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cl eavage(s) they make to produce the A(3-peptides. The
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and Sel koe, D. J. 1993 Cell 75:1039-1042). This
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25  optionally containing from one to three double or triple bonds, -C4-Cs alkoxy independently
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optionally containing from one to three double or triple bonds, -Cl, -F, -Br, -I, -CN, -NO,,
-NR°R™, -C(=0)NR°R", -S(0),NR°R", -C(=0)R"", -8(0),R"", -C(=0)OR"?, -C;-C; cycloalkyl,
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tI‘IB n ﬂﬁa ydr ox ¥ (PG .G alk
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- 0B- CLORAlsy$eleciddeiant hi, s@li ¢F, aBrkyll ;CNal RiPb.eR“R', -CFs, -C(=0)NRR™,

5cycé(9@ JRey ! 3(@%@30@&4@@&03 @MR%W -s@tﬁ)npﬁ@we -GAEH alkyl, ~C1-Cao
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R is selected fromH, -d, -F -Br, -1, -CN, -NO2,
-NR14R15, -CF3, -C(=0 NR14R15 35 -C(=O R13, -S(O"
WRIBH08(4390) OR13, - C(=NR9) R15, -S(O nNR14R15, -EQF/02003/004330

al kyl, -C1-C20 al koxy, -(CzeroC4 al kyl ene)-(C3-C12

cycl oal kyl), -(Czerol4

al kyl ene) - ((C4-C12) cycl oal kenyl4-, - (CzeroC4

al kyl ene) - ((C5-C20) bi - or tricycloal kyl), -(CzeroC4

al kyl ene) - ((C7- C20) bi - or WD 2004/ 033439
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(Q&Qm&?cﬂ)am?e rﬁ%ferr&gclgéll?e%ghoo% rgIT%Jalk bl%éc?o\éﬁ(legﬁl lﬁgtn%klcycloalkyl and
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o PRPREY PBAN R g o8 e Cret bR i el B Phepan oacn rycrogen s
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heE@rﬁQm&g)ﬁ%hp%hé‘%‘Ythreé' (ﬂﬂlglea&e trﬁfe' 864Rdand Wﬂ@.%ﬁ‘qn@%t hydrogen is
wher ei n Sa1|

25 (. SRRty eor K| ORRGHe Wi oh ClBEOS | SETRI h STORR', -C(0JOR™
het¥HOnNR Rgal k@’;}y}% biatkylehe)&CkGd | cbnlmaﬁ«yl)oal—(k)eeraf,m alkylene)-(C4-Cs
hetgs o%Rbﬁ%X)C ' (@zem '@)( 'ark%/l@a%i (2 %115t$?tc5?ftr‘?39b|8a\ft§( éo%zerto 2y 'alkvlgﬁlkgﬂcy -Ciy)bi-
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RO Oa{ipyeadeayl é%@ﬁc'f r?&@\@@??d%@w%ya% dEtea® f ?'b\f'ﬁ”e)—@ -8 ‘membered
- Ohbtero€ytlo@lkylja bikdy{C.LClepaRder51y menibbied heteloyryly,anteaimdaitcycloalkyl,

fr . L

30 Qﬂglo%m%llﬁ %le é]rq{lcglglog%g) Zqu g'g:x {éll@:hg té?@hﬁjﬁ%?ry y?lg%@g a%la rPleteroaryl are
w. ??PhaOPF"Pflﬁ’ infependenty @@sw%w Tameerieldhtes pubstituents independently
Optsél@dt’éii from -CIOMF aBrniLNGNE Ny, cmré‘w@ bM@ﬂRﬂRﬁbJO?—(@)R“ -C(=0)OR",

B8l RO IER L 260 LRG58l opginn rom one
C(h&e@) ®uble or Gipd) barts,, -C4+-C4 aRp:SRNGependeBiOp PRIV RbAtaining from one to

35" (W&r Q6¢bie ok Wi %n&scicfgen GyGloRrliky | ?Os C&ﬁcjﬁ5>904(5 -14 membered)

| ene c

E%Ff@?{é'%xv( ?@&2{% ‘514>o?fy'? T %yt‘% léymfmbere%zsﬁe@éw and -Cy-Ce
aI kN endeperideG- Qitibhally- coptairting &yrol ael toethide) doubleCare fripleCdonds  and
al kyl ene) - (C6-Cl14 aryl), -(CZeroC4 al kyl ene)-(3-8
menbered heterocycloal kyl), and -(CZeroC4
al kyl ene) - (5- 14 nenbered heteroaryl), wherein said
cycl oal kyl, 30 cycl oal kenyl, bi-or tricycloal kyl, bi-
or tricycloal kenyl, aryl, heterocycl oal kyl, and
heteroaryl are each optlonally |ndependently
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selected from-d, -F, -Br, -1, -CN, -NO2, -NR14R15,
-C(=) ONR14R15, -C(=OR11l, -C(=OOR12, -S(O" R11,
WO S{0dpsRL4R15, -OH, -Cl1-C6 al kyl i ndependent | RCT/IB2003/004330
optionally containing fromone to three double or
triple bonds, -Cl1-C6 al koxy independently optionally
containing fromone to 35 threé-double or triple
bonds, -Cl-C6 hydroxyal kyl, -(C6-Cl4) aryl oxy, -(5-14
menber ed) heteroaryl oxy, -(CZeroC4)-((C6-Cl4) aryl),
-(CZeroC4) - (5-14 nenbered heteroaryl), and -Cl-C6
al kiydpehdetitpsubdiaid witio foinanalid yix emntsdndepenyehtyoselasted ftom F, Cl, Br,
th el doubl e or triple bonds and WO 2004/ 033439
/'1'B2003/ OQ433 -5 independent |y substituted w
fr om on@ NRYRgjcgn ﬁldé?ﬁé‘d?rﬁ'dé’ﬁ@ﬁ‘a@’rff"l“?a§@P@E¥°@8'k¥lr”6?ﬁt¥:°f from four to
C sevBH ring raé}dbdrs s6t hABIRdbakamadisty eypesed et} yptopalyaaaplising one or
5 io&vghﬁé\h eSr’oa Sgsllr? Ré{d'entﬁ%'el% th f?im f\lréma)fz%ﬁws«t))zemzsa%}f%ependently
i n@télp@ﬂﬂ@nntﬁlpm@momomﬁ foy tmﬁwbﬁ %@pdénén%.sa'dshthycloalkw moiety

f Ulﬁ&éb%ﬁ %%5 udsﬂl@%ﬁ eRge ibhy onff:ée ke ahresl s‘ubﬁmeNSR&dependently

co?P?e& %‘ﬁéﬁ’ gNi NP ?\@%e‘% %%ﬁ@i% EY”OQR” -C(=0)OR",
he{%@)aEVcSGE)LWFR f‘reDblt 1~ Gsmﬂwblemmelnw emlon@ﬂwbhtymmg from one to

10 Su el do gﬁl@% tehoofnaé)qbgﬁeal‘(&ytlllﬁeﬁgno%H@S tlﬁh’éﬁFt@ntammg from one to
epen ent sel ected from-d

M@Qee dopjpig gq:\ti@e bor@e,_?oq';@@malkyl @(ﬂ&;@}\ﬁ& y opte(@@) %Iﬁl’ng from one
S(o@)reRinuble (S(tl@le DRt RI%;C15) @GHyjoxy, G(B-‘I@G‘n@hb@dd) heteroaryloxy, -(Czero-Ca)-
E&pé @{)l Y(o Fetoy 4)0€all4 ﬁ‘ug ga{e@' i@té?&anﬁl)r Oéndor@-é oaﬂ<9 independently

i n@m's@ai'u ePRiPIYING oM GNAq reccripkble r?F H@'ef qoaflﬁ ingepondapiip gubstitted
15 dowl Ror®@bnd tb sRla®risaitdBendefll-sSlciay doraxyal By bnd I;

Idggglpgn %‘ra n%ul:l }4120 ; Iagrl? %hgalen(é%g %li%t&gfrofnf q mCo &e ?I}gytll gézllor 8 alkylene)-

nefﬁaé‘ra sgylodtiet) e(fbad*(yd diiene)-Cere PﬂMjkenl(')( @@ae@ﬁ)a'k&'mﬁ))((?s -C1)bi- or

aI e )Fio:ap](gﬂ)ahé 5((.‘;'25‘}0 @%Tf@@t'nﬁ)j((d%ﬁtﬁblgaﬁ %ﬁg?clr;)aﬁ&djl r g@ze,g;m alkylene)~(Ce-
hEeertbire san o E BRI ARG RBIR A . diene-c-

20 substnetbired) he@ﬁ)am) tdnd R’ oandd?léanemdgpwdanttymtlona"y substituted with from
i ngﬁquq}ggéwhiby selected fromF, d, Br, and I Rll and
are_gach i ndependent ly sel ect eg fr om
al kyI R( a5 shlestss mlg},l gm-&y alkxlegtlc@gly %Pma@g]ggm one o three double or
- ( fﬁp%rmﬁd&; aldiiyHeesregach Mdr%rcly tidepdnidenily loptiona(lyGeplread@4th a fluorine,

al @l e'&e) @ glé b&y l&%ﬁy&_ 1§dZSCrZOY§| Qﬂ}éﬂé 304-032 E&{gloalklenyl) ~(Cer0-C4

25 . (g‘gfg?r@agﬁcap j- éﬁ@)cyqlqgggyl) ay —épw,-f,z afk%lé%—,((g %20)DI- C}I/' t?lcycloalkenyl)

a| k(EL E—@Q) all(y(eae)S(CEerb efypd)(cheiosr ayenkpE@s-ky Imembared) heterocycloalkyl),
Ikg l r%% &(? 98 )ne‘n%% é #ﬁobﬁﬁ&ér@tﬂ%}mg? fkgr o -Xb)erz,-cd, alkylene)-

arein
suﬂ§11i4trmf@tl¢fqm theteforath 2h& 't & ptPflOé@! YF&!?S’“’“R& witg from one to three
sek@iligshtf ROM H, - CL-C6 al kyl opt| onal | y cont ai ni ng
fromon tot Eee do a i

30 gach hy&r oBeri €7 ﬁ?fﬁdré(ﬁea qepﬁ)/ %“'E‘%“?egna ;H 'r gblcéi’ aqlé/? idependently
Wi pptioaallyl qqoualnme from- gn€Ze fiveCdouilek g tewie)mf(@aan@y@erem each hydrogen is
Cyﬂd&?énlﬁé/rlﬂl/ opt:Bﬁ%#l&r%Qéc&i' kith €8 eduofifted 3(0),,R11 -C(=0)OR™,

cycl oal keny roC4 25 al kyl en 85
Y TORNBEREY | Core - qlhR0F B kﬁ}’cgcz?g‘ § oGB! S Sone-
or cydtdamywl)o atkeay b%ylene)(((cwﬁot)t@%ramdygibaéwb)—(QQ&Cﬁ:mylene) ~((C7-Co)bi-

ar X )tr'l gcl&%eﬂ EC% soro™ 5}’ la@lﬁh?&?’clzaﬂﬁ nb(ézer alléylene) -(3-8 membered

tero

nehggrpg)@)oahﬁ} é‘F(b‘Kszero (éqallfy@p@)r(éﬂfl p@y@pr@g?ﬂkt?qo’aryl) AWgrein said cycloalkyl,

- ( ydRyamErY, al-kythi@Biedikyl, (bf-Tor Ibydi@lenyl eahyl, headresyolasiyl,)and dn@roaryl are
R13 is optionally substituted with fromone to three
substituents R b; .



30 R14 and R15 are each independently selected from
-H -Cl1-C20 al kyl i ndependently optionally containing
wo ecani0adrgdo t o five double or triple bonds and WheT/E2003/004330
each hydrogen is independently optionally replaced
with a fluorine, -C(=O R11, -S(O"R11l, -C(=0 OR12,
-S(O, NR11R12, -(CzeroC4 al kyl eéhe)-(C3-C12
cycl oal kyl), -(Czero-C4 al kyl ene)-(C4-C12
cycl oal kenyl ), -(CzeroC4 al kyl ene) - ((C5-C20) bi - or
tricycloal kyl), -(CzeroC4 al kyl ene)-((C7-C20)bi 35 or
t r eghdhdsakidenty gptionahCoubsiiaiad it fromnee-to dFreesubskiugnty independently

- ( ga&ftébcﬁforﬂ' d:sy<t eél@) Trﬁgi‘&d&ﬁl fiG iy B&ﬁﬁ{n‘i@ﬁ&% QA Ky three double or

menb
Whg‘pl_? k??ngsdlarad gg%rp% QE‘E@ ycgoq.‘e{) 5 B‘QFF&eZ’hqu oBflonsﬁy re%’aléd with fluorine,
tr k@y-€l aa) Ky CN, O, -OiH,t-OHE ye(FO B, kS(IQ&AH ~AFPIQH, -C(=O)NH, -S(O)aNH,,

h
5 P?IEF(%{(%C&M%%Q %kdenﬁﬂ%}tlgﬁl ?ﬁé'uz ngeﬁJnZ ﬂﬁ \jggfc?%ﬁ%%s@lple bonds and

suMBeEN ePEHnYia9An ﬁﬁmpg}g@nt{yd)ppcpﬂa@éregla ihL](@ﬂrf”:? Cr CS hydroxyalkyl
I nchepsndaiil bytionsiglcecthiaidg fromne 01hred dalbiey/dr triple bonds and wherein each

in H)Zcﬁcgdm i %bgpegﬁ)etnltlg Q&%LMQQ%&V&%E Wltﬂ gluérrng m % e mgrgbérQJ) %gteroaryloxy

i nd@p@ndé‘”ﬂlpl%) dﬁierb‘@m @'HYV”? é§4 @e e%fyliNl 't(ﬁzerﬁ LCu @"ﬁyﬁée) ((5 1€| membered)
10 - FheteBryl),- bad -ENC; -dNGR indePbtdienttyOsbibstifedOlith  frobl @QréHo six atoms

 TERTRNY FYo T B0 Py a"“-‘ﬁz SPGB oY SRITEY conpige from one

dotsighree dpubte orpiide ftmd@is and wher ei n each hydrogen is
| ndepen@iﬁnm‘ws@m in@é}@h!iéﬁtlﬁ 3&'0@5]@%rw ! ﬁbtérbd&@ﬁéll@?mmety of from four to

NPT A PP SHEPo P! G ReBrepY,splorplpersing one o
15 antvortditee hetereatahs intispendegtyseiested frdpeRY Onand/S(Ops-d-oaalindgpendently
r egﬁt%ﬁﬁg %Mgfatﬁm@lt’r{%{ oﬂg to tl(rée Jd%uﬂ?%ﬁ{s&%d said heterocycloalkyl moiety

t
o legPRaneyty oy avpaifio (i drH (970 SPICPIEen s iyesis dopendenly
rre@@ecﬁ&ﬂﬁorﬂ.OCh(eJ ﬁk)o&fdyﬂ)énderahyd)pﬂ@fhﬂﬁﬁolﬁlﬂﬁ)d from one to three double or
tl L. . .
I ng' tﬂ%@%%{ny wﬁ%?‘éc t g dkfoq og}%né] é’éﬁ‘g&% hﬁ n?\h%reﬁkggﬁswnh fluorine,

20| no@p@ncl?én‘ﬂl 9Noﬁpzmﬁ&lzl~9"bo¢{’f‘a)"h| B@H: BN, -EE0)Niz S(0)NH:,

double, a‘l](roxjE lhdéﬂeﬁdéﬁwl&ﬁlonélw c&lﬁﬁiﬁl%l-ﬁorﬁ? ahe tbft}ﬁ‘@epﬁﬂudﬁmi {r)lee bonds and
{6 g0 ath P RE B b LY BEGET AP RoT ey Tocronalio
i nihdprandenity ontrooplwlcgmtanhlng frommepe foghiieg dwtée ertrlpleltsmﬂwd wherein each
f URjdi6denh @t elﬁ E%ﬁ 3} %Wge%la}éecﬁ alifC tL hubfin N6-RP, membered)

, Oz , endent tio
25 CoHRRCAPRG), Fio r%ﬁré B 1B AT R o o s hione (614
hehEMeryd)l hewrdawn aoii-61-@5 alkyh thé gremdently loptioppltyi containing from one to three
g&fb'let 3}& Flw B&hd&f%‘ ‘ﬂﬂi@pén‘&eﬁt@r g@osﬁﬂtﬂﬁt vattVefFH'r? one to six atoms

epen sel ected from
ﬁ%?ﬁ‘ﬂ%’ﬁ'ﬁ’ls e3pst frsmBl FlaBreditiad@™i ng from one to three
doubl e afis in badhdhstaribe Bal Bitegadinddpendsntly estectediparegen, 4, snd 3;
|ndepen th fluorlne 20
Qﬁ&‘@a}‘mé’ﬁ%hﬂ.&@%lccé(@é’éaﬂ%ﬁgr ‘M QO H
S( O) nHComQ;QLtE@) OH; orm@g 1 Mg produsiio)of AN}ngtlde.. @pm%unds of Formula |

al kQxeit Bﬁ’a@rﬂﬁé’é@ﬁ‘d&w a/ccggnémé)m% |abé tﬁ&@i‘bﬁa‘ d%bﬂglnftrééh’tmg PBErol&yenerative
ereln eac

by BFER eo PAE e BT TA oI OHa g epl aced wi t
fluoriné oneCé]ﬁbﬁﬁmieyUM)pyeslektylhvenildmcwpmwe:nnnbgunds of Formula | wherein
35 ODFL\' f”@(Lb)Z BPrtE(aij(\HAftQ) fram QREO)LZO éﬁéﬁ%?p@%lﬁ Y@~ or -CH(OH)-.

e bonds an er'ei.n each rogen i s

|ndepenH§ﬁP#Vr%E¥P8ﬁﬁ F&SﬁEﬂNﬁéed with a fluorine,

-(5-14 nmenbered) 25 heteroaryl oxy, -(C6-Cl4 aryl oxy),
-(CZero ¢4 al kylene)-(C6-Cl14 aryl), -(Czero 4
al kyl ene) - ((5-14 nenbered) heteroaryl), and -Cl-C6
al kyl i ndependently optionally containing fromone to
three double or triple bonds and i ndependently
substituted with fromone to six atons



i ndependently selected fromF-, C, Br, and I; and n
is in each instance an integer independently sel ected
wo e@a02@8o, 1, 2, and 3; 30 and PCT/IB2003/004330
pharmaceutical |l y-acceptabl e salts thereof. Conpounds
of Forrmula | inhibit production of AR-peptide.
Compounds of Fornula | and their pharnaceutically
acceptable salts are therefore useful in treating
neur odegenerative disorders, for exanple AD, in
mammal s, including humans. I n one enbodi nent, the
pr es ent Iri amotaat éraredjprent ittebdsvepimmpoevivigs corfipaEodsefiFarmula | wherein R® is

Qlkyl%ef%ld §achq:( d]@bé’l ls%depg CHﬂptl@a‘lly rddiacéd | 'w?th a fluorine. In

an recﬁ SRR 2. 1 SRR BTN S0 g PropY. rbut,
PCﬁBMﬁQﬁMﬁﬂQﬁ4ﬁB@}bSGHJn anot her enbodi ment, the

5I nvent ' % r%k%yle%%dl%%mp%n%sﬁﬁ dﬁQﬁt[&H' ;ﬂodu?e‘#&éo‘é@'o%edgsf Formula |

IS wher el h eac IS
opwh%fﬁ'aﬁ 2 %el@s'leéérera WFPW”am?!hWo‘?tF%eF Fh -Bra#1%E
erTbOdl Wﬁﬂéndﬁ?erlénbablhbéht thleNpraseat hﬁénti@ﬁhﬁ@hnd@%l’ﬁonﬁ&nds of Formula |

hy,
F%ﬂf glti%étﬁscu gIR rfo%yﬁlogklyﬁ ﬁ%%g?)%:r%#l&&{yh e(% % éty c{r tricycloalkyl,
i nv(@rrﬁhbm or dvmbalkwhp@tﬁwdgermer@dr Meracuclanbr denCrBryl, -(5-10

1018 rrr%ﬁib@r‘é&)@dzté‘r&éﬁﬂ M) GO subRIURH withet PWheremR'™ s A G4-C1o)aryl or —(5-
-Br, an anot her enbodi nent the present

i VR REM ﬂeéﬁﬁ§?ﬁgé compounds of Fornula | wherein RL
is -C2- @ anatiek ydmbodBed8 they prlesml Hnywkntion provides compounds of Formula |

(?%gg‘é)]cl%fg!s?@g? ?éfﬂ%yl 03(61:05 %Iéa)l@l “or Q(Céld l)wfdo@ﬁl K¥herein said alkyl

(3
hePRlioBRY PRIENR JPY, Onei(wed069'5¥9nds a'z%wfi%e'aﬁawe Ejogpytom of said
15 he“al@yl@rmy)bb’uonalry Weirefldced ity b fisarldst i tuted with R a

wher ei nyRi.a IJ{1S|S &C?HCAH& ﬁ%ycjneomeo(jI'fSnth]'QQmEnQr%{gﬁpaham In another

het er oary resent
|n@@h@$@ﬂ“E$@V5dé§f@mﬁﬁﬂbﬁd§bﬁPCW@ﬁhd%aaFW wherein R1
Is C2- Chﬂan@{hﬁb/émbcﬁﬁneﬁt ®' %L@ablky lcom@ising a tertiary carbon, for example i-

bi wWh
Comogﬁgg% ) g&%ﬁ)ro al m(a other%r cgrlnerﬂ,loongka d@P\A}% n?plplgikglg X quaternary

Ve e
20eacﬁbﬁyﬂ¥@g%mﬂ%ﬁhmmlof sai d 15 al kyl may optlonally be

repl acegh MtReerfidéPfdnn &R’ |§/\b&ébté%1frdn$ p@‘rypll'ﬁ’er@ri kabtd pyridd, opt:onally

or e RS et vih ot b P P BARR e o, o

C3oChyDdyl Iskiysttitutedropéioratiheith evebardwerewtistituiits RE, ©8n €hen R is preferably
al 'MEpe%ng 'sélb&gd ﬁ‘orﬁ eﬂ-baélb(yl GRURGRNt én%odmgp‘nﬁedendently optionally

pr opy . I'n apat her_ enbo %

25 B SeSkaad RIF STQHAHPA Hefle GEREPb - -CoBKEAr Wifferpspmbodiments,
ex mappeadéntlp wpidnallyl conairfingr drieedr teordadienenttiple Ronds3, -F, -Cl, -Br, phenyl,
sel &ﬂga off om phenyl, thienyl, and pyridyl optionally

ep ndent |y substl;uted wi th one or
SubSt i t inedfughegiembodiment.-R1is |p§erkyhgrpypdyl 2 ia |s?yt’onalIyo's'ubshtuted with one -

Py bi i lsutssttosihts Rl.l’tuﬁiﬁspQWehW’B@lebtjéd Worh B F 0108ary —(FR40

b h
300220 b0l ML By

enmbodi mb'htG@Ch |qfd6peﬁ@éqmanyor@9t er@h@IlmfgptszsAc@nﬁDEﬁf%atrhg -C(=0)Z- or
OHGC(QO d(%0)- dpy#ékeﬁ‘etgr béler RtI% bpmﬂﬁbH) Ch@ytherfrbreCh® @ ;Lf@fébébly C4-Cs
g f er)?nt eerrJO etH 0 Eegsn{d]en% tg dgt )(/?nar I¥" is allyl or
coﬁ'f( i (T GERE &7 rM/vo 8uk5’[pé b FPYYr dPHh e

- CI—QHZCBE,SChh;hamiyR is preferably hydrogen, methyl ethyl, -F, -Cl Br and —CF3.
35 In a further embodiment, A is —C(=0)Z- or —-C(=0)C(=0)-; Z is —CH,- or -CH(OH)-; R®
is C4-C4 alkyl wherein each hydrogen is independently optionally reptaced with a fluorine, or
R®is allyl or —CH>CH,SCHg; R® is selected from hydrogen, methyl, ethyl, -F, -Cl, -Br, and



and phenoxy. In a further enbodinent,-Ri- is

-phenyl -or pyridyl and is optionally substituted with
WO@n®4/08343¢ Wo substituents Ri b i ndependently seP&r1B2103/004330

from-F, -C and -CF3. 30 In another enbodinment Rl is

C3-C7 cycloal kyl, for exanple [2.2.1]-heptanyl. In

each of the aforenenti oned enbddi nents, Ais

preferably -C(=02Z- or -C(=0C(=0-, Z preferably

being -CH2- or -CH(OH)-. Furthernore, R3 is preferably

G-Cc4 alkyl, for exan'pl e nethyl, ethyl, n-propyl,

n- KRy land | Rbus VG2 Gz tltyy | GG CR’QOQHS’I a(stﬂa)cmioalkenyl ~(C5-C44)bi- or

et h @E@WG @ﬂ%l-%@tﬁc?cl&ﬂlfefm r-Q(@BYmQMQé’r&?%terd’E?élMyb) -(Ce-Cio)aryl,

aﬁ) mgzﬂibereg) heéero%(l,_@)(‘z C4(ﬁlkyl %}%ﬁ@t@t w@) #{ra V\?efey R Cl-t_(ce Cio)aryl
oror-@ﬂq(ﬁﬁ)amberm) hetegoa@ll.- C4 al kyl wherein each hydr ogen
518 i ndeﬁ)‘e Fl%bgahéﬂz%z%ﬁplmggﬁgn Vﬁré\njee do ?rddg%f Formula |

