastrozole 10 or atanestane.
wo-R0valibegel t he present invention also rel ates tRPCT/AP2006@6531
of the conpounds of the general fornula I, where
appropriate together with an antiestrogen or SERM for

RERAMAEAGtE SIIBSIVEATRN ratd 2. 7 Rymi, et%ﬁibbrdttﬁhéem°00fﬁetentlon times:
further relates to_pharnmaceutical conpositions

2chPin §R-enantionagys 1 Sdn@inchprantamspdblodha §°FIP°FH%S (FBeees

(hﬁ#@@n’e@iﬁxy)%@rﬁﬁ) Z’-ﬁfé‘t%rbé‘}l]ez hybrbb,%cf Qlyby 4fmeth - 2 3-
pharmaceutica phar macol ogi cal accept abl e
bEnzoNEEn-bene odE{*ﬂr@Pe\M th q@%ar (ﬁi AR r(weawm?afmheny') -2-
rRethlIBlopPij-2- r@BFyx%ctﬁaaWdyﬁﬂﬁme%Ql 7 BaefzeRRnReR (Example 2).
conposi tions and nedi canents may be intended for oral,
-rectal, vaginal, subcutaneous, percutaneous,
1'H1NW%SC[9®|3'NU mma&?wbﬂl(t adny pijgi r:;H IGHB) 1Bosi da® (m, 4H),
[

conven carriers and/or diluents

5 (o350 DEE (5 GhboaAd (€ A oRdi gH.o. 8665, el SR 5398, J = 14.4
Jmkryeﬁvsqaﬁms‘lm HEhﬂ-I) Q\/ﬁtﬁ(sl GPH @H% @Qﬂ?d@Q@l (nWl hh) tdws 6.49

convent'i onal lers

EharOa Shllenes Pozntl.y 4eed Ak &esmd eaim, 150, 876 (s, 11,
%Faﬂﬁﬁ MO, (BGPEPEPri ate for the desired node of
M Al Stration Wth a suitable dosage in a known

manner. The preferred preparations consist of a dosage

r%Uléﬂbdzqu@floRf ﬂfltﬁ%ﬁﬁn@i)tﬂHeﬂﬁylp?dbgﬁX@M|I%&iref(yl%bihs-ynoyl}-
dosage forns are tablets,” filmcoate abl et

4 methvlZotbenzexagind one Xapsules, pills, powders,

sol uti ons @k suspensi ons or el se depot forms. The

pharmaceuti cal conpositions conprising at | east one of

the co unds according to the invention are

y adm nistered orally. 35 Also suitable are

pr eparat i ons such as sol utions for

0 68 WD 2006/ 136461

B1 spreparatlons whi ch may al so be

tioned®are ‘ exanple suppositories and

cenpositions for wagi nal use. 69 WO 2006/ 136461

it St eR b DI OB BT Ge P84 Froh gty 07 mi,
Hetaiih héxaheutandi S-i[14 (@chlorw@ﬁmarophenyt)—4t-meﬂ1§t -2-oxovaleroylaminol]-4-
%&tﬁﬁ@{% Igﬁ? ?a%mtrgpe’?’&r ifl @gayl ?grﬁf)gsn?% ﬁrlbad qur Example 1 gave, after
cmwmbmnwl@mm]omllmgaylaégldhrbesmd)(@zmg) 1 -one,

Hev ot T8 JeBUMLol YRS HRRET HTHE R m 2 soqm, femp under frggn (3 )

AmiltmrrdofaﬂétaF [ektr@@lmlh\lvm ethyl acetate and washing with saturated brine were

@Ecs{% JXég one %1 L?TB e;@{?eﬁgﬁ(@ @ ﬁre pajf:% [?é-raphy on

QlﬁﬁZdeﬂ)[é‘d'ﬁGB& tittehrnpoupd Laadl véhitedodra (43 aighydr o- 7-

OSSRt 5% k2 8450501 983 ol VBRL Y 2174

B, QHizE)IEIZH-)Z 3t(m92ldblipﬁﬁ1¢$d3ls CH BT Ji= JBSNE.- TH, CH), 2.92 (d, J
942‘{36\426\/@’ f%&l;ﬁ%‘ggé ?Mi 22 43: 9% %)%é? 0Ne74 fnt 118), 7.00 -

pat ent hée conp
649 Bn[ 2HY, Z-661 -110.68{B; EH)fﬂszaﬂét(nynbh@n% ¥ 8y29 (opr1bipya.99 (s, 1H,

ik S e S e,
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1- (Benzo[ 1, 3]dioxol-4-yl)-1-nmethylethanol 57.2 m of
nmet hyl magnesi um chl oride solution (3Min THF) were

w@odaedsdsel 25. 5 g of 4-acetyl benzo[ 1, 3] di oxol ePCTEBXS6/006531

m of THE at RT under argon. The mi xture was stirred
20 at RT for 16 h and added to ice/2N hydrochloric

ﬁ%l-si{Z [Z—(Z\l@ﬁloi'dﬂ-srﬂtﬁ%bbﬁ@ﬁ)ﬂ)ﬂ%éthﬁlﬁ&b’jl]-mﬂﬂi)@ocﬂ.a@noyl}A-
I hase, was washed with water and brine and
P 2 R nongd o of -
1 [benzo(l 3 - axol -4-yl]-1-net hyl et hanol were

oil. 1HNWR (CDCI3, ppm) = 1.6
H, 6.76 (dd, 1H), 6.82 (t, 1H),

4 (Benzo[l 3] di ox I-4 yl ) - 4- met hyl - 2- oxopent anoic acid
4T m of tin(1V) %hloride were added to 9.5 g of

Rea{dmeﬁm[ﬂhésayde qml mﬂ MBDJLlJ(O e, hw &l ranekan@) &nd 4-@-@-chloro-5-
f et"ﬁ?‘% };éf g‘-%PX l %%@ﬁ %@?Iﬁﬁ r‘?u? gér?z%f(%nq -one (207 mg) at

8PCak %s&bﬂfbd&dﬂ@ﬁbrﬁﬂe n@msaftarncamnﬂacrhematogrmwnl giita gel and
After ex actl 0 i et her ., .the organi c phase

daed
A e S R e R et R A
OH-NMIR (s3riYEDCl,, 400 MHz) 0.90 (t, J = 72Hz 3H, Me), 1.32 — 1.47 (m, 4H), 1.57
benzo[ 1 3] di oxol - 2'/\15:“;4 net hyl - oxo%gnt apnoat e

ook Nes. 15210 3 Mgl 203 & 35 1A5E. GHAE502 86 (ofH, Yip). 2.81 -
Qgél(M%ﬁK@wu gema(npl 13@07 m 7967 (ﬁetzlmnpbs aty, §§F(nﬁ on-|) éQ1 d,J=

N vacuo,

£8iHz At %%(Obth oh? 6. é'd) &d@&ﬁe&m"{*ﬁ 9275‘@6@5”204 (@55.0): Le-

mghﬁ\r/z =Tbg paaugqus phase was acidified with 1 M
hydrochloric acid and extracted with diethyl ether.

Drying and evaporation resulted in 11.1 g of 70 WD
2006/ 136461 PCT/ EP2006/ 006531
4- (benzo[l 3] di_ oxo oxopent ano C

o5 G LA GRAaReny ey G Sp4r s -y g eegbwz}unovl-
Hnhxhetnipla, 3 beREssin£:oey al er oyl ari noJ- 4- et hy -
, 3-benzoxazin-1- 5 one 10 g of
4- (benzoid, 3] di oxol - 4-yl) - 4-net hyl - 2- oxopent anoi ¢ aci d
[ ‘elved in 125 mM of dinethylacetam de and, at
argon, 3.5 m of thionyl chloride were
After stirring at -3 to +3C for 20 m nutes,
7.6 g _of% 6- an1no- - et hyl - 2, 3- benzoxazi n-1- one (WO
QOR3Z5€ The m xture was stirred at room
er atU 0096 hours and, after addition of
wat er, extracted wWwth ethyl acetate, the organi c phase
was washed with water and dried (Na2Ss®™), and
Eitrdyroplenyaicetyfidd @65 ahly e iraMtHF) overso asdeniy toa H$-[ B 2-tiierophenyl)-

%%%B&!]%g)go%rcgﬁsnsy' ak'@ﬁ?}[-g%etrwl g%hen)&%n?ez/ir% n%le {:"ICI%t ﬁwtg? at -78°C
and éHc(Mmon[ehpB]r@meerMpd:a}d@ uhderatgph -d2riog thva highb WVarking up as
‘rll%%lé%d %irt%lgwpi%g@%%% cﬂma?oq%a&fy %8‘?0%@5'{?‘%'8%@% in the title
mmmtdnel&aéé) foam (54 ;ng) after 0|I -pump drying. 1H-NMR (ppm, CDCl;, 400 MHz):
| }52’2 h% I(%X'\?(l)g 2 N? l(i-nf?}_ﬁ‘i',' DXNVPRENKNe) 27 o4 6 {5084 - 7.58
(met heH), 3. 38t(énzloa<aﬂzi rHZb @25 (d, ahé 8.6 Hz, 1H), 8.81 (br. s., 1H, NH).

é@ﬁ’l&% d‘p(y f &%H:(Lﬁgjg %@Myﬁ}r?ﬂg Jtﬁ;/l 2, 3-benzo

xazi n- 1-one [-OOHII OH N\ NOONOI /| O\ N
ol / O O
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O 25 nBuLi (0.7 m, 1.6Min hexane) was added to a
solution of 1-hexyne (0.5 m) in THE (4 nm) at -78C

wab®emsadbure was stirred at -78C for 20 min, PCI/EP2006/006531

6-[ 4- (benzo[ 1, 3] di oxol -

yl ) -4-net hyl - 2- oxoval er oyl am no] - 4- net hyl - 2, 3- benzoxaz
6-(2-f2- mmﬂmowbemmumwnct-memwpﬂdw]rn'-nymyms
stirr dat _Z Ea Wat er was t hen added and the
9ﬁt¥? -met 3'1"8"?%’%\“ 185%8 enp. Extraction

wi th et hyI ate, washing with saturated 30 sodi um

chloride ;5 ution, drying over sodium sul phate and

; o,n by celum chromat ography on silica gel
' f a white foam which was then _
arsative chiral HPLC (Chiral pak AD 250

0 mm eluent: |71 WD 2006/ 136461 PCT/ EP2006/ 006531
acetonitrile/wate? 55/45 v/v, flowrate 4.7 m/nin,

R&4GHON BF UHexHid(0.4 Al ABULINOT MR 9.6 M1id héx4ng) and 6 [4 (2,3-dihydro-7-

SR Tl 355 o id TR L) S L

(9bSWib) aE -78Chil THF (3 ml) as descnbed for Example 1 gave, after column

‘g'éﬂ’g%{?b 9{0%%@ a? %as ary}fp} 'an cuo X SO|2dIfled colourless oil (42 mg).
{HNMR {@*'260@33400“%' 0199t QXY 2162131 e, 1,35 - 156 (m, 10H),

3155 V4 98 9B bl BY A Y Qdy, FeknaV Lad TR Il 23 Be02004 5 1

Wiz 3.0 93.9Yn, t2H)J3.27 (5,21} 4.55H, \CH@3 Hez, 2B),-6.2540 J(#7.5 Hz, 1H),

1.5
Sbp (058 62 il g Y ‘%@*ﬁzd%ﬁ%%wi@ q)ébz'é'z-szg m,
2H)7 8. 7(8ctbras NHYACSHECINJOH188)2 LBMS sm/zl= 489 MHY H'R. 94 -
5.96 (m 2H), 6.46 - 6.49 10 (m 1 H), 6.64 (t, J =
78Hz, 1H, 7.47 - 7.49 (m 1 H), 8.25- 8.28 (m 1
, 8.76 (s, 1 H NH). C28H30N206 (490.86):

fa%e%&%s{n@é% e N AR L A

et/ pefitadoyaimimo)os-arithyli2, 3bendoxaddin-Clond 7 N N CHO | /
O 15 F Stage /A Reaction of

5- (tert-butyldi net hyl silyl oxy)pent-1-yne (531 nyg),
nBuLi (0.7 1.6 Min hexane) and

6-[ 4-(2-chlOoro-5-fl uorophenyl) - 4-net hyl - 2- oxoval er oyl a
m ng] - 4-.o ¥t hyl - 2, 3- benzoxazi n- 1-one (207 ng) at -78C
ripeg for anple 1 gave, after colum

at ogripp h¥ilica gel, a colourless oil (86
720 Stage~B? e resulting oil was stirred in THE
(3 M) at roomteap. under argon (3 h). Addition of
water, extraction with ethyl acetate and washing wth
saturated brine were followed by drying with sodi um
Stabp rataesusPension eatﬁmdmouadldﬂmambrwm(m &@),ytrlﬂl‘ienylphosphlne

(%Lé,. "}93) %o&qglrﬁ%ﬂtd%p@ ogopﬁ%gl?ll\]ﬁg%a?esigk%g&)g% g'nlq 8? palladium
adztate In FBIF(F, miPEnd Mﬁéthylém?ﬂe (3 M) Was (reacte@n aiult@sBnic bath under
%r'ggzné_fq_ré; F%.l,&qgiti%gf:sa@rgt%dg%:ueg@ gmoé'n%)r\g:nfz_ﬁ%griéq%olél_ﬁi was followed
By @’traction Skwthl etl@H)acet&te7 dnd washiBg With vizdt®r, arfid Brine. 0Fying with sodium
%J%er Wgs écilloenﬁd b_ly q%nceétngélfn@r\g %l(?ﬁﬂonlbykﬁol&g?\ é:s %atoqraphy on
s 4 A SR S0h00) oaretosie o Sl of
GAhouh 10 SC38 AT 6 FSD AP OPTE AGPPoR=tRI Ry ) A grefhancl was
stirfeddat s ymctempebatargl yndér argon for 6 h. A spatula tip of sodium bicarbonate
was then added, and the mixture was stirred overnight. It was diluted with ethyl acetate,
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nmet hyl - 2, 3- benzoxazin-1-one 4 CI HO~~ N Ol / O F O
Reaction of 1-hexyne (0.6 m), nBuLi (0.7 m, 1.6 Min

wheooansperand 6-[4-(2-chloro-5- 5 PCT/EP2006/006531

fl uorophenyl) - 4- et hyl - 2- oxoval er oyl am no] - 4- net hyl - 2,
3-benzoxazin-1-one (207 ng) at -78C as described for

v@fé\rrmé@ adddif\WRd stbhRitiof Of Wie pRiles RdsORIleRsy bz Rexfrhttionawith ethyl
and preparative thin-layer chromat

a\cpp@&, uWaghipg (quthﬁggom hingg r*(cp }BH?S%D&I‘ 8%@90 d,wlag .over sodium

sglpﬂgte( tconéenﬁra?er?)ah’é coglzﬁm( gﬁﬂogﬁlog"-\ig;))hy dn 47|c§ {’@el Fé'é)flted |2n the title

qupo e,&e)V'SCQU%%" 9 Mg M), 2.81 - 10 2.95 (m 3H),

| 1@4 RRR Lp|)§m7 dan, 4bohl)1Hz)7 1368 EIZEH Ingef, . 692gd) (H7Mé§ 2.56 (sS&H Me),

A= 301 (s 5 08 (s, T KoM 4 e i P 65 (i 24, 7.21

iﬁzs&ﬁ 743&?89J{=M0"6H+ﬂ-lz 9, 7.57 - 759(dd J= 86 23Hz 1H) 8.22
rac { | oro henyl1) cycl opentyl ']_lmst hyl - P{:
—&2@{6@;19 Lﬁ3‘g(q,,40ygﬁ Hz, TH), 8.80 (br. s; 1H, NH). ngH24C N205 (534 98):

lgﬂwﬁphﬂg w5l 41)3- benzoxazin-1-one 5 H N 1OH\ N
0 L|th|unphenylacetyllde (0.65 M, 1IMin THF) was

added to 6-{3-[1-(2-chl orophenyl)-
cycl opentyl] - 2- oxoproplonylan1no} 4- et hyl - 2, 3- benzoxa
zin-l-oneé§110 b 78C 20 and al lowed to reach
rag®mi2i2rig<d REeRhemhotrmethyinepRyHa2-Ry dioxy deemsrinay!-
dthind§-adRethyi- b%%ér&bxgi‘iﬁmbﬁe 8 and col um
chr oimat ogr aph y on silica gel resulted in the title
conpound as a fgam (54 ny) after oil-punp drying. 1
H- NVR (ppm 3, 400 MHz): 1.59 - 1.85 (m 5H)
2.18 - , 2.54 (s, 3H M), 2.7 - 3.09
(m 10H), 8.18 (d, J = 1.1 Hz),
: , 1H), 8.81 (br. s., 1H NH). 25
526xQ): HPLCMS: miz = 526 [M, purity

{ 13@461 PCT/ EP2006/ 006531
- {2-[ 2- (2 3-Dfhyjd ro-7-benzofu ranyl)-2-net hyl
propyl ] - 2- hydroxy°3
F@é‘dcYB@)df a%dWHe &rmmw&in .69z 1K i Rexane) Gnd6H@-(24dhloro-4-

v ey S AL b iS5 e 110 m)
W(@fnwaanm - 46 deichiyéd for xapplt R, aftenediurin BRtdmdtegtaphy on

benzoxa2| n 99.5 ng) at -78C in THE (3 nl) as
%@é(ﬂel Feth 'W"éﬁ%g 1 gave, after colum

ﬂ-llquﬂJlFa%p?ﬁrﬁ aphgl,, 041)08MHE)3@ grelt, pad.olky,i 3H), i 126-at.yé (masH), 1.58 (s,
solidified colourl ess oil

3, 1 885 1A MOI03 38 (f .= 10 By, GHig=Clo 5o 3 13 79 - 2,91 (m.
31H)56 9(2”1 elasg)ﬁ) 2H), 2. Ad(dd 3--189( 1 @4)1}1)27 5@ (ddS J Bbl,s 1.9 Hz, 1H),

451 10,550 6. Bogb gilonts 6 bt 3 s bl %%¢&C|FN204
@zﬁomcﬁld)mlﬁ 3§7¢M+HJ 7.5 H, 1 H, 6.95(d J =

6.3 Hz, 1 H), 7.05 (d, J =7.8 H, 1 H, 7.50 - 7.52

(m 1 H, 823 - 8.29 (m
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2H), 8.78 (br. s., NH). C29H32CI N205 (488): LC-MS: niz
= 489 [M + H+]. 15

WO 268344t ( 2- Chl or 0- 4-f | uor ophenyl ) - 2- hydr oxy- P /EB20h¢/ah6531

roxyphenyl ) et hynyl ] - 4-
nmet hyl pent anoyl am no} - 4- net hyl - 2, 3- benzoxazi n- 1-one 7
rakcl6-£21]2-(2- Clﬂoﬁﬁh@mﬂewlﬁmh nﬁpﬂ{]py@]f-zhhbdrwtggﬂ}(ﬁgéﬂylpent-&
t enyl phosphi ne
WFX%E mF@&Fé’é” ?%?z'"ﬂf PB%I phenyl acetate (51
5 ng of palladium acetate in THE (1 m) and
trlethylan1ne 3 mM) was reacted in an ultrasonic bath

under argor @ 1 h. Addition of saturated aqueous
| oF+0e solution was followed by extraction

acet at and washing with water and bri ne.
' | sul phate was foll owed by
urification by colum

chromatography on} 25 silica gel. A white SO|Id (46.7
was obtained. Stage B: A suspension of th

'%Qﬁ?ﬁ@fm ﬁﬂ3'Ph©'PM|'§tR£9@YUQ @43 . mt) rﬂﬁULa(QﬁbUﬂﬂu@dVblﬂd@KMﬁ)aﬁné 6-(4-(2-
éhio%&ﬁﬁl)oréﬂl‘\eﬁﬁ H%ﬁkﬂhylyﬁéxov%fe%ﬁé?ﬁm@f-? wl DEIPEARLAYiR1-one

under argon [a ti

(BAC ar®oimad HF @agﬂ)t an79a§dé%1 deambesih@r rﬁxamn*es wgave, after column
é‘ﬁrbrﬁétﬁg ag}ﬂ? bRIsHRA gelldn 'u} HM&ER Mahlte F3dRY (1 1%91% at e
136461 PCT/ EP 006531 water was a :
&hﬂll\/ﬁ%fmr'aﬁ%ls 100 MBIz} Hae6s, s Medl 161w 3by Me), 2. 55 (S 3H, Me),
as bk o %Lh\a ELWE (mPA%R @rg %92%% N95 88 (SH), 7. 23 = 7.42 (m,

corrbl ned of gafii ¢ phases ' wi th dryi ng ‘over “so
Bl Bhth €, ¢o=mze3nHzat1+®naawd(@ouLmre & tHntodk8hHbr. an, 1H, NH).

