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present application clains benefit of U S. S N

60/ 558,660 filed on April 1, 2004, 5 which is

i ncorporated by reference herein in its entirety.
Field of the Invention The present invention relates
to the treatnment of neurodegenerative and/ or
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pr, %Idse I des?ghated as the APiss, ABiuo, AB1a2 and AB,4s peptides, respectively. The AB-

peptides are thought to cause nerve cell destruction, in part, because they are toxic to

neurons in vitro and in vivo.
The AP peptides are derived from larger amyloid precursor proteins (APP proteins),
that consist of four proteins containing 695, 714, 751 or 771 amino acids, designated as the

APPggs, APP744, APP7s; and APPyy4, respectively. Proteases are believed to produce the A



that consist of four proteins containing 695, 714, 751
or 771 am no acids, designhated as the APP695, APP714,

WARWEHIS3ahd APP771, respectively. Proteases arBCT/IB2005/000796
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bel i eved to produce the AD WD 2005/ 095334

PCT/ 1 B2005/ 000796 -2 pepti des_ by cl eaving specific

am no acid sequences wthin t FfS vari ous APP pr ot ei ns.

The proteases are naned "secretases" because the
A(3-peptides they produce are secreted by cells into

the extracel |l ul ar environnent. These secretases are
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i ndependent |y substi LN~ r to three
substituents independently/ ected fr -d-Co6

al koxy, -Cl-C6 alkyl -hal® afd -KH R3 is a group of
the Formula Il or the Formula I ach as depicted

below Y z x a n 20 ™ WD 2008/ 34
PCT/ 1 B2005/ 000796 -3 Y Z X-D\

(Rz)n

95

wherein R' and R? are each independently selected from —H, -C4-Cs alkyl, -C,-Cy alkenyl, -C4-
Cs alkoxy, -C,-Cs alkenoxy, -C4-Cg hydroxyalkyl, -Co-Cg hydroxyalkenyl, -halo, -CN, -NO,, -
(CHZ2)gNC(=0)R®, ~(CH2)qC(=0)OR’, -(CH,)qC(=O)NR®R’, -(CH,)qNR°R’, -C3-C; cycloalkyl
and -Cs-Cg cycloalkenyl, wherein R' and R? are each optionally independently substituted with
from one to three substituents independently selected from -C4-Cg alkoxy, -C;-Cg alkyl -halo
and —OH;

R*is a group of the Formula Il or the Formula 1ll, each as depicted below




B 11l wherein Bis absent or is selected from-Cl-C8
al kyl ene and -C2-C4 al kenylene; Dis selected from

wo abs50853ad kyl , - C3-C1l0 cycl oal kyl, -(3-10 nenbeeBt§2005/000796
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het er ocycl oal kyl and -(5-7 nmenbered) heteroaryl; 5 X
Y and Z are each |ndependently3 sel ected from-H,
-Cl1-C8 al kyl, -C2-C8 al kenyl, -Cl1- C8 al koxy, -C2-C8
al kenoxy, _Cl-c8 hydr oxyal kyI - C2- C8 hydroxyal kenyl ,
-halo, -OH -CN, - N2, -(CH2)q-NR 7R8,

-(CH2) g-NHC(=Q R9, -(CH2)g-(~OR9, -(CH2)q

C(=O NR7R8, -(CH2)q C(=0O , - ;ZCHZ) gS2R9, -S(Cl-C8
al kyl'), -C3-C8 cycloal kyl, -(IC#2)q ((3-10 nmenber ed)
het erocycl oal kyl ), -(CH2) §- -Cl4 aryl),

(C6-Cl4 aryloxy); wherein said X, Y and Z are each
optionally i ndependently substi ed with fromone to
three substituents independently selected from-Cl-C3
al kyl, -C2-C8 al kenyl, -Cl1-C8 %4l koxy, -C2-C8
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for rred wheeim MRRAsr MRIRE iy each dnstanos indesambiérsly optionally form a -(3-8

Eﬁ% ,%g),gé{lé;g ,ga,k);put are not limted to, the acetate,
a

spa tate benzoate, besyl ate,
mtsO1 20r3

nis0,1,2or3;

qis0,1o0r2;

or the pharmaceutically acceptable salts of such compounds.

Compounds of the Formula | may have optical centers and therefore may occur in
different enantiomeric and diastereomeric configurations. The present invention includes all
enantiomers, diastereomers, and other stereoisomers of such compounds of the Formuia |,
as well as racemic compounds and racemic mixtures and other mixtures of stereocisomers
thereof.

Pharmaceutically acceptable salts of the compounds of Formula [ include the acid

addition and base salts thereof.



bi car bonat e/ car bonat e, bi sul phat e/ sul phate, borate,
cansyl ate, citrate, cyclanmate, edisylate, esylate,

wo coosmpB34 f umarat e, gl uceptate, gluconate, gl uPCT/B2A0F000796
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hexaf | uor ophosphate, 5 hi benzate,

hydr ochl ori de/ chl ori de, hydrq?ronide/bronide,

hydr oi odi de/i odi de, isethionat'e, |lactate, malate,

mal eat e, nal onat e, mandel at es nesyl at e,
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fon TN the Te t may vary
femmmmomneloylactémlWﬂﬁ%desm%ﬁ%ctorﬁé?ﬁ- Poni sed. 30 The

Comouﬂ@s Ohy Lhfveliny 8Ad EMof MY cdpotiid offFoPm@a@Ntd another ey reaction
solid states rag%(g frgm f ul lé &{rglr ﬁ)onoel)J( aﬁqg w rJF
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nELe%@HéthoH be Q:Bl‘fgcteq %ﬁn%tﬁg dr'pl‘%@' 5@ FS%@\Fe@édJ b@ evdyation of the

ysi cal properties letely ionised to
| iselvend. Thngte& quOf%Z@Bw Relb Fosaag a%t ok "adY igm completely io
dlaﬁﬁdsn@dnnmex ray diffraction patterns and, while

exhi bi l"lb gor% ntgsr g‘ﬂ%rxmeﬂﬁon%ayﬁexﬁﬁjh'a%n%@m@gcﬁ‘d%étes ranging from

f or mal pon heat| ng hange
f R esrstaneus & mlhq@ryataﬂj%pﬁwet oBR ‘RARIYS RRISCH 7 state In"which the

C et Igélds%g réhge drdeh aﬂﬂ@melfecuﬁéraﬁvel, anﬁycﬂldpeﬁduhg/upﬁ)e ¢amdrature, may

or der gl ass tran n The r

v be e s L% kit ol eichly SR s o not gie
r elgtihctive Byrajeditiadctiontpaiterns amm@@@am@gy@ properties of a solid, are more
Pgr(‘nla@z&gé‘l ngQZ%QIqmd.aJpon heating, a change from solid to liquid properties occurs

which is characterised by a change of state, typically second order (‘glass transition’). The
term ‘crystalline’ refers to a solid phase in which the material has a regular ordered internal



structure at the nolecular |evel and gives a
distinctive X-ray diffraction pattern with defined

weaks9s3such materi al s when heated suffici ent | pCTMB2005/000796
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al so exhibit the properties of a liquid, but the

change fromsolid to liquid |% characterised by a

phase change, typically first™order ('nelting

point'). 5 The conpounds of the invention nay also

eX|st i n unsol vated and sol vated fornms. The term

"solvate' is use d herein to des

S B B BrRE g Orh Mot AR 1T THSEH: Phteraip defnes

Otk rSunip metephla mirerc Bertédcalfficienticwit pisalokiibistbe peeperties of a liquid, but

nMa %%grllg%sfrca'% %'blid E)Xﬁ’dEgJ fer ch%HEt%ﬂQald by! AShb&! Bhany, dfyﬁi%zﬁly first order
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i e SRR et (BHREAES Ry B8R 18 compound
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bbyskriep g6 RS mrrxgl@lg] tqedlygterm(?pu{eﬁ Qre 5PI9@ﬁtfr061r (? Wﬁtt (@Pteﬁcgwnh each
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stol ¢
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non- st oi chi onetr,

d
f gtg'C#“éllﬁjggyglpﬁﬁpeg{?egg& Wa'ﬁgg&h% hqiveyer, ﬁg sglg%nt ér NURN 5 R/Sakly bound,

i ay émtchamehsevated tand dyapstopict covwapidsx ds W@EH@*VGN lgerrent will be

58 SdEHI Un SRIYRY 80 MG ShitidrBCInHUEY cAJed, fn-didt@TdmedRQuill be the

er Conponent ar e present I n St0|Ch|0nEtr|C or
naﬂ“3t0|ch|onetr|c anmounts. Conpl exes of this type
i ncl udeisoméfuded witiirothe sbdpmof b irtventioo laget rhuléxt@gponent complexes (other

( rau %apsoggd O'R/% eg)S ﬁé}elgg{% Eg §§c) aﬁ@%t 6Rs SﬁFrSéo?r‘p%nenTla?e present in

er are ned as crysta [1ne
cewphlemetsw@r e sloichPm A EEGHES. CRmRORE GbATS VRRiRcH gy Rt are no

by thogshRes (drh@h@&iﬂ &'H@Iuﬁ@rﬁl c@rﬂN@Je@Nndl dotopysets, The Biterbaré typically
S gFfltned é%@f@@?%i: f neutrgl mal é’lctaraB con@ﬁﬁh%ﬁy lNﬁlchaFerbo%nd together

Be prepar
C thysughlron-sataleph Lnteh)a;ctwrt,sc bytpulf |alsgépp|ao¢9ﬂfpr‘9@5mf adleviet mplecule with a

Okt Y- cR}éié%' 68 Beypr%‘fdréﬂjégnﬁeltt @@téﬂ@mn@ﬂb&yitgﬁkﬁhm&om solvents, or
NP BTSERNCH RS NeZRFTERgP oo s A Gy GOTEW of - 1000 189, by O

Malrtdrsson Epo Me 0t ZapomtiogReE). FoBE gereeal Jevitnaef muBe¢omperent complexes,

(8de E’@agr% §cf%§ (8), %65‘%@ by ARedIAH %M%Lstl@?é) The

conpoun i nvention may alsg exist in
mesonmorTps pem&quaﬁ%of(t%@m%@ay glEo PYigfin & ”@P%‘Erah'ﬁ sigifdmesophase
S8pj 1RGieeryétal) Sktehablifectane tsuieabts. cditition®s P rmidEogiorphic state is

| i nter dlate e h r a n
Sfrg?rgleglﬁta tﬁ%\geetn uleqcl:ﬁ génﬁé {latg a%d ﬁgftru%el?/qtﬁh étgfe @lther melt or
s sblutidnprilesovembistr @hlnsmSath*? &isHig ohg ctlmer'@é%nmerasweas described as

Chﬁé}&%trét)d'b LRABE! %Mﬁr% fro‘-?'n %%@Hlkl&ﬁ&* A&ecé component, such as water or
hernmotro

t sul t romthe addjti
R Sl S e A R N S
i syottesic mebmptiases ard gestritepias “amp@iphiie andsonsishef nimdgeales Waich possess
potential to form lyotropic nesophases are descri bed
as 'anphiphilic' and consist of nolecul es which
possess



WO 2005/ 095334 PCT/ 1 B2005/ 000796 -6 an ionic (such as
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see Crystals and the Polarizing Mcroscope by N. H
Hart shorne and A Stuart, 4th Edition (Edward Arnold,
1970). Hereinafter all references to conpounds of
Formula | include references to salts, 5 solvates,
mul ti - conponent conpl exes and liquid cr ystal s thereof

nd to onent, conpl exes and | i qui d
2F i QR LB Pa oy R DS BRe S Feup s NN CH) polar
[ he@ngﬂoom fFanghard énfonrgiaynds @fstdonnditie Polatzing Microscope by N. H.
h%ﬁé%ﬁﬁfa{%% S@glft'iﬂ’% t.oh g\:%lm%ijd A}Qol&‘H 7go! ymor phs and

crystal bits ereo I'sonmer s t her eof
(i ncl u&’ief?g'j’agift ?'b@fefe@é@ﬁ%p@mraouaﬁ!ﬁjoft Baingiadr ineudessfasensys to salts,

asolteese i rmat-te@fipodedti mtible&@:d ah® @RI Batdsy theddr l-abab @dvates, muli-
usgeyg&}l#‘gﬂsco%leg%anﬁ hﬁhnd créét’“.goas&g herw se indicated, as

erern freans a direct
bond bahewsenpathds af thpog\@ntlcmnldclmdwqmphmdsgﬁdimpsulé ¢ ag hereinbefore

- RflAbd, lmucﬁﬁsalpb@ﬁ'ﬁ%ﬁseaﬂcpg&ﬁﬁth%gns lﬂ@reHIsC?Q)dREE %ha]'lsom?s thereof

I ncl ude

1 B Bhne B PP e i Baeat isorgers) Rseprefesrier ﬁeﬂn?% and istopially-
t @beted ednkpoutidsi o Ebmadss!. sat ur at ed nonoval ent

hydr oc @Jﬁl@@snoﬁé%s%a\hoﬁ?éf@{/ LG hddi 8 hhe ?Jrﬁnb%aig %Egetqt Mmeans a direct

noi eti es | es groups I nc
nB‘i’”dI qepﬂeleéa‘et%tr OoRR B e 0@?lrgfpum,ﬁe $robY)-, i sopropyl and
t - but yUn(ekMtEé?ﬁlssﬁdﬂi&étUU,S& dsBdlhéraih il teptfis thaRUaeh8bdbn” include F,
tt-}p "al kenyl " includes al kyl noieties having at
Ieast one car bon-car bon doubl e bond wherein al kyl is
as def MRlees athevdse mdigpipt.eas usel béreinl Kenterm i ‘alsyIUdeludisusaturated

amendvalent Ph)ﬂ!ﬂdcgl@o:? PadicdishRImb sﬁéﬁ@htﬂfr%ﬁb{éd mH@{le%S SExamples of alkyl
e 1n ca
e

bl Ge: Dol o, e S G Dige i om0 bt
r adi calsless @herwige ingicallet yaspised kertin abe @rrb ralkkgiyin BicigdasUikyl moieties

bﬁé%eéﬂleta%ngkg%lfmc&ﬁmble hgvd NgkrSh 5@}4@% %Ifm&%%%gg I%@mples
ties. es O | ene group
KeOY! é’ﬁlé’)’e W&f&@?ﬁ'm'te‘é &4 ﬁfpwh@d PprePQCH2CH2 -

( pr oprﬂBﬁ)q’then@lslé Bﬁlﬁét&r@s u?&i r(el'érQ IﬂfeQ@Mi %lkﬁ)ené’-’tirﬁ:ludes saturated,

U
aﬁéﬁ hﬁg&%gfb %ql ¢ gé Ilé ﬁ?es aa? gna aq,rg %ourp;b&%egp g?vo other
WireHPsy avrr@ﬁ@'gfair% bgpetse m%eé% @Pﬁafd@%ﬁﬂfélkwemﬁjgram imniugle

i Jm—lzi)(d%tr@feﬁ@l GH,CHOI (elayianghed, @b, bﬂgydp%ﬁe%)o-@%mw%
¢So %/en I gne. Al kenyl ene groups are generall
Een °5 bridgi ng group between two ot her groups

30 Un| Erjessetttesrio indicated]iae asesichereirs thederoh "lsesiang” indiddes divalent
t WdFGcar‘BMﬂa@@lalKWth af 1843k b’r@%r%ﬁﬁarb@ﬁ Qémte' Hond Qﬁc%‘ ﬁgude straight
C%%{/% EE{&@{FB el eties er etl n al k IS as

Y'8e GPUPSCSHED B FIRYANY! P'Pf“c | fbj'ff@y'e'laﬁﬁr%nS@r%eﬁnera"y
| presentas 4 lwidginy gioop betpyén twroy:ﬁieobmugsl cycl opent yl,

I tyl | .
11 U B L Pl o o

c%?fb%ttsyiqtqf%te BRgHes Wirgein falkyhis %rdqf'hﬁﬁcbébqvﬁng@(amples of
rysipaikyl incrbiy, bunvirer it imissai 6, dybiBesp)B I”b?él@m@] dy&i@&éntwf&‘?d&%xw and

C%El?@egty?r es clggkﬁ'sg’ndogrhﬁ&cygbk‘?/ﬁ ;91;‘1?‘%%?1?)[]0” arc]:matic satu%?ed carbocyclic

ventlo
groups con3|st|ng of two or three rings respectively, wherein said rings share at least one

carbon atom. Unless otherwise indicated, for purposes of the present invention, bicycioalkyl
groups include spiro groups and fused ring groups. Examples of bicycloalkyl groups include,
but are not limited to, bicyclo-[3.1.0]-hexyl, bicyclo—2.2.1]-hept-1-yl, norbornyl,



groups include spiro groups and fused ring groups.
Exanpl es of bicycl oal kyl groups include, but are not

wo pevsoess3s o, bicycl o-[3. 1. 0] - hexyl, PCT/IB2005/000796

10

15

20

25

30

35

bi cycl 0-2. 2. 1] - hept-1-yl, norbornyl, W 2005/095334
PCT/ | B2005/ 000796 -7 sp|r0[4 ;]decyl

spiro[4. 4] nonyl, spiro[4.3]octyl, and

spiro[4.2] heptyl. An exanple of a tricycloal kyl group
i s adamantanyl. O her cycl oal kyl, bicycl oal kyl and

AU B8 58 A LT i o
" gigpdiamidykgroyp'is addrnanyarlylo aDtker cycleaiid, bt'cyqthqyl@/l @l thisycloalkyl groups are
hﬁrﬁ(ﬁ’n in th@’grlt OQIIKJ( %Uéﬂ ’groupg' a‘Fé/ C«Jn@@}h&%%ﬂl by apél deflnltlons cycloalkyl

‘'tricycl oal k
cmve)aqﬂwandb ”83{%?38%(11 Ili'ﬁ'le'”an&y'f'??"@yﬂl OQFWF"?‘ﬁM &”Peg'cgéoa'ke“y'
dﬁa‘férﬂ@don abOuR; cafdoeafit cyduaitkylcyicycmalkideny tricycloalkyl moieties as defined

ITS l 8)?0' Etetﬂx ﬁ@glkgry dc%&clgg ln¥r11d GQ;VGRJaik% I%ﬁgr%re one or more

' carobon-c S connectin
r pafgom@qmr@uwaﬁomcémwémg Q,ﬂfboﬂdlﬂalnl?”l?éﬁd?” eafieRvelic” gavele bond)

O%ndmr&me%mc&s&m&yrbdmwme bbﬁﬁ%%nﬁéwﬁuﬂﬁfcbﬂwn ang: meMB8r and an
g‘a')nﬁp?fb“ngd%% n (aBOﬁJ&)CyC?IEJ):(%[ﬂ“gF bon é(f chlPalkenyl groups

gmoluprs BD arencodtuieted Hait cyalopentemyl, Icvqinbu@dyltamd Gyc|0hexeny| and a non-
C)fﬁ'ﬂﬁ’#’%‘n%@ydf a bW&&éﬂ@H?I?Fﬁgb |@%0@N€$\PIO @?e‘ﬁ@emﬂ/l cyd%féﬁlerﬂll bicycloalkyl

non 9 exa bi ¢ cloa ken rou

P SRb KK @GPt disey Mo, EP ek Ra e Szt alh hi or more oxo
anmichésc y Ekanapldse iy such rgpoups eilhsexoi maoiktied earg rosogyslopenat, axpeyclobutyl,
S?ro&&l%%ht@%l \%5 I?\o%ﬁr%gf%ryl n%tﬁeroégloa"@ﬁblewc%a km rgﬁldecﬁcycloalkenyl

are oxocyc
0XBEYTIe mvsn i thelp YFLTUSH BT9HRS AT ‘%‘H@WFQW@&%P&WWY}; ‘cycloalkenyl,”
tqﬂ'@&loflw&}/loé’f{dkﬁlﬁyﬂloalkmwyﬁéiema| kenyl, an dt ]
r cyclLo S ar no n
S uc hy 9 PS@&%&E%/%”% H}g%a%éuas “sﬁiheﬁe‘f‘ ﬁ@e g Jar tmcllSdes an grgamc radical

" dgrived &rbien yrontatic hysireppdion & kestoyhl 'of gmﬁjwydrogen and includes such groups
%S 'pﬁéﬁgl ﬁéél"llﬂﬁlnwdenyhaﬁ@dnﬂ tekr'ﬂln?lseﬁld‘ﬂh&@ﬁ 58yt EomPAREs fused ring

as used herern, term"ar i ncl udes an organic
rQHWE%Whmﬂéﬁﬂeﬁﬁo??%ﬁV%ﬁDQP tic hydrocarbon by
r enovaluniebs oeelwishk ogeiratedndas noseddelseraginic hthgr derps  "agterocyclic,”

p%@é‘&%cl{;@@ht 5%' like 'té?rqlg '?é(flar to'nBﬁi?Matlc E}%HJ @rl) ngyc!ont%mmg one or more

fluor enconmpasses fused ring ups

\Mﬁ‘efﬁ@?‘i?mat P'IG@E?@P'Y deegn PW‘Gh&’ four BpiBiRaieME. e%ﬂl Sé?gted from O, S and N.
01’ lh&érﬁbx@@lobl_kbﬂi’l gdtipe dre rf-akthetlc hﬁrrﬁgefd, cytlfe@rdups, Mherein said rings share
r 2}5%?1[ {y)v% o&lﬁs P%Wghrgmeli %%%t ng% br\éerngscongg As A‘ﬁetérggt&:ﬁ éO S, or N).
mirteteroblgiteatkylareinps for p\dl’@ﬁ.‘@ﬁ @blbqa yreﬁqn@mqm@ fa@d tprtyﬁp other\lee indicated,

h%ﬁ‘xﬁ@aép@gs rofsiC t31n§ efussd eflgf Qr@ﬁﬁso The @BEroblclic (i.e. heterocycloalkyl,
Het e ObIC ¥|&/oa

gr ou S ar
B P 3 SRR LI WAl PP Loy SO
ored/ar Ntawewrco:aimns awtnelrwmelnmzelm traet subecipt “zomee?” off Y Plaro-2 represents a
ri Rﬂ? g é@% %s@nn@%tf %r@ %téP\H‘z( Qhusss d?zem ZNEpresents the group con3|st|ng of

roups for pur
i v 8TO).eRd Siﬁd 'Ul ﬁ!‘%@'g bagtmeeh FREINg H‘dp%'%ﬁt%ﬂb'cydpﬂ& %‘éa'”s up to four
Smeuétba@ﬁ\@ YRS framdefous dr Wetangatamso prosidedTthat ahleast pennglcbittains at least

i ﬁ)ge r&eglé]rg%tcﬁr%ng Thgél'jo%}@hc Bronp?st ﬁEIﬁé\?a‘éc_ﬁ%(? h%@o&?#c}c %Fn.g)g Pt gﬁ’é‘ invention
S(ca) zise anc@de riggh @NS&ﬁmSl\iiuagt'ttl’i@t wihoeneoPramoraese Eoi¢tisthefies peterocyclic

t Rfoupdl bSMddPlb "L RetarobibclicS( @)ﬂﬁ%r Omay I ecpﬁ;ﬁléé Nid6ubte 3bbnds, e.g.,

grou in ers con

LS pere RS ioRer R e B el oo groups are
S(e=yinyl cazetidB{yOpgrrolidinylo nleere#ﬂyb deapimyt, piperaginyly 1,28 Siteirahkdropyridinyl,
het er obi cycl oal kyl contains up to four heteroatons

(i.e., fromzero to four heteroatons, provided that at

| east one ring contains at | east one heteroatom. The

het erocyclic groups, including the heterobicyclic

groups, of this invention



can al so include ring systens substituted with one or
nore oxo noieties. The heterocyclic 35 groups,

w0 p@b0el3syg t he heterobicyclic groups, may conpPCEEB2005/000796
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doubl e bonds, e.g., heterocycl oal kenyl,

het er obi cycl oal kenyl . Exanpl es of non-aromatic
het erocyclic groups are azirﬁdinyl, azeti di nyl,
pyrrolidinyl, piperidinyl, azepinyl, piperazinyl,
1,2,3,6-tetrahydropyridinyl, WO 2005/095334
PCT/ 1 B2005/ 000796 -8 oxiran oxet anyl ..

t @trehy dr FFEERy | | ?ETWVQW%!{’ hi eﬁ?jraﬁyc*om'eny'
tt@trér@'bry)dfdpwnyi,nybrpholme,tthlallmqubhojlnh,l toioyanain pyrrolinybr ipdedihyl,rkb{-pyranyl,
t2 '-onrgrgﬁ dfoga%,\_/l_t hj 9’&%}2&4%&1 pygyrg%o'hﬁw l dth&%VrMi ' dihydrothienyl,

ran 3-di oxo
pgmwijqxrme| pyr@qufglaylop?\fdam}myl dmﬁi?%ﬂh@fuﬂl e’i@;@bmyclo}% 1.0Jhexanyl, 3-
di ByeyRiAl anydtanyRY I adiadlizAyiNy | quidudidigr ol it Aydioxaspiro[4.5]decyl,  1,4-

oy S akERTRGHecd oy PLORS I ek

guin ucUnIeIsssn«ytheerBe 4ndj¢a¢gda§p|qs@{ hersind é@Woaryj’_ rgfers to aromatic groups

dl:o%i(agﬁﬁ dnRlof mﬂeﬂ%@féatonqs B4R Plefeftbfy ibhPée)tb f@l‘] Beteroatoms. A
| oxasp |ro t Unless her wi

@Ulu@lélﬂz qﬁ@lpéqoﬂt mmg @F%F dé/?r? |hete§oét|og1ls W @lnaali ieﬁattong nagil 8ﬁg%group is
C adinaiicis AghddteardT gromy. eTHedtetaraemll grompg &, thiSjnventiomgan also include ring
Py e{e%r aﬁlbghttftéoo MNP Bk top rr{o?éJ Bxch floRfiQat ﬁ%ﬁnplé of heteroaryl groups are

roup contal ni ng one or nore het er oat o
WP S OBRY, PYfﬁljd@g PyrREOIYr RO SV iAgbY, [soauinoly,
l $2%4t€@éf@ﬂ|@§dll¥dly\ tltl?&blm fuThethlaeeyl eikearyyl, Haeapsoxatolyl, hstﬂhlazolyl,
PR R RopbRa ol B b} ST S,
giriedipg, drx4-trigginyl.ditrd$-triagpyli dgpzr]dﬁw 1-|om|$j>ggjglyl},| purmyl oxadlazolyl,
dedng}/anLrezéer at?é?\&éfhrezérfyl alKé?l'thh|oprib‘x‘%|azbeﬂ¥dtnazolyl benzothiazolyl,,

? g%qr-]zg%plyll, 'qﬁ%%ﬂbny? %/WOérﬁIW/l nﬁgrgg(yél IBYI rﬂ(i%énf&f) tgtrdhydroqumolyl,

omawb:sdqumolﬁptt&razdrblydq,umolplyrtnezmlzgfwyl [ fnd:pyryimyl pyrolopyrlmldmyl and
%ﬁ} azonI benzof uranyl , cinnolinyl, i ndazol yl ,
i ndo |Z| hthala2|nyl 15 triazinyl, . . .
1,2, 4-0¢ |agpg¢qrﬂ;epd byjthegantsany fhgfﬁq&q Forrplg%?/lﬁ a&pwe’mence and the invention
1is0¥Riefstdoadigl dtvision Uzﬁndnyﬂnbraee( adirnznd ydvery dpatieslihamohdel ,as though

Lﬁ.ﬁ@@? I&a‘}e&P%‘aZOf ur IjlérelP e%&é lﬂL Qseeﬂwnv?ntlfm contemplates each

enzo azoI Nzoxazo
qepavies cepaigiely agdiany red phyq)mbuppgmﬁ ﬁyﬁ»pqgmht?qlons of species falling within

digyasqqui nol yl , tetrahydrqu|nonI

T PR e T
Asr dipfieerei athed dugh tishpossiblei sfean instanee, i roe d@tyﬁchirpra Ayrrplg may be
. RgrPJ;Y N I\?&%@heﬁlzgr biteolBRY @htaefkd). SThEREHRE SERRFg P the groups also

race each and every speci es hereunder
a§n‘i°|'Tt5’9§9na“ PrsspisPEerAP Py i dentified and set forth
her e| n Tha' Butged: wemioe aBatindudee alt podrugs nt empatdsof drcifprmula 1. A

g 5%8%‘50 bﬂh%t %QFn&{,&Xﬁ%Qché'dlesnFéQ%Pérﬂé&dl&{k%l &ﬂ@h per se, bt

Ions O ecles For mul a

Tien fb@r@@m'ﬁge@r ot MRS paeFietal of 1o Ko d@%ﬂn@@maﬂef being
| 'n*?ettﬁ)@llz@BOiHethe rfﬁéfm)ﬁéi sChayt ached a @bmbbmﬂttaﬁhaﬁbsvmmeethe desired

pyp?rmagolg%%gf' Bgt'ﬁ%y rr—?gl éx_a?_r%él?n % Sor (f‘ %’%o ﬁ qrg:{o'up{f %f ftl'{ Fdrmula 1 is
pywatabloliZéd ydfte( @nanisteatretd)a marppalt te Ianagmp@ﬂ@ of tha fjormla I Eurther, it will

grbg UBSehtSPoy tﬁ%mﬁ tr@l elrt A S&rkdH &oﬁe@éﬂ M&tﬁes Fleémpounds of the
JeCt |nvent|0n

d
c SRRy Homegs RS T doprgregip GRA, 1. § coran nstances, be
C QaPPistekbdtihamanmel and thapeferagsabivlived thesé medmal’s body to form compounds
phar macol ogi cal activity per se, but can be
adm ni stered, for exanple parenterally or orally, to a
manmal , thereafter being

tetrahydropyranyl,



met abol i zed in the manmal 's body to forma conpound
t hat does have the desired pharnacol ogical activity.