P aerh S pEAR. OreORSICR 2 ior O 8 -CUREMND 15 CrCr alky wherei
2084bhOmyaifden RETi ﬁddﬁEMflﬁ@étﬁﬁ@lly re%lacéél:&hthamdlua‘]nel or R® is allyl or

C@-Fé%&l—ky I!QG |s(s:§\ &2§d frel rﬁ Ihgcﬁ% et @et@) y%'l o§|l Iéﬁcpy(IJFs and R' is
FFTCYC
t r CeGolatal Eeﬁy:l CYC|0%|KS{B -8 -(Fefi @d?am{bt"é\efﬁﬂy%ﬂl%@lkﬂypgona"y contains
10 - ( fréin GAOXAfE! doublz (bands) aA® WREER Bhch RYdREdeAr¥dm oPsaid-dikf4s optionally

all%leﬂdg E}teyfuted with Ra wherein Rais

XY ROy - (5-10 nenbered) heteroaryl. 5 In
anot her Ineamothel erdmdlmelnh dhepnesiont pro\mﬁe wpmmunp$ offfamdla | wherein A is
Co”@@i%%r o(fi( (n@ Bz ik —C\“@%rr % Cgalz-yl whErein each hydrogen

ol Ry SRR ROl e i efﬁqr'ﬂ e%eﬁ-]d%r?ﬁ)f' g -Bhicriscr R s
15 optele:utmil ftom hyeipgac,edetiyl tethya -#.|-00 Firnand -6Fs; F®d|R§ imbtrajght drain C2-Cio

>l | ected from hydrogen, met hyI
et Eyi % L1 %”&'eand -CF3; _and R_is
al kyl, toanether ergladimaniy is ~6(=0)7- ev-@fi))%@grc? @m@éizt or -CH(OH)-;
Wh%rCﬁl(n A \dhe%lk)ébchqﬁkiro@aalﬁn)ﬁeﬁ@ﬂibﬂﬂyﬂﬁ;tldrﬁlli Feplc@nwitit ® fluorine, or

fi }!28 Is Elslre C?—PBH%CI—P”% IS se 8t|en fr%%ﬁb H%/]%[ qgﬁ?%&/baettl'lﬂﬂ]epf -Cl, -Br, and

sald 1S 26ption f e
20 an&ﬁaeﬁncérﬂaolél%m a"tyh@ommﬁé\gtadwtlwowms f%owﬁmahedspmpyl or 2-

Of m%%ﬂg?ébﬁ dr RMREE &8 D alkyl b&nprrsﬁ;r@ a@h&em@fy ca@(m—@)r@é(a@gle |{1 _budyl.
} C
hydr ogelf @ {Jghﬁrﬁé’g_%'ﬂargrpﬁs %6%120?55?’ @Shs\éﬁ 2t § “GH(OH); R’

f | isa3+iGrealkyowhedrR3n eacra‘hwdso);erms m@b@r@eﬁt@@ﬁsona%rap@cqcsthh a fluorine, or
Sehe%t ngl v € @”ﬂ BM‘%Icqlgeﬂs isr%regt\éh ’froﬁlt PRM ogen me‘th)ﬁj ethy‘l BE, -cI, -Br, and

Is strai t chain

25 by chfeh @ B9 CIRPLPT M6 SRRy B mRonily P& independenty
Cét;t@ltZted outh -ofi SOMOS( suBBtityenid R'S pré@eiably @TdepdDidéi@i)selectR8 from —C+-C,
@rlé‘,ygllk%ﬂgr Rig e@%@eﬁ%%’nﬁ%ﬁ&o&? ' Egependent Iy

optlonally re is
or - @F@S@% emRBdlmgntS/é [Se&A=AZt ?"0‘%1@8?‘9@@ g s r@'i!Zh% -CH(OH); R®
et Ryd+C,-dikyl witdrein eBih, hyarde?@ indshaideatrycbponailp reﬁ&c@lwlth a fluorine, or

aI ﬁy is a‘ﬁlﬁl”é‘%r 'c}l g %?:n eﬁ* Is‘e‘sIr réct%{i‘ B&”hyd o%@?@@? ?Ft‘rl?/l F, -Cl, -Br, and
corﬁﬁsi @d@ 'SaOfGUHPéPWéV')Pn@ éfrq%wa"y Bbs@tadpiteone Qidwﬁubsmuents R"™
|n|n@e;feldﬂérﬁl §e|@dt&prehnmsmtelaﬁdL§F3 (=0 Z- or

A ky Wb SRR e b oERN § <Kz or CHOOH): R

optsi erialdllsyl wizgrtineech widtdgemisfihdeperident]y aptionaik@reptaced Wwih a fluorine, or
BUR IQFQS—%CH&JI%H;;SRS Rl RebRd rbhoRafyel, a8&RyI, dRf,N¥! .cl, -Br, and
-CYFs and R’ is C3-C7 cycloalkyl, for example [2.2.1]-heptanyl.



25 -CF3; and R is selected from phenyl, thienyl, and

pyridyl, optionally and i ndependently substituted
WOWRG0R/083389 or two substituents R b, preferably PCT/IB2003/004330

i ndependently selected from-Cl1-C4 alkyl, CF3, -Cl-C4

al kyoxy, -F, -d, -Br, phenyl, and phenoxy. In a

further enbodinent; -Ais -C(=%Z- or -C(=0C(=0-; Z

is -CH2- or -CH(OH)-; R3 is Cl-C4 alkyl wherein each

hydrogen is independently optionally replaced with a

fluorine, or 30 R3is allyl or -CH2CH2SCH3; R6 is

sel ect eth #nother ﬁy@dmh thigrigyemiion pr@\tlchaﬂcomp@nds ¢l Formya | wherein R’ is

andea&Biroansl, B3, dﬂ@ﬁBMioanﬂl d%)ft%ln%'fro@rn@né $o five double bonds and
ubsti tute tituents

0 tlonaH

R e iEeny S SGeeR vy P G rePaesd Wit TUgrge. Gy Cm akony

anopﬂ’wallyentbm{hmgemtom Ané do -fRe=@uBle bends CirdOWBErelD) eachZhydrogen is
5' S indSpender g ﬂi')re |aé§§ wnlhsaC{'i’uo@feI akkyd wherei. Neaﬁb (CsCr2)

rogen | 'y optionally replaced wth
£ GesicHi, opfonsiys SRESed | g Oreier BECAGERG (@12 membered)
selhet@toeﬁ:kfamgmbbt}bdél@gamst;tmred jth frotdngl to sikFiuorikg, -(CSBIM) aryl, -((5-15

and an ycl o or e -

[memf]gfﬁyept aﬁetrg"’a 200 3439%@5‘? étzéos/ é@&@ GFoNG-12

I nmmb@m)hefémmﬂ?dmht C(f‘H)(@s Cmvasylh i -SFPrat P dé@“bered) heteroaryl), -
ocor@ﬂ@-—fb&(&% 9fcy59élmbl ac| oob@msnalRﬂ) | (= cs)ﬂl(@at gdanﬁwmnom alkyl), -

k ti
g o A T e
i ndepbagdeteroay}, i @(ﬁ@l)ﬂ”j((&‘ébhanbﬁﬁedmhehroaryf)l GEFPIUS-Co alkyl)((5-10
C%e%greai A@@awcydeawoo@memﬁnb%%u@m h&BRoBRBalk), LEMLOIN(C,-C1o

doubl e rei n
o BBy EaSn: PEoRREY oREHEE S b T Si KB Al BOHCsCo
15- Clcycloalilyl) -S(Q)(CKL1s alNOR S(Of,(3-1CLlAgmbergd) | reddréayyl), wherein said alkyl,

é d%%k/l M(ﬁéﬂaﬁﬁbﬁdﬂ ?l %%Qtefo@n%@%@cﬁ thlﬁnéﬂygijﬁéﬂfu{eﬂ%lth from one

erocyc opt 1 onal
t*'?r?ﬁtﬂsé‘éﬁt'weﬂtﬁ ipdepRneantly tseleepd fWOITUOFrH% - r(cbs -@H4yCr-Cs alkoxy
ar Ydepen@érily bptionamdartarehy floetoae eathiee doubldbi@iple bonds, -NR’R™, -(CH,),.

1@1 i K 1 12 10 10
nen%erléd’ h(ge%l)[gdc ZH%?P'?CF &L&)@( ) (EEOMRRS IYOINRRY (CsCrc)
20- C(:m)a(k(/ls (s ZW@M&W@@&@@@%M Lo C1sleryl<:((€5<ﬁg(r@nt@@) heteroaryl),
cycg. @ﬁd kikthberad)( q@e%&@loﬁkpoxﬁ)l kytd-Coy CarpdN( St CL5-12  membered)
al kyl ) (C1- C10 al kyl), "= G(=0] N(C1- C10 al kyl ) (6- C10
ar;?%é 0 é( O NH( CB- C10 aryl), -C(=0) N(Cl-C10
al kyl ) ( (rbarbther reirbéiment) Rhistselediad §ib,-C+-Clo=alyNpiipBallg Gontaining from
rre'cfﬂ@ Ecﬁﬁoe JB%EI@rb‘Bﬁtﬁsy Ld widréim Sad I@Hrcﬁl@ i9h e)méén@n%lagnonally replaced

25 hewgp 8@ mthfa;}f ;3 cyck@(k;gg ﬂ%r@iy 6t|t3t5$_| %’q IERneip X B oHne and ((a-

Cde(naaln%yl‘e)j) het@(rc&@bélki(lﬁﬁatlﬁﬁdﬂy sylslio®d kyth )from one to six fluorine, wherein
%%ﬂ %Ekgs %I %ﬁeter%églgl g@ ch o})ﬁon%){f Llﬂ)@ nlﬁéh )W|th from one to
he

@?q)glb?qltytent p@qrﬁie@gls& egqe y’pm E’ytq g::ﬁqugvf(y independently optionally
hetceitainiyg froml deglto tiaxey downd ohigiple oadsy FNRIRE, e&tHy), NR’R'®, -C(=O)R"",

opt bLib € hid O )
Sosubgea?%ent Wygp%ndgnm [(”Ebgel e{;Bt ed‘S ar&l (éWSeﬁ]&fn bere%) heteroaryl),
- | [((4-GH, memhered dleﬁﬁﬁ%yc'o@[%ﬁ@per{@eﬁtz} yardbgy oﬁrgg |y((6 -12 membered)
congﬁkﬁ;mg)fron1one to three double or triple bonds,

] NR?CR):L%!? an %E&QQWON d eﬁ%\gﬁ"@’]ﬁﬁg@&bmf’ﬁgﬁgdr%a I wherein R is

Cy@ble‘aéckflbm -C(-Ca-diyl navmeIWe@)\tanefrmyooet trafivey fiquble bonds, -(C3-C2)
35° (%&WD afd k(8- 12(&15m3§’e 5®9|)>a|kyi)t hefinY |saug alkyl, cycloalkyl and

ered) heterocycl oa
ar§7ﬁfas&9y°épﬁ&<vl fs ead pagebe 6)‘b3t'W?Fe?‘"5%r§ﬂ”b>&9? by firee substutents
anot her enbodi nent, R7 is selected from-Cl-Cl2 al kyl
optionally containing from



one to five double bonds and wherein each hydrogen is
i ndependently optionally replaced 25 with a fluorine,
WO ¢@3/08329 cycl oal kyl optionally substituted wWe€HB20e004330
one to six fluorine and -((3 12 nenbered)
het er ocycl oal kyl ) optionally substituted with from one
to six fluorine, wherein said-®kyl, cycloal kyl and
het er ocycl oal kyl are each optionally substituted with
fromone to three substitutents independently
sel ected from-0OH, -Cl1-C6- al koxy independently
optindeperidently selepted from ngH{ -Cafes elkexytinslepéndertlydhptityially eantaining from one
tr 't@ih?ee%ﬁﬂ@ or tripEBERAS; -N F@H?aha— R-(=OR", 30
Rt een e
- ((5- 15 I'h@'hcﬁ @Hgboﬁjf@?'ét Ba?sysl ected fr(m(n4— 1512 gqt@ ejlly contalnmg from
hetoee tdiye dadlddmnyy, -(C:-{C00 e@bzyymy HBA Y mentheref) Hetel@ycloalkyl, wherein

5m5'¥9@r P J‘&aﬁl&f% Nét&é%)ﬁloél o@%éﬂeﬂ'pn@r@?%ﬁﬁtﬂ{ed v&\?efrom one to

I nvent i rovides co
is thr%%lséé%t' s WE@F@IZS%CWI frempt 1hane y-Cebntaliony riefependently
f r oplicvaly doﬁtafnin\gerodmmbhcemkwmdme or(tfie Kahd3. 35

cycl oal ter , N
wher e nl%lal Ieﬂ](bﬁg)m%gtc FEgEbs%{? Etg?j frh'%hgf g g%éﬁ%&lmmammg from
ar ene éa:ifvec@uble @amqaﬁrﬁu@s-ﬁmowwywwhhrefnrm g ang cyclpatky are each
10SU I@ﬁﬁdnbi%éno‘é&lﬁé&%&&%ﬁ.&&roﬁ@r{d tSHELI O R RSHE -NRUR™.
e

i ndependent |y sel ected, fr0

i ndeBen o?{Pt?°8I‘i'§1“ ;)5 'Bn{(gHﬁu 'H%]“ltfef%jn?n%éé”}//‘i' Pk Wherein said
dobleeocynioaikyi iplogtidnelhdsybstitiNRd Rt fromnmhe-t¢ EHZY SuBNIR@MRS Ondependently
I'n s@l@&&hﬁém e@qu@' BE8kyl H@gpérﬁe@t@lo%ﬁ&n%@ éoﬁ%mlng%ngl%l to three double

O%t [ contal nin rrve

b oﬁggl ?)/ Y |8gefqgm9eng¥ﬂ)tlo?§ly f@tw%g?rg &Te to three double or

15 hettrmfe:mmdd; e(aje-ICyd) aryuvhm% m5 mbmbexed) hatekoaty. cycl oal kyl .
and het %Q@ﬁ‘ﬁg %ﬁo?%rk Rhf6” %ﬁ@tﬁe(ﬂpé 'aQ U@édl %ﬁkég #ﬁ&@lse indicated,

with fromone to ree substituténts in epe
selneee . ¢'rBmdnddH and - C1- 6 al koxy i ndependent |y
opt i onalﬂhy &N takyn 89 ubdd AeroiAe ubilesst bth@®isd ahditRed)lincludes saturated

% ; Icr)rfﬁng e%g%gdroclaﬂ) ﬁl’}g& {b?ong)‘ﬁ% S%Jagﬁ é{ brﬁrll\%gzh(la fnc%)nre%lu-:-esgtngxatrn&les of alkyl
201 i weougdinpiee, b@ir?d%n%h@'temrf@wl &l a@rqpyu isopkpryt @nchi-yyl.d
al kyl aﬁﬂe CMI@’{ Oakdryl, 8¢ Ris&RAGBreinl UinRBS i0BRALiSY indicated, includes alkyl

| ndecfﬂ% E at ef%%éftﬁéfgc%trq%ﬁ C\émwt8{’] Hg?b?egb&pggql{%eﬂﬁ erqg{f EEN defined above.
- ( (ESafﬂlﬂeswfratkemém)tlutimtbeiray@yqtlhmmddy] thenyireed eiopersyai d

het er OC%E%Wiynkls 28 BEdaaRAli, Mnlgéétb?ﬂér\klég ﬁgicé({éc] rhc]‘uﬁég"élkyl moieties
one to three substitutents | n ependent | %%%SG eCte

25f r 8ﬁ>{m@_t| Ieas@e@rb&pﬁ?’poq I'Halg 68 GFI?/ al@ﬁ ﬁiﬁflqleg above. Examples of
co ramamyngmgosflmcmmem ateoot lmied taj etmbrhyiaandm -propyngll e bonds,

b d 0 I
one o ?h?gég}ﬁ cvgﬁén@/g SQtu%é(d 1 U@%nsygtﬁé’r%%sﬂ%{%of if¥lldes non-
ar ﬂomagﬁéatuiagedlg/c%ﬁl@éﬁ%tleﬁé{\thérre@aﬁlw is qz’ngeftr@p rApove. Examples of
" halaeea! incllideabad are astdimitéeetol t:)k‘.Bproﬂﬁ ¢yﬁlelthh edyelopentyl, cyclohexyl, and

304 nI 9@&eﬁt&thepk?¥??q?alﬂyp ghg aﬁ' %ﬂﬁalky’d n%!) ré: honcgro g{ld sagje}gteclj carbocyclic

The 1 eddach
i n@rogbg eensisfingcefiye or éfzi?@ fl@ﬂSerGSpeﬁmqetyvyh@ﬁlﬂ ﬂagsdorrr\ge ahgyeat least one

r a@ér@&ﬁ SatdﬁﬁVlFrdﬁ p‘éleo@ésg Bt tar p@é@\ﬂmﬁiloﬁobﬁd iuBRss otherwise indicated,
ut ar

i ﬁ{n?%%?ﬁiypgro% lﬁg)vde %[? ;,q?cl)'l pﬁ aﬁ'?éﬁvg rinp &'ﬂﬂpapj_:lx:amglﬁ% of bicycloalkyl
t - lgtoups | inclikdie, theik nare ahdtelinpited, taasbiose3.nol-edxyl, higyclesL.2.1]-hept-1-yl,
350t tﬂ@rern lesdeQ'STo%Eﬁ %lrb[m anHn%?%pi?A[A‘?&’]t)ctylnéﬂd%bfrcﬁ§ Zfﬂ@ﬁ{tngn example of

at | ]one car bon- ca wher ei n ?//
i s aégcya ot Ml] g@ua%@c@mantanyl Other cycloalkyl b|cyc|oalky| and tricycloalkyl groups

are known in the art, and such groups are encompassed by the definitions “cycloalkyl”,



Exanpl es of al kenyl include, but are not limted to,

et henyl and propenyl. The term "al kynyl", as used
whesaios343unl ess ot herw se indicated, includes BCRIB2003/004330

noi eties 25 having at | east one carbon-carbon triple

bond wherein al kyl is as defined above. Exanples of

al kynyl groups include, but ardlnot limted to,

et hynyl and 2-propynyl. The term "cycl oal kyl", as used

herei n, unless otherw se indicated, includes non-

aromati c saturated cyclic al kyl noieties wherein aIkyI

i s “higycloalef’i anddtrigystpalkyl- h@gianpCyepatsenyl’c Jidyeladlkap!”, and “tricycloalkenyl”

' n?éféid@norbé’rbméﬁc%a%&yché choglﬁl){ltlﬁbyclﬁéﬂ@l QiAb J:Ioalkyl moieties as defined

cyc| obut cl opent yl he
y lP %%Wt o:¥1 'Sér&ccfnSZﬂr Wrg/ Caélﬁ ca%/lﬁn CCG’E? %EPWWO”'&"B%‘?rbO” ring
ar memberse(amf‘mldowch;ﬁtdumtm eohd} andocyred orcmongr @atps-carbon double bonds
5 COB Ingdtn 55 botnvmg%?rﬁéyr &Rd h régj’%cérg%gﬁﬁﬁd X&Léfn (aw"‘@{o%&cﬂc double

Sal rmn are east one ‘carbon at
pubpide )@fnp‘eﬁé’fﬁ“‘ry@%lfﬂ”yll oSt NEHde. d1l a[ﬁ}p%tsgmted to, cyclopentenyl,
ot byfobltesyll asti cyatoaekenylpisy al maliisiting garpie of e bidgitoalkenyl group is

SP hgrgcr%rﬁ/t p%y@lng% ui/agallgelnﬂg bgycbolét?@ ar E&< %g?élq%ﬁ(e ] eq GDUPS also include

bl G'Véwsdh?t(?rqs@’fﬂtwed(yﬁh orlsi A Jnereonxp npietips. hipggmpies pf suck groups with oxo
10 NOFRBREY bre &RIc &{pén@l] @RSy EIbuS R 6)@[)%!0&19&&@'}(' and norcamphoryl Other

pricf‘)’([? ’]%'L%CK%; e""‘gP% Lﬁﬁ’ Q@Yﬁ%%%%ggﬁjﬁ? arednﬂ\grp |natngal$ 2h sueh groups
Cyerlenmlurdyd withtini by défioitibrieytycloalkenyk.r'picygiohlserlyk ghd ‘ticpeiqatienyl” herein.
are knowge 'té?mt Bgraed uséH"F’eréxHCUnI&srso&Regrw%E EnfRERRRRE& A an organic

béﬁa}d{c%?g*ﬁ Gﬁ’%ggzrcn? HrW&PBQV mavah%/&ne %yd?Fogen such as phenyl,
15 " t naphyhyl, dredlekyyt| ihdanglr emmﬂuo?e@dcl ‘e’ leentyhﬁasses fused ring groups wherein at

bkﬁ%Q%Qﬂ%&@%%%1ucand "tricycl oal kenyl" refer to
non-aronati c carbocyclic cy cloalkyl b|cycloalkyl and

tri CyCI dbg ;@{ms mﬁteéqqycélg" aheteieaysloriyl tergl;gc@spysed herein, refer to
C OREH-drB&tE el gedupsOsreaitay Mrbrmw@aaerdauﬂah ,@rdderagisy from one to four
co | e 1 .ch 3 .
SCTRBEAERS 6241900 18, TRURTE (WA BBERAE s sr romaroma
20 pohvpginged: epmah pqmg\mr@r@racqybrrmgp ﬁh@e aeserdvo aiemsggnd wherein at least one

adbﬁﬁ@ mgsn;ema.hs B%e@ﬁb@fé&ﬁd snor qu PrFdbicGCloakLEPb s for purposes of the

ar BORSE DLl Lo B DRy T oL B BB ER g i ng srov.

cydimq;s((yplydalkyl ‘analipa areggraiomiatic nhgzeemgmmyellc&rouas wherein said rings are
bi gyed Bahk @erler QF fanpa Isiro bRAMIRAYbrds, Q{%Q&\Mkb‘f‘ said rings share one

cycIoaIk oa Kk and bi cycl oal k

25 o) GprATTRE G DU Halesirs oo N T TR VRSP Photh @ SR two rings).
moee hBt@OGYOIIOdt.e esteroEymmylematemcﬁbwdoMkyg raodi peterairityvloalky) dréups of the
WD]C&}:' o§§dsa5felh9)§ .n‘%}%eﬁ %Ln lnglﬁg’&bms@% ro¥| and/or N-R® as heteroatoms,

!
0XO0C en en ﬁ%y? norca
cy&’f‘?fﬁ' Ay/ps d‘tf?“%‘i/éq’od%d 30d rY‘ﬁPIe"e'”atH%I SHhsEER} &95%'\? 8 {fP)zero2 TEPrESENtS @
gr gmms ofdfitegdts) comsisting of Beeo,all, bnd AnThus US(D).gy. gﬂmsenartl@e group consisting

' BIS A %g | katzﬂh nS(tOEZn d qﬁ" Idrnglcérht? iy ell('lg ygaicﬂ a]] r{ée P}y he’ tﬁ%eroblcycloalkyl or
t eh(pfcmﬁp)woalkyl ggnt@;gsel@p tﬁ@@hc{em@iﬁmg §s. fgtnh@rqvpg‘@,ur heteroatoms, provided

i nﬂhlaﬂéﬂééét, onlerr\iﬁb U&*ﬁénsad’ﬂ Ie@ét%@ h@teroét@ﬁ‘ﬂ) Cotle HERIrdCY&E gfdPd)including the
roc

| of . h ,
2. BBl Y =580 gt S U ST FabAgh Gy o svsems
fI sibstitvipd . withAopd orerncrenp»@sg@@tléajseﬂwer inRigrogyatielpgsoups,  including  the

35 mﬁét@r'oﬂlcﬂﬁlc An@aﬁéterg!t?lg¥dg% r{ﬂodp§ a?n%nﬁpﬁlse Thebib e&”%lple bonds, e.g.

het er oc S
usBYeR E’Pl#e“y eF%?fOP'SVC'Oﬁ%ﬁ”yé M#P@f%%f'?%kegv'ouﬁamp'es of non-
c oatoanatic Mgteanegclior groaps earh edatridoal, carstidinyt, efyerokixidyl, ypiperidimyl, azepinyl,
one to four heteroatons, each selected fromO, S and
N. "Heterobicycloal kyl" groups are non-aromatic 20
two-ringed cyclic groups, wherein said rings share one
or two atons, and wherein at |east one



of the rings contains a heteroatom (0, S, or N).
Het er obi cycl oal kyl groups for purposes of the present
w0 pooaf0si4en, and unl ess ot herw se indicated, i neCTIHR2003/004330
spiro groups and fused ring groups.
"Heterotricycloal kyl" groups are non-aromatic
three-ringed cyclic groups, whdPein said rings are
fused to one another or forma spiro group (in other
words, at least two of said rings share one 25 or two
atons and the third ring shares one or two atons with
at pipe@sinylohd3.6fteteghydionyiding.i iyl oxerang!, ledreydoafyrenyi, detrahydrothienyl,

(i t&eh%ﬁfaﬂ?y@ét@ﬂﬁf&hmpﬁéﬂyﬁrr@&b&}md Olﬁ‘ok‘ﬁé}pholﬁﬁd thloxanyl pyrrolinyl,

het t t he
sﬁﬁ}%«r‘%’g‘t'r %8¥W”V6n H‘gdf‘ﬂcldtf’&%”yb q%(dé)"zgﬁﬁz pyréi‘ﬁ%l/‘éﬁ'r diycropyrany