ChiETIE. (B Lels Imesid i Freforpoind 58

163(s 3H Me) 169(s 3H, M), 2.56 (s, 3H M),
2.94 - 3.01 (m 3H), 5.48 (br. s, 1 H OH), 6.74 -

6.77 (m 2H), 6.84 - 6.93 (m 2H), 7.21 - 7.25 (m

rRRB-{4H 2ABhIomet4-Thiorophetyb2- Bthinyl-2 hypiromy-§methylpsptarsylamino)-

22 - 8.23 (m 1 H, 8.31 (d,
gmft@?iéfgﬁ%,%%g% s, 1 H_NH. C29H24Cl FN2C
(534.98): LCGMs mz = 535 [M+ H+]. 10
rac-6-{2-42- (2 Chl oro-4-11

- eyl propyl ] - 2- hydr oxydec- 3- ynoyl -
I -2, - benzoxazin-1-one 8 CI HO/HI1 \ N
t8 Rgaction of 1-octyne (0.4 m), nBulLi
, 1.6 M|n°hexane) and 6-[4-(2-chl oro-4-

éthgrﬂf IR broniTEE b i O35y # m@/\lvésmaMd' 1o dﬁﬂ&@-ﬁbld%olutlon of

eénzoxazi n- 1- one

&tk @rehipsa-disioranhgnp)-d- metgﬂzﬁeoxwateéwlammhﬁmethyl 2,3- benzoxazin-
ﬁBﬁ@@e@E{;ﬁHmH CD% mbi Uh&é\' M_gbn tRe YéHchSn §8bh&h 6v3§ alEl/)/ed to reach

rgpp, tempg@turelovgatr(emo%spg of 3 h5qur§|ng L@@quigscngyd mlEygnple 1 and
dotumrs Eh ohﬁ}ogrgpﬁlyzor( Elllca]ge1 r@s@teb‘qn tl@'@t@‘&)mpcﬁm@%s@foam (84 mq)

3H, Me)2.79 NnéR (
a(f@aonpumpsﬂrgngm (qpnm) b@las@qwzm&—@ @ (m11K), 4,58 (s, 3H,

<§ i) Mg) 235&—3&95@5 ), eég&gme‘;%f@nl\l%z) 3.4 (gdGJ E%.0, 6.2 Hz,

u@ iws (@) = 8871 prwa 1H)) 8.194d wzcﬁ)wzm@n@m (d, V: 86 Hz, 1H),
f@g’(@P@OQ@/,@QﬁSSl
C23H20CIFN,O4 (542.9): LC-MS: m/z = 543 [M + H"].
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rac- 6-{2-(2-(2-Cnhl oro-4-fluorophenyl)-2-nethyl propyl ] -
2- hydr oxy- 5- phenyl pent - 3-

wQ pwgl13a¥no} - 4- met hyl - 2, 3- benzoxazi n- 1- one 9 GPCHEP106/006531

NOi 0O FO 5 Reaction of 3-phenyl-1-propyne (0.17
m), nBuLi (0.51 m, 1.6 Min hexane) and 6-[4-(2-

r@bleo(4q24cﬁ|bmamwayhény4)-mhyhv6xy24 methygl2eviayl-pentapbyimino}-4-

A benzoxazi n -one (140 nmg) in THE (3 nl) at
m?@‘!&f’&%ﬁ?ﬂ@d" P8¢ lExanple 1 gave, after col um

chromat ography on silica gel and drying in vacuo, a
white foam (116 rrg) 1H NVR (ppm CDCl 3i 400 MHz):
1. 89 (Sud H, Me), 61 (s, 3H, M), 2.55 (s, 3H M),
. ”f3H), 3.4 - 3.6 (m 2H, CH2C=C), 6.8
D3 (Mo 2 3-7.42 (m 7H), 8.15 (d, J = 2.3
~~1H), 8.27 (d,°J = 8.6 Hz, 1H), 8.64 (br. s., 1H,
NH). C30H26CI FN204 (533.0): LGMs: nlz = 533 [M +
H+] . 15
A aioylﬁmabﬂueéiﬂm(ﬂnbmida-sumibm()@ SphietiMiin TBFpwhy injéctatt intadB-{A«(2-chloro-

B RahBRE s M viaminol s estyd 3 perspziptrone (103 mo)

|6 THHﬂ(x&ﬂml)rﬁgTﬁé’@i and ltheomixdére (veas2allwwed Qo Seddhi noofHEMpwasder argon

?ryr&'(tt Rgcﬁ F ion gfe ﬁcf o'oﬁs rag'ﬂﬁérﬂ@rn )c?m fﬂﬁé %ﬁwloré was of I(lﬂwerdolw %xtractlon

mmethyMaMtbydndMébHum}wmlxaai isedilimoctdor{de0solutipn. iDnyifgiwith sodium

P " 3D eolcBlir BRI & lck ol 5Py AUfREation by

adurhn ehrammategrapies oni dilead gel tBxesqdt & theatitte coropeund as solidified oil

G AS00R B 5 P B ol PESIALAR o) 1.7
3H,N&, @35, CDCRI6 ($0B8HMAR), 2.7t @, J =O1@3 Hn 1H),12)89 (©; 9& 15.3 Hz,

{545 300 b Wy Ao g7l 7. oo e

H)56.801606.88 (m, 846, 1.9 Hz, 1 H), 8.19 (d, J = 1.9 Hz,
1H, 831(d, J =8.6Hz, 1 H, 8.63(br. s., 1H
NH) . C23H20CI FN204 (542.9): LC-MS: miz = 543 [M + H+].
76 WD 2006/ 136461 PCT/ EP2006/ 006531

'rfg\c/sl‘ﬁ‘ 424%@% {Enoy o‘?ﬂﬁ éﬁPE%f%iyﬁgh %enz %é?n i’w'h' 4

methSllpélﬂhnWIamuM}-@ﬂétI@I-B-henzmlzmgﬂes|_|Zm brom de
solution (0.5 M, 1IMin THF) was injected into
6-[4-(2-chl oro-

4-f| uorophenyl ) - 4- met hyl - 2- oxoval er oyl am no] - 4- net hyl -
2, 3- benzo agin-1-one (103 ng) in THE (3 n) at -78C,
and the mxture was allowed to reach roomtenp. under
argon ovegrnight. Addition of aqueous ammoni um

chl ori d,%/ol,utl onp_was followed by extraction 10 with
et hiy| Bt at d Q\/ashl ng with sat. sodi um chlori de
S@ 1on. y °th sodi um

[¢]

3/

Reaction of 4-methoxyphenylacetylene (0.4 ml), nBuLi (0.6 ml, 1.6 M in hexane) and
6-[4-(2-chloro-4-fluorophenyl)-4-methyl-2-oxovaleroylamino]-4-methyl-2,3-benzoxazin-
1-one (110 mg) at -78°C as described for Example 1 gave, after column
chromatography on silica gel, the title compound as a white solid (44 mg).

1H-NMR (ppm, CDCl;, 400 MHz): 1.63 (s, 3H, Me), 1.69 (s, 3H, Me), 2.91 ~ 3.01 (m,
3H), 3.81 (s, 3H, Me), 6.81 — 6.94 (m, 3H), 7.25 - 7.29 (m, 3H), 7.43 (dd, J = 8.4, 6.3
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30

sul phate was foll owed by concentration in a rotary
evaporator and purification by colum chronmatography
wWo@roositbd4ern gel to result in the title conpoundP@EEP2006/006531
solidified oil (18 nmg). 1 HNWR (ppm CDCl 3i 400 Mz,
selected signals): 1.53 (s, 3H M), 1.57 (s, 3H,

Mé)1H)27%§(Ga JEEB, 23%10—@,8@&1 dMP)=1QI-Vz41 831=(d J = 8.6 Hz,

8875y, he TNy Capiehys 45 @?'f% I e pes it Fot T

(dd, J = 17.2, 10.6 Hz, 1 H), 681-686(m1H),
rac-6-{4-(2-Cnhlor o-4-f| uor ophenyl) - 2- hydr oxy- 2-[ (4- net
hoxyphenyl)ethynyl] 4- 20

dﬂ{d &eﬂﬂﬁI%P@-Ml-fﬂmrapherﬂylﬂmul‘ox&aﬁn’i&ﬁﬂ%—ﬁﬂie‘hyleth%)—

O Reaction of

m%v%wm@rﬁrm&'@x';ﬂ %Hsnf%a&"}ﬁ‘f’"erléuu (0.6 m, 1.6
Min hexapg) and 25
ro- 4-f 1 uor ophenyl ) - 4- net hyl - 2- oxoval er oyl a

gt hyl - 2, 3- benzoxazi n- 1-one (110 ng) at -78C
as descr| ed for Exanpl e 1 gave, after colum

Ogt abh gri~silica gel, the title conpound as a

B (b agP. 1 HNWR (ppm CDOI3i 400 MHz):
Me), 51.69 (s, 3H M), 2.91 - 3.01 (m
3H) 3.81 (s, 3H, M), 6.81 - 6.94 (m 3H), 7.25 -
7.29 (m 3H), 7.43 (dd, J = 8.4, 6.3 77 W

@91%4 1§ﬁér@i'ac5’§TA£P@%6/ rﬁpﬁﬁﬁl in I"\i’|~u=)1 Mas 7I_a|)d5§d (g, 6(511 (3-chloro-4-

ﬂyogoqj\eml -4- rgetpgl -2- exorfgle(wam@oH-mqthylﬂ»:r;ber@gmmmoée mg) at
&849- an}i thEQnNﬁure s stirpdt? at I3’?8“0"’Eﬁfhder5argon for 2.5 h. Worllqng up as

rac-6-{4- | oro-4-11 uorophenyl) -2-hydroxy-4- net hy
Qesep gqr xgwﬂﬁ ) _and column chroma ography on silica gel resulted in the title

Wﬁ&ﬂ@ﬂs%ﬁ]fé}fﬁm"@bi‘bﬂg‘) 3ft§rchl96lﬁ1%( -1 one 13 Cl HO

hi um henlacet |de 0. 65

Wl@\,@o%qgglatqp%mm (125 (s, gf-lo (s, 3H, Me) 257 (s 3H, Me),
ibﬂafmGﬁlyéQ) é80et 186 (A: ﬂxm%e-r beilm ﬁlﬂ 743mEt7f36|(n25H) 7.44

- benzoxazi n-'1-

on
(ﬂﬂs 5t9-0r&d Hz 1H787Cg%mfbr’ aﬁ@eﬁ 0f'd¥ 124>58r?3 «;w Ki %@ H}p“*) 8.31
@SJ =4S Fiz| h@’)dsf?@r(bﬁ%a'm#)ecggl-@mlw 4L{m\9 O HETR-GF APAY 518 M),
on silica gel resulted in the tit conpound as a
white foam (102 ng) after 0|I-punp drying. 1 H NWR

fﬁ@&m%’dg 145448 Mbre éregére(ﬁr;_ aﬁﬁogw Exémﬁl@ 1©3fron?r|6 (4-methyl-

%pg@y I;Toxgveplﬁroy@n‘grio)ztf -pethyl- %,:}Tbefz%azmﬂ-(goe -,an§6 (tPr? alkynyl-
=Y nes?urﬁﬂahdedd J =9.0, 6.2 Hz, 1 H), 7.59 (dd, J =

8. O Hz, 1 H, 823 (d, J =2.0Hz, 1 H, 8231

(d, J = 8.2 Hz, 1H), 8.79 (br. s., NH); C29H24CI FN204

(519. 0) HPLC—I\/S mz = 518 [I\/] The conpounds 14 and

15 were prepared in anal o)%y to rrrEJ 0 fr

'@C(QI[%TE?\WV -2hydroxy-4-methyi-4- phenylpe tanoylam|no]-4-methyl -2,3-

KeridorBYin-RoRx 9gal er oyl am no) - 4- net hyl - 2, 3- benzoxazin-1
-one and the alkynyl- magnesi um hal i de:

rac- 6-[ 2- Et hynyl - 2- hydr oxy- 4- net hyl - 4- phenyl pent anoyl a

m noj 4/ thyl -2, 3- 25 benzoxazin-1-one 14 HON N |
HO
o ;

1H-NMR (ppm, CDCls, 400 MHz): 1.42 (3H), 1.59 (3H), 2.57 (3H), 2.64 (4H), 7.15 (1H),
7.31 (2H), 7.46 (2H), 7.58 (1H), 8.25 (1H), 8.30 (1H), 8.81 (1H).
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O 00 1HNWR (ppm CDCI3, 400 Mz): 1.42 (3H), 1.59
(3H), 2.57 (3H), 2.64 (4H), 7.15 (1H), 7.31 (2H),

wWa2006/186@6) , 7.58 (1 H), 8.25 (1 H), 8.30 (1 H)PCBEBDIE16531

H. 30 78 WD 2006/ 136461 PCT/ EP2006/ 006531

rac- 6-[ 2- Hydr oxy- 4- net hyl - 4- phenyl - 2- pr opynyl pent anoyl
1RE-63[2-Hyld iR iy ayime th yd-4- Siesni -2 Pro pydy | pentahdy kin 6] -4intethiy1-2, 3-
0 0005 1 H-Eg/R.(IOIOm CDCl 3, 400 MHz): 1.42 (3H),
Rengexpzipgt-one 43 > 65 (6H), 7.11 (1H), 7.30 (2H), 7.43

(2H), 7.58 (1 H), 8.29 (2H), 8.85 (1 H). The conpounds
15-28 wgre prep red in analogy to Exanple 1 from
6- (44 e nyl - 2- oxoval er oyl am

A=1Te hyI 3-benzoxazi n- 1-one and the respective
hium °10 aryllacetyl i de:

rac- 6-[ 2- Hydr oxy- 4- net hyl - 4- phenyl - 2- ( phenyl et hynyl ) pe

nt anoyl am no] - 4- net hyl - 2, 3-benzoxazi n-1-one 16 15

)/ AL Al
iy (P ooty o 12T PRGN, S35 Ghp. 2Ry e gl ok, 7.20
@H), 77422H), 388 (HH) 8.28.(20),8B9 (1HY. 50 (2H), 7.59 (1 H),
8.29 (2H), 8.90 (1 H). 20 79 WD 2006/ 136461
PCT/ EP2006/ 006531
The cempoundsdt DR -wergenrapared -in (analagy Hpl Prample ) e fragnGi(3-methyl-4-
ﬁpg%—é&&%’ﬂéraﬂgﬁﬂr%%m&hyléz &%Ehé/dx'a%niir -Qﬁen aHg R r}égﬁe(&ﬁ\?e lithium
grylpcetylide: Hydr oxy- 4- met hyl - 2- [ (4- met hyl phenyl ) et hynyl ] -
4- phenyl pent anoyl am no] - 4-net hyl - 2, 3- benzoxazi n- 1- one
17b H N- OO0 5 04HO 1 HNWR (ppm CDCl 3i 300 MHz):
1.48 (3H), 1.64 (3H), 2.36 (3H), 2.57 (3H), 2.60-2.80

ﬁ%@-g-%@%&@%ﬁ@)&% &ﬂﬁ_jw—z((éh%mflz h@g()ﬁ%tgnéyl?m-bmethyl-

2,3g@ngpxarinsttonextd;89 nm) 10 16b: [a] 20: -28.6 (CHO 3,
1. 01 g/ 100 m; X=589 nm)

»

o) Sw
® é’
o

o}

1H-NMR (ppm, CDCl3, 300 MHz): 1.47 (3H), 1.65 (3H), 2.57 (3H), 2.62-2.78 (3H), 7.15
(1H), 7.27-7.37 (5H), 7.40 (2H), 7.50 (2H), 7.59 (1H), 8.29 (2H), 8.90 (1H).
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rac- 6-[ 2- Hydr oxy- 2- [ (4- net hoxyphenyl ) et hynyl ] - 4- et hyl
- 4- phenyl pent anoyl -
wW@piono3e4dt met hyl - 2, 3- benzoxazi n-1-one 18 0- HI/EP20@5/006531
15 0 1H-NMR (ppm CDCI 3, 300 MHz): 1.47 (3H), 1.63
(3H), 2.56 (3H), 2.60-2.78 (3H, 3.80 (3H), 6.81

(¢-760[2- Hé,di&xz)(-a—drathylz vrx :ﬁeﬁﬁldr@dyl)emyﬁﬁuwllrﬁenyipéiﬂaﬁ&ylammo]-

lryeﬂ@dﬁzﬂay %@'}"2 yphenyl ) et hynyl ] - 4- net hy!
¢ )46 [mﬂpuidi@m FREH | 2T} (APl ethyIpRE Ayl etRy sy 28 phenpentahroyldimino]-

1"}91@'[223 bpazeaFin 1 ong 180 hoxyphenyl ) et hynyl ] - 4- net hyl

af\anoyl am noj - 4- net hyl - 2, 3- benzoxazi n- 1- one
em c mxture which was described in exanple
parated by preparative 25 chiral HPLC

ralpsk AD 250x10 nm) into the enantiomners
N [a]20: + 29.3 (CHCI3, 1.12 g/100
3b : [a]20: - 30.0 (CHCI3i 1.14 g/100

589 nh@ WD 2006/ 136461 PCT/ EP2006/ 006531

rac- 6- [ 2- Fydroxy 2-[(4- (N, N-di net hyl am no) phenyl ) et hyn
yl]-4-met hyl - 4-phenyl -
THNMR QPnd T DOL - Z00iHRY 1 1-48 BH)eNnBoX3i), 2:36- (BRI, 257 [BH)HD60-2.80

@@W 087 @3 GHt F0 o 21,7 B TH 8 B30 B
o] f- 8.4 30HCI! 11%4/100%: ﬂ-seéinm)ss (4H), 7.48
; 0 (1 H. 10
%I@ {ozzﬁhﬁgl(%gbhﬂ Hétgﬁ‘ho ml; bﬁ%i’r%/fllm)z [(4-trifluoroneth

yl phenyl ) et hynyl ] -
pent anoyl am no] - 4- net hyl - 2, 3- benzoxazi n-1-one 20 F F F

Kac-Gf2cHydroxys2- mthequnmwfvpmw methyb-4-phemylrentanoyl-
Jmﬂ%&-ﬁ%thgi&@bé%azn% ﬁZné%*) 2.64-2.80 (3H), 7.17

.56 (2H), 7.61 (1 H,
8.30 (2H), 8.92 (1 H.
(+)-6-[2- Idydroxy 4- et hyl - 4- phenyl -2-[ (4-trifl uornet hy

M noj - 4- met hyl - 2, 3- benzoxazi n- 1- one 20a and

(-)-6- [,cHydrox -4-met hyl - 4-phenyl -2-[ (4-trifluornethy
| phenyfye

pentgnoy am - 45 et hyl - 2, 3- benzoxazi n- 1-one 20b The
em c Mixture i ch was descrl bed in exanple 20 was
separ ated by pr epar ative chiral HPLC (col um

Chiral pak AD 250x10 mm) into the enantioners 20a and

ﬁ@-*i\:m@?&pnh, ¢BER 0300 M) 91 471HH) 31.63 (9), 9/ 5E0@HY! 2.68$25893H), 3.80
(3H), 6.81 (2H), 7.13 (1H), 7.25-7.38 (4H), 7.48 (2H), 7.60 (1H), 8.28 (2H), 8.89 (1H).

(+)-6-[2-Hydroxy-2-[(4-methoxyphenyl)ethynyl]-4-methyl-4-
phenylpentanoylamino]-4-methy!-2,3-benzoxazin-1-one 18a and
(-)-6-[2-Hydroxy-2-[(4-methoxyphenyl)ethynyl]-4-methyl-4-
phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 18b

The racemic mixture which was described in example 18 was separated by preparative
chiral HPLC (column Chiralpak AD 250x10 mm) into the enantiomers 18a and 18b.

18a : [0] 20 + 29.3° (CHCI5, 1.12 g/100 ml; A=589 nM)

18b : [a]%0: - 30.0° (CHCl3, 1.14 g/100 ml; A=589 nM)
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25 20b: [a]20: - 20.4 (CHCI3, 1.01 g/100 m; X=589 nM
81 WD 2006/ 136461 PCT/ EP2006/ 006531

WO am6B3quit [ (4- Cyanophenyl ) et hynyl | - 2- hydr oxy- 4PCEEPR0b6/#06531

- phenyl pent anoyl am no] - 4-net hyl - 2, 3- benzoxazi n- 1- one
21 eHO//OHN-N O O 51 HNW (ppm CDCl 3, 400
reflc29-[2-Hy oxy 3-)(4-(N,Nodintethylamin§)pheryl)eth¥n PB4 Sthy(-3‘pPhenyl-

erdanoam I ot Sbgtagmsgn kpne g | 00 (21

(+)-6-[2-[ (4-Cyanophenyl) et hynyl ] - 2- hydr oxy- 4- net hyl - 4
- phenyl pent anoyl am no] - 4-net hyl - 2, 3- benzoxazi n- 1- one
21 a and v

(-)-6-] 4- Cyanophenyl ) et hynyl ] - 2- hydr oxy- 4- net hyl - 4
- phenyl genf anoyl am no] - 4- et hyl - 2, 3- benzoxazi n- 1- one
21b The yacem c m xture which was described in exanple

_geparateq by preparative 15 chiral HPLC
O apaky AD 250x10 nm) into the enantioners

and 21 2a: [a] 20: + 26.6 (CHCI 3, 1.12 g/100

i X=589 nM 21%b : [a]20: - 26.8 (CHCI 3, 1.02 g/100

m; X=589 nM 20

rac- 6-(2- Hydr oxy- 4- net hyl - 4- phenyl - 2- [ (4- phenyl phenyl)
ﬂﬁ%ﬁ?ﬁmmgyhmwmh As )hy.ls%%%ﬁ)é@esvz ,Zz.ee-h:mlgH), 2.98

22 N o o 25 1H NWR p;l)nb 40 M—Izz? 1.5
©b)6.58 (258, (R 1HR 7533~ (-38f4N)p/ 48.(3HR 7. 574ii). 8,28 @H) 8.0 (1H).
2006/ 136461 PCT/ EP2006/ 006531 (1 H), 7.30-7.40 (3H),
7.41-7.61 (11 H, 8.30 (2H), 8.92 (1 H.
(+)-6-[2- Hydr.oxy- 4- net hyl - 4- phenyl - 2-[ (4- phenyl phenyl)
%mwg}gmymﬁmkwweﬂenﬁaqﬂ-mﬂu&oﬁ-ehwlawyemmne
a an
pentagoylamigolrsmethy a3 henzoxazifshpne 20 ( 4- phenyl phenyl )
et hynyl ] pent anoyl am no] - 4-net hyl - 2, 3- benzoxazi n- 1- one
22b The ragem ¢ m xture which was described in exanple
22 was s€éparated by preparative chiral HPLC (col um
Chi r al pak{AD 250x10 mm) into the enantioners 22a and
[a] 20: + 38.4 (CHCI3i 1.06 g/100 m; X=589
22b @ [a]20: - 30.6 (CHCI 3, 1.12 g/100 m;

4 d @- met hyl - 4-phenyl -2-[ (3-trifluoroneth
vraheryl et | 615
@ anoyl“mi no] -W- et hyl - 2, 3-benzoxazin-1 -one 23 F F

FHO// NN \'1°0

1H-NMR (ppm, CDCl,;, 400 MHz): 1.48 (3H), 1.63 (3H), 2.57 (3H), 2.64-2.80 (3H), 7.17
(1H), 7.33 (2H), 7.48 (4H), 7.56 (2H), 7.61 (1H), 8.30 (2H), 8.92 (1H).