WGo-0050%838pl e, a prodrug of a conpound of the FRCTIB2803000796
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is netabolized, after admnistration to a mammal , to

a compound of the Formula |I. Further, it will 35 be

appreci ated by those skilled i the art that certain
protected derivatives of conpounds of the Formula I

that may be made prior to a final deprotection stage,

may, in certain instances, be admnistered to . ”
e RIVeRIRE T SR E ORAREIe, o] TPEHES A hreRLe ipgrocuos
t 6f ch@psunaOorELFYEBLIMNGNE BRR0 9BBS dreROTINVEBEPOS5/ 000796 of

t he. ' ”FFQr?cJtr% atsp%?i AL %re@gﬁriﬂ@e%%rpgélﬁéé ltcy c@?ﬁﬁdu“@s ofsﬁll@h:ormula ]
derivatives are erefore also "prodrugs” of _
cwherein iR é fiso, Cire« BlY et @ alkonh @ndywiaerpia sid gikyhand alkpeysss pptionally

I BYRALIE Nith I Tb SR Aemsaspect, the present invention
relates to conpounds of .the Fornula | _wherej i .
el 0, - BOBAETS bigpefieh 1yAiee B gpBE ¥ B 1 whoren
aRkiglhalanutefatoklyx £, anémdpt.i onal |y 5 substituted with 1

to 3 hgl g Bped:, Ntho MeseSPREdntiort RatBd &S 88hpduR¥LBE theNFormula |
relates,to conpounds of the Formula I wherein R is
hyhereinfiy éfdtably -, and mis 1. In another aspect,

t he pr esemithdr raspet,i tha preskait iegention caapo tondesmpfundhef the Formula |

F\%‘I%Jﬂ@is.lis a @‘Eﬁgf'tlﬂa Iié?rghlg ur, Bt délp%téorbeﬂﬂpt her aspect, the

present inv on r tes to conmpounds of the Formul a
I wherein R3is a group of the Fornula IlIl, as
depicted belowY Z X DB 11| rein Dis - -C8

al kyl; and X, Y, Z and B are™&s defined above, and
wherein said X, Y and Z are eagh optionally

i ndependent |y substituted as def{i ned above. 15 In

anot her aspect, R3 is a group_gq e Formula I'l, as
depicted below Y Z x B Il wherein X, Y, Z and B are
as defined above, and wherein daid X, Y and Z are each

0 gfhier@fﬂfﬁl kY.c,-ch ﬁlﬁﬂ%g @(m{,'t YarDsreiat WbRidd &SO\%Qfdﬁrvﬁ‘%rein salid X, Y and
apove. n ano e aspe , | a rou 0 e or nul a
P areipchapfieniser e g e o Bots

In another aspect, R® is a group of the Formula I, as depicted below

wherein X, Y, Z and B are as defined above, and wherein said X, Y and Z are each optionally
independently substituted as defined above.
In another aspect, R®is a group of the Formula II, as depicted below

Z
.
\ B

wherein B is C4-C, alkylene;

X, Y and Z are each independently selected from -H, -C4-Cg alkyl, -C»-Cg alkenyl, -C4-
Cs alkoxy, -Co-Cs alkenoxy, -halo, -OH, -CN, -NO,, ~(CH2)-NR'R?, ~(CH,)-C(=O)NR'R?, -
(CHo)-C(=0)R®, ~(CHp)-C(=0)OR’, -8(C1-Cs alkyl), ~(CH)qSO-R®, -(CHz)y((3-10



20 wherein Bis Cl-C4 alkylene; X, Y and Z are each
i ndependently selected from-H, -Cl1-C8 al kyl, -C2-C8

w@bdsnygizz4 - Cl - C8 al koxy, -C2-C8 al kenoxy, - haP@T/1B20b4/000796
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-CN, -N@2, -(CH2)g NR7R8, -(CH2)qg-C(=0O NR7R8, -

(CHR2) g =0 R9, -(CH2)qg-C(=0 OR9, -S(Cl-CB alkyl),
-(CH2) g- SQ2R9, -(CH2)qg((3-10 2005/ 095334

PCT/ 1 B2005/ 000796 -10 nenbered) heterocycl oal kyl ),
-(CH2)g(C6-C14 aryl), -(CH2)g ((4-10 nenber ed)

het er oar -Cl4 ar X wher ei
xmembaﬁay@t%?fdda%@? é‘ﬁ%ﬁnﬁ%ﬁwﬁw‘hd}é@mﬁéﬂ? FoSrod) Refbrseryl) and
sg(bsr;)i] (Gt davibsyy, from one to three substituents

' n de pe %ﬂgrgﬁw ngld%? l\ﬁéﬁd%arfe eggﬂ gﬁibﬁallﬁéngéb@n@gntly%stlﬁ}g@ vﬂtgg’rom one

Fmthwpautrsﬂtue@tglrﬁe@ﬁnéwéld Sfalecftwrom(h%oso Wﬁ@r@i“rﬁ”ﬂ i's
met hyl @meg, 1@rbs 1; and X Y and Z are as defined
i mredi tel}ﬁa ove,

eh%%’sgtn'a eﬁﬁggptlg %tﬁ? ﬁrm(ulaoll 20d %eaabre‘? each

option

innediately above. 10 In gnothrer aspect, R3is a
group of the Fornula I1I, as 2 | cted bel ow 413 t|
wherein B is Cl-C8 al kyl ewel—X || Y and z are each

i ndependently selected from{"~L1-C8 al kyl, -C2-C8

al kenyl, -Cl- C8 al koxy, -C2-C8 al kenoxy, -halo, -OH,

_CN, -NC2, -(CH2)gNR7RB, -(CHR2)gC{=O NR7R3, - 15

(CH2) gC(=0) R9, - ( OH2) gC( =O) OR9, “=S(C1- C8 al kyl) |
(\Aﬁbl%h@@r@hyler(egﬂs) 0(dnd-X1 & amarbeked)defined immediately above, wherein

he%a;(og)éc déécl)l %log%r)d%é%%e%%u%% e)d' ag defined immediately above.

- (CH2) ¢t Wf@&ﬂSP&Iﬁtdeﬁy)ngUm@éﬂ“é Fermidg Iy aaldﬂmted kaleenyl |
al koxy, al kenoxy, -S(Cl-C8 alkyt), aryl and aryl oxy of
X, Y and Z are each opti ong i ndependent |y
substituted with from oneytd” ee substituents 20

i ndependent|ly sel ected fromal -OH and -CN; and ¢
is 0,1 or 2. In another aspect, is a group of the
Formula 11, as depicted beloy Y 2 X/ | B Il

wherein B is C4-C; alkylene;

X, Y and Z are each independently selected from -H, -C4-Cg alkyl, -C5-C5 alkenyl, -C4-
Cs alkoxy, -C»-Cg alkenoxy, -halo, -OH, -CN, -NO,, ~(CH,), -NR'R? , «(CH2)-C(= =O)NR'R®,
(CHz)q-C(—O)R , -(CHz)q-C(—O)OR , -S(C4-Cg alkyl), -(CHz)q- -SO,R’, -(CHo)4-((3-10
membered) heterocycloalkyl), -(CHz)-(Cs-C14 aryl), -(CHz)—((4-10 membered) heteroaryl)
and -(CH,)q-(Cs-C14 aryloxy);

wherein said alkyl, alkenyl, alkoxy, alkenoxy, -S(C4-Cs alkyl), aryl and aryloxy of X, Y
and Z are each optionally independently substituted with from one to three substituents

" independently selected from halo, ~OH and -CN; and
qis 0,1 0r2.
In another aspect, R®is a group of the Formula Il, as depicted below

Y z
el
NS

(o]

wherein B is C;-Cg alkylene; q is 0, 1 or 2; and the aryl of said -(CH;)q-(Ce-C14 aryl) of X, Y
and Z is phenyl, the R® of said -(CH,);-C(=0)R’ and of said -(CHz)q-SOR®, both of X, Y and



wherein Bis C1-C8 alkylene; gis 0, 1 or 2; and the
aryl of said -(CH2)qg(C6-Cl1l4 aryl) of X, Y 25 and Z is

w@b@sphid3t he RO of said -(CH2)gC(=O RO and of BEI/tB2005/000796

10
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25

-(CH2) gS2R9, both of X, Y and WD 2005/ 095334

PCT/ 1 B2005/ 000796 -11 Z, is enyl, and the aryl oxy

of said -(CH2)g(C6-Cl4 aryloxy) of X, Yand Z is

phenoxy, wherein said X, Y and Z are each optionally

i ndependent |y substituted as defined innediately

abave n a her aspec he For

0 ol 0 b SRR 590 A Glrorg B bt 7 SR E Gy Brenoy

at/ﬂeyéueamd XqY asd Dareadt oionaiin wdemdﬁéwévmvtﬁd@aldk&ded dhmediately
Hofe - (CH2) q(3-10 nenber ed) heterocycloalkyl of X, Y
8‘% is selected frontpyrrolldln and no ngllnyl

wher ei i 2sqiner agpect Ry jicp QZO‘éf’r‘gt@d:c‘tﬁm fl ?frf’ﬁf"lc{‘? elow

i ndependent |y substituted as d flned above. 1n anot her

aspect, R3 is a group of theeckarmula 11, as depicted

below Y Z X 11 10 wher e i|s -Cl-C8 al kylene; q is

O, 1 or 2; and the heteroar said -(CH2)q (4-10

menber ed) heteroaryl of X Y and Z i s selected from

i m dazol yl, thiadiazolyl, oxazolyl, pyrazolyl,

I soxazolyl and tetrazolyl, wheretrn~said X, Y and Z are

ewgt‘?é?elﬁ e} isoé‘13é | éfkytéﬂgecﬁ)%néjelnbrl Y an@Qh@hé’t@Mﬁ)&ﬂ)aﬂ@l &l’@aldn@ﬂ-lz)q 3-10
ove

v I 'n anot her
SPEEbIED aBAPRUN O & % F BrssBRESY KO RIGINh g queroholin
t Wieeréinkhiowi igned Hmcaadﬂsptnlhally Foepandently sutsdtifuted as defined above.
phar ma j e exes
Fhor cof MG e T B P DB o s
pharmaceutically active compourtd upon adm ni strati on:
4-{[ (1- Car banoyl - 2- phenyl (4-chl or o- benzenesul f
onyl ) -am no] - net hyl } - benibﬂ%%/%%}acid nmet hyl ester;
4-{[ (Car banoyl - phenyl - et hy £hl or o- benzenesul f ony
| )-amino]-nethyl}-benzoic acid thyl ester;
(R -2-[(4-Chl oro-benzenesul fionyl ) | (4-di met hyl am
i nonet hyl - benzyl ) -am i no] - 2- phenyl - acet am de; 25
(Rpleram[% 4s €0I-0i @lkpemz enesl T ony end 4herbetptootyl of gaig|-(t2)—(4-10

em?@r'gadB}y hater% Qt] XZYpQ%nil is s@%&%@@oﬂ?tmldazolyl thiadiazolyl, oxazolyl,
en | or o- benzenesul f o
i FMTZO’Z’

WW'VI %[@égtéﬂwlbjewherem said X, Y and Z are eaah optionaily independently
substituted as defined above.

In another aspect, R®is aryl or benzyl.

Specific embodiments of the present invention include the following compounds of
Formula I, all pharmaceutically acceptable salts thereof, complexes thereof, and derivatives
thereof that convert into a pharmaceutically active compound upon administration:

4-{[(1-Carbamoyl-2-phenyl-ethyl)-(4-chloro-benzenesulfonyl)-amino}-methyl}-benzoic
acid methy! ester;

4-{[(Carbamoyl-phenyl-methyl)-(4-chloro-benzenesulfonyl)-amino]-methyl}-benzoic
acid methy! ester;

(R)-2-[(4-Chloro-benzenesuifonyl)-(4-dimethylaminomethyl-benzyl)-amino]-2-phenyl-
acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(4-morpholin-4-yimethyl-benzyl)-amino]-2-phenyl-
acetamide;

(R)-2-[Benzyl-(4-chloro-benzenesulfonyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(4-cyano-benzyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-tert-Butyl-benzyl)-(4-chloro-benzenesulfonyl)-amino]-2-phenyl-acetamide;



(R)-2-[(4-Cnhl oro-benzenesul fonyl ) - (4-cyano-benzyl ) -am
noj - 2- phenyl - acet am de;

W@ R)osR9§3641- t er t - But yl - benzyl ) - (4- chl or o- benzeneSTIE2008/400796
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)-am i no] - 2- phenyl - acet am de; WO 2005/ 095334

PCT/ |1 B2005/ 000796 -12

(R -2-[(4-Chl oro- benzenesulfonyl) (3 cyano- benzyl

) - am no] - 2- phenyl -acetam de; (R)-2-[(4-Ch | oro-benzen
esul fonyl)-(4-trifl

- 2-ph | - L de; .

U5 S SRS AP RO e

- 4- y| - (rvezid-Ghlemibrodengsufitrahy4-trif Gorerpethexyibgazyl)-amino}-2-phenyl-
( etmidd: 4- Chl or o- benzenesulfonyl) (4- oxazol - 2-yl - benzy

min t

| '@ze] B Do e by AR PR gremt
ox&tHnag®! - 5-yl ) - benzyl ] -am no}- 2-phenyl - acet am de;
I( S)r ézbér‘?zé e(S:rllll r]po en?e)neTu l{ortya (- oxaﬁol -2- % benzgl) ammoi] gh r]yl -acetamide;
) - benz (R hiep-2Bhzenes PR (HEbHH Adloxadiazol 5y Benzyll-amino)-
( Rbhanf-ddbtdahber o- benzenesul fonyl ) - [4 (1- hydr oxy- 1-net h

!y oo Bt bR B PR AR S opry o=
( pYeng-dcetmiclel or o- benzenesul fonyl )-(2,2-d im
et hyl - Ff)%%jbhlﬁmﬁéﬁlengsﬁbﬁﬁ)ﬂ (ﬂ%@?cﬁ?1 irft@hyi-eth)- benzH amlno} 2-

(R)-2- | or o- benzenesul fon nmet hyl - benzy
i PlAYIRCEIRETAR - acet ani de;

(R) - 2- [Rye-@-DimethPlgnamyizediol)-2-phetiy}-adeBmiet hyl - benzyl ) - am

i noj -2 : .
L
-am n ) 24 RblaprhepeapeaifPyY;(2- methyl -benzyl)-amino]-2-phenyl-acetamide;

(R) 2- [ yb-Ehtapbe-teannenmeml i@ metnyHiczayanioe]RemaNyi-acetamide;

( R;jl mzn?l%)ag Kﬁpgln%) tﬁ eﬁens%uemgn 3?3 chlf) 0- bfgzy laan(_n)no(l)zk? ery fujetamlde;
i noj - 2(®|=ﬁaiﬁéy-phlametteamnpa@’onm(§2 cyano benzyl)-amino]-2-phenyl-acetamide;
(R)-2- kpé)élz (@hbﬁm d%ﬁ%@él%h&)l)f(@ﬂwr% bébyh arPoP2-BRMG YAk Ribe;

R R s el ST e TR TP P g
enzyl) (la)m -[oChidrophehampulfob)et-HiffuatemeihiR)beRzyl {amir@h-2-phenyl-

Iggeqarﬁggzenesul fonyl) (2 4-d ifl
uor o- Yl acet am i

(R - 2- [(I% @prlp@ l;g@;@éfﬂlfgn )f(g,ﬁSqlfUJor()sbeﬂzya gnjinol-2-phenyl-acetamide;
uor o- berzaj(3-calio-teatendsyronyB 4 aFab@mehgld);aminth-2-phenyl-acetamide;
(R)2 0-benze f Ol - (3a b0 C 2t hyl - b
enzyl ) 3 é)m \Fg[zro ti,?nzenfgh?f‘érg}tl) a(?ﬂﬂﬁlé%ro&%th&l Hef&)}ﬂ%rrrﬁrm?ﬁmﬂanyp
( Ryetamifi¢:4- Chl or o- benzenesul fonyl)-(2-trifluoronethyl-b
enzyl ) 1Ry %ﬁl EhBradtaidfesuiB@Bt(@ifderomethyl-benzyl)-amino]-2-phenyl-
Lj 4- Chl or o- benzenesul fonyl ) - (2- chl oro- benzyl ) - am
ta”?' éhenyl acet am de; 30
( R) 2- [(RK2- @*Cbb@-ﬁmmwsmﬂ)f@ﬂwbl)o hepzyb-amiindH2aphenybaseaphide
- am ngl%}] 2’Z @&ﬁl‘abﬁl beﬂgeﬁwteémo% (2 6{dRhtofo- tBJnéylg}mno] 2-phenyl-acetamide;

Ing]r 02b Iﬁzen‘]? Sgtgfg?b(fﬁgegn&(%ulforwl )-(2- quor(t)J ben2§/l) amlnn} 5 phenyl-acetamide;

( R) - 2- [(lé)42 R]nbaromu&mmmefsmw F(pydifluerfoebzyth-drinnd2 @hbrehagetamide;
- am n?% g E(:%Eﬁl%yo %g&tegmorﬁ}f?ﬂz -chl o 5 t |f|u methyl genzly? ?mmo] -2-

(R) 2 enzenes f'ony 7'OF 0. [ uor
omwbertylrhcetasnigsy| ) - ami noj - 2-
(R)-2-[(4-Chloro-benzenesulfonyl)-(3-difluoromethoxy-benzyl)-amino]-2-phenyl-

acetamide;



phenyl - acet am de; 35
(R)-2-[(4-Chl oro-benzenesul fonyl )-(3-di fl uoronet hoxy-b

We@rw$i0ds3a41 noj - 2- phenyl - acet am de; WO 2005/ 09BGBMB2005/000796
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(R -2-[(4-Cnhl oro-benzenesul foa l')-(3-fluoro-4-trifluor
onet hyl - benzyl )-am no] - 2- pher § acet am de;
(R)-2-[(4-Chl oro-benzen esu

| fonyl)-(5-fluoro-2-trifluoronethyl-benzyl)-am

I no] - 2- phen acet a

(R 2 (R PG e YT PP A s 2-Pheny-

bedlsmgfhmeam noj - 2- phenyl - acetam de; (R)-4-{[(Carbam

oy I _

i noj - {E@E% t)e{\%e%e&wlg@pgg rﬁg&lg gl ﬁ#l{gfn%g%(/l aen%m -amino]-2-phenyl

(R?eta!m[*@l phenyl 2-yl methyl -(4-ch | oro- benzenesu

| f onyI )@Tléﬁ@]wlor% -Hehedmpbuie®Bt @ wfdeomethBxy-benzyl)-amino]-2-phenyl-
é ké enzenesul f onyl net hyl - benzyl ) - (4- chl or o- benz
MHYnyl ) - ami no] - 2- phenyl - acet am de;

( R) - 2- [Ri4-{IGatroobehzmyives - WIO}O—Q@,Z@ﬂwfanibﬁ@mb]snztwl}-?»-

) n?emok elnza.c laeme,lm A&Rl-am i de;
(R)- Pbenzenesul f on

UOr O- b [B)phgw,fl pﬂg?etl'@/l Wh@:@,?%a%r@%ﬁfw]ylb%mmo -2-phenyl-acetamide;
(R -2- [(&)Q-@Bmz@némmmw bemiay)-(4-chiBroebzenebdlonyy- @nibelie-
Zﬁ g phenyl acet am de; 15
il 1a am) | - phenyl - net hyl é (4-chl or o- benzenesul
P

f onyl) %Ph‘ﬁ@tWFﬁnes%féﬁ)ﬂ)d?@ dg 9 q%;yﬁsﬂmlré&@@penyl -acetamide;

(R - g [(Ryle- gbﬂbﬁbﬂbﬂf&ﬁmmﬁ Gjﬁsdlﬂgjorb?ﬂ.eﬁzw* -dnfifd]-2-phenyl-acetamide;
or o- e
AR i ———

enzyl) «am {[§abamoprbayl-meliyR{4dicieberzenesulfonyl)-amino]-methyl-

(B%gg,c[ag@ng@ ggérbenzenesul fonyl)-(2,4,5-trifluoro-ben

zy am. no

) Rl P ke R S tepereenad- e n eI e e
zyl ) - aR}-h{H-CRlopHeEnydneadioh AR dagro-3-methyl-benzyl)-amino}-2-phenyl-

( Rlat iLjéA' Chl or o- benzenesul fonyl) (2-chl oro-4-fluoro-b
enzyl')-am i no] - 2- phenyl acetani d

(R) - 2- {Ru-IthColeE: Q?@ﬁ%ﬁ‘é@ﬂﬂ')r@ﬁfrtj'm{%" kepzy ;- ABiP)-2Hthe R egetamide;
) - benzyR}2-AMCRR}o-benpéhesiiphyl)-(2 4, 6atafRIo b etheyl)-4rithe] 2~ hedyl-Gbetamide;

| | oro- |b) REZR %ﬁ%rcj' tfe%rz‘erﬁlsalfo fﬁ) (eHB-A é%-bé%zﬂ)-smﬂéﬁlg:;}@}{)l,l_
(RPetQm[deA Chl or o- benzenesul fonyl) - (4-nmethyl - benzyl)-am

i noj - 2'(!@?@ JCh%ﬁﬁﬁél‘aB’éde@@ion* [3-(4- quoro phenoxy) benzyl]-amino}-2-phenyl-
(R) 2 %% I or o- benzenesu fony -nitro-benzyl)-am
Greeniifeny! -

acet am de;
(R) 2- [(RH=2- LWCObm—bmma@@uﬂl)F(@'Frybr)&QIMt%ﬂ?thﬂ)-amm]@-@enyl-
e%é’térb:dém noj - 2- phenyl acet am de (R) 2-[(4-Ch

| oro- enzenesulfon ¥ n - ben a
i noj - 2 hloro benzenesulfon)}/ 1)-(4-methyl- benzyl) ammo]~2 phenyl- acetam|de

(R)—2 [(4 Chloro-benzenesulfonyl) (3-nitro-benzyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-methoxy-5-nitro-benzyl)-amino]-2-phenyl-
acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-hydroxy-5-nitro-benzyl)-amino]-2-phenyl-
acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(4-nitro-benzyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(2,5-difluoro-benzyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-Bromo-2-fluoro-benzyl)-(4-chloro-benzenesulfonyl)-amino]-2-phenyl-

acetamide;



acetam de; (R)-2-[(4-Ch |oro-benzen esulfonyl)-(4-n
i tro-benzyl)-am no]-2-ph enyl -acetamide; 35

w@ R)052943641- Chl or o- benzenesul fonyl ) - (2, 5-di f | uOPCF/B203/100796
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) - am no] - 2- phenyl - acet am de;

(R)-2-[(4-Brono-2-fl uoro- benz¥l ) - (4-chl or o- benzenesul f

onyl ) -am no] - 2- phenyl - acet am te; WD 2005/ 095334

PCT/ 1 B2005/ 000796 - 14

(R -2- [(4 Chl or o- benzenesul fonyl) (4-fluoro-2-trifluor

onet hyl - benzyl ) - am no] - 2- phen

(R) - 2-(R¥2- [@rf?/ b%ﬁ&@ﬁl&%ﬁ%%ﬁ @U??W%PM?%@?W&@Z phenyl-
beraeylide: am no] - 2- phenyl - acetam de; 5

E 5) Bén@é)[@rﬂ%ﬁ%f’e @% esﬂf?o ly'b é;fgglc}ong 3ho§<y ?g@g Q?&ﬁ}%ﬁﬁﬂntyp

| metpniidenzenesul f onyl ) (3 m
et hoxy Q[[(éhd‘i)or@%ﬁ@%s% MBI 50 ReRloRyI2-Higb-benzyl)-amino]-2-phenyl-
| or o- benzenesul f onyl ) - (3, 5- di met hoxy- benzy
Iﬁce&ﬂ‘ﬁ ] - 2- phenyl - acetani de; 10
(R) - 2- ({R)4- [@hl:mro»bbrmezmumw){@myihpxy(btbnzw remina2anrenhp¢etamide;
| fanyl amino]-2-phenyl
(R-2- ?q%%%%g%@%h%%[f@?? 5 d'ln%?%&%ggnngg%esu § o%yl -a
ndqeEMIge: phenyl - acet ani de;
(R - 2 {R)4-[But ory-bendehésulioryn) Qaveifi iy dmetbyisulfaryi-benzyl )-amino]-2-phenyl-
n 6 nethyl) (4-ch | oro-benzenesul fonyl )-
©- phenyl - acet ani de; 15

( R) {F{)M@aﬂ}eﬁlmd benry:fecire-Beryenespiong)-8nok Zeheapeacigmide;

5 6 7 F§Qt[@té@&&@tﬂﬂdﬁmmhlﬁrﬁbﬂn%-y}hhd!lﬂﬂ)lfw(-bi)lor@IHenzenesulfonyl)-

-acet ani de;

(?5““2] %‘E ”}éé’ﬁ‘itﬁrlntﬁiﬁy benzyl ) - (4- chl or o- benzenesu
| f onyl JR)&H(4-OiodroDeqrvpestlfornty€d,5.8i8cetramethyl-5,6,7,8-tetrahydro-naphthalen-

(%m%ﬁ{yﬁjg%h ghgergie%%gﬁ&ul fonyl) - (4-pyrazol - 1-yl - benz

en acet am de; 20
(R)-2 R) ‘?‘ii\zﬂ@’ﬁ/é’r??é\f‘?e(é &PP@Iﬂ?Pieneﬁjlf@TWﬁml%ﬁﬂbpijl geptamide;
noj - 2- pyeny-ciasobanietesulfonyl)-(4-pyrazol-1-yl-benzyl)-amino]-2-phenyl-

(R utyI 4-{[ (car barmyl phenyl - net hyl ) - (4- chl or o- be
Q%ﬁ%@% 'fonyl)-amino]- methy I{n benzam de;
Y

(R) - 4- {R)¢citd- @@m;bpn@newpnyﬁéﬁﬁ lyhepay)yingl-3-Ph @Yy acsside;
f Onyl ) (RN- BWM‘ Mcbidy-phenyiIréthw] (4 RAIBDAEH e sulidnyl)-amino]-

banoyl - phenyl - met hyl ) - (4-chl or o- benzenesu
H@W?&%%Wﬁ%] net hyl } - phenyl)-acetic acid

2 0XO0- EQ)ph{ﬂﬁylbambﬁ-yohere'gmethyl) -(4-chloro-benzenesulfonyl)-amino]-methyl}-N-

(ﬁ)ef 4 rfhdel s-trifluoronethyl - benzyl ) (4-chl oro-benz

enesu am nol5 2- phen acet thyl}-

(R)-2- %)44*@)439?1 mwnje“{yﬁ -(RNYPe e%ﬁ%%ﬁ%@ﬂﬁf%}?me ¥
MpReénlyh-3elib atiyl b-oac-eipaenytiethyl e36r;

( Rz) ?ﬁzg' {5 A0SR ENGRALAlohlobch bR -8R 2o

(R)—2—[(4-Benzoyl-benzyl)—(4-ch|oro-benzenesuIfonyl)-amino]-2-phenyl-acetamide;

(R)-2-{(4-Chloro-benzenesulfonyl)-[3-(2-fluoro-phenoxy)-benzyl}-amino}-2-phenyl-
acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(4-chloro-benzyl)-amino]-2-phenyl-acetamide;

(R)-2-[(4-Chloro-benzenesulfonyl)-(3,5-dimethyl-benzyl)-aminoj-2-phenyl-acetamide;
and

(R)-2—[(4-ChIoro-benzenesulfonyl)-(4-ﬂuoro~3-triﬂuoromethyl-benzyl)-amino]-2-phenyl—

acetamide.



acetam i de;
(R)-2-[(4-Chl oro-benzenesul fonyl ) - (4-chl oro- benzyl ) -am

w0 pwpA3phenyl - acet am de; PCT/IB2005/000796
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(R)-2-[(4-Chl oro-benzenesul fonyl ) - (3, 5-di et hyl - benzyl
) - am no] - 2- phenyl - acet am de; nd 35

(R -2-[(4-Chl oro- benzenesulfoﬂs 1)-(4-fluoro-3-trifluor
onet hyl - benzyl ) - am no] - 2- phenyl - acet ani de. WO

2005/ 095334 PCT/ | B2005/ 000796 - 15 Specific

enbodi ments of the grg ent invention als

fol | omﬁ?ﬁf‘ E&H’&Sﬂlﬁ‘&%t eﬁasﬁmua/eptlonaq §o inc ?udthe %ﬁiowmg compounds
pbicHorrage U il pladringceat@épé@bptiebls adits sherdvé rcemplexasdimpéad s derivatives

t ﬁsre%%at c@ﬁ\%rtﬁr% %ﬁérms&t@ ng s&@ezor&md Gﬁﬁ?lva%ﬁﬁmétr%&l a

upon adm ni strat
(R) 2- (R [@M?rebswewlf@ymfswgﬂhy“nc”ztl/‘wsﬁhwr?&r‘zy') zminol N-methyl-
| PpAenyl-aRtdMide; benzyl ) -amin o] -N-m et hyI - 5

(R o L P e SR e T WP BHeTRY Arch o2
hphengleareiajdeam i no] - N- et hyl - 2- phenyl - acet am de;
(R)-4-{&) (44 h%&bé?&&?e%m%‘ﬁ n%Mlc)arb@\m@%fﬂ)}ﬁérﬁ/ﬂhbﬁﬂmiﬂamﬂjhnethyl}-

enyl - net y am noj - N- et hyl - benzam de;
ﬂ)m%h#‘f’?%a@fﬂeoro benzenesul f onyl ) - (et hyl car banmoyl - phe
nyI e {Rid-{[ (4 amionserzertdsyifohyNethyetibainoyeherahinetbyl)-amino]-methyl}-N-

no- 2- f | uor o- benzyl ) - (4- chl or o- benzenesul f
B)ef I—%&?‘i‘"ﬁéﬁ N- net hyl - 2- henlyl -acet am de
P

(R) 2- (RA-16- wmoz*’-ffqomea%e(ﬁfp 5°-t(eﬂzedﬁf%fP6V')t?éﬂ&<dﬁ'e'§%fP¥' -2-
OBNdnyraMalie} - N- et hyl - 2- phenyl - 15 acet am de;

( R) 2 @142 ﬂh@ o-#ﬁuﬁgoe%%%@): (le%ﬂ% o)be('éed%m%ll) %mXA] T\pﬁm-\é -phenyl-

l)-am acet
(R?etamP%4 Chl or o- benzenesul fonyl ) - (4- oxazol - 2-yl - benzy

') -am -ehiBlsedzdhBamphyI)-(AeRERM-UDenZf-amino]-N-methyl-2-phenyi-
_é | or o- benzenesulfonyl) (4-chloro-2-fluoro-b

m noj - 2- phenyl - acet am de;
(R) - 2- K%)@%Dblom—@ememwlﬁ(eﬂwzpkz -dl-behtyb raonir]-Nralfor-2-phenyl-
:% m i no] - N- net hyl - 2- phenyl acet ani de;

4- Chl or o- benzenesul f on -(4-chl or o-

enzyl ) -( [(ﬁgplpqq_t@ppﬁpps@owé(ﬁy Ioroz’a:-,ﬂug@ettegﬁql)é%mno]—z pheny?
( BYetdmifi:( Car banoyl - phenyl - nmet hyl ) - (4-tri fl uor onet hoxy-

benzen ?ﬁ)u} [(19 BXlO)O b%ménggdlfonyrse(h IEMIL)JO ?ﬁﬂ?o%e‘ﬁzﬁ)cén‘%m-rngﬁﬂyl 2-

ester
(Rylerwl- qefaddebanoy| - phenyl - met hyl ) - (4- cyano- benzenesul f

onyl ) - R)-Q4-chBloMEhencBeBAM)-@-cAIBIot- MR Mz @B4reinG]-N-ethyl-2-phenyl-

acetamide;.
(R)-4-{[(Carbamoyl-phenyl-methyl)-(4-trifluoromethoxy-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl! ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(4-cyano-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(3-chloro-4-methyl-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester; '
(R)-4-{[(Carbamoyl-phenyl-methyl)-(3-fluoro-benzenesulfonyl)-amino]-methyl}-
‘benzoic acid methyl ester;
(R)—4—{[(Carbamoyl-phenyl-methyl)—(Z,3,4-trifluoro-benzenesulfonyl)—amino]—methyl}-
benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(3,4-difluoro-benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester,;



30
(R) -4-{[ (Car banmoyl - phenyl - et hyl ) - (3-chl oro-4-nethyl -b

wenmwsnessd f onyl ) - am no] - net hyl } - benzoi ¢ aci d PEL/IB2005/000796
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ester; .