N- BBydrsthieayl.er odibghrefuranyiher pirazoRInyil,s almldM(Bllnyled ahidaze|idinyl, 3-

5 angz El@[bﬁ Oﬁﬂéﬁal'gpb%céia clo%@{ thgptarg/f st n ﬁﬁ) 2(ﬂumuclldlnyl 1,4-

rep res nts a ers con )
an@ogasprrq»{ﬁ g]dezg?o) 2164"@0)(28?' w5 t”‘f‘ed'@?aé‘ﬂrﬁ["’ Sloctyl, and  1,4-
coapkapirdsjg2Beptaf S, S(=0), and S(O 2. In one

enbodi he. het et

ot er ot r1Cyed a2, PR ieeh BV SRR B el one or mor
(i heteroptogin (Pe Bo ok bl) fRﬁQf?raHétffeWomeotﬁBfourpfFﬁiﬁf@ﬁi@@F Ahdnultigyclic group

10 Le?&talmﬁ@?rﬁd IME0 rhte@rd@&m@twﬂe%asat m,e oh@h@r @i&h@ @?oup Tshﬁfgmatlc is a
et.ero | C |nc
R L et RN S

| nelhstiated il angsirenee oxabypieties.t Exmmieshofolmteroaryingpepsoare pyridinyl,
m) ?rtd'aﬁﬁ'yl lr;l;‘agzmtp?ﬁrﬁ@w}ll bﬁazgryp%a)lyl' RrdAl, ReinbiRCisdRinolyl, 1,2,3,4-

C o FP@&O%B'HIM ??ra;ol)tl elllrglrr %%Qf]g@@z@w%hazﬁﬁ oxachyl isothiazolyl, pyrrolyl,
15 heindplglc Yerzingitidzelyly Ibendobiranyb lbinoglioy o mbl&aiyy lindobid/l, phthalazinyl, triazinyl,
he';I %uot‘;&dl C letrka‘azmj/l |so§?8alpp|1eo§<o@{)lnw ?L‘}rngln%(é&azolyl thiadiazolyl,

eteroc C rou are az aze
pyf“fr?ﬂaf‘ﬂl ﬁ9r|lzo ﬁ?zﬁ'é\fll B‘?W@W"Op@f‘@p|b|‘f94°tr'aml2@9ﬂ7/°@!?§ﬂl$'9 benzoxazolyl,
PCﬂuhﬁZﬁl@B/ OOé{Bl&ﬁahnyﬂ.Z PricpRhARingy | | dlhydroqumolyl tetrahydroquinolyl,

tet ng%g%p g%&l? tgtfa%g%/rg qfaﬁ&gf ot%ﬁﬁof furo&%%tn%ny;lyrolopyrlmldmyl and

20t epERS Ukopyranyl tetrahydrothlopyranyl mor phol i no,

t h' onor Wh@fofd@@ng élbb&xmrlvedﬁbbl‘rﬁﬁé bdﬂhﬁouradslllﬁg@bbd%”may be C-attached
| OX

pyIQ agl cﬁﬂ?%ﬁ wharleh 8 Q/ ?/c{,sglﬁlﬁ )il%r ﬁ]sm%ﬁ, Gt W, gefnvecy rOm pyrrole may be
di hytt-oviueatizchedppr ayrol-8-l qﬁ:ycjttachepﬁ dabketearnmy Ireferring to the groups also
i %%ﬁ@bés@ll@%&bléﬁalﬁorﬁ@@b' CyCl o[ 3. 1. 0] hexanyl,

gu?ﬁﬁgi i%lf:]@.[nds ff f]orrwf "’1‘) géad Qa&?ip%%%é;&%rs and therefore may occur in
1, diffelieotxerspiionagrid, dipsi@ngrhericland-roésoxasfiguratiprs. 3lhe dtvehtion includes all
angnélrltlémerg' @M&Q&)rﬁ&g Aana]Jﬂ%pgt)éLeO|sorlﬁ|§|Isq{f g@éryéompo%s%%rmula I, as

herein, refers to aromatic groups contarning one
noel aﬁé?C@F‘df'cﬁ’tS’n%th?rO“'XtSreSd'Fer%f Bedpenign gsq f“é‘Hﬁ’??n@' tagtomers of
f odermuet lerwadros .compsmbis bChanlle |@F Gigpreskt edmtiar tonfegh one optical
30 ongenqér tggrse engjitgmp]gg%rr\é@er ein at |east one ring of
I S aronat heteroaryl" group. The
het er oafr syiefth freveationt #{$cs incligesnisptepicalinirbaled sompeyndel@f Formula |,

ri Wﬁlcﬁﬁﬁeh@émtcal $a1{psd Febﬁfe@dn F\erﬂlainﬁJt @dr thBfa6: thX@ne or more atoms are
noi e

t dinyl, .
pyFe L?g%qs lﬁ)g/?n gtnﬁ]hagg%?n gm%{;ﬁa’as%] ain% ULPH'B))? ég%g%rﬂ!om tﬂé/ atomic mass
t r Pame$syhumhey Mzt arwuhdanq oni | Examm@ﬁwfnsﬂtgnes thigt 2arg be} incorporated

35t ehi@é&fﬁﬁd&@&& Gfoihbﬁlmveﬁt?otnrlﬁ&LQHeYIlsotorféérM[hydltoBér? r&é bon, nitrogen, oxygen,
i soxazol hi azol yl , oxazol yl, isothi

™ 8 5
pyP %P?ﬁfgusié'“f”mm ne, t?é‘ﬂz‘l’*\lﬂ“a%'zﬁll'%bl as b@ng#ur%ngll': 1 and .
ci Bnmpoumg$ of Fomiat=ol yﬂ the ipnebehti imvemyidn ammmhmmaaaungdlly acceptable salts,
triazinyl, 1,2,4-trizainyl, 1,3,5-triazinyl,
i soi ndol yl, 1-oxoisoindolyl, purinyl, oxadiazolyl,

t hi adi azolyl, furazanyl, benzofurazanyl,
benzot hi ophenyl , benzotriazolyl, benzothiazolyl,
benzoxazol yl , qui nazolinyl, quinoxalinyl,

napht hyri di nyl, di hydroqui nolyl, tetrahydroquinolyl,



di hydr oi soqui nol yl, tetrahydroi soqui nolyl, benzofuryl,

furopyridinyl, pyrolopyrimdinyl, and 20 azaindolyl.
wab@40834890i ng groups, as derived fromthe conpCUIEES03/004330

listed above, may be C-attached or N attached where

such i s possible. For instance, a group derived from

pyrrole may be pyrrol-1-yl (N1&ttached) or

pyrrol -3-yl (C-attached). The terns referring to the

groups al so enconpass all possible tautoners. 25

Compounds of Fornula | may have optical centers and

t heeraflerce andydepgaiives phsaidiichbipounds theah anbtaiontbe iafgrementioned isotopes

d' @ﬁé/&f SREBEd1SpeR M ofRS tofRNrk QlthiRttth®Rsope TdiGnik rH(/@l‘?t‘o‘nonlsotoplcally-
%P@Sgs all 'enantionmers, diastereoners, and othe

SOTRALECD I IRUEH LA SIS Yo R MO daI0oRle iHalgpps such a5
as * ao@f‘f‘[}caramﬁo(pbhamd aiexistiubia drinesreiddr. suldveatd tivgan tisBibution assays.
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152- [pQ)e(lcﬁn iy paoetythiachl-2-yB-aylide: acet yl am no] - pent anoi ¢
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2- {yB-abnfie( 3, 5-di f uoro phenyl ) - acet yl am no] - pent anoyl am

i nd}-thiazol e-5-ca lic acid net ester
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(5 Qe@f’wam'ﬂ? azol - 2-yl ) - ami de;
152- [ 2- (3252 [35 Dtﬂmro-ppé@nsﬁbe)tylanhmm-m@mw andimalyl-pegt)-thiazol-2-
an%p g - (5 met hoxy-1,5- 35 dimethyl-hexyl)-th

2-(2- Hyér[ @'f'?sorﬁph‘ié‘tyh‘}thyﬁfGW?%?Wbﬁﬁ‘l'Wdﬂ“ [prénbvalryd Setimethyl-

( ShesnpmigRyl-yi- b}bﬂaﬁdm& yl)- am de; WD 2004/033439

1 2- (3246 PR P IRy OB AaERY ok T AR RO B
20 anbewl)é@a@@ﬁl n‘eplh%ml‘ddﬂ azol -2- yl)-ami de;

2- [ 2- (3 23tyoki- Nf{ﬁiﬁs ﬁ@h@ﬁ%l()) 1 &uha’éﬂ{wwéim%@etzmlzﬁmam@mo%@ﬁwyl}-s-

an0| Ci yl -t hi azol - yl)-amd

Cb @ﬁ@ $-acetic acid
[ 1- (5 i gatydopy-N-{1{6-@zadthyt |Sediméthyhbyty))-tiiarol-L-glaarbamuyiiethyl}-3-

- M@r@wuﬁ%ml ester;
- (2- Rydr oxy- 2- acetyl am no? pent anoi ¢ aci d

25( 5-j SopIZd-tyWoxyf Hl{ﬂd%&-hz'drym aﬁqrqu:y -hexyl)-thiazol-2-ylcarbamoyl]-ethyl}-3,3-
2- diretihyisuapeymide;met hyl - but yryl ami no) - pentanoic acid

(5-net hng&F& ﬁ-g?}-g@@%éth& 1%ed|meth;5| hesyliiniazol-2-vicarbamoylh-ethyl) 3.3

2(2Hy y-2- acetylamn tanol
( 4 SN VHRIRFTAEhi azol - 2-yl ) - ani de;

N-[5-(5-Hydroxy-1,5-dimethyl-hexyl)-thiazol-2-yl]-2-(2-hydroxy-2-phenyl-acetylamino)-
30 propionamide;
2-(2-Hydroxy-2-phenyl-acetylamino)-N-[5-(5-methoxy-1,5-dimethyl-hexyl)-thiazol-2-
yl]-propionamide;
N-[5-(5-Hydroxy-1,5-dimethyl-hexyl)-thiazol-2-yl]-2-(2-ox0-2-thiophen-2-yi-
acetylamino)-propionamide;
35 N-[5-(5-Methoxy-1,5-dimethyl-hexyl)-thiazol-2-yl]-2-(2-oxo0-2-thiophen-2-yl-

acetylamino)-propionamide;



10
2-12-(3,5-D fl uoro-phenyl)-acetyl am no]-N-[5-(1, 5-di ne
WO bgph/okrgm 4-enyl)-thiazol-2-yl]- butyram de; PCT/IB2003/004330

2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - hexanoi ¢ acid

(5-1isopropyl -thiazol -2-yl)-am de;

2-12-(3,5-D fl uoro-phenyl) - acet158kam noJ - N- [ 5- ('5- hydr ox

y-1, 5-di net hyl - hexyl ) -t hi azol - 2- yl]-propi onan de; 15

2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - N-[ 5- (5- met hox

y-1, 5-di net hyl - hexyl ) -t hi azol - 2- yi ] - propi onam de;

2-[ 2- ( 3,H921- Blomrmrﬂ?eréﬂwayetﬁarhv@ﬂr%wy(%a@pw‘aﬁrﬁln@]hylWﬁ)-thlazoI-

- (2= WMmQQS di met hyI h exyl)-th

I az

271 2- (3 2020 BroRRr R B TP eSS e A Rpt iz
(&mmﬂmmeS di met hyl - 20

5hexy| ) - thp @@9b|ﬂgor¥ lf]werﬁlf Qétﬁgrﬂﬂb]gfegtanmc ﬁm? [5-(1, ):(% 3I tslmetml butyl)-

dr ox % roxy-1
a@f%ﬁiﬁa vl ]-ethyi}-3- methyl - butyr ami de;
2 Hydr ow(zmyarbx;[ 53-dbratBi-hiayylarhinb)-stintaRbib itid [Bepsyhethdxii Badimethyl-

ol et hyI} 3- nethyl -butyram de; 25
Ilé RQ{UK? —¥|l[n]§i ydroxy-1, 5-di met hyl - hexyl ) -thi az

oI 2- yI @a(?‘:b‘b( w?n@thmwu}yrmnano)men@ﬂmw [Gt(§r-methoge1.5-dimethyl-
102- wm)qmazoNzaW-arﬁwﬂe(S met hoxy- |

d5| ?nl_g{rﬁ;?n‘\% 63 %1 BFMOV)-""PEGHYSZ»'mydmx%é-?n% hkx)/labm?%)lllimmo]hp%nt}anmd acid thiazol-2-

N- YBmids; Hydroxy 1, 5-di net hyl - hexyl ) -t hi azol -2-yl]-2-(2
- hydr OXSQ'[Q-(mngrO-%ﬁ &ty la8dtiBahol- p%gta95|99él@gﬂmh?(ﬁoxy-1 methyl ethyl)-
(t Hﬁ ] 'fﬂ'é phenyl -acet yl am no) - hoxy- 1
diteee é/jl" ‘Q?rl Y-thiazol -2- yl]-propi onam de;
15N [ 5- ( 52HRR- dycyexy;35B-dlinaibyiyptyryhemiyd) putytylaaiol-4 FiftybrbmangiZniazole-5-

-o%grbg péép(pa leday! - acetyl am no) - propi onam de; 35
XQA o egter di met hyl - hexy| ) - thi azol - 2-y1] . 2-

Noko- 2. 21 %Bﬁucﬁowenya@e%twfa'ﬁ?lwp PRGBS W*d@azovw(am'de
2004/ 03243 9xCThidgB2AQ 3/-864/8Btino)-péanoic acid [5-(5-methoxy-1,5-dimethyl-
o PR %Fﬁ‘ﬁbd' ) 2t hi Azl - B-yl] -pr op, onar der
20 2 [ 2- (528F-6hD yﬂvaagwy&awtylaraia@tNrISdﬁimﬁﬂ]oxwﬂ palinighyirbexyy-thiazol-2-
XY yij-b@tyrdinief hyI hexyl )-thiazol - 2-yl]-propionanide; 5
(5 (1 3 B PRR T 2O e P gt ST e oty
2- @%M’d?@k@r%arﬁﬂdl met hyl - but yryl am no) - pent anoi ¢ aci d
[ 5 (5- meihoxy-2 dniopheRl2lyi@lyiino) RErtiholc At [B40b-aRTeHyl e Benyi)-
%lazol-Z—yl] amide;
2-(3,3-Dimethyl-2-oxo-butyrylamino)-pentanoic acid (5-isopropyl-thiazol-2-yl)}-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-ethyl-1-hydroxy-propyl)-
thiazol-2-yl]-amide; »
2-(2-Hydroxy-2-phenyl-acetylamino)-pentanoic acid [5-(5-hydroxy-1,5-dimethyl-
30  hexyl)-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-[5-(5-methoxy-1,5-dimethyl-hexyl)-thiazol-2-
yll-butyramide;
2-(2-Hydroxy-2-phenyl-acetylamino)-pentanoic acid [5-(5-methoxy-1,5-dimethyl-
hexyl)-thiazol-2-yl]-amide;
35 2-Hydroxy-N-[1-(5-isopropyl-thiazol-2-ylcarbamoyl)-ethyl]-3,3-dimethyl-butyramide;
2-(2-Hydroxy-2-phenyl-acetylamino)-N-(5-isopropyl-thiazol-2-yl)-butyramide;
2-(2-Hydroxy-2-phenyl-acetylamino)-N-(5-isopropyl-thiazol-2-yl)-propionamide;



2- (2- Hydr oxy- 3- et hyl - but yryl am no) - pentanoi c acid
[ 5- (5- et hoxy-1, 5-di net hyl - 10
wheooylo}34shi azol - 2-yl | - am de; PCT/IB2003/004330
2-[2-(3,5-Difluoro-phenyl)-3-hydroxy-3-nmethyl -butyryl a
m no] - pentanoi c acid thiazol-2- ylam de;
2-[2-(3,5-Difl uoro-phenyl) -acet¥ am no] - pent anoi ¢ aci d
[5-(1 -hydroxy-1-nmethyl-ethyl)- th iazo |-2-yl]-a
m de; 15
[ 2- (2- Hydr oxy- 3, 3-di net hyl - butyryl am no) - but yryl am n

] - 4- t r i2fHydeoxpivet {ﬁfisonrmya&m@lzdzadcammmyﬂhvlbs aethgl-tatyrgphide;
st gr ;o 2- Hy&rofx -N-[1- (5 lsopropyl -thiazol-2- ylcarbamoyl propyl] -3-methyl-butyramide;
sz @ﬁiyg?esy % g@ﬁ#@ﬁ%) ic a%%e1t[¥ (g lsoproiyl [i)elepzolaZ ylcarba%%yl

e
eyiCxrbarBe )i, zaqnlmemylzbrgdykmt yl am no) - pent anoi ¢ aci d
2)(( S- ”ﬁ’*h/l X o;ﬁrﬂeEyI% %lc'amdg{ @(l%%)ropyl -thiazol-2-ylcarbamoyl)-propylcarbamoyl]-

BmSthIheP‘PUoro phenyl ) - acet yl ani no] - N- [ 5- ( 5- et hox
y 1 5- dizrmidtoy)-3 hex- buﬂ?r}&laﬁﬂm[‘l-l@i|s¢fdrd>p;yblﬂlta3tél&qwdﬂiﬁ;amoylzj
2-(2- = 2-1 hi 0 - 2-yl - acet yl am no) - pent anoi ¢ aci
[ 5%@%@%&%@&%@"%’?%& ﬁy| ~ hexyl ) -t hi azol - 2-yl ] - am
i de; 2- @Hydrosy-2-meivbiiyis-agidyiH1 e Gtisapsapyribipzgbevicaianey)-
10ac Ipebphéarsémo'in DLk BlopBEBarBor Il ethy?Bropyl ester;

hi
b 50S Bk %Wom%%ethef%yrﬁ%sa"wwa{% G ety 5-dimethyl-
hexybhiegel2-yi-bitgrzolde2- vyl ) - ami de;

[ 2- (3252 @ BrokBIp9ridH18 R E%e‘tﬁ&ﬁkédll\ﬁ@- SptophRRL ANl G-baGiafhide;
;Z ol ?—&Q@é{( pr}]?ml @@gnc ac1d)f1 PS |s<§)p¥op)yl -thiazol-2-ylcarbamoyl)-ethylcarbamoyi]-

|
(PRersiyaletoyestdr, phenyl - acet yl am no) - pent anoi ¢ aci d
gx( oS- h?hl@l%y ﬁaqyfﬁﬂ%cgkﬁqny 5- lsg’&opyl-thlazol 2-ylcarbamoyl)-
ﬁ“w@bynwlfzrrn@hﬂpmﬁ@@m acetyl am no] - N- [ 5- ( 5- met hox
y 1, 5- dlzmh)dl-Nr[&@ﬁsbprbﬂM azRbl-234caytamoibipp Alne, limethyl-butyramide;
[2 5( (2 5%‘3 é? ﬁ&dr%x;f) g? laéwed"nyp utt%/ %gﬂ] &op)en%%glg a0e tsc |soap%p%nyl -thiazol-2-yl)-
20 hexatnide: t hi azol 2-yl]-am de; 35
2- Hydr 0&%}ZJNyﬁr&x;ﬂ-ﬁstMfypwylrylérhlhé‘)zﬁéhtaaolb’E&@[S*de’rbﬁyﬁﬂhgthyl

yl] |.- but yram de; Hyd roxy
AR TN LTS
i No) - N- RF2(BBomoiwytidin-Bryracdtyl@mind]IN-(5tisoprapi-thiezol-2-yl)-propionamide;

2-(2- Hy‘é[é@)élb‘ f%oﬁﬂﬁ@%h) ﬁﬁﬁ%@@%ethyl -pentanoic acid [1 éthiazol-Z—ylcarbamoyl)—
i sopropyl -thi azol -2-yl)-propi onami de; WO

25 20(9&%9’%@8’9 PCT/ | B2003/ 004330 - 19
2- Hydr 023(2-N-y{irﬂzxy( SH3-daiyspyrylahina)zehtaBeiy bdd [Sh@as3yttineteyHbutyl)-

yI utyramide;
]thl rpfc;%i Ip %L) (5-1 sopropyl

| azoI 2 19@@ fb*aWPWW%Rﬁ“}aDSQ%WHWSB&T -(Priapfn hhiazol-2-
2- IplpakbanyybuBiidinnazt hyl - but yric acid

ST R e A S R———
I—Ntﬂf%b@yafp'ﬁ%nyl acetic acid

[1 (5- i 39p(NPWudrBbR&I) adetyibhiniRABNbIE add BRYHGHERMERYHYI)-thiazol-
zpﬁemﬂ nmet hyl ester;

2-
o
e
2-
b
2-
51
h

(5
2-
[ 5-
thi
52-
[
h

2-[2-(3,5-Difluoro-phenyt)-acetylamino]-pentanoic acid [5-(1-butylamino-ethyl)-thiazol-
35  2-yll-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
amide;



2- Hydr oxy- 3- net hyl -butyric acid
1-[1-(5-isopropyl -thiazol-2-yl carbanoyl) -

WEe@pPsxay banoyl | - 2- net hyl - propyl ester; PCT/IB2003/004330
2- Hydr oxy- 3- net hyl -butyric acid
1-{1-[1-(5-isopropyl -thiazol -2-yl carbanoyl)- 10
propyl car banoyl ] - 2- met hyl - pr op@Rycar bonyl } - 2- net hyl - pr
opyl ester; 2-[2-(5-Brono-pyrid
i n-3-yl)-2-hydroxy-acetylamino]-N[5-(5-m ethoxy-1,
5-d imethyl- hexyl)-th i azo I-2-yl ]-b utyra mi d
e: 2- [22((5Hmlrgm§5 wm@yhbmxjaming)@@nyh@macid [5-(1,5-dimethyl-hex-4-enyl)-
[ n@];azbl-i)ﬁ Am@eropyl -th iazol -2-yl)-butyramide,
Hydr oxy-p -.ac
[1-(5- 36%?\8%9 i sy et Erepsepu e 1
- bbidehenyl - met hyl ester; 2-Hydroxy-3-nmethyl-butyric
acid 1- I

5 et hy| Ca%é%(—l (;r}) 5. gmélthyf Mtﬁﬁ%lpééﬁéh@%@m% (25 -methoxy-1,5-dimethyl

2- PRaPENgRoNE- E"lta'("éel sopr opyl - t h| azol - 2-yl car banoyl ) - pro
pyI ] - 3, 3-(2lHparbkyy3, 3-bitieshyRiutERamino)-pentanoic acid [5-(5-methoxy-1,5-dimethyl-

ggxsygurq&%g 'fa'ﬁ'ﬁgl met hyI butyr yl anmi no) - pent anoi ¢ acid

ro en 'azol - - 20 am de;
2 (2- war(%rkiydrsxva‘i @Lﬂlﬁ@tmwmxbmrylngf)mman@q a%ﬁt(éﬁmr@xyaﬂcﬁ dimethyl-
10[25Fé2)@?layéjzrop2cy|] -dmiggt hyl - ethyl)-th iazol-2-yl]-am de;
oL o PR et ey PR BT e B gmety
pi oexyhthiakel-2-yll-amide;,
2 (3, 5- B(ﬁ HK&B)@/ ﬁm@i!ﬂwbhfy%néﬂ%% %Margmd%%m% - Pl%{%)gﬂpis Gimethyl-

i azol - 2-yl carbanmoyl) 5 butyl]-am
%‘?9’ Car¥iBamidesi et hyl - but yryl ani no) - pent anoi ¢ aci d
15 [ 5- (1 , 3y(3Hydrbxyed-ingihylibutypliarmindHpentaitd ack-[§(3-matmoxyeles-dimethyl-

g% 3 4l enyl ) - cycl opent anecar boxyl ic acid
gﬁ H%Zfﬁl %19 'g%m yl car bam)ylﬂga butyl]-amide; 30

2 [ 2-( 32*3‘,2- q'rpwr %d'ﬁw&wwqwmﬂ%p& PRIG aqwi scptyl-thiagn|-Ayl)-amide;
t hyl - hez<(Z-Hedryty)3,3- blhﬁﬁ\@l—buﬁjrw:&rﬁmo)ﬁfeﬁ@h@@@dﬂ @eicetyl-thiazol-2-yl)-amide;

2-[2-( 3 ?2 Bg I!JIHL(J)org Plﬁ ?%({%){Iaian%ﬁt )f)egtreﬂlcinﬁo J}Cl(ﬁﬁgﬁ -%po%Ileoug/B-iﬂglazol-z-yl]-

[5-(1-bu am no- e azor
202 pmtd(es 5-Di fl uor o- phenyl) acet yl am no] - pent anoi ¢ aci d

[ 5-(1- bui[zttmm&br&brkedya-a&éw@m%] 'peé”tgn@c ¥did ﬁqmpﬂﬁyl -butyl)- thlazol -2-yI]-
LZ 3,5-Di fluoro-phenyl)-acetyl am no] - pent anoi ¢ aci d

[S-Tf-’et hyl - propyl ) -t hi azol -2-yl]- am de; WO
2004/ 038423@ FOTUdrSRIsD3)-0CA38@nol-pR@anoic  acid  [5-(1-ethyl-3-methyl-butyl)-
2 (m’)az {de3 3 di met hyl - but yryl am no) pent anoi c aci d
- meth - hex-4-enyl )- thiazol - é
AT T arTy SN RS S, Erf ey By Propy)
( Sthiszolp-wipntidd; hi azol - 2-yl ) - am de;