(+)-6-[2-Hydroxy-4-methyl-4-phenyl-2-[(4-trifluormethyiphenyl)ethynyl]-
pentanoylamino]-4-methyl-2,3-benzoxazin-1-one 20a and
(-)-6-[2-Hydroxy-4-methyl-4-phenyl-2-[(4-trifluormethylphenyl)ethynyl]-
pentanoylamino]-4-methyl-2,3-benzoxazin-1-one 20b

The racemic mixture which was described in example 20 was separated by preparative
chiral HPLC (column Chiralpak AD 250x10 mm) into the enantiomers 20a and 20b.

20a : [0]%0: + 19.9° (CHCls, 1.05 g/100 ml; A=589 nM)

20b : [a]%0: - 20.4° (CHCI5, 1.01 g/100 ml; A=589 nM)
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OO 1 HNWR (ppm CDCI3, 300 Miz): 1.52 (3H), 1.68
(3H), 2.60 (3H), 2.65-2.88 (3H), 7.21 20 (1 H), 7.49

W@ 20dp/136A642-7. 70 (7H), 8.34 (2H), 8.96 (1 H). PCT/EP2006/006531

rac- 6- ( 2- Hydr oxy- 4- et hyl
-4-phenyl -2-[(2-trifluoronethyl phenyl)ethynyl]-

raempqwbaahmw)aﬂmw-ﬂhﬁdm;zmmammlpwlﬂéhtaﬁoﬁammo]
MR (ppm CDCl 3, 600 M)

“:m&éh)('s% beﬁz%@z hﬁ"eé’—az (3H), 2.69 (1 H), 2. 78 (1

, 83 WD 2006/ 136461 PCT/ EP2006/ 006531 2.91 (1H),
7.11 (1H),,7.32 (3H), 7.51 (3H), 7.57 (2H), 7.70 (1H),
820(1H)//8 45 (1H), 8.75 (1 H).

-Hydr oxy- 4- met hyl - 4- phenyl -2-[ (2-tri fl uor met hy
hynyl]- 5
pent anoyfFam no] - 4- net hyl - 2, 3- benzoxazin-1 -one 24a and
(-)-6-[7 7t Hydr ox 4 nmet hyl - 4- phenyl - 2-[ (2-tri fl uor met hy
| phenyt.j etfhy nyl f=x
et anoy a%m&*t hyl - 2, 3- benzoxazi n- 1-one 24b The
agem ¢ M xt i ch was descrl bed in exanple 24 was

separated by pr epar ative chiral HPLC (col um
Chiral pak AD 250x10 mm) into the enantionmers 24a and

45 L) bl ;
SRR o Cagh g Tisoior The gy 227 3] GaFee2 (o, 7.18
(XHE8035(AH), 1548 (4H), 7.55-7.68 (2H), 7.62 (1H), 8.30 (2H), 8.94 (1H).
rac- 6-(2- Hydr oxy- 4- met hyI -2-[(4-nitrophenyl)ethynyl]-4
- phenyl pent anoy!l am no] - met hyl - 2, 3- benzoxazi n- 1- one
25 NOz HO// H N N OOOZOlH—NI\/R(ppm

EUERESRIREITRES M ey WESEI

4@shylR2, Hpengoxazin-tigne Pagmd(2H), 8.94 (1 H).
(%-Iéjg(%;lﬁwsbéénﬁ;e%Wlﬁﬂh%Fwy)i’-ﬂféwlﬁbﬁé(ﬁ\)ibiﬁt%hﬁyﬂhino]-4-
methtyé2)3-banroxazintonedlb 4- net hyl - 2, 3- benzoxazi n-1 -one
%a‘é%@gw{re @B@hgﬁas\éﬁ)&ﬂﬁ% fhse?ég'%ﬂé(: %@E%gg%aw;}eparative
chireBHPBGI(Golame Zhirgieipk AR, Z¥x20 §1M) iRHhe enart@niets Bfja and 21b.
{1153361]_3'2049 68N cHé,27. 19900 i §3sdolnld) - 8- 32 (2H), 8.93

21b : [o]°50: - 26.8° (CHCI3, 1.02 g/100 ml; A=589 nM)

rac-6-[2-Hydroxy-4-methyl-4-phenyl-2-[(4-phenylphenyl)ethynyl]pentanoylamino}-
4-methyl-2,3-benzoxazin-1-one 22

1H-NMR (ppm, CDCl,, 400 MHz): 1.50 (3H), 1.68 (3H), 2.58 (3H), 2.64-2.81 (3H), 7.18
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5
rac- 6-[ 2- Hydr oxy- 4- net hyl - 2-[ ( 3- et hyl phenyl ) et hynyl ] -

wa2@hasssbpent anoyl am no] - 4- net hyl - 2, 3- benzoxarCER20061606531

27 HOH N 000 10 1H NMR (ppm CDCI 3, 400 Miz):
1.47 (3H), 1.63 (3H), 2.30 (3H), 2.58 (3H), 2.62-2.80
((13Ib‘|)7 36’71165%)26 41%1 iﬁﬁﬁe@@*&m 8.92q1EeH) , 7.60 (1

rac 6-[ 2- Hydr OXYy- 4 mat hyI 2-[ (2- net hyl phenyl ) et hynyl ] -
4 At t he WA péntanéyia -
( %%EOIIWdP&W h?m%n5ﬁ2ﬂﬂlﬂrﬂx/& Bg?n%p n@il mino]
‘M%‘hv'f %Pe('maz"ﬂwe@@a" .38 (3H) 2.58 (3H)
(2)-@-§2 gygg)x gﬁhoeﬂéﬁ-ﬂﬁhg 2- [QZ—Hhenﬂpﬂ@n;(l?é!hynﬂ]p@@nta(ri’dﬂammo]-
4-methylrZ3- Psneo’azmgﬂmetainyn 2- hydr oxy- 4- net hyl - 4- ph
Wﬁa@@ﬂc&ﬁ&tﬂré‘ﬁﬁhm wés deserifBd Wéxafh b? %@%@?bﬁtéd b)ﬁf%@paratlve
29 85 WD 2006/ 136461 PCT/ EP2006/ 0065
¢hirgl Iqu_p WTB&W’“W 25040 mrﬁ))mtolthggn?rgmerg'_ggand 22b.
. = 3 (5H), 7.11 (1
"i‘ﬁ{)[ %‘23,(:53%“0%34@‘25 10L@7'"'5§° ?éb@m? 8.22 (1 H. 8.29
22b I-l)x] 208 3Q6( (CHEL, 5178 00anlt d¥H8INMonpound was
prepared in analogy to Exanple 7 fromthe conpound
described in Exanple 13 and 4'-i odoacetophenone: 10
rac- 6- (2-[ (4- Acetyl phenyl ) et hynyl ] - 2- hydr oxy- 4- net hyl -
4- phenyl pent anoyl am no] - 4-net hyl - 2, 3- benzoxazi n- 1- one
300 HOH NO OO15 1 HNW (ppm CDC13r 300 MHz):
rac4B[2-Byiroxy-demettid-plrergb-2(@4rifludremetiafpheryllethynydl?

e

phenylpethynyl] 2- hydr oxy- 4- net hyl - 4- phenyl pent anoyl am
S - 2, 3-benzoxazi n- 1- one 30a and

1H-NMR (ppm, CDCl,, 300 MHz): 1.52 (3H), 1.68 (3H), 2.60 (3H), 2.65-2.88 (3H), 7.21
(1H), 7.49 (2H), 7.42-7.70 (7H), 8.34 (2H), 8.96 (1H).

rac-6-[2-Hydroxy-4-methyl-4-phenyl-2-[(2-trifluoromethylphenyl)ethynyl]-
pentanoylamino]-4-methyl-2,3-benzoxazin-1-one 24

1H-NMR (ppm, CDCl;, 600 MHz): 1.52 (3H), 1.65 (3H), 2.62 (3H), 2.69 (1H), 2.78 (1H),
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(-)-6-[2-[(4-Acetyl phenyl) et hynyl ] -2-hydroxy- 4-net hyl

W0 200p/1b@ny | pent anoyl am no] - 4- PCT/EP2006/006531
met hyl - 2, 3- benzoxazi n-1-one 30b The racem c m xture
whi ch was descri bed in exanple 30 was separated by
DY LREHRATIMe(1H} 7 .B2I(3HP 7B 1( @H) UrB7 (oMY, &, TR H&Ds aaqmp 8.45 (1H),
rmg to the enantiomers 30a and 30b. 30a : ‘
&1 (CHCI 3, 1.09 g/100 m; X=589 nM 25 30b [a]20
- 28 4 (CHC 3, 1. 09 g/lOO n1 X=589 nM 86 WO

2006/ 136461 PCT/ E g/ 006531 The co ounds g ? 31
(P2 Stvaroxyst- "i"# 59%%“&%5%9@"& Iphenyletaypylly .
6érﬂ§’|ﬁ6yI5mirf u-mtmﬁuémmwﬁbmmﬁull 2- oxopr opi

noj - 4- benzoxazi n-T_ -
(r)a%I%HVQ"%Xofz‘ mea'b\f'zf Bh?'m'fzrliﬁ%l"efmrmﬂtmehwj'wewﬂlfo py

peftanoyiAmind) el 2, - ﬁenzoxazm 1-one 24b
trifluoronethyl henl)but |nolamn_%4msthl-2 3-b
SaRRE

B??z@ﬁﬁ'i‘lcrm&‘l%ﬂ é/hS:I' Wta%:dqlsc”hem wgs sgpgrated Byypreparative
&mrwmm g&elurﬁ@@h&alpémd\Mm Q‘lrﬁﬂnt(o]tlﬂ_ubé’%n%ﬂt?g&(r& gréand 24b.

aoﬂafa_olﬁ)ﬂ w%bqsmpo gﬂ%mk 2F(89 'TMb‘e (2H), 7.63
étéﬁ)[u][’ - 680 41 [BmcB: 180 ghboldh; ASsedtyl H) . 8.98 (1 H).

(+)-6-[2-[(2-Fluor-5-trifluornethyl phenyl)cycl opropyl m
et hyl ] - 2- hydr oxy- 4- ( 4-
trifluornethyl phenyl)but-3-inoyl am no] - 4- net hyl - 2, 3- be
nzoxazi n- 1-one 3la and

c)e.fﬁ.i. &giﬂa{yﬁ 1311 “hitdHeRGHEMYRPR AP ANy T SHE RN A Rino]-4-

methyl-23-benzoxapinehohe 28t - 3- i noyl anmi no] - 4- met hyl - 2, 3- be
nzoxazi n- 1-one 31b 20 The racem c m xture which was
described in exanple 31 was separated by preparative
chiral HPI'® (col urm Chiral pak AD 250x10 nm) into the
enantiofers 31 a and 31 b. 31la : [a] 20: + 2.3 (CHC13,
m; ?=589 nM 31lb: [a]20: - 1.90 (CHC13,
; 25 87 WD 2006/ 136461

£t hyl phenyl ) but? 3- ynoyl am no] - 4- met hyl - 2, 3- benzoxazi n
-1-one 32 FHO// NN \'I ~O 0O FF

1H-NMR (ppm, CDCl;, 600 MHz): 1.47 (3H), 1.62 (3H), 2.55 (3H), 2.79 (1H), 2.81 (2H),
7.18 (1H), 7.34 (2H), 7.50 (4H), 7.63 (1H), 8.17 (2H), 8.80 (2H), 8.94 (1H).

rac-6-[2-[[4-(1,1-Dimethylethyl)phenyl]ethynyl]-2-hydroxy-4-methyl-
4-phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 26
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F 51 HNW (ppm CDCI3i 400 MHz): 0.88 (1 H),
0.98-1.13 (3H), 2.34 (3H), 2.44 (1 H), 2.55 (3H),

w@2000/18ck6H) , 3.02 (1 H), 7.01 (1 H), 7.10 (2H)PCTERD06/006531

(2H, 7.30 (1 H, 7.64 (2H), 8.19 (1 H, 8.31 (1 H),
8.98 (1 H. 10
(+)-6- [2 [ (2-Fl uor 5-trifluornethyl phenyl)cycl opropyl m

et y

M@}% iR 08 iFeY 137 (R5)- BTy 1.8 @Hher8R439) R65-282
iH; ﬁBd—? 40 (6H), 7.52 (2H), 7.63 (1H), 8.32 (2H), 8.93 (1H).

2 Fl uor-5-trifl uornethyl phenyl )cycl opropyl m

ethyl] 2 hydroxy 4-(4-
met hyl phenyl ) but - 3-i noyl am no] - 4 mst hyI 2, 3- benzoxazi n
-1-one 32b The racem c m xture was descri b in

K2 iR 'éV%@xmm%wA-ﬂaﬁ(%a'%W'BP%M)%PY%*‘?QGENPPW"OVW'"01-
HRithyIc8 WaRz&izirh e 4D 250x10 nm) into the
enantloners 32a and 32b. 32a : [a]20: + 8.6 (CHC 3,
1.00 g/100 m; X=589 nM 32b : [a]20: - 8.7 (CHC 3,
1.00 g/\00 m; X=589 nM The foll ow ng conpound was
prepared iy anal ogy to exanple 7 from conpound which
20 was described in exanple 14 and 3 -1 odacet ophenon:
rac- 6- (% [ (3-Acetyl phenyl) et hynyl ] - 2- hydr oxy- 4- et hyl -
4- phn*yl pent anoy,am nol - 4-net hyl - 2, 3- benzoxazi n- 1- one
-N}) \'1/ O O025 1 HNW (ppm
149 (3H), 1.63 (3H), 2.57 (6H),
2.62281(3H) 'v.16 81H), 7.28-7.70 (7H), 7.90-8.00
(2H), 8.30 (2H), 8.94 (1 H. 88 WD 2006/ 136461

TR COCE, B A ERarS. 1 BB eh 288169, 262280

(3R, 1 2-2 28X 6MR 1 7€32002H) N7 .60 | 2H); B0 ), B,38-(REN BSGAIH)- 1- 0
ne and the according Lithium arylacetylide. 5
rac 6 [ 2-](2, 5- D net hyl phenyl ) et hynyl ] - 2- hydr oxy- 4- net

BT S AR RS e vl
Mﬁthyl&,%eﬁ%ﬂazuﬂﬂ&ﬁw(@-l) 2.27 (3H), 2 33 (3H), 2.57
(3H), 2.65-2.78 (3H), 7.03 (2H), 7.13 (2H), 7.30

(2H), 7.50 (2H), 7.61 (1H), 8.22 (1H), 8.30 (1 H,

8.89 (1 M\ 15

rac- 6- @ 2,4,5-Trimet hyl phenyl ) et hynyl ] - 2- hydr oxy- 4-
met hyl -

phen I@ht@j&n noj - 4- met hyl - 2, 3- benzoxazi n- 1- one 35
HO H \
(o]

1H-NMR (ppm, CDCl, 300 MHz): 1.47 (3H), 1.65 (3H), 2.38 (3H), 2.58 (3H), 2.62-2.80
(3H), 7.08-7.42 (7H), 7.49 (2H), 7.60 (1H), 8.22-8.36 (2H), 8.90 (1H).

rac-6-[2-(3,3-Dimethylbutynyl)-2-hydroxy-4-methyl-4-phenylpentanoylamino]-4-
methyl-2,3-benzoxazin-1-one 29
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N\ I , o OO0201 HNW (ppm CDCl3i 400 Miz): 1.47

(3H), 1.64 (3H), 2.18 (3H), 2.21 (3H), 2.30 (3H),
wQ2®6/18636) , 2. 65-2.77 (3H), 6.93 (1H), 7.12 (2ZPOT/ERF2080006531

(2H), 7.48 (2H), 7.59 (1H), 8.22 (1 H, 8.29 (1 H),

8.90 (1 H. 25

(+)-6-[24[(2,4,5-Tri et hyl phenyl ) et hynyl ] - 2- hydr oxy- 4-

net hyl -
,htHanoyI am no] - 4- met hyl - 2, 3- benzoxazi n- 1- one :
N SN
[ él'ri nmet hyl phenyl ) et hynyl ] - 2- hydr oxy- 4-
phenyl pent anoyl ani noj - 4- met hyl - 2, 3- benzoxazi n- 1- one
35b 89 WO 2006/ 136461 PCT/ EP2006/ 006531 The racem c
ﬂli KiVHE M'@Bcb@@@odjmﬁ&f '1bﬁ53|¥19H3 £48 g’ﬂhc)e 1% (899, 2.46 (1H), 2.50-2.63

sarate %ﬂgre parative iral
&hi).rial h i) AD29 62101 8-4rtpH). e 2 (TR BAA Lk )oﬁ@%":%é ZrdH).
35b 35a: [a] 20: + 30.6 (CHCI 3, 0.97 g/100 m; ?=589
nM 35b : [a]20: - 28.0 (CHCI3i 0.96 g/100 ni; X=589
The follgwmacomnaupdiwas BreRpEdnia W@%r@pﬁ*@@'? q faera| thgyrompound
%&Eﬁm'@ﬁaﬂgé Py BgEAcelopnBRaRine, nBuLi and
- (4- Met hyl - 4- pheny oxovaleroylan1no) 4- et hyl - 2, 3-
benzoxazi n- 1-one: 10
rac- 6-{2- (2- phenyl) - 2- nethylpropyl] 2- hydr oxy- 5- phenyl
pent - 3-i noyl am no} - 4- th benzoxazi n- 1- one
120 6-12- - AT PRon ety il hy EchVRE gAY ATy peranoylaminol-
Nhl?e)thylb $peh a2|ri'-15§1e(3'ﬂ'|) 2.55-2.70 (6H), 3.58 (2H),
7.11 5 (1 , (.20-7.35 (7H), 7.41 (2H), 7.48 (1 H),
8. 20 (1 H) , 8.28 (1 Hy, 8.80 (1 H. Conpounds 37 and
38 were prepared in analogy to exanple 1 from
-4-(2-
yor phenyl ) - 2- oxoval er oyl am no) - 4- net hyl - 2, 3-
1-one and the 20 according Lithium
l'i de.

I nyl) ‘-.fn ani noj - 4- et hyl - 2, 3- benzoxazi n- 1- one
6FCAHO// HN | o 0 O 25 1H NWR (ppm CDC 3,

300 MHz): 1.73 (3H) 1 82 (3H) 2 33 (3H) 2 57 (3H)

2.88-3.02

MR gppm, éoé?g QQprMHzg 12433 ga 51 @QQH) % 5% (3H) 12 ﬁg 3@”)@2 63-2.82

(3H), 7.18 (1H), 7.33 (2H), 7.40-7.56 (4H), 7.62 (1H), 7.90 (2H), 8.30 (2H), 8.93 (1H).

(+)-6-[2-[(4-Acetylphenyl)ethynyl]-2-hydroxy-4-methyi-4-phenylpentanoylamino]-4-
methyl-2,3-benzoxazin-1-one 30a and
(-)-6-[2-[(4-Acetylphenyl)ethynyl]-2-hydroxy-4-methyl-4-phenylpentanoylamino]-4-
methyl-2,3-benzoxazin-1-one 30b

The racemic mixture which was described in example 30 was separated by preparative
chiral HPLC (column Chiralpak AD 250x10 mm) into the enantiomers 30a and 30b.

30a : [«]50: + 31.3° (CHCI5, 1.09 g/100 ml; A=589 nM)

30b : [a]5: - 28.4° (CHCI;, 1.09 g/100 ml; A=589 nM)
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WD 2006/ 136461 PCT/ EP2006/ 006531
(+)-6-[2-Hydr oxy- 4- net hyl
WO 2006/23@bi or - 6- f | uor phenyl ) - 2- (4- met hyl phenyl PCT/EP2006/006531
et hynyl ) pent anoyl am no] - 4- net hyl - 2, 3- benzoxazi n- 1- one
37a and
. Khe) ccﬁnﬁtﬁnid}é BOOXNd 41 Rérayprefared-ie Rinalog§-tb | Exahipe Myfrom B-[3-[1-(2-

iy bR e Reyonroml HgrorsoRomMABRkd etiv-2ohe
behRoxdXh-1agem ¢ m xture whi ch was descri bed in exanple

37 was separated by preparative chiral HPLC (col um
Chiral pak AD 250x10 mm) into the enantioners 37a and

37b. 37a: [a] 20: + 21.5 (CHCI3, 1.00 g/100 m; X=589
r%mG [%1[82 F‘uc}ro-s-trlfluoromegh();(ll_pqenyl)cyclopgopy?met'nyl] ﬁo\ hygroxy-4-(4-

trifltoforhSthilsHeMy)) bdt-miwémﬂwd]&-mbtm-zﬁr bénoxabinciohe 34
(4- (trlfluornethyl)pheny -

et hynyl ) pent anoyl am no] - 4- et hyl - 2, 3- benzoxazi n- 1- one
38 CF3 @ HO 15 F 0 1 H NWR (ppm CDCI3 400 MHz):
1. 60 (SFD 1.93 (3H), 2.36 (1 H), 2.56-2.72 (5H), 7.04
A 7.45 (2H), 7.53 (2H), 7.80 (1H),
‘ 8.90 (1H). 20
Hydr oxy- 4- et hyl - 4- (2-chl or - 6-f | uor phenyl ) - 2-

'\yT?nino]-4-nethy|-2,3-benzoxazin-l-one
(o]
- 6- [ 2- Hydr oxye 4- net hyl - 4- (2- chl or - 6- f | uor phenyl ) - 2-

erhynyl)pentanoylanlno] 4- nethyl 2, 3- benzoxazi n- 1- one

38b The racem c m xture which was described in exanple

38 was separated b eparative 25 chiral HPLC

{rOIMRPro; GRChAOG iz (A (1) 1 PRtIc! 5 (e e Bh(TTHRI5S (3H), 268
8 /

ITF@ ﬁﬁ‘é’éﬁﬁ’hoﬁ gH) f@P%@H)O'V 4114%@ f%‘gz_d 71653?1 3‘%@0(8H) 8.19

), &ILEED, &9@(@@ Conmpounds 39 and 40 wer e prepared in

anal ogy to exanple 1 from 6-(4-Methyl -4-(2-

chl or phenyl ) - 2- oxoval er oyl am no) - 4- et hyl - 2, 3- benzoxaz

in-1-one and the according Lithiumarylacetylide. 91

(WB%QQ ﬂl%@fl-gjtrlﬁgf gﬂﬁ{eq)l?ﬁéy’ﬂopropylmeth I]-2 hydroxy-4-(4-

rac- 6- 2- Chl or phenyl) cyc SPro? f hydr oxy- 4

trv(ﬂ,qmmgpﬂm Mp}lggtmg\dammo] -methyl-2,3- benzoxazm 1-one’31a and

(P@li Rmﬁieclr-éntﬂ”@ﬁ&)ﬂel\t/%yl h@ﬁﬂ%&ﬂdrap}l m& -Hydr J@JMN

q:bfluolmgg\ymhqq)yl)byt égnqylgrzmtojgb-meghyg-@ ¥ gp‘pzoxgzgry -ong 3
ﬂﬁeg%céﬂald‘ﬁth&e Q?mc?'r v@s Qéﬁd}lbeg |n2é’xa?np?§3f Wd)s seBar@an(By preparatlve

hu)al UP[-Q (?%urg)n IQSWBIP@WQ %1 emre)gmodﬁ@ ﬁpw]'tlozlqw E%Aﬁpd 31b.