(R -4-{[ (Car banoyl - phenyl - net h%l )-(3-fl uoro-benzenesul
fonyl)-am no] - net hyl } - “benzoi® acid net hyl ester;

(R) -4-{[(Carbam oyl - phenyl -nethyl)-(2,3,4-trifl u

or o- benzen esul fonyl )-amino]-methyl}- 35 benzoic
acid nmethyl es

(R) - 4- ﬁﬁd&?ﬁwe%ﬂ@ﬁ%}f@%@ﬂ??rj‘% LA AL TR R0

esanzbioayill Jnetupi estzl;- et hyl } - benzoic acid nethyl ester;

WO 200%)%%_&@% S%élhe%énesu f@o?L%ﬁe -4- s%ﬁ)nyl -amino]-methyl}-benzoic  acid

(R)-4-
) m¢ibdresarioy | - phenyl - met hyl ) -am i no] - met hyl }- benzoic
aci d YaytBeRgdn@uilfonyl-(carbamoyl-phenyl-methyl)-amino]-methyl}-benzoic acid
(Q) H [;ﬁe Car banoyl - phenyl - et hyl ) - (t ol uene- 4- suI fonyl)

M thyl }-benzoic acid methyl ester;
(R) - 4- (R)Belilz Bresubenaengsuliond) @m@ypwﬁhﬁwymethﬂtmlm]ﬁaﬁﬁm

oi)gdgglgg&h}neﬁﬁg%grgeﬁmd met hyl ester;

Y e B SR ha e S - ety Eraes Ry R

aﬁieﬁhylyrﬁérh:yﬂc a6id frethyl ester;

R) - 4-
B A Gl e
eBengpic acid methyl ester;

(R) 4- {FE)(@EP(CE@EMW PREGRYbthTRERNhox behiicuasutonyhrEtmopsieinyi}-

thyl }- benzoic acid nmethyl ester;
'}/22 85%1 er phenyl - net hyl ) - (4- met hoxy- benzenesu

| f onyl IR)ahﬁ[(ﬁeqbawe!lmW}yl-mbfévi):mlﬁen&c?’r%l'f@m/t)ﬁmm%@p@yl}-bqgmc acid
( Ren ,—e{s[e(,car barmyl phenyl - met hyl ) - (t ol uene- 3-sul fonyl)

R)am4n?%?é 1 é[l( gh;ﬂe%q% ﬁﬂero?%naqﬁ%ﬁgnyg gminol-mefhyl-benzoic
oayil jnethi aste);- met hyI }-benzoic acid nmethyl ester;

(R) - 4- g@l(zf@@ %x%npﬂ&ﬁ/raﬁgmg? 3%\&o£%u&aba{zenésuﬁdny%mmb]

enzene -benzoi c acid

metekyil- be@nO@raC'dmhyheS{tetr( Car bam oyI p
henyl I(FE?)tdﬁ&(lC)arbéEboﬂ-pdbrfyl methgl)-(zendifuves binkemeglifongraminol-methyl}-

0 Nzoic acid nethyl ester;
Azﬂ'c{af?%e}trﬁ'l m)yl phenyl - net h @?I (3, 5- di f | uor o- benzen

es ul f offyk4-{&ail hampylfpé@rwym}aﬂwylb @rca@@r@erpﬁéplfﬂ)yl) agipgirmethyl)-
2Benzoic acid methyl ester,

E]ZR )e nis &"%)rﬁocﬁ{ﬂa%mgﬁyl ,?E %ﬁwnfg hé{‘%%%% Etrgo l r(?zreaesulf?rﬁl))la% r%?methyl}-

e dbredojc acid methyl ester;

(R)-4- grﬁﬁo d%ﬂﬁ%{/l ;JHQr?y‘i‘bﬁ'efhW odo-4-BrefhliLbRhL&nsuiBhyyhitd]-

enzene
methyl}-benzoic aC|d methyl est r;

(R)-4-{[(Carbamoyi-phenyl- -methyl)-(2,3-dichloro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester;
(R)-4-{[(4-Bromo-2-methyl-benzenesulfonyl)-(carbamoyl-phenyl-methyl)-amino]-
methyl}-benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(2-trifluoromethoxy-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)—(3,4-dimethoxy—benzenesulfonyl)-amino]—methyl}-

benzoic acid methyl ester;



nmet hyl } - benzoi c acid nmethyl ester;
(R) -4-{[ (car banoyl - phenyl - et hyl ) - (2, 3-di chl or o- benzen

we@guwsoessyd ) - am no] - net hyl }- 30 benzoic aci d nep¢iyiB2005/000796
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ester;

(R -4-{[ (4-Brono- 2- net hyl - benz;nesul fonyl) - (carbanmoyl -
phenyl - net hyl ) - am no] - net hyl'} ‘benzoi ¢ acid net hyl

ester;

E)R) 4-{[ (car banmoyl - phenyl - net hyl )-(2-trifl uoronmet hoxy-
egtn ésnesul{{(ggl garzloy?pheny metﬁ) (Q chl}oro-z Q czilmeﬁmylab nzenesungyl -amino}-
( Rpthgi-bérzeiantiametply-eateeny| - met hyl ) - ( 3, 4- di met hoxy- benze

10> 200l el IR L B T8 R s o e i

ohenzpip aeig methghasier) - (4- chl oro- 2, 5-d i net hyl - benzenesu

| f onyl gR yag( ca\a&mowrgﬁd;]mytr}u?tbﬁp@?rﬁya%ndemmwl) zlﬂﬁlhqrmethyl}
enyl - net hy 4-i sopr opyl - benzene
sB%”fZB'ﬁ %mg[ﬁyl %Fey Mt hyl }- benzoic acid methyl ester; 5

(R) - 4- {R)(@&ﬁ@aanwl-pmhyethyheft?ahytrO)b%ZIerpstdfpwl)Lmn@@?ﬁé@ymbenzmc
f% 34 hadsAp] - met hyl } - benzoic acid net hyI ester and

(Carb yl - ph -
onyI ) - émrﬂg{ate&&%mﬂl% E‘”g? rlilggg% phggowﬁﬂ@p Igﬁ are S'lso within the
i Bebipe af e invetioa alHue dertgim detiveihes of)éormdtvendsmhﬁgmm@l gfich may have
Fﬁtﬁgg i Odhaﬁxﬁeﬁol%léé? aXYIvH;F‘ thEQ\?es c;rq wheR Q@mﬂfste%lﬁnto or onto the body,

tain derivatives ounds
Fbe mgm\@rtﬁd WY €PMPRIAGH &7 Eormyla { |havieg ”}?odeﬁﬁg$ RERBY of@f gxgmple, by
aﬁPdrMytfc)bleb%@‘B&chQﬁrl\%ﬂ%s ardeirerd o 8s ‘ploarugs!. Further iformation on the
Ukt RPoRR R REIE Phtubd 8 FHEPOHALS GleichR! Bl A4, acs
hﬁmmsym Serigse@y Higachi s0d WV .d8tella) and \Be@e\arsebl? @ﬁé\ersela Rryg Design,

a?’erg@rrngrd Pgs 1 987F(¢E6t 0§, RbEHeOAMBidaR ph%a&élﬁcal us&cifion).
pr o be foynd in. Pro- drulﬁs as

Syst e rodmg% in 1%‘,00 el\gnrs)tmap@g? lop &&ap; &L ?Xfmptgn éu e roduced by
arnghlading Stpetopiddte dundtiddiatittes \peesenb ineth€agompewrsisiaf Aormga | w1th certain

D?rﬁ)'ieggs kno@ﬁ tgqm%@ s&rﬂg@?ﬁ thégé??t?eé Fpﬁjo mbetids! aB@QQzﬁbed for example, in

tical soc:|a|on) Prodrugs in
a@@@ﬁ'ﬁ@‘rf’é@dfwstbﬁﬂ ﬁé”qgﬁ%"ér@?%’l'?rc1§ﬁ5 for exanple, be
pr OdUCSGmB)éxarhﬁéﬁ aChro@ugP pr auesdrdaice Witanaé iirvaslohtinahsle, but are not
pre e(ﬂt in the conpounds of Fornmula | with certain
&s known to those skilled in the art as
pr 0- mo) et i aberedhe epepevndss Fornfuly | centainp p sarbprylic gaid functionality

DeSI gn @bOIQf Oéi'fé{ﬂé?r thefedt; foB@Wfdjccﬁ'ﬁoSWWﬁérem 1!96859d.rogen of the
exa r S |1 Nn.,accor
b it fﬁmﬂa?fé@ Bl e PSR ety bY et
t he coiipoundhert tieecampoand ofdomdeé hg)né{amaamﬁb;@ybhfwcamam (-OH), an
fupgl {hQ;%Q} k&%xangplé:g%'cunpogfﬂi widr&h tﬁeh%ﬁ)@én of A& aRRIMRInBtionality of
a conpound whereln g %qﬁ(i ﬁ%car boxylic
aéﬂed’of'lﬁﬁ‘t'ldloéﬁ%muw lSdPPlfl??Q bé‘ ‘?r‘p '@”8¥'°’?¥6'F hapdi1) s
repl ace) by whélle-th8kahioung of iFojmukhecatdinsea pumpyondeahdary amino
F%n%'c!n%lityl/ SIS | QSraheA ®O0eY, ENRRfideof@lebl Yorl &b, @tompound
wherein, as the case may be, one or both hydrogens of the amino functionality of the
compound of Formula | is/are replaced by (C4-Cyo)alkanoyl.
Further examples of replacement groups in accordance with the foregoing examples
and examples of other prodrug types may be found in the aforementioned references.

Moreover, certain compounds of Formula | may themselves act as prodrugs of other

compounds of Formula I.



et her thereof, for exanple, a conpound wherein the
hydr ogen of the al cohol functionality of the conpound

wo@bRooso9ised a | is replaced by (Cl-C5)al kanoyl oxReE1B2p05/000796
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and (iii) where the conpound of Formula | contains a
primary or secondary amno 30 functionality (-NH2 or
-NHR where R 0 H), an anide thereof, for exanple, a
compound wherein, as the case may be, one or both
hydr ogens of the am no functionality of the conpound
of Formula |I is/are replaced by (Cl-Clo)al kanoy

Pur t hehseinshigsebUiign tiocHione odift myrser &8 ReRbelige el rompounds of
WEdrRuik andt & &gmwongjsedrm liresivo \@piod amamdatbs omhe diugeSome examples

pr.odr und in the af
rri el P ok refuLPe Ml Pa B S il AETR sRage, |
| may @)henmseherethegonpauwd of batmugd C@T‘fa'@ﬁm@Pthylcﬁﬁ?ﬂﬁoﬁm@@mefﬂethyl

A(?en&é}rvgﬁe?e \‘(C|W3>2@|Q@FQ95334 PCT/ | B2005/ 000796 - 18
ded hin the scope of th mveg{kl on

net abofi t esWEﬁre &Wtﬂ?ﬂgd Sf ForEda, FYi3ns
coamavBderdop(-oRd> iOH)vi vo upon admini stration of the
drug. egl’re v%h‘e@g%?%amfk&gﬁ%@r?%uhe? cbﬁ‘taiﬂgcé)'iéilﬁéfr‘?%nm& Broup, a

the invéention rnc e not, limt
WhRspRdanamine Astelive tf@fGOﬁb‘Nﬁlﬁ > tNRRo19F a{\“ﬂ% a rret hyI
group, 6@n hyRkreydresrptund of Gemuial icuraibd)@r eebndaryChigine roup, a

h ound of Forrmula | contains
W"%ﬁo_%‘?{&ygta’%quec’?gﬁHE gr@a derivative thereof (-OR
-> -OHw) (i where\mvﬁercempwdc@nlfmmnla bfortirsral giepyl moiety, a phenol

CQ&R%@%&%&E!SM%MOI’:} R® group, a secondary am no
derivative t

wher e e ny eé&%&o&ow%ﬁprgula'}l&g]@gf ﬁ%a"éﬁé) 8H o éarbo&yllc acid
agaérvativgtiedignf (-aONpls +>rm®H):ier| vative thereof (-NHR - >
- NH2) 5 CQ%F: L}NQ? BfeFO'i’lﬂlﬂ r'ibdor%for E%’Myﬁﬂrrletr%%@%%h E§)m% can exist

phenyl r| vative thereof (-Ph
- FhOH) o Do Efﬁe))'sﬂ?m@ﬁewlhﬂ@ & GAPBRIAE fTORBiAnh jognipins an alkenyl or
CARERINS gl ELMABIQEIS U Pns (8r Z/HY basrs e mesiltle. VIizere structural isomers

ggr:elrjr%/}?rz&!)r}/v%rt%ﬁtvg a low(enerﬂ% Iﬁgmer ta%émc |S%g&w&gﬁo@£nsm ) can occur.

| hin ymretric car
aTbirgag dakeetke $arm Qisprcvtm) t@!tonrmﬁré Igtceméwn%ﬂéfgrm%bi&@tawmg for

C?W%n‘?ﬁnmﬁ%é@'c@ O!(IIT@OQE}B@ 136 sé-BalRkb kaRMde BUtomerism in compounds
o BT 507 LU LS ghbe) SO v e

| ohetyp@ofusnterithe via a | ow energy barrier, tautoneric
| soner IIr%md h HEBICbSITh) the %Fbs@ﬁQWentlo%oara— ténll %te%%oh@{iéegeometrlc

the fo % proton tautonerismin_conpounds of
| SR TR AN PO A aiée’{‘%!“d'f@r°°83E’PH’Pé’s exnibiing
gh{b\:bpthaﬁ) lon& §/p6 @t Iseflerisal, @ne enithared of@Te g mMmare teoswpoAlsddncluded are
éla 5‘ t?orrlltoar“bgsegsgltsawﬁ%h ltt% &Bﬁt@ﬁaﬁ is hﬁtlcglﬂ/l Acﬁ\)’éfsfoy Q?atmp% d-lactate or

one type o
i ébxﬁ'eﬂ! |osrﬁcemlndpruﬂxeraplw ‘i’*ﬁﬁf?t? ﬁréj’é‘f%w&“’ of the pr esent

i n\é e{wt | MerE Bombels nSényeQ#éb&@féB Ib§ coRativRbINtechniqdes Wallamews to those
an au

i gEilgddy ﬁwg g%%%élgs%%wag?g{?pﬁ\ TR Hacqgna?gryg QITS'SH&?‘ L

Conventional techniques for the preparation/fisolation of individual enantiomers

ar e
oxySgroup, an hydroxy

include chiral synthesis from a suitable optically pure precursor or resolution of the racemate
(or the racemate of a salt or derivative) using, for example, chiral high pressure liquid
chromatography (HPLC).

Alternatively, the racemate (or a racemic precursor) may be reacted with a suitable
optically active compound, for example, an alcohol, or, in the case where the compound of

Formula | contains an acidic or basic moiety, a base or acid such as 1-phenylethylamine or



nore than one type of isonerism and m xtures of one
or nore thereof. Also included are acid addition or

whaws/033B4 s wherein the counterion is optical | pPCHIB2085400796
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for exanple, d-lactate or /-lysine, or racemc, for
exanple, d/-tartrate or d/- ar gj nine. Cs/trans isoners
may be separated by conventi onagl techni ques wel |l known
to those 30 skilled in the art, for exanple,

chr omat ogr aphy and fracti onal cryst al l'isation.

o AR A o SRR (S R, APk TR B PORHED b elrPhatoeraphy
f raoﬂ/pafrscmonakm@tadipetloc aindyonp Lar ebofir efcibﬁsiaﬁstemmaoeetsl crnverted to the
of ol oh @nanﬁ&ﬁer(sb"@y rﬁé‘&{% Rk f(‘ncﬁ\fn t@a%ﬁlléd &Fson

deri vat | ve) using

Ut d CURSHTRPUTE 2HRG TARERIr S5 AP GRS 310, mabthe obtained n

I Ebentineri¢ally-edtiched & cusigeciidnsaogragiiy typieallyeldit @& donnart lasymmetric
I o co f

alrcé‘llrht\ﬁt? S m&b% éé )é)glzsgétlb\%g); ea rﬁﬁ(ﬂg& on, QW dp%?f}?'ﬁgd)tgne %P hexane,

FSPRiEniag |fromd}11°aﬁoﬁfcsbyaw'uazﬁ Hilsoppanphdynica ir@ﬂ ¥ 7 g 28%sand from O to

ors%aey Jommebf an aicyRReey ypRbiny b.1andiaeyi8hin¥\ T O A8D 3Bthe eluate
1,.B2005/. -19 tartaric acid. The resulting

d| SR MeSHEEe 8”Hﬁ(%ure may be separated by
chr omatVWianegoiiyaceanatd/ aoystellisess ciyeinlalof tvoydiffeadrit types aremossitde. The first

ONgheQs tHAGhEENAE corfiull ok B RRLRY PRIRdGH ay&,@t\nﬁgretrpoﬁeh%mogeneous
cqrrespondi ng gure enant i oner é ﬂ%ﬂ§ wel | known

t ¢ Ligrysfably RrRtuseh congiingapotie ﬁ%&ﬂ 'erq‘t"H%la HUURES; bpp second
( aype is lthe elcerpic exixturear sotdienaatt whesyh e fobivsaofneytdl are froduced in
e chr omat ogr aphy,
%D.Hof&}"%h&ﬁé &abh ‘é&ﬁbr&lﬂgg I?Lgk’é}mé'rﬁfoﬁmgg ‘n with a mobiie
phase d’&%?l hoth ?féh%ﬁry%ﬁa'ﬁ?fmsc?é%ﬁebtdﬁ a recReNie Bldtyfe Rays igepwical physical
Ofprd'iﬁxiaﬁlethey @yt @vBi difgerdnt @RYdibal @rdpBied tompartdio @e true racemate.
ro caII from 2% and from

5 cemvgr})aur\es %%él? e Se aﬁateid bl){]convenﬁona?tec nrc&tlje%krfwn to {f)wsteoskilled in the
d |eett Wye o m@mp@oﬁer@n@heamatm af @ﬁgamh @0@Demde by &f ff.dalilsant [Se H. Wilen
ennwiigegoqyl xture. 10 When any racemate crystal I i ses

crystal of two di feren s are si bl e.

1Yoty et pvstih e JEMputHra RaR, eotpaeuapiopialy-fabelied
r ebapowds bOF@inola ¢ whkrein ©he oomere atimzgee explesed byatomehaving the same
c raYcﬁ‘r‘iI@tuurJnl?er pJu?Q%J ‘a‘t%ﬁuc“n%"s‘s at %%me%hdlﬁé}éﬁltﬂoﬂﬁﬁé Stohfé mass or mass

equl nol ar anount he secon ype I's the racemc
minkEgereviigh F’é‘?ﬂ?ﬁl"@ltﬁér"h'?aé“r%er ein two forms of crystal
are pr @xdepeds bifisot@@s siifiabla foraitiugioh teaedsm;ﬁmﬁwofmm@/eanon include,

S 'bﬂgérg ngﬂﬁrmeh 90”% tmoés fo\QJerlnfenb%}cn agfz f 3% rcfr%grqlsuéhogﬁmc *C and

sent
pr d‘.p@hlpnr@ssucflﬁéy Chﬁyorﬁg,\pgcrd@q Ferlqume W‘W@? Cd|and I nitrogen, such as
Prapgid PR Soxgemp i tst'®, Mteaid e, ras@iBRisEsuch B8 C¥IThAd sulphur, such
m x&\#’r es may be separated by conventional techniques
to those skilled in the art - see, for exanple,
St er eoctestains tisojopishllyelptied ccalpopoisndd byrniEla L, fBF | edample, those
antopordihg WJa@BactK(éNs'o@Me él‘@%ﬂ’aful i Qird @nd?ére%%ate tlssue distribution

i nvention includes al maceutical 'y accept abl
i SBisi EgIrpqjeacisdrqiangs tr@%ﬂﬁuﬁhgn%?arm%f 4 ﬁﬁé}a@f;ﬂa”y useful

onier tigis purpsse irtiomsf tasicease pl iscpebrdtipn atdreadyhasdns gf ddistion.

sare 8£ﬂfnﬁuoﬁ‘%ﬁq{e’aw9ﬂsot8&esaﬁt%ﬂ‘a% E@%?e%u% ng’ast \Mrﬁ}éif"%%Fd certain

di fferen rom-t mass or
pﬁ'@ﬁﬂ@ﬂW?‘F&?@@”tﬁgﬁsﬁﬁfﬁmé from greater metabolic stability, for example, increased in

vivo halflife or reduced dosage requirements, and hence may be preferred in some

circumstances.



Exanpl es of isotopes suitable for inclusion in the
conpounds of the invention include, 25 but are not

WO Rovs0e3334 0, | sot opes of hydrogen, such as 2H BeIEBY5/000796
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carbon, such as 1UC, 13C and 14C, chlorine, such as
36CI, fluorine, such as 18F, iqdine, such as 1231 and
1251, nitrogen, such as 13N gﬁ'd 15N, oxygen, such as
150, 170 and 180, phosphorus, such as 32P, and

sul phur, such as 35S. Certain isotopically-Iabelled
compounds of Fornula |, for exa % 1

i ncor pSHagtiuben it QBT"%%?’T“\}'QQN%’WWETJ?UC%??% %se ul O gnd "N, can be
d ns&julan d?aaitros Ubsisgiat Togogsphe (RETYt studiast foorexarsiningi sebstrate receptor

gg&koactlve i sotopes tritium i.e. 3H and
car% i.e. 14C, are particularly useful for this

pur posésofaniceliydapelsd chEPeUNEnsE BPrMulic dr for &ESAIVane prepared by
I g@adl¥ntBRANSchAkgusktrRwh kdRoseIUNSd intthl ArDst B d’&bebéé@\éhﬁbgous to those

t h deut
| 30 BEPn DS e s BBl AR gy spomeon-
mistbaled rdagery iradiadei of the nbotabelrdrepbent pqemlgqaslg)agmdoyeﬂ 35

vivo h@’lhgrrﬂabé& Cé”él ea??%%f%ﬂso&%@%c@@r@%&a%%@mv@ﬂ% include those

hence e
2@@srﬁ@é@%%%vep%fﬁrvst@wé%mmw%'Sot%a"éa%ﬁ Ufels’t?grPasa flgacetons, ds-

p@siga.on emtting isotopes, such as 11C, 18F, 150 and
13 N, 9\?3% ﬁtﬁln tlf'ﬂg‘ gé L-, o'f fhe! %héJﬂ%}e ﬁ'f@rr%éﬂhgtg cIﬂB%'&@prormula Il as

( PET) xam ni ng trate recep
o@@r@tﬁla?f@’;? defiged.opl calts. ysoivaﬁé@ﬂ' %ﬁ%@@ﬁd@e@f’f ﬁ@# All| gplyates and
Cabm@eneonsdity trféﬁaopéﬁﬁb'ﬂlh&ﬂwd%{nbeﬁrémﬂwcﬁﬁﬂolﬁdﬁif Formula I. The invention

techni gyes, kno t b

o GRaeCHE RN of o ARt B8 Apd TR ol metlor

ac conpavhenmeepBsizngsimpourdsdf Pereywlerlan pesarsianesi with the invention, it is open
a@cpé‘bﬁfsbﬁ”sﬁllédslﬁtﬂ%pbr@@d }oﬁﬁneﬁya&@c?fi‘]erf&ﬁggﬂ'Eordeurm & rbia 1l which

the non bel ed revi Qus
R HL B CPEAPT SO {eab e Recis BEos, ROt g ieace, but are no
Wilitnhed foethie mvetiniyi poimt, | sottibilitgleprbdes sabilitywdmelr yéeldh of the irgeinediate form and

Ofthe%%%k@l g%mm mhwﬂg&cm%&iﬁ% oh iSRRI t ut ed,

tone so Wwthin the
scope GPMPRAEGS §¥BRFoBRHIL & thin nueniianiaae &rer AnpBRATEIcly acceptable
F@élt’@,l havel dsefis phdﬁmé@duﬂ&ﬂ?%ﬁk{ eediehal pespertiab.] TRalbdpounds of Formula 1,

C b e reGaTy Fermtte Sa=BlPhal EReRscPL R PpRpe (tus.

C(gmpmawdsretaée &adivity) Inamdammdh éncluding hormans. Jonpburtie of ﬁub [Formula I, and
p%e\ﬁ'%érﬂ%eﬁgalﬁ/%@ce%tagre%mgﬂeqmg‘or%%%@ t& ﬁm@lﬂﬂ a%rtl')é%p@htllc agents in

bits prep arln/g ounds of For
”Pen t@ét&?PHé’ﬁc@e \A}i“ft“FPdteﬂ"é‘era}tl\’/%rﬂ”P h, neutolqaicaly slisqrdefsy agd - diseases
p%;ﬁéﬁéni&k\relyl eadmeratedibeloar for émmwlzmmﬁej s sizbaset intah efffotrdmmammal,
of. f Formula Il which provides the best
'nn%':aﬁgtgl%gn rgf features for this purpose.
f eat ur é§eiprsepidiaventien alge delaiet to pipRpiMageytisal ‘toﬁ‘@oﬁ’éﬂ”t foh geating a

PQisBise &obdiidn de¥ectdariree eadpblpl doyisigting of iAedhdinted's Tdhease heredltary
or m.and e Wt

e L
ofdiseére, Fwoituaiah oty mfiyositig, sstiokes entliinden sclemels.t hﬂgdrtrauma mild cognitive
PhasdReRtnk GRWhY SHREERE M BamSal h&udifty Runtsre Edmhprising an amount of

phar maceutl cal_ and nedi ci nal erti aﬂ
D e PAHTA" 6 FoRTi § Fe Pheee T RaB A F S S e & Srective i
S alhibsing ABipBptide hiuftion Cand tal pharmake ACaly peqabiatie datriets,
The present invention also relates to a pharmaceutical composition for treating a
disease or condition selected from the group consisting of Alzheimer’s disease and Down’s

Syndrome in a mammal, including a human, comprising an amount of a compound of the



gamma- secretase activity) in mammal s, including
humans. Conpounds of the Fornmula I, and their
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to function as therapeutic agents in 25 the treatnent

of the neurodegenerative and/ i neur ol ogi cal disorders

and di seases representativelsgenunerated bel ow, for

exanpl e Al zheiner's disease, in an afflicted mammal ,
including a human. The present invention also rel at es

to a rmaceut i cal osition for tre

P ol LT S OO De PP B e 196 G\ gR Sective in nnibitng AP-
C pastidetprdugctioh, ahd afpbamece ticallysecspebletverredi t ary 30

cer ebr b

angi opihﬁ?y%@ﬁf 1“969190%%9 rég'%!; gd géb%'ar?‘nac&ﬁ(c? Jomgogg% d1%|' greatmg a
nyi@gaqel @ a @pﬁl%elqﬁﬂdtfwom e group corsising pledleheimers nﬂasease hereditary

mcbr@b@D%hbirNa@e Wt &intyioRiabis, 2 B6teblamamSioidy ari dibﬁlhyl % Prion-mediated
C R dhelfor e sPeale: rons, malinge sPRkeRE, PR, mid cognitve

adropgitrehl andvn'stSyedrené n & hammalsingfidirca hurean, pomprising an amount of

I BRiRbbia%s AeFoRfUM 1, 8 Waﬁgéb%ht*cgl acdfiare salt thereof, that is effective in
phar maceut i cal | %/ accept ab carri‘er. 35 The present

t
i ﬁr\?éfﬁplsa?h dgeage Perongi ?'61 aapfﬁﬂa?%t&é't}’tﬁ"&%ﬂta TAIEE t i on
for tr&atipngseat incinti@aaiBo oslates id atghamsgeltiealt @thpbsittom foh&eating a
9 rd%ggsec&résdoﬁélﬁcﬂ%e%t; eé‘lfrgrq%J@Elﬁ?coqglﬁtﬁﬁzfAengmg%vmse%se and Down’s
rome in conpri si ng
alﬁyUﬁ'TPmEf'“ a Wu’ﬂ@“%g ¢ Iﬁ‘lémWD 02[9‘95?"[99@’88'2’!0“”" of a Compound of the

PEbirhr2 O Qp/ @Q@?@@ceuho’éﬂy E€eplabla shit tKHredR that is effective in treating such
phar rraceutl al | q ept abl.e Isal t _her eof, that is
AgepT iy :

efdeSCSte & 'on PgoRis gceto & BF8ducti on, and a
phar rrad'élatnrezsahﬂ vyvma@repfs@ml@tet@r 7 ineathod T dreptings@ isease or condition
| RYBELH A Nzﬁ&m@@s{ M RSe, hereit) 8 ERA A b SR ge Q@cﬁr@ Ibﬁbé?@ cerebral
for treatin di sease, or ﬁ%condj tiaqn gel ect ed

y4

t ﬁa@y@ldoarbgl gﬁ% at ;?r‘ﬁ)a rraﬂdla S358r lngu%ﬁ)ns 8@’6 myositis, stroke multiple
hetledsit ahgad Haunex; abldaioghmmlmpbagmtvanﬂmm@d Syrdiosies jn a mammal,

| ncﬁ@rngl ﬁ@ydgobﬁnﬁgﬂ% ggrﬂwg%nnitopga'looMa%? ouq\'t §1e§§§npound of

sron , Str er osi
héedFarmglig rkegr arﬁhla@m,ce@}ﬁaltyu w@ptamﬂmﬁéﬁ%ﬁf tamds @fﬁwegn inhibiting AB-
Sﬁ&ﬁﬁ&mﬁ in a mammal , |nclud|ng a hunan conpr|3|ng an
anount

Phar mad Ba T BRT JRAUe BEasTEos i 7 RHEP el eiiag dsgese or conditon
efstlected remiAizheimeda tiserge snd Podn’s SysdForpe inc@maimivab rnclugind @ human,
chnarﬁs'%%uﬂl&é’*nlg)fo 2456 SRhAR %n GRIUMSS a céPuFJJh% R HRSESRMula 1, or a

i nvention al so rél atestoaparrraceutlca osition
f Gharmeetiticaly agcergble salsbersef, hatis ARctiyedn n§ibitiag ﬁ%‘@@%'ﬁ?
the growp peéxast lﬁ‘l'(dnﬂ(gw aibo AiRBE toTR Methodi &F @RGEngad disBesaNorScondition

% 1%'&?&‘? ?m g\lzﬁelmerﬁm? sdéas# %{%reggérggergbr%] lfl‘un'%gr’rhargg '\TAHF. Ia%'le%osns cerebral

phim)’h’ﬁicémﬁlfrp@ﬁﬁw ? m@e@md@tﬂded@@ls@ DHé?l@DfJOdw mapsitiss stroke, muitiple
efs&el%&.gVﬁeadntréw@awnegcoﬁhm .n@bﬁﬁaﬁeaneromrsdswd%ane ﬁﬁQ mammal,

a r maceuti cal accept apl.e carr 15 The e
PR ar e caraag S SR s GEASe ARG & compound of
ditteeEseulen, @ arhatmasputicsly| seceptab!ef sati thebdaf Hidtieeffestive in treating such

di.gsars, hereditary cer ebr al henorrhage with

anyl ol osis, cerebral nyl oi d angi opat hy, a

prion- rhogiPsesent 'BY%‘B%[S@SO F%PSE& %W%&Wfﬁ’%@gt? glisease or condition

Stseledted frofd | AiZhpin@r's giséast @al Dowlte BYndrérae Mba maihl, lncludlng a human,

IC%QI ﬁ Im\rg/?eadm s%er[nﬁqg %a.@%%m%’am@n %@%ﬂﬂ%&? h&m@ r1]1'?}'[@%:n‘nula l, ora

mhﬂmacwcﬂlmﬁﬁwtadﬁ Sd’f Rbefﬁﬁfothlﬁﬂs gffecti@ ip h@aﬂF@ Akl cgnditiongr

a pharmaceutically acceptable salt thereof, that is

effective in inhibiting A(3-



production. The present invention also relates to a
nmet hod of treating a disease or condition selected
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mammal , i ncluding a human, conprising adm ni stering

to said manmal an ampbunt of a gon‘pound of the Formul a

I, or a 25 pharmaceutically A ceptable salt thereof,

that is effective in inhibiting A(3-production. The

present invention also relates to a nmethod of treati ng

a di sease or condi II—' sel ect ed frﬂﬁomAl zhej ne %

di seaséhe ﬁ‘é’F%QH’P?SaP‘Iy FBHEEM2gY 9eeirs ARG & WibE N Gombination with any
aBybotdgSinsudieg reabnhatl limigatb,0ary laélgor@mmdmpﬁmant agent e.g., Aricept™
b R o U8R P, 430 P YRS ot aen, .
C Ggoddnivy sleepngisdrdamapent ant-irDemmaerySgacdty © oe Celpbrax"Metered™, etc., anti-

%&Jﬁ?' ggﬁtnghﬁes%’m«)dtﬁé(ﬂﬁ% g&é%{a&gﬂﬁagsg@rabgg f lé\ﬁérg LDL or

anount of
phhareasasdiil) cay| yIPIBXET&‘,‘e%OHBW“b etsa [Histanties &) antaggpist, |G§J C'mefad'”e“‘

ebhechi K?peHQnsrlJneQ% dni9e §UGbrAORdichiRy, dide ﬁfz&?@rﬁb‘iy the present

invention also refates to a method of treati nag

dinverdier alsp rel¥priertioiqliovdng Rigireagetticg RomPoiianpapd wethods of treatment

dcsR@BRg AGmMPOWMA’ o thSYFothiLtEMEN EemiinatamWEH othérriedgd (supig asithose of the

h rising admnistering to said mammal an
yr?'gela?scr'{? daegbc\g(;EJ ound of the Fornmula |, or a

phar madbetresant| '9V9a&@‘eﬁ'ﬁ%b¢'@essm @ Php@Ieseiticaltqemposition for treating a

etifsessbio¥ Sorlditioh %@s’&:iafé@ witH B - p%Qth‘é'ptrdoQBtionVK)a 2RO IRBAthg a human,