2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid [5-(1-ethyl-1-hydroxy-propyl)-
thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-hydroxy-ethyl)-thiazol-2-
30  yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid (5-acetyl-4-methyl-thiazol-2-
yl}-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic  acid  [5-(1-butylamino-ethyl)-4-
methyl-thiazol-2-yl}-amide;
35 2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyl-5-(1-propylamino-
ethyl)-thiazol-2-yl]-amide;



5 2-(2-Hydroxy-3, 3-di net hyl - but yryl am no) - pent anoi c
acid [5-(5-nethoxy- 1, 5-dimethyl- hexyl)-th i
W@2@HA23499 | - a mi de; PCT/IB2003/004330
2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi ¢ aci d
[ 5- (5- et hoxy- 1, 5-di et hyl - hexyl)-thiazol-2-yl]-am
i de; 2-(2-Hydroxy- 3, 3-di net hyl =2but yryl am no) - pent anoi ¢
acid [5-(5-hydroxy-1, 5-di net hyl - 10
hexyl ) -t hi azol -2-yl]-am de;
2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d
[ 5- ( 5- hyd#-Gx3Difluorg-pheriythaeetylgrinolreripngic t #eid  [§-(3:dimethyl-cyclohexyl)-
!2' ?géﬂol_g-’z- Al-dhibe;d €; | . _ g
roxy- 3- am no en 0i C aci _
oo s g B B e B RS GRSy i amice
i de; 15272~ (325—9[61ubrcmyer&t)meétmrhmmmeyuay@am reoif- pelfi( &b@izgl-4-hydroxy-
5a0|£)§ dgng? -[ﬁ?atzbl- & ]—gmgedl nmet hyl - hexyl)-th

2-(2- Hyar[%r @'f'@fmpﬁﬁiyﬁwetldﬂ’f‘W?lsﬂeaﬁﬂﬂ%?C'%@rfPWbih@z%{@ry& -amide;

( 5- acet pl2-{3B-BnGbro-Phatly))-adetyigaino]-pentanoic acid (5-ethylsulfanyl-thiazol-2-yl)-

2- %?n J—Iydr oxy- 3, 3-di met hyl - butyryl am no) - pentanoi ¢ acid

(5- acet | -t hiazol -2-yl)-am de;

2-[ 2- (3232 (3.5-Pifleere-rpeny ypatyla”ole@];neam%] peseinoi c (Bitiddnia-1-aza-
10[ 5c§ aﬁta[@yddehiztywa)maéwl azol -2-yl]- 20 am de;

(5 (1 pPasT DR PBe R RS Ao G Lt U Shehy P blpercine.1-

2- [carb¢r8/|)Shidiof-2-ibamidphenyl ) - acet yl am no] - pent anoi ¢ aci d
[5 (1- et(b i[2%3 Wlﬁlﬁéh-&%ﬁ%éﬁcety‘aﬁ|ﬁo?-59{tar%yl¥}rﬂnoﬁmah&|% 25

g/ { uar og r} -acetyl am no] - pentanoi c acid
[5 '(T?WEP'P?{)Y' 30l B ORPYSSEHY 1 ) - th i azol - 2-yl ]-am i de:
152- ( 2- Hy ai{2{8y5-Bifideroiph@tyhptetparhiviolpeatansio ecid elfi( hgiraxyatyth-4-methyl-

[5 rga"z Q@Y{T hydroxy propyl )- th iazol-2-yl]-ami de;
uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
[ 5 (1- hﬁd@ %D@y%%pﬁeqymaagﬁ@mlgo] pgotaycpﬂ: -agii [§¢1-hydroxy-ethyl)-4-methyl-
2- idazoR2-Fr-dohifid;uor o- phenyl ) - acet yl am no] - pent anoic acid
(5, 2ot Hip S aBH RSB Ao st gy s
20| 5¥|d amiget yl ami no-ethyl)-4- nethyl-th
| azol - 2oyb-H &Hiyj@phéﬁ -acetylamino)-pentanoic  acid  [5-(1-ethyl-1-hydroxy-propyl)-
W@ q fI uoro phenyl) - acetyl am no] - pent anoi ¢ aci d
[4 lF%/Y -propyl ani no- ethyl)-th
i azol - 2242 ]'ly@rm»d%phémw@ewlﬁmm%mn@i@ﬂ doisR 0 (331 @09 BBRydroxy-propyl)-
- 2hhiol Ryl §m§e Di fI uor o- phenyl) - acetyl am no]j - pent anoi c

acid [5- X %ycl ohexg - th iazol - 2y l
25I d e: 22~ 35 Dlﬂuoro -phenyl)-acetylamind]-pentanoic acid {5-[1-(2-m thoxy-ethylammo)

2- eyl(-&pthigithiandodlpnedey | ) - acet yl am no] - pent anoic acid
(5-et hyb-‘[ﬁ-w,ﬁéﬁadrg-bb{érwf)—%gétﬁﬁﬁino]—pentanoic acid [4-methyl-5-(1-pyrrolidin-1-yl-
ethyl)-thiazol-2-yl]-amide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-
30 yll-amide;
2-[2-(3-Phenoxy-phenyl)-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
amide;
2-(2-Hydroxy-3-methyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yi]-
amide;
35 2-[2-(5-Bromo-pyridin-3-yl)-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-
yl]-amide;



2-[2-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[5-(1 -benzyl -4-hydroxy- 5
WEREensdBNn- 4-yl ) -t hi azol - 2-yl ] - am de; PCT/IB2003/004330
2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
(5-fornyl -thiazol -2-yl)-am de;
2-[2-(3,5-Difl uoro-phenyl)-acetd? am no] - pent anoi ¢ aci d
(5-et hyl sul fanyl -t hi azol -2-yl)- am de;
2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
(8H3-thia-1 -aza- 10 cycl opentala]inden-2-yl)-am de;
2- [ 2- ( 3,213 FDiflypro-phAmacytylamisplneatanpio] agie nidali Sidimetiyl-tut-1-enyl)-
[4-ﬂﬁ]£]@ﬂlyi)/| 5mﬁj@| perl dine-1 - carbonyl)-th
i azol - fy ggl e | .
(2 {2-] [, ﬂu? IOLPgFr&' )mq%tﬁﬁrln)no]a%eg awngrﬁxmd [5-(1-isobutyl-vinyl)-thiazol-2-
I nojl-apsiet anoyl am no}-thiazol -

syl et hy|2§[§§ ?Mluzroq)%@wl C 9Ibrqln€]t;f&é angiét €heid 15 [|(1 benZ)(lglperldln -4-

2-[2-(3 uor o- -acet m noj - pent a
[5NFT'”O%WFWW'%P%Y'};det hyl - th iazol-2-yl]-am i de:
2-[ 2- (3,292, S-DU|om-hppfa;m§2Laydm)ﬁa?eltmem}oeTMwalra?u qsqcbﬂiyl -propyl)-
[5 y- et hy 4-m et hyl - thiazol-2-y am de;
ik i B

uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
[5 (1- et2Hgi& @P@p@ﬁ;ﬂhynw)t?rfa/é@w-acetwlmlpe@tm%re acid [5-(1-ethyl-propyl)-
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i azol :
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30 thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-trifluoroacetyl-thiazol-2-yl)-
amide;
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ethyl)-thiazol-2-ylj-amide;
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and pharmaceutically acceptable salts thereof.

Of the above compounds, more preferred compounds of Formula | are:

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-propyl-butyl)-thiazol-2-yI]-
amide;
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[T%%EHLE%%%&I] Sérdé- phenyl ) - acet yl am no] - pent anoi c_aci d
[5 ( 1- pPod{ARifiyREe- eh!ewylv “JeetylgnieelipanianaiQ-3Ad - [rmeity-S-Ghkopylamino-
2- btayii%aada?ﬂ]LMég phenyl ) - acet yl am no] - pent anoi ¢ aci d
{5-[1-(3, 3-di m et hyl -
but yl anRii}3;2DiydRe-pidnkl)-acetyensitdlpkhtatdii aob<(23-dinjethyivtydhexyl)-

DSl empounds of Formula | enconpassed by the
pr esent Y'hvention are:

2- Benzenqza | 5-0iydré e,rﬁ.gn) B&rﬂﬁ@mm]@eaamh acid (5 ethyl-th|azol 2-yl)-amide;

E)S S,(Dﬁl T%I 5D @‘@F@&f I;gc 2&% 8]entgr?c1>lcde C‘Tb (Fbenz;?zr -hydroxy-
2- pigerdiv-byipthizediZeviiesnidel ony| am no) - pent anoi ¢ aci d

[ 5- (5- ?}gi g?@lmiuo'ﬁo Hhdreib. Q&é@ﬁﬁmjk&%‘é{aﬁ& a&el[s g_éT B(Jd}ox%lhsim -methyl-

phg‘l’%ﬁ'czeﬂ]f‘?”i‘f%fly accept abl e sal ts thereof. O the
above C 2+ip B A0Sy ororpiiedypaedtgamisg-peaamiti acid [841-faraxHethyl)-4-methyl-

kazflf-%] EH?‘T uor o- phenyl ) - acet yl anmi no] - pent anoi ¢ aci d
[ 5 (1- p?-é%ylydr@m%ymenylﬁpgglgqnmg)_ R;qn}anonc acid [5-(1-ethyl-1-hydroxy-propyl)-
thiazol-2-yl]-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(2-methoxy-ethylamino)-
ethyl]-4-methyl-thiazol-2-yl}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid [4-methyl-5-(1-pyrrolidin-1-yl-
ethyl)-thiazol-2-yl}-amide;

2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-
yl]-amide;

2-[2-(3-Phenoxy-phenyl)-acetylaminoj-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yi}-
amide;

2-(2-Hydroxy-3-methyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
amide;

2-(2-Hydroxy-3-methyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
amide;

2-[2-(3,5-Difluoro-phenyl)-2-hydroxy-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-
thiazol-2-yll-amide;

2-[2-(5-Bromo-pyridin-3-yl)-acetylaminoj-pentanoic acid [5-(1-ethyl-propyi)-thiazol-2-
yl]-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyl-5-(1-methylamino-
ethyl)-thiazol-2-yl]-amide;



am de;

2-12-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi ¢ aci d
wQ 260403180y - 1- hydr oxy- propyl ) WO 2004/ 033439 PCT/IB2003/004330

PCT/ 1 B2003/ 004330 -27- thiazol-2-yl]-ani de;

2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d

[5-(1-ethyl-1 -hydroxy-propyl)=28th iazol-2-yl]-ami de;

2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pentanoi c acid

[5-(1-butylam no-ethyl)-4- 5

nmet hyl -t hi azol - 2-yl ] - am de;

2- [ 2- ( 328G 5 Didenrorheirpeeiyiarcieel peatanaio] -gsisnt dndiahyesiinp-ethyl)-4-

[4nﬁf?1§lhﬁ|bzo'i2(yq-a@ﬁoﬁpy| am no- ethyl)-th

i azo

2715 ( S2E TP aare P P T SR -
[ 5eth@)-BiadolPatraplidecy cl ohexyl )- th iazol-2-yl]-ami d e;
10 2-[2 f
5102 [Sziztgﬁ% @p%dré‘sﬁ Eﬂkgfér%:ncﬁﬁ?\@[‘sxll BRI sy REMANLE
2- [”QP'E"?”B €D| f1 uor o- phenyl ) - acet yl ami no] - pent anoi ¢ aci d

[ 5- ( 1- beAzY8-¢14&Ethy-diopy ythiapdlREicatbambdylHetyyi})}2-hydiroxy-3,3-dimethy-

| a Lﬁ!/r é'déj ] - am de;
Di f | uor o- phenyl ) - acetyl am no] - pentanoi c acid
[5 (1- h%ﬁ-kjwom%mepyl@cﬁéwhwpephmplc ageyd | [6%1-gihyl-propyl)-thiazol-2-yi]-
10 ] - amidele; 15

[ 5[ (2| ( 3%?2(3 g I!) Ht?c{r??g} Iﬂx?%ik%@ﬁo %{alﬁgr]]ogcg]oqc%grféﬂllg%y améno ethyl)-4-
2- mzthvi;ﬁ@la@k?-yﬂ}amhiehyl acet yl am no) - pent anoi ¢ aci d

[ 5- (1- ep (s slpimyes- &%‘éﬁylpé&wdramo]lpl@ntérﬁﬁ&' -zidy | lia-AHErys-R- H(3-methy-
% é -acetyl am no] - pent anoi ¢ acl

{5 fiylarpibo) W%WNE’EW o) - 20

15 et hyl ] - Z{R@tHYifludrédtplzengl)-a@tydnjingpentenoic  acid  (5-morpholin-4-yimethyl-

2- ﬁqug,%)ggﬁé uoro phenyl ) - acet yl am no] - pent anoi ¢ aci d
[4

h}/-- - oI|d|nI-yI-eth?/ th
i azol - qs Iqo&éphenyl) 2-hydroxy-acetylamino pentanmc acid [5- (5-methoxy-1,5-

2- dnareﬂ-lyldfe@wythaz&zew]mda;yl but yryl am no) - pent anoic acid

[ 5 ( | - NE%; QnOX@fBYC{%I?] WE%ZQI-ZZQJG]tg 2-%&1%% hyl- a%gtylamlnol) .roplonamlde

YRG!
20 [ 5 ( 1 e?f%yﬁydmw@q 9|mpﬁylabzltyryjegmgq)jpentamﬁlqj gcnd [5-(1-propyl-butyl)-thiazol-2-
2- {IRarhiyglr oxy- 3- met hyl - butyryl am no) pent anoi c acid

AEy i A e T e

[5bt(t>ztarmdhy| -propyl)-thi azol 2-yl]- 30 amide;
2-[2- (3 ﬁy@b{g 3196 YRy ]-)5- @prbwraawuﬁ&z%tygéem)ém&yu%@rgr}
an0|c aC| -ethyl -propyl )- th'iazol-2-
buyrarideis Br om) pyri d| n- 3 yI ) - acet yl ami no] - pent anoi ¢
aCI d [ 52-(2tHetrdnyt3; Jdimpirlhbutyhizadiod)-pBrtanoic acid {5-[(3,3-dimethyl-

butylamino)-methyl]-thiazol-2-yl}-amide;

25

2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid. [5~(isobutylamino-methyl)-
thiazol-2-yl]-amide;
30 2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid (5-{[methyl-(3-methyl-butyi)-
amino]-methyl}-thiazol-2-yl)-amide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic  acid  [5-(1,3,3-trimethyl-butyl)-
thiazol-2-yl]-amide;
2-(2-Hydroxy-3-methyl-butyrylamino)-pentanoic acid [5-(1,3,3-trimethyl-butyl)-thiazol-
35  2-yl}-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyl-5-(1-
phenethylamino-ethyl)-thiazol-2-yl]-amide;



yl']-am de; 35
2-12-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi ¢ aci d
W 200a@83399 - 5- (1 - net hyl am no- ethyl)-th iazol - PEYiB20631004330
i de; WD 2004/ 033439 PCT/1B2003/004330 -28
2-[2-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[5-(1 -ethyl anmi no-ethyl)-4- -29-
nmet hyl -t hi azol - 2-yl ] -am de;
2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pent anoi ¢ aci d
[4-methyl - 5- (1-morpholin-4-yl- ethyl)-th
i azol - 22y2 I&Qim‘lmgo plenyl)-acetylamino]-pentanocic  acid  [5-(1-benzylamino-ethyl)-4-

2- [t Bthﬁz(ﬁ]zfyi]iéﬁﬁo@— phenyl) -acetyl am no] - N-[ 5- (1- et hyl -
) -t d
Pt hy - ) GHoB bl R RREHS - bRy JEE YRy dmeth-
- 3 hexytlithiaoh3ryll-woiterr ami de; .
5 2 ( 2- Wgr[@f@@ 8Tl@c!?§?5(ényl§%@ét?1érﬁﬂb]rbg)ltaptﬁ@t Qa@ ' TS @GHyHroxy-1,5-dimethyl-

éx @y ? hiazo
2- hovpdniagorg-yi- %JB'F’% phenyl ) - acet yl ani no] - pent anoi ¢ acid
[ 5-( 1 | QQQ}(&@JDIﬂmrmhatyl)-)nbe)tylé}mno] -pentanoic acid {4-methyl-5-[1-(2,2,2-trifluoro-

e
%E'%%@an %@—th'gzoywﬂ eny ) acet yl am no] - pent anoi ¢ aci d
{ 4- met h91[(232—!21(3(533|§I1:§>[q1me.nylbaqewlaarmo] pentanoylamino}-thiazol-5-yImethyl)-

10 I n@mind}- Mlahotbb@&@lhy?es}ér,} amide; 15

(2'5! rzn')s Sﬁ'g?"ﬁlﬁérlﬂ)g lﬁ'h ﬁ‘yybl%)ﬁﬁ Cn%% l am F(jlg %]g‘x t a(g lsoprop)ﬁ—thlazol 2-yl)-

2- ppide3, 5- Di f | uor o- phenyl) 2- hydroxy acet yl ani no] - pent

ano: ;3 tan(QiHDé:f‘ox ﬁpﬁ@?]@@&}‘laﬂam@) pehtdBiE B¥i (Ehlsopropyl-th|azol-2-yl) amide;
eXx
N- %/5 ( 19@ ﬁv.J]-Dl %?)bhﬁn%'ﬁf’gﬁ?ﬂ“”‘ﬂ Wmnovg atzlg (%yaqrg&;yth@zglf?eyl) -amide;
15 ny| - ace@y2-trBrood-ppidips-piracetythenino]-Ne[5-(5-hydroxy-1,5-dimethyl-hexyl)-thiazol-
2 e2nhdlRdNiad, 3- di met hyl - but yr yI am no) pent anoi ¢ acid
%g propyl -butyl) t hi azol -
7y DR SO DR AP B b3 oy | S IS L2 AR bu-
| - thiazbleaykenitey| ] - propyl }- butyram de;
2 W)C/llrgar%aymo é?? E‘Pé}hfyll%u I%n? Pé)ﬂpeﬁégﬁﬁy laCIQU[‘.S)/(%)ne‘hI&Q?%gdlmethyl-
20 2 b@wwﬁﬁzek%rylf\éar@d@. met hyl - but yryl ami no) - pent anoi ¢ aci d

{5-1(3, a(@lHy@bM-methWb)a{ymnnﬁb)) pBREAN | akid  [5-(5-methoxy-1,5-dimethyl-
i azol d!zo qgl 3

éezxyply YR et hyl - but yryl ari no) - pent anoi c
aC| d. [8% Dsw%ﬁhlqnhawwbawmmwo)-perttmo@z odci- {A-(-hadriorte1,5-dimethyl-

30h ?aﬁg%dj é{m@eS di met hyl - butyryl am no) - pent anoi ¢
aC| d

| noJ - ne?%%@tne%hyé— '8f(° StWI%h&Hmt %eéw an0|c aC|d (6-isopropyl-thiazol-2-yl)-amide;
2- ( 2- Hy 8«(DKydr@xy2-mhienpichstylamint yweptaanic no jsigh e n{%i@diydroaei , 8-dimethyl-
[ SnéxdytisdoldEhiBy! - butyl) -
2-[2-(3,5-Difluoro-phenyl)-acetylamino}-N-[5-(5-methoxy-1,5-dimethyl-hexyl)-thiazol-2-
yl]-butyramide;
30 2-(2-Hydroxy-2-phenyl-acetylamino)-pentanoic  acid  [5-(5-methoxy-1,5-dimethyi-
hexyl)-thiazol-2-yl]-amide;
2-(2-Hydroxy-2-phenyl- acetylamlno) -N-(5-isopropyl-thiazol-2-yl)-butyramide;
2-(2-Hydroxy-2-phenyi-acetylamino)-N-(5-isopropyl-thiazol-2-yl)-propionamide;
2-[2-(5-Bromo-pyridin-3-yl}-acetylamino]-N-(5-isopropyl-thiazol-2-yl)-butyramide;
35 2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-butylamino-ethyl)-thiazol-
2-yl]-amide;



t hi azol - 2-yl ] -am de;
2- (2- Hydr oxy- 3- net hyl - but yryl am no) - pent anoi ¢ acid

WO 2604/03838-tri net hyl -butyl)-thiazol- 35 2-yl]-poi/tk2p03/004330

10

15

2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[4-nmet hyl -5-(1- phenet hyl am

i no-ethyl)-thiazol -2-yl]-am d&80- WO 2004/ 033439

PCT/ 1 B2003/ 004330 -29

2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[5-(1 -benzylam no-ethyl)-4- meth yl-t hi a zo

2- y| R{&(3R-Piflgbre-phenyl)-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
fnreHy dr oxy- 3- net hyI butyr yI ani no) - pentanoi c acid
(5-
e;

g}(g E-Igc)i(r%)/xy%é 35 almethyl bLXyrylammo) ;?e/ant)anmc acngl Z[o(‘l 5- d%eghyl hex—4 -enyl)-
Higzol Bylkarkitd;| uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d

I[ Zzgs- g}fg &%x é-aqje'f@ -M)lrylarniﬁe)()yde)wt'a“]c acid [5-(5-methoxy-1,5-dimethyl-
2hf>2'1)(t*3825?1 ‘1‘?‘0'8?:0 phenyl ) - acet yl ani no] - pent anoi ¢ aci d
{ 4- et byb-Hydrby-4, zd&e&yt-truwlmh@ peffahyit @dd [5-(5-methoxy-1,5-dimethyl-

0)seth -t hi zoI 2-yl }-am de;
z“f%yﬁ?'{'#%y‘% I"6%Di f 1 uor o- phenyl ) - acet yl am
i no] pari2-aiidpryahs-dimsjhythitavaning-nenigeeinydcid [5tG-hydroxy-1,5-dimethyl-
Jthu&%rli ﬂpg‘h@e acid methyl ester;

(5 i sg%gégé%"’fyh?f & ‘Hlnﬁ‘l%wﬁ )q"@%tm“ oic ac%eng (%r]‘%%xy-? Lci-(%liimethyl-

2heRhtyanobdyit-awniglieny| - acet yl ami no) - pent anoi ¢ acid
( 5 ' SOEr Qp%l(!irokm ﬁ\éfﬂl{l b%ny))le)m ﬁ’cmpgﬁanmc acid  [5-(5-methoxy-1, (5j -dimethyi-

Sﬂ'i f1'uor o- phenyl ) - acet yl 'am no] - hexanoi ¢ aci
(Qe’fVQ Fohel- ?‘H'id%zzaﬁfj 2-yl)-am de; 15
2-[2-( E-(Bmmmeaymemylmu&fwdn)mc&){peﬁtymcﬂtm rmoifi - N&f(5-(eBroky-t5@imethyl-

X % exyl)-thiazol - 2-yl]-propionan de;

Xf%l)?g%@lr%o?o phenyl ) - acet yl am no] - pent anoi ¢ aci d
[5 (1 2asd phapageptiqaly acsentshlg salts Kieregkol - 2-yI ] - am i de;

2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d

[ 5- (5- et hoxy-1, 5-di net hyl - 20
hexyl ) -t hi azol -2-yl ] -am de;
2- (2- Hydr oxy- 3- et hyl - but yryl am no) - pentanoi c acid
[ 5- (5-nmet hoxy-1,5-dinmethyl- h exyl)-th iazo |-2-yl]-am
ide; 2-(2-O0xo-2-thiophen-2-yl-acetyl am no) - pentanoi c
acid [5-(5-hyd roxy- 1,5-dimethyl-
hexyl ) -t hi azol -2-yl]-amide; 25
2- (3, 3-D net hyl - 2- oxo- but yryl am no) - pent anoi ¢ acid
(5-i1sopropyl -thiazol -2-yl)-am de;
2- (2- Hydr oxy- 2- phenyl - acet yl am no) - pent anoi ¢ aci d
[ 5- (5-hydroxy- 1,5-dimethyl- hexyl)-th iazo |-2-yl]-a
m de;
2-12-(3,5-D fl uoro-phenyl)-acetyl am no] - N-[ 5- (5- nmet hox
y-1, 5-di net hyl - hexyl ) -thi azol -2- yl]-butyram de; 30
2- (2- Hydr oxy- 2- phenyl - acet yl am no) - pent anoi ¢ aci d
[ 5-(5-m et hoxy- 1,5-dimethyl-

I
23
[ 5-
id
2



hexyl ) -thi azol -2-yl]-am de;
2- (2- Hydroxy- 2- phenyl - acetyl am i
WO )04MB343% i sopropyl -t hi azol - 2-yl)-butyram de; PCT/IB2003/004330
2- (2- Hydr oxy- 2- phenyl - acet yl am
I no) - N-(5-isopropyl -thiazol -2-yl)-propi onam i de;
2-[2-(5-Brono-pyrid -31-
i n-3-yl)-acetyl am no]-N-(5-isopropyl -thiazol -2-yl)-but
yram de; 35
2-[2-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[ 5- ( 1- lsuttey | mefemes ebrhydundg fof &oohula 2-3rk | coamppdiels M@ing the following
2@9&!&9@9:34;?\% glgyhgrﬁ%ggﬁ{c994§&gptabléosalts thereof, complexes thereof, and