3 AP O ! @\LIdlet 31100 mi: =589 nM)
I noy afm noJ - 4- met hyl - -benzoxazi n-1- one 39a and

31 - [6] - 03"@H6hph@ﬂ)@”®;ﬁ0l dpp&pyWihet hyl | - 2- hydr oxy- 4
- (4- met hyl phenyl ) but - 3-

i noyl am no] - 4- net hyl - 2, 3- benzoxazi n-1-one 39b 15 The
racem ¢ m xture which was described in exanple 39 was
separated by preparative
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chiral HPLC (columm Chiral pak AD 250x10 mm) into the
enantioners 39a and 39b. 39a: [a] 20: + 30.8 (CHCL3,

WA 2@6/1804600 m ; X=589 nM 39b : [a] 20: - 28. 3 PCHEPBNG/006531

1.00 g/ 100 m; X=589 nM 20
rac- 6-[ 2-(2-Chl or phenyl ) cycl opropyl net hyl ]
raa dunzd[r(mm&o(ﬂtrtfru&bmefhylphenyl)cyc|opropy|methy|]-2 -hydroxy-4-(4-

ey b noyiamng-bmeiBVea s Joest

PCT/ EP2006/ 006531 1 H- NMR (ppm CDCI 3, 300 MHz): 0.91

(1 H, 1.02 (1 H, 1.08-1.25 (2H), 2.53 (3H), 3.00 (1
H, 7.02-7.18 (2H), 7.28 (1 H), 7.42-7.54 (3H),

3H), 8.22 (1 H), 8.32 (1L H, 891 (1LH. 5

- Chl or phenyl ) cycl opr opyl net hyl ] - 2- hydr oxy- 4

uor -
plaeny| \,3-i noyl am no] - 4- et hyl - 2, 3- benzoxazi n
I 4 a u@ o
-[29(2-T of phenyl ) cycl opropyl net hyl ] - 2- hydr oxy- 4
- i f -
gtdyl phenyl ) but - 3-i noyl am no] - 4- net hyl - 2, 3- benzoxazi n

-I-one 40b” The racenic nixture which was described in
exanpl e 40 was separated by preparative 10 chiral

Il ey Bl 400 Mt Dyscieh. Do 46,438 a4 1k, 255

(BH)62.30 10@) 18102 }EHBD.0nNYJH), 4010 (JH)] 2@2 (2HRO.80 (ﬁHCVI§4 (2H) 8.19

eﬂ-@s%gf éﬁ-ﬁ[ gb?f 53?02& 11r5ret hyl et hyl ) phenyl ] et hynyl | -

2- hydr oxy- 4- net hyl -

GRS B P PSP

methnlplmnyb)bumtnhqylmgm mntlavim‘«’-bdezwmmﬂ {omeci2a@ndh

OBt 02 o ARALBhUA AN cioRlo i tpy 12 Hthoxy 440

meﬂmmmwmuea inoylaminel-4-nedhylr?, hanzoxazis1iomed2b ni

Pl BT A0 AL 58 10 216 PRI rarat

@anaUHatédC@oﬂnnteralpabWJaaﬁﬂmDmrmnblntqihe @pantigfimers 32a and 32b.

tra in X | . etate the conbi ned
%' Fhahi ¢ pﬂgygg“ t1LHrO:g/\/\\‘\%(SsHjég”g\/g\}é%H aturated sodi um
321 ofed e - 8r7d (OHCRA1.00ey 10004, ar58%nMphat e. After col um
chromat ography 16 ng of the product was obt ai ned.
1H NMR (ppm CDCI 3, 400 MHz): 1.46 (3H), 1.53 (6H),
Theési116Wirly, coinpding Wds, prépared (rBahalogy2totexatpld) 7 (fdi) compdithd which

7.40- 5 53 (1 7.60 (1
{asheschbsd in' §ipd 14 Bpd 35GabsibanaioRe; Lo Lyl o0
cepfa- Rﬂ-Ac@t)dﬂbéqu)ethy]‘l}&}(mHﬂ)XYJJ nmtlnylhbphmmpemdnoylamino]-

&%%Eg%% f@ﬁi&@%ﬁ% ﬁ(an”pl e 14 and

1H-NMR (ppm, CDCl;, 300 MHz): 1.49 (3H), 1.63 (3H), 2.57 (6H), 2.62-2.81 (3H), 7.16
81H), 7.28-7.70 (7H), 7.90-8.00 (2H), 8.30 (2H), 8.94 (1H).
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93 WO 2006/ 136461 PCT/ EP2006/ 006531
rac-6-[ 2-[[ 4- (Hydr oxynet hyl)
wQ@b@assdset hynyl | - 2- hydr oxy- 4- et hyl - PCT/EP2006/006531
4- phenyl pent anoyl am no] - 4- net hyl - 2, 3- benzoxazi n- 1- one
42 5 OH HO// N\ OO1 HNW (ppm CDC 3, 300 MHz):
1.47 (3H), 1.60 (3H), 1.80 (1 H), 2.57 (3H), 2.62-2.83
(gona@ou(ngﬂ)w én@@stgrg ?%H;Pedslzgénsalqu koléﬁ'l_"?nplq-h%from é '_ﬂ-MethyM-
;trfélnynqwoMaféra@mHma) R FetAYISHAHERZIxBZIANRMD ¥nd Bhé 980bIRg Lithium
fromthe conpound which was described in exanple 14
%Mécﬁiy!d@dobenzyl al cohol:  rac-6-[2-[[3-(Hydroxynet hyl)
5 phenyl]ethinyl]-2-hydroxy-4-net hyI 15
4- phenyl pent anoyl am no] - 4- net hyl - 2, 3- benzoxa2| n-1 -one
c205- 1202 BTRmATRY 1P ey 8t A AV iy IRt 3. 400
;Mgé' peht éﬁo)(lé”r\‘ﬁno]h ﬁ%tl%ﬁJiP -bdnz6kakib-}-oné 337 (3H),
2.6 .80 20 (3H), 7.15 (1H), 7.25-7.39
(5H), 7. 40 (1H), 7.49 (2H), 7 60 (1H), 8.29 (2H),
The foll owi ng conpound was prepared in

: 25
dr oxy- 1- net hyl et hyl ) phenyl ] et hynyl ] -

) ’ o] - .
d-phenyl pent anoyl am no] - 4- net hyl - 2, 3- benzoxazi n- 1- one
44 94 WD 2006/ 136461 PCT/ EP2006/ 006531 HO HO// N\ N
10 00 1HNWR (ppm CDCI3, 400 MHz): 1.47 (3H), 1.55

{NMR %p;ﬁ@ é@d:lz 40b Mﬂlzgh"ﬁg 3%1) 5b6s m) 222 (@Q;& ﬁﬂgH) 2.57 (3H),

3#)
§ e, S35t 25 (007 LS008 57 b 31K, 8.0
AP W2 PQp/ 136461 PCT/ EP2006/ 006531 O ai ms 1.
Conpounds of the general formula I
15  rac-6-[2-[(2,4,5-Trimethylphenyl)ethynyl]-2-hydroxy-4-methyl-4-
phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 35

20 1H-NMR (ppm, CDCls, 400 MHz): 1.47 (3H), 1.64 (3H), 2.18 (3H), 2.21 (3H), 2.30 (3H),
2.56 (3H), 2.65-2.77 (3H), 6.93 (1H), 7.12 (2H), 7.30 (2H), 7.48 (2H), 7.59 (1H), 8.22
(1H), 8.29 (1H), 8.90 (1H).

25 (+)-6-[2-[(2,4,5-Trimethylphenyl)ethynyl]-2-hydroxy-4-methyl-4-
phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 35a and
(-)-6-[2-[(2,4,5-Trimethylphenyl)ethynyl]-2-hydroxy-4-methyi-4-
phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 35b
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4 RHRARIBANN i O 50(l), RlL and R2 are

i ndependently of one another a hydrogen atom a |inear
w@®@e006n8@bi near, branched or unbranched Cl- C5- aP&I/EP2006/006531

group, further formng together with the C atom of

the chain a ring having a total of 3-7 10 nenbers, R3

THe @dcémi higturéwhidRavas\ieycab&Rin é‘xa?nﬁlé/ 85 a@eeparated by preparative

%5‘616L¢%'%1?@rra'pﬁk?\§%@ag aﬁmo tﬁﬁfen%mm%vs 35a and 35b.

SO+ 80 GGQGHQ:I 007%/100Re A-wbemut]cal ly or
15 K, or an aryl or eteroaryl

di ff er ent I g Eé‘[l
35biloRad + 28.8%) @'bLQ 861968 rfi A=a89r) i mes, i denti cal | y
or differently by L, Kis a cyano, hal ogen, hydroxy,
nitro, -C(O Rb, COZRb, -ORb, -S-Rb, SO2NRRd,
-C(O-NRRd, -0OC(O-NRRd, -C=NORb -NRcRd or
- - oLy hanal ) R
3, SRS Rl W pRBASIORYELABHIN SRphhaa o spren-
rfopiner rBulli and By(4letbyl-4daphanyl-2oxonatierpyiamirio)-dpnetbpiad, Bypenzoxazin-
@R tituted one or nore tines by L, L is Cl-C8-alkyl,
-C8- al kenyl, C2-C8-al kynyl, Cl-C6- 25
naer6-{21(2-plag rip - 2-methyiprqut}-2-hydeaxykirhenyipes3-indydamino)-4-
- C10-cycl oal kyl, (CH2)P
'ﬁé h?otyc%ﬁg'w%gﬁgpm (CH2) PHal , ( CH2) pNOR,
(CH2)P C6-Cl2-aryl, (CH2)P heteroaryl,
h) 2, 30 - (CH2) PNRcRd, - ( CH2) PNReCORb,
-(CH2) PNReS(O Rb, - (CH2) PNReS( O 2Rb,

- ( CH2) pNRe C( NH) NRRd,

( CH2) PNReS( O) NR' Rd,

, - (CH2) PCORD, - ( CH2) PCSRb,

- (CH2) PS( O) Ry, CH2) PS(O) (NH) Rb, - ( CH2) PS( O) 2Rb,

B IR e > 2R 1 6 BTh R 2 70 (o) SRy 711
1 H), GH20-P BB B )7- ARe(,ZH) (W]ﬂ)@m) B(28-(PH], @&-8Y) (HHY
-O(CH2)n-CH2-, -OCH=CH or -(CH2)n+2-, where nis 1

or 2, and the t er ni nal

1 —Z
—~a

Compounds 37 and 38 were prepared in analogy to example 1 from 6-(4-Methyl-4-(2-
chlor-6-fluorphenyl)-2-oxovaleroylamino)-4-methyl-2,3-benzoxazin-1-one and the
according Lithium arylacetylide.
rac-6-[2-Hydroxy-4-methyl-4-(2-chlor-6-fluorphenyl)-2-(4-methylphenyl-
ethinyl)pentanoylamino]-4-methyl-2,3-benzoxazin-1-one 37

1H-NMR (ppm, CDCl;, 300 MHz): 1.73 (3H), 1.82 (3H), 2.33 (3H), 2.57 (3H), 2.88-3.02
(3H), 6.75-6.96 (2H), 7.01 (1H), 7.09 (2H), 7.27 (2H), 7.60 (1H), 8.22-8.35 (2H), 8.96
(1H).
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30

oxygen atons and/or carbon atons are linked to

directly adjacent ring carbon atons, Mis Cl-C6-al kyl
worota/13oup - CORb, CO2Rb, -O Rb, 15 or - NRRd, POUTEPBOGAN6531

is a hydrogen or a Cl-C6-al kyl, C2-C8- al kenyl,

C2- C8-al kynyl, C3-C10- cycl oal kyl, C6-Cl2-aryl or

Cl-C3- 20 perfluoroalkyl and Rc and Rd are

S BIEbS R TR plore B SBen hr RRRV

@ﬁylﬁﬂlﬁm&aﬂoyl&h@o?h Dety1-2)Tberaoxazin-poaepzavher e i f

RO EAe e A (2 910 ES-Sgr g yg {4 metnylpheny)-
ﬁﬁy@)pﬂwlamﬁﬁimetmqlpaéﬂfz\dxaﬂh C6n€32bar yl and

vice 30 versa, . and Re is a dr oge

s g MBI WHSb AR cHsey Ao T ATk 3L s G2 PRl by preparative

dHira(BLL @ (38lumA Ohirgl )oﬁlall\[i%()&mHmﬁhtofth@%&'ltﬁ:mer357é>bn@37b

WO 2006/ 136461 PCT/ EP2006/ 006531 R3 is a radical

Faclmbrht 2me(eHRY. 400 IRP0PLATFPRRMMhdent |y of one

RPUAPL, 22R10d[eMen. £o4 §/106mucﬁ~éﬂg y, C2-C8-al kenyl or
kynyl = opti ona subst|tuted one or nore

times, |dent|cally 5 or differently, by X, in which X

is a cyano, halogen, hydroxy, nitro, -C(ORb, COR2Rb,

-ORb, -C(O-NRRd, -NRRd with the neani ngs already

neer-i2orydroxiidomethiytd-(Richlewe6-AngrirenyBriti(4- (mﬂmrme;hnl)phenyl-

{ Iy -2 r a part 'y
SR I el PheBihbein SO 81 © AT
nmono- or bicyclic carbocyclic or het erocycl ic aromatic
ring whichs, may optionally be substituted one or nore
ti mes by -C8-al kyl, C2-C8- 15 al kenyl,
yl, Cl1-C6- perfl uoroal kyl,
| uor oal koxy, C1-C6-al koxy- C, - C6- al kyl,

Cl C6- aI/,koxy Cl14 C6- al koxy, (CH2)P C3-C, Q cycl oal kyl,
2y P h@pal kyl ,  (CH2) pCN, (CH2) pHal,

2 P C5- Cl2- aryl, (CH2)p heteroaryl,
) pPO3( Rb) 2, - ( CH2) pNRRd, -(CH2) pNRe CORb,
- (CH2) pNReCSRb,
1H-NMR (ppm, CDCl;, 400 MHz): 1.60 (3H), 1.93 (3H), 2.36 (1H), 2.56-2.72 (5H), 7.04
(1H), 7.14 (2H), 7.45 (2H), 7.53 (2H), 7.80 (1H), 8.35-8.45 (2H), 8.90 (1H).

(+)-6-[2-Hydroxy-4-methyl-4-(2-chlor-6-fluorphenyl)-2-(4-(trifluormethyl)phenyl-
ethynyl)pentanoylamino}-4-methyl-2,3-benzoxazin-1-one 38a and
(-)-6-[2-Hydroxy-4-methyl-4-(2-chlor-6-fluorphenyl)-2-(4-(trifluormethyi)phenyl-
ethynyl)pentanoylamino]-4-methyl-2,3-benzoxazin-1-one 38b

The racemic mixture which was described in example 38 was separated by preparative
chiral HPLC (column Chiralpak AD 250x10 mm) into the enantiomers 38a and 38b.

38a : [a): + 143.2° (CHCI3, 1.05 g/100 ml; A=589 nM)

38b : [0]%0; - 137.8° (CHCIs, 1.12 g/100 ml; A=589 nM)

Compounds 39 and 40 were prepared in analogy to example 1 from 6-(4-Methyi-4-(2-
chlorphenyl)-2-oxovaleroylamino)-4-methyl-2,3-benzoxazin-1-one and the according

Lithium arylacetylide.
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25

-(CH2) pNReS(O) Rb, - (CH2) pNReS( O 2Rb,
- (CH2) pNReCONRcRd, - (CH2) pNReOOORb,

WO ¢@@bi23qabiRe C( NH) NRRd, - ( CH2) pNReCSNRcRd, PCT/EP2006/006531

- (CH2) pNReS( O) NRRd, - ( CH2) pNReS( O) 2NRRd, - ( CH2) pCORb,
-(CH2) pCSRb, -(CH2)p S(O Rb, -(CH2) pS( O (NH) Rb,
-(CH2) PS(O) 2Rb, - (CH2) pS( O) 2NRRd, (CH2)pSOZCRb

raé%(&%gppt(e@&ﬁwg Cl%%_?ﬁ%gﬂ%ﬁ@é(@s&&m -me Iml@l,q_ﬂyl)but-&

|ﬁomno]'-@n{ )2,3-Benzokdt-tide 39CH2-, - O CH=CH or

-(CH2) r, +2- erenis 1 or 2, andthetermnal
oxygen atons and/or carbon atoms are |inked to
directly adjacent ring carbon atons, or 30 Ais a
radi cal 2Rb, C(O NRcRd, CORb, or Ais an al kenyl
BS~CReR , where 35 R5, R6 and R7 are identi cal
or diffefent and are independently of one another
s /q‘toms hal ogen atoms, aryl 98 WO 2006/ 136461
f N radicals or an unsubstituted or
2ly fluorinated C, -CS al kyl group,
NAA 0 S an al kynyl group -C=CR5, with the neaning
stated above for R5, and 5 B is a carbonyl or a CH2
group and their pharmaceutically acceptable salts. 2.

{HNMRI (515in, aCD Ok, 4 0t0MH2): @.84 (MHD, 1.00 (W), Al08RI . 221(2H)R2. 38 (8H), 2.53

B8 50 o B0 et e B0 R, er i 2p (1h. 820

@an 881 prpf erably formtogether with the C atom of
the chain a ring having a total of 3-7 nenbers. 15 4.
Compounds according to CCaiml to 3, in which R3is

M-Gf[er(alﬂmoﬂlieﬂylm:ycI@lkwwhethyﬂmlhyadrbxyr-yl-(ft-methylphenyl)but—3-

Jﬁg& l al‘f%?‘%r”l&?ﬁ? & kxéﬂ%ﬂy according to any

(o)‘-s{m-phmrpﬁemg)cquprrapylmetwi]-zthyasoxmmafeahﬁphyn;a)but-a-

ey RS TRAG gy P YT e

hwraaanmmé whichhyal degcriBedriet éwainiple 89 wWas separated by preparative

{H‘ r@[jﬂéﬁgz %r;?é &J‘HS@’HE %)fygidé(ﬁ ’%’{"H{) tpe enantiomers 39a and 39b.

353!an9le@;9|me% a/1qomt; Izesasnhrapyl ) et hynyl ,
é Dyl am n £ beth nyl,. (m et Iphenyl)ethynyl
Qﬁ/dﬁ‘b@héﬁ?@) g 'H9hy1 0 g¢ Pme'u%arQﬁ%’ét 1) et hynyl ,
(di phenyl ) et hynyl , (nltrophenyl)ethynyl,
(tert-butylphenyl)ethynyl, (acetyl phenyl)ethynyl, 25
(acet oxyphenyl ) et hynyl, (carboxyphenyl)ethynyl or a
Jtizﬁtmw etbbiﬁ)‘ﬂ)hé}fyfl’)%peloﬁro@ﬁﬁwz-wﬂf‘cﬁ(ygd pgtrtfmoany of
e precedin re

metvieh w.')ibﬁgif 'Bev'?m'wrﬁsmﬁ'abé 2t 9695?’&?5'&-? °aﬁy4_of t he
preceding clainms, in which Ais preferably a phenyl
or naphthxt radi cal . 8. Compounds according to Caim
7, in whigh Ais preferably an unsubstituted or

nmono- or pol ysubstituted phenyl radical. 35
fids according to Claim8, where the phenyl
s preferably substituted 99 WO 2006/ 136461
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by one or two hal ogen atons or one trifl uoronethyl
group. 10. Conpounds according to Caim9, in which

wo bwohad4ogen atons are preferably chlorine anPDEP2006/006531
fluorine. 5 11. Compounds according to Clains 1-8, in
vvhi ch Ais preferably a phenyl ring substituted by

n, t%cu?rsoofﬂnk% 91- (PHZ-1. 02'\'t1ﬁ-1)e1t0B91 25 ng) 2. 53 (3H) 3.00

respec |veI dlrect ace nt ri
(ﬂlrlhk7e%2 71!@ k%&r}éﬂ*mas‘* EEB@hg - ‘49%7%;/(36? Q%%UH) 8.32 (1H),
ﬁ |ng clalns in which R4 is a hydrogen atom a
yl' or a trlfluoronethyl radi cal . 13. Conpounds
accordlng to daimlto 5 nanely No. Racem c or R3

5 (eﬁégi%ﬂﬁﬁ‘orﬂihé@q)c%lcfﬂi’op?ln‘éthgq23ny'HrQqN1‘1Q4-&ﬂﬁu<N 5 +o

3 rac +

methy phegyl)but-3-inoylaminolfemethyl-2,3-benzpxazin-Hone &E_amis
(&R8iftuor. 30
AR SRR

methylphenyl)but-3-inoylamino]-4-methyl-2,3-benzoxazin-1-one 40b

The racemic mixture which was described in example 40 was separated by preparative
10  chiral HPLC (column Chiralpak AD 250x10 mm) into the enantiomers 40a and 40b.