PCT/ | B2005/ 000 s of
bé°®@f@wgéﬁb%g°%wouu§ eﬁfhmﬁ e i ﬁaﬁ.pgﬂfmﬁC?tﬁ'C%l&léCC%?ﬁ@ya“ thereof;
d{4)G memedyUshhagsemihtt agaot elgt mrrcaﬁwtamd/oawmnmwr yantidepressant, e.g.,

h enent agent. e.g., eptT ng/ o :
2‘? ﬁplag)é' AT QBB?YP?&'& agen 281g0f ﬁ?{%n xsileo Pyt c%‘r agent, anti
ainiflarpsgohcdgent, age Gelebrex'ty. BextraB @tho ramfixiddnt egent ics@estiee! modulating
geg(? tt g ﬁ/‘eﬁan%plenfaln%%ttggtgg(v?egg E L é)?én% e’ase H[ﬁLgr géﬂ}{}pltorm Caduet™,
metul Iantsilamgweag“@tar(tégonlstawmlCenetaim%“gemd eitElypEitansive agent, e.g.,
Lwcrvggcﬂ: |C%%E§ﬁ|5 SI?HE@&:’% grmac&t@élﬁloercgé\él&lab T\Merem the active

stam né oni st met adi ne
aﬁqelﬁaﬁ{q _qnyp@rqat@ﬁg @mmrg@@ in ar@m@ts thgbfegg%rctmcomposmon effective in

Cadupb Sdén cﬁée%se&&fémmhnngl y, the present invention
at es t har maceut,i

gloﬁ.g o;ﬁlf’? é)lr]essegt laver?g?rhgla% ?tg eatpharrr11%aceutlcgnl,:;l J:omgosntéon for treating a
cdispangnul cohditidnesdragtaduiam thei QﬂOLmd?ﬂbﬁ'ﬂfaﬂl driZReinterydisegse, hereditary

drcé’r@@rel EGBrrRRet HRs eanﬂ/fomf)gg celrgbrbly Hl%yIQES§ﬁdlcQ>§ﬁy aaoyrﬁm mediated
esent i nventi on, al ar.naceut

C 8|§5 I’]CBIﬁIOP (.RodY r!}éyg?l |§1gs rgke dp@téozes 3C18rr08'§ OE d r%JH'la ml% cognitive
asrsmmmeelnd/\Dan A(Snprepe] thea pnayaud} inoiding aahwmmwbmprlsmg (@) a

' QSWnQQ)f %éwmiﬁalr %gg?l’?tbﬂdg :zzgc%g%gﬁg@gﬁpthgfeof* R® a memory

t ﬁem@gq&ment ( @enh ﬁ@mﬁry:e@wh apde {negcﬁaé ht antlge@essant e.g., Zoloft™,
ahﬁ& FCTMtIQMﬁ@Jc Rerresg a@Mdo@ntéI&%Wsﬁﬁﬁaéﬁent @n@inflardrRatory agent,

M anxi ol tIC anti psychotic

Gk SiPPRIoXEh eyl Sor At oGRS blon G ch Pk 95t (or xample,

agRHgentQhdl . lowe@@i.@bbﬁ?hIMbséga-mm ad ) Lphka™, cadiet™,axd. dlaﬂttamme (H2)
agent, chol esterol nodul atj ent (for e

a@éﬁgomsﬁ =8-9'} W@lr‘gﬁt a q antws%glge r)t g orr\'/[gsc% CaduetTM etc.;
Liapd {cp& PMrmGesltied|§ btcep@ble carriél wbeaain e e(ch@)agants &jand t above are
ilg%se %I'%ﬁ%%gs C}H&T%elatﬂg caﬂ;oisftigy %\‘ﬁ{cﬁ\%q&L %%ﬁid;sg%e% condition.
accept dbe eresapt ngantionyAlse éqalﬁeq fra d@@rnq,a@eutlcal composition for treating a

disease or condition selected from the group consisting of Alzheimer’s disease and Down'’s



20 agents "a" and "b" above are present in anmounts
that render the conposition effective in treating
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relates to a pharmaceutical conposition for treating a
di sease or condition selected_fromthe group

consi sting of Al zheiner's dlsggse hereditary

cerebral henorrhage with anyl oi dosis, cerebral anyloid
angiopathy, a prion-nedi ated 25 di sease, inclusion

L P 7 (ot P8 5 HoAF RIS LOURPALS of e Formue 1 or

Sg rpdairﬁﬁeeutltdﬂy accmaml salt theedof cdtb nagnemdrm BBlrRnCaaMp BgSit, RYy., Aricept™
e Fornu ™ . ,

R BRI oy ent Sl el 2pbry Epligie, eptpsyonotc sgent, eg.

esbme"nﬂaetp dpeder agent, ganti-infammetoty Elgeatneld. o@elﬂaﬁiéh(mmm etc., anti-

aQ>§ &&?%@%gs&%este‘?ol%od&%&f é%rlyla(for %%%B{e Yid gent thal lowers LDL or

psy agent |sor
a@emsesmu) & of Lrutm’&tféﬁdyeta‘geﬁt Histanire: ¢i2) af@é@(@ﬁf Ml\@'metadme”

BQR&} %ﬁt TMpefdive H %1 Aa0hscB9eBluectO Nk eSher®) a pharmaceutically

modul at i'ng agent (for ‘exanple, an agent that |owers
L BRCeBipbIp GeTFiea yberejinig actye @gentiuapla% rbTﬁPOVee?d% TRt in amounts that
etender tidh Sdnpdkitieh e(ﬁldat)ve iratAdatigPSUch Hiseade @r conditioret adi neTM

and an#hﬁ hye?eenrttlr? 351 lon ?lgc?%’]atteﬁqg 8 meth OY%?{E a_disease c1r condition

Caduet arnmaceuti cal accep
c assoriefed \mﬁewérmpmmae pradudtioe iagemanmal;’ mhdmg ba fab@ve comprising

aﬁl@mlnﬁfeﬁ@e W shifl AARHALE) Bh@npb&iider thk M rRQAMOS! b &Brmaceutlcally
effective in treating such di sease or condi ti on.

TReeepiRRg et thAiPeintang (b} 12 oA pRengeRt FaEMtmEde u/t\receeﬁ“ and/or
C AERESdatM, QRtidePfestdn® ad. i.N Folaft™ dhrs@REE, Qﬂlp@@lﬁtdlbtdg@ﬁl e.g., Geodon™,

sel ected fromthe. group consistin
7188 SO AU TR DA 55 54 #Q@HW%%%/% R anti-oxidant
- Eﬁeﬂmdbﬁml mioBulatingeagead (fori axainplej argagentdtrahmgwers LDL or increases

a) RP h | 5 -
R -
e hyrsrtessiverdgealy ert,, Navage™, SadueB'hteiivl wizaneln dive MIM@ﬁd%(W‘Ma and “b”
anf i deps Er%g'émn an@ou.ﬂts' th&AQhiRfet EFIMCOI%B&I'[B"IBQ‘HB&WG in, treating such disease
anti psychoti ¢ agent, e.g., NTM sl eep di sorder
agefAndiieht i - i nf | anmat ory agent e. g., Cel ebrexTM
BeXt raThé prisént,in@htion Sls@xdldlento agefod of hebigt®kisbase or condition

eclztgc} %rlrﬁ ér‘%:ggr&ép g(ilr%[ r?d(gf'm%%!me@’g o?sggﬁéth%gl{ j 9%&%{@ hemorrhage
ewdh arrmlogioam Wéet(r@llzamsém@ @g@m%fty aeprgm megjaffsk disraseTReRgon body

amybsﬂlihy F%ﬁf)lleerﬂﬁjlﬂbﬁe 898 bdis, Rad. tsauN@r Hﬂéﬁ%@ﬂltl\@aldip@'frﬂ'é‘vﬂt and Down’s
accept.abl e carrier:

V\ﬁé?dé‘?rﬂe Irhé n%gvn%@%i%&%te Lﬁ el ca%rwnslgg a rwmstgrlnaqrto said madmmal (a) a

plcemmmhd ohthefromias!, Dh’apharme@dm@lli ansepiahie 3l thereef; and (b) a memory

Fﬁa%&ér?{&t'é’bew e@%' chéb’tﬁ"h agdléreﬁ%ﬁer‘?d’a“‘:‘)m%dr%antlgg Zoloft™,
resent I nvention also relates to a nethod

t naemlytngarépwpl@.@a@éefé re-¢orenden Yreleepsisarienrasat: \ﬂptt-ﬁflammatory agent,

AR; gp%Hb%%MPéQ&JrHM &6, naritlfbxﬁiaﬂﬁﬁ@iﬂ' chole@t%*oﬂﬁ*bﬂl%tlﬂg B for example,

conpri si ag adm ni stering to said
c 8rFeert dhad fowere L iPlo Prinprgages HL).ge- %hh‘P'ltPéceﬁi‘qL@E\'f |8~ Histamine (H2)

a‘éﬁt‘éﬁ’&n%b' g. SGhetddlheme ehd aﬁtﬂﬁiyp(ehéns&e HGEM, &/g. ENbasEeMehduet™, etc.;

a%{*‘?@g‘pﬁssﬁm agg"ﬁg 8M2%$ dtf ﬁtmve ﬁﬁ%p&qs?r{]\{l '8 amounts that render the
ambripsitio effdctvedy &pating eud. dise@sodtonidion 15 sl eep di sor der

agent, ‘Fﬁfﬁayeséﬁ}flhm Q5Y A48 o a Ercthod dFaleBitgex til¥base or condition

Bextra etc ant1 - oxi dant agent, chol esterol

mSeletiet fAg “H@eﬂﬁ‘f“P( FPisigappfighe! ?fsaﬁiéq?tse 339t PPB\erydrome, in a
L Blanfekal, intid@g 2esmahilRoinprigngadmiristering oo SEd m&acteigs)ldvdompound of the
etc., Histam ne (H2) antagonist, e.g., G netadi neTM

and anti- hypertensive agent, e.g., NorvascTM .

Caduet TM etc.; wherein the active agents "a" and "b"

above are present in anmounts that render the

conposition effective in treating such disease



20 or condition. The present invention also relates to
a nethod of treating a disease or condition selected
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hereditary cerebral henorrhage wth anyl oi dosis,

cerebral anyl oid angi opathy, a prion-nedi ated di sease,

i ncl usi on body nyositis, stréfke, multiple sclerosis,

head trauma, mld cognitive inpairnment and Down's 25
Syndrone, in a mamal, including a hunan conpri sing

adm nistering to said mammal (a) a nd of the
Fbermyleal. pr am%ara“%ﬂé'l?%@éa?ﬂt% pat f&t%feg gg%kjbé aggpqory enhancement

tB@é’n@‘Ofe ,angicédoy anmaﬁwen@ﬁha%ﬁd@ﬁkSMGMQ Zo®ft™M, anxiolytic,
Aricep thM and/ or mendaT ant i d res ant

ZB’Ft@FXCWC a%qg(leoq OnTM tl\é}eﬁg ﬂﬁ? Caggléeﬁ?ti-m n'gnétory agent, e.g.,
CeadsradM Bsxtrgre petdj amrdiménta@entt chotddterol mrtfdhlamgaetgenty for example an

aggeBerr%l% ’thaé Ecg%és’s{_gﬁ s DL lr eXT'IQ%H_BESt %gg:j\,[/tmtcﬁ“ﬂo rC’agg(e{’gl n‘p?tg)“ amme (H2)

aanta@mt etdhatimbadies™, bbbl agi-hypertansias egentiBlg., Navage™,; Caduet™, efc.;

(Ierteﬁ%ggM %cﬁ%d légéﬂ\i% (ﬁdanti thﬁ)(/éggrr%] grésg’?t) in é'}l%uﬁgoﬁlubrc’ ?ender the

nsive agent, e.g
m@m@mﬁeg@@u@trempg 84ch, diseamlc@n%t'of‘he active agent s

"a"  angomBoundd BMRe %rﬁw@rl e&%ﬁi} oﬁ the EMiHatichstdagdribéEin @Ry immediately

osition effecti reati.ng.such di seas
o BeandibRerosr o8 efrp e et ZABd! 8 KEGAZP Weorotei
mirhibdat, ich s eddpany. a di sease or conditi on 35 sel ect ed
from t fofnOAP RS Bt 'dggas%E A h(%‘n@fﬁcgnss Qb&%@&e VA Ag-peptide

Down' ndrome, in a I ncl udi ng a human,
c owpucrtlgh ‘elatectaidiseages rar wgndlt@ng el a'f?a‘fﬁ%ﬁd efa')ea% in: B ¥ A§-Peptide
Ofané/&ethé/\Qoa&Qiéﬁ QRr384TIRIsT Ap B8 iH 8d b uting?Actbio b o necessarlly

, or a pharmaceutically acceptable salt t er eof

me oglyrpg%tplyln@fﬂqtghé%m;ﬂeaseacgéﬁ@dltl% a@socnaﬁdlv\ﬁtg Ig.p-pﬁptldg production.”
and/ or TN@H@HWWM ofafthrhale I 8 38t phadmgbeuticAIn] &fséﬁl—é\dle salts may also

2| éggedg%lglgq,dalgf 06{ r@ﬁ%ﬁ%ﬁ% hllf)t%h %ﬁﬁ%%%?%é&/m%g%qg%l mcludlng humans.
Cahelpei Ji 'malmmﬂnvwm aree\wlutionanityi consen e mechaésit U utiized by organisms,

f pé”t ﬁl?tﬁ%ﬁﬁ%orﬁ@ b hi HAhaRE Q@Fegﬁlfa@;rfal@)b@@h iRatiof 1of ParRGEBMIl lineages.
ha or_ 1 ncr|

Cgl&tj:gtb?longs @ttEe fanp‘iyﬁf g ﬁr@afg@yl?nlf? %ﬁtpr-lgsﬁ‘oglﬁgtlcegeaes which encode
Citramdnaeehbren € roteinglwidintariably pembears of epadeaga rorqwiie fagtor-like repeats in the

N%}g’t?aﬁzglyl\gr d&ﬁggetﬂ;ere'ls fAkSasing Wb%\:]@é 3 & nﬁe &%é N&crﬁ%ma? in human

are present I n anounts hat ren
t Hiseaseo i 65 ihe i competentscfi e Pathway '@dfelyﬁbtos%c'ﬁera'f'%é’gbara?ng those
c %ﬂilﬂekj e\datd iaioRiBatefifett ivsirfiaemttioa with each dtiiy caf leddnie a variety of
natio SCl Q&%Itlo%the i medi ately 10

pr%'?:dléo A anpg?tgglr%caﬁ y optionally be used in
conj und,:p[ exemtle, H\kgcl'kﬁgwngpﬁgpyy@glm asesipted withjgs! tf@ﬁa decision. The

S WhinPthat RoRR %lldatlorRStfrﬁflﬁé& @§p|ll’éﬁf &hté}oﬁvﬂ% Slig§&Bs Biat Elﬂldh receptors

dij t
- et be Beed 8o b wlirt of GROF! it Sorp ENGEY B ip provides o
| e@ediodifor rpguldting layglwg(eﬁeqye @psd’@all;ammddatlmhé Ngtcb@lgcaling gan be used
t I?@%%Iate-ramﬂ%gerégé (Q?ptdyqﬁodk§ o@&%@daﬁ?ﬁ{} lonﬂocfka&{g%ene&s) This

not neceéessari | he onr % contri buti n%
C iiopiod daaeeny L DrtiPL D PASe et & BEoRLR T g Beffﬁa geyariety of
pfd&daséb,l @oluding Boe ne hpitan tbs cafcel-atiabelia rdtinogatid, treeimatoid arthritis,

AP oAy T ARGt BRI C1 02 oy i

81 ng pat hway in
or gani Sivg NofchPeihiaen chatedm engsYeIPPrasn ARl 'i“ﬁk‘:}ratlon of T cells,

Pak t@i\é@ﬁt‘lbécﬁln%dﬁwoﬁ: Lk bpﬂﬂ:ﬁ'iuhw WS%SGIQQUEﬁiéaﬂmﬁmnds of Formula |,

Utalnli ihelr phar%aceugcar]y accebtable salts are therefore useful candidates for modulating the



rangi ng fromworns through humans, to regulate fate
determ nation of various cell |ineages. 20 Notch
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honeoti c genes, which encode transnenbrane proteins
wi th variabl e nunbers of epide | growth factor-Iike
repeats in the extracellular domain. There is

i ncreasi ng evidence for a role of the Notch pathway in
hunan di sease. AII of the conponents of the pathway
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di sease and transplant rejection. As used herein, the
term"treating" refers to reversing, alleviating or
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condition, or one or nore synptons of such disease,

di sorder or condition, to which such termapplies. As
used herein, "treating" nmay also refer to decreasing
the probability or incidence of the occurrence of a
di sease, disorder or condition in a manmal as

conpared to an untreated contr ol 0 | atjon, or as

conpared to the saﬂﬁ—ﬁﬁgﬂﬁﬂgﬂ—eﬁg‘—w ! ripfion gk thy nv ment . For

exarrpl €omasurids e tHeefFaeinala 1," ridetatir pigermeeeutically @cceptable salts, may be
?epgrehl giez?c dlg«?d q'tﬁeel%ﬁ(ﬁmrbgflleﬁaﬁaq%!ch&ﬁ%scﬁadd Jch&ﬂup etﬂﬁjess otherwise

eventin
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di seaseyg, gh%ﬂrﬁ%rmﬂfure 608Gk Qf‘ccﬁﬁdogﬁdst & F%rrﬁ@Wto Single isomers
affllctlon with the disease, disorder or condition.
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FeSent I hvent on,
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afbﬁiér@h&qimwedtb th&b%débcsi@a&@em\m sorder or condition. As
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ofreagreis @nd mategals prplopsasanddisal @reasudtablofar vse incthe tﬁast@as éeSC”bed In

d'tl'?é)&é\iﬁfptx% ofgtﬁe Q;Q{t}@n& hithodsl & chitidBelowt ft @saéléﬂaﬁtbe Lﬁuﬂ&stood that all

"t her apeut | cal sed herein, refer the
| PRGN, Phetpd e o UpReREl BT ‘g of Soert, reacton
2 0&neind FdadhaiT AUrBROQADIEDRAMB6 pres@fe, et a)tHeedaactlon conditions (such as

D%ﬁﬁ)yd CleE 'cgﬁhltf%?]tdﬂger %”&dd@f‘m?&d&ﬂ"é{@ ggﬁngﬁvorl{]ﬁ) d: Qc,reglyrle are those

arnmaceut i cal accept e sa y
prcerpfhttoeathaéare é@@‘i’qr%@dtﬁahre?ﬁ'@” fa(§|VY°H&I b&g eqdily Eacpgiized by one °f skill in
Sahedre Atandethaituds Fiafaiso bbilesis ot herwi se i ndi cat ed,

as referred to in the reaction schenes and discussion
that follow, Rl, R2, R3, R5, R6, 5 R7, R3, RO, A m
n and q are as defined above. The conpounds of Fornmnul a
| may have asymmetric carbon atons and may therefore
exi st as racem c m xtures, diastereoisoners, or as

i ndi vidual optical isoners. Separation of a m xture of
i somers of conpounds of Formula | into single isoners
may be acconplished according to conventional nethods
known in the art. 10 The conpounds of the Fornula I
may be prepared by the methods described bel ow,
together with synthetic nethods known in the art of
organi c chem stry, or nodifications and
derivatisations that are famliar to those of ordinary
skill in the art. Preferred nethods include, but are
not limted to, those described bel ow. The reactions
descri bed bel ow are performed in solvents that are
appropriate to the 15 reagents and materials enpl oyed
and that are suitable for use in the reactions
described. In the description of the synthetic

met hods described below, it is also to be understood
that all



reacti on conditions, whether actual or proposed,
i ncl udi ng choi ce of solvent, reaction tenperature,

WO e@s)384 durati on time, reaction pressure, anpCDIB2005/000796
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reaction conditions (such as anhydrous condi ti ons,
under argon, under nitrogen, 9 and work up
procedures, are those 20 condﬁ§|ons that are standard
for that reaction, as would be readily recogni zed by
one of skill in the art. Alternate nethods may al so
be used. WD 2005/ 095334 PCT/| B2005/ 000796 -27 Schene
| HNO (R)\~~ SO (R)MBEEMD NO 0SS N2 (R2)n

IVI1ih2)n n = 0,1 R30H RIXOR3 NO s NH2 ~O O
2)n Scheme 1 il ustfates n%ggzp CIS U(it)

preparing sul f ofdm-dengonpou of ﬁ%ﬁgm\

am de derivatives L] are avall bl e connerl

racenm ¢ m xtures or|5|ngle "5 enantioners ® pared

by nmet hods known %zge chem cal Ilterature h as
Chem Ber. 1939: 2. Go1: 3. Chem  Soc. 1911y &az)n 323;
J. Og. Chem, 19621 &7, 798; J.Org. Chem 1962, 27,

798; Bull. Soc. ChimBelg. 1997, 106, 67,

Chem Pharm Bul L 2000, 48, 1586: J.Org. ohe

2002, 67, 3687; J. Med. Chem 2002, 45, 5471; Il ect.
Czech. Chem Commun. 1995, 60, 150; J.Ch X Soc C 1968;

531; Tetrahedron Lett. 1992, 33, 6007.

derivatives Il are 10 reacted with &g nyl chl oride

Il in a solvent such as nethyl ene chI

di chl or oet hane, toluene, benzene, or et em\ n mhléh

net hyl ene chloride is preferred at a tenpe a from

- 50Cto 50 Cin which -10 Cto 23 Cis pref

afford sul fonam des IV. The sulfonamdes |V ar( z)n

treated with a base such as potaSS|un1carbonate

sodi umSecherb® natigstrateal rketmctsewtablkybd preparin esulfonaiidec hompounds  of

p%rﬁ'\%ﬁéd FFEQ ernt%ig Qi@ﬁ\}ea dve% |P£r8 %ll%ﬁ? c@rﬂﬂeﬁ%ﬂ)xa @érﬁc %u)lt@res or single

uori d lorid

a|eua9rrt@mlre'r50<ﬁa¥@>afﬁd ta/r ’}T/‘P@Eﬂlsf ’SH’H{‘ & Hte %heffmb@?ratucﬁ éUOh ra§nhem.Ber.
23934 7201200Q. Chenhssce194a, 6D, Be3; 6D Chempneg2e Y, ads; JX0@.Chem. 1962,

SQJ Ve pSHSI @i BEL WdoF NFo6CEY, Wb Snarm. Bull. 2000, 48, 1586; J.0rg. Chem.
2002, 67, 3687; J.Med.Chem. 2002, 45, 5471; Collect.Czech.Chem.Commun. 1995, 60, 150;
J.Chem.Soc.C. 1968; 531; Tetrahedron Lett. 1992, 33, 6007. The amide derivatives Il are
reacted with a sulfonyl chloride Il in a solvent such as methylene chloride, dichloroethane,
toluene, benzene, or ether in which methylene chloride is preferred at a temperature from —
50°C to 50 °C in which -10 °C to 23 °C is preferred to afford sulfonamides IV. The
sulfonamides IV are treated with a base such as potassium carbonate, sodium carbonate,
alkoxide, alkyllithiate in which potassium carbonate is preferred and R®-X where X is defined
as bromide, iodide, fluoride, chloride, alkylsulfonate or arylsulfonate at a temperature from 23
°C to 100 °C where 40 °C to 60 °C is preferred in a solvent such as methylene chloride,
dimethylsulfoxide, dimethylformamide, tetrahydrofuran, acetonitrile, or toluene where
dimethylformamide is preferred affords compounds of Formula I. Alternatively, sulfonamide
IV is treated with triarylphospine such as triphenylphospine, a dialkylazodicaroxylate, and R®-
OH in a solvent such as tetrahydrofuran, methylene chloride, or toluene wherein
tetrahydrofuran is preferred at a temperature from 0 °C to 100 °C wherein 23 °C ¢ to 50 °C is

preferred affords compounds of Formula I.



di met hyl sul f oxi de, di net hyl f ormam de, tetrahydrofuran,
acetonitrile, or toluene where dinethylformamde is

wee@sopized af f ords compounds of Fornula |I. PCT/IB2005/000796
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Alternatively, sulfonamide IVis treated with

triaryl phospi ne such as triphepyl phospi ne, a

di al kyl azodi car oxyl ate, and 20 OH in a solvent such
as tetrahydrofuran, nethylene chloride, or toluene
wherein tetrahydrofuran is preferred at a tenperature
from0O Cto 100 C wherein ZMO 50 Cis preferred
af f ords conpounds of For nul 41840 2005/ 095334

PCT/ | B2005/ 000796 -28 Scherre 20(R)mp O(Re p

(RL\ | poF|2N |||sooveoso

StepJNV Step | n n/stePS(Rt?\;"é 0
R3oH (Rt WPR Ol E ,§N NH2 ,\\ Sobi3 NH2 St ep 4 oH
50 II Xx—(R2M—¢R2) n 50 me 2 i at es 0 o
mex h sui t abl @ or preparinglgdl f onani 48 conpgunds |, |

of ®Brnula I. The am de deriyR{flves V are avail able (Ré

comerically as racem c m xyures or single

enanti omers or prepared by/m#PBods previously reported
in the chemcal literaturé. In step %,o t he am de
derivatives V are Ripaeted vvibh a sul f gnyl chﬁL@L Ll oo
in a solvent such ask Q chI or*?séle

di chl or ogf hane, "t ol uene e zeﬁ’é Hﬁer i n whi 0(451
nmet hyl ene Ehl oride is prefe’r ed 10 at a tenperature
from-50Cto 50 C |Y|"vvh|? >10 Cto 23 Cis preferregs
affords sul fonamdes VI "2rn step 2, the ester is (o
hydrol yzed using sodiumor |ithiumhydroxide to afford

the acid VII. ]n step 4 he is conpverted t

ani de VAC$MH? %%%R?@Ptmﬂaoﬂfsh@“a B dOf REBI&Y) %%& compounds of
grfooplady The amide alerivativeds \baralayailablhlcommetdgally &s @ogrhic mixtures or single

CI%}er\'tfoﬂ%rsCHr lp%pﬁ’e& gg m@ﬁb&@ﬁréﬁ&sp‘%&w@m&ﬁé ?’%nﬁ&al Iltéﬁjatﬁﬁé Instep 1,

t N@o"ﬁr‘fg@% derivatives Varggagedyigha ﬁlgfoﬁ}é chlpridstihipy aa?ﬂrll’%t@tesucr‘ as methylene
,cNoddlel 3@&6@9&5@ Forlens Héﬁzenl@ycﬁrl glhgR @ wislsh methylene chloride is preferred

If]eYn at r;or%r I d$&8 iq % i I h%%l So ‘%o{ V%‘ t"C S“llsj Cpreferréd affords

of i'de] "Chi'or 6f 6
t éplf@ﬁgmmegmj rlaﬁtep 2,H|:l§ esteras m@iﬁéyzed tsieg W|urreqrﬂ1@rum hydroxide to afford

3@@ ?Ugi \lflll' ith §f,ep ]l-,- e SEiP%ABRsertdY M‘a%ldermﬂ By&friﬂérﬂﬁd'fthg €eid into a leaving
I e Su Iroll 0
(P DY sy e s P B At ot i an

t @II@lbmnrofpmmha stenaeCaCualeyl fcolofofonmetebip théd ereaeittetalf @rbasé such as
AR MR AN, R-chiIRBIBh A RinE T AFRBOHT aifietrl@m+BR\ridine, in a suitable

solvent such as, for example, methylene chloride, chloroform, tetrahydrofuran (THF), toluene,

/

diethyl ether, acetonitrile, 1,4-dioxane, N,N-dimethylformamide, dimethylsulfoxide (DMSO), N-
methyl pyrrolidinone (NMP), or xylene, at a temperature of from about —30°C to about room
temperature followed by the addition of an amine at a temperature from about 0°C to 100°C,
preferably 20°C. In step 3, the ester VI can be converted to the amide VHI using methods well
known in the chemical literature such as treatment with ammonia in an alcoholic solvent such
as methanol with heating from 50 °C to 75 °C to afford the amides VHI. Alternatively, ester Vi
can be converted to the amide VIIl in the presence of an amine which has been treated with
trialkytaluminium preferably trimethylaluminum in an appropriate solvent such as methylene
chloride, THF, dioxane, toluene, etc., at an appropriate temperature, such as from about room
temperature to about reflux, or in a sealed reactor (such as sealed tube or inscrewed vials).