3,5-Di f | uoro- phenyl’) - acet yl am no] - pent anoi ¢ aci
[ gercv:g l@shmereﬂf 0}39‘13') qqqy%{% optoo ay|pj1arn51ﬁ?l.algally active compound upon
2-afidiniyatioaxy - 3, dlnethyl but yryl am no) - pent anoi ¢ aci d
[5'(1 ,5'd| n:l.le‘Il EC}( =/|F-C|ly|7CH t+h——azol 2-y|]-ami
de; 5
2- (2- Hydr oxy- 3, 3- th¥J-b ryl am no) - gent anoi ¢ aci d
[ 5- (5- net hoky- 1, et Nyl - hexyl )-th iazol -2-yl]-am

i de; 2-(2-Hydrq NG R bﬁyyrylanino)-pentanoic
acid [5-(5-Tethoxy 1, 5- di met I-Sh xyl)-th

lazol-2-yl]ramid e;
2- (2- Hydr oxy- 3, 3-di net hyl - but yryl antmo) - pent anoi ¢ acid
[ 5- (5-hydroxy-1,5-di nethyl- 10
hexyl ) -t hi azol - 2-yl |- am de; ¢
2- (2- Hydr oxy- 3, 3-di tyryl am no) - pent anoi ¢ aci d
[5-(5-hydr05y-1,5- hexyl)-th iazol -2-yl]-am

i de; 2-(2- Hydroxy, | am no) -jpent anoi ¢
acid [5-(5-pethoxy-1, 5- dlne hyl -/
hexyl ) -t hi azol -2-yl]-am de; and
2- (2- Hydr oxy- 3- net hyl - but yryl am ne) - pent anoi ¢ acid
[ 5- (5- met hogy=15-i

hexyl ) -t hi azol - 1 de; cedtically
accept abl e sal . v 3

PCT/ | B2003/ D043 ‘ exr8y’ cgnmpounds of
Formula | afe yng the fdH owi ng

structures, |and all pharnack.’lcally accgptable salts
t her eof coﬁplexes tﬁ&%eof and derivatijves thereof
whi ch convert into a‘’pharmaceutically act{i ve conpound
upon adm nfstratgon: F CH3~ OF SCH 3 |F CH 3

0 108
F N\;j\‘“—(f\%
'ﬂj} "
R N
e (T

C

CH,




ON T OCF~ F s

CFb F HC 9 oo NCFt ~CN
wa\e»0208845933439 PCT/ | B2003/ 0

S NN r N CH3 Br pON/

S (3-b r"60 NJ~, - ~,

| HP" F O
SCH3 N OHN CH3
-32- F Q CHBCT/0B2B03N04330
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04330
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The present invention also provides compounds of Fomula

N 6
NHZ—(/IR
S—\g7

(in



SCF6 H3C\ NN\ N CFl O Q13 OCACF6 CF6 F \ p
ppFSN CH The present invention also provides

w@eompossads of Forula NH2 f)J NR 6 S R (11)P&¥B2003/004330

10

15

20

25

30

cycl opropyl, cycl obutyl,
nor phol i no, piperidino, o Fbjg/ R’ noi ety,
wherein said noiety f or¥ed byj| R3 an i's optlonally
substituted with one to three @ubstlpuen

i ndependently selected from-OH, - - F, CN, - CF3,

met hyl, ethyl, nethoxy, ethoxy, &V}yl and OCF3 R6
is selewh@dnfron1 H, -Cl-C20 al kyl, -G - F, -

) S O %373 se%%teﬁﬁgll 15(36 %y Obgclglzlken ?(_(6@%3?9 3%)9134 -(Czem-C,4 alkylene)-

5 -(

2004/ 033439 PCT/1B2003/004330 -33 and H3 R4 S RY
Nl-12 ONR6 (1V) wherein R3 is selected from Cl-C6
al kyl, -C2-C6 al kenyl, -C2-C6 ggkynyl, -(Crerll-C4

al kylene)- 5 (C3-C6 cycl oal kyl), and -(CZero-C4

al kyl ene) - (C3-C6 cycl oal kenyl ), wherein said al kyl,

al kenyl and al kynyl are each optionally substituted
Wi th a substituent selected fromgndH, Cl-C4 al koxy,
and -S-(C1-C4 alkyl); R&is H D, F, or Cl-C4 alkyl;

R3 and R4 may togethe 3op on IIy forma

ope s 10 cyclohexyl

C@:ngloalkyl) and —-(Czero-C4 alkylene) (C3-CG cycloa!kenyl) wherem said alkyl, alkenyl
and alkynyl are each optionally substituted with a substituent selected from -OH, C;-C,
alkoxy, and —S-(C+-C, alkyl);

R*is H, D, F, or C4-C, alkyl;

or R® and R* may together optionally form a cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, morpholino, piperidino, or perhydro-2H-pyran moiety, wherein said moiety formed
by R® and R’ is optionally substituted with one to three substituents independently selected
from -OH, -Cl, -F, -CN, -CF3, methyl, ethyl, methoxy, ethoxy, allyl, and -OCFj;

R® is selected from -H, -C;-Cy alkyl, -Ci, -F, -Br, -, -CN, -CFs;, -C(=O)R",
-C(=0)OR", -S(0),NR°R", -S(O).R", -C(=NR’R'™, -(CsCiz) cycloalkyl, -(C4+Cio)
cycloalkenyl, and -Cs-C4o aryl, wherein said alkyl, alkylene, cycloalkyl, cycloalkenyl, and aryl
of R® are each optionally substituted with from one to three substituents R';

R’ is selected from H, -Cl, -F, -Br, -I, -CN, -NO,, -NR"R"™, -CF,, -C(=0)NR"R",
-C(=0)R", -$(0),R"™-C(=0)OR™, -C(=NR’R", -S(0).NR™R'"®, -C;-Cy alkyl, —C;-Czo
alkoxy, —(C.er-Cs4 alkylene)-(Cs-Cqz cycloalkyl), —(C,ee-Cs alkylene)-((C4-C1z)cycloalkenyl),
“(Crer0-Cs  alkylene)-((Cs-Cqo)bi- or tricycloalkyl)) —(Coers-Cs4 alkylene)-((C;-Cao)bi-  or
tricycloalkenyl), —(C,er0-Ca alkylene)-((3-12 membered) heterocycloalkyl), —(C,er-C4 alkylene)-
((7-20 membered) heterobi- or heterotricycloalkyl), —(C,ers-C4 alkylene)-((Ce-Ci4)aryl), and
~(Crer-C4 alkylene)-((5-14 membered) heteroaryl); wherein R’ is optionally substituted with
from one to three substituents independently selected from R, -(CH,)1-1:oNR°R", -C3-Ci»
cycloalkyl, -((4-12 membered) heterocycloalkyl), -(Cs-C14) aryl, -((5-15 membered) heteroaryl),
-(4-12 membered) heterocycloalkoxy), -(Cs-Ci2) aryloxy and —((5-12 membered)
heteroaryloxy); said cycloalkyl, cycloalkenyl, bi~ or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, and heteroaryl of R’ are each optionally and independently substituted
with from one to six F; said alkyl, alkoxy, and alkylene of R each optionally contains from one
to five double or triple bonds; and each hydrogen atom of said alkyl, alkoxy, and alkylene of
R’ is independently optionally replaced with a fluorine;

or R® and R’ may together optionally form a —(Cgs-C1o) aryl ring, —(Ce-Cs) cycloalkyl or

cycloalkenyl ring, a five to eight membered heterocycloalkyl or heterocycloalkenyl ring, a



15 cycl oal kenyl, and -C6-Cl10 aryl, wherein said al kyl,
al kyl ene, cycloal kyl, cycloal kenyl, and aryl of R6
wW@e@®4m033B9 opti onal |y substituted with from oneP€DIB2003®4330

substituents R b; R7 is selected fromH, -d, -F,

-Br, -1, -CN, -NO2, -NRL4R15, -CF3, -C(=0 NR14R15,
- ( :O) R13, -S(O nR13, -C(=0 CR1-§,4- - C(=NR9) R15,
-S(Or, NR14R15, -C1-C20 al kyl, -C1-C20 al koxy,

(CZer( CA al kyl ene) - (C3-C12 cycl oal kyl), -(CZeroC4

k | ene) - ((A-C12) cycl oal kenyl ), 20 -(CZeroC4

ﬁoefhre)) mewbﬂe@@@)’wéﬂkybpr bicydaatkend|riegl pr a-teCzefgdgen membered

a| IyteBRYcIdalkiior GeiR)Bicyciddkenyi "rlhé:ﬁ(x%d)l%'tﬂ@tﬂhékale rind S EBFAfH, wherein

o BEbR b AT S by SRR ipatepy oo, an o

hepeq! tot ivieogerhieed &fyda)d hetcér@ﬂeycto@&yl and heteroblcycloalkenyl rings are selected

sal Wle;%h@%ntlz((f% @JRA) @réﬁld) éog aid %Eﬂ%{;\jharyl Icyclo}g%wl gycloalkenyl

ene nber ed) “het er oar
f‘gtﬁrﬁﬁﬁcﬂ? ¥y B‘?ﬁ"‘i%’f'%"‘%’t HPicyflpRy. o%‘éycioé"kta'l’w g geterobicycloalkyl, and

S ubsteiobiogitatkenyh dregseptieaty ate sestatee dith fromobd &, three R™;

- (CH2) 1530NRR Tg%% Iy o
nenbered Qhet@%%??%ﬁ%d F%ﬁyg'%%%@kﬁi}{ Oﬁ % %2§m%§“bpmwemw
rreﬁﬁt@F@'mCOWé'PE’ﬁ gam)gn)e to thrc{e4doggle 19 Hiplerkenys and wherein each hydrogen is
10 hetingegpyeritio adpkieneyy repidce®vih23 fladriib 0>(y1 czgnéllkox(/(:ﬁdel;&wdenﬂy optionally

me %u? {\(j% froP\et ﬁg W rtp{rle gc)ublgsal PPFey %orbd% a%rjr wherein each hydrogen is

cyc | 9a
tr inéyn,qnéq]tlk eenjipnally hr@pléﬁestwth oal ﬂuprme aﬁﬁoman dS(O)R", -C(=0)OR™,
hetszb%nwhﬂof &Zm @ﬁl?l@né?—@éé-@analc Noafk) epfzﬂdeawléﬁe) (C4-Cs

subs et
g T R VS rw?'m?mn ;ﬂgee# AkHgeH(CrCror-
15f r omtmydo%@nylb fCxmeCdallyleae)dCs-Chi gl HORIES, dakiknep@® membered
hyF’é’t@rggﬁlogltqﬁ’)n%:rﬁ%)f (@’ZQO' @, Aphyke¥b) (5 "411 E‘%ﬁ?ﬂere@ﬂ&er@&%ﬁlvﬁﬁ%ﬁald cycloalkyl,

is 1'nd epe op |onaI
f I Wﬁ@"y 8F or%cygﬂﬂ YRPR ﬁrlwm%rarﬂp@qt%ﬁplp@kw @ehateroaryl are
( %h(bbﬂ@naw Intlepehdegily sdb@ﬁut%)/\ntlﬁrﬂ'ﬁﬂn&&iektylthr@é substituents independently

I‘I n V 0 ﬁ 15 1 1

heterocy ﬁ%égwg %gr?hg ero(5 gﬁ%a Kenyl r|ng SR -CEOIORT,

20 20 FHPBHBI4SORIT /R Bz@cbbr%aasaétyl 'ndgwnde(rmgpt@nal)y qepiaipiag digm one to

bl fh)féél dmlblk)drrrtt)l@ife @drﬁyCJCQ@L lemoy |i1d1ép6ﬁldenﬂ>] o@tioh&K doftaining from one to
rte onl oa

he (reereogzl;bcbpg I‘)Eﬁr'ﬂ(ie bo r [r% i %égraxya(}fyt K BtCFﬁ) Yy Pi{g membered)

of hq&t@pww HC mr@q:e«pmf arwn -Che- €0 (- Hr memperat dae@oevfyi) and -C4-Cs

Sablﬂyl hﬁie@ér%)f@ @|§!|0KM|y Stk rh%t ﬁérﬁcdh"él l@allhke%nd'clubfe' 89Riple bonds and

25 o PSR P Ripe R FORETer 'S kRO RTSERGATY poigreclren F. Ol B,
sebmtlt ed 5 i ndependently from N-R9, 0 and S(O) zero- 2,

and whep@e\rPrRIGIH lr%ﬁéndeﬁthf?@JaW#orm %%Qle%&éﬁ%ﬁw r[lm?ty of from four to

het er ocycl oal k et erocycl oa yl, Dbicycl oal

bi &iygn W%’H%rg lSﬁgtr@p&gm{%yldaplw||nde%ﬁﬁlaent optxonally comprising one or
heterfathiectytdresdrieingdperdentyssetzpted doraN-R’, @r #nds8(O 54,1 anti @dependently

vv| 0 a

30 Bégi&ﬂl?e@ﬁﬂ ﬁméq o&{!%rzeg tn?'rﬂ]gc?ﬁ ‘P’Ei‘b%]?ﬂ% &qw %8% ﬁ%}erf)cycloalkyl moiety
| ntﬂ%‘ﬁ?@ﬂ%‘ﬂi’ |Gyt'°f@}5»t iseppiiutef Wh(rRmnPRRy 19 ribyier ofh’éStt“é?ntSh inggpendently
do&;kbécﬁedCffon{ 1di,pF e BhoNAN, angd,, whr'rRT ncegoRRHREr xmﬁaﬂ)Rr“s -C(=0)OR™, -

4 1 |
peg R 00 ofal) Ul ol SEel N LBl LUGEHAS v one b
on@rqecﬂovHP@étrtw@utmnéS of1-Cs rlisbXy ibdsnerdeatdontioesligicanteinioé from one to
35 hy{ﬁFéégi@Ublé &r tn;blélg@r@gn-@ﬁli (%d Ikﬁ’l’r‘l@é hdérfd 'oﬁﬁbﬁgllyvc\foﬁtglnﬁg from one
f

fl
- pdpe Rl “'3'{%?8?0 °é¥1e o 1(4@3 @}E?tsra?rwgm {(CrersCa)-
- (G2efaCarvhl kighattr) (5{184mERberey dietmédKﬁhyén)d -G4(Qsz elkyg Chdependently
al kyl ene) - ((C5-C11) bi - or tricycloal kyl), -(CzeroC4

al kyl ene) - ((C7-C11)bi 15 or tricycl oal kenyl),

-(Czero4 al kylene)-(C6-Cl4 aryl), -(Czero4

al kyl ene) - (3-8 nmenbered heterocycloal kyl), and

-(Czero4 al kyl ene) - (5-14 nenbered heteroaryl),

wherei n said cycl oal kyl,



cycl oal kenyl, bi-or tricycloal kyl, bi- or
tricycl oal kenyl, aryl, heterocycl oal kyl, and

whedaoazmsy| are each optionally independent!| yPCT/IB2003/004330
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substituted with fromone to three substituents

i ndependently selected from-d, -F, -Br, -1, -CN,

-NO2, -NRL4R15, -C(=)ONR14R15;3%=C(=0O)R11l, -C(=0) OR12,

20 -S(O "R11, -S(O "NR14R15, -0OH, -C1-C6 al kyl

i ndependently optionally containing fromone to three

doubl e or triple bonds, -Cl-C6 al koxy independently

oppiiaaty ¢0¢ta4mmtfaqnnpwgt0ﬂhréwdmb@ erdriple herss 208 ifislepenggntly substituted

t Evshtﬁ I{rﬁmkbﬂﬁbﬂ?rlx atSrhs ﬁg? ; G’é'n@%yéo?édféd front i€, &-Helshy 1.ar yl oxy,
1 X
aryl), q?‘ifi’é? o&fa %R ﬁ}yesreéateﬂ &P@?{J (ral (%a) k(/lan(gm %)4 alkylene)-

(m.g-Cchclablkw (ng@g erkgzllemHH(% Qpdycloalkeriyy), -(ad- -G aikyregef-((@urr11)bi- or
@:g&lgahggn ze, a%rleﬁéé '((@7 H;b@ r@%r@&@an?eﬁyl) -(Cze,ot—C4 alkylene)-(Cg-

m one to” Sj X Qs
i rsae@réhdémrd % @@fl%@i g0 er@ @temfexploa'kvgna"q 7(Cegp-Ca alkylene)-((5-
NRQ Rihera) heteepg) dankl ywno pé senabidpeni@tigogtionally substituted with from
het eg ﬁPéClRQal kyl moiety of fromfour to seven ring

S, *&aid heterocycloaIkY noi et y-i ndependent |
opt i ondt'f ip selentpd fram ity -@rfes a¥p! ontigrally amtﬁ@r‘g @ﬂ@ﬂ%é&%@ﬁ double or

DESHAS %H(jj Mh@r@h%gﬁﬂy&dg@ml%&en&{lﬂ)am:o&lI@)e;ﬂéfc@d Rith a fluorine,
e n al
R g A S L L E A

I raﬂepeew)dequgbuopt iricyekblky)), autbstqz&ct@edkmnﬂmfﬁrfbﬁb'o n'étflpwloa'kenyl)

th(C%emBé Qﬁ?léﬂ%@té 'éﬂﬁg abkylen%@ (%Qtzeﬁ*erﬁ*lﬁé?&ﬂ) Kdterocycloalkyl),
C{(;@)-Q};Qﬂglene) (g(-%grperpaaied 1) 1% Q@ﬂ;\;ﬂ;cloam C@ %;L{ alkylene)-

al(@14 mashegred)disatdrbaryl panid oR A | us yoptiorthaisnbstigpteldr with dne o to three

L% g 1@ or triple bonds, -Cl1-C6 al koxy

|n3ep ¥bopt|onally contai ning fromone t

throe dBiBNe RS are 1ep dprsnaeNtly selpctesd frﬁVmHOXQ/‘a(P%ﬂky' independently

i %ﬁ&ﬁﬂﬂ&ﬂﬁdn’}{ncﬁﬁém eRald fvecdanblaiontrip Bohesmaad@hertio ekt B@irogen is
“;%8?% }[\tlyth:glp eorngl : rtlaancbd \KIIEG C}Iﬂ%‘%?r YEQWR!, ( é)}'ﬂ”?! -C(=0)OR™,
(-CHRNRCA 2 (5r(q240ﬁew@é<vle@p)ﬁ@¢@voa¢yylp§lky d(Cze@fL 4C6al ylene) (C4-Crz

?'Srlgmbalkéhsi@p 290%14gﬂ§9!éﬁ@ WECICINTE 8§s’r§ngyctﬁ>5@”£w B@Qﬁ@gﬂn@%& ((Cr-Cao)bi-
37 PBRELDY oM Bl 0T 08¢ 0. C S I8 e

orfcetdr@ydwakyatamds(%ra@e pkkﬂétﬂ%(ﬂ 14 merhlearecitpter ‘PQBYH wher €ih said cycloalkyl,
Brcgcl@éhganlll bildr tr@ﬁﬂjoa 12b|36tetr|§5ﬁﬁ)glkérﬂ/fj %Hﬁ—‘ Wﬂ%ﬂc&&oa@' 8i5d ©deroary! are

b vpgpronts ceses sy STy Bitorg EnY S Dedpcs bt pepencenty
- (deleeted Gmaldyl; eikgl) inddp@hdeBiyl pitionaliyrcontaining i foyre breealoktipied  double or

antq le %ﬁo@ e&%f?téﬁ'y le é%? qllrc]e)pghdenﬂv C%tlonalles replaced with fluorine,
AL ﬁeyg?so's e ST eRIE eGPy SO

al'l-d>1-C€ %@mﬁép@idkmly%ﬁ)nam(dbﬂtafhmgﬁmnimeaﬂt)'lrebeibam@aﬂyﬂlé bonds and
su@" eln e ydrogtaﬂ% fhab qS&%V@@%ﬁ r%%fg%ﬁ%orme -C,-Cg hydroxyalkyl

It u one
s em@pp@t}mﬂy erprpqlly cqgj_anw fggnp(yne tp ﬁ'tr?q)(#pgplp)pr trigletandsi aﬁ@ wherein each
f r@mo@élﬁlstn%eba’(o%ﬁtlﬁ&ﬂwaﬂy Eérplacé&wlﬂ’f fiekige, D@ Snedidred) heteroaryloxy,

regclgea%éc?r)a;)&hhg 2" egkkhgn E@;C%g ﬁnt Ze,ooé)t I%ﬂeneB }/(5 14 membered)
al hejdreang) - 4nG3-GI2 elywll ndedepbigntly - {LOBEuted (fith from one to six atoms

al h&ép@ﬁ@"lﬂ)‘ %c@%oﬁﬁ’lf lcp @ kRY bdd mdép@ﬁ@’én@%ptlonally containing from one

&. bi- or tricycloal kyl)

bﬁl"W‘P‘?r‘P@ 4% (C7-C20) bi - or tri cycl oaI kenyl),
(Czero C4 al kyl ene)-(C6-Cl1l4 aryl), -(Czero C4

al kyl ene) - ((3-12 nenbered) heterocycl oal kyl),

-(Czero-C4 al kylene)-((7-20 nenbered) heterobi- or

heterotricycl oal kyl ), and -(CZeroC4 al kyl ene)



15 ((5-14 nenbered) heteroaryl), and R13 is optionally
substituted with fromone to three substituents R b;

wRle4@si3R15 are each i ndependently sel ected fPCIB20I)3/004330
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- C1l- C20 al kyl i ndependently optionally containing

fromone to five double or triple bonds and wherein

each hydrogen is i ndependent|-§6-optionally repl aced

with a fluorine, -C(=O R11, -S(O"R11l, -C(=0 OR12, 20

-S(O nNR11R12, _(CZero-C4 al kyl ene)-(C3-C12

cycl oal kyl), -(Czero C4 al kyl ene)-(C4-C12

cycl oal keNR/IR' can(igikoeudettly ertikydle fre-a(He@Boc@2EIKYI moigy of from four to
t 1 4G fiphkibors, saiti GéRFR aﬁ%l"r%i@c? %é;‘énggn'ﬂgz%gt)ohéllry Bhprising one or

trjcyc| oal kenyl), -(C al kyl ene) - (,Co- C14 aryl’),

S SrE oo CPareiens B MLt B SR i jrdopendonty
ancptior{aly epaaifidg diloky bené) Hide ddubiee btveksedndabiar iastdrydyloalkyl moiety
wh ' [ ycl.aal v L - , ,

i rﬁgﬁgﬁ%ezﬁ&%pﬁéﬁéglf@%Ar‘s\{ﬂtutreidcﬁ%/rf ggﬁ'kéﬁ%lm% -t%rjrgia/ ls’%Bstltuents independently
he%eéﬁct?e;f@r*beﬁwgna,'kybﬁaemé@@i/'baptwalb(r@n@w@afcqm one to three double or
I niiplp @oakeNgrdywitepdin @B hyirdyel f indapeR@bnty bRtich&IgFe@BRRdtAth fluorine,

t hree-substituents independently ected from-C1-
0 B enry B DT OB P A SR B SOt
t mCe€s diseiylindependentlyi gplienaliogedtainingdromheneds thrasaiohble or triple bonds and
hyWiePge BadhShydird 660 HBrHnbiant BpAoRBIRA rbMade8 RitR A&Sin¥ -Ellc, hydroxyalkyl
fluorin - -F .-Br, -1, -CN - -NH2, -OH, . .