40a : [0 + 20.9° (CHCls, 1.06 g/100 ml; A=589 nM)

40b : [a],0: - 20.6° (CHCI3, 1.05 /100 ml; A=589 nM)

15  rac-6-[2-[[3-(1-Hydroxy-1-methylethyl)phenyl]ethynyl]-2-hydroxy-4-methyi-
4-phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 41

OH

o

HO // n
g e
o}

20 59 pt of 3 molar solution of Methylmagnesium chloride was diluted with 1 mi of pure

o—<

Tetrahydrofurane. The solution was cooled to -70°C and a solution of 30 mg of the
compound which was described in example 33 in 0,5 m! of pure Tetrahydrofurane was
added. After stirring for 2,5 hours at -70°C the mixture was given to a saturated solution
of ammonium chloride. After extracting the mixture with Ethyl acetate the combined
25 organic phases were washed with saturated sodium chloride and dried over sodium
sulphate. After column chromatography 16 mg of the product was obtained.
'H-NMR (ppm, CDCls, 400 MHz): 1.46 (3H), 1.53 (6H), 1.62 (3H), 1.80 (1H), 2.55 (3H),
2.65-2.90 (3H), 7.12 (1H), 7.30 (3H), 7.40-7.52 (3H), 7.53 (1H), 7.60 (1H), 8.27 (2H),
8.95 (1H).
30
The following compound was prepared in analogy to example 7 from the compound
which was described in example 14 and 4-lodobenzylalcohol:
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3lrac 32+ 33 - L34 rac 35+ 36 - 37 rac 38 +

39 40 rac N 41 + 42 - 43 rac 44 45 - 46 rac NO 47
WG32G06/136448 49 rac ON 50 + i 51 No. Racem cPOI/ERD06/006531

enantionmer R3 OH 52 rac ci 53 +r~ N 54 " 55 rac o

o 56 + FO 57 58 rac H 59 + 60 - 61 rac 62 + 63 -

r 64 rac 65 + | 66 - -'' 67 rac CF, 68 + 69 -

rac-6-[2-[[4-(Hydroxymethyl)phenyllethynyl]-2-hydroxy-4-methyl-
4-phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 42

1H-NMR (ppm, CDCl, 300 MHz): 1.47 (3H), 1.60 (3H), 1.80 (1H), 2.57 (3H), 2.62-2.83
(3H), 4.68 (2H), 7.13 (1H), 7.25-7.43 (6H), 7.48 (2H), 7.59 (1H), 8.25-8.32 (2H), 8.91
10  (1H).

The following compound was prepared in analogy to example 7 from the compound
which was described in example 14 and 4-lodobenzylalcohol:
rac-6-[2-[[3-(Hydroxymethyl)phenyli]ethinyl]-2-hydroxy-4-methyl-

15  4-phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 43

R

o
SANE

o

1H-NMR (ppm, CDCl;, 400 MHz): 1.48 (3H), 1.62 (3H), 1.79 (1H), 2.57 (3H), 2.62-2.80

20 (3H), 4.68 (2H), 7.15 (1H), 7.25-7.39 (5H), 7.40 (1H), 7.49 (2H), 7.60 (1H), 8.29 (2H),
8.91 (1H).

o—=

The following compound was prepared in analogy to example 41 from the compound
which was described in example 30 and a solution of Methyl magnesium chloride:

25  rac-6-[2-[[4-(1-Hydroxy-1-methylethyl)phenyl]lethynyl]-2-hydroxy-4-methyl-
4-phenylpentanoylamino]-4-methyl-2,3-benzoxazin-1-one 44
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70rac 71 + 72 - 73 rac 74 + 75 - 76 rac 77 +

78 101 WO 2006/ 136461 PCT/ EP2006/ 006531 79 rac 80 +
wW@10068%40Cc N~ 83 + 84 - 85 rac 86 + 87 - 8BCT/HR2008®6531

+ 90 91 rac" 92 2 + 93 - 94 rac 95 + 96 97 rac

"O 98 + 99 - 100 rac 191 + 102 - r 103 rac 104 +

105 No.roBacemi c or R3 enantioner R3 OH 106 rac 107 -

/~ N 108/ N 109 rac o o 110 + O _

1H-NMR (ppm, CDCls, 400 MHz): 1.47 (3H), 1.55 (6H), 1.62 (3H), 1.70 (1H), 2.55 (3H),
2.60-2.80 (3H), 7.14 (1H), 7.28-7.40 (4H), 7.41 (2H), 7.48 (2H), 7.60 (1H), 8.25-8.32
5  (2H), 8.90 (1H).

10
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111 112 rac

rac 119 + 120 -

114 - 115 rac 116 + | 117 118
121 rac 122 + 123 - 124 rac 125

WG-2005/18646126 102 WD 2006/ 136461 PCT/ EP2006/ 00BGBLP200@M06531

rac O 128 +
+ 135 -

129 -
136 rac

dhinsac 143 +

130 rac 131 + 132 - 133 rac 134
137 + )
144 145 rac N 146 + 147 - - 148 rac

138 - 139 rac 140 + 141 -

149 + 150 - 151 rac 152 + NO, 153
1. Compounds of the general formula |
H 4
' N
B Y
(0]
0]
.
R' and R? are independently of one another a hydrogen atom, a linear or
nonlinear, branched or unbranched C,-Cs-alkyl group, further forming
together with the C atom of the chain a ring having a total of 3-7
members,
R® is a radical C=C-R?, where

Ra

is a hydrogen or a C;-Cg-alkyl, C,-Cg-alkenyl, C,-Cs-

alkynyl,

C;-Cqo-cycloalkyl, heterocycloalkyl optionally

substituted one or more times, identically or differently, by

K, or an aryl or heteroaryl optionally substituted one or

more times, identically or differently by L,

K

is a cyano, halogen, hydroxy, nitro, -C(O)R®,
CO;R®, —O-R®, -S-R®, SO,NR°R?, -C(O)-NR°R’,
-OC(0O)-NR°R?, -C=NOR® -NR°R? or C3-C;,-cyclo-
alkyl, heterocycloalkyl optionally substituted one or
more times, identically or differently, by M, or aryl
or heteroaryl optionally substituted one or more
times by L,
is C4-Cg-alkyl, C,-Cg-alkenyl, C,-Cg-alkynyl, C4-Ce-
perfluoroalkyl, C,-Ce-perfluoroalkoxy, C,-Cg-alkoxy-
C,-Cs-alkoxy, (CHy)p-C3-Co-cycloalkyl, (CH,),-
heterocycloalkyl, (CH2),CN, (CH,),Hal, (CH,),NO.,
(CH,),-Ce-C2-aryl, (CH;)p-heteroaryl,
~(CH,),PO4(R),

~(CH,)p,NR°R?, -(CH,),NR°COR?",

~(CH,),NR°CSR?®, -(CH,),NR*S(O)R®,

-(CH,),NR®S(0),R®, -(CH,),NR°CONR°R?,
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154 rac 155 + 156 - 157 rac 158 + CFA 159 160 rac

, 161 + 162 - 163 rac 164 + 165 166 rac ON 167
WGE2068364b. Racem c or R3 enantioner R3 OH 16BCT/ER20a7M6531

- /~H NJC 171 + CN 172 rac o o 173 + o 174

103 WO 2006/ 136461 PCT/ EP2006/ 006531 175 rac 176 + H

177 178 rac 179 + 180 - 1@H,JARCODR"H(CHINRGEBH)NRRY,

rac 185 + CF, 186 187 rac | 188 1 189 T % 19%%?00 cad

191 + 192 - 193 rac (CH2),NR*CSNRR®, -(CH,),N JNRRY,
~(CH2),NR®S(0),NR°R?, -(CH,),COR",
-(CH),CSR®, -(CH,),S(O)R",
~(CH2);S(O)(NH)R®, -(CH),S(O).R",
-(CH2),S(0):NR°R?, -(CH,),SO,0R",
-(CH),CO,R®, ~(CH,),CONR°R?,
-(CHZ),CSNR°R?, -(CH,),OR®, -(CH,),SR", -
(CH,),CR°(OH)-R®, ~(CH,),-C=NOR",
-O-(CHy,)-0O-, -O-(CH,),-CH,-, -O-CH=CH- or
-(CHy)n+2-, where nis 1 or 2, and the terminal
oxygen atoms and/or carbon atoms are linked
to directly adjacent ring carbon atoms,

M is C4-Cs-alkyl or a group -COR®, CO;R®, -O-R",

or -NR°R?, where

RP is a hydrogen or a C;-Cs-alkyl, C>-Cg-
alkenyl, C,-Cs-alkynyl, C3-Cio-
cycloalkyl, CgCi-aryl or C4-Cs-
perfluoroalkyl and

R°and R? are independently of one another a
hydrogen, C,;-Cg-alkyl, C,-Cs-alkenyl,
C,-Cs-alkynyl, C,-Cqo-cycloalkyl,
Ce-Cip-aryl, C(O)R® or a hydroxy
group, where if

R® is a hydroxy group, then R® can only
be a hydrogen, a C;-Cg-alkyl, C,-Cs-
alkenyl, C,-Cs-alkynyl, Cs-Cio-
cycloalkyl or Cg-Cyr-aryl and vice
versa, and

R® is a hydrogen, C,-Cg-alkyl, C,-Cs-
alkenyl, C,-Cs-alkynyl, C;-C4o-cyclo-
alky! or Cs-Cy,-aryl, and

p can be a number from 0-6,

or
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194 + 195 - ° 196 rac 197 + 198 - ~% 199 rac 200 +
201 - 202 rac 203 + 204 205 rac 206 + 207 - 208
WO 206/13381 + 210 - - 211 rac 212 + 213 214 rBCT/EP208d/606531
+ 216 - 217 rac 218 + 219 - ~~ 220 rac CF, 221 +
222 - 223 rac 224 + 225 - r% 104 WO 2006/ 136461

FRCT/ EP2006/ 006553;ra£g€ﬁd-@cRQ@7wﬁere228 229 rac " 230

+ 231 1 No. Racem c gr R3 enantionmer 232 rac H
F3 233 - NN RrapdR) o are independently of one another a hydrogen or a

Ci-Cg-alkyl, C,-Cg-alkenyl or  C,-Cg-alkynyl
optionally substituted one or more times, identically
or differently, by X, in which
X is a cyano, halogen, hydroxy, nitro,
-C(O)R®, CO,R®, —O-R"®, -C(0)-NR°R?,
-NR°R? with the meanings already
mentioned before for R®, R® and R?, and

R* is a hydrogen atom, a methyl or an ethyl group or a partly or
completely fluorinated C,-C,-alkyl group,

A is @ mono- or bicyclic carbocyclic or heterocyclic aromatic ring which
may optionally be substituted one or more times by C;-Cg-alkyl, C>-Csg-
alkenyl, C,-Cg-alkynyl, C;-Ce¢-perfluoroalkyl, C;-Cs-perfluoroalkoxy,
C,-Cs-alkoxy-C4-Ce-alkyl, C;-Ce-alkoxy-C4-Ce-alkoxy, (CH2)y-C3-Co-
cycloalkyl, (CH,)p-heterocycloalkyl, (CH;),CN, (CHg) Hal, (CH2);NO,,
(CH,)p-Ce-Cy2-aryl, (CH,),-heteroaryl,
~(CHZ),PO3(R®),, -(CH,),NR°R?, -(CH,),NR°COR?®, -(CH,),NR°CSR",
~(CH,),NR®S(O)R®, -(CH,),NR®S(0),R", -(CH,),NR°*CONR°R’,
-(CH,),NR*COOR?®, -(CH,),NR®C(NH)NR°R?, -(CH),NR°CSNR°R",
-(CH,),NR®S(O)NR°R?, -(CH,),NR*S(0),NR°R?, -(CH,),COR®,
-(CHZ),CSR®, <(CHg), S(O)R®, -(CH2),S(O)(NH)R®, -(CH);S(O).R",
~(CH2),S(0),NR°R?, -(CH_),S0O,0R®, -(CH,),CO,R®, -(CH,),CONR°R’,
-(CHZ),CSNR°R?, -(CH,),0OR®, -(CH,),SR®, -(CH),CR°(OH)-R’,
~(CH,)p-C=NOR®, -O-(CHj)s-O-, -O~(CHy),-CH,-, -O-CH=CH- or
-(CHy)n+2-, where niis 1 or 2, and the terminal oxygen atoms and/or

carbon atoms are linked to directly adjacent ring carbon atoms, or

A is a radical -CO,R®, C(O)NR°RY, COR®,
or
A is an alkenyl group -CR5=CR6R7, where
Rs, R® and R’ are identical or different and are independently of

one another hydrogen atoms, halogen atoms, aryi
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235 rac 0 236 + 237 - f 238 rac 239 + 240 - 241 rac

242 + 243 - ' 244 rac 245 + | 246 247 rac 248 +
WQ4®6A36461 250 rac 251 + 252 253 rac 254 + 2PSI/EPDB&006531

rac 257 + 258 259 rac "FO 260 + 261 262 rac "

263 + 264 265 rac 266 + 267 - 268 rac 269 + 270 -

271 rac " 272 + | [] 273adiddld oV'\éh Aa8618stitéd dr partly or completely

PCT/ EP2006/ 0 y K
06531 274 T30 oirated C,-%Zﬁalkw group, or

A is an alkynyl g'roup -CsCRs, with the meaning stated above for Rs, and

B is a carbonyl or a CH, group

and their pharmaceutically acceptable salts.

2. Compounds according to Claim 1, in which R' and R? are preferably a hydrogen
atom, a methyl or ethy! group.

3. Compounds according to Claim 1, in which R' and R? preferably form together with
the C atom of the chain a ring having a total of 3-7 members.

4. Compounds according to Claim 1 to 3, in which R® is preferably alkenyl, alkynyl,
arylalkynyl, heteroarylalkynyl, cycloalkylalkynyl, heterocycloalkylalkynyl.

5. Compounds according to any of the preceding claims, in which R® is preferably a
vinyl, ethynyl, propynyl, butynyl, pentynyl, hexynyl, heptynyl, octynyl,
hydroxypropynyl, hydroxybutynyl, 3-hydroxy-3-methylbutynyl, hydroxypentynyl,
carboxypropynyl, t-butylcarboxypropynyl, phenylethynyl, (hydroxyphenyl)ethynyl,
(methoxyphenyl)ethynyl,  (dimethylaminophenyl)ethynyl, (methylphenyl)ethynyl,
(cyanophenyl)ethynyl, (trifluoromethyl)ethynyl, (diphenyl)ethynyl,
(nitrophenyl)ethynyl, (tert-butylphenyl)ethynyl, (acetylphenyl)ethynyl,
(acetoxyphenyl)ethynyl, (carboxyphenyl)ethyny! or a benzylethynyi group.

6. Compounds according to any of the preceding claims, in which A is preferably an

aromatic ring.

7. Compounds according to any of the preceding claims, in which A is preferably a
phenyl or naphthyl radical.

8. Compounds according to Claim 7, in which A is preferably an unsubstituted or
optionally mono- or polysubstituted phenyi radical.

9. Compounds according to Claim 8, where the phenyl radical is preferably substituted
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10

277 rac 278 + "% 279 280 rac 281 + 282 283 rac CF
284 + 285 - 286 rac 287 + 288 - 289 rac 290 + 291

wewenaaeD 293 + 294 - r No. Racenic or R3 ePENEPING006531
R3 295 rac oH 296 - ~~ N 297 +/ \ \ N298 rac o o
299 + FO 300 301 rac 302 + 303 - / 304 rac 305 +

3O§y_DngQ?thﬁﬁalo%@ﬁatgsm\s@%ne%ﬂfQof@@etﬁ:ﬁgro@ll + 312 313

rac i 314 + 31

10.

316 rac 317 + 317 - 319 rac

Compounds according to Claim 9, in which the halogen atoms are preferably

chlorine and/or fluorine.

11. Compounds according to Claims 1-8, in which A is preferably a phenyl ring
substituted by -O-(CHj),-O- or -O-(CH,),-CH,-, where the respectively directly
adjacent ring carbon atoms are linked.

12. Compounds according to any of the preceding claims, in which R* is a hydrogen
atom, a methyl or a trifluoromethyl radical.

13. Compounds according to Claim 1 to 5, namely

No. Racemic or R3

enantiomer

; rac /\ﬁ R oH

3 S // 0/*O !

4 rac N

5 + /4/ o} (I)

6 - o}

7 rac H

8 + /4/

9 -

10 rac

1 * //©

12 - —F B

13 rac

15 - 7 i

16 rac o

17 +

18 - //U

19 rac /@L

20 +

21 - ~

22 rac P

23 + Fea

24 - -

25 rac

z + O

27 - _F ]

28 rac e,

29 + /@

30 - S

—

00



320 + 321 106 WO 2006/ 136461 PCT/ EP2006/ 006531 322

rac 323 + 324 - 325 rac 326 + 327 - 328 rac 329 +
WQ36A3ad81 rac 332 + 333 334 rac N 335 + 3BGI/EPRB006531

rac 338 + 339 - 340 rac 341 + // No, 342 343 rac

344 + 345 346 rac CF, 347 + 348 - 349 rac 350 +

31 - 352 e 353 + r] 3%4 35@ rac OM 356 + 357
. Racem ¢+ or R3 enantiofmer R3] OH | 358 rac 359 - //

43 360 + _ NTC N =
34 rac
— 3
36 - z |
37 rac .
38 +
3 _ ey
40 rac 2
41 ¥ 4/()/
42 - -
43 rac
44 + //QX
45 - -~
46 rac //J::T”%
47 +
48 - ~Z
49 rac o |
50 + = —
51 - -
No. Racemic or R3

enantiomer R} OH
52 rac ol
53 - //\/' n
54 + / N
55 rac - o o
56 + = F

e

57 -
58 rac 4
59 + =z
60 ; “
61 rac
62 + //@
63 - ~
64 rac
65 : _Qr
66 . —Z
67 rac o,
68 + _r
69 - -~
70 rac |
71 + ~
72 - ,AZJ:EA |
73 rac o
74 +
75 - //O%_
76 rac
77 + //ij/
78 - —=
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361 rac o o 362 + 0 363 364 rac 365 + 366 - 367
rac 368 + 369 - -~ 107 WO 2006/ 136461
WEADLERA0D6/ 006531 370 rac 371 1 + 372 - -~ BIBEPWO6/006531
374 + 375 - 376 rac 377 + " 378 379 rac 380 + 381
- 382 rac 383 + 384 385 rac F, 386 + 387 - 388 rac

7BI + 390 {gd891 rac 392[+ 39F - B94 rac 395 + °
gw6 397 rac|+ 398 + 399 § ~ O rac 401 + 402 403
gqac o N S
82 rac \/
83 +
84 - //é__
85 rac
— 3
87 - A2
88 rac o
89 ¥ O
90 - -~
91 rac 2
92 v /Q/
93 - -
94 rac
95 + //@/X
96 - —
97 rac No,
98 + =
99 -
100 rac "
191 + ///\/_o
102 - 4
103 rac * ]
104 + ,z?L:T ]
105 -
No. Racemic or R3
enantiomer R} oH
106 rac
107 - ﬂ H
108 ¥ /S § Sy
109 rac 0 o
110 + = o]
111 - il
112 rac H
113 + 7
114 -
115 rac
116 + 471:)
117 - —Z |
118 rac
119 + O
120 - 7 i
121 rac o
122 + _Lr
123 - —7
124 rac 1
125 +
126 - //@
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404 + 405 - 406 rac 407 + 408 - ~' 409 rac CF, 410

+ 411 - 412 rac 413 + 414 - 415 rac 416 + 417 - -'
wali®onaadeD' 419 + 420 108 WO 2006/ 136461 PCT/EP2006/006531

PCT/ EP2006/ 006531 No. Racenmi ¢ or R3 enantionmer 421

rac R 422 OH 423 +/ " 424 rac NN 425 + /~ 0 o

&7 - 0 427 jzaC 428 + 479 - 430erac 431 + | 432
%3 Tac 434§ 435 436 rac}@*ﬂ? + 438 - -' 439
TRC 440 + N_|_ 441 - 442 44c 448 + 444 -
130 rac
131 + /@
132 - 7 ]
133 rac 2
134 +
135 - P _—
136 rac 4
137 + //©
138 - -~
139 rac
140 + /5
141 - Z
142 rac o
143 + O
144 - e
145 rac 2
146 ¥ //©/
147 - ~
148 rac
149 + //QX
150 - ~
151 rac /@/.0,
152 +
153 - —Z
154 rac
155 +
156 - ~
157 rac ,
158 +
159 - —Z
160 rac
161 + //\Q
162 -
163 rac
164 + /%
165 -
166 rac on__|
167 ¥ O
168 - -~
No. Racemic or R3
enantiomer R oH
169 rac
170 - y H
171 ¥ S § SN
172 rac o 0
173 + = o)
174 - "
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445 rac 446 + 447 - 448 rac 449 + 450 - 451 rac
452 + 453 454 rac 455 + 456 - 457 rac 458 + 459 -
WO 2006/13@61 r ac 461 + 462 - 463 rac 464 + 465 PCT/EPWE6006531
rac 467 + NO 468 469 rac 470 + 471 - ~ 109 WO
2006/ 136461 PCT/ EP2006/ 006531 472 rac CF, 473 + ) |

wEA 475 raclad/6 + 477 { 478 rac 479 + /~ 480 481
1/@c H 482 +[483 No. Racenicégp“RS enanti omer R3 OH
g4 rac 485 H e

178 rac //l:j
179 + e

180 ; -~

181 rac

182 + ¢w£:j/
183 - —

184 rac .
185 + ’
186 - ,/é/(:r ]
187 rac |
188 + =
189 - /ﬁgi:jﬂ ]
190 rac o
191 +

192 - //©J<
193 rac

194 + /@
195 - = ]
196 rac y
197 + //(5
198 - A

199 rac \
200 + (5
201 - ~Z

202 rac °
203 +

204 - -~

205 rac .
206 + >
207 - /4/@
208 rac P
209 ¥ /Q/
210 - -

211 rac

212 + //(:rk
213 - F _
214 rac vo.
215 + b
216 - -

217 rac

218 +
219 - =

220 rac o,

221 + P

222 - ~

223 rac

224 + [ )
225 - S
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486 + /| NN 487 rac O 488 + F O 489 - f 490 rac 491

+ f" 492 493 rac 494 + 495 - r 496 rac 497 + 498
wad®ens@etr-F 500 + , 501 502 rac N 503 + S50BCT/BPH06/006531

rac 506 + 507 - 508 rac 509 + 510 511 rac CF 512

+ 513 - 514 rac 515 + 516 - ° 517 rac 518 + r

0 110 WO 26/ 136461 PCT/ EP2006/ 006531 520 rac 521

357 522 523 Tac "~ 524 F 525 //|< 526 rac 527 + 528

228 - -~

229 rac on_|

230 ¥ ]

231 - -~

No. Racemic or R3 R o
enantiomer £

232 rac H ?