The sulfonamides VIII are treated with a base such as potassium carbonate, sodium



20 preferably 20C. In step 3, the ester VI can be
converted to the amde VIII using nethods well known
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ammoni a in an al coholic solvent such as nethanol wth
heating from50 Cto 75 Cto afford the amdes VIII.
Alternatively, ester VI can K& converted to the anide
VIIl in the presence of an anm ne which has been
treated with trialkylalumniumpreferably
trrrrethyla um nu n an a riate solvent such

R ROt Rl 1 B bR Gropa FoHETE end R where X

ams apfiHeapas ajr@ntierrtmeide,t fliceide,S didbridas dikysnifoabeutr raodsuifonate at a
t ?e%%[ra%rgr "%P%broor%f \Lr‘ré’.‘e 46’ ISC 'td'] 6@ ?%aﬂ)rgﬂrrﬁ@ %Cé Qbivent such as

smertftyhaam @ré@ldvr MI%W)@SUF@% eﬂmé\wrr'i?"&a%%et%ra@ﬁ"%@an acetonitrile,
P Q31858 it BleCih SRR Entamigeid |pt&€rr’é@aﬂ&956&%3% of Formula I. Alternatively,
Z%@n?r%{%g?/ 0?326%&&12 \ﬁg}} ag p%b anrelgosnug? as triphenylphospine, a
pdefielaraitapmpatR3and Riei én KSOIV@t d@ffnr %édtr%wdr‘sfum chethylene chloride,

' Q&‘ué#r@ 'whta eﬂ%irgﬁldroﬁpénqg br‘e?erreéﬂaké’ lespbia@R@t-6m @PC to 100 °C wherein 23
onate at a ur from23 Cto 100 C

ér%504§ "‘C)Ortef?”%af@r?sscoﬁrp@‘f FP PTHeL sol vent such as
nmet hyl ene chl ori de, di net hyiSshdnfedXi de,
di met hyl f ormam de, tetrahydrofuran, acetonitrile, 5
t ol uene where dinmethyl formanm de is preferred affords

conmpoung@s of Fornula I. temnatrvel sul® IdeR3 o
}_ﬁat edR®@ith tri §1 Spl sufh as
P oser—ﬁe—-a dial Ky az%)dl car x Iate and’/\ NH,
a sol vBpt such a trahy met hyI ene”
tqu;e@@)v\hexel trahydrofuran IS I I

pr eff@hred at a t enper atur(Fe)nfrom 0 Cto 100 C wherei n(r<2)n

23 Cto 50 eferred aff S CcO
For mul So0sme 3 UEHEHS SO e o REPERL BRPRIUS ppmeounds of
( RorniaQ. Ghé amidblidriviaBves NkiZrei avai@ble SGBmeriddHiR asBX¥er@ic niiXures or single
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f onam e compoun
f arvRgsdl- | Therﬁ@'nam"ﬁ éfedfé?aifekr’a\t“ W%@a?exs%?f‘ ESRPIASPiYE| G@rbonate, sodium
c Qarnsaﬁéte %luioyrdes&rkwmem .g vrﬁlc%bbté@&lgﬁ&arﬁdnﬁ@ i€preféhred and R*-X where X
oners rep re net ho e
° Dk, SR BLEL oPT RS, PLEUALY of e o o
| Xerapegatunedieore @3 U th 180 Pawkere de fC 4 6@0@ isspiplaifed in a soivent such as

m&echl&%' l&mretﬁﬁgdﬁ&mét edrm@ﬂhiﬂ%éjﬁde altéfr)éwdréfﬁrb@t @cetonitrile,

|n whi ch pot a u carb nate
et vBE SR Jh BTGP LB s, O Fomua X
c itemiitlely, ankiydss X fio neated owutra riydrgpiospinat sickat asa trlphenylphOSplne a

%ra%c}ft{a?ox@IEfewér?@Rcoﬁ Gh ;ggv&t ‘é@&r & é@ak@d%ﬁrr&o rfett Ci/%ne chioride,

rred sol vent such
AT TNSTAT A BroTR T PIRATER Pha ARSI & Fa Ay 01 Ui iinerein 23
acetOr &0 Pt as prefedtedesfierdatvempouhdseif errrfuﬂai XamAltkenatsely, amine IX is

pr ?f\?ehgf {% )@{rgrr%’ Q@elp&%ﬁ%égg rsedgétrvg anE;LA i¢h rﬁethod by reacting amine IX with

er na
t ra I@t%emﬁ@c@hy@ withc or \@@opqq%@qﬁ@ﬁyﬁ@g@prh@ acgtate/dry agents (such as
d'aﬁh%ﬂé@?@ﬂ%@?&rm@@(ﬁﬁ End APty éa'ént Ruéh FOdodRA trisdéfRytRFohydride,

t%%élgrqygygggbgro%ydnde or sny LS 8r|g> )QJrlde or the corresponding polymer bound-

NaBH,, polymer bound-NaBH;CN, or polymer bound-NaB(OAc)sH, or any reducing agent

(e.g., hydrogenation) that is known in the literature for reducing an imine bond to an amine, in
an appropriate solvent, such as dichloroethane, chloroform, THF, MeOH, ethanol,

isopropanol, t-butanol or toluene, at a temperature from about room temperature to about



tol uene wherein tetrahydrofuran is preferred at a
tenperature from0O Cto 100 C wherein 23 25 Cc to 50
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Al'ternatively, amne I X is converted to X using a
wel | - established reductive am pati on nethod by
reacting amne I X wwth a ket e or al dehyde with or
wi t hout acid catal yst/amoni um acetate/ dry agents
(such as anhydrous Na2SO4 or MgSH), and a reduci ng

agent, such as sodi.umtri acet ox [i sodi um

S inaT SR P EDou o I ARl DAL TIE' fofatves X are reacted
C (wtth @Sqmlﬁmjli cidorjge 1Y imea sdigamh ducB GasMedBhiene bloyidee Michloroethane, toluene,
ng%meg%lf&ﬂg%%rm %H;ﬂdd" %ﬁ% %pre@rre@rgf a temperature

uci n ra enatr on
tﬁ@m-rsp%tat 0 & 1 Fich 221K ok ‘e AIPIFRS) 356118 PTPecE Foeuia |
in an appropriate solvent, sghifie 4s di chl or oet hane,
chloroform THF, MeOH, et hanol , I sopropanol,
t-butanol or toluene, at a tenperature from about room

tenperature to bout WO 2005/ 095834 PCT/ 1 B200R/ 0 0796
-30 reflux, ef\gpabl ywHBr om & N,r,ooﬁwtmrrpe{tsﬁ
about 65C. Theg_deri vatives X are r eacted—w t

ene

sul fonyl chlgrijge 111 in a so[V t such as ne

chl ori de, xdi ghkor oet hane, tql benzeng,

di'met hyl f or fflawi de i n whi ch diRehl or oet hane i s (fanef erred

at a tenperature from-50C to 100 C in which 20 Cto

80 Cis Er eferred affords conpounds of Fornula |I.

Schene SshemeAtilusiratys pgthas sxitakls R3RFPaTRY. INeNppdiate 2‘ wiyigh affords

Xlsil;rf&éan(nla%)camédﬂa)mof(fmwa 1 uSBh RIEBI0ds ddstrivet BBéVRS Tﬁeba@ dé&rivatives X

Su' tgl ebe o] rglgrco rmcer%npresatresl le enanpomer [ re repared b
sarFaNam é&ﬁ%% forml 8" ou ?6’8 prepared by

deeetttrqdb el bipgpdn thWberaeﬁldtteeR&rre v ad Wslesml ereéorar@ér‘rpra@plé Xl using

C QRETRIaL Gali Ikyovaﬁm rtﬁecrﬁéna&,réqosw @sSﬁrheeg nghgs£ aammrraréatment of

I known in
R i R AU N TR A —
uSnorrg23 °ged hads wietd 60<EdwAO0 Tthis toheferted heatat inreso(VEabsueh agd methylene

cmoﬁ su% di ﬁ}yﬁlérzt)a Zr %ﬂ% R)ﬁ‘uréﬂc acél)llntrﬁé’\’l?&ure@te where

I
X1s aI or aryl “sul Tonat e propriate
arfeRds eramra@;aﬁoa@s dormpeHsis oAt AwIath, AleBTRIEY, EottEenRs X (whore X is
WTH)&vith @ tharfipho8Pin&siich aprtr&jhemw;ﬂhdsmeab demylafbd&amymemnd R*NH, in

SUCho[l\aersti me?the}/sl t%{] % el.{re%r Ingegtrylege rEﬁltoné/e ot engwh%?efm tetrahydrofuran is

or mam ac e
t cﬂreje*ree wﬁete@perra@m frp@ Cpiaetﬁ dpP &¢ V\@ferfe@r Cdorppsh isclerefgfred affords

F%Wé@d%f ple,lrrt“gg;(at i vel y, treatnent of XIl (where Xis

2 ti 2l P aop AR Bt P ke Rges 1 ST JBRESH cbove, e

S usartrthass bfethichlayedmad Hieacared aretehgre eitteer cdrhroercidly, avaibblegmewn in the art
L&y Btﬁérﬁ%@%ank%vﬁpcd oasPIshE Shétfsls dhat amll be apparent to those
nFerature omOC to C wheréin 23Cto
prsé &hip B a8f f ords compounds of Fornmula X The
st art i Myersanpsunds of Bsedild ) ahth ehepiheasetistessioivntihehe above reaction

S%Qt%r[r?e% rqg)z 6L |sglggd %99 é&ﬁflea IB? ﬁon?/}éﬁt o@?&e&{re%h&ha@egrystall|zat|on

not  destr ove, er co
a@a,chrgmp@graphg\mpqrﬁloph@ucarqs on silica gel, either wrth an ethyl acetate/hexane

elution gradient, a methylene chloride/methanol elution gradient, or a chloroform/methanol

elution gradient. Alternatively, a reverse phase preparative HPLC or chiral HPLC separation
technique may be used.
In each of the reactions discussed or illustrated above, pressure is not critical unless

otherwise indicated. Pressures from about 0.5 atmospheres to about 5 atmospheres are



or readily obtainable from known conpounds usi ng
nmet hods that will be apparent to those 25 skilled in

W b@sa93334 The conpounds of Forrmula |, and the PCT/IB2005/000796
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i nternedi ates shown in the above reaction schenes,

may be isolated and purified by conventiona

procedures, such as recrystalr1zat|on or

chr omat ogr aphi ¢ separati on, such as on silica gel,

either with an ethyl acetate/hexane elutlon gradlent
| ene .chl ori.de/ net hanol el ution

a net
c APET AN oRHTARI o) TP BIPHRE YR 4 ntfolhd atnosphere, ¥ pSferred as a
Almagteraiconvehipncea rever se phase preparative HPLC or

chi ral A"Lphgoéﬁﬂﬁfh@tﬁo%b L& %ﬂﬂr&@ﬁt uﬂ?@ﬁ(’uoﬁeor‘dﬁ&gmac!eﬂtlc%ﬁ’f&ceptable

of the reactions discussed or Illustrated
plsé”sé*iﬂr%)fl way, be dministerad teynaraaals yieneihgi %ﬂ? Prﬁth%@t”E%E' (such as
Pratsstihesisf riramivendas)t inBarbusaliam Sipieteasl tamdamaision 5techn|ques) rectal,

Sg’ﬁgﬁ%?ﬁ Eo%gsglaog?rfayﬁra%?ge( ngg ﬁ?{éﬁ‘lh ﬁ)lgl{sL %?Q ggllct% QLYth In general these

a@@upoumdsa@rﬁﬁ@stw@ﬁléablyu agminiséered in éqseasarxsmg framtaé@ut @ﬂ mg to about 1000
= Héiﬁ Fesingl ¢F AVIBY BEke8 i ot, ABmMOH Mo ges| pePliayh, réaﬁhough variations will

eI A
eitreéted, ab nell @s &ie, papiauiab@e af adrsnigiatienschogens trivwenegreedussge level that
I rktlﬁ LG AYd D ascmt dS améﬁ@% Mout 4 %fk&%&o@rﬂéﬁ*{ht G day, BlkSHR From about

t echni ques?} i nt ranasal
t Pieded gPoyt éO(bmg/ kg Podyestoht pRe diys s 'BCfSt %\esﬁ%lti%?ﬁ‘)‘p'?y%rt evertheless,
I Nammer 1ahy octchlesa)endm’g‘rmmrtds spdoies o shimaielsdingattdayed and its individual

ég:ﬁ{)“ %B(S%a?odméﬁca%%ﬁﬁ gs walf‘e%l JrHIQh(I I&Sé%f?tq%mace tl%’al %ﬂn&l&on chosen and

(utheet'me patofhand iniervel @byhieh pesh aﬂiawstramnt'ﬁé@rgw Qdr ilmseraminstances,

Wldbéage RS SQé\K/ tHeYOv@? frtie oﬂl@ﬁ&@éi&rah’é&ﬁa;ﬁ H’é&néi@ e&h @&equate while in
ect

dit
P bipe® S0 RBRT 988 e B el FHRLCEBE 7 rm side efecs
adrivided ttihadt Suom hidhes @psageideeleepre firstldvdee ite\selerglherhall doses for
' %dr'nfﬂnsfrﬁ%n ﬁl@&ﬂ;ﬁo&fthea@ﬁu\t/argnoﬁs BBl On bR éf&@r\’léntém&i@og&i?grange may

gﬁ )9 @?)P preferably from about .
t Be %Py 2 BySRRjP ngj’r S'Wel ght per day, is nost

desi r ala gon@mnidogfemla delaulan fohibk @sssent i@ntioatrayte adeijnistered alone or
O%P&Hmbgﬁag&{‘@hﬁ‘ | ul % ?QC%P aglé c%ﬁrle%nérr[}ﬂher@seb)pglther of the routes

treat nd |t esponse

mBteVierste fgicatgd anélsucfa@dnawstm@n Wpée garigthett iragiedie pcapitiple doses.
f @nmleafsnaaﬁxao@hmae@r@rwm&&dd Mdtdmna%.tao&rﬁne@ atemelaanwuyamhed:a and

. var, ous non %xxc rganic scr)] en‘i C. 'ﬁ‘un plhgr Caerzurtl ag p s'tl sr%or HE ombining
| nsf ances, 8(988. e Y éF nlaﬁ F \(K%rp q ?H H]F ¥]%
afopeeRsliod roarioe ﬁwyul@)d POrae phara\ac%@cﬂmaﬁceeptam salt jthrereof, with a

Obhﬁ‘ha%@eﬁly %bépkableaﬁlgﬁ rcal‘#lgls Q:%n W B?eeregmléai)fﬁ‘ﬁ%té%é l'hoé'tvarlety of
usi ng_any ed that

i de eff
FRbmiar i S Yerotlpe PSR B, RS PHE pobdet, pRvas, sprays,
s oehins dadves, sbippositaies jelliest gels,ipasies, otionsy lomtrbentsh equbmys suspensions,
Vﬁ{&téb%%lu?ﬁeghxﬁ’ﬂ SE/IIGSS 8&1‘19 E@%QW&Q&Qr g%? P%mé@e@g&zl Wpositions

Sicain of nary's
c B Ba Al S’("ﬂ%erlféral'?ﬁr'lo%tﬂqvoréf‘ the present invention may
be admiFot shiefdathiidatidre tablets ¢dﬁta&mgman@.tslempxm§ buch as microcrystalline

EP?LQBg e%&dﬁLﬁnalcante 8lgﬂﬁ1ap.érgon%?ﬁr rdlc%rcg Posghé{g ésﬁ%}]ne may be

er-’o tes révi ous
admplayest aleqg vth W@ﬂ?uskﬂis'@wf ﬁﬁt%élucdilﬁs afaﬁcfsﬁpreéqr@blmom potato or tapioca

nBﬂaFth'n%ﬂ@%@lﬁlﬁ)se a?(jllhl& ab %n@ h&fa“Fﬁé‘cﬁ‘rhﬂiéx%icat@@rtégeﬂfeS with granulation

[, ud [id t
BPES SHE SO MVBIES T cbpte GPRUNPY S GartiGiogly, bricating
Theeryiﬂwaluqma@emagrmlurmdnwetel sodiurs Iduny! reeitetd \and datbiarg nffen useful for



a conpound of the Formula I, or a pharmaceutically
acceptable salt thereof, with a pharnaceutically

w@ewsprsbl e i nert carrier, can then be readi| yPCT/IB2005/000796
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adm nistered in a variety of dosage fornms such as
tabl ets, capsul es, |ozenges, troches, hard candi es,

powders, sprays, Ccreans, sal %5, suppositories,
jellies, gels, pastes, lotions, ointnents, aqueous
suspensi ons, 30 injectable solutions, elixirs, syrups,
and the |ike. Mreover, oral harnaceutlca

&Wﬁggigtqumqges n’%ﬂ}ld Bgmgqﬁltp%pff gmtt@ﬁéaayaﬂipl l?ﬁ,employed as fillers in
f lgaratat €ghsulé0r Prefeabd adterialb #i thatcbarectidndidielesactasatoamilk aigar as well
Z%F :h@t‘fﬁné)geéglgrp dﬁ%{rtn %81?%{@21?% Ml?&%%{ % ﬁ%ué Qﬁpensmns and/or elixirs are
didesited fom g5 oapsmiaisEatiand thel petive e'ngfﬁ?efﬁemaérﬁfﬁ 69Bbineg) vy various
WistvBet¥rhd &U@vcﬁliné laBérRg cabliry rdtehodd/es, taaﬂ Gi’ﬂso(d%lfb‘deérﬂ@&dsymg and/or

t t 35
o e Sortsoin G I BEP R BB Taras; SygiLiHglvene oveol
V\Agtyherglrmd véargus Gire cobquam therepli as

pol yvi ny} P%(réﬁteﬂal JORRistrate, rs%monsgsdnémnﬁ AR RAS | 'omathe Formula | of
Addi ti ona bricati such as nagnesi

n
stiedregeat 'n‘éeﬁﬁ‘i’r\ﬁﬁal pgar,rnﬁcegﬁpl{tygpgepgmﬁa selk fheregtia edfter é(la?ame or peanut
usef il agedus Vo RKB/ dB5BE4in Ritdrild BRbs BAGHAE may3id employed. The

t %gue%{lg EH&IORQ Erpo%?'debse ﬁu%ﬂ @’ d&ﬁgl%g%?z}? eFatogrﬁil g‘?éat:% tr‘?‘énrg) 'lf ﬂgcessary and

céﬁﬁsm dﬂtpmeflréfr re@aerﬁ%t'%ﬂtqnw witf] ﬁufidq*ﬁnk S@@ﬁrpé@!qceﬁﬁ These aqueous

| QGIUMQ\S ak@&hl@ﬁ@ f&rlntfﬁvbﬂﬂ)u§ M@éliloraﬁurE@els Tﬂé oyl ﬁ)hltlons are suitable for
en a

o Sugeehn oy B b s eGP py P, SHF Pleberation of ai
adiesaissititicas iupdgr stdiée enotiitions is repdiddaasamplishgd Mestermm phegmaceutical

Wtééﬂm&@és'v@rl%némﬁt‘ﬁ@rﬁ;s@@l’uﬁ& lrptrhefa’f’[avorI ng agents,
coloring matter or so desired,

enmul si f pﬁ:@map\@pé,of Féﬁ%hﬂf ﬁ@ %@S@m @V%‘@O%{q useful in inhibiting Ap-
t Q)@ﬁﬂdh@l’"odﬂbttoh (BUS; @aﬂtﬂa%&’é&s@éctvm ﬁ.‘lrmarﬁhﬁlémaﬁh iherefore they are able

ES?TELYF}?E Sq lﬂ}lCOleUt'C 9%%5 Irl'lI e atlne% et IOP lths #ot%ﬁ}enth(ned disorders and

Her'do aren er al mni s
sdisaase@msal‘cafmtaq’ memgak conpound of the Formula | of

the pres et MeRPbLRN oPthe B MR "REHUbE Q@{eh')ﬁnékp&ﬁi%@@l,% -peptide
salt thereof in either sesane or peanut

- GLRSUHON S5 0B PPBRESIGISSRY8 KN Priase of ?fﬁ@awb'&&}ge ar,for exemple the
S Gkstys aeserivaabelner. enpl oyed. The aqueous sol utions

shoul d T}PIS a%WI aok?lc}ém (H]‘ndg ? (P rﬁL%rlaafltM Q)'r_tlzsgrqteiﬁ\;e%ﬁon in inhibiting
t han 8) essar T Gent fi

r @ﬁ@éﬁé@crﬁ?é‘? eetivity Wes Hetgrmlrfqdcln é‘rﬁo'@ﬁiﬁ%@efﬁ?ra@q B’@B@ gtion generally

ThesfdiRg wehl Sdeséribhéﬂ @Olﬁecﬁ eMslnti@bball @BI-irdd ERYRNRHS-secretase

t Gy e SRS BB VP' i irbeat apbdR Sl o svon assa

i p@pdunds opthe possest lnﬂ'dmeorpwerpaiemrnnmad ¢n‘ hadel anllEsot dndigly for inhibiting
?aHlHa%ére{éQgg&lm Slrlla tcrjlglpggdu'i '1@6‘§hldrc§n Iﬁ'aquéf)érred compounds of the

onpl 1 shed har maceuti cal  techni ques
mmmntl@ﬁcwmcqnapovﬁ%%taatgfm P%%f”]'rl?dtt‘h Bavgran, 'Cspr?ét've,tbf?ﬁmwagg gamma-
Ofsefrotasaihdtivily dBfes§ then psRs B Mlicrénmatgnt i on are useful in
Igg:]rlrrgl ?gcgf%lf B)?%plle%elllt%grgtgutﬁé ?%elgtt ﬂ\lll&aor{ he lt |s to be understood,
t theyever.ethatithe 'nVP@iIOﬂu?ﬁ:fq”bﬁe%bQ%@?f@!p@tﬁﬂ|9é ra@féﬁtlrs thenclalms is not
thﬁeﬁd@@ﬁiﬁ@ﬂmﬁe@ﬁyﬂw@%et@ﬁéﬁf@i@‘&tolm%@iarqbléé)r ders and 20
di seases in an afflicted mammal. A specific conpound
of the Forrmula | can be determned to inhibit
A(3-peptide production using biological assays known
to those of ordinary skill in the art, for exanple the
assays descri bed bel ow.




The activity of conpounds of the Fornula I of the
present invention in inhibiting 25 gamma-secretase

Wa@ewswdisg4 was determned in a sol ubilized menbPeEnEB2005/000796
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preparatlon generally according to the description
provi ded in MLendon et al. Oeg -free assays for y
secretase activity, The FASEB™-Journal (Vol. 14,
Decenber 2000, pp. 2383-2386). Using such assay,
conmpounds of the present invention were determned to
have an 1C50 activity for inhibifing ganmma- secr et ase
activity of less than about cronolar. Preferred
compounds of the 30 invent iPoapagtien tonpounds t hat were
det er m ng. @'4 E)Hor%qg\éﬁzérf\@s If%@arﬂ%) 3thteB(\(l El%f)lghle le@ He'tH'\}gester

ganna- secretase act Oor Tess th
ni cr onrA{pino- ?rﬁaewbprpaw'ﬁ@c'%ﬁw &stey s ‘?J%ﬁ"l”ﬁ@ & ?ﬁénL of methylene

pchISﬁclti dngvest redtionl tchérged Owithe tmuuq,m"nsﬁsaqd 97 .lnovve’v &fimol) and 4-
ﬁl&)rogg‘nez.ehegﬁ nyfc l’ldeaa§ Otd'l ! J]'IXPt reac I%{"I Ils;bgl(:)\ge(f3 {o arm o roo?n tgmperature

b)m)t e s@r@Qdan\qegngb][t {I‘Ihperefagtloh mq@gc@m|$glumMarbonate extracted with
2%@9@ B4R BIAA3LIARR (R Ge, and SoredRPHRIIAS vacuo. The resultant solid

Pr e

SRR P Bonstavesetosianes o E58. 5h 8 SRR oG NI ( 100
acMIsz @OCIBY BS.B.Ss3248, 524 AtA7H0128.§heB Y] 129rfo p2ohi185.4c138.4, 139.4, 171.5.
MR yda. 1e,§;ze(qv,+|1ﬁ di ssolved in 25 nL of methylene 5
chloride and the reaction charged with triethylam ne
(0.97 nmL, 7 mol) .nd_4- chlorobenzenesulfon Ichlorlde
at 0C. The react i ow oradhenyllpsetisacd melivhe
tenperature (rt) and stl rred overni ght. The reaction
i s queriRhisdinow4-fhuosophenn)-bietialabio rvass ereater twithcli@dgasi (Bd) dissolved in
m?uliémgnglnﬁ r&g'nl'n %ﬁ&‘?aturgrfble%l 9&% %ﬂg régaﬁf‘i‘JMxﬁIrg waé”&s#wcentrated and
concentr at e

I N vacuo | tant

t raﬂ??ﬂ“%tts%‘aumbﬂ"?rb?m}@t“fﬁlage@( %ﬁt\ém‘?eg!'hﬁfe@e tyxtgegemaiaeq pasic. The
t iahhébué elypoststextradciéd MR timet Gth ll&thdmetr@EElm)a c3bibed extracts were

ggd (l\?%gé‘;) f%g7 ?Ceggfgtgi/%ﬁ%;éﬁ%l_?ﬂe co [.}9#133 %32 9an 6d|l lﬁ-ﬁ\ll\l?R (400MHz,

( DG S0((r-sf Ridlo B 67 fh 8HY )58 &% dH), @.08dind2Hyel. B /(m, &kl er
(R - Am no- (4-fl uoro phenyl br g,%g,brpz acid was treated
with HCl gas_ (8 di ssol ve |n hanol at room

t enper at ur e FF24PRE &

conce nt’rbat(eatha:mjbetﬁemummmmmom pu*mnwm@'dmrmtdewm ester (750 mg)
acﬂsdgcgje&‘ l??rjnL oFaP?oM 'éolg{lon mﬁqoﬁ W ﬁe{h?ﬁml ﬂ'?edreE&x%h fs heygg for 48h at

UEOUS T'ayer vias extracte
dl 810 srelpithErem temmeraiuserind lge éSl't’?'ﬁ(f?’Qo‘ﬁéf efhegepudignt solid is first

( Na&S@é)mtﬁetﬂyma@@nﬁlfeaa*de&maﬁérotﬁ@rdtébemthl rhétByléHR AR o dFovide the

348 brtpobiy MR o, £0505) 33 o6l ' Brost g 00 v, 301

2d, 1Pr &pdrt&tinand25.20iz), 3.95 (dd, 1H, J = 9.0 Hz and 5.0 Hz), 7.05-7.15 (m, 5H),

27(3& 7@@(9{94 sR7ESE3 Y8 (o) aig¥ab-13nRNRRY). - Propi onami d

e 2-(4- Chl or o- benzenesul fonyl am

|no) 3 phenyl - pr opi gn| _‘750 ng) is

added 10nL of a 1. OWS6IRTS LRRASEY

The r edoe ltlﬂﬁmqrrmotnrmwmrémredm rlheatxaanEQt Prepmted 2tumllzmgc(R) amino-
W@ﬁ%ﬁ) ac%‘ﬂg a&@‘?ne?tﬂ)l \4@(&1 torﬁé@%%dde3|wéa%r5&§9| YR (400 MHz,

first o triturated wth ethyl acetat
f A0 €d;304n d Hi- et (Brrsi 1k Q{QééPr\ﬁﬂf"P\ r?ét('ﬁy?'@né“%ﬁ‘l‘ @H-de

to provide the

C




25 title conmpound. 1 HNWVR ( 400 MHz, CD30D) 2.70 (dd,
1H J=14.0 Hz and 9.6 Hz), 3.01 (dd, 1 H J =14.0

wo2008/005334 4 Hz), 3.95 (dd, 1 H, J = 9.0 Hz andr&I/B26ry000796
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7.05-7.15 (m 5H), 7.32-7.36 (m 2H), and 7.53-7.56
(m 2H). M5 339.1 mz (M1). (:5)

2- Ami no- 2- (4-f 1 uor o- phenyl ) - acetam de The title
conmpound was prepared in the manner of Preparation 2
utilizing (R)-am no- 30 (4-fluoro-phenyl)-acetic acid
met hyl ester to yield the desired, product. I HNI\/R (400
Mz, CDCI3) 5 430 (s Hg—ﬂﬁigh (br s, 6. 91

] ) 4 behIH 5
PCT/ I 82005/ 000796 - 34 Exargy, %tﬁfl Loier
4- (1(1- Car banmoyl - 2- phenyl - yI)-(4-chl or o- benzenesul f
onyl ) - Wé&'utn&ﬁéfhr}‘dhbnmgﬁlr% @%€0rsg, et ybl) EISI?emL-EQteﬁahydrofuran

SO| C{Qﬁgglfso?rg?y S%V %’ng ag% Ebfﬂss T%(O 43,8.5“9 anqotg% eragtbo)?lstlrred for 30 min.

az‘rcodhe: aedotioy’b aadded 0.408L ot fetr@hybirafurah, ) (2dfrchlerhdenzsaetuifarylamino)-3-
fphél{ﬁgroﬁlgﬁanﬁ&e [F5Mng, 0XOmhi38, &fRaRLthPA-HydroRBbERBale: ¢3hE: 0.4 mmol).

( Al htz %a{rg}?ﬂndg %I%wéé] ?)gqtpégldq) fogﬂ‘ytprg%rﬁwe (§). and stirred overnight. The solvent is
p hehyled o [Heorautaotereidie paifiedby sieadde) chramdtography to provide the title

”%BM?&u‘nﬂ.‘ !@IQW%@EQW%F %éléjggs &f‘sﬁﬁ“ﬁ%ﬁ 127'?912 8 1289, 1290,

reaction is a atur t)

arl@9-3t 1206 tP%% 4358, ghe-1. 1S 1.5 dAR-9: 191.0r Madied mézhél\"’ﬂﬁe
resultant residue purified_by silica gel

chromat ography to provide ﬁﬁ%@@f—'?—q—% 10 compound. C13

NVR (100 MHz(R)}CHEICBradiengened@forylarbiBod2-ptehyldcetd@ide 1,

128. 8, T})Z% @utlo%ztg [9( -)- 2;'5\%1%10?2 pI'I]e%% a@etl\é%% (80?_ oll\%{_iri)150 mL of

138.1, 166. 171.0 487 .
PH%W?I oq;hloglde is added tI"IethyIamIne (6.9 mL, 50 mmol)” and 4-

(F&)wro%bérﬂzeﬁ}wf@fmhbﬂw m&s‘guhﬁ oRMbIpET 0°T) - 2he heiaydn- BORI@BE to room

( ge%e?atirﬁsaﬁ%%.flrjecp ove_rl_rgq?t TPIe ]{eaA{Fqgng 2%rPcF§£ é/lﬂ& %(?ﬁ&rr?ﬁ?cgr:ggnate and'
adm%mllemmcblpm ig afigded. (I'@e golig is fllmechw@pljedamtlj wpter and ether and dried in
c b0 eRFrBSIElsf @BYhE EIIl@Ean&uﬁ@ 439 NN@(IW@AI—DZ 8b3d6 60.3, 127.3,

stiepncieod, Ui S e 18 10 20l ohb iy o

sodi um bi car bonat e and met hyl ene chI oride is added.
The solid i $R) sLasd jantinox@(eflucerdhentiiracetzmnide

dried ife ¢ t’ﬂ@%b‘%&d Rﬁé&véyqﬁeétde’acgor@fn tihend f%ru:&ure of Preparation 3
conmpound. C1 VHz, CD3

123g1ppylngz(§) 42 arﬁ_lzg-z-(ﬂ-ﬂtioztgp@enyliggetalr%ldq_ggd § ch%eqzengs%IfonyIchIorIde
17%@ afford M ddded brodliat. @rJ]IHM)z |(4(052)\AHZ) CD3(()D) ?Céll 87 (s, 1H), 6.94 (m, 2H), 7.24
2- onvl am no) - 2- (4-f | uor o- phenyl ) -
5é%$ﬁpgﬂﬁ$ Epf%ffqﬁéonpound was synt hesi zed accordi ng

to the procedure of PreparaEkaepl®2 enpl oying (R)-

2- R)-NQccdrdatholil o yRmBIRGINYA-dHiR6- 8 BEh &8Il amino]-methyl}-benzoic acid

4- chl orobenzenesul fonylchlori d to afford the desired

product. | HNVR (400 Mz, ¥ 4.87 (s, 1 H), 6.94
(m 2H)To &/saR4ion 26triphen@pospiing (48ahehg, 4R, mrdotRin 0,7 hD 3j tetrahydrofuran

Egg g &%ro%yell re;lz_)odllcarboxylate (0.04 mL, 0.2 mmoI) and the reaction stirred for 30 min.
9

th I) 4- chl or o- benzenesul
CegHoR & aqqlg%/ ﬁ'f}ln}'- ?fy ?I?BVQ:’O ‘al'@f‘o( YRty pro@gpzgpesulfonylamino)-2-

phenyl-acetamide (32 mg, 0.2 mmol), and methyl-4-hydroxymethylbenzoate (73mg, 0.2
mmol). The reaction is allowed to warm to room temperature and stirred overnight. The
solvent is removed and the resultant residue purified by silica gel chromatography to provide
the title compound. C13 NMR (100 MHz, CDCI3) 49.9, 52.3, 64.4, 127.9, 129.0, 129.2,
129.4, 129.5, 130.1, 133.5, 139.7, 142.5, 167.0, 171.0. MS 473.1 m/z (M+1).



To a solution of triphenyl phosphine (48mmg, 0.2 nmol)
in 0.7 nL of tetrahydrofuran 30 is added dii sopropyl

w@2wdiogssboxyl ate (0.04 nL, 0.2 mmol) and t he PEHTB20GI000796
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stirred for 30 mn. To the reaction is added 0.4 nL

of tetrahydrofuran,

(R) - 2- (4- chl or o- benzenesul f ony#ani no) - 2-

phenyl -acetam de (32 ng, 0.2 mmol), and

nmet hyl - 4- hydr oxynet hyl benzoate (73ng, 0.2 mmol). The
reaction is allowed to warmto roomtenperature and

stirred overnight. The solEX@®Rei28 renpved and the

r es (R)t4ant anbesbieiyatt-pHeh @ HmbyiyiB {4l chido-lssdlzenesulfonyl)-amino]-methyl}-
chr omat ogr aphy to pr OV|!ggZO§5 dgﬁeté !!gé’gr conmpound. C13

NVR (100 MHz, CDCI3) 4 127.9, 129.0,

129. 2, The fite cpmppRe! Bas AreRRrad emdayig) the gycqdure iy Exgmple 2 using (R)-
1 @7 f—?kélg%%%n%gg;%@oﬁy?a?mﬂo -ﬂ(:%-'bblen &80 095334 methyl-4-
m wvamﬂ}v{beﬂzoafeq%a%%imdfg%d@f%ﬁ UGy %?39“?53'65{%?@%({9%@& CDCI3)
z 919, 823,064.4,d16.0y 1 16)2, ART.A012%- NERAG] 129:6, 18001 32.1a180@, 142.3. MS
mebhyl,e +q? The title conpound was prepared enploying

the procedufe in Exanple 2 usin éR)_ 5

2- (4- chl or o- benzenesul f onyl ﬁéﬁmgs‘z- (4-f1 uoro-phenyl) -

acet ar)-2lg4-endroihbanesufoniyaiopaeiieriydnibeive etz @)-rainol-2-phenyl-
afford the desired product. %@i@&%s“ c 13CNWR (100MHz,

CDCl 3) 49.9, 52.3, 63.4, 1 16. 2, 127.9, 129.1,
129 5, Theditlg corm_g@n@) wag_:pgepgregwpg)ymgzﬂze Brocwz@re qggueg nmEzample 2,

e@% aﬁm%rﬁb@ I-phenyl)- methanol to afford the desired product (10mg, 3%

%W@W@&*@%ﬁ%ﬁ% 505, %9“(% h %éhlﬁa RPLR Te5dY, 120.3,

cdﬁ&ﬁmﬁﬂ 20433.9 118D Ar188.7e1dfl40 1 Infg My 2grroe ddtitle det ai | ed
deS|

in Exanmple 2, using Exambple 4

-Hf = i { rSipRbe C %en I-
CDCIS 453 501 640 64&ta 65 1290 1291
igg i T]?%%tlg R?gabi‘?é%% ﬁ;{efg%&%npl&@ tﬁe P%%édu?e détgéd in Example 2,

( Rping (4- mrp@nliwwmg@wzpéﬁ@@uwlﬁwl to. qftspr P steeiredrirodugt (189mg, 43%
h)&ieﬁ?e’fwMNR ab MMz 2pphe syt -5 sBars4le, d?fv_e 1b8.5) £9.0, 129.1, 129.2,

Egga{#ﬁ,z“@%& 1%%2&956@' OYNP e P 955w e detai led

(4 nor phol i n- 4-yl net hyI phebydmpler®t hanol to afford the

ggsé: r3)9d p?F%dZJI@Enz(vﬂ-(ZszﬂBro-tf'e%z/éneth%hQiam|A@1%Bn\(l%@&am

50
129. 1, TP299~°'1°2J“°” AR % - i%?fO"Ee”ZfQ%SUlﬁO“VEE%‘O}% pﬁ}gy?ace’tamlde (350 mg,
1391 éhmol) Thl4 ALMB diibthyformamidé Miel ddde@Eoamgylbeonbde (0.18 mL, 1.1 mmol) and

( @otagsu[lrg%gléx*a'téé?%_mgoﬁ 97 5' Srgé&&%é' l')eai%moo&hlgl% a@g@’@ poured

-ace ut | on
{ gto ety epachinstla arbetiPFisf it mekupne chitidey The compiged oroanics
d%ré 354Y \Wieh sobliutn iede) cariderftrafld i fvacliofratdinefresurranti rekaduar mirified on

B%H%t"ﬂm{rf%%n}‘ & p(r%vno%%h{rblle #ﬁéogﬂg: 132\#]']\(}{,? éﬂﬁt 8%3) 50.3,

o\ﬁér8n|1@'h6 ﬁB%O@BGp&&(@d291 129.3, 129.4, 130.2, 133.9, 1368 138.6, 1394,
171.7. MS 415.1 m/z (M+1).