) C{\;@fﬁ%’nt_lgpgﬂalchdn_tﬂlu_%jﬁ\_Pne_tg\lhEa (mgl’e or @E%)b@‘i\ﬁfi?nd wherein each
- GivdGera| kojngeperdepyndpitnkly optlacedalwity aomuainai -4 onembered)
ONfRidrarfidly eRcde R0, Hd 1R CarllRRGcaRA A, Vﬁ‘ﬁ&?@”alkylene)-«am
each h(%/dr o%en [ ? i ndépendent |y "optionally’ replaced

i DR PR @D 56l RYERPRApYY SRYERA} ARG rom one to three
opdaublaabrl yripto roadsiang hdependemdy tsubstiuted witbultb® ofie to six atoms

};ib&ggg%%g%le%ﬁq mahes %i,%r,%ﬁ&f} hydrogen is

ity optional repl’aced with fluorine, .
- (5- 14 Feffdecae) inslatcsritiepgdeny, selecteddromi-PHarG @Ryl independently

- (dptievay Céhtahiky fren Q)r:‘(e) (t&ﬁlaééldbuﬁléWr)tniple béader @4, alkoxy independently
e ero

al ky] e -((5-1 r h rvl), ,and -Cl1-C6
21 B kerand fol R te sPR B Rédopn o 051 o o
at DRER 35C{TRINBEN o eHODNRRT e 6(=60RT r SIOIR' . CL{=0IPR a166-Cs cycloalkyl,
an'@4_b mg ’L 3 1 J 3 . ] i y T\VT

QW Lo &%yéx%n@%@%ﬁjﬁgégﬁﬁgbm&@n (68 membered)

three I triple_honds;
PO b TS0 e tla s RpoRES TR el Apiop: and 5-14
ophéroresdd) hetéroamoey, Wiedrein eaiy alkyb alkkl, cyvtwalzylycydbalifenyg nhifop tricycloalkyl,

t Qi SEMGRILIKG, FEERE Ralkiabg, tﬂ@k%%yﬂlggl v he[@ia&%é’xy are each
endent | rotwp

i nde optional ly caonprising one C
f d?‘{eﬁ%‘?deﬁtytoéb/%‘éﬁ)yoﬁ?ESt'it“ﬁﬁijyé’ﬁt@ﬁra@r?(‘F§P fgr@F gstients Rm N- RO,
0, and FS{ @ Feeachlipstame indepepesnde Belbyted Gpini @nalr| yBr, -, -CN, -NO,,
cao b1 one._Hast h b nd sai
R BR CRR IS, O | Lo e SRR o1 i

het er ocyc . noi et _
s Uprsperdghigaoniiptaly criainiBh Eomene He diess dpdte erfdnle gonds, -C1-Cs alkoxy
I nekepenudemnt bytionsil esit@tind mem okd -t60th@kK¥duble or triple bonds, -C4-Cg

[ t opt i, onal ont ai nj fromope.to three
aoBRRES G e SRR e el BB, RGPt g orco el
i riefepensigetin loptiangy @aaikpinipg r By aened tev thieef Heupte ree, triple Cbonds  and
- Fndep8tidenttyl substfted wi¥ORom o six Shns irfdedAbhty-seletdd Fom F, cI, Br,
- %z ) OH, -C(=0O NH2, -S(OnNH2, -C1-C6 al koxy

i gg@ﬂ‘aent Iy optionally containing fromone to three

doubl e ngs inteacipinetatereisnteged indi€pentientip sele@etroninywlo, gz rand 8.

i ndepengaiyolNas QR EbRRRN 3hd FoRhRS RrdLd i bk ‘R{r%@cﬁates for synthesis of
dro§%alkyl i ndependently optionally

-Cl-C6 h

c&ﬁwa?%d%a“?qr Wrbne to three doubie or triple bonds
and whdheiimveetomtalsolpyaideg esmposndsd €penttent [y opti onal |y
replaced with a fluorine, -(5-14 nenbered)

het er oaryl oxy, -(C6-Cl4 aryloxy), -(Caero C4

al kyl ene) - (C6-C14 aryl), -(CZer0 4 al kyl ene)-((5-14




menbered) heteroaryl), and -Cl1-C6 al kyl independently
optionally containing fromone to three 15 doubl e or

wao eooploas4bonds and i ndependent |y substituted w POT/iB2008/004330
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one to six atons independently selected fromF, d,
Br, and I; Rla is in each instance independently
sel ected from-0OH, -Cl1-C6 al kyB74 ndependent|y
optionally containing fromone to three double or
triple bonds, -Cl-C6 al koxy independently optionally
containing fromone to three double or triple bonds,
-d, -F, -Br, -1, -CN, -N®2, 20 ROR109 - 1 9 1 11 11
12, (=ONR R, -S(O~NR R, -C(=ON\ -S(O AR
-C(=O OR, -C3-C8 cycl oal ky &4 cl oal kenyl ,
-(C5-Cl1) bi- or tricycloalkyl, -(Cr-Cll)bi- or
tricycl oal kenyl, -(3-8 nenbered)R heté}ocycloalkyl
-(C6-C14) aryl, -(5 14 nenbered) heteroaryl, -(C6- C14)
aryl oxy, and -(5-14 nenbered) HﬁWeroaronxy, wher ei n
sai d al kyl, al koxy, cycl oal kyl, cycl oal kenyl, bi- or
tricycloal kyl, bi- or tricycloal kenyl,
het er ocycl oal kyl, aryl, heteroaryhdg aryl oxy, and
het eroaryl oxy are each 25 independently optionally
substituted with fromone to three substituents R b;
Rlb is in each instance |ndep$?dentl sel ected from
-d, -F, -Br, -1, -CN, -NC2, -T&é\m, - C( =) ONRIRL0,
-C(=O R11 - C( =O)OR12 -S(O nR11, &S)) NRsRla, - CH,
-Cl-Cs al kyl independently optlon
cont ai niigeid:r om one to three double or triple-bonds,

-Cl1-C6 a| k d I t 5
from ors SRt BN GETR Bt (BRI (5" SRz, anc
hyd(@kyal kyl , - (C6-C14) aryl oxy, (5 14 menber ed)
het eroa,mgrém(yz IS(@%%%H g(p%l 5Fﬂ| n from o?ﬁ%")— CHéCHZ(OH)

RERSIESE: | ATl Y RO 1R L0 OLR ST S v

W -Ch(G(CBsGHhEOHY- @12H6ﬂ©ﬁ§(ﬁﬁdﬂg@mﬂﬁntly sel ected from

F, d, I@r is s@l@ge& fro?r{]% '?3[20 Salllgg aﬁé‘cth 20 %%9 ga-Cg caclgalkyl (Cs-

i nt eger |1 ndepen ent | ect rom

35° 3N EAYs (GtCpBir r?mtacyP'Pa“svhd OrSnoRH &' [ngyagatendefd membered)
asfwtef:to@rﬂcmﬁdl ALG,,)BY) o pprtdhashsered) he@wa@ownﬂﬁeuoéald aIkyI and alkoxy

g DRt 400 AP 08 R BB, e e

RBtonof sajdzlkyl ang a(kpm iy optignally repigsed wih g {yoringherein: A is

sel ect ghefdirPRh Q)\IQ}(I n@lkoxy, @(ls@tm@w,subﬂu@\%m from one to three
%(Jbs%}uent's R@(angI w@ereln’ wﬁaen R'is cglgl)ga%kyl cycloalkenyl, bi- or tricycloalkyl, bi- or
tricycloalkenyl, heterocycloalkyl, aryl, or heteroaryl, then R' is optionally substituted with from
one to three substituents R“’;

R' is in each instance independently selected from -OH, -C4-Cs alkyl independently
optionally containing from one to three double or triple bonds, -C+-Cs alkoxy independently
optionally containing from one to three double or triple bonds, -Cl, -F, -Br, -I, -CN, -NO,,
-NR°R™, -C(=0)NR’R", -8(0).NR’R", -C(=0)R"", -S(0),R"", -C(=0)OR?, -C5-C; cycloalkyl,
-C4-Cs cycloalkenyl, -(Cs-C14)bi- or tricycloalkyl, -(C7-Cy4)bi- or tricycloalkenyl, -(3-8 membered)
heterocycloalkyl, -(Ce-Cis)aryl, +(5-14 membered) heteroaryl, -(Cs-Cy4) aryloxy, and -(5-14
membered) heteroaryloxy, wherein said alkyl, alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy, and heteroaryloxy are each
independently optionally substituted with from one to three substituents R™:



wherein Zis -CH2-, -CH(OH)-, -CHOC(=O R11) -,
-CH(NH2) -, -CH(CH2(OH))-, 10 -CH(CH(C1-c4

w@bkdogloy@H) ) -, or -CH(C(Cl-C4 al kyl) (Cl-C4 PCT/IB2003/004330
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al kyl)(OH))-, for exanple -CH(C(CH3)(CH3)(OH))- or

-CH(C(CH3) (CH2CH3) (OH))-; Rl is selected from Cl1-C20

al kyl and -Cl-C20 al koxy, C3-€&8-cycl oal kyl, (C4-

C8) cycl oal kenyl, (C5-Cl1)bi- or tricycloal kyl,

(C7-Cl1) bi- or tricycloal kenyl, (3-8 nenbered)

heterocycl oal kyl, (C6-Cl4)aryl, or (5-14 nmenbered)

het er o'y lis innBaaheinstancei ldd@bkqantlsaﬁéleqﬂk(ﬁ}@m 5 Eachr, -I, -CN, -NO,,

ophkwal EM) SRR t@( bﬁ@m @@@)wzf sm rloublas, NNQR@ rJom €C,-Cs alkyl
bonds, and wherein f said ﬂ’éﬁ

o RPCREBY SIS POy TR Ao SH TR s pAKS CCo alkoxy

whiedepemiendye pptiballys caltdiyihg dromabk@ Xy ,thidé dsiblepbn dipdd lbgnds, -C-Cg

S ' ~tf e
aﬁ\g% g@gcm;l ﬁrﬂﬁ)@ng‘éo eltregl's <’§ero 1?%51 Ié ug nata?yl F%]n@ C4-Cs alkyl
ormc{ep?r@yaqyoé)pmally b:pnta@pg {rqm CW ¢l %@ﬁypouble or trlple bonds and
hetdepegatyosubkitlited Aty from @he Redie boas YitdepértentyRklekcted from F, Cl, Br,
optli)nally substituted with from 20 one to three

suabs ‘ituents Rib; Riais in each instance

i ndeperiidnselgctesbirare thdCf-Eoatkyl Cptionaiyicoptiniiakape or two double or triple

i fb@ﬁ@ﬁ%tebkb}tm Ry, E@Lyrypmgbpb%%rﬁlr QR B®-GH-ELERQryl), and

d i.ndependent |y
3%* Ty SRS WG P o s scte i et Bennl o or
tri pl e Rfoad@ectecdrom r-Co-aByl, -CotCs alk@Nyl, -G, alkynNRIRLQ-C4 alkylene)-

Oi?%%@?{ﬂ) an§(—%em'\895iﬁene) @sﬁ)cgéiéalke'h§ Q)hererﬁ daid alkyl, alkenyl

VR% ? eact( egtxoeil}&) wbstx%t%d tvptp&ep%gﬁumﬂ selected from -OH, C,4-C,
(eﬂk'bxy(:bﬁc) b$—(C1aI4 aikyl)cycl oal kenyl, -(3-8 rrenber ed)
het er oq;y;q ‘qq}) Cﬁ - éqﬁ(gpM) aryl, -(5-14 nenbered)
y

het er oar ryl oxy and -(5-14 nenbered)
het er oy}’ ofawi Rwhay éqq%t@hpepoaﬁllxyﬁorm & RERProrYy BiclRAYtKy pyclopentyl,
C}tﬁ]&l&iﬁxhﬁrﬁyﬂpholfﬂb pigefidihd, Io@)t@hﬁﬁd) kMlpyran roiety) ivherein said moiety formed

t r I ngq'\l"klse Q%’uo{val& s‘ﬂgg’t (Eé/dc \kn% nléyto tl'hrgé ¥ub§tltneenttse rng%{e}%enﬂy selected

I ox
opftorrb@érl f@l -Eu-l%'l; rQﬁaxr‘e@hmemy' fnethwxoﬁ@om al!yh epe- OCFs

subst i t#&@&éed%dof’rorr\/\@l 2006/ AR B 6tBniy BLibSARRUUAiBCHbABEhe to three R™,

f raﬁﬁq%%:Jo g"_y npt'gl@ﬁly Sub|s§ ttut%%ﬁh }rndeﬁee%qem )I% 8 el ect ed

-C(=) OWRB?Q&(@:; RL ChHOYdRer opt@@ai@f@l@fwe-t@(o@)teen%embered heteroaryl ring
- S D MRS RRight m%ered%‘t&&y@lbgﬂ)}l rlnb n\ﬂﬁé?&ﬁ‘ @Qi@tﬂel/eroaryl ring optionally

optional |y cont ai ni ngI rom on
t rPPPES BBAESIONeSERCEORERS mdﬁh@@ﬁf&\é{&@ﬁ{ﬁﬁ@ ﬁB'iBt"f Shang . and said

C Oreteadcpcioagkyf Miagn aptiendiy cbhtmee atieuds! Bvoofurthen péterobiome sindependently

%nfger eg hﬁ?&fr@xﬁ'ﬁﬁ' S O)Z r0- é&%hﬁ?&ﬁ’ lsQu’(WheterS&cl%ﬁkyl ring optionally

et er oar
alRytpins frﬂa Epe ItBree| 9U%?qn6ﬁaﬂnﬂ vfhersmsawrnef?goanﬂ amheiReyFigalkyl ring
t hg eRiofkIy bht&tlmfedtﬁfohﬂine thrdsusstitients Rifependent | y

substit e

sel ect eé; ¢ om %Q %ﬁrh naés&dehtr?}/ Gse e)éte%g Se'q?-g(%?g%ea?{y, |¥dependently
- hqptiargfly Mtwm@ﬂror@ g ortlree 9o®dﬁwra*nm$ h@ﬂdé read mhertewach hydrogen is

d%ﬂéb@nd@ﬁtlyt B;btléhéi r];&a&‘én\ﬂﬁh a- f@@m@ (§1C%Ik@kﬁ<h‘1ﬁépendenﬂy optionally

Bl g o 7 e A0 e B g

t dndehensientbu lostianelie memacR byithR3: figorkel eGEOIRT r e3OBR!'C6C(=0)OR™,

al_kyd)Nr1 22 C6_ @' keny! alkyTe?rgy(I@G c?' M!alk ) ( C@é 0 &4 alkylene)-(Cs-Ca

I kyl
o el S AR ST PR Oy gt (0, oo

aldk efnigylcloalkenyl), ~(C,o-Cs alkylene)-(Cs-C1q aryl), (Czem-C4 alkylene)-(3-8 membered



and al kynyl are each optionally substituted with a
substituent selected from-0OH Cl-C4 15 al koxy, and

WO 3004 al kyl); R4 is H D, F, or Cl-C4 al kp¢T/IE2003R®4330
and R4 may together optionally forma cycl opropyl,
cycl obutyl, cyclopentyl, cyclohexyl, norpholino,
pi peri di no, or perhydro-2H pyr#&8- noi ety, wherein said
noiety formed by R3 and R4 is optionally substituted
with one to three substituents independently sel ected
20 from-OH, - -F, -CN, -CF3, nethyl, ethyl,
nehﬂes@yycl%'ﬂ(ﬂbﬁ@d (Gt G4 alkylane)-(5OERBMbRG ihsteralybothseein saisheycloalkyl,

Hcydc@fker@ babiiéycoakyl, Qi'ﬁlr'tbby&éﬂﬂéh}lllt aerbibdBlokiky? Bng rF'n"é’teroa\ryl are
t i onal Irﬁ%subst itu

w £ s e G hiarpedongied ih aGR. g Rl SU5R s afependenty
opsélested frym F@r 1, &Brf HV-EN, NDoNR'&R A m«m@a het(e@)Fal yt(=0)OR™,

511 0go), R“ abi MR"RT, @I-g he .- ('.%EW fn@gbelﬂ%rﬁlg/ %ﬁty gaédéélinmg from one to

rein said heteroaryl” ring optioha
af@ﬁltnpy‘rom one to

rin
cofltes ?f’é‘%l?rf’é e pRssf G n @kowe%%psa@e@%omwa@
sethmﬁ doudle @mtiihle Monds)d-CHL, aydrogyilsh, Kt Hcarabaal-leyls membered)

oA BBYLALC SRR O Oh A 14 G o ons <1
S( eyl epdppendeathy Shiisepl; serisiTing fieD escipcintssl #gubler pmigile bonds and

10 Opindeptatidnfly sGIBMfuBdNVEthffforTTorRNE sikQatdniy iﬂ@ep@ﬁ(ﬂg«}lhf s&edisStrom F, Cl, Br,
an erein said heteroaryl or heterocycl oal ring

IS nOpr onal |y substituted fromone to three
subst i t OENR'S e indgoerRentyraptivpdy farre adeterpcysiahigienaen of fyom four to

Seh@@ﬁ ﬂﬁt\? fnél(ﬁﬁérs Haid- I@érocy@ﬂll@ﬁméle@%debéh@@rﬂ@rbg%%ilyycompnsmg one or

f\rﬁ)q t Il ng'é‘geﬁgyesf%gt%ﬂjﬂpg\gén i %nd S(O)zer02, and independently
15 | nolgigeaiy emtﬂlaynng ptaroee Ity threpldagel bondsh aad fsaidoheterecycloalkyl moiety

- Gha&fenadrse )ﬁbtlbr&q}e Qﬁﬁ@ﬁﬁgdl Yitt? moHF %ﬁ% Ity hl%g net. ué'ﬁga mdependently

fromonetothree le or . 12
eatPARAIF By 5B r'rd@b'erﬂ%nt"ﬁl F’Opt Pb‘ﬁl%'?“?y reﬁ(aﬁ)&f -C(=0)OR™,
Wi tSﬁOﬁR’f'J -l$(ID)nMiE14R15 GOED QNG alky( iﬁ@p@’ﬂﬁuly dptionally containing from one to

Czer OB%%J% f&ﬂﬁ( %ﬁ%o % %M lﬁ&i% (feé:@ %oﬁéﬁd 3 alnhluI %Em one to

20 al fiReetquyle ()'(we t’ﬂ"ﬁ".)fb'lc-1 Co hydrexyeling ingapdagently Opt(owyr@nt@mng from one
aI ioythreél @uble & Arifid Bortdls - -(QLC, 1) ainfokg,| -Gad AkRsiered) hét%%gxpg(czero_c4

e S

h e@rélp@ﬁ,‘”y ePainiRg frpm cande thieezinubiesr tipleytiondeind Bdepéndently substituted
TTEWJﬂﬁch@rdorhﬁb 8k @ﬁ)ﬁié'u)depé‘%@ﬁt@/' HRiesed florf Y—LCbIOer kd i

| oal bi
CY oo K Bl S kR it oo, o sl
hetCe1Co aqualkab e(CeaChalkfrnep(@aiCh pydaatkemdn d6at-ACy alkylene)-((Cs-C11)bi- or

SUQ%IO&IWIF@nH‘L@e,f@%ﬁM% «(97 d @I&esr §1E%§)‘éfk£r+§fﬁnt(§zertf\)r alkylene)-(Ce-

pe ent se ect ed
,\%2 yrB al yeaqé)(@mgm%ed) hetegocycigpikylh apg~(CaeuCs alkylene)(5-
S(éO)lﬂﬁdeled hé(ar@)myl,) NiRd #R15nd R"Ohle ind€fieridéntigldsyidnally substituted with from
30 | n(q%gg{ppe%qyby optionally containing fromone to three
doubl e oy, Ic?ﬁ l e bonds, -Cl-C6 al koxy independently
opt | ona'FI y'”‘é t aierfash ifdeprndently selscted Hiome-HiotibEe @Byl independently

t Ed:gﬂbr&allb@ﬁldéimng ﬁ&n%tehdﬂieod?ﬂﬁﬂei@"tnple hdaas GAA‘%Nh%Ml &EP{ drogen is
- (b= erqQaryl ox n 12
5@; % ey oSS el L ek GRA SO Cleoor™,
yl (ﬁﬁd@perﬁdﬁ'l@ﬂ@;@@@hl OWaIOBIyyl)c:ontCéérf@mgafkyl@Tﬂ) (C4-Cyz
35 orke/clbaketnbl) e(:czgoo Jal%,le%) ((Cg @Jo)%u *apmé&l&amy\) 1%,...-C, alkylene)-((C-Cao)bi-
i ndepen tl e romonet SI X at.ons
i ndeg'@ﬁg"@ﬁf’ %() S Z‘iﬁj’c 4e8ﬁ‘?’ ?Wm% -Cig aryligy (Crero- &, alkylene)-(3-8 membered

heterocycloalkyl), and ~(C.e-C4 alkylene)-(5-14 membered heteroaryl), wherein said cycloalkyl,

25



and I; or NROR10O can independently optionally forma
het erocycl oal kyl noiety of fromfour to seven ring

wOoreibeBRE39 sai d het erocycl oal kyl noi ety i ndepenBP&niB2p03/004330
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optionally conprising one or two further heteroatons
i ndependently selected fromNR9, 0, and S(O) zera2,
and i ndependently 15 opti onal I40-cont ai ning from one to
t hree doubl e bonds, and sai d heterocycl oal kyl noiety
i ndependently optionally substituted with fromone to
three substituents independently selected from-d,
- Feyclogkenyl, pi-or irighgloalkdORi- or INREWRKENY!, a0y, HpENRIAMRIE!, and heteroaryl are

C&c@)rﬁéﬁende@n@%&ubsm@éﬂ/ﬁ% oh§@<:8)hﬁﬂ§ékﬂ)§3nt§ents Qﬂependently
i ni ng

nd entl
oS T G BUGPPia g BB e e BE. Y S res doube or
| ntdlsp@nmsmddyw@mlm eachl hygrogemisaindeprgdehtiyo nptonalytrepi@@d with fluorine,

e-dapb rnBrRLE n C h [ &y }
de Enggnﬂtrlzyr@oN?l oﬂ‘g 89 t?ﬁnﬁg@H jc?rf%zr%la A br\th S(OMNH,

dOlS)m'ICe allpxyyi Bq;r@ela)’(amggonally(@eta@m)frogy%ppég&ree degblq_gr triple bonds and
mewizedie dichmgtireganas yndependent!( Gﬁtezhﬂ(%éplac(eﬂ Wit Glotihe,aCyt) hydroxyalkyl

- (; %% r?o%ﬁ?éy <§epn8 }/F%'E(frﬁrﬁ)g[efgo elet{) QaLe #&ble%Pan!}g%&n@and wherein each

romone to
t H?YQ@Q% idepgIdenty qptienab regiced i foepe n@éﬁtm%mbered) heteroaryloxy,

S ‘*@?& Whrfsky), W(E.D,-EF aRYIORS (0.2, iak) aL@IB,-¢.n anem@@m dnemberec)
¢ ar e
o N i Gy, ol ke gy R FPG 1S o six atoms

- (IcpeadEntyndelagted foin-F, CCBr.ERd ¢ giad ingdplepdently ogtioZally ger@ining from one

al sy é‘éﬁ&bl@@ﬂmﬁé bea(d‘sl oal kenyl ), (C7er oCA
al kyl ene)

-(Cter o‘ﬁﬁ,\‘é‘(ﬁ(y‘fa@ﬁ epfr(degt Y@figfﬁﬁ)}/fcogp alh,elly E{g@lo&&ylmy 9f from four to

(e¥eT iigdmahbeyd, eaid heteobycloglkd rediaty Indepef ity oﬁﬁbnally comprising one or
al tlw lf&tﬂ@r)he{e&fafoﬁ] nﬁﬁ?@,{ E:% sBEdied G RLFab kpk )s§ 251 651d independently

CZer o- ered) 'het
rﬂﬂ’“‘l’@fﬂy 5%3'@@@ frameonen eB‘éei?dé‘PHblebeiﬁF? BIarRY heter ocycloalkyl moiety
Sub@dpterﬁdﬁh&d O)Mldnbllyf Bub3titu30 wite frod by @e tikdd; su!&h@heﬁi@dmdependently

Rl%le?{eg ﬂ% e Y gg%ﬁﬁelelﬂgegyg{\é%ﬂf ?;}t%ﬁéllngor‘u%%mﬂ le Fnr ong toqgr%{e double or

f |tvrée Gonls| @dovhefqm 9@@ fw@wsgn énddqmmeetlsho@@ewywdac&gerﬂth fluorine,
I sl i-ndependNthg,, ok, corl Ly=0)aplszogd, \widd)of, IdHOINHIES(0).NH,,

%0 Bl i bk Hotos bt b s £ PR B3 s rvte onds and
aI Whereimesch @MOQBJJZS BEepspdéntin PitengilyyeplaceCih Bu4ine, -C4-Ce hydroxyalkyl
al MG’ép@rﬁl%)m g Qc)n@lnmgcﬁorﬂ ety mré@ddﬁwe)or triple bédseHd whereln each

al kyl ene) i cycl oal ken
'Vé‘iog%)'s( oRerge %'P’yPﬁt“’“aEVCi%‘%f%feﬂ 4 r|3<y¥ ﬁ%‘)"“és %14 membered)
"mmaadbxy heCEE @ HYRI-{0M)G: aBMYBne)(CZ61: ), —(Cuer-Cs alkylene)-((5-14

alrhé“ﬂ%?e%} h&ém%EOOM r(.?%l Iel’ﬂ C_;Iggrﬁ{ewd) %\%ﬁ%g&dﬁb rﬁr?oﬁjom one to three

C&@L&% R%ltrﬂe bBT‘dsora“?r‘f‘%‘%P@P‘é%\"W;q%%Stmted (th from one to -six atoms
t rindzpehdealksereyled framyd, I, Betaed pcycl oal kyl , and

het '
het er o3 X1y A 0o A ASRFABEALLY SOLLONALL Yere 1,2, om0 5 end
i ndepenridéRyYdroxy ogapdiebledeaving giousr 6 al kyl

i ndependmtdnxéu@mstéaeeéd Jyleet. ai ning fromone to thr ee

doubl e and wher ac ydr

i ndepen(!’;)erf’(ofJ ods Of? %’H’Jﬁ Iﬁ)?"? 8%%088(23 {)/)\ffi':t%ﬁn Oe'r“? W% ul gs intermediates
- Cor, syntﬁesnznmcomppunds cNrormp@®, - NH2, - OH, -C(=O H,
S(O nhiy ongm@ogﬂznt bﬁ(}é‘@/&“’f@n co Q)H?JNE)'?Formugjm % prowded wherein

al ko I ndepe ntIy opt | onal ntaining fromone to
Bt SR BB Lioa? b bemetial aonsiges: e of Forida 1l are
hydrogen is |ndependently optionally replaced with

fluorine, -Cl-C6 hydroxyal kyl independently

optionally containing fromone to three double or

triple bonds and wherei n each



hydrogen is independently optionally replaced with
fluorine, -(5-14 nenbered) heteroaryloxy, 10 -(C6-Cl4

wW@roohox3439 - (Czero C4 al kyl ene) - (C6-Cl4 aryl), PET/20030004330
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C4 al kyl ene) - ((5-14 nenbered) heteroaryl), and -Cl-C6

al kyl independently substituted with fromone to six

atons i ndependently selected-4tomF, d, Br, and I

and i ndependently optionally containing fromone to

three double or triple bonds; or NRL4R15 can

i ndependently optionally forma heterocycl oal kyl
mopretigedohefrgio tn i dvgroxyoor 18, Seven-r iingnotberbenisdingmt, ccompounds of

het e YiFAe dldsibd mreﬁ % 18 9@9@@ deptdran aRt éegal |y

conpr i SI ne OF’ further” heteroatons _

i ndepenfé %‘P?‘)‘? ‘edd'f“’é'd F B NEREN. PmReHRAsSpfolEormsla i fge provided
[ n&lmm]desnm)}dyoxy opé iheingdrl ators.0 it @iottien gmbddimerd@rripourids loe Bormula V