N S

233 - el N

234 + Ve o) 0

235 rac o)

236 + =

237 : —=

238 rac

239 + M

240 - ~=

241 rac

242 + 471:)

243 : ~

244 rac

245 + 471:3/

246 - —

247 rac

248 + i

249 - ,/é?l:)/ |

250 rac |

251 + "~

252 - /zVL:T. ]

253 rac o

254 +

255 - /¢7£:r<

256 rac

257 " /@

258 - A ]

259 rac i

260 + //©

261 - —=

262 rac N

263 +

264 - /¢Aij

265 rac o

266 +

267 - A2

268 rac o

269 ¥ /4/@

270 -

271 rac n

272 + ~

273 - /ﬁVL:T/
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529 rac NO, 530 + 531 - 532 rac 533 + 534 535 rac

CF, 536 + 537 - "' 538 rac 539 + 540 - 541 rac 542
W3 284336461 ~ 544 rac ON 545 + 546 No. Raceni PCDEPR86/006531

enantioner R3 547 rac OH 548 - ~/ H 549 + CF3 N N

550 rac o o 551 + o 552 - f 553 rac 554 + 555 -

746 rac 557 [Reb58 - "~ BbH9 rac (56D + 561 - ' 562
J7/&C 563 + CF|+564 - r 56% ra 566 + 567 - \ 111
g 2000/ 134l PCI/ EPZ0006 568 rac 569 +
277 rac -
278 + )
279 - /¢/©/
280 rac
281 +
282 - S
283 rac o
284 + =
285 - -
286 rac
287 + /\Q
288 - -
289 rac
290 + /4/‘<
291 -
292 rac o]
203 ¥ O
294 - -
No. Racemic or R3
enantiomer
295 rac
296 - //\ﬁ
297 + d SN
298 rac 0
299 + = 0
300 - -~
301 rac
302 + //H
303 ; —
304 rac /@
305 + =
306 ; —
307 rac
308 + //©/
300 3 ~
310 rac .
311 + ’
312 - /4/@ B
313 rac |
314 + "~
315 - //Q/ ]
316 rac o
317 +
317 - /4/©/<_
319 rac
320 + //gj)
321 - ~Z
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570 - -'' 571 rac 572 + 573 574 rac F, 575 + 576 -
577 rac 578 + 579 - 580 rac 581 + 582 - ' 583 rac

wWh 36364685 586 rac N 587 + 588 - 589 rac 5SPOI/EP20880106531
592 rac NO, 593 + 594 - 595 rac 596 + 597 - 598 rac
509 + CF 600 601 rac 602 + 603 - 604 rac 605 +

6 - - 60fgfaC OM 608]+ 609« NO| Racemic or R3
$Aanti oner gl0 rac R3 OH G%EJiSf/ H 612 + N
324 - S ]

325 rac \/
326 +
327 - /éfij__
328 rac
329 + /)3;
330 - =
331 rac o
332 n L
333 - “
334 rac o
335 + Peg
336 - ~Z
337 rac
338 + //Qk
339 ‘ - -~
340 rac "
341 + B '
342 - =
343 rac
344 + /ngj'
345 - —Z
346 rac oF,
347 + —
348 - -
349 rac
350 + é;I:)
351 - -
352 rac
353 : oK
354 -
355 rac on |
356 + ‘/é/(:r i
357 -
No. Racemic or R3
enantiomer R OH
358 rac
359 - el H
360 + d SN
361 rac _ o o
362 + = o}
363 . <
364 rac "
365 + =
366 ; “~
367 rac
368 + éyl:j
369 - e




613 rac ol o 614 + F 615 - CF 3 0 112 WO

2006/ 136461 PCT/ EP2006/ 006531 616 rac 617 + 618 - '~
WOi®enax@6e620 + 621 - r' 622 rac 623 + 624 62PCT/RR200§F006531

626 + 627 628 rac i 629 + \ N, 630 631 rac 632 +

633 - 634 rac 635 + 636 - 637 rac 638 + 639 - -''

A0 rac 641 fac64Z - 643 fac ©44 F 645 - 646 rac
F47 F 648 tA9 Tac N 65D +/6<:4Ljﬁ 552 rac 653 + 654
372~ 655 Tag P :
373 rac o,
374 +

375 . //@
376 rac |
377 + M~
378 - /4/@ |
379 rac o
380 * Pep
1381 - S N
382 rac

383 + //©
384 - fad

385 rac i
386 +

387 - ~Z

388 rac \/
389 +

390 - ,/4/@ o
391 rac

392 + /5
393 - ~Z

394 rac

395 + ~
396 - //U |
397 rac o
398 ¥ peg
399 - —

400 rac

401 + —

402 - -

403 rac o,
404 +

405 - //Q/
406 rac

407 +
408 - ~

409 rac o,

410 + _

411 - ~=

412 rac

413 + Ij
414 - A7

415 rac

416 ¥ _K
417 - -

418 rac on
419 + //@
420 -
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656 + "

671 + ri

657 -
662 + 663 -
WOANLAERABD6/ 006531 667 rac 668 + r

672 1 No. Racem c or
673 rac 674 - j~H F 675 + "

f %
664 rac

658 rac i
665 +

659 +

676

R3 enanti oner

N&.3 U 678

- 685 rac

61

R Fcen®€ or 680 JR3 681 - 6
6&&hahtioM8r -

88 rac CF,

IAac |

bYZ +

Ne 693

694 1|

ac

422

423

424

425

426

427

428

I

\\

429

\

430

431

432

\

\

433

434

X

435

N\

436

437

438

\

439

\\b

440

441

\>l>
i

442

o]

443

444

\

445

446

447

\

448

449

450

§ % W\

\

451

~
AN

452

453

\:\

\

454

°

455

456

\
W\

457

458

459

\>Q
/O

\

460

461

§
Y

462

\

463

464

465

)

\

466

l

467

468

\>l?

\

469

470

-
O

471

\
AN
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660 - \ 661 rac F

666 113 WO 2006/ 136461

669 67PCT/HR200¥006531
R3 COH
rac Oo 677 + /
2 rac 683 + 684
689 + 690 691

3
R OH
H
N \l;l
O 0
0



695 + 696 - 697 rac 698 + 699 700 rac "F 701 +
702 - 703 rac 704 + 705 706 rac 707 + 708 - 709

WO 206/1F601 + 711 712 rac N 713 + 1,1-01 714PCI/EB200€D06531
2006/ 136461 PCT/ EP2006/ 006531 715 rac 716 717 718

rac - NO 719 + 720 - 721 rac 722 + 723 - °~ 724 rac
495, 725 + 72@c- - 127 rac,728 +| 729 - 7BQ rac
#BL + 732 - ¥33 7ac 734 + OH J735 |No. Racemic or R3
&@pnt1 oner R& of f ~Z »
475 ‘lrac
476 + )
477 - ~Z
478 rac
479 + ’/ézi<
480 -
481 rac o
482 + /gf(:r
483 - '
No. Racemic or R3
enantiomer
484 rac
485 - //\/_
486 + d SN
487 rac 0
488 + = 0
489 - e L
490 rac y
491 + =
492 : “
493 rac
494 + /@
495 - —
496 rac
497 + _Qr
498 - ~Z |
499 rac //J::j/“’
500 +
501 - ~Z B
502 rac !
503 + h
504 - //U
505 rac o
506 * o
507 - —
508 rac
509 + //if)
510 - S |
511 rac e,
512 + /@
513 - _F L
514 rac \/
515 +
516 - ¢/©__
517 rac g
518 + ¢/EE

\

519 -
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736 rac 737 -

rac i

/011 O N 738 + 739 rac o0 o

741 - f 742 rac H 743 + [~
W0 200483646 749 +
755 + 756 757 rac
762 115 WD 2006/ 136461 PCT/ EP2006/ 006531 763 rac 764

750 -

758 +

759 -

744 745 rac
751 rac 752 + |I1'F 7BQI/EFH46/006531
760 rac

520 /65 /66 1

@e V 767 +

68 - 769

5PA2 rac 773 4

+ (4 775 rd

(02]

e N

522

\

+ 777 -

523

rac

524

525

8|8
Y

\

526

527

528

)

\

529

z
K=

530

N\

531

\

532

533

534

\

535

A
O

536

537

\

538

539

540

\

541

542

543

\Xv

\

544

545

\>l>
2

546

\

No.

Racemic or
enantiomer

A
w

547

rac

548

.

549

\

CF,

550

551

\\

552

\

583

I

554

\
\\

555

556

557

\

558

\

559

560

¥

561

\

562

563

564

\

565

566

567

\>Q
i

\

111

\>3

740 + o

747
761 +

tac 770 + 771 -
778 rac



779 + 780 -
786 787 rac
WO 9B6en a6l 794
Racem c or
N 801 + 802

781 rac 782 + NO
CF, 788 + 789 -
+ 795 796 rac o"
R3 3 enanti oner

rac cl oo

gHg6 + 807 -

B8 rac

809

+ 810 -,

ZH8067 136461

T/ EP2006/ 00

531

gRC F 815 +

J16 -

cl/ rag

\
=
+

r

571

rac

572

573

\

574

% :

575

576

\
W\

577

z7
N

578

579

\

|

580

581

582

| &

\

583

584

\>3
/O

585

A

586

z

587

§
Y

588

\

589

590

591

y

\

592

593

\>3

594

\

595

596

W\
5
&

597

\

598

599

600

\\

601

602

603

§t§ N\ =2

\

604

605

\ET

606

\

607

608

\>Q

609

\

I

No.

Racemic or
enantiomer

A
w

610

rac

611

.

612

+

\

613

rac

614

+

\\

615

\

112

783 784 rac
790 rac

791 +
797 + 798 NeCT/EP2006/006531
R OH 799 rac -o H 800 -
803 + 0 804 -

785 +
792 -

'~ 805 rac
116 WO

ac 812 + 813 814



819 820 rac 821 + 822 - 823 rac 824 + 825 - 826

rac 827 + 828 - 829 rac 830 + 831 - 832 rac 833 +
W@3W6A3@E86 rac 836 + 837 - '' 838 rac N 839PGT/BEIN06/006531

841 rac 842 + 843 - -''" 844 rac 845 + \ No, 846

847 rac 848 + 849 - 850 rac 851 + 852 - 853 rac

St + 855 - [@e6 rac 857[+ 858 - -+ 859 rac OH 860
B6L 117 PCTQ;PZOOG/OOGSSl
618 - -~

619 rac

620 + _Q
621 - —Z B
622 rac

623 + _r
624 . P B}
625 rac -
626 * _r
627 - —= |
628 rac //J::fk\
629 +

630 - —Z

631 rac o
632 * ot
633 - —

634 rac

635 + //(5
636 - P

637 rac &
638 + _

639 - 7

640 rac \
641 + i)
642 - 2
643 rac °
644 +

645 - 7

646 rac

647 + °~
648 - /¢7£:T ]
649 rac o
650 + P

651 - //©/
652 rac

653 + //(:rk
654 - S ]
655 rac

656 + Nex
657 - /ﬂ

658 rac

659 +
660 - —

661 rac o,

662 +

663 - 7

664 rac

665 + /Z;I:)
666 -
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No. Racemic or R3 R3 OH enantionmer H 862 rac N N 863
oo 864 +/ 865 rac F0O 866 + 867 - 868 rac 869 +

WO 20de/1&A61 871 rac 872 + 873 - 874 rac 875PGT/EB266/006531
877 rac CF, 878 + 879 - 880 rac 881 + 882 - \ 883
rac 884 + 885 - 886 rac 887 + 888 889 rac "F, 890

667891 - 892 fra¢ 893 + 89§ - ° 895/ racy 896 + 897 -
gégo rac 899|+# 900 - ° 901 r 34 90p + 903 -
669 - -
670 rac on
671 + /zVL:T
672 -
No. Racemic or R3
enantiomer R} OH
673 rac
674 : //\/_ i '
675 + N
676 rac Y ©
677 + = CF 0
678 ; ol )
679 rac H
680 ¥ 7
681 -
682 rac
683 + 4Vl:j
684 - — _
685 rac
686 + _r
687 - —Z ]
688 rac o,
689 +
690 - //U
691 rac |
692 + =
693 - /2gl:j’ a
694 rac o
695 +
696 - /4/@/<
697 rac
698 + //(5
699 - = ]
700 rac i
701 + /@
702 - ~Z
703 rac \
704 + /@,
705 - ~Z
706 rac °
707 +
708 - ~Z
709 rac .
710 + h
711 - //Q/
712 rac N
713 v Peg
714 - -
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904 rac 905 + 906 - 907 rac 908 + \ i NO 909 0910

rac 911 + i 118 WD 2006/ 136461 PCT/ EP2006/ 006531 912
w@i®enaae014 + ~915 - r' 916 rac 917 + 918 -POI/BP086006531

920 + 921 - -~" 922 rac OM 923 + 924 No. Racem c or

R3 enantionmer R3 OH 925 rac 1o 926 - H 927 + N 928

71&C O 0 929[h¢F 0 930 93T rac 93 +/ /H 933 934
71aC 935 + 936 - 937 rac| 93 3p - -~ 940 rac
K7 941 F 942943 1ac Y44 945
718 rac No,
719 + QO
720 - ol
721 rac
722 ¥
723 - _F
724 rac o,
725 + P
726 - e
727 rac
728 + l: )
729 - 7
730 rac
731 +
732 3 /%
733 rac -
734 +
735 - //U
No. Racemic or R3
enantiomer R} o
736 rac o
737 - //\ﬁ N
738 + /s SN
739 rac 0 0
740 + = 0
741 - —
742 rac "
743 + _Z
744 -
745 rac
746 + /@
747 - P ]
748 rac
749 + //©/
750 - —
751 rac
752 +
753 - /4/@ _
754 rac |
755 + =
756 - /4/@ ]
757 rac o
758 * Pep
759 - 7
760 rac
761 + /@
762 - _F
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946 rac 947 + 948 - r% 949 rac 950 + 951 952 rac
CF 953 + 954 - 955 rac 956 + 957 958 racy 959 +
W@ ede6/136481 WO 2006/ 136461 PCT/ EP2006/ 006531 96HCT/BER2096M®6531
+ 963 964 rac " 965 + 966 - 967 rac 968 + 969 -
970 rac 971 + \ | "a, 972 973 rac 974 + 975 - -~ \

780 rac CF Y44 + 9/8 9/P rac &+ 9p0 + 981 - f 982
76aC 983 + 984 985 Tac O}é% + 987 1 No.
%cemc or R 3 S
766 rac \
767 + @
768 - A ]
769 rac
770 + /5
771 - ~Z
772 rac o
773 + //Q/
774 -
775 rac o
776 +
777 - //Q/_
778 rac
779 + //QX
780 - —
781 rac "
782 + '
783 - //Q
784 rac
785 +
786 - A7
787 rac oF,
788 + =
789 - -
790 rac
791 + /\Q
792 - -
793 rac
794 + %
795 - -«
796 rac on
797 + _r
798 - -
No. Racemic or R3
enantiomer
799 rac
800 - //I SN
801 ¥ i | A
802 rac I
803 + =
804 n —
805 rac M
806 ¥ _Z
807 -
808 rac
809 * _Q
810 - AP




enantioner OH 988 rac Br H 989 NN 990 + o o 991

rac 992 + f / Fo 993 994 rac 995 + H 996 997 rac
WOABDA3IROO - ~~ 1000 rac 1001 + 1002 - -~ 1POBEPBO6/006531

CF, 1004 + 1005 - ~~ 1006 rac 1007 + 1008 120 WO

2006/ 136461 PCT/ EP2006/ 006531 1009 rac 1010 + 1011 -

g% I0I1IZ rac[3913 + 1I01I4[- 10 ac 1016 + 1017
9I8 rac N 19 + 1020 -|102 Ac | 1022 + 1023 -

gygZ4 rtac  10¥Z5 + 1026 - 1| ~4027 rac

814 rac cF,

815 + /@

816 - -

817 . lrac |

818 + "~

819 - /4/©/ a

820 rac 2

821 ¥ /©’<

822 - -

823 rac

824 + /é

825 - —Z

826 rac h

827 +

828 - A7 ]

829 rac \’

830 +

831 - /é/é_

832 rac

833 + /5

834 - S ]

835 rac o

836 ¥ L

837 - -

838 rac o

839 * e

840 - —Z

841 rac

842 + //QX

843 - -

844 rac /@m

845 + ’

846 - —Z

847 rac

848 +

849 - ~Z

850 rac .

851 + ’

852 - SZ

853 rac

854 +

855 - /4/\1:)

856 rac

857 + _k

858 - —

859 rac on

860 + _r

861 - -~
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1028 + 1029 - 1030 rac
r / No, 1035 1036 rac
wQaeho/13646041 - 1042 rac
+ 1047 - 1048 rac
enanti oner
rac ) X4NJN ~ o o

1031 +
1037 +
1043 + 1044 - r
1050 No. Racenic or
/|~ H 1053 + / 1054

1049 +
R3 1051 rac OH 1052 -

1055 + CF3 0 1056 121 WO
2006/136461 PCT/ EP2006/ 006531

1057

N®59 1060 r
1066 rac

ifRacenHq ot |
-~ gnantiomes7 +

IR%2 1063

1068

862 rac

863 -

864 +

\

N

865

866 +

867 -

\
\\

868

869 +

870 -

\
\\

1032 -
1038 1039 rac ~F

871

872 +

873 -

874

875 +

876 -

8%

\

877

878 +

879 -

\>3

\

880

881 +

882 -

\\5
4

\

!