Example 6
(R)-2-[(4-Chloro-benzenesulfonyl)-(4-cyano-benzyl)-amino]-2-phenyl-acetamide

The title compound was prepared in a manner analogous to that in Example 5,
utilizing 4-cyanobenzyl bromide to provide the desired product in 50% yield; 13C NMR ( 100



into water/ nethyl ene chloride and extracted with
nmet hyl ene chl ori de. The conbi ned organics are dried

WoRas/0s384 um sul fate, concentrated i n vacuo, aPdI/iBe0s/000796
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resultant residue purified on 30 silica gel

chromat ography to provide the title conpound. C13 NWMR
(100 MHz, CDCl3) 50.3, 64.8,73%27.6, 128.4, 128.6,
129.0, 129.1, 129.3, 129.4, 130.2, 133.9, 136.8,
138.6, 139.4, 171.7. M 415.1 n12 (Mrl). Exanple 6

(R -2-f or o- henzen esul f ony

heZabeb i st SE Theh SRu ML 1FE Wop oo, o1, s,
C agROoUBd SRS . 2p I Bp@R IMS4ont raz aAner anal ogous to that in
Exanmple 5, utilizing 4-cyaag yl bromide to provide

t he desi red product in 50%y1—

2005/ (Ry33@4ePBTyIHERpOSATHorT : B

63. 8, -’Tﬂr@tltYec urin edla"s\gdelalleé-%gE%mple 5, utrllzmg1 -bromomethyl-

}%?;@%p&%@ég@éé c?’ﬂamgﬁxre Edghie |%§§°9 (y@Jrog’gsaNMiﬁ (o’ Mkz, cDCIa)
(84 56346 Botly 65. be‘rﬂb)ﬂ )28.8,-18B00F29- Hhd A2 BNEOW, idh¥| P44nd39.2, 150.8,
| Q? ghﬁm{ yAGpLgm ide 5 The title conpound was

epare detai I &d in Exanple5 utilizing
1- br omonet hyl - 4-tent - butyl—’@&%&e to afford the

desi r egk)-pU@Hdro-bénza@HuNtingl)-th-cyAROMVRYI}-rfiBolM-shen T t&hide

31. 5,
21,5, Haflo iy iy dps bl phiabyonomany
4‘pgnzpmmiezto( mq the@ggmﬂ rogyict iy 49% vield; 13CNMR (100 MHz, CDCI3) 49.3,
('8|)3721{id‘r ﬁblgowwememaaglhffzgﬁ )1263; ¢3tamg+doemzuyi¢ 9715, 133.6,
itle conpound was
g%i 1%8% ﬁoogetﬁ\gsf,?%ﬂodj 4?( f‘rpl e 5, u{rlpl i zi ng
3 br omonet hyl - benzonitril e_xgm_m ord the desired

p r 0@‘)‘ Qt[(4 'Zd'hlo%) %%bﬁsgl?ggl%@%gg&%OWenzm%m 'ﬂ@neﬁvl—acetamlde

130 O ng@thconlpgincgwasl%rgp%ed a%%e%%le& 'nl@@nlf’ile %3@“2@9 1 bromomethyl-
171erf9wrd@t%4ﬁ)b&zaﬁezto(dﬁﬂbﬁj)the Hi&sirknt anpluet i® 49% yield; 13CNMR (100 MHz,
DC%?) %'Z' Oﬁgo’? ﬁq%ybf Pz’!aya’ )1’264 b5d 4| %roo"f?é'?o%@é 138.5,

acetam i The title compoun
§3 ér ér é7d %é‘”%é?ga‘? 'I“éYdM*h) Exanpl e 5 utilizing
1-br ormrret hyl 4-trifluor omxla@mﬂbenzene to afford the
od .

A ﬂlﬂ' 0]-2 .-1-@:‘\ ?gcetamlde

130. O T]JSBtIﬂE CQJB@)USd \'1%8 p&paregoaqggtageng @xaI”PP 6, uifizing 4-(4-
4%90n%nfg -6 )1, B3R RR S0l B afford the product in 8% yield; 13CNMR (100 MHz,

| zéow it 5 Mot Al b3 beda 4 TGS, rams, ra0s.

t i188.8, 1368:5ptRAR] 1688, 171 epMSe@wsn/déMm)l ed in Exanple 5,

utilizing 4-(4- brononethylgphenyh)-[1, 2, 3] thi adi azol e
to afford the product in 8% yreld; 1BCNI\/R (100 MHz, 25

CDOI $R):3§4-Ghlowenzenesifionyl)-(4-9%ezgl-2-yl-henzyil-aminol-g-ohembacstamide
129 3, ThaOtitk, cddfound Wa9.Mepaikdlad, detdi@3. B, EdBHIH,5 utilizing 2-(4-

romdme:]fhy?phe’nyl}7>gézglé té\g‘folll‘(? %eQIﬂg{cémE)MFa)m 4% yield; 13CNMR (100 MHz,

CDCI3) 50.0, 64.5, 126.3, 126.5, 128.6, 129.2, 129.4, 129.5, 130.1, 133.6, 138.7, 139.5,
139.6, 171.1. MS 482.0 m/z (M+1).




Exanpl e 11
(R)-2-f(4-Chl oro-benzenesul fonvl) - (4-oxazol - 2-yl - benzy

wO 26081093364 - 2- phenyl - acetam de The title conpoRCIBIAES/000796
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prepared as detailed in Exanple 5 utilizing 2-(4 30

br ononet hyl - phenyl ) - oxazol e to7afford the title
compound in 4%yield; 13CNMR ( 300 WHz, CDCI 3) 50.0,
64.5, 126.3, 126.5, 128.6, 129 2, 129.4, 129.5, 130.1,
133.6, 138.7, 139.5, 139.6, 171.1. M5 482.0 nfz
(M+1l). WD 2005/ 095334 PCT/ 1 B2005/ Q00796 -37 Exanple
12(R) 2-f (4- Chloro benzenggﬂqﬂ}%é%yl) [4(3 methyl f1
2,4 2 beng ; 1:224]oxabieri :

The t|t| e conpound was pr@%gleaqetlamldghe manner outli ned

in Example 5, utilizing 5-(4 5
br ormng{‘)“ﬁ)?f'e Gy was ﬁ’fﬁ?aﬁﬁq inthe panpepRYined FpFxampds 5, utilizing 5-(4-
afbkamandittye phpngigteetettyR] 1, bAjoxpdietdl to b#ésd MdbrodutOR 1izsield; 13C NMR

L0, gl 426 Gy St b g £, o,

14338, 13@@81@7 1486, 9168971?049 WS4 W6 ‘@7n11r12/26ﬂ%13)) Exarrpl e
13 (R) 2-f Example 13

corrpound was prepar ed in the atanider outI | ned in
Exanpl efhé ¢|tlé1<§dn%doéhma55pré;§ared in the manner outlllned in Exaﬂple 5, utilizing 5-(4-

brom)met -pe met hyl -2H-tetrazo

"ﬂﬂﬁt?ﬁlﬁéfe H)- %ﬂyb?*&fetfﬁioéeg%éﬁ?re thawqm 19% m Diagnostic
CD@BIMRC{!X)O?IVIHE@EIEB)BQ?%O d, Bé.sM26M2626(7, 1227, 128. 81?1&281294 130.1,
1qggg,13§%91&,1 13p;1, 139.4, 139.6, 165.1, 171.1. 15
Exanple 14 ' 7

(R) - 2- ((4- Chl or o- benzenesul 2a8mple)i4[ 4- (1- hydr oxy- 1- net h
y!| - @-byla)crngssatnadtfdni® - -hpae V1 -meRGIEAIMHARyI)-amino}-2-phenyl-

(R) -4-{[ (1-Carbanoyl - 2- phenyl - et.hyl) - (4-chl'oro-benzene
sul fonyl )-amino] - et hyl }- é%%%?—% acid nethyl ester

(300 ngR)-B{l6 SrameEn)oyk@shedyistiol 4 dhlom-bemdendddorat) ehntifogmethyl}-

S |
| ‘r%ler'agloiec?iﬁzld A&, ﬁ@%te?&yob%jg 0%3??‘1“1&)%3%5\;90? g% T rﬁLthe solution

wa
- SR £ MR P%Ihwag %Mewpéﬂntdt?ﬁhyh%h%rrﬁo 6%‘ 48 areqlowag added and
pdret reantionf mivied) Bias (sBirr€B ak, 45miin. InarD biditkasl pataed orm@MgBr (0.63ml,
af ﬁ’rmd?’)%s%dédq%dr gfe%%bﬁm %? Qo%%%e@eﬁ’éﬁeﬁ lbz%fow addmon of water.
a t1on uenc reacti on m
d |Th%ﬂwcwdt 'ﬁa%t'qm éwﬁlsre 358 Gl'trwqaw@‘aaqs@ﬁteﬁ @da'ﬁdb'@%(bqnat?t%d extracted

Wiwith ditiadrbmstasmel hanger Bf'y'(n@r (%ﬂwmn@ulfﬁé)d{tHé{jncﬁMblﬁéﬁ €rganics were
ntrate

i hed_ or. re 25.con a
ngrfcf% ﬁth:Taget‘dlqg)nano%'gaB‘é'pf atlog Yt St SE?'E%] Y if@% %&%&c’n hexanes)
i Afferdacdhiia)(10%ield) efdiok Bie compqub0% yi el d) of the title
conpound. Preparation 4  preparation 4
(R)-2- (2, 2-Di ng » v
D-(-) - 2- Ani no-z AN 2 ”'C #REE) was
parti abHy)- ZﬂArBISQHZ\pB&yl acemndie (1.0g, 6. 7mmo|) was partlally dissolved in 20mi

dichloromethane and treated with trimethylacetaldehyde (723uL, 6.7mmol). After stirring 20

min at room temperature, sodium triacetoxyborohydride (1.77g, 8.4mmol) was added and the
resulting mixture was stirred at room temperature (rt) for 18h. After diluting with aqueous
sodium bicarbonate, the mixture was extracted with dichloromethane. The combined
organics were dried (Na,SO,) and concentrated to a white solid (1.43g, 97% vyield). MS 221.2
m/z (M+1).



30 dichl oromet hane and treated with
trinmet hyl acet al dehyde (723uL, 6.7mmol). After stirring

WQ@Q005/093336t room t enperature, sodi um PCT/IB2005/000796
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20

tri acet oxyborohydride (1.77g, 8.4mmol) was added and

the resulting m xture was stlrred at room tenperature

(rt) for 18h. After diluting Wt h aqueous sodi um

bi carbonate, the m xture was extracted with

di chl oronet hane. The conbi ned organics were dried

(Na2SO4) and concentrated to a }/\lnite solid (1.43g, 97%
yield). M5 221.2 35 mz ( 2005/ 095334

PCT/ |(B22UB/E0FShzeneBBifofy a(PH- daméﬂivl propyl)-aminol-2-phenyl-acetamide
(R)-2- RlﬁﬁZ?ﬁP{n@ﬂ@?&GW!ﬁﬁ%&&%{@ a&e@an%déj (700mg 3.2mmol) was

i met hyl - acet a

( Rt SoRpisegte (B, Andsni o 25 R EAD Tae axluien s reated wit

(?r%lmmni’a 15880l 4wasno®| &ﬁ@béb?d)yl nchlbrobdrzemssetdaginehloride (671mg,
t g’%g'{i‘rgo d)angitcﬁmeg! r| e i rrn C‘I%g (?t%g@xtgrge\%assm Fepognu‘{"% with aqueous

f@Mwwéxzpamﬂnatemﬁmmﬂzmﬂ@as}@hb@wtha@m| dh¢ &empleé'dm@amc extracts
3 weRaTBYd: ( NQBGZF ah® 8bricBratdd 80nGCoifl OPurliBilion A&, Hlldétéér @ash column

A RS Rttt oot PSP B e PO M OB e CMR (100 Mz,

010HEIA) @8@x 83.2,0825, 70Ny 28 11290, (1RA2.SD8)2, 437, IOB6STRBITAl 8QI0, 172.7.
t Q1<P4h50] ,ln,z(,ﬁuLl fication on a silica gel flash colum

(40%t CAc i n hexanes, eluent) afforded the title

conpound in 3%yield 13CRENREHE-f4 10 CDCI3) 28. 6,

33. 2, GR)-2(4-CRlorO-bedz2BeddiforlRehiid)-3-bRdnykprodidithndde R3Bmg, 0.075mmol)

%v%s glssgl\?’e%ér? 9%1’%%DQAF ]TZIg reé,ultlné\@ollﬁ%ﬁ w]as %&eo(t%‘lb and 1 N potassium

( RPthX'Qeﬂfm(TH%(Oé)BH@nQ 89renel) Mengddedi AdPr Barpinerty ragst tepipeigture, the
a@bldﬁbn(@é’s é’d’dﬁd tda @Z@}ﬁ&bﬁnde%@@?ﬁhrﬁ&ﬂhyﬁg stisstitdted Jashdicated in the

I
P OTRERP G AFTRIONS 100 4% P B eR o 8 FOBER | S b SRR3Ry miure
aclehe cheatafi ta ré0V@ omernightt oAftanoqqplmgrqn‘Gr(iWU‘IQerﬂt iveter, the organics were
S%kﬁgdéamlmcmgﬁghér% ané%e\myéod%{)mw% e(ng CQK&WF&EQ The samples

IS substit as i ndi cat ed resB 0
QORISR IGHS BIVAESS Ko Ta RESPS s AR G 3% X5 D DYt wih 0.1%

baFaw watacaridlzectositin @ pradiextsystem. was heated at 60C

over ni t.ar,-C

or gani gils}gv\glre 1%egtﬁr%g*— b!e%wa\)lp%ﬁdgdmg or o%%&ﬁrﬁg e%l'?lf)é o those
widesrriBeshieheme-sul f at e and concentrated. The sanples 20

were purified on a Waters Xt gsdie1 PrepMs C18 col um

(-\II'\A 30 X100 al itiny v t } {'\ 106 TEA |n wat or anrl

abet Ghitlil 6% a gqba?dw§nt 'épf)sct dm Exanpl es Nagne; 7'
Tabl e 1 wer desynt hess (Md) by Ret hods anal ogous to those
descri bed above. Table 1 Lx(,{ll' ec. Gbs. M5 HPLC Nane

hss 'z [(ME1) RT! (mn) ] 1.429 0 2 _38
(R) - 16[ (4- Cﬁ{‘z%} o- Jerf‘fgﬁes 1l ?éﬁw ) - @-_2-[(4-ChIoro-benzenesuIfonyl)-(2—
met hyl - benzyl ) - am no] - 2- phenyl methyl-benzyl)-amino]-2-phenyl-
acetamide
17 428.1 429.0 2.46 (R)-2-[(4~Chloro-benzenesulfonyl)-(3-
methyl-benzyl)-amino]-2-phenyl-
acetamide
18 448.0 449.0 2.49 (R)-2-[(4-Chloro-benzenesulfonyl)-(3-

chloro-benzyl)-amino]-2-phenyl-
acetamide
19 439.1 440.0 2.31 (R)-2-[(4-Chloro-benzenesulfonyl)-(2-




acet am de

17 428.1 429.0 2. 46

(R)-2-[(4-Chl oro-benzenesul fonyl ) - ( 3-

woreaolphs3benzyl ) - am no] - 2- phenyl

acet an de

18 HdABIK2005/000796

449.0 2.49 (R)-2-[(4-Chl oro-benzenesul fonyl ) - (3-

chl or o- benzyl ) - am no] - 2- phenyl

440.0 2.31 (R -2-]

2005/ 095334 PCT/ 1 B2005/ 000796

acet am de

19 439.1

(4- Cnhl oro- be:f?zenesulfonyl) (2 WO

39 Ex Theo. Cbs. MS

HPLC Nanme WMass mz (M+l) RT (min)

no-henzyl) - am nol - 2- thnvl

ac

etamde 20 432.0

33. 6%2. 3
If uor o- be
33.0 2.3

uor o- benzyl ) - am

39 ('h?QZ |
2 NZ WWhigss ami
9 (R)-2-]

(oM Sor

oEBenz

enesul f onyl ) Ngme

ok (+phengt - acet ami de 21 432.0

(4-Cnl or
noj - 2- pli

benz
ol 4

enesul fonyl ) - (4-
cetam de 22 482.0

A —

33.0 2.56 (R -2-

(4- Chl or

0- benz

eqymwefnymn)nn@qa phenyl -acetamide

rHgoryg
3 450.0

N A=A DAO

metgy h- b

,nzng).o- ar
451.0 2.43

( R) - 2- [ (4- Chl or o- benzenesul f onyl|)

lig_gg]-

2= PRy Chl&ﬂo%‘eﬁi&n&&lfonyl) -(3-
ﬂU()Q)-Qpnzyl)-ammo] -2-phenyl-acetamide

dil f I aor oA

diif | uor o-

benzyl) -

benzyb) - am 4830 2-
451.0 2.44 (R -2-](4-Chl orjo- benzenesul f

phesay|

am i nol - 2- phenwvl -

e [WDM@ro béAzeABEUIBhyI)-(4-
g\m‘/ A 'né]'%é)hﬁ@ﬁ ragetamide

uoro-
ac e

483. 822,
t

Ty

52 @83.02- |
i f1uoronet hyl
482.1 483.1 2.5 (}§
i fluoronet hyl

( 4483H1 o1 0-258nZen S H-Koalbrp-beBzenesulfonyl)-(4-

Chl or g

- be;;]z)zll E (an noj - 2- mﬂ@&xheth@cb%haﬂaqﬁnoié%henw-
- benzyl ) - ani no] - 2

- benzenesul f on
- phenyl - aé@?%ﬁile 27

448.@3449. 0420.d5
chl or o- benzyl ) - am
485.0 2.48 (R -2-]

R) 452-q ( 4- Chlzor
noj - 2- phenyl -
(4- Chl oro- benzenesu

0-(Rp2-HeTaRL-bednytckul{oRyl)-(2,4-

aCetdﬁl rg%ei’n%/ﬁ (agw?’rg)] 9 -phenyl-

acetamide

24

450.0

451.0

244

(R)-2-[(4-Chloro-benzenesulfonyl)-(3,4-
difluoro-benzyl)-aminol-2-phenyl-

acetamide

25

4821

483.0

2.52

(R)-2-[(4-Chloro-benzenesulfonyl)-(3-
trifluoromethyl-benzyl)-amino]-2-phenyl-

acetamide

26

4821

483.1

25

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-
trifluoromethyl-benzyl)-amino]-2-phenyl-

acetamide

27

448.0

449.0

2.45

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-
chloro-benzyl)-amino]-2-phenyl-

acetamide

28

484.0

485.0

2.48

(R)-2-[(4-Chloro-benzenesulfonyl)-(2,6-
dichloro-benzyl)-amino]-2-phenyl-
acetamide

29

4321

433.1

2.37

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-

fluoro-benzyl)-amino]-2-phenyl-acetamide

30

450.1

451.1

2.36

(R)-2-[(4-Chloro-benzenesulfonyl)-(2,6-
difluoro-benzyl)-amino]-2-phenyl-
acetamide

31

516.0

517.0

2.61

(R)-2-[(4-Chloro-benzenesulfonyl)-(2-
chloro-5-trifluoromethyl-benzyl)-amino]-2-

phenyl-acetamide




di chl or o- benzyl ) - am no] - 2- phenyl -

acetam de 29 432.1

433.1 2.37 (R -2-[(4-Chl oro-benzenesul fonyl)-(2

wo baosoes3benzyl ) - am no] - 2- phenyl

-acet ani de

30 BSOD1E2005/000796

451.1 2.36 (R)-2-[(4-Chloro-benzenesul fonyl)-(2, 6-
di f | uor o- benzyl ) - am no] - 2- pheny!l

acetanmi de 31 516.0

517.0 2.61 (R)-2-[(4-Chl oro-bénzenesul fonyl)-(2- ch
| oro-5-trifl wuoronethyl-benzyl)-amnm noj-2
phenyl - acet am de WD 2005/ 095334 PCT/ | B2005/ 000796 - 40
Ex-TheoObs. Ms Mpss—mz (M) RT (min)
3p 4BY. 1| 4g1ep- o hPbs.MS [ HPLC Nae
(R) - 2-[ (4- Chlass 0- perz@ras il fRNYI)) - ( 3-
di f | uor ogret hoxy- bgenzyl ) - am %])-Z-phenyl acetam de 33
500.1 501.1 2.58 [R)-2-[(4- orlo- henzenesul f onyl ) - (3-
f| uoBd- 44t r #40-Lior pmefBiafl - beRAYI ) - aff)Rd{4-Ghloro-benzenesulfonyl)-(3-
phenyl - acet am de B4 500. 1|501. 1 |Zifdromethoxy-benzyl)-amino]-2-phenyl-
(R -2-[(4-Cnhl oro-penzenesyl fonyl)) - (5- tamid
f|uoro-24trifluorpnethyl - benzyi)- ani no] - 2- #camiae
phengd - acet &0fi. e B5 5098. 1|42%31 (2. §H-2-[(4-Chloro-benzenesulfonyl)-(3-
(R)-2-[(4-Chl oro-penzenesyl fonyl )ﬂ&%A—trlﬂToromethyl -benz l%amlno] -2-
trifluoronmethoxy-penzyl)-amino]j-2- pheny acet 4
36 502.1|503.1 2.B5 phenyl-acetarmide
(R-34{ ( Castanoy| - @eenyl { mefshyl|) - (Rd-2-[(4-Chloro-benzenesulfonyl)-(5-
chl or o- benzenesul f onyl ) - am noj - e u% o%%—frif omethyl-benzyl)-amino]-2-
3} met hoxy- benzoi c| aci d nef hyl egtér fasometipgpengy
2/ 61 (R){2-[Biphenyl - 2- yI met hyl -{( 4- chl or phenyl-acetamide
benzggresut T ogpy) - AMTAggh~ 21 PBSBY |- @691[?@;@&0 -B8nzeR&utkonyl)-(2-
569.1 2.88 (R)-2-[(2-Benzenesul flo é‘%{? enzsl -
(4-chl or ¢- benzenesul f onyl ) - am nc]"rl orog)eHiRy 28 ge?-phenyl-
39 450.1(451.1 2.42 acetamide
»)Y 2 _[ (N Chl Ao banrns2anact Hf oY [ 1
(R~ 55 LU SR P O PeRS St LRy T (Réu[[Carbamoyl-phenyl-methyl)-(4-
chloro-benzenesulfonyl)-amino]-methyl}-
3-methoxy-benzoic acid methyl ester
37 490.1 491.1 2.61 (R)-2-[Biphenyi-2-yImethyl-(4-chloro-
benzenesulfonyl)-amino]-2-phenyl-
acetamide
38 568.1 569.1 2.38 (R)-2-[(2-Benzenesulfonylmethyl-benzyl)-
(4-chloro-benzenesulfonyl)-amino]-2-
phenyl-acetamide
39 450.1 4511 2.42 (R)-2-[(4-Chloro-benzenesuifonyl)-(2,3-
difluoro-benzyl}-aminol-2-phenyl-
acetamide
40 450.1 451.1 244 (R)-2-[(4-Chloro-benzenesulfonyl)-(3,5-
difluoro-benzyl)-amino}-2-phenyl-
acetamide
41 468.0 469.0 2.37 (R)-2-[(4-Chloro-benzenesulfonyl)-(2,3,6-
trifluoro-benzyl)-amino]-2-phenyl-
acetamide
42 4721 4731 2.31 (R)-3-{[(Carbamoyl-phenyl-methyl)-(4-
chloro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester
43 484.0 . 485.0 2.61 (R)-2-[(4-Chloro-benzenesulfonyl)-(3,4-




di f |1 uor o- benzyl )-amino]-2-p henyl -

acet ani de 40 450.1

451.1 2.44 (R -2-[(4-Chl oro-benzenesul fonyl)- (3, 5-

walkdos0e3364 benzyl ) - am no] - 2- phenyl -

acet ani de 4RCHER05/000796

469.0 2.37 (R -2-[(4-Chl oro-benzenesul fonyl)-(2, 3, 6-

trifl

uor o- benzyl )-amino] -2-p henyl -

acet ani de 42

472.1 473.1 2.31 (R)-3-{[(Car#dnoyl - phenyl - net hyl ) - (4-

chl or o- benzenesul f onyl ) - am no] - net hyl } -

benzoic acid

met hyl ester 43 484.0 485.0 2.61
(R=2-1(4-Chloro-penzenesul fonyl)-(3, 4 WD 2005/ 095334
PCT/ PB20p5/ Btr9796| Qs1MEx | HRAE |bs. M5 HPLE R
Mass i z| ( Mukgs RT| (e (1) RT
d| chl oro{ benzyl )-@am noj] - 2{ p q@yl - acetamde 44 446.1
447.1 2.48 (R) -2-[(4-Chlofo* bénz enesul fonyl)-(2
f| uor o- 3{ met hyl - benzyl ) - afi no] - 2- pheiay¢ro-bart)-amingk2-pusyl-
468.1 469.1 2. 46 acetamide
(R=2-1(4-Chl oro-benzenestul fonyl)-(2. 4 5
tFiffior - b&# Y1) L af¥ o] [ 228Reny ! (R2déeChireraenzggesulfonyl)-(2-
468.1 469.0 2.41 fluoro-3-methyl-benzyl)-amino}-2-phenyl-
(R -2-[(4-Chl oro-penzenesul fonyl|)-(2,4,6 cetamide
trifluoro-benzyl)lam no]-2-phenyl- acetam ge nﬂ,‘} 466. 0
467.852. 52 (691 2- [ (468A| o 02186 n7 elfe-3Uiipye-penzgnesulfonyl)-(2,4,5-
chl oro-4;fluoro-benzyl)-am noj - 2- ph@Rydro-ba&HN-BRHAE2-pKehyl-
5P4.1 52%.1 2.65 tamid
(R) - 2-{ (4- Chl or o- benzeneslil fonyl|) -[ 3- (4 @cetamide
f| uon®- phendsdy) - benzgbp- am A8} - 2- (R)BdEyIhorabertzamsdienyl)-(2,4,6-
49 515.1|516.1 2.pH2 ; ;
frifluoro-b )- -2-phenyl-
(R -2-[(4-Chl oro- penzenesul fonyl|) - 2” Horoe enzy)arr?lno] pheny
cyano- bi phenyl - 4-yl net hyl } -am i no] - 2- phen@fei&BiEe ani de
47 466.0 467.0 2.52 (R)-2-{(4-Chloro-benzenesulfonyl)-(2-
chloro-4-fluoro-benzyl)-amino]-2-phenyl-
acetamide
48 5241 525.1 2.65 (R)-2-{(4-Chloro-benzenesulfonyl)-[3-(4-
fluoro-phenoxy)-benzylj-amino}-2-phenyl-
acetamide
49 515.1 516.1 2.52 (R)-2-[(4-Chloro-benzenesulfonyl)-(2'-
cyano-biphenyl-4-yimethyl)-amino]-2-
phenyl-acetamide
50 428.1 4291 2.46 (R)-2-[(4-Chloro-benzenesulfonyl)-(4-
methyl-benzyl)-amino}-2-phenyl-
acetamide
51 459.1 460.1 2.35 (R)-2-[(4-Chloro-benzenesulfonyl)-(3-
nitro-benzyl}-amino]-2-phenyl-acetamide
52 489.1 490.1 2.33 (R)-2-[(4-Chloro-benzenesulfonyl)-(2-
methoxy-5-nitro-benzyl)-amino]-2-phenyl-
acetamide
53 475.1 476.1 2.21 (R)-2-[(4-Chloro-benzenesulfonyl)-(2-
hydroxy-5-nitro-benzyl)-amino]-2-phenyl-
acetamide
54 459.1 460.1 2.38 (R)-2-[(4-Chloro-benzenesulfonyl)-(4-
nitro-benzyl)-amino]-2-phenyl-acetamide
55 450.1 451.1 2.40 (R)-2-[(4-Chloro-benzenesulfonyl)-(2,5-