Ql %v@gd‘@ erelﬂrl]_qs ﬁ@aﬁngggst I ét;lju Lﬁ(é{dot I%Bgdlment ciompounds of

e en ent op rom on

tfﬁ%’@“'%ﬂ?ﬁ Prf)wewtwer%/é e gsteroe peieastefr om - 01 C6

al kyl i Tiepasatanichioneibiptiviles YorGsdhd@ dlFBghuia om one to
three double or 20 triple bonds and wherein each

hydrogen i s independently opR onaRI y replaced with
fluorine, -d, -F, -Br, -I - -2, - NH2, - OH,

-C(=OH, -S(OnH - O)CPI—- H2, -S(O "NH2,

-Cl- C6 al koxy i ndependently g@jl ona] |y containing from

one to three double or triplé*bonds and mhereln each
hydrogen is independently optionally re‘ﬁfl’ aced with
fluori n@erar(:l C6 hydr oxyal kyl i ndependently
?Plt Ip|02 Se%%]agljr re]?ef‘;r BéQIgn%E%)%ﬁ g(goﬁeg?p%uoge or ?wo double or triple
[ rh?éﬁfén@l(éﬁ’b(pyCoplkylbr%fmy awbpfﬁ@as(@dem &rﬂ) and [(rGHhECe-Coo aryl), and

(FSL.slApuH@enrp SlitReited ARE 86ABRY IoWr¥e sudsgﬁﬁerff‘slﬁwar yl oxy) ,

(Czer - Cl4 ar
al oyl erd)e 6‘%8‘%44%%1’% Al %Qeg?%‘ﬂv'yrﬁz Sl Ceg s alkienc)
al (ky-Cs tyetbeirdh oo t(GL.001 albylarie)-{C.ehryeoalteny), fwherairosd tikyl, alkenyi
t I'Hngealkng%d% \%iat&[] obtfo'n&'y sJBQtﬂ&jtéd fmﬂ el Q%Hﬁ@ﬂ%‘ec%d from -OH, C;-C,

substitu to -six at

i r?d@ﬁ%ﬁﬂ%nﬁ%ﬂ'%é‘l"@'ét ed fr om F, d, Br, and l: 30 nis

i n eactrigatmmrcer @rcjanyeger i ndependent 'y sel ect ed

fromz 4 an n dra

sui t abiebreQT e%n\dl %gmgyp gol?%thela & Rn%ly fgrm % ca/ftl)éérlopyl (f‘yclobut¥l g)ﬁ:lopentyl
arcy?'oft%vlef'orp@'ﬁ‘pdhma@n%tbr PRIPYHIQ- aHeran aeigt wheyeinrseid negfiety formed
FijrRﬂ a&d‘#’&é’ Gptidﬁﬁ[fy léhbs‘ﬂﬁntddﬂﬁ@\rdﬁ%db Q{r@eﬁsubfsﬁﬁents independently selected

nth und f F r
ZC%' RIS R et me ﬁ’&'oﬁm’&’ %'M%‘Fﬁ%ﬁ':e 11
ar e pr R d?etm mrmtanceunqie@ell’rqedﬁ)oxg{e@qed fohalCbgen-Bit em-CN, -NO,,

|nNﬁw1h© @Wﬂd’l Q@ 1 g g § r'{EQT b0 Q i
2008/ 033435 BT/ | BA00S 00433 01, 8{0) 0T, DBICANRIA 400, DG, alky

i dMAHYIERYY onagy confqiping. g?m ope tq ﬁf%%ﬁt“fa@rmé?%eoa?ﬂﬁ%n@ Ce-alkoxy
cdmoenddstlyobptloﬁaﬂynudnmldmd frame oy dovitolee duloble eomtriplel borgls, -C4-Ce
a'hy@JoJ&élkyle%é %14)%1&9 ésfM'm&%ede?:hét&of}g%hg 6-@@‘%%8 gﬁ‘gﬁ -Cq alkyl

or nu
W@?Wﬁ’erﬂﬂyl §ptfﬂ?a'}yoﬁ9”t?if"“%\ A ofen attoise  Povblen St Heple bonds and
e rridieplernientty, subingeammitsirah oftongit atods ifdepsn@erlly @¥lecled from F, CI, Br,
ein L is hydroxy or -d, -Br, or -1. In another
enbodi nmgnt ¢ompounds of Formula V are provided

wher ei IR ADY R greyench lindgpenggntlyselgpted Hom i) -Obls tGarCs alkpidndependently
Proptcdaly doReitgi fdf 6Heo tHREONdUBRSor GHTEDOIHAS SndvhdrGih BHERhydrogen is

independently optionally replaced with a fluorine, -C4-Cs alkoxy independently optionally

containing from one to three double or friple bonds and wherein each hydrogen is



R311'4~0 P N12 RL (M) wherein: 10 R2 is
selected from-H, -Cl-C4 al kyl optionally containing

WO@r@®40834890 double or triple bonds, -C(=0 (ClPCHIB2003/004330
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al kyl), -C6-C10 aryl, -S02-(C6-Cl0 aryl), and

- S02- CH2- (C6-C10 aryl), and R2 is optionally

substituted with fromone to t#dee substituents Rlb;

R3 is selected from Cl-C6 al kyl, -C2-C6 al kenyl,

-C2-C6 al kynyl, -(Czero C4 al kyl ene) - (C3 06

cycl oal kyl ), and -(CZero 4 al kylene)-(C3 - C6 "
cyccuapancl@ethwlwtlonmﬁerrenlweéaw@ & Kyprineg| @@I@R 1$(OxRd. -C(=0)OR™,

al leyonnir W@ ea(@ m@wt . aménby«ramstwcwaﬁﬂ §B..8C,  alkylene)-(Cs-Cs

S%g/?ltej_[lﬁ § I%ienegag; -Cymbl- Igr %mcloe% ?éfr‘k% gkyéqne);\{é& Cy1)bi-
anat myq'mikemybg9(03&F04opkyl@1$3%(053f311 ary), a-(CpeCopikolond);(3-8 membered

Cyrfeltéwsgaafém N Céﬁe' @peg, 3é|kylene§ M@Jﬂsawéred ﬁ@éreé?m WAGein 58iq cycloalky!,

prperi dl no ran nol et wher el n sa
moYepgkanyy h‘é’(ﬂ trlcwqggyl %oraiﬁalc glkqergl Gph: lt‘@ﬁmcy%palkyl and heteroaryl are
S Udash loptichelly idebbndent’y dubstitUtddewithsiudds tohé tethite® substituents lndependently

t | eI e (o] 5 5 _ 2
nerkt%ﬁe@@?r%ﬁh # f hOXY ek 3 gyﬁ%él |'5q=’°NFgoF1 QPR B -010R™
i SSIMRACRQRSR eﬁqonHn'@e'ﬁe RtRdrindepe e ersignaly Gﬁﬁ‘tal(ﬁﬂg ff°m one to
Fhree Bouble by tripeMonddNG,-C, alkiR) l@perdekitty) SRIRBIRL Qontaining from one to

- SR, i VR RGP, h@%%ﬁva'hif e Eah et o4 membered)

frfMﬁr@ﬂinWo ~(Chr6e-((fatihl) erydy (ﬂﬁero'@4b(5ﬁdnd@nber®1ht{tﬁoaryl) and -C4-Ce
- AP X Mepehdbmt e@pﬁﬁBr‘i’éﬂchb{taﬁﬂ 'fRiP@'ohé! tSQH’éé'd%hB\g dr'AP bonds and
oNne a9 L& ﬁt” 1 P d from F, Cl, B
Py BB Ryang fobseles ek o an sy SO ndRe HRIyeelsgid from F. . Br
hedngtioar yl oxy, -(C6-Cl4) aryl, and -Cl-C6 al kyl

| ndepengeqeRy cQPHbQ;ﬂeghérMygﬂﬂHnéi biPa Fét@r'&;%f&@lg l%oﬁeﬂf ﬁgrom four to
doubl e or tri S an

pen ent
Wi SeHeTY fr"tsrﬂ“%ml&f% §aid ihgteroeysipaikyl rﬂ!fé?% WG%Q?PF%P¥% @H’@EQ"@&OW‘PF@WQ one or
F , twElfurth 8 indeperdertly s3i0ct&Dfran tl-RR10, aideS(@3Gy, and independently optionally

ﬁ@%ﬂg %%h Xnestgltﬁ'gé 8&’.|b[ I &hs |é’nd sgé he]te?(}c%gl:gal@l F%‘e yhlndeéJendently

epen contarnrn
dd%PBPr@”biSUbﬂ'tPfsﬂ é/'t%fswagn%nmhrmé\dl@ﬂwe@amemﬂderélgéﬁle@gd from -Cl, -F,
i neepelndeml I yNopt LoR'aR Py -cgpbnaéwsvw 0E=@RN ugEoLR™?, -S(O)R",

SRR S X LE R R FRbasha SRy SRRl ean SRy BRiehgsg trree double
eawlﬁlpﬂw@ndge@ Cesalm rgepkhag 84 3ptidRaTy/ doBR2DD8/MAUBE (o threkXouble or

i ﬁﬁﬁ@@&% n-bl - Qﬂfréﬁélﬁ\)l |n}d%§e‘ﬁ9érﬁ9 gﬁlo%lgt&oﬁa“n @b ¥Be to three double

%2&?1%&“0'31 e %%wws (4t evabsrgﬂk%f%foaw'?@z Boeh H(CrCr) an)
aI G0 5- (Ahe@Bered hatbroarylk eny |-§4-Cs 4lG7 drdepédlently optionally containing

alfm &fbetl) ﬁrgé:%oﬂé]%rb[hple QBanrdn‘aYMeB@r{d@{t‘y)substﬁL%oe\R/ﬂ'u ﬁ%‘m one to six

al kyl ene) - iﬁdl- or tricycloal kenyl), Czero4
alqi?ﬂ‘%'ﬁ%?pe(' ”3(:‘16460 Jiomn-F.-CL8s&hg iea al kyl ene) - (3 8
menber erl” and R* are each independently selected from H, -C4-Cg alkyl, ~(C,er-Ca alkylene)-

(C3-Cs cycloalkyl), -(CLere-C4 alkylene)-(C4-Cg cycloalkenyl), «(C,era-Ca alkylene)-((Cs-Cq4)bi- or
tricycloalkyl), and —(C,e~C4 alkylene)-((C;-Cy4)bi- or tricycloalkenyl), -(C.ere-C4 alkylene)-(Ce-
Cio aryl), -(CLero-C4 alkylene)-((3-8 membered) heterocycloalkyl), and —(C,.-C4 alkylene)-((5-
14 membered) heteroaryl), and R and R'? are independently optionally substituted with from
one to three R';

" and R" are each independently selected from -H, -C;-Cx alkyl independently
optionally containing from one to five double or triple bonds and wherein each hydrogen is
independently optionally replaced with a fluorine, -C(=O)R", -S(O).R", -C(=O)OR',



5 heterocycl oal kyl), and -(CzeroC4 al kyl ene) - (5-14

nmenbered heteroaryl), wherein said cycl oal kyl,
w@eyeiozdssenyl , bi-or tricycloal kyl, bi- or PCT/IB2003/004330

tricycl oal kenyl, aryl, heterocycloal kyl, and

heteroaryl are each optionally independently

substituted with fromone to t#8ee substituents

i ndependently selected from-d, -F, -Br, -1, -CN

-NQ2, -NR 14R15, -C(=)ONR14R15, -C(=OR', -C(=0 OR12,

S(O. R11, -S(O" NR14R15, -OH -Cl-C6 alkyl

i NcPRNBERE! y -(EptiCenadlkyenebis-&ini AEIdakgM 01@u.t-6s 1@lkylene)-(Cs-Cry

t hg am@rwl fECzero C£ %!kﬁbr%)%@@% bi-~dericiQozMdyk, QZW 220 C4 alk¥lene) ((C7-Co)bi-

i ona alnlngfromo
do&rbltrécyﬁ?a"ief'%/)pl ZCZEmﬁﬁ?”X"e@ EeCmy Vo x ekt | a'kV{%el%fmembered
ar gétemgycloalkyd); Al (@Y dig)ene)HEH € membyrkd Kateroaryl), wherein said cycloalkyl,

5° ( %E)rﬁlge gﬁ)m &r(tr@clg% ?roy r)cgioaw e]%k Qfé}erécgck}a an? Iheteroaryl are

op?ﬁ"’@ﬁ%ﬂep?“dé@fﬁto@ﬂ?ﬂa Stfhskttvf%w@ framtcwpé@ thyer) stutz:sﬂteents mdependenﬂv
t r squdoRedbieunsl sC.aTLdhikyl mﬁmaaﬂgztobmbnaub@dntdimﬁge@bnvwoh@ tcf thes® double or

onﬁlpfeq?ﬁbg( %r?qt oH’Bremnd y g)%r,]e];% |§/ 1(989 engeéﬁi/ logtnog%#y r’gﬁlgﬁd with fluorine,
f orGh & wét-ér@@yup@arvw OhlorCéf@)l'be(anUmG(aQ)OH oC(=ORNHEN-S(O)NH,
10 'l [Y-dL@ |§dep§rﬂieﬂtlml&{aﬂ§3b/&ﬁéﬂm&bdm ORI t8thYee double or triple bonds and

B e e I O S
S( B)erend@eniy optiodally coE@eing &erh Iogve o tre@dadbleyor tr[p@rttoadsmrtdgvherem each

fr i RRe lst lﬁdép@ﬁc%ﬂtl)dgﬂghﬁly 2al wﬁf‘ﬂﬁ o?‘lﬁé d(5 14 membeir(fd) heteroaryloxy,

heter cyc 5v| NI et% epen ent opti ona
suBsts ﬁui"z@axy et fod 'ﬁ'(‘—:e)l((f}5 G0 su%sr*t‘?t GEHere)-(5- 4. membered)
15 | nicktgreargdy nddy -GeCecikgd irfdepamder@ly, sublstituted Brith -flom 068\, to six atoms

gl?% &Wﬁr ﬁ;’fﬁﬁ‘l& %Igé’ 45‘8_'5‘”@@?%%59!’&1& o?t%élg)c%@ihg from one

i n@dhyemdhe o gl hopsl 1y containing from one to three

doubl e oMR'tR'P Eérﬁn@@@ﬁi&antly @hoﬁay &Jnk ?ﬁéte&W@dﬂ@&tﬂl ¥f from four to
thre

oDée'v?rlﬂ %bgoncam errlg %‘T.‘a df ofcr ?C?;IK larp?g Y lndﬁ%F eerﬁ& é)ﬁtﬁnﬁlgl comprising one or
20 opMOdWﬁieTWnQ?de&ﬂW w@ctfeﬁ Gamdhe’, gDa'FChS@zerd:O abd edg®ndantly optionally
t rbdhkaﬁ]lrﬁofmone' @R bbb Xhd saldneldodVBIBRRN @fbiety independently

i S P e s %'X%ande&*iy tigeted from -C:C;

aI &gl indebe pently epiiohgilyapiteioina Frbiy oo tut thiiepidogple drridpie loomds tiod wherein
t hega h?@rHQénels %ebéﬁd@ht@ d%%}%ﬁ’y %Bl‘élcéoﬂﬁ.ﬁpﬁﬁﬁﬁé“ély Py B i, ON: NOs

substi fut ed romone to SiXx atons 1 nd e&in en
25 seNblet e&@H. £ POF ?}H F -S@hH. grCEQAIYT | -CERINHaanP(REYHar eC1 -Ce  alkoxy
eanhlepenmpfmﬂlemuh/yorﬁﬁhleg:tr@d offig 10 Ithréd; dou@]a-omlp@l Hoyidis and wherein each

I
rﬁjr‘dénecds &%ﬁ%@%}i %Q ﬁﬂa(t\vg @la%%%z Qlﬁ'fll Cﬁ o}lhe (gér C)ﬁ%jdﬁroxyalkyl
a| p%p@ﬂ@antlx ?@gnqﬁx fgrt;@lmng)from Pre @WP%@UPS?IOI tnp@ﬁ)@nds and wherein each
- (Kmieygen G4 aldeyéreiomy- (cpohalyl IphlacedOfwith I aCYIGbrda) k@ )membered)

- ( al kylene) - ( C6-. Cl.ar 1
30l %‘T%‘éaﬁgﬂky( ((égg”n%%}%)éé’:g&%mﬁe“t %‘%/yc')"')c':‘?)c%%ka‘ﬁ} GepyegC+ alkylene)-((5-14
- (grebase) hetblealyd rasy -G Gs-alkyuingapatriantydgptineally p@fﬁalvhg frorapeke to three

Rlc]oualad oer?pl@rtﬁ)nhsﬂ%Bei’r‘l@@d'éhbéhtlgpgdb@tﬂlﬁécﬁ YoiU ekl bHE @d six atoms
R b: 35 R14 and R15 are each

i HB%??SH%WW T’eyecgeéi?'é’&m g:?fBir SR - c1-c20 al kyl
i ndepennligrint ¢agh Irlspmce)arahﬂegerwnpaldamtlygelbctedﬁrmneerbm £j and 3;

35 doubl e Py ?&rb@&a@@x@%l@@v@xg%ﬁ% f each hydrogen is
répl aced with a fluorine,

[ ndepeFégLe gtl onal

-C(=O R","® a“s%’@j)“ R‘OteCf'f@(%%)sz WO 2004/ 033439

PCT/ | B2B@B1pES 4830ino pbctifg(g@ups NBliddbidt are (&idiitadd, N-Boc, benzyl, p-
al kyl ene) - (C3-C12 cycl oal kyl), -(CZeroC4

al kyl ene) - (C4-C12 cycl oal kenyl ), -(CZeroC4

al kyl ene) - ((C5-C20) bi - or tricycloalkyl), -(Crfero-C4

al kyl ene) - (( C7- C20) bi -



or tricycloal kenyl), -(CzZeroC4 al kyl ene) - (C6-Cl14
aryl), -(CZeroC4 al kyl ene)- (3-8 nenbered

whedoaiossaye| oal kyl ), and - (CZeroC4 al kyl ene) - ( 5SPABHIB2003/004330
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menbered heteroaryl), wherein said cycloal kyl, 5
cycl oal kenyl, bi-or tricycloal kyl, bi- or
tricycl oal kenyl, aryl, heteroc4®l oal kyl, and
het eroaryl are each independently optionally
substituted with fromone to three substituents
i ndependently selected from-Cl-C6 al kyl
i ndeipeidentyl. imsivistvhaant y-betwdireiwisiy from one to three
doubl e @dmpduhdstr BoRRROA ANEsHNSY Riehn &R fgryglﬁtﬂgﬁﬂnd <§)mpounds of
Eg ngently optionally replaced with fluorine,
[, -CN, -N®2, -NH2, -OH, -C(=OH, -S(O)nH
- O) O‘-H,e pr@(emGD)VNﬁ@n a#sS(p@)/rdblk-El,ethM)s of @nt{gBizink kcontyounds of Formula
i ndependently optionally containing fromone to three
doubl e or triple bonds and wherein each hydrogen is
i ndependently optionally replacelf with fluorine,
- Cl- C6 hydroxyal kyl |ndeﬁbndggtly optionally
cont ai ni ng from one toé%hr dou Ie B tri ?e bonds

and wherein each Rydr [ nd y optionally
replaced with fluorine, - ; 1 nenb
het eroaryl oxy, -(C6-Cl4 Raryl CZe

al kyl ene) - (C6-Cl14 aryl), (CZero CA aIkerne) ((5 14
menbered) 15 heteroaryl), and -Cl-C6 al kyl

I ndepe one to six atons
|ndepeﬁgggb%§m§%m§%¥gg% ggﬁ$%gt%%&ﬂ1 and | and
|ndepeﬁH€ﬁle optional ly contai ning fromone to three

doubl e s stlettpd forh 00E)CED)-NRIAGINRC ap(=DiKl e el Ntd(¥NR®)Z-, and
opg*@pally forma heterocycl oal kyl noiety of from four

Séven ring menbers, said heterocycloalkyl noi ety
i ndeper\’ﬂ@fﬁ'ﬂ )Z dptiCiral 0P(QEhp rEROSEDRE)-0r-CHNHA-WoCH(CHA(OH))-,

f UCH{IEH(& Cﬁdﬁﬁgmw |y sebesiced, T aRIYEEERD. aldiy (@, for example

gﬁ&%ﬁﬁaﬁgg 'nggﬁg(giﬁéhé§$ﬁghgn2;:é Conta|n|ng

het er odyclsoa¢ikgiéd rimoimetOy-Oha dikple mold NG AC20 GikokpNEL-Cy cycloalkyl, (Cy-
ﬁ;ﬁ/él&a‘}kteﬁ‘;ﬂ’ {’Msld? Wil thr‘i’:?&oéll@l tér @e)b$ u{}sjiri'c{/drb%mgrill (3-8 membered)

|n g H I'ected %1
RE iKY (Pagomensl 5¢4d3?w%ﬁr%¢o ReteropmwBREIn tic fka@nd alkoxy
d@ﬂbﬂ eptionally cories ien dse @rfite betedririple aatis hy@Nagesm bh hydrogen

' %Qﬁrpmgﬁ%kblyan%\lﬁ(bm’\%dt%gﬂﬁP%ﬂ%g&jww ki éJO')” ne, -d,

-S( 0O epq/here@(wt@@q is aligf 04’@)”&2@ R’ Ig?@ﬁallmﬁgbstltu@g iy from one to three
alskigstitwents IRiE paa dﬁﬁﬂélnywthRbB &!/dk)éll@p B}cﬂ’dalkbﬁb@, 5lf &&igjdBalkyl, bi- or

t @i gﬁ/gsaqlgenﬂgﬁg?érgcggloa%ﬁ 19 !eor lRgtteroa lr}"en : és ?ptlgréadly \Rﬂisﬂtuted with from

PU%Fﬂﬂ@esuwﬂwﬁﬂsﬁydroxyalkyI |ndependently

opti onal i¢ er@eﬂ*h&rhslﬂdnBQ indEFENLENG s&l@ct&hfr&ﬁ -8QUR), € alkyl independently
r - -

RSB STRrT Bl /oF B8 86 e d s sy idependenty
(oahonallyrmmmr@dﬁor@(onmm trepadapblexyy , tripl¢ @6RASLACI afFy -Brx i) 7CN, -NO,,
(@W‘O #=06 Nﬁ?h@ﬂ@(oﬂwﬂc apysY, ’-S(D§ el %)0R1 -C4-Cs cycloalkyl,

ene het er oary - C1- G5
AL URIETEC RTINSO e B e e
t hetemcyadbalill] €CoC.Jani, pi(® 1 ortidemdy hetaderye nr,)) yaryloxy and -(5-14
Sm%&g)ti%%rcﬂrﬁ&y gh%mgn%% aqul ?Ik&&%q{yaggﬁwl cﬂ:%%&g %P% tycycloalkyl

sel ecte

ah- iohfricyeoalienviehrintery APy, sasyl.cbaieeryly afione ead hfterozaryloam @re each
3jnde@mdéntly Sptioylly euxbtitted @itisdnh afd 18 thravbiBiedis ®p; and

P1 is an am no protecting group. Exanples of am no
protecting groups include, but are not limted to,

N- Boc, benzyl, p WD 2004/ 033439 PCT/1B2003/004330 -44




met hoxy- benzyl, trinmethylsilyl, and
t-butyl di methylsilyl. Conpounds of Formula VI are

wWoe@inB343s i nternmedi ates for synthesizi ng conpPCHBR0@H 004330
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Formula |I. The present invention also provides nethods

of synthesizing conpounds of Formula 5 H R3 R4 A S

R 112 N6 R and pharmaceuti-€¢@al|ly acceptable salts
thereof, wherein: Ais selected from-C(=0 C(=0) -,
-(=OQNR9-, -(=0Z-, -(=S)Z-, -C(=NR5)Z-, and 10

-S(O 2-; wherein Zis -CH2-, CH((}I)

_C|—|((Ij(E1b)|sR]_r1|_)each uﬂe(lw—@)iepend@tl(/@e@(:teﬂ-l)ﬁ)om -Cl, -F, -Br, I, -CN, -NO,,

C@'(%NRMW | M-@y&’) C(=0 CH@%fri (@’5' Nﬂ:}"h)‘) Sé"H C8.,-C; alkyl

ahﬂgﬁﬁ)@éﬂ%? s AR LGS B o O o

al ikydpeadeatly Gptidaly abdnamiylg ffdir ©GBe ctyclhael ki(yllb,le (A4ripld Bonds, -C4-Cs

@CQ)B)(/?% K(%”-&M r&lg%s/cl 3. bmb&?@d)%gﬂe@gﬁg% @/ 54) aryl, and -C-Cs alkyl
he’f’%?PGB F'lbaﬂpﬂd?ﬂa”y (eptanig) HPWI ongyrto ( threpy dﬁ@%e‘?reHP'e bonds and
hethaspaadently subBRiteE it &bkl ok Ky bix atkhsahdep¥itien@sdiected from F, CI, Br,
opt i qnal ly contains fromone to five double or triple

bonccii apd wherein each hydrogen atom of said alkyl

and al kig spisctegfrorntl 10y-Ca effsiaptienally edntaining ensrdrwo double or triple

V\'hlﬁfnt@é ?C(A‘@ﬁ(m alk ) ad)é‘&' b a@‘f 9@5@&3010 5%! |a‘ﬁ<€l’80?®£t @Iﬁ&a(tbL L1 aryl), and