883

884 +

885 -

§

\

886

887 +

888 -

889

890 +

891 -

\
0| -

\

892

893 +

894 -

e
N\

\

895

896 +

897 -

\\(\

\
N\

898

899 +

900 -

\>§?
/O

I\

901

902 +

903 -

z

§
A

\

904

905 +

906 -

y

907

908 +

909 -

910

911 +

l

\>3

\

A\
=
&

\
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1033 rac 1034 +

1045PCHEPZ0/G)6531
R3

rac 105&:+ f/H

rac 1064 +/°t065 -
H
N
SN
F 0



1069 rac 1070 + 1071 - ° 1072 rac o 1073 + 1074 -
1075 rac 1076 + 1077 - 1078 rac 1079 + 1080 1081
WO 2096/134382 + 1083 - 1084 rac 1085 + 1086 - HOBEP2086006531
1088 + 1089 - 1090 rac 1091 + 1092 - 1093 rac 1094
+ 1095 - 1096 rac o, 1097 + r / N 1098 - 1099 rac

ghp00 + 1101]-. 1102 rac CF] 1103 + 1f104 - 1105 rac

ghBUG + TI107|ad22 WO 2006/ 136461 PCJI/ EP2006/ 006531
%08 Tac I10% + 1110 S

915 - ~Z

916 rac

917 + _/4;(3

918 -

919 rac

920 + _k

921 - e

922 rac o

923 ¥ _r

924 - -~

No. Racemic or R3

enantiomer

925 , rac

926 - //\/—

927 + // =N

928 rac - o

929 + = o]

930 n -

931 rac y

932 + /é/

933 -

934 rac

935 + /@

936 - P N

937 rac

938 + //l:j/

939 ; 7

940 rac o,

941 n _r

942 - -~

943 rac |

944 + N

945 - /zzizj’ n

946 rac o

947 +

948 - /7/©/<_

949 rac

950 + //@

951 - —~

952 rac it

953 + //(5

954 - ~Z

955 rac v

956 +

957 - ,/gJi)__

958 rac o

959 +

960 - P

119



1111 rac OH 1112 + 1113 1 No. Racemc or R3
enantioner R3 1114 rac OH 1115 - /~ CF3 H 1116 + d

W@ obl1364dl7 rac o o 1118 + 1119 F O 1120 r acPAI/BR2086/006531
f/H 1122 1123 rac 1124 + ri 1125 1126 rac 1127 +
1128 - -'' 1129 rac CF, 1130 + 1 1131 1132 rac "

ge33 F 1134 {g¢135 rac 1136 +_ 113} - 1138 rac 1139
go2 1140 I14f,rac OF, TI42 +[1J43 |1144 rac " 1145 +
gg3 1146 IIgsracy 1148]+ 1149 - 1150 rac 1151 +
96452 rac o
965 - peg
966 - —
967 rac
968 + /@X
969 - =z N
970 rac o,
971 + _
972 - //U
973 rac
974 +
975 - —
976 rac e,
977 +
978 - ' A7
979 rac
980 + /;@
981 -
982 rac
983 + /<
984 - -~
985 rac on
986 ¥ //U
987 -
No. Racemic or R3 s
enantiomer R\ oH
988 rac Br
H

989 - ///\/_ N N
990 + / d S
991 rac _ I I
992 + =

-
993 -
994 rac y
995 + _Z
996 -
997 rac
998 + /@
999 - Y
1000 rac
1001 + /©/
1002 3 ~Z
1003 rac cF,
1004 + /@
1005 - -
1006 rac |
1007 + N~
1008 - //Q

120



1153 rac N 1154 + 1155 123 WO 2006/ 136461

PCT/ EP2006/ 006531 1156 rac 1157 + 1158 - 1159 rac NO
wa1®6/13648161 1162 rac , 1163 + 1164 - 1165 rBCT/ERDE&6006531

+ 1167 - 1168 rac 1169 + 1170 - 1171 rac 1172 +

1173 1174 rac OH 1175 + 1176 1 No. Racenic or R3

121

ognt 1 oner R¥acll77 rac o 1178 - cF3 H 1179 + O
1§10 T180 rac|p 0 TIIBT + .182/@41483 rac 1184 + "
1oh¥5 1186 rac 1187 + 1188 = 1189 rac 1190 + 1191
1012~ 1197 1 @gc 1
1013 + //(ﬁ
1014 - —=
1015 rac i
1016 +
1017 - ~Z
1018 rac \
1019 +
1020 - i
1021 rac
1022 + //if;
1023 - P
1024 rac o
1025 ¥ L
1026 - -
1027 rac o
1028 + Peg
1029 - ~7
1030 rac
1031 ¥ /©H<
1032 - = |
1033 rac o,
1034 ¥ _r
1035 - -~
1036 rac
1037 +
1038 - —
1039 rac o,
1040 +
1041 - ~Z
1042 rac
1043 + ‘/é;I:]
1044 -
1045 rac
1046 + ég/kf
1047 - -
1048 rac on
1049 ¥ T
1050 - -
No. Racemic or R3
enantiomer R
1051 rac OH
1052 - /\/- "
1053 + // N
1054 rac _ - o)
1055 + = 2
-
1056 : ©



1193 + 1194 -
1199 + 1200 -

1195 rac
1202 rac

1202 +

1196 + 1197 - I \ 1198 rac O
1203 124 WO

wQemeNika6U61 PCT/ EP2006/ 006531 1204 rac 1205 BCT/EP66/006531
1208 + 1209 - 1210 rac
1214 +

1207
1213

rac N

rac

1211 + 1212 -

1215 1216 rac N 1217 + 1218 - 1219

108%

1220 + 321l -

122]

P rac 1223

1058°

rac

123

b +

1227 12]

P8 raczEl,

gl

rac

174

n T+

1253 -

1234 r ac

+\ 1 No, 1224
1229 + 1230 -
1235 +

1060

rac

1061

1062

1063

1064

1065

Q%

\

1066

2

1067

1068

\

1069

1070

/

1071

&[4

\
\

1072

1073

1074

§

\

1075

1076

1077

\

1078

%

1079

1080

\
W\

1081

-~
N\

1082

1083

\

1084

%

1085

1086

\
A\

1087

1088

1089

\>;>
/D

\

1090

z

1091

1092

§
W\

\

1093

1094

1095

)

\

1096

1097

1098

\>Q

\

1099

1100

1101

1102

1103

1104

1105

1106

1107

A\
3
&,

\

o
o

\

\
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1236 1237 rac ON 1238 + 1239 No. Racemic or R3
enantioner R3 1240 rac OH 1241 1 - / CF, H 1242 + 1~
WO 20d6M3dd61 1243 rac F o o 1244 + 1245 - 1246 rBCT/EPWE6/606531
f/H 1248 1249 rac 1250 + 1251 125 WD 2006/ 136461
PCT/ EP2006/ 006531 1252 rac 1253 + 1254 - -'' 1255

. 1256 1257 - 1258 rac 12591+ yN\ 1260 1261
{iag U rac
@9 12062 + {263 -"T1Z641ac _1AG5 1266 - 1267 rac
4488 + 12697 1270 rac 12¢1 + 1272 - °~ 1273 racy
a4+ 1275 8276 1ac N
1112 + /U
1113 - -~
No. Racemic or R3
enantiomer R
1114 rac OH
1115 - | //\/— CF, H
1116 + // N SN
1117 rac - o b
1118 + =
-
1119 B F ©
1120 rac "
1121 + /é/
1122 -
1123 rac /@
1124 + =
1125 . -~
1126 rac
1127 + /U
1128 3 —Z
1129 rac e,
1130 + /@
1131 - -
1132 rac .
1133 * O
1134 - -~
1135 rac o
1136 +
1137 - ./4/@)(_
1138 rac
1139 + //©
1140 - —
1141 rac 5
1142 + /©
1143 - —Z
1144 rac \
1145 +
1146 - //é_
1147 rac o
1148 +
1149 - 7
1150 rac ou
1151 ¥ L
1152 - -
1153 rac P
1154 +
1155 - //Q/

123



1277 +

+
W 200/13644291
1297 rac
f ]

1278

1279 rac

rac 1292 +
1298 + 1299 -

1280 +
1284 1285 rac NO 1286 + 1287 -
1293 -

12

129

/' 1300

126 WO 2006/ 136461 PCT/ EP2006/ 006531

81 - 1282 rac 1283
1288 rac 1289 +

4 rac 129°CHEPDAO®6531

rac 1301 + OH 1302

No.

Hagemni c or

Bal3 OH enant |

4894 1305 +

% 0 1306 rac

oner
FO

C
7

a8y +

To1T:

15172 rac

3

g

59/

rac

1160

1161

1162

1163

1164

1165

1166

1167

1168

1169

1170

1171

1172

1173

1174

1175

1176

NO,

:

\

W\
S }!i’
O

\

\

\

1314 1315 rac

303 rac H NN
+ 1308 - 1309 rac
1316 +

No.

Racemic or
enantiomer

R3

1177

rac

1178

1179

CF;

1180

1181

1182

A
Y

1183

1184

1185

=4

\
\\

1186

1187

1188

1189

1190

1191

2

1192

1193

1194

1195

1196

1197

I~ 2

1198

1199

1200

§

1202

1202

1203

),

\
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1318 rac CF,
1324 rac
WO 2096/113861 +
1337 + 1338
1343 + 1344 -

1325 +

1319 + 1320 -
1326 -
1333 rac
- 1339 rac

1332 -

1345 rac

1327 rac

1346 +

1321 rac 1322 + "\
1328 +
1334 +
1340 +

1329 -

1341 1342 rac "
1347 1348 rac NO

10949 + Te |

65/ EP20067 0

{6985 + 1356

8350 127 WD] 20067
531 1351 rac 13
-V 1I357 racli

I -

864

+
+

51
1353 -

1207

rac

1208

1209

1210

1211

1212

1213

1214

1215

\/
N

1216

1217

1218

1219

1220

1221

1222

1223

1224

1225

1226

1227

1228

1229

1230

1231

1232

1233

1234

1235

1236

1237

1238

1239

No.

Racemic or
enantiomer

1240

rac

1241

1242

1243

1244

1245

1246

1247

1248

1249

1250

1251

1354 rac CF
3 1359 - r

1323
1330
1335 - RGBBP086€006531



1360 rac 1361 + r j 1362 1362 rac O 1364 + . 1365
No. Racemic or R3 enantioner 1366 rac R3 1367 - /

woR006A3881 + /| CF3 " 1369 rac N N 1370 + o o PABER2006/606531
O 1372 rac 1373 + 1374 - 1375 rac 1376 + 1377 - r

1378 rac 1379 + 1380 - -~' 1381 rac CF, 1382 + 1383
1252384 rac 133 + 1386 1387 rac 1388 + 1389 -
5830 rac I3 + 13927 T 93{%@2 1394 + 1395 -
g6 rac 1397 + 1398 - ~%.-%28 P006/ 136461
fX5E/ EP2006/ 00fge31 1399 rac o
1256 + .

1257 - ke

1258 rac |
1259 + N~
1260 - ez a
1261 rac o
1262 +

1263 - P |
1264 rac

1265 + //é
1266 - —

1267 rac "
1268 +

1269 - —Z

1270 rac \
1271 +

1272 - .//é_
1273 rac o
1274 +

1275 - A

1276 rac oL
1277 + =

1278 - “~

1279 rac o
1280 * Peg
1281 - e

1282 rac

1283 + /@X
1284 - = N
1285 rac o,
1286 + o
1287 - ~

1288 rac

1289 +
1290 - ~

1291 rac o,

1292 +

1293 - 7

1294 rac

1295 + /%E’
1296 -

1297 rac

1298 * _k
1299 - —=

1300 rac -
1301 +

1302 - //Q
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1400 + 1401 - 1402 rac 1403 + 1404 1405 rac N

1406 + 1407 - 1408 rac 1409 + 1410 - 1411 rac
woahé4iader ~/ \| 1413 1414 rac 1415 + 1416PCT/ERI006/006531

rac CF, - 1418 + | 1419 1420 rac 1421 + 1422 -

1423 rac 1424 + 1425 - -~ 1426 rac OH 1427 + 1428
No. Racemic or R3 enantioner R3 1429 rac o" 1430 - /
CE3- " 1431 + d=~ N N 1432 rac. 0.0 1433 + f~,0 1434
N%35 rac 143¢Ra°eMIGOr 1437 (R3438 rac| 1439 +F\144%i -
1441 r ac enantiomer cl

1303 rac ¥ "
1304 - //\/‘ !
1305 + /7 ° °
1306 rac _ F

1307 + =Z

1308 n “

1309 rac Y

1310 + _Z

1311 -

1312 rac

1313 + /©

1314 - ~Z

1315 rac

1316 + /©/

1317 . —Z

1318 rac cF,

1319 + b

1320 - -

1321 rac |

1322 + N~

1323 - /4/@ h

1324 rac o

1325 +

1326 - //QJ(_

1327 rac

1328 + /(J)

1329 - —

1330 rac i

1331 +

1332 - ~Z

1333 rac \

1334 +

1335 - /4/6_

1336 rac

1337 + /5

1338 - ~F

1339 rac o

1340 ¥ L

1341 - -

1342 rac o

1343 ¥ Jyeg

1344 - —

1345 rac

1346 ¥ /@X

1347 - = ]

1348 rac o,

1349 +

1350 ; //Q

127



1442 + 1443 - -~ 1444 rac CF, 1445 + 1446 129 WO

2006/ 136461 PCT/ EP2006/ 006531 1447 rac 1448 + 1449
wad®e/18a@61 O 1451 + 1452 - r 1453 rac 1454 +PAEEBP2006/006531

1456 rac 1457 + 1458 - 1459 rac 1460 + 1461 - 1462

rac 1463 + 1464 - 1465 rac 1466 + 1467 1468 rac N

Q9 + 1470 {aé471 rac 1472 + 78 - 1474 rac NO

oo + ~_ 147p - 1477 rac| 14 1479 1480 rac OF
5581 + 1482 . 1483 rac ~Z
1354 rac o,
1355 + P
1356 - ~
1357 rac
1359 -
1360 rac
1361 + /%
1362 -
1362 rac on
1364 ¥ L
1365 - -
No. Racemic or R3

enantiomer

1366 rac R o
1367 - //\ﬁ H
1368 + // GFs H
1369 rac N SN
1370 + /é/ o 5
1371 - F
1372 rac "
1373 + _Z
1374 -
1375 rac
1376 + /@
1377 - & |
1378 rac
1379 + /©/
1380 ; —Z
1381 rac cF,
1382 + /@
1383 - -
1384 rac |
1385 + i~
1386 - /4/@ h
1387 rac o
1388 +
1389 - //©/< ]
1390 rac
1391 + /(5
1392 - —
1393 rac i
1394 +
1395 - ~Z
1396 rac \’
1397 + @
1398 - _z
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1484 + 1485

1486 rac

1487 + 1488 -

1489 rac ON

1490 + 1491 130 WO 2006/ 136461 PCT/ EP2006/ 006531 No.

w26 B@6Dr

R3 enanti oner
4H 1494 + /| NN 1495 rac o o
rac 1499 + f/H 1500 1501 rac

R3 1492 rac OH 149BCEHEP2006/006531
1496 + 0 1497 1498
1502 + 1503 -

~

, 1504

T30 1505 +

ago

I507 ra¢

14ppl + 13

lZ 1513 rac

}7 + 1518

- 1919 rac O~

CF3 50
15144+
+

433 ¥ 1524

rac

1403

1404

/@O\
==

+ 1509 1510 rac
1515 - 1516 rac
1521 - 1522 rac

1405

1406

1407

1408

1409

1410

1411

1412

1413

1414

1415

1416

1417

1418

1419

1420

1421

1422

1423

1424

1425

1426

1427

1428

No.

Racemic or
enantiomer

1429

rac

1430

1431

CF,

1432

1433

1434

1435

1436

1437

1438

1439

1440

1441

1442

1443

1444

1445

1446
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1525 rac 1526 + 1527 - 1528 rac 1529 + 1530 1531

rac N 1532 + 1533 - 1534 rac 1535 + 1536 - 1537 rac
wWOE06156381 + 1539 - 1540 rac 1541 + 1542 131PQNIEP2006/006531

2006/ 136461 PCT/ EP2006/ 006531 1543 rac Cf, 1544 +

1545 - 1546 rac 1547 + 1548 - 1549 rac 1550 + 1551

ta47 1552 T é@c"™ 1553 + 1554 1 No. |Racemic or R3
faantironer 1p55 rac 1556 -,5J5Q3557 + ,i OH 1558 rac
f44gH 1559 FIN'N "T560 - © 04861 tac 1562 + f/H o
16393 1564 T aGc .
1451 ¥ /@4
1452 - ~Z ]
1453 rac

1454 + //@
1455 - ~

1456 rac F
1457 +

1458 - ~Z

1459 rac \
1460 +

1461 - /ﬁyli)___
1462 rac

1463 + /5
1464 - 7

1465 rac o
1466 + =

1467 - -

1468 rac o
1469 +

1470 - //Q/
1471 rac

1472 + /QX
1473 - = ]
1474 rac o,
1475 n L
1476 - ol

1477 rac

1478 +
1479 - -

1480 rac .,

1481 +

1482 - —Z

1483 rac

1484 + ’/4;1:)
1485 -

1486 rac

1487 + /<
1488 - -

1489 rac on
1490 + t/éyi:)/
1491 -
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1565 + 1566 - 1567 rac 1568 + 1569 1570 rac CF,

1571 + 1572 - 1573 rac 1574 + 1575 - ° 1576 rac 1577
WG20083¥86t 1579 rac 1580 + 1581 1582 rac F,PCUBBR06/006531

1584 - 1585 rac 1586 + 1587 1588 racy 1589 + 1590

132 WO 2006/ 136461 PCT/ EP2006/ 006531 1591 rac 1592 +

No. 1593 159/RdcemidNor 1595|R3 ~~ - 1b96 1597 rac 1598
+ - 1599 1&MantieiemNo, 1601 + ~/ - 1602R3 1603 rac
1%ep4 + 1  16Qac1606 rac OH
1493 5 /\ﬁ o )
1494 + /7 N SN
1495 rac o o
1496 + _Zz I
1497 -

1498 rac y

1499 + _Z

1500 -

1501 rac

1502 + /@

1503 - = a

1504 rac

1505 + _r

1506 - -~

1507 rac o,

1508 + _

1509 - -

1510 rac |

1511 + N~

1512 : preay

1513 rac o

1514 +

1515 - /4/©/<_

1516 rac

1517 + //é/

1518 - —

1519 rac I

1520 + //ii)

1521 - —Z

1522 rac \/

1523 +

1524 - //é_

1525 rac o

1526 +

1527 - S

15628 rac o

1529 + égi:j/

1530 - -

1531 rac 2

1532 +

1533 - //Q/

1534 rac

1535 ¥ /@K

1536 - = n

1537 rac //i:j/m

1538 +

1539 - ~Z

1540 rac

1541 +

1542 - ~
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1607 + -
1613 + /i

1608 1609 rac -
1614 1615 rac ON 1616 + ~- .
w@Rawemda@cbr R3 enantioner R3 1618 rac OH 161BCEHEP200H®6531
H 1620 + / N N 1621 rac o o

rac 1625 + f/H 1626 1627 rac

1538 1631 + J@ag2 - -

16]

15336 Trac 163

++ /~ - 163

845/ EP2Z006/ 0

16531 1639 r¢

AC

15283 + 1644

mac 1645 1ac 1

1547

1548

1549

1550

1551

1552

1553

1554

3 rac CF,

546

1610 + 1611 -

1628 +

- i
7
+

3

+ -

\
\

\Ev

\

\\b
2

\

No.

Racemic or
enantiomer

A
w

1555

rac

1556

1557

\

\

1558

1559

1560

Cl

\
\\

1561

1562

1563

I

\
\\

1564

1565

1566

1567

1568

1569

\

2

1570

1571

1572

\

1573

1574

1575

1576

1577

1578

1579

1580

1581

\

\

\>Z>\>;>
i )

f

\

ja

1582

1583

1584

\
W\

1585

1586

1587

-~
AN

\

1588

1589

1590

s

N\

\

132

1617 -

1622 + 1623 F O
1629 -
1634 + -

133 WD 2006/ 136461
1641 -

1612 rac

1630
1635

1642 rac

No

1624



1647 - 1648 rac 1649 + 1650 - 1651 rac 1652 + 1653

- 1654 rac 1655 + 1656 1657 rac N 1658 + 1659 -
wae®o/18@a61l 1661 + 1662 1663 rac NO 1664 + PCI/EPW6&E6531

1666 rac , 1667 + | 1668 1669 rac CF 1670 + 1671 -

1672 rac 1673 + 1674 - 1675 rac 1676 + f/ \ 1677

16878 rac O, [ra6/9 + 1680 [No. Racem c or R3
&oant 1 oner 8l rac R3 4/@%?31' 1683 + d O N N 1684
1588 1685 + 0[.I686 - 0 134 2006/ 136461
1894 EP2006/ 0lfge31~ 1687 rac P
1595 * Pyeg
1596 - —
1597 rac
1598 + //@X
1599 - —
1600 rac o
1601 ¥ _r
1602 - —
1603 rac
1604 +
1605 - ~
1606 rac o,
1607 + _
1608 - —F
1609 rac
1610 + ’/2;1:]
1611 -
1612 rac
1613 + ég/Lf
1614 - -
1615 rac o
1616 + _
1617 - -~
No. Racemic or R3
enantiomer R
1618 rac //p\/”_ OH
1619 - y CF, "
1620 ¥ /7 N \N
1621 rac - 0 o
1622 + =
1623 . - -
1624 rac "
1625 + _Z
1626 -
1627 rac
1628 + /@
1629 - = |
1630 rac
1631 + //J::T/
1632 . —Z
1633 rac cr,
1634 + _r
1635 - -
1636 rac I
1637 + _r
1638 - ~
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1688 + 1689 - 1690 rac 1691 + |1 1692 - r 1693 rac

1694 + 1695 - -~ 1696 rac CF, 1697 + 1698 - 1699 rac
waAZ®6/136441701 ©~ 1702 rac 1703 + 1704 - 1705 rBCT/EFD66/606531

i 1707 1708 rac 1709 + 1710 - 1711 rac 1712 +

1713 - 1714 rac 1715 + 1716 - 1717 rac 1718 + 1719

(16680 rac N Irggl + 1722 -[1723 rag | 1724 + 1725 1726
1620 NO 1727« 1728 - 1729 ra 30 + 1731 - 1732
1649 - SZ |
1642 "~ {rac
1643 + /é
1644 - —
1645 rac e
1646 + _
1647 - e
1648 rac \
1649 +
1650 - ,ﬁ?lij__
1651 rac
1652 + //i;;
1653 - A
1654 rac o
1655 ¥ L
1656 - -
1657 rac A
1658 +
1659 - //Q/
1660 rac
1661 + /@/k
1662 - = ]
1663 rac ‘o
1664 + _r
1665 - ~
1666 rac
1667 +
1668 - ~
1669 rac ,
1670 +
1671 - ~Z
1672 rac
1673 + /2@
1674 -
1675 rac
1676 + ’/ég/kf
1677 -
1678 rac on
1679 ¥ //@
1680 -
No. Racemic or R3
enantiomer
1681 rac
1682 - //\ﬁ
1683 + /”/ N
1684 rac 5
1685 + _z
1686 - 0
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1733 + CFA 1734 1735 rac 1736 + 1737 135 WO

2006/ 136461 PCT/ EP2006/ 006531 1738 rac 1739 + ri
wa7e06/1364681 rac - OH 1742 + 1743 1 No. Raceni PCDEPIR86/006531

enantioner 1744 rac 1745 1746 + d 1747 rac 1748 +

1749 - 1750 rac 1751 + 1752 - 1753 rac 1754 + 1755

168%756 rac 1rdp7 + 1758 -[-'" 1759|rac CF3 1760 +

16681 - 1762 fac 1763 + 1[64 - =<""| 1765 rac 1766 +
867 - 1768 nac 1769 + 17707 1771|rac CF, 1772 +
002 rac '

1691 + /@

1692 - =z |
1693 rac

1694 + /©/
1695 . —Z

1696 rac cF,
1697 ¥ _r
1698 n —~

1699 rac |
1700 + -
1701 - //@ |
1702 rac o
1703 +

1704 - //©/< N
1705 rac

1706 + /©
1707 - -~

1708 rac "
1709 +

1710 - =

1711 rac \’
1712 +

1713 - //é_
1714 rac o
1715 +

1716 - P

1717 rac oo
1718 + O
1719 - -

1720 rac o
1721 + Peg
1722 - ~Z

1723 rac

1724 ¥ /©)<

1725 - Z ]
1726 rac o,
1727 + _r
1728 - -~

1729 rac

1730 +
1731 - -

1732 rac ,

1733 +

1734 - ~Z

1735 rac

1736 + 4/\©

1737 - -
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1774 rac " 1775 + 1776 1777 racy 1778 + 1779 - 1780

rac 1781 + 1782 - ' 1783 rac " 1784 + 1785 136 WD
wQemeN1k6U61 PCT/ EP2006/ 006531 1786 rac 1787 BCT/EFR86/006531

1789 rac 1790 + 0, 1791 1792 rac 1793 + |/ ~i 1794

1795 rac 1796 + 1797 1798 rac , 1799 + 1800 - f

1781 rac 1802rat 1803 - 1804 rag 1805 + off 1806

397 rac 1808 + 1809 - 1810 811 1 + 1812 No.

awem ¢ or RI enanti oner <71813 rac off 1814 - ~~

1742 rac on

1742 ¥ //@

1743 -

No. Racemic or R3

enantiomer

1744 rac

1745 - //\ﬁ

1746 + //

1747 rac _

1748 + =

1749 n -

1750 rac "

1751 + /é/

1752 -

1753 rac

1754 + /@

1755 - & |

1756 rac

1757 + /U

1758 . 7

1759 rac o,

1760 + _r

1761 - -~

1762 rac |

1763 + N~

1764 - /4/@ |

1765 rac o

1766 +

1767 - //O/(_

1768 rac

1769 + //(lj/

1770 - —

1771 rac il

1772 + /@

1773 - ~Z

1774 rac \’

1775 +

1776 - //é_

1777 rac o

1778 +

1779 - ~Z

1780 rac o

1781 ¥ _

1782 - -

1783 rac o

1784 ¥ Peg

1785 - -~
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1815 +

1820 + 1821

NI~ ~N 1816 rac o o

- 1822 rac

WG-200883%461 1828 rac CF,

+ /] "~

1834 rac 1835 +

1823 +

1786 1841 +

rag42 -

1844

T8a7 + 1848

+ 1849 rac

1850 5

17883 + 1854

1. 1855 rac

56+~ 4857|

1789

rac

1790

NO,

1791

,

1792

1793

1794

1795

W\
P &
O

1796

1797

\

1798

1799

1800

\

1801

1802

\Ev

1803

\

1804

1805

\>l?