50 428.1 429.1 2.46
(R)-2-[(4-Chl oro-benzenesul fonyl )-(4
woreaolphs3benzyl ) - am no] - 2- phenyl -
460.1 2.35 (R)-2-[(4-Chl oro-benzenesul fonyl)-(3

ni tro-benzyl)-am noj - 2- phenyl - acet am de

acet ani de 51rdB®B2005/000796

52 489.1

490.1 2.33 (R -2-[(4-Chl oro- béfhzenesul fonyl)-(2-

nmet hoxy- 5-ni tro-benzyl ) -am no] - 2- phenyl

acet anmi de 53

475.1 476.1 2.21 (R)-2-[(4-Chl oro-benzenesul fonyl) - (2-

hydroxy-5-n itro-henzyl)-am nol-2-phenyl- acetani de 54
459. Bx 46D. 1T@o3g |( RPsM$ (4-HBACof 0- benzenesulNEBIy | ) - ( 4-
nj t r o- benzypissam n@l=(@+phenydT acet am de 55 450. 1
451.1 2. 40 (R)-2- (4-Chl of o~ henzenesul fonyl )-(2,5 WD
2005/ 095334 PCT/ 1B2005/ 0037% 142 Ex Theo. Qbs. M
HPLC Nang Mass nfz (M+1)| RT (min) diflfdrebenzylbemingl2-phenyi-
i po] - 2- ppenyl - acetam de | 56 512.0 513.0 25&8mide
(R-2-[(4-Brom-2-f| uoro-penzyl Y-(4
chl of- benz&Rdsul ff oy $9- ahi A6% - 2- pHRMRI4-BrEG 2 liopePena-(4-
500.1 50f.1 2.55 [ R)-2-[ (4- Chl o @nbbermeneeslifoonydmind]4L-phenyl-
fl] u orof2-trifl u oronetpyl-b enzyl)-ami = 2-
phenyl -acetam de | 58 498.1 499.1 2 58 aBeidthiaé
(R) - 27 [ (4- Ch0ak o- be@@éﬂl_es Ul 260yl|) _{(R3-2t[q4'rCf.hloro—benzenesulfonyl)-(4-
gigogetsg gx{' geggy ) -am i np] - 2- phenylo-2-Afranatileber2§)-aminol-2-
(R) - 2-[ (4- Cnl or o- penzenes|il fonyl|) - (4,5 dP1e"fhagetpmide
oky-88n [treoegdt e h 29.)-a| m2bsn | o] RI2-[Fhenyrb-bazetesaiiahgl)-(3-
60 444.1|445.1 2.833 . ;
t thoxy- 1)- -2-phenyl-
(R -2-[(4-Chl oro-penzenesul f onyl )r-lﬂ('lgmrrﬂe oy benzy_) aminel-2-pheny
et hoxy- benzyl ) - anj no] - 2- phenyl - |acet am i de 2632498, 1
AV5 39 2. B3 6191 2- [ ( %26RT of 02bBenz enqrsa-Chglo)behZanBsulfonyl)-(4,5-
dimethoxy-2-nitro-benzyl)-amino]-2-
phenyl-acetamide
60 444 1 4451 2.33 (R)-2-[{(4-Chloro-benzenesulfonyl)-(3-
methoxy-benzyl)-amino]-2-phenyl-
acetamide
61 4751 475.1 2.33 (R)-2-[(4-Chloro-benzenesulfonyl)-(3,5-
dimethoxy-benzyl)-amino]-2-phenyl-
acetamide
62 514.0 515.1 2.71 (R)-2-[(4-Chloro-benzenesulfonyl)-(4-
trifluoromethylsulfanyl-benzyl}-amino]-2-
phenyi-acetamide
63 518.1 519.1 2.50 (R)-2-[(4-Benzoyl-benzyl)-(4-chloro-
benzenesulfonyl)-amino]-2-phenyl-
acetamide
64 605.1 606.1 277 (R)-2-[(4-Butoxy-2-trifluoromethyl-
quinolin-6-ylmethyl)-(4-chloro-
benzenesulfonyl)-amino]-2-phenyl-
acetamide
65 524.2 525.2 3.02 (R)-2-[(4-Chloro-benzenesulfonyl)-
(5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-
naphthalen-2-ylmethyl)-amino]-2-phenyl-
acetamide




di met hoxy- benzyl ) - am no] - 2- phenyl -

acetanm de 62 514.0

515.1 2. 71 (R)-2-[(4-Chl oro-benzenesul fonyl ) - (4-

phenyl

(R)-2-[(4- (4 9&_
benzenesul fonyl ) - am no] - 2- phen

wao eioslogsssomet hyl sul f anyl
-acetam de 63 518.1 519.1 2.50
- benzyl) -

Benzoyl

- benzyl ) -am no] - 2-

PCT/IB2005/000796

| or o-

acetam de 64 605.1

606.1 2.77 (R -2-[(4-Butoxy-2-trifluoronethyl -
qui nol i n-6-yl net hyl ) - (4-chl oro-

b "nzZzenest H o\ \ . acet a”i de 65 524 2
535. 5%3. 02 ( Hé° 2- (]gbg%isor C %‘eazenesul f ony| ) Neme
(5,5, 8, 8-t etMaasret hyid/z 8448) 7, 8RT et|r ahyd ro-
naphthalen-z-ylneihyl)-aningé?;-phenyl acet am de WO
2005/ 095334 PCT/ 1 B2005/ 0007 -143 Ex Theq. Qbs. M
HPLCORame RB&Y m z 32W1) |RR-86nmi|n) (R)}@E(35mzroxgDENY)-(4-chloro-
2,65 (R)42-[(3-Benzyl oxy- benzyl )|- (4béh|%rférsﬁlfon\ély-amincc>)]-2~phenyl—
benzenesul f onyl ) - am no] - 2{phenyl|- acet am de 1
481.1 2.29 (R)-2-[(4-Chlono-benzenesul f onyl?feipRide
pyr agoél - 1- yk8bhenzyl )48dm i nole-22- phetBoLZ—[(zaCIa?bramed&nG&Ifonyl) -(4-
442.1 443.1 2.58 (R)-2-[(4-Chlor ﬁ%g EW _(2 henvi-
et hyl - benzyl ) - am po] - 2- phenyl - acetamlde9 g %ﬂ %)eny
514.2 2.27 (R)- N Butyl-4-{[(carjanpyl - phenyetamide
met hgd) - (4- ele1 of 0-4231(’1129'1932%87 gny(RrRyj2=[(4- Chlorgzbenzenesulfonyl) (4-
am no] - ngt hyl } - benzam de |70 471. !
(R).- 4- { [ { Car banoy| - phenyl {met hyi]) g’t?)ﬁ%enzyl) -amino]-2-phenyl-acetamide
chloﬁ%-benzéﬁh%yl‘oﬁyﬁﬁ-a i B3&J - met hiR)N-Butyl-4-{[(carbamoyl-phenyl-
Ninet hyl tbenzam de 71 590.1 S91. 1 foidkf). b Bhioro-benzenesulfonyl)-
(4-{[(Carbannyl-pnenyl nme hyI) (4
chl or o- bénzenesul f onyl ) - afri no] - et hy| minol-methyl}-benzamide
70 471.1 4721 1.92 (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
chloro-benzenesulfonyl)-amino]-methyl}-
N-methyl-benzamide
71 590.1 591.1 2.44 (R)- (4-{[(Carbamoyl-phenyl-methyl)-(4-
chloro-benzenesulfonyl)-amino]-methyl}-
phenyl)-acetic acid 2-oxo-2-phenyl-ethyl
ester
72 550.1 551.1 2.70 (R)-2-{(3,5-Bis-trifluoromethyl-benzyl)-(4-
chloro-benzenesulfonyl)-amino]-2-phenyl-
acetamide
73 518.1 519.1 2.52 (R)-2-[(4-Benzoyl-benzyl)-(4-chloro-
benzenesulfonyl)-amino]-2-phenyl-
acetamide
74 5241 525.1 2.59 (R)-2-{(4-Chloro-benzenesuifonyl)-[3-(2-
fluoro-phenoxy)-benzyl]-amino}-2-phenyl-
acetamide
75 448.0 449.1 2.52 (R)-2-[(4-Chloro-benzenesulfonyl)-(4-
chloro-benzyl)-amino]-2-phenyl-
acetamide
76 442 1 443.1 2.56 (R)-2-[(4-Chloro-benzenesulfonyl)-(3,5-
dimethyl-benzyl)-amino]-2-phenyl-
acetamide
77 500.1 501.1 2.56 (R)-2-[(4-Chloro-benzenesulfonyl)-(4-




W@ R)05294368, 5- Bi s-tri fl uoronet hyl
chl or o- benzenesul f onyl ) - am no] - 2- phenyl -
518.1 519.1 2.52 (R)-2-[(4-Benzoyl

10

phenyl )-acetic acid 2-o0xo-2-phenyl

550.1 55

1.1 2.70

benzenesul fonyl ) - am no] - 2- phe ?1
525.1 2.59 (R)-2-{(4-Chl oro-benzenesul fonyl)-[ 3-(2-

uor o- phenoxy) - benzyl ] - am no} - 2- phenyl -

448. Q0 44

- benzyl) - (4-

-ethyl ester 72
PCT/IB2005/000796
acetanmi de 73

- benzyl ) - (4-chl oro-

- acetanmde 74 524.1

acet ani de 75

1 252 (R-2-T(4-Chl aro-henzenesul fonyl)-(4-

ch | B%o-
13.1 2.
met hyl

pendife) -
b6 YRS 2-
- benzyl) -
b6 (R) - 2-

M6 M9 -

[ df-(aRh 0
am noj - 2t
[(4-Chl of

pHiFd &y |
Sat

- acet am de NE&€142. 1

r ofrenzenesul fonyl ) - (3, 5-
|- acetam de 77 500.1
zenesul fonyl)-(4 WO

4
d

5p1.1 2.
2P05/ 095
H

uor onet hy

PLC Nang

334 PCT/ |

B2005/ 00

Mass nf z (Mr1)

-am nrﬂ

D796
RT (m
2-

{ AoEx3-Miwpometing-beried)-amino]-2-

n) fl Uor&egyllaﬁétgrlmde

phenyl - acet am

Exanpl es 78- 105 To the approprl ate sul fonyl

| - benzyl )

chl ori de

(0. 15mm|) was added a sIWarrweef?Meﬁ[(car banoyl -

phenyl
ester

I 0 Bl

bena

roet

ﬁlg\?/aesagdggd g%{un'}/ of 4- (carbamoyl—

n

dphwb"@tbxﬂ @t"h%n@aﬁﬁyﬁ@ewlczmr@methyrw@er &S {mmphhdn ﬁpwefn'@roethane
WRshtAlRiAg & Qo&ﬁpﬁ&@lefnﬂrﬁe @GSN The TRBIICOAIxEF W%ﬁale@%’t 80°C for 48

m xt ur

t RPEE

g A T A

exmeawttis divkdoremelihared THea2®0ihpd axichctsorece AiqdaNesbO.) dritleconcentrated.

spldldre Mfﬁb(ﬁ br‘?Q Wier& xMH G ©F

e

el

Utln

é)l\fét@ E@urﬁ)ﬁ EBNB1 63430mm) eluting

In water

aﬁ’dh Qéé’t Eﬁl"’c ‘?"‘?t?rea“F’ ﬁc%io'@tf lgdn %ﬁrlad@?;ssb’%ﬁ’i‘ 10 Exanpl es
78 105 exandiedl7e-1@5 \we mebis \nivhessynedsibad b infedietsls analogous to those

gslc(rnlﬁ%luaso tontPrL]oCS(Fe{T ﬁgfn(;r i bed above. Table 2 Ex. Theo.
Table 2
Ex. Theo. Obs. MSm/z | HPLCRT Name
Mass (M+1) (min)
78 522.11 523.11 2.61 (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
trifluoromethoxy-benzenesulfonyl)-
amino]-methyl}-benzoic acid methyl ester
79 463.12 464.12 2.33 (R)- 4-{[(Carbamoyl-phenyil-methyl)-(4-
cyano-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester
80 486.1 487.1 2.57 (R)-4-{[(Carbamoyl-phenyl-methyl)-(3-
chloro-4-methyl-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester
81 456.1 457 .1 2.38 (R)-4-{[(Carbamoyl-phenyl-methyl)-(3-
fluoro-benzenesulfonyl)-aminol}-methyl}-
benzoic acid methyl ester
82 4921 493.1 2.48 (R)-4-{[(Carbamoyl-phenyl-methyl)-(2,3,4-
| trifluoro-benzenesulfonyl}-amino]-methyl}-
benzoic acid methyl ester
83 4741 475.1 2.42 (R)-4-{[(Carbamoyl-phenyl-methyl)-(3,4-
difluoro-benzenesulfonyl)-amino}-methyl}-
benzoic acid methyl ester
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P- (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
ﬂulvro benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester
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468.1

469.1

2.33

(R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
methoxy-benzenesulfonyl}-amino]-

methyl}-benzoic acid methyl ester

91

4521

453.1

2.40

(R)-4-{[(Carbamoyl-phenyl-methyl)-
(toluene-3-sulfonyl)-amino]-methyl}-

benzoic acid methyl ester

92

4721

4731

2.38

(R)-4-{[(Carbamoyl-phenyl-methyl)-(2-
chloro-benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester

93

490.1

491.1

2.52

(R)-4-{[(Carbamoyl-phenyl-methyl)-(3-
chloro-4-fluoro-benzenesulfonyl)-amino]-

methyl}-benzoic acid methyl ester

94

4741

475.1

2.38

(R)-4-{[(Carbamoyl-phenyl-methyl)-(2,4-
difluoro-benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester

95

4741

475.1

2.44

(R)-4-{[(Carbamoyl-phenyl-methyl)-(3,5-
difluoro-benzenesulfonyl)-amino]-methyl}-




nmet hyl } - benzoi ¢ aci d net hyl
(R) -4-{[ (Car banoyl
wo bawses3penzenesul f onyl ) - am noj - met hyl } -
90 468.1 469.1 2.33

met hyl

net hyl

ester
(R -4-{[ (Car banoyl
nmet hoxy- benzenesul f onyl ) -am n
ester 91 452.1 453.1 2.40

(R -4-{[ (Car banoyl -

- phenyl

- phenyl

phenyl -

- et

ester

met hyl ) -

89 456.1 457.1 2. 36
-met hyl ) - (4-

benz oPCT/IR2005/000796

hyl ) - (4-
O%é-' nmet hyl } - benzoi c acid

(tol uene-3-sul fonyl)-am nol-nmethyl}- henzoic acid
et it et dhe@2 [aPbs. MSyplz. [ HPLERRT Name
(R - 4-{[ { Cancearroy| - pheny! - et tiyih) - ( 2-
Ghloro-benzenest rol—rethyt} b%nzoi € T'*aci qh ot
met hyl ester 93 1490.1 491.1 2.52 enzoic acid methy! ester
(R -96 {[ ( Canbanoy! - ph&enyl - met ByR) - ( B- (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
ghl or o- 4 f | uor o-benzenesul fonyl ) - am n@li5r0-3-nitro- benzeneg%fonyl }-aminal-
met hyl } - penzoic jacid nethy|l ester 94 474.1 475
(R) - 4- {[ ( Car banoyl - phenyl - et hyl ) - (2, 4- methyl}-benzoic acid methyl ester
di TTgyor o bapgenesul enyl ) -lam nab- mel hyR}-4-{[[oax=aiogi-pheh@methyl)-(5-
methyl ester 95 d74.1 475.1 2. 44 fluoro-2-methyl-benzenesulfonyl)-amino]-
(R) - 4- {[ ( Car banoy! - pheny! -|ret hyl ) - ( 8,"5°
di f1 uor of benzenesul f onyl ) - ani noJ - meq hy| fetig-benzoic acid methyl ester
400509533408 ¢ T/ | 40007965 52246 EX(R) ARGarb5Rsy-phen ety (2.3-
m z HPLCi RT Nange| Mass (MHl) (m n) be(nz)o:qg aci d§y B 3)/] YA
gster 96/517.1 5/18.1 2.52 dichloro- benzenesulf nyl)-amino]-
(R -4-{[(Car baeryI phenyl et hyI ) - ( 4- Crlnethyl}’ igen3ein acid methyl ester
it L‘c..:er‘""" ot -a||||l| 1 ethyt—henzo .
det h%/ 552 37 17 0*5§3 9l fé Ry 444 B 2’methyl
(IR) - 4- { [ Car banoy!| - phenyl t hyI ) - (5- benzenesulfonyl)-(carbamoyl-phenyi-
f|l uor o- 21 net hyl - benzenesul [f onyl ) - am noﬂnethyn -amino]- methyl} -benzoic acid
met hyl } - benzoic jacid nethy|l ester 98 506.1 507, th% §
(R) - 4-{[ (Car banoy! - phenyl -jret hyl ) - (2, 3- yester
di chbor of béazenesul Bedyl ) -jam rER- et HR}-3-{[Ganzeomog-reend-methyl)-(2-
et hyl ef’t er 99 532.1 533.[1 2.61 trifluoromethoxy-benzenesulfonyl)-.
((R) -4-{[{4-Bronor 2- et hyl - ) o
Henzenesyl f onyl )} (car bamoy| - phenyl - amino]-methyl}-benzoic acid methyl ester
101 498.1 499.1 2.23 (R)-4-{[(Carbamoyl-phenyl-methyl)-(3,4~.
dimethoxy-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester
102 468.1 469.1 2.33 (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
chloro-2,5-dimethyl-benzenesulfonyl)-
amino]-methyl}-benzoic acid methyl ester
103 480.2 481.2 2.65 (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
isopropyl-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester
104 480.2 481.2 2.57 (R)-4-{[(Carbamoyl-phenyl-methyl)-(4-
propyl-benzenesulfonyl)-aminol-methyl}-
benzoic acid methyl ester
105 483.1 484.1 2.36 (R)-4-{[(Carbamoyl-phenyl-methyl)-(3-
nitro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester

The invention described and claimed herein is not to be limited in scope by the

specific embodiments herein disclosed, since these embodiments are intended as illustrations




nmet hyl ) - am no] - met hyl } - benzoic acid nethyl ester 100
522.1 523.1 2.52 (R)-4-{[ (Car banoyl - phenyl - net hyl ) - ( 2-
W pdoslogsssonet hoxy- benzenesul f onyl ) PCT/IB2005/000796
am no] - met hyl } - benzoi c acid nethyl ester 101 498.1
499.1 2.23 (R -4-{[ (Carbanoyl Ehenyl met hyl ) - (3, 4-,
di met hoxy- benzenesul f onyl ) - ani* - net hyl }-benzoi c
acid nethyl ester 102 468.1 469. 1 2.33
(R -4-{[ (Car banoyl - phenyl - et hyl ) - (4-
chl oro-2, 5-di net hyl - benzenesul f onyl )
anf Wralrﬁépm of hedRvestien. Agy enwve\eﬂsambévémmsmmws@edzo be within the

4§é'op8 R 469 in( ERtiod - hliddda i fir® Wodntetiond ofteé Miktioh4n addition to those

ﬁcgJ g‘g{%géjs%ﬂiﬁ%n gi”_elillﬁl;yel A%&%ﬁ%@ﬁ&%ﬂﬁﬁ h&’sle}sk}?Ig{i] 49 Iti%:e art from the
(Fb)eg@u@[((e@arpbtan@ylbh pregifiationse aigydlgo- igignded to fall within the scope of the

p neenesul fonyl ) -am no] -net hyl } - benzoic acid
° né?‘%“be"g‘gter 105 483.1 484.1 2.36

(R)-4-{[(Carbannyl phenyl - met hyl ) - ( 3-

ni tro- benzenesul fonyl)-am no] -nethyl }- benzoic acid
nmet hyl ester The invention described and cl ai med
herein is not to be limted in scope by the specific
enbodi nents herein disclosed, since these enbodi nents
are intended as illustrations WO 2005/ 095334

PCT/ 1 B2005/ 000796 -47 of several aspects of the

i nvention. Any equival ent enbodinents are intended to
be within the scope of this invention. |ndeed,
various nodifications of the invention in addition to
those shown and described herein will becone apparent
to those skilled in the art fromthe foregoing
description. Such 'nodifications are also intended to
fall within the scope of the 5 appended clains. WO
2005/ 095334 PCT/ 1 B2005/ 000796 -48 CLAIMS What is
claimed is: 1. A compound of the Formula | (Ri)mR3 O
NH2 OO



(R2)n 5 wherein R1L and R2 are each i ndependently
selected from-H -d-C8 al kyl, -C2-C8 al kenyl, -G -

w@Boalohsszy, - C2- C8 al kenoxy, - a-c8 hydr oxyal klyd:T/IBzoos/oom%

10

15

- C2- C8 hydroxyal kenyl, -halo, -CN, -NO2,
(CH2) gNC(=O) R, (Gmquﬂ% (@mMXQN%W

" (CH2) gNR6R7, C3-C8 cycl oal kyt#8and - C5- C8
cycl oal kenyl, wherein RL and R2 are each optionally
independently substituted with fromone to three
substituents independently selected from-GC -C6
al koxy, 10 -Ci-06 al kyl -hal@-RM8 -OH, R3 is a group

ofwrahRr clefndus:a 11 or t he For mula |11, each as depicted
below1YZ / oL of?&e | € 1l 15 wherein Bis
absent ‘or i cr% -C8 al kyl ene and C2-C4

al kenyl ene; D |s sel ect ed from Cl-C8 al kyl, -C3-C10
cycl oal kyl , (3 10 ne red) hgt er oc cIoaIkyI and

_(5-7 menber edfRére . X ¥ andQZ are each
I ndependent |y sel ect ¢d f m - ] al kyl, -C2-C8
al kenyl, -Cl- C8 al ko - -C|-08
hydroxyal kyl, -C2-C8 hydroxyat en I, allo, -OH -CN,
WD 2005/ 095334 PCT/ | B2005/ 800 9 N2,

- (CH2) gNR7R8, - ( CH2) g- NHC( O)R9 H2) g C(=0 R,
-(CH2)q C(=O NR7R8, -(CH2)g (C( , -(CH2) g- SO2R9,
-S(C1-C8 al kyl), -C3-C8 cycl oal -(CH2)q((3-10
menber ed) heterocycl oal kyl ), ('%2 )g(C6-Ci 4 aryl),
-(CH2) g ((4-10 nmenbered) heteroaryl) and -(CH2)d-
(C6-Cl14 aryloxy); 5 wherein said X, Y and Z are each
optionally independently substituted with fromone to
t IWI’]@I%II’ISRJ kit iR aendash indelepesie sélbytedsiednecit,ed;-Cf arpl,~Cle Cikenyl, -C;-

G 5 s el s o o

hé@ldg)qNC((}@)End(C'@qp(-in@R\AH§He9hQ{ QWRIRGF I@UX)QNBLBOs@a'@WﬁIPalkyl and

of.cX : Ncafterd, |vﬁ1eféﬁ{ ROBAY RY afét’lgﬁzlﬁteﬂﬂ@rféﬂ)l' lhde;%ﬁbﬂtlytsutnﬁiﬂjted with
ree substjtue ently

SUPBrBIP PR At TEeReaety SR EErR A Kaaibe. wach

i nde@eatidemaloyand eDECt ed from - H -Cil- C12 al kyl, -C2-C12

al kenylg
R e e S L S I T e SO

nmenber ed) het erocycl oal kyl , ¥ C6f Cl4 aryl and -(5-8

menber ed) heteroaryl; V\,herel%\ R7 or NR7R8 may in

each instance i ndependent Ky %)t onally forma -(3-8
B

Y

e
N,

X—D;

1

wherein B is absent or is selected from C4-Cg alkylene and C,-C, alkenylene;

D is selected from -C4-Cg alkyl, -C3-C1g cycloalkyl, -(3-10 membered) heterocycloalkyl
and —(5-7 membered) heteroaryl;

X, Y and Z are each independently selected from -H, -C4-C; alkyl, -C,-Cg alkenyl, -C4-
Cg alkoxy, -C,-Cg alkenoxy, -C4-Cg hydroxyalkyl, -C,-Cg hydroxyalkenyl, -halo, -OH, -CN, -



menber ed) heterocycloal kyl; 15 mis 0,1, 2 or 3; nis
0O, 1, 2 or 3; and gisQO lor2; or a pharnmaceutically

wa@ewsprsbl e salt thereof. 2. A conpound accor dPEIYIB2005/000796

10

15

20

25

claim1, wherein RL is halo, C1-C4 alkyl, or Cl1-C4 20
al koxy, and wherein said al kyl and al koxy are
optional ly substituted with 14% 3 halo atoms. 3. A
conmpound according to claim1, wherein R2 is -H 4. A
compound according to claim1, wherein R3 is a group
of the Fornula Il as depicted bel ow

| Y Z X-D\ B
| NOz25(ClieN& R - DXGHe AN HGEIOIRS PRI-CERNR X(CH)eCEQINR -(CHz)er
$ rcg=%)@ ;ﬂ,ef(bnlgg.sbgRgc I -_a(cmcll abfy ecs-an (?bdeSellﬂ(ye | QCH3&{3H 0Xmembered)
a are.e 0 Lona e {
Y SRR RS 2 AR G By -G RRERS FekroBl R8LLEA Sl ot

cl(@-@s 2ryloxderein R3 is a group of the Formula I, as

depi ct Q@eﬁe%gf )r§0§< 202 R953R 4ptReEilyiRRBERIARO( B itutadPRithFrom one

Z X ~ ; ) Y, Z and ar e def d I

1 e erpeubsifinisiaieRtnienty splogisd Momst Cealth -Ges HFeaY 3 Cs alkoxy. -
I rujeR amkeerxy) (y1-(seuiysmkgau¢yled:2anmmrd>kya@enyb helloa-iQh‘i ahd_&lablve.

" o JIYIAHE i SSoRI 75, W85 R Bih Apemonconty
B subftiisiasi withromsonefo thepeaRsjifusie;indgbengientiyelpctay ko el

i ndeperdent Ry RSehe@Rr? 8@ datwimdegdnderi@i séléoted iath ;H,~C2ELRikyl, -Co-Cr2
aléﬁi%ﬂ%:\&c%céfe%sy?ﬁ%% ﬁéélc%ﬁiegﬁm@a-'&a@@&mg AC2C s ffyeioalkenyl, -
( Gh29 reCperey Rexteroqydpel -CL GOPORENC -6 CemBedIneiproary

- ( CH2) Qe RAIRR (ENRIRE- hy3in 28cHRERRe8Hependently optionally form a -(3-8
het er ocyc| oal CH2)g (C6-Ci 4 aryl), -(CH2)q

( (MRS Wﬁ%ﬁok Al ér oaryl) and -(CH2)q (C6-Cl4
aryl oxymisoyheped;n said X, Y and Z are each optionally
[ ndeper}]qgaql,yo%{g% ituted with from one
gis0,1o0r2;
or a pharmaceutically acceptable sait thereof.
2. A compound according to claim 1, wherein R'is halo, C4-C, alkyl, or C-C4
alkoxy, and wherein said alkyl and alkoxy are optionally substituted with 1 to 3 halo atoms. .
3. A compound according to claim 1, wherein R%is -H.
4, A compound according to claim 1, wherein R® is a group of the Formula Ill, as

depicted below

n
wherein D is a —=C4-Cg alkyl, and X, Y, Z and B are as defined in claim 1 above, and wherein
said X, Y and Z are each optionally independently substituted according to claim 1 above.
5. A compound according to claim 1, wherein R? is a group of the Formula I, as

depicted below



to three substituents independently selected from
halo, -OH and -CN, and 15 gis 0, 1 or 2. 7. A
W@ ooos09384 according to claim6, wherein R3 is BCHIB@5/000796
of the Fornmula Il, as depicted belowY Z X B L
wherein Bis nmethylene; qis 1, and X, Y and Z are as
defined in claim®6 above, mher%%n said 20 X, Y and Z
are each optionally independently substituted
according to claim6 above. 8. A conmpound according to
claim®6, wherein R3is a group of the Fornula I, as
depi ct ed bel ow WO 2005/ 095334 /1 B2005/ 000796 -51 Y
Z x 1l wherein Bis C -C8 lene; X, Y and Z are
each i ndependently SeleCtédI£;éELé;’ -Cl-C8 al kyl,
-C2-C8 al kenyl, -G - C8 al koxy; - C8 al kenoxy,
-halo, -OH -CN, -NO&2, -(CH2)q NRJRS, -(CH2) q
A=ONR R8, - 5 (CH2)qg-C(=0Q R9, -(CH2)q- (=0 ORo,
-S(Cl1-C8 al kyl), -(CH2)g-S®R9, ~(CH2)q((3-10
nmeviibeineX,) Y,he tiet B aye bo adflgd Jn claihCHahaye ( L6 \@bfeirmiXy ¥ Jand Z are each

%@/ lﬁée%ea&ngﬂﬁmv\ﬁrﬂﬁga aé?:grtdﬁ Q@ |-rf1 ab%og (CH2) q

aryl oxy erel n sal enyl , al koxy,
aI kenox¥y, é‘(‘@l‘lp@”%’%?’l‘jﬁ”‘g toypigim %Wgerﬁ'lnﬁ (b%(%/grBFP %, theyFormula Il, as
5 anrdpided@b&@owach optionally independently substituted
with fromone to three substltugnts 10 i ndependently
sel ected fromhal o, -CH and”\\a and g is 0, 1 or 2.

9. A conpound according t 8, wherein R3is a
group of the Fornula |1, ask§géﬂlgted below Y Z x B
11 15 wherein Bis C-C8 al kyfeneg g is 0, 1 or 2; and
the aryl of said -(CH2)q (C6 G4 %ryl) of X, Y and Z
is phenyl, the RO of said -( )qwﬁx O RO and of said

(CH2) SCQRQ both of X, Y and Z, is phenyl, and the
aN?Fﬁ&ib

5C Eaiolk YIenH) q (C6- Cl4 aryloxy) of X, Y and Z
is p henoxyand 2vine eashmdeperdely s¥leatnd frdmald,eCeagdlkyl, -C,-Cs alkenyl, -Cy-

Ol gl ‘ﬂ@ | ¢, EndrBSRFeRtby -cHHREN! it e cROCRRANICHY,-C=ONRTR,

10 (CHy)e-C(= O)R’,  ~(CHo)y-C(= O)OR’, -S(C;-Cs alkyl), -(CHo)-SO.R®, -(CH,),~((3-10
membered) heterocycloalkyl), -(CHy)q-(Cs-C14 aryl), ~(CHz)q~((4-10 membered) heteroaryl) and
~(CH2)4~(Cs-C14 aryloxy);

wherein said X, Y and Z are each optionally independently substituted with from one
to three substituents independently selected from halo, -OH and —CN; and

15 qis0,1or2.

7. A compound according to claim 6, wherein R® is a group of the Formula |1, as

Y Z
X B

depicted below

wherein B is methylene; g is 1; and X, Y and Z are as defined in claim 6 above, wherein said
20 X, Y and Z are each optionally independently substituted according to claim 6 above.
8. A compound according to claim 6, wherein R® is a group of the Formula 11, as

depicted below



above. 20 10. A conpound according to claim8, wherein
R3 is a group of the Fornula Il, as depicted below Y

wWQ@2008/08334 | wherein B is Cl-C8 al kyl ene; g is BCT/IB2005/000796

10

15

20

2; and the heterocycl oal kyl of said -(CH2)q (3-10
menber ed) heterocycl oal kyl of X, Y and Z is sel ected
frompyrrolidinyl and norpholFﬁ?l, WO 2005/ 095334

PCT/ 1 B2005/ 000796 -52 wherein said X, Y and Z are
each optional ly independently substituted according to
claim8 above. 11. A conpound according to claim8,
wherein R3 is a group of the Fofnmula Il, as depicted

below Yz x ~1~B B Il 5 rein Bis Cl-C8
al kylene; gis 0, 1 or 2; X%T%;ﬁe\gheteroaryl of said
-(CH2)gq (4-10 nenbered) het ar of X, Yand Z is

sel ected fromimdazolyl, thiadi aziol yl, oxazol yl,

pyrazolyl, isoxazolyl and tetirazollyl, wherein said X

Y and Z are each optionally independently substituted

acdwraih Bip ¢eCeclkaien®:8 above. 10 12. A conpound

accor dig 49 AdrbRnlndepbiRfchiyselR3tel Frof Ml -cQlc, Qﬁﬂ?—b‘z-ca diRenyl, -C;-

A conpound according .to claim2, wherein said halo 1s ", .

cHreo?Pre Sradrs PROY, -1aipy OB\ Ehlmddm d(Giteb Ok mg(GHpla- CFONR'RY, -

Z | (eHm-m(@R%ct-wﬂzﬁMﬂ@lml@, grsmr})ce o4rw<iys,t | HQHOFSOR’, ‘(|CH2)q‘((3'10
- - Car = 2 - - (\4- ro- he

oriroecedt iR oot B B KN i Eolly bRV REERBERY Aeteroan

4-p ((Chk k 2YIRENY | - et hyl ) - (4- chl or o- benzenesul f ony

|') - am ngerdidiy bikyl aieaq)] dkoxCdlibnBB], ta(t:1_-e§§|@1); aryl and aryloxy of X, Y

VITBEhE PR D SRR Rbatile aih iy Pof |} A0 tbsttuens

| drdepbrdenbiretgted fromyialp, (@H ot S ENd N- 4- yI m

et hyl - Qgggy{ dram noj - 2- phenyl - 20 acet am de;

R) - 2-[ Benzy| - (4- chl or o- benzenesul f onyl ), am noj - 2- phen
§/| 2 aceEQam d)é/A co(mpound accord%g to claim 8, wherein F%3 is a grou ofztthormula I, as
depicted below
v z
.
]
AN

wherein B is C4-Cs alkylene; q is 0, 1 or 2; and the aryl of said -(CH,)q-(Cs-C14 aryl) of X, Y
and Z is phenyl, the R® of said -(CH,).-C(=0)R® and of said -(CH,);-SO:R’, both of X, Y and
Z, is phenyl, and the aryloxy of said -(CH;)q-(Cs-C14 aryloxy) of X, Y and Z is phenoxy,
wherein said X, Y and Z are each optionally independently substituted according to claim 8
above.

10. A compound according to claim 8, wherein R%is a group of the Formula ll, as

depicted below

Y,

ol
x“‘@/'la

Il

wherein B is C4-Cg alkylene; q is 0, 1 or 2; and the heterocycloalkyl of said -(CH,)¢-(3-10
membered) heterocycloalkyl of X, Y and Z is selected from pyrrolidinyl and morpholinyl,



(R)-2-[(4-Cnhl oro-benzenesul fonyl ) - (4-cyano-benzyl ) -am
noj - 2- phenyl - acet am de;
W@ R)0sR9{3641- t er t - But yl - benzyl ) - (4- chl or o- benzeneSTIE2008/400796
) -am no] - 2- phenyl -acetam de; (R)-2-[(4-Ch
| or o- benzenesul fonyl ) - (3- cyano benzyl) am noj - 2- phenyl
-acetam de; 25
(R)-2-[(4-Cnl oro-benzenesul fonyl)-(4-trifluoronethoxy-
benzyl ) - am no] - 2- phenyl - acet am de;
(R)-2-[(4-Cnhl oro-benzenesul fonyl) - (4% thlad ol,
4N|”S¢|‘elrb% % Y aa?nzrﬂs? e@chmpgmﬁlly |ngg%qng thy éubs uted accordmg to claim 8
( Rpe’: [ (4- Chl or o- benzenesu
Lj];onyls)o (4 O,&(%Qdohr?d Xclcbrlal%g%&lcl;lgifnaénmﬂgr]ei'n%a'%qga%hﬁ 8fd Adfnula 1, as
(FQPP'Qte@ bdloehl or o- benzenesul fonyl ) -[4-(3-methyl -[1, 2, 4]
oxadi azol - 5-yl ) -benzyl ] - am no}- z2- phenyl - acet am de
(R -2-{(4-Ch |l oro- benzenesu\f\f\1 [)-[4-(2-nethyl -
Htetrazol -5-yi )-benzyl ] % - 2- phenyl acet am de;
WO 2005/ 095334 PCT/ | B2005/ 0
(R)-2-{(4-Chl oro-benzenesul fonyl) E‘[ 4 (1- hydr oxy- 1-net h
yl -ethyl)-benzyl ]-anino}-2- phenyl|-acetan de;
5 (R -2-(2, 2-Di net hyl - propyl am no)—J‘ﬂhenyl acet am de;

ngh'??eir{ %4|sq§ ?r %né?lg\‘iﬁz ed;%sﬁehf@”é’ | dad g‘l’ezﬁtgerb%'yl of said -(CHy)g-(4-10

Zcet am d
(R e[e(da rcmb %éhz\é@éélﬂ fSoPsmted( Bormeimifpral e Hiagiayelyrpxazolyl,
| Qﬁ?ﬂazé’lylplb@)@%lyl ARG icBBINE; whéliagn-s%m{)( 4{]43?2%%‘9 e&lfhrbbﬁdihally independently
nz am no phenyl -acet am
8L3t&(t‘%%g°§é ?'('g?odjl%rgsa% eeynzenesu | f onyl ) (3-ch
10 | or o- bélﬂzyl )A gqmnonm] ac@orpthlalmdewmrem(ﬂ@w aryl or benzyl.

(R)-2- [1(34 Chi, %r&ohx%‘ﬁ&dﬁé‘tﬁ éléh‘%ﬂ Whérdin GY¥igdRalo is chlorme andmis 1.
0- benzyl ) -am no

| oro-b er‘l"z en Aegcm qoalpfsfiao’ecg%/j@g ]tq cl alm 1 seﬁlacted frgm the grLLSp consisting of:
uor 0- benfiCartmmonie}-phznpiethyld(4-etded-hemzedesulfdr}i)-amino]-methyl}-benzoic
d%é‘lﬂ( &l or o- benzenesul fonyl ) - (4 fl uoro- benzyl)-am
i no] henyr acet am de; {”‘r é
15 | or 0- behE&EARSPY RGN methylf thoub W%ylfoﬁb'éﬁ'fym)mﬁw} -benzoic
| Rid-rdetin egwrl; acet am de; _
( R)amzng)(ﬁ :%%I[] g)eg{gjezé i ﬁg{-&@%gtﬁ)(lazmiﬁérgclatff\JI-%QEZ?D-Q%%%ﬂé-phenyl-
( Retamldes - ChI or o- benzenesu ’

| onyl %_(R§ -3{(4-Chickd-bEendBaRa)-u4- mmﬁ%«ﬁwwénz@y%mmtz -phenyl-

20 (F%C‘et?m[d(eﬂr Chl or o- benzenesul fonyl )-(3-trifluoromethyl-b
enzyl ) -(RiREnz@-(ptiegry-berrertsalionyl-amino]-2-phenyl-acetamide;
é rFf)ZwZ) [z ﬁﬁ'dﬂro% E&Q&&Q@gﬂ%{ @%ao Ketzfif-arhih L MR B¥d tarRide;
(R -2- [(Blrzﬁﬁﬁ‘?ﬁ%“tﬂé’ﬁ’i?éh é‘%ﬁn’?rﬁ H?”%e”‘fs?”fWI Gr¥ohe ﬁE‘iﬂyb'a‘ﬁfﬂmde
i noj - 2- (RMBWJCh&@cGﬁMrté@ulfoﬂQ) (8-cyano-benzyl)-amino]-2-phenyl-acetamide;
( R) - 2- [ g5l ]
L ani no I’ﬁ%r[? pe%gélfegﬁt%g)é @r{mu%rogrgeth%xyd b%bl?gﬂmgf‘?&%lnyl
Fa;cetam[ 4 ChI or o- benzenesul fonyl ) - (2-fl uoro-benzyl)-am
| noj - 2- (Rb@gl%w&@ﬁbr{é@ulmnyl ~(4-[1,2,3]thiadiazol-4-yl-benzyl)-amino]-2-phenyl-
(R% [9%4 | or o- benzenesul fonyl )-(2, 6-di f | uor o- benzyl
2- phenyl - acet am i de;
(R) 2- [(R2-(A{Chiogo-hrererene oy F-@royxhiol-g Y -eenzd)-amiBelt2-phehyteretamide;
30 onet hylrhenz s @BRr-BRkaifenyi)-[4-(3-methyl-[1,2,4]oxadiazol-5-yl)-benzyl]-amino}-
2-phenyl-acetamide;
(R)-2-{(4-Chloro-benzenesulfonyl)-[4-(2-methyl-2H-tetrazol-5-yt)-benzyll-amino}-2-

phenyl-acetamide;



phenyl - acet am de; 25
(R)-2-[(4-Chl oro-benzenesul fonyl )-(3-di fl uoronet hoxy-b

WE@rw§i035334m noj - 2- phenyl - acet am de; PCT/IB2005/000796
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(R -2-[(4-Chl oro-benzenesul fonyl )-(3-fluoro-4-trifluor
onet hyl - benzyl ) - am no] - 2- pheny acet am de;

(R)-2-[ (4-Chl oro- benzenesul foné‘?) (5-fluoro-2-trifluor
onet hyl - benzyl ) -am i no] - 2- phenyl - 30 acet am de;

(R -2-[(4-Cnhloro- benzenesul fonyl)-(2-trifluoronethoxy-

benzyl) he

(R~ a1 EA B oS y» for S Py B LRy e ihsBRBener >
f ghy-aeatarnide] - met hyI }-3- nethoxy-benzoic acid nethyl

ester; @$o.(22- Dlmethyl ropylammo -2- phen l-acetamide;

(R)-2- [B| hen § or o- benzenesul f onyl ) -

am no] - R g’f[!(é or%E%}zgqﬁsHémyl (2 2 dlmethyl propyl)-amino]-2-pherniyl-acetamide;
(R - 2- [(Ry2RerchnesenzEéanyifong)-(Byrheth@baydy))-atthob Boerg-etamide;

2005] 0dEs4d T BB Gt ASEN BB S amtich 2onenytcotamice;
(R -2- [(B)tszﬂ‘HQﬂ%Q provoRasE Ry -Graploya-penzg)-gminol-2-phenyl-acetamide;

i f1 uor qripg ﬁmm@lﬁrﬁ@ies@foﬁ F(EYdyaW@érﬁm Qﬂlno] 2 -phenyl-acetamide;
(R -2- [ 4- enzene

uor o- b § r? %ﬁzer?sbﬁgﬂ;{%%(g é)tb%r[ht)&) ammo]—2 phenyl-acetamide;

(R -2- [(BM@‘%’rQﬂomo benaeresaollj-Grilpbolo-ep2\3); ninqlizfphenyl-esdiamide;
Zy| ) ar(R?QJ (@ ZriRP& R zeRe Gl {ilec'riﬁlu)oro(nhethyl benzyl)-amino]-2- phenYl-
y - -

g& Car banoyl - phenyl - chl or o- benZenesu
'135” mino]l-methyl} 5 benzoic acid methyl ester;
(R) 2- [(szl-zx[m#micmo beneresabooylj-@rydijuot3behzg)- ﬁhlh@]lfzapftéﬁﬂéyétamlde

(R 2 TE U REBRRERIAN it uors oyl 2 ey pogiemise
enzyl) - { 1[(ﬁzﬂhlogo W?ﬁgsulfoaﬂbﬁgﬁﬂ@@methyl benzyl)-amino]-2-phenyl-
( Rcefédmided- Chl or o- benzenesul fonyl)-(2,4,5-trifluoro-ben

) - 10 .
() 2" (RSB RSP ua oty e T g e
z\dcktamitieno] - 2- phenyl - acet ani de;
(R -2-[(&4 ﬁl@ﬁ&d 9@&&%@@%&4% @[Bhlo}d se%zsa;l&r%a Aptehyl-acetamide;

?% ozb?n TR pRL BT oty FSHTar e P2 e AEgtamice;

- benz yR)-2-4@Ghivad-béhzatesuifohyl)-@eebariedayl)-ahfinol-2-phenyl-acetamide;
(ﬁ) mzet Lﬁﬁiﬁg:’(ﬁﬁg p%&érﬁegﬁﬁ)wl g%\{é ﬁuoﬁ?ben‘%ﬁ?&ﬂma Zo;th%ﬂ% Iacé&amlde
(R) - 2- [(Rro i %ﬁ%@éﬂylf@ﬁm?Hﬁlﬁ%rpmwy't?éﬂawawwﬂﬁ
i rph]an@aw@ﬁyé acet am de;

I( rl?Z)] 2 2[(¥? £2- -C%'I’oro ?&ggngers]&%nylf 8n§{f|u2)ro§nethrc])lx)tl-gen_za?—Qr%%lo])-i—&rgnyl-
(Faﬁetam[d@4 ChI oro benzenesul f onyl ) - ( 2- met hoxy- 5-n

' tro- bQR7—)ZJ ﬁ'@mr@@nz&‘re&m%ﬂw -(3-fRBroRL@ kil benzyl) -amino]-2-phenyl-
%: ¢ 59% I or o- benzenesul fonyl ) - (2- hydr oxy-
6eP&Nzyl ) - am i no] - 2- phenyl -
(R)-2-[(4-Chloro-benzenesulfonyl)-(5-fluoro-2-trifluoromethyl-benzyl)-amino]-2-phenyl-
acetamide;
(R)-2-[(4-Chloro-benzenesulfonyl)-(2-trifluoromethoxy-benzyl)-amino]-2-phenyl-
acetamide;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(4-chloro-benzenesulfonyl)-amino]-methyl}-3-
methoxy-benzoic acid methyl ester;
(R)-2-[Biphenyl-2-ylmethyl-(4-chloro-benzenesulfonyl)-amino]-2-phenyl-acetamide;
(R)-2-[(2-Benzenesuifonylmethyl-benzyl)-(4-chloro-benzenesulfonyl)-amino]-2-

phenyl-acetamide;



acetam de; (R)-2-[(4-Ch |oro-benzenesul fonyl)-(4-n
i tro-benzyl)-am no] - 2-phenyl -acet am de;

w@ R)052943641- Chl or o- benzenesul fonyl ) - (2, 5-di f | uOPCF/B203/100796
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) - am no] - 2- phenyl - acet am de; 25
(R)-2-[(4-Brono-2-fluoro-benzy|)-(4-chl oro-benzenesul f
onyl ) - am no] - 2- phenyl - acet am de;

(R)-2-[(4-Chl oro-benzenesul fonyl)-(4-fluoro-2-trifl
uor om et hyl - benzyl) am no] - 2- phenyl - acet am de;

EEZ]-Z)Z/I g(&éﬁﬂl ncg»]orcf %ﬁé}eﬁgﬁ gg&a%@% iﬂsl&%rzyl/l a!xrrlill%]g)zr-rggepﬁé%etamlde
(R) - 2- [ (R}=2qr1Ghtone-beagresalfnlif- (BB dif uofathenzyl)-areinbiepyheRylvaicétamide;
ro- benz()k -2 4%0?@&)%%&@39?&’1 Zaﬁpfﬁﬁ'i rgﬁenzKl) amlno] -2- Ehﬁnyl-acetamlde;

(R)-2- | or o- benzenesu

m i noj (52“{) aﬁw a%bql‘gml-d@thyl) (4- chloro enzenesulfonyl) ammo] -methyl}-

( Ren2bid 4ckt ethpestehenzenesul fonyl) (3, 5-di net hoxy- benzy

I) aml o
AR s BN PR Fnora ey rseER e anygmice:

I f anyI (Béﬁi(f}’rqmoahbm?ﬂezu|@hﬂh§2rfw0@c3emathvld>§ﬂzy0@min0]-2~phenyl-

2(14&51/39,%334 PCT/ | B2005/ 000796 - 55

EnRz‘];)jz ﬁiﬁ%%%%&g?ﬁ‘%g on)gl) -(2,4,5 t%lt?ort? ggnzza? Sr%%lo]fZO Q enz/l acetamide;
( R) - [(R%Z-BH{QBWWMGHG{SM@O]ZIb@elt,&%ylﬂuaqmbmylb ambe)y2-phesniiydcetamide;
- (4- cghm@%wmééﬂe%aw 2 éﬁ@d ﬁﬁ%or@b%@l%hn@ﬁf—ﬁ%b

|de 4- Chl or o- benzehesu

) 36833“ ; 8- tetrarret hyl -5, 6, 7, 8- tetrahydro napht hal en-

5 2-yl l’(Rl}-h{(M)C—h&ii’d-b@]zerﬁasmhﬁ;ily[&(aiﬂedra-rﬁhé‘lﬁky)-benzyl]-amino}-2-phenyl-
(@ct% de3- Benzyl oxy- benzyl ) - (4-chl or o- benzenesul f onyl)

-am noj - 2- phen acetam i de;

(R) - 2- [(Blr21[m1%\%m 'E%‘ﬁ?@ﬁ@%’ﬂylI‘@h?;MaWO'Pinhw!r"azlmlemll)-aminO]-2~phenyl-
- eetB@iigy!l ) - am noj - 2- phenyl acet am de

(R 2 Ll B2 SR AN 50 B PR e

( R) - N- BR)»-H(4Lhlof oo dreswfphyl i3 enityo-bemet! Fanhiye] 24hefl-acaarbide;

nzenes 1 } - .
(s ;h( 210 ohioR R di4rcs TEhfIk{oirdiiek; 80 fibenzyi)-aminol2 pheny

mino]-nmethyl}-N nmethyl-benzam de;

( R) ( 4-(R)-2-Garchmrotydnzgrieeuiphyl FEtHYoXy-§-Aitr6- Dbty )-ah@idE 2 PRS-
9&)4.111 am ino] -nmethyl}- 15 phenyl) acetic acid

- 0X0 henyl -ethyl ester; (R)-2-[(3,5-Bis-trifl
uor omst(ﬁg? I%&HE’W l)eneerleéll‘ifomtb)*@ nieorheary!)-aminol-2-phenyl-acetamide;

esul f ongl- 2-‘[(&@hl@ﬂi—be¥nz@{é§lﬂﬁ6hyl -@Gadifudtodnzyl)-amino]-2- phenyl -acetamide;
$nR? ng] [(% -2 g %}%ﬂo 0= %E #@rn%% é c%rg)roobe%zgneers]gl?c;nﬁ?amlng]rypi)ena
(R)?etam{deﬂf Chl or o- benzenesul fonyl ) -[ 3- (2-fl uor o- ph
enoxy) '(h?ﬂ{(ﬂc}wl’oﬂmeﬂ%n'egulfghyl)e(mﬂbéro-z-triﬂuoromethyl-benzyl)—amino]-2-phenyl-
acetamide;
(R)-2-[(4-Chloro-benzenesulfonyl)-(3-trifluoromethoxy-benzyl)-amino}-2-phenyl-
acetamide;
(R)-2-[(4-Chloro-benzenesulfonyl)-(4,5-dimethoxy-2-nitro-benzyl)-amino]-2-phenyl-
acetamide;
(R)-2-[(4-Chloro-benzenesulfonyl)-(3-methoxy-benzyl)-amino]-2-phenyl-acetamide;
(R)-2-[(4-Chloro-benzenesulfonyl)-(3,5-dimethoxy-benzyl)-amino}-2-phenyl-
acetamide;
(R)-2-[(4-Chioro-benzenesulfonyl)-(4-trifluoromethylsulfanyl-benzyl)-amino]-2-phenyl-
acetamide;



20 acet am de;
(R)-2-[(4-Chl oro-benzenesul fonyl ) - (4-chl oro- benzyl ) -am

w0 pwpA3phenyl - acet am de; PCT/IB2005/000796
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(R) -2-[(4-Chl oro-benzenesul fonyl ) - (3, 5- di met hyl - benzyl
) - am no] - 2- phenyl - acet am de; &J}?) -[ (4-Ch

| oro- benzenesu | fonyl)-(4-fluoro-3-trifl uorom

et hyl - benzyl ) - am no] - 2- phenyl - acet am de; 25

(R) -4-{[ (Car banoyl - phenyl -net hyl )-(4-trifl uoronet hoxy-

25? é?neé% [(grl%é[]% ()(Ebegz%gﬁcnﬁro B/en;enesmizo%l/l Carr%go]% pr’:.%n{/] acetamide;

henyl nfR)-By(HBufary-gyrifinoromethylemuire in-6-gimgthy H-&héhiad-bemstehgdulfonyl)-

ﬁlﬂ‘i'&eff\%é&mwyl ester;
Car bano or o-

(e Dy D eI e e 0 e

e st-@hethyl)-amino]-2-phenyl-acetamide;

R) -4-
O B Aty BOG L TR DA BESRI b
(R -4- {Ry wﬂmbe%ﬂ@&yﬁmvﬂkfﬂwaml(@w@emt ol dnbertyn

zenpesmideonyl ) - am no] - met hyl } - benzoi c aci d net hyl

t
(R < o (RTRSIRy Perg sy Tor M- b P s stz
esul f or(§R)-N-Butsil-Ad{carh@mioylitphenybheneihgl)-¢4-eltdretbensehaslif@g-emino]-

VQ&% HeRadé4 PCT/ 1 B2005/ 000796 - 56
(R - 4#53 Br ofro- benzenesulfonyl

ba
g1 ) - A A HEPTRRe It g B SRR T e ety -
( Ryetdyl-berizBmideanoy| - phenyl - met hyl ) - (t ol uene- 4- sul f onyl)

- am no]j t
(BB B il T SRR il
o]Phﬁ%\t‘)r%ﬁPHlQ%S’é’r%@i%z %{”@Pbl SRRl ester;
(R - 4- {(Ri-2BrE®rihecRaARS-YELHNE- amdr@aé:ﬁa:ﬁawifonplblamhb}-ztﬁhenyl-
th I%-a )i no]-nethyl }- benzoic acid nethyl ester;

° rf‘{“{‘y( Car banoyl - phenyl - met hyl ) - (3-tri fl uoronet hyl - b
enz enedBl) -2-dAyAenzaykhanpd)}(4-chiorossnkgricpulioayzasicol @ephegnyl-acetamide;

met hyl Q-@(ﬁ»Chloro benzenesulfonyl) ES (2—ﬂsjor<() L;‘r)her}oxy) benzyl]-amino}-2-phenyl-

(c#‘f 4m§o[e Car banoyl - phenyl - e fl uor o- benzenesul
§P™%®am i no] - met hyl }- benzoic acid nethyl ester;

(R - 4- {(R{- @z{xnlmllmybemérmsylfonyna(4l=ty1lo)o-lédhzme$d‘iloa(]52—dmen)zlelnasmlde
R o i i
- am no] rqjléq%meﬁulg)eyl}jﬂ- rtoﬁ,’ytrlfIL@gqnaqthyl benzyl)-amino]-2-phenyl-
R)acétafideCar barmyl phenyl - net hyl ) - (2- chl or o- benzenesul f
onyl )- a(% 4 ?[lcé?‘@a%f ;}henﬁ I’lln (t]nyB -(4- %‘f\luoronqetkclgéfllber?zsetnesu’lfonyl) -amino]-
methyl}-benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(4-cyano-benzenesulfonyl)-amino}-methyl}-
benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(3-chloro-4-methyl-benzenesulfonyl)-amino]-
methyl}-benzoic acid methy! ester;
(R)-4-{[(Carbamoyl-phenyl-methyi)-(3-fluoro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(2,3,4-trifluoro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl)-(3,4-difluoro-benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester;



(R -4-{[ (Car banoyl - phenyl - met hyl ) - (3-chl oro-4-fluoro-b
enzenesul fonyl)-amino]- 20 nethyl }-benzoic acid

woredosphs3est er ; PCT/IB2005/000796
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(R -4-{[ (Car banoyl - phenyl -met hyl ) - (2, 4-di f| uor o- benzen
esul fonyl)-amino]-nethyl}- benzoic acid nethyl ester;
(R) - 4-{[ (Car banoyl - phenyl - met WBf) - (3, 5-di f | uor o- benzen
esul fonyl)-amino]-nethyl}- benzoic acid nethyl ester;
25

(R -4- {L{(Carbarm yl - phenyl - net hyl ) - (4-chl or 0o- 3-ni tro- be
nzenes URHHE- §r°@ﬁ1bﬁ@ﬂenﬁ%'ifW| y(car W'&@”%&eﬂ“yﬁ@ﬁm methyl}-
eYehfoic 4 méhyli [aété‘var barmyl

Pﬁg}/l ﬁﬁg[k(%ar amo @ én dﬂnﬁétf)%ene g\ﬁ nyl) kg]?né(h))} benzoxc acid

( RystiaM 4t¢rCar barmyl phenyl met hyI )-(2, 3- di chl or o- benzen
esul for{?&kﬁ '{[Bgﬁz@ﬁ’clsuﬁ@{yb(ﬁér m%ﬁlﬁ@eﬁﬁﬁﬁétﬁyl)a&ﬁ|ﬁ’o]fﬁ?étrti/)‘}lbenzmc acid

est er r) r ono- 2- net benzen

edTAt yéﬁ?? (car barmyl phenyl - rret hyl )-am i no] -

nmet hyl }Rpé{{eBromabetkzenedulfylyl)éstiemnoyliRepryl-r{ettytambaimethyl}-
0 -(2-trifl uoronethoxy-benzen
eéﬂﬁpw%}%mgﬁl :3%%% met hyl } - benzoi c acid nethyl ester;
35 ) -4-{[(Carbamoyl-phenyl-methyl)-(3-trifluoromethyl-benzenesulfonyl)- amlno]-
( Rietéyifdeb Lt sarmythyelteny| - met hyl ) - ( 3, 4- di net hoxy- benze

W0 2008 SOUER BB I ERER SerBbiy R freBPhh-

oydenzsireanid metgyl R§teh - (4- chl oro- 2, 5-d i m et hyl - benzenesu

| fonyl )R (fHPBam HaW1dm Dhfeth®)-sbnaBieBXon @ BaRihe]-methyl)-

(Lﬂ) (cgﬁ(?gk OmaF;phe%yIelft)rﬁ/nrrei(hy l) - ?4 i sopr opy?)S enz]ene v
ef‘%ﬂ‘ﬁ% ¥¥8T met hyl }- benzoic acid nethyl ester; 5

(R) 4- {(RI-GditCravemydyHpteeyiyethybi(iolpb)e-E-duliond)arhindienetiefesatoic  acid

,5%) nol] - net hyl }- benzoic acid nethyl ester; and

(%M alfﬂ)r(iarbarm | - phenyl - net h (3-nitro- benzenesul f ]

onyl ) - %{BFEW'F‘HXHP eybigHyI(2- %‘H UPRES 7y YIfopyt-@pinglriaethyl}-benzoic

plﬂa@rdnmmmbst@al I y acceptable salts thereof. 10 15. A

phar mag, wl r! arba{moe{ pﬂ%h%'n%(qwg% cl%lgrg%tffugr% b%g%ﬁ%ﬁ%?r?yl)garmino]-

condltl consi's
erﬁ@fl}mz%cmds@@tbléesth'éred|tary cerebral henor r hage

with Qﬁyh-‘ﬁ'(@éi’@n%yl SRR Ry a@islo-BBHeRRAIGH))-afinol-methyl}-
pr.i on- cﬁ{"‘ ! 58 dtl sease, inclusion body nyositis,

stAEBRUC G IPeNY PR c| erosis, head trauma, mild

cogni ti (Re44{[(¢mbarmmheay1ﬂindmywm §-dByorcibemrenésulfeny!)@meinehingthyl}-

CCHEHEdlcsé émy,gggg,unt of the conpound according to
claiml at |sefect|ve|n 15 inhibiting A(3-pe

pr oduct(ﬁbﬁ ﬂs%artemkm?@y'g"ﬁw' dt-shioes- “&F?doeé‘é?ﬂ?ﬂ'foﬁﬂ’p a“‘éﬂﬂ?i methyl}-
a bephuit sortaethyiestel,y acceptabl e carrier. 16. A nethod

O]; Ohr ea(k5 Q—@[ @argén’?o?/ﬁﬁ]%nﬁ e%ﬁ-‘i%—h&o?&Z-ﬁ%lth?I%e%gerfeg8%}1§Iﬁ§nino]-
J methyl} -benzoic acid methyl ester;
(R)-4~{[(Carbamoyl-phenyl-methyl)-(2,3-dichloro-benzenesulfonyl)-amino]-methyl}-
benzoic acid methyl ester;
(R)-4-{[(4-Bromo-2-methyl-benzenesulfonyl}-(carbamoyl-phenyl-methyl)-amino]-
methyl}-benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl}-(2-trifluoromethoxy-benzenesulfonyl)-amino]-
methyl}-benzoic acid methyl ester;
(R)-4-{[(Carbamoyl-phenyl-methyl}-(3,4-dimethoxy-benzenesulfonyl)-amino]-methyl}-

benzoic acid methyl ester;



consi sting of Al zheiner's disease, hereditary cerebral
henorrhage with anyl oi dosis, cerebral anyloid

wargsopsshy, a prion-nmedi ated di sease, i ncl usi POT/IR2AY5/000796
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nmyositis, stroke, nultiple 20 sclerosis, head traung,
mld cognitive inpairment and Dovvn S Syndrorre in a
manmmal ,  conpri sing adm ni st er?’ ng to said mammal an
anmount of the conpound according to claiml that is
effective in inhibiting An-production or treati ng such

di sease_or condition. 17. A nethod of treati

di seasdRbf ”Tqyb??e%é%'?yat(‘éﬂrﬂ%iz% %{F%ﬂ“ﬂ é’ﬁ?%eB%S“lfO”y') amino-
prroetoydittieorvid avicemetayhestbr; conpri sing administering to

said 1471 0% Laim 1. o
and (b B Rty EATRIARD- ¢ Co B L AR G ety
a&@ﬂ%ﬂ'%q'%metb\ﬁ?ﬁﬂsychotl c agent, sleep disorder agent,

anti -i nRI- &l{[(@r&fr%yﬁgﬁﬁylwme’ﬁm )i(4-prepgldBhzeAgRAdNyI)-amino]-methyl}-
g agent, a Hi stam ne (H2)

R}e%oé%acgfm%}mgﬁ?r a'ﬁcgpert ensive agent; wherein the
act i ve (RiyéAfitGarbamtoyleph@nyHtettahidd-aitrabenzenessiiony!-amirawathyisbenzoic

t h@la h@mil8dtert he corrposi ti on effect ive in treating
such di sease or condition, A pharmaceuti cal

con‘poslaﬂ“fj BHarf“B?e“l“?a@é??‘i’?@taB'e8?'§é%1"§%°f0r condi tion

associ atsed Avpbdimbteticad dopdsition faf trdatiey hlatisshses bgoalditing selected
p r t k

ag{:og'}"’g% glg[ﬁp clél%lgﬁﬁ? o?%lﬁ%m%ely:bqsegger nr%géé&g%r?céeﬁbral hemorrhage with
aCEuRidRBiP <ceERral aMyleig. ‘angipeatiye ﬁ'ﬁﬂ% Mpgped fisasa 'ﬁ@“ﬁpn body myositis,
whrbld, muttipre sdbn‘@@@,&%a@ tra @A) Gl icOghitive irflireehtemhd D‘owamsiyh&ome ina
r réﬁeiynﬁnaag g(t[,]qiml);)%glhﬂg r?g}ogl%n (}qﬁ Oanr1 to%l[’l(!i (a)cs: Clgje % rcsl;éél’g d’ll %atels e?fectwe in
[ nrﬁﬁltatlmatﬁcﬁréepmmrocwpmam treatfnb anmiut !dmaseasmrhirra;ondmon, and a
9rpﬂéﬁna%&lt@&&'a@ééptagfe%%heyer sus host disease,

aut oi mmune di sease and trans | ant rej ection.
2005/ 096334 Apmfmzefoﬁf‘@m?@ed'sea@s op (roncfiips é%?ﬁ%% ffPote group
Ofcoﬁélsalh@bﬂ.&zhem&&ilsléaidﬁ AerdtisRASRebpdl hémardidgb @ith lafhyloidosis, cerebral

ielnﬁ%ﬁfeg?gi{p%gw ;?nogrrrge gaéegdggg%)assgl ﬂ)glag {J ch?r]ryosf é CF’tr'&(e multiple
fﬁ@h{oﬁheh@qdot@lmq;@m@ @Qplﬁ\g& ipalmpntegnd Downs Syndrome in a mammal,

arcbﬁe]bhsn@o&&maér&g t@l Isabertanqmn %h laRRRR A he cbm?mt&b&dmg to claim 1
art hr di sease

mat o
i ffgt éﬁﬁ?gﬁﬂ"‘é% '”%@Wrﬁf pr@‘i‘”&’f"{” ‘%réfﬁ%i 3 FB‘)rg' disgAs T coRtins
hOSt di1geasen ntHodi dﬂl‘cﬁﬁ:&ngﬂ laS@%@e a)ﬂd:ohditaiﬂsiﬂsaéléted with AB peptide
roeo%%tlog n|h an%éngnlwécf IOE%n a{:n (r)“r in srtclar{nn tgl %al mln]%n{mwrfa) the compound
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cholesterol modulating agent, a Histamine (H2) antagonist or anti-hypertensive agent;

wherein the active agents “a” and “b” above are present in amounts that render the
composition effective in treating such disease or condition.

18. A pharmaceutical composition for treating a disease or condition associated
with the modulation of the Notch signaling pathway comprising the compound of Formula |
according to claim 1, or their pharmaceutically acceptable salts.

19. The composition of claim 18, wherein the disease or condition is selected
from the group consisting of cancer, arteriosclerosis, diabetic retinopathy, rheumatoid arthritis,
psoriasis, inflammatory bowel disease, inflammation, asthma, graft rejection, graft versus host

disease, autoimmune disease and transplant rejection.
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20. The composition of claim 19, wherein the disease or condition is selected
from the group consisting of cancer.

21. A method of treating a disease or condition selected from the group

consisting of cancer, arteriosclerosis, diabetic retinopathy, rheumatoid arthritis, psoriasis,
5  inflammatory bowel disease, inflammation, asthma, graft rejection, graft versus host disease,
autoimmune disease and transplant rejection, comprising administering to said mammal an
amount of the compound according to claim 1 that is effective in modulating Notch signaling

pathway or treating such disease or condition.