I T.U ne |tuents

s 8%8“&&3%%‘ H*W‘ﬁ] R s bbb SthebenS S onl oyl

| "or erssybbtealfrhmlcr%l alkyb-Co-€4 alkgnyl, e@d-Reeaikyinyl, ~(Caoe-Cs alkylene)-
ICOE R, kéﬁ'd ' uztex c, aFREAeJﬂa?t(@}@eaéymbalkérNﬁhf\m%leuh Said alkyl, alkenyl

su"ﬂ'@? r? ?Wéx?réuq%%%lotpmllx qusHtu@gchthl %gﬁ%ﬁ%@nt selected from -OH, C4-C,4
i nalleperaiensl(@.-Cadligdt ed from -OH, -Cl-C6 al kyl

i ndepen I .y containing fromone to three
doubl e %‘?Qﬁp % FQ’P% eolgwI Cl- C6 al koxy i ndependent |

o opt 1 @Al P B e aetis” PPIRIbAEND o CreioEEaHo ISk cycopenty,
t rd;ybloﬁe)@DﬁﬂEpholrnG] piperittino,-dBherhydro-2HEan-i#y, whedth Sidlioibty formed

, Fg‘zx's op NRd?/dﬂbst%t?fg&/&o%e tglt%rgig O&trs“ﬁer@ain&@p%nder)tly selected
yffﬁn@)é?l'k ePly1F, -GN, €5=sanathyi ethyh Fnetthqxb)ﬁﬁoﬁhlalwlam -OCF3;

h( tC7 C13) Ilb Isele@&d frérh Cycboal krpy auonal(yesugstﬁﬁé@n\gﬁrﬁﬁ%n; one to three R,
eter C O enper e

heter §%¥Vlar oé@a"ﬁéﬁc@éﬂ% “)&Eﬁma?ﬁa& tf‘r'ge B4 menber ed)

het er oasnR’ery R’ mhetogethersaiiahatyl feyh 2 fival tik agteeroyerhioagddysteroaryl ring

cyg é)ﬁvekﬁ)né'lbht rpémbe%d ﬁétér%é’)fé,oglﬂ 1‘%5 wﬁQ iR saidOfeteroaryl ring optionally

tric oa et eroc het er oar yI

ar?ﬂnéﬂ? 0”51‘?6t‘”f?eft"é'?eéﬁ?ﬁoaé’ﬂ"sd?d@p%@@ﬂ“y Sler?ﬁﬁ’ﬁérﬁﬁ‘eﬁlrt@ ya”d S, and said

opidtaotibaikys gt ortivtaig cahtalns f srenpoihe tfotheh heteroatoms independently

?Z%?etc{ehum q\l-@ltb % §Rﬂz‘;rr{)9 %ﬁg\ghe%%:l— / slaﬁzlq)&é%%%gm ring optionally

contains from one to three double bonds, and wherein said heteroaryl or heterocycloalkyl ring

is optionally substituted from one to three substituents R'™;

R® is selected from -H, -C;-Cx alkyl, -Cl, -F, -Br, -I, -CN, -CFs, -C(=O)R",
-C(=0)OR"™, -S(O).NR°R', -S(O),R", -C(=NR®R™, -(CsCi) cycloalkyl, -(C4Cis)
cycloalkenyl, and -Cs-C4o aryl, wherein said alkyl, alkylene, cycloalkyl, cycloalkenyl, and aryl
of R® are each optionally substituted with from one to three substituents R'®;

R’ is selected from H, -Cl, -F, -Br, -I, -CN, -NO,, -NR"R", -CF;, -C(=0)NR"R'®,
-C(=0)R"™, -S(0),R®-C(=0)OR"®, -C(=NR%R'™, -S(0O),NR"R'", -C4-Cx alkyl, —C;-Cx
alkoxy, —(Ciero-C4 alkylene)-(Cs-Cyz cycloalkyl), —(C.er-C4 alkylene)-((C4-Ciz)cycloalkenyl),
(Crero-Cs  alkylene)-((Cs-Coo)bi- or tricycloalkyl), —(C,en-Cs alkylene)-((C+-Cao)bi- or



Rib is in each instance i ndependently selected from
-d, -F, -Br, -1, -CN, -N®2, -NROR10, -C(=)ONROR10,

w0 21(04@32151 C( =OQ OR12, -S(OnR11, -S(O" NRORROT/IB2BH3/004330
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-Cl-C6 al kyl independently optionally containing from
one to three double or triple bonds, -Cl-C6 al koxy
i ndependently optionally conta#%ing fromone to three
doubl e or triple bonds, -Cl-C6 5 hydroxyal kyl,
-(C6-C14) aryl oxy, -(5-14 nenbered) heteroaryl oxy,
-(C6-C14) aryl, and -Cl1-C6 al kyl independently
optritysiealkenyl).cdft-aiCr iplirgede) (18 meenberadhhaterodoloBkyd), 6(C..-Cs alkylene)-
tra(piz@ nké‘?rfb@n%d?'ﬂgterobp%m&%l:lb{all%bs-{dze L’ée‘élk%ﬁé')‘ &f: -8Maryl), and

ztergﬁz gffgyleré-??ig I4 2&%&@?%81]‘ péﬁﬁylf leﬁer@g_p RCEISO g})t!&pplly substituted with
opltonu) ad Ity theeen sdistitierds didependertivseidotat) IfremoR‘aI HCP)ENRPR®, -C5-Cys

g?{};lé alkyl, ng_r %@Eﬁ%dﬁ%\(@%wl %GOC ﬁ da)fyl Rg5 $%eﬁng§re8]h%teroaryl)

opt4- ameV‘bgrﬁﬁ)st 'i“i"‘%ft"é’ﬁ'oﬁu‘?w fr Cm%e aﬂﬂPXVhraéé =((512° membered)
S ukmetrbatrylaryl,s ssdtl beyclBRkyil,S cﬁ:&ia&srtyed bif r@mr@;cic@&yal BLy lor tricycloalkenyl,

%te%cy@i F&{; zﬂn{(ﬁn?%e@og%l ?fy earr% eﬁx {)(n%flygﬁré ln(a%g @ﬂy substituted
cy‘wthd‘@l"k@mi? $ix Finpedc alkvh atkaxydand didlwleneaf Re¢g¢h optignally contains from one

al s iy Ho@fe%r@r%@b&@& i éha %labﬁ/h H@%ﬁ lnfoHt &G al ik, Blkoxy, and alkylene of
15 al koxy, and

11t -C4
éQﬁ éfd%%ﬂg?rawﬁenon%g r‘f'péacﬁfj éﬁuor Bf c1-c4 alkyl; or R3
and R4 ord¥] andBetmag togetper mmallyyfofroam(a @y ping p—}@s Cs) cycloalkyl or
Cy@kl@@k@rﬁﬂ nngCBécﬁv@p@ déhk men%%%@f&éyclom V\Eﬂlaﬂef&@ycloalkenyl ring, a

erern

per
?@ 45 &W&fedb?)%éa'éﬂ &fﬁﬂg%@a%?ﬂyi B‘i"ﬂal qrya 45119t fopgepgmembered
W fteltercmnyclbmk)ﬂ hr lmersbj@sbalkmhﬂr@ fused eptan dednioleyring @f Parinad |, wherein

ZQ’rJn{ OfE foqi"ee ngmbe s of sal{'mlre gr%@@ heterggg%gl{(endl ?nrgs and from

nmet h oxXy eth oxXy
- 1gne. t@i'vweaﬁrbﬂrwof éati |h6wé9bv°yclgajtyéﬁnq brterabigictonlkedvb ingsrase selected

t anddpesianfli fiom NaRY O G wzegg Yand GfHeréin 84ill Varyh, L&yabémyut@aoankenyl

A 654, Y W oo
r i wgerotmvclaalkqnvlermg@oréiogw arpenvbetitwel! Wikt feonbenedd tedddyls

ring, wkemgirt &é"egchhﬁde%ér%ﬁw sefdcag f@ﬂt HoM Ly, -Cdatkyl mdependently
con

S one.or,.two teroatons I n en ent
O oA R o ond S b GLTEE R e deph Pcrogen i
r iindgpeqsientyn aptiopalyoeplacedswigne ioritesCi-Gs talkexy independently optionally
hedofitafily OfGn | &'Qe%eﬂ'ﬂ@emdl)%le %@ | tﬁﬁ& abnkid oamil\hﬂ@em eacﬁ”}ﬂ/drogen is

S(.O) zer o- % wherein sal d heterocycl oal kyl i
od‘l’ eBﬁ%ﬂePV OBW%M APIEE W& fHoNRY e%(—(%'ﬁb’l es(%ﬁds -C(=0)OR™,
ant(QINR'HR'D sdCd et ealiodny)-(0aiC; hetyeloaikylc| oft.kyt, I ianglene)-(C,-Cs

|}y b,
A o SRR oo (o o
al KyHricyclogienyl).c (C.zeBrC4 aligylenepfGs-Cacny)). -(§- m@‘ﬂﬁgylene) =(3-8 “membered
- GletetciiRialyl),-abd @Eemmﬁﬂl@}e) 5(4Ghétbered heﬂredﬂﬁphﬁarén said cycloalkyl,

éggl%?i%g% tﬁ-Y)P r@ﬁélc@@l bl- r dcyg‘lél?(?nylcgﬁ/l{%? erocchoalkyl and heteroaryl are

C)ﬁgpfbgyptwyeplly w@ygepr@amt]y@qmtltutqgn@tha‘fqm onq)fo fft{@eaqt@st@mh independently
opkicoakbiys -SHSt-BF, uf ash Wivbh NR@WOE@ )*ONRMN'@EC(‘O)R” C( O)OR™,

SUQ(% é\lu e&kﬁﬁl@ %mﬁlﬁlg %eleg gt edd e n'tNF&)Hg&agy cq_r@amuigs{rom one to

3hreg doublel dr tligle :g)SndsC(Q@sFalko@f @)cié@nder(ﬂ@::@l@@lly E(ntititig) oM one to
%(r@ d}'ﬁ)lg orcﬂa I@ZQOn@ @Ad’z 4 iy, 8l Q% )S aryloxycZ é5 -14 membered)

a|(l"g {98 gy(y( %40 §Cé ¢4|)@51 kéﬁy’l" )C(|5C1)fi1 Iri(embered heteroaryl) and -C4-Cs

alkyl independently optionally containing from one to three double or triple bonds and



-(Czero-C4 al kylene)-((C5-C20) bi - or tricycloal kyl),
-(CZero &4 al kyl ene)-((C7-C20) bi - or WD 2004/ 033439

wEDALEBRGD3/ 004330 -46 tricycloal kenyl), - (CZrecD032003/004330
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al kyl ene) - ((3-12 nenbered) heterocycl oal kyl),
-(CZeroC4 al kyl ene)- ((7-20 nenbered) het er obi - or
heterotricycl oal kyl), -(C,,,,;4 47: CA
al kyl ene)-((C6-Cl4)aryl), and -(CZeroC4
al kyl ene) - ((5-14 nenbered) heteroaryl); wherein R7 is
optional |y substituted with fromone to three
S mﬁ@p@rtde@ti/yt%lbﬂﬁd@b‘émm oy Wegipaip@y ifdepandetly selected from F, Cl, Br,
Qﬁhm)l 10NROR10, -C3-Cl12 5 cycloal kyl, -((4-12
ber oc

rrenber &l }\th t 8?%'5¥€Hesqge”lﬁy?&ffoi§&%%14%%'?c€y\éloélkyl Fﬂ()lety o?from four to
het@novy cleodetsosald heteroGologiy? motyyihdepgndenty ontipralld Bomprising one or

Wﬁﬁ@heteﬁ@fo%@ %Eb@n@éﬁ@ sel@t@édC%ro%VN‘-lR@@ |§Wi 8(0)er02, and independently

cycl. oal or tric
trop nel yo(éqriﬁgmg from h‘EFe*Po@E}/EEI ‘B’#Plﬁyt?ond%\r%d saé%&leterocycloalkyl moiety
he’(depemielytly oﬁtnoﬁ&llyastasiﬂaem voipt ir@m adriey toa theke eahsptamdenmdeyendently

d t t F " 2
S%E@&b& %'ﬁ CI VYc Eene og§ egcﬁhz‘f tl(Oﬁﬁhﬁb éont a R -C(=0)OR™,
SRR Yo v I A lrtdlepwdentma@walnamtmﬁom one to
hytgte® geubleadrarplefoosdl ¢ atakan{oxy aidk@went@rwncaﬂakw&cmmu@f from one to

thn'aéc' délﬂ%eorr’ %%gﬂ;%é’ %gé%ggr%%(ya}f% ﬁcpelpgno%{'ltlyv%r?ttl?rraﬂy ?ontalnn}g from one

uori ne,
(tmr@lc@}'blaloymp‘el hqus (G@@MW‘OWdﬁ‘ééWV‘PeVQW heteranIOXy (Czero'C4)'
CX(UG%') y! -(4546,1;194) (@14 |rHQnSeQede |h@t@|toam§ mhed ed -Ce alkyl independently

RSB P B D B RS B & e B e TiRasqyprty substiuted
r |wrtg fromronatqwtoros independantly salertrgirfom A5, Br, and [;
het er Okﬂi‘céf@F@%rlé)ééch%de?@ﬁo%ﬁﬂ@eﬂe%h @ré#n‘?ﬁrw Cerelg@g (Ezem %dalkylene)

to_the thiazol
t 6CtHr ER P sole aMP‘aeM%f%wfd&‘%F%‘ap ksﬁzer %@'kﬂene) {CoGunp- or
heﬂmnmlgyn,l aal Keny-C, rikpgs)-((8na,joi-aomtriqpeiealitedylf, I-§02.,-C4 alkylene)-(Ce-

sali iCYG
hetﬂésgz ?%‘1 %a%%hﬁgf((ff ng %’%g se% e ? Igﬂky')i n eée’ﬁr&eﬁf Ilkﬂ//lene) (®
frid membﬁ@d) f@tea??dy')ser@ Bea@ﬁ R ” agmigdepsadentyorfianally guitituted with from

C)bﬁé@)&hﬂéyhm cycl oal kenyl , het er ocycl oal kyl,
het er o%\’mls s"’H'eg?{%?m I-PI C? Y& 233<yL é%{loﬁall e(n:mlrggi{r?(rg X(? to trrﬁa gouble or

het er obi cycl'o
ompuleomm 9nchw@erglu b'@@h lwglfqgan Wi mdepervct@mlmpélomaﬂy rehvi’c?@ed Riltha fluorine,

em %g Fﬁ(@'@p c?cﬂﬂﬁ’(pl?n@@ Lty aﬁﬁbr%)‘j(@d' 12 rC%&T”Jéﬂyl) (Czero"C4
B e

nd ndent op [ C
tna@ﬁ%?@ J] Tﬁ’f% %lg%aé (@é&z&mepr rlﬁyc%alkenyl)
ea@atSsdalydene)- ((S‘Cﬂ m@peMWQA wkpete)-BdR | pemiggnédadetbrocycloalkyl),

op{c‘;e,ﬁn fhyRhd)RE 20" r@mb@?éd?héi&w— dr 'HQ@Q%?&&W}’ 2nd ~(Ceo G alkylene)-

i onal Contalnlng mone t hree
tf(q5ﬁ|4emfj’6 _d) Jisteroandr-&nf %adfh OHW?WQ@I‘PS ltgteg5w1th from one to three

i md@nmam&eﬂfbt y optionally replaced with a fluorine,

C(CZ(e))r S aq' % Q)er% g%@»llagep%d'e(%%gﬁtid &O)-lr 4 %‘1@%& independently
aIOR%”éWe‘)ODFOmQ@’m ergg;‘od‘gp @gyﬁ}qa pr trlpl(a@zgqiso@g wherein each hydrogen is

alidegpenaentty ( otonslly 1 }dpiaced rwithr bCHedriog| kc/(l=a> R“ ( GleyRT -c(=0)OR",

al @A (C/l- C11) bi: Or ernQ

al'%:%/sl)"g‘ﬁegR Z(”fl"i& ar alf( lene) E‘%‘é"é &g%qw n(C ef°§°3 g |ky|e94) (Cs-Crz
- Fesdend). -(ﬁeto@m @@W@P@d(%}ﬂz@)b" @rrfdcyle@Z@r 0lC4r0o-C4 alkylene)-((C7-Czo)bi-
alokyth@aemkeﬁwﬁ) 14cg§@eél%nbﬂb§bga%b9b) d@éﬂo%eblﬂ |§n’éb@8 membered

gtlfa?ooglc)%lk\ghﬁﬂ% g%ﬁl 8%1?1@(?%\4]@{12(@8(1;;)8}%'&% ¢l reln sald cycloalkyl,
hemq‘atkammbl ar fgcycloalsyh, wpdri tmydbéilyenylnaf@pbe’tde%lo@kyl and heteroaryl are
substituted with fromone to three substituents
i ndependently selected from-d, -F, -Br, -1, -CN,
-NO2, -NR14R15, -C(=)ONR14R15, -C(=O R11l, -C(=0 OR12,
-S(O"R11, -S(Or, NR14R15, -OH -Cl-C6 al kyl
i ndependently optionally containing fromone to three
doubl e or tr| pl e bonds Cl C6 al koxy i ndependently

. N e



35 three double or triple bonds, -Cl-C6 hydroxyal kyl,
-(C6-C14) aryloxy, -(5-14 nenbered) heteroaryl oxy,

WO 0@4m8H13LA) - ((C6-Cl4) aryl), -(CZero C4)-(5- 1ECT/1B2003/004330
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menbered heteroaryl), and -Cl-C6 al kyl independently
optionally containing fromone to three double or

triple bonds and WO 2004/ 033438- PCT/ | B2003/ 004330 - 47

i ndependently substituted with fromone to six atons

i ndependently selected fromF, d, Br, and I; or

NROR10 can i ndependently optionally forma

heseehr bdgrehdratik gptionally stistityfedf wibrfronbame toothresespbstityenisgndependently

rTPd@i@@t% froﬁnabqicp@Wr.ﬁkfe)bsﬂ]déaiwdnomy %bma.hmﬁedaﬁm%%ltwree double or
one

r
P BtRs Bt et R SRIa O SQLE diond e griorely repiaceghapitn fuorine,
S(C) Fersn 2, cahemmmermencw)lapfs(@)w “C{QOH! E(FOMNG, -SO)NHa,
fr @”boéll?ox Q\d {ér F&nggb'thnln@llyb:g glﬁm%g ﬁé‘kothee doublﬁ or friple bonds and

het er oc c
H5SEeT pcR AV ipdeR 1§ PURReHRatY pPpRAlY éepé%% it QOFRS -Cr-Co hydroxyalky
I I’lrfiﬁepemd&ﬂ}'tdpyonaﬂwéoatéirﬁ@ fiofr0dNe-tédhree-double Bi triple bonds @\ wherein each

geﬁ%ﬁ@% tl%ﬁ%ge&wg%? @ ](5 1 ﬁ %emg)a%eroaryloxy

in ﬁén@é’i??(v}y @@etorcbndkw%ﬂeh@n@w ﬁ"yhg—(pﬁ@lﬁ4oﬁ@|€tné) (%14 membered)
thfefé%aﬁﬂ)u‘%h@ - darblkl}l eln@éb@ﬁ@ently q&b%téﬂ K/@ﬂﬁyfrom one to six atoms

d dr&%?%n%%&t&*%gtﬁghgrg %als‘,, ér S on&\ld Y;geg%rgg{ga{q( t|ona ly conttammg from one

i e tyrertidabie bytrigpboroimal |y containing fromone to three

doubl e PNRI‘RITRIR lrla@MﬁentryQ) ngll}/‘fbmaé Mét@%bc,’%loal(qﬁ bfety of from four to
menber ed) hteroadgﬁg é’ )ﬁz %P 0(% ’ée%%/
- CEA DI BFPB: ¥ FReiiad €}°€Fyo'5? pydenty epliogsily eggnprising one or
aIt\ktyfurthem tetpeaider indgpendgrttly emitédyfromm?&m iang) S(Q)am. emeindependently
@&1 ﬂjyob&l(tf%r%r frél{l'cﬁleetobtﬂ(égsdoﬂglg Bqﬂgse %‘&d&{‘& Ih¥,terocyc|oalkyl moiety

substltut fromone to six at
i rRASpTYaRiY PRIcRAlY eRUPEHuUEY oYfihFirone) onepio, "héﬁﬁj sybstigns fpggpendently
Rlsaleeté@ fre@c,- cgldle;aemuﬂaeatdeytlﬁ@itleﬂé]lsadonﬁtanaun"g litom- éok-t6@hree double or

A on&%%? %Fene w?éx@@én is\i Cﬁ%%g% §§/ %p?&atﬂ%ie}éylacawﬁh fluorine,

aI k‘&ll"'_en@') '('@(‘15 =NC121 yil2- -Qi Cf-ﬂ)'dy“é;[@d'ﬂ kG(=P)OEHNE(=OINH, -S(0):NH,
- (-ELel by ﬁhhgdéh@é‘rﬁ oftlokeltyCddthiRing frévh ohé toadieb @é\lbll%.ed?'l/rip)e bonds and

A EENEF Pycises® R ey e Bl ot M1 oo s ycronyal
( @ew@@zlﬂya)bkqnlaﬁan@)ﬁa(n(r@ a0 oh4 tabreleaioekld oftdpie bows phg wherein each

a@dlnggp%n@ernﬁy Qﬂ%ﬁ’zﬂlvd%ﬁdc& oth ofglahdoYme -(5-14 membered)
sglpst rtuted with

BlRBIP {5t Ao og Ot ey FRIBRS 0Tt PBonCaiferaloiene)(5-14
f mmmbered) lieterddnyt e endd@uHAL alky Hndepafndprhte op vty @inthinidgedioai ane to three

e%Ebl@y(?r Sglrglnﬁgﬁjs' Q gsrﬂ%h% %Etg tl&% W&ﬁ%a&%d to six atoms
cyrleBendRsHselectpdrerp cﬁ' %fl R (c4 Cl12
cycl oalnkeinybgh mstérGZ%hmﬁébe%d@dekyérmyleélecﬁe(d@&m%&} hj 2, afd 3.

o 111 L ebun e bt L) (s cta

aryl), -(CzZeroC4 al kyl ene)-((3-12 nenbered)
het er ocycl oal kyl ), -(CZeroC4 al kyl ene)-((7-20
menber ed) het erobi - or heterotri CMC| oaI kyl), and

-(CZeroC4 al kyl ene) ((5-14y
het eroary-1), -and R 13 |s l/o aIIy
substltuted V\nthfromonetot ee ubstituents Rib;

'30 R14 and R15 are each independently selected from
-H, -C1-C20 al kyl independently (ibptionally containing
fromone to five double or triple bonds and wherein
each hydrogen is independently optionally replaced
with a fluorine, -C(=O R11, -S(O"R11, -C(=0 OR12,



-S(O nNR11R12, -(CZeroC4 al kyl ene)-(C3-C12
cycl oal kyl), -(CZeroC4 al kyl ene)-(C4-C12

we yokosdsenyl ), -(CZero-C4 al kyl ene) - (( C5- C20) PCFIB003/004330
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tricycloal kyl), -(CZeroC4 al kyl ene)-((C7-C20)bi 35 or

tricycl oal kenyl), -(CZeroC4 al kyl ene)-(C6-Cl14 aryl),

- (CZeroC4 al kyl ene) - (3-8 nenbef®d heterocycl oal kyl),
and - (CZeroC4 al kyl ene) - (5-14 nenbered heteroaryl),

wherein said cycloalkyl, cycl oal kenyl , bi -

tricycloal kyl, bi- or tricycloal kenyl, aryl,

het er OCWFQJ@.RT(W" R’ arplasdsfiesdomboyd, are WD 2004/ 033439
PCT/ | B20R3£Q04338 comgtBn@achbrhigdependent | y optional Iy

substituted with fromone to three substituents

i ndependently selected from-Cl-C6 al kyl

i ndependently optionally containggg gfomone to three
doubl e or triple bonds and ere| seach_hydrogen i's
i ndependently optionally repl aceg-w fluorine, -d
-F, -Br, -1, -CN, -N®2, -NH2, -OH, -C=OH, -S(OnH,
_C(=O OH, -C(=O) NH2, -S(O)nNH2i & - C19C5 al koxy

i ndependently optionally containing fromone to three
doubl e or triple bonds and wher® n each hydrogen is
I ndependently optionally replaced wth fluorine,

- Cl- C6 hydroxyal kyl i ndependently optionally

cont ai mwhegeif RQIR*ORE Rpaidinege doublired Ghold, iafd & WARKS or a suitable

in@g %gr each hydrogen is |ndependently optional ly
d i t h fluorine, -(5-14 nmenbered)

het er odi \AeIRg", embadinmeni 1z methptl IRy Fynthegiszbrap capound of Formula | is
algkyiden dherelatr GhBodiayk FormulaGzer o C4 al kyl ene) - ((5- 14
menbered) 10 heteroaryl), and -Cl-C6 al kyl

I ndependent|y substituted with fromone to six atons

i ndependently selected fromF, @, Br, and | and

i ndependent |y optionall od%aining fromone to three
doubl e or triple bonds; (ndependent |y

optionally form a hetengcycl ofl kyl from four
to seven ring nenbers, said Retero al kyl noiety
i ndependent |y optionally conprising one OrR® 15 two

further heteroatons independently,sel ected from N R9,

0, and S(O,fo-2, and independently optionally

cont ai ni ng fron