1806

1807

1808

1809

1810

1811

1812

-

No.

Racemic or
enantiomer

1813

rac

1814

1815

1816

1817

1818

1819

1820

1821

1822

1823

1824

1825

1826

1827

1828

1829

1830

1831

1832

1833

137

1838 +
1 -

1817 + 1818 -
1824 -
1829 + 1830 -

1819 rac
1825 rac

1826

~' 183 1PCHEPD8BM6531

1839 -
1845 -

1833 137 WD 2006/ 136461 PCT/ EP2006/ 006531
1836 1837 rac
1843 fac

1840
1846 rac
1852 rac N



1858 rac 1859 + \ NO11860 -

1864 rac CF 1865 + 1866 1867 rac |,

wAadne/18661 1871 + ri
No. Racemi c or

[ cl

R3

1861 rac

1862 + 1863
1868 + 1 3 1869

1872 1873 rac OH 1874 +PABEP2006/006531
R3 enanti oner
H 1878 + N N 1879 rac 1880 +

1876 rac o"
.~~ 1881 F O

1877

1633 VWO 20067

AB461 PCTTEP20

1835/ H 1884

4885 rac

1886

1836890 -

- 1891 rac Cr,

06/ 00653
+

b

{895 + 1896

rac1897 Tac

1838

1839

\

1882 rac 1883 +

r 1888 rac 1889

1893 1894 rac

1840

1841

1842

%

\
W\

1843

1844

1845

z7
\

\

\

1846

1847

1848

9

\

1849

1850

1851

\>l?
/O

\

1852

1853

1854

.
AN

\

1855

1856

1857

s

1858

1859

1860

1861

1862

1863

1864

1865

1866

1867

1868

1869

1870

1871

1872

1873

1874

1875

\>;>

\ A\
8
&,

a
h

\

\

ﬁxr

\

\>Q

\

No.

Racemic or
enantiomer

A
W

1876

rac

1877

1878

1879

1880

1881

\\

Cl

138



1898 + 1899 - 1900 rac 1901 + 1902 1903 rac F,

1904 + 1905 - 1906 rac 1907 + 1908 - 1909 rac 1910
WG-2008Q36l6+ 1912 rac 1913 + 1914 1915 rac " PARLEB2066/006531

1917 - 1918 rac 1919 + 1920 - 1921 rac NO 1922 +

1923 - 1924 rac 1925 + 1926 1927 rac ~F 1928 +

1829 - 1930 fme 1931 + o-[- T T1I932]139 WO 2006/ 136461

f8g8/ EPZ0067 00p531 1933 rac 1934+ | 1935 1936 rac
g§40H 1937 § 1938 1 «

1885 rac

1886 + /@

1887 - Z |

1888 rac

1889 + /©/

1890 . 7

1891 rac o,

1892 ¥ _r

1893 . —

1894 rac |

1895 + -

1896 - ,4/@ B

1897 rac o

1898 +

1899 - //©/< B

1900 rac

1901 + /(ﬁ

1902 - —

1903 rac Fs

1904 +

1905 - ~Z

1906 rac \

1907 +

1908 - //© ]

1909 rac

1910 + /5

1911 - P

1912 rac oo

1913 ¥ b

1914 - -

1915 rac 2

1916 +

1917 - //Q/

1918 rac

1919 + /@X

1920 - S N

1921 rac o,

1922 +

1923 - //@

1924 rac

1925 +

1926 - -

1927 rac o,

1928 +

1929 - ~Z

1930 rac

1931 + /%)

1932 -
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No. Racem ¢ or
H 1941 + r

/[~ o0

N -

R3 enanti oner

R3 19

N 1942 rac o c O

wabb/18@61 1946 + f/H 1947 1948 rac

1951 rac
- 1957 rac

1952 + 1953 -
1958 +

1383 rac 19644 1965 19

b6 rac

fag V1970

+ 1971

1972

acy//i§73

{8 1976 +
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19/8 ra

s 271979
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rac

peg
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+

—7
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1954 rac CF,
1959 1960 rac

39 rac off 1940 -

1943 + o 1944

1949 + ROBAP2006/006531

1955 + 1956
1961 1 + 1962 - %
1967 + 1968 1969

+ 1974 - . % 1975
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No.
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140 WO 2006/ 136461 PCT/ EP2006/ 006531 1981 rac 1982 +

1983 1984 rac NO
wa289/13¢4800 rac CF 1991 + 1992 -
1996 rac
No. Racem c or
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1997 +
R3 e

+ 1986 - 1
19
1998 1999

nanti onmer

987 rac 1988 +

93 rac 198d1/EP2006/006531
rac ON 2000 +

R3 2002 rac o"

18895

[ cl
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16896
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19834
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2022 - ~'

WQOB6/136462031 -
2037 2038 rac 01 2039 + 2040 -
2042 + 2043 -

+

2023 rac 2024 +
2028 141 WO 2006/ 136461 PCT/ EP2006/ 006531 2029 rac

2044 rac

2032 rac

2045 +

2033 +

2025 -

20

2026 rac

34 -

2035

2027 +

PCEPDOE® 6531

2041 rac N

50088 + 2049

ra2050 rac

2

20864 + 2055

+ 2056 rac

2

203H

2001

2

1672 rac OH

2

351 §205
J63//
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? 2053 rac CF
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No. Racem c or R3 enantioner R3 2065 rac o" 2066 - /
cl H 2067 + N N 2068 rac o o 2069 + o 2070 2071
WO 20063648072 + 2073 - 2074 rac 2075 + 2076 - PCT/EBDOMMD6S31
2006/ 136461 PCT/ EP2006/ 006531 2077 rac 2078 + 2079 -
-~'" 2080 rac CF, 2081 + 2082 - 2083 rac 2084 + "

735 2086 rewecO 2087 + 2088 089l rac 2090 + 2091
2078092 rac 2093 + 2094 ¢ 209 ac| 2096 + 2097 -
34798 rac 2099 + 2100 - 2 rac 2102 + 2103 - '
20804 rac N 4hdo +
2081 + _

2082 - -~

2083 rac |
2084 + N~
2085 - /4/@ |
2086 rac o
2087 +

2088 - //©J<_
2089 rac

2090 + //(ﬁ
2091 - —

2092 rac s
2093 +

2094 ' - ~Z

2095 rac \’
2096 +

2097 - /4/©__
2098 rac

2099 + /5
2100 - S

2101 rac oo
2102 + =

2103 - -

2104 rac o
2105 * Peg
2106 - —

2107 rac

2108 ¥ //Qk
2109 - -~

2110 rac /@)0,
2111 +

2112 - -~

2113 rac

2114 +
2115 - ~

2116 rac o,

2117 +

2118 - —Z

2119 rac

2121 -

2122 rac

2123 + /%
2124 -

2125 rac on
2126 ¥ T
2127 - -~
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2112 -

2107 rac 2108 + ~i
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WQ1W8/136381L9 r ac
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+r~F o 21
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2146 rac 2147 + 2148 - 2149 rac 2150 + 2151 - 2152
rac 2153 + 2154 2155 rac "F 2156 + 2157 - 2158
WO a®6/13460 + 2160 2161 racy 2163 + 2163 - ZHGHEPW06/006531
2165 + 2166 - ' 2167 rac " 2168 + 2169 - 2170 rac
2171 + 2172 - 2173 rac 2174 + , C ,NO 2175 2176

7199 2177 + [R&R&78 144 WD| 2006/ 136461
g/ EPZ0067 00p53T 2179 rac CFyP3180 + 2181 - 2182
J1@q 2183 + [ZI84 - 2185 fac# 6 + 2187 - 2188 rac
2182 rac
2183 + ’/é;I:)
2184 -
2185 rac
2186 + ’/ZZ/LT
2187 -
2188 rac on
2189 " //@
2190 -
No. Racemic or R3
enantiomer R
2191 rac OH
2192 - //\ﬁ CF, "
2193 ¥ /7 N y
2194 rac - o 6
2195 + =
2196 - o - ©
2197 rac H
2198 + (/22’
2199 -
2200 rac ///E:]
2201 + =
2202 ; —
2203 rac
2204 + ///L::r/
2205 ; —Z
2206 rac ek,
2207 ¥ /U
2208 - ~
2209 rac |
2210 + N~
2211 - ,/e?l::r B
2212 rac o
2213 +
2214 - //©/< N
2215 rac
2216 + //é;
2217 - —
2218 rac il
2219 + //iij
2220 - ~Z
2221 rac v
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2223 - ,/éyiij___
2224 rac o
2225 +
2226 - P
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2202 - '~

| 2208 - f
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2273 + 2274 146 WD 2006/ 136461 PCT/ EP2006/ 006531
2273 rac o 2276 + 2277 - r% 2278 rac 2279 + 2280 -

WO 2006/126381l rac 2282 + 2283 - 2284 rac 2285 + PQRBPB2006/006531
2287 rac 2288 + / i 2289 2290 rac 2291 + 2292 -

2293 rac 2294 + 2295 - -'' 2296 rac 2297 + 2298
(23299 rac No, [rag300 + 2301] 2302 rac]- ~ 2303 + 2304
2385 rac CF [+2306 + 2307 2308/%’50 2309 + 2310 -
#2381 tac 231Z + ri 2313 |23%4 rac OH 2315 + 2316 1
2326 rac '

2327 + _QO
2328 - -

2329 rac

2330 + /©/
2331 . ~Z

2332 rac g
2333 + /4/@
2334 -

2335 rac |
2336 + "~
2337 - //U
2338 rac 4
2339 ¥ /Q’<
2340 - -

2341 rac

2342 + //é
2343 - —~

2344 rac i
2345 + /@
2346 - ~Z

2347 rac \/
2348 +

2349 - /4/@ |
2350 rac o
2351 +

2652 - 7

2353 rac o
2354 ¥ L
2355 - o

2356 rac o
2357 +

2358 - //Q/_
2359 rac

2360 + =

2361 - -

2362 rac /@/m’
2363 +

2364 - —

2365 rac

2366 +
2367 - ~

2368 rac o,

2369 +

2370 - 7

2371 rac

2372 + //\Q
2373 -
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No. Racemic or R3 enantioner R3 2317 rac off 2318 -

/I~ H 2319 + .~ NN 2320 rac o o0 2321 + o 2322 147
wOD0aANB61136461 PCT/ EP2006/ 006531 2323 rac 23PdI/EP2006/006531
2325 - 2326 rac 2327 + 2328 - 2329 rac 2330 + 2331

2332 rac CF, 2333 + 2334 - 2335 rac 2336 + 2337 - °

48 rac 2838 + 2340 - | 2341 rac| 2342 + 2343 - -'
744 rac OF22345 + Z346 - | 2347 C | 2348 + 2349 -
2380 rac 2Z23%T I + 2652 { 23 ac| 2354 + 2355 -

56 rac Z23%4ct 2358 - o
2378 ¥ L
2379 - -

No. Racemic or R3
enantiomer

2380 rac
2381 - ///\/—
2382 + s <N
2383 rac _ o
2384 + =

—
2385 : ©
2386 rac "
2387 + /4/
2388 -
2389 rac
2390 + /@
2391 - & B
2392 rac
2393 + //J::T/
2394 5 —=
2395 rac cF,
2396 + égJ::r
2397 - -
2398 rac |
2399 + N~
2400 - ‘/é?l::f B
2401 rac o
2402 +
2403 - ,/ézl:j/<__
2404 rac
2405 + //©
2406 - —
2407 rac il
2408 + /©
2409 - —Z
2410 rac \’
2411 +
2412 - /zglij___
2413 rac o
2414 +
2415 - S
2416 rac ou
2417 n O
2418 - -
2419 rac o
2420 + Peg
2421 - —
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2359 rac 2360 + 2361 - 2362 rac NO 2363 + 2364 -

2365 rac 2366 + 2367 2368 rac CF 2369 + 2370 -
wWQ@3Wd/18@61 2372 + 2373 148 WO 2006/ 136461 PCT/EP2006/006531

PCT/ EP2006/ 006531 2374 rac 2375 + 2376 - r' 2377 rac

OH 2378 + 2379 No. Racenic or

R3 enanti oner

R3 2380

J4ag H 2381

raé~ ¢ H 238

24384 + o 23

2386 rac

54390 + 2391

- 2392 rac
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2429
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2433
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+r \' N
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No.
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enantiomer
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2448

2449
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2458

2459

2460
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2462

2463

2464

2465

2466

2467
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2399 + " 2400 2401 rac 2402 2 + 2403 - 2404 rac

2405 + 2406 2407 rac CF 2408 + 2409 - 2410 rac
WQ4bs/136462412 2413 racy 2414 + 2415 - 2416 rBCT/ERDRF006531
+ 2418 - ' 2419 rac "" 2420 + 2421 149 WO
2006/ 136461 PCT/ EP2006/ 006531 2422 rac 2423 + 2424 -
24685 rac NO [+2426 + 2427 } 2428 rac 2429 + 2430
2631 rac CF (2432 + 2433 1 2434 rac 2435 + fi v 2436

2387 Tac  24Fgc+ 2439 2ZA40 rac OH
2471 + :EE {
2472 -

2473 rac
2474 +
2475 -

2478 -

2476 rac i
2477 +
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10

15

20

25

30

35

2441 + 2442 No. Racem c or Structure enantioner

2443 rac 2444 - 2445 + 2446 rac 2447 + 2448 - b
WQ2008/18@61 2450 + ,- Y 2451 2452 rac 2453 + o0 BCT/REXM6/006531

2455 rac 2456 + 2457 2458 rac 2459 + 2460 - e 2461

rac 2462 + 2463 - 2464 rac 2465 + 2466 - 2467 rac

150 WO 2006/ 136461 PCT/ EP2006/ 006531 2468 + 2469

A f&tgéﬂarri&a%?u&éazé: s lé% ‘Wﬁ%@%@; %géq?é§'7o%e+con%égu5rld_ of HS general
PCldrinBRO0&¢d P o adytof ERAmsEICOU3 ard, Wi @ppidpdate, at least one
Comr‘HJr{hle§ Iag ealtngl'e%?esntt tggne%hgrow I'?%ﬂgrngafcehﬁgallgesr&ﬁgt?lg excipients and/or

carriers.

15. Pharmaceutical composition according to Claim 14, where the further active
ingredient is a SERM (selective estrogen receptor modulator), an aromatase
inhibitor, an antiestrogen or a prostaglandin.

16. Pharmaceutical composition according to Claim 14, where the active ingredient may
be tamoxifen, 5-(4-{5-[(RS)-(4,4,5,5,5-pentafluoropentyl)sulphinyl]pentyloxy}phenyl)-
6-phenyl-8,9-dihydro-7H-benzocyclohepten-2-ol, ICl 182 780 (7alpha-[9-(4,4,5,5-
pentafluoropentylsulphinyl)nonyllestra-1,3,5(10)-triene-3,17beta-diol), 11beta-fluoro-
7alpha-[5-(methyl{3-[(4,4,5,5,5-pentafluoropentyl)sulphanyl}-
propyl}amino)pentyllestra-1,3,5(10)-triene-3,17beta-diol, 11beta-fluoro-7alpha-{5-
[methyl(7,7,8,8,9,9,10,10,10-nonafluorodecyl)amino]pentyl}estra-1,3,5(10)-triene-
3,17beta-diol, 11beta-fluoro-17alpha-methyl-7alpha-{5-[methyl(8,8,9,9,9-
pentafluorononyl)amino]pentyl}estra-1,3,5(10)-triene-3,17beta-diol, clomifen,

raloxifen, fadrozole, formestane, letrozole, anastrozole or atamestane.
17. Use of compounds according to any of Claims 1 to 13 for producing a medicament.
18. Use of compounds according to Claim 17 for producing a medicament for the
therapy and prophylaxis of gynaecological disorders such as endometriosis,

leiomyomas of the uterus, dysfunctional bleeding and dysmenorrhoea.

19. Use of compounds according to Claim 17 for producing a medicament for the

therapy and prophylaxis of hormone-dependent tumours.

20. Use of compounds according to Claim 17 for producing a medicament for the
therapy and prophylaxis of breast carcinomas.

21. Use of compounds according to Claim 17 for producing a medicament for the

therapy and prophylaxis of endometrial carcinoma.
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formula | according to any of Clains 1 to 13 and,
where appropriate, at |least one further active
WO n@easkident t ogether with pharnaceutical ly sui P@bER2006/006531
exci pients and/or 5 carriers. 15. Pharmaceutica
conposition according to Claim 14, where the further
ZLUsk€Eof Edrgpamide ndccoriiry H-RMAiGS et &6t ipreiuemgr @ geedicament for the
cept or dul at or. an aromatase inhibitor, an
anf'?%%ﬁ’yr- °B'Fy|%?"%i’fo%"la§@1‘ SAI6INM380 16. Phar naceut i cal

conp03|tion accordlng to Caim14, where the active

edi ent

o8 U o Fregiings dEoBiGs Gy 17dPoRELTngsaIBRisATYTY for the
en‘tb@r%&rﬂhﬁwwlams of prostate carcinomas.
6- phenyl - 8, 9- di hydr o- 7H benzocycl ohepten-2-ol, ICl 182
780 (7al pha-[9-(4,4,5,5-
p.evuxsafdfusbﬁm@aﬁas/ beddr@ihh My QAN YT Y& Siroducingd a Thédidarhériteor female

-3,17beta-diol), 11 beta-fluoro 15
7thBHBO’[QS'ePWE?'ﬁWt{tﬁer[aPﬁ 4,5,5, 5-pent af | uor opentyl ) sul p
hanyl]
g{?ﬁ }am no) entyl estra- 5f(01?e) r] 17bet a- di

se pf geRoynds Acse ﬁﬁ]gﬁﬂé:l @ 17 male ert |ty contro
[methyl (7,7,8,8,9,9, 10, 10, 10- nonafluorodecyl)an1no]pen
%%Ejestra 1,3, é )-triene- 3, 17beta-di
%0488 JPb Ie7 s8IgFiiyenadditan ok fithim {“@‘N[‘)ﬁ'e?’Fﬂ/I“Ia§"83'§m9h@‘°a'kyny'

peRbApbuRIssHRO ¥ Ikbamigkpent yl }estra- 1, 3, 5(10)-tri ene- 3

, 17beta-diol, clomfen, 20 raloxifen, fadrozole,
fornestane Ietrozole anastrozol e or atanestane. 17.
Use of conpounds according to any of Clains 1 to 13
for producing a nedicanent. 18. Use of conpounds
according to Caim17 for producing a nedi canent for
the 25 therapy and prophyl axi s of gynaecol ogi ca
di sorders such as endonetriosis, |eionyomas of the
uterus, dysfunctional bleeding and dysnenorrhoea. 19.
Use of conpounds according to Claim 17 for producing a
nmedi canent for the therapy and prophyl axi s of
hor none- dependent tunours. 30 20. Use of conpounds
according to Caim17 for producing a nedi canent for
the therapy and prophyl axis of breast carcinomas. 21.
Use of conpounds according to Claim1l7 for producing a
medi canment for the 35 therapy and prophyl axis of
endonetrial carcinoma. 152 WO 2006/ 136461
PCT/ EP2006/ 006531 22. Use of conpounds according to
Claim 17 for producing a nedi canent for the therapy
and prophyl axis of ovarian carci nonmas. 23. Use of
conpounds according to Claim17 for producing a
medi canment for the 5 therapy and prophyl axis of
prostate carcinomas. 24. Use of conpounds according to
Claim17 for producing a nedicanment for fenale
hor none repl acenent therapy. 10 25. Use of conpounds
according to Claim17 for female fertility control
26. Process for the selective addition of [ithium
al kynyl and magnesi um hal oal kynyl conpounds onto a
keto am de. 153
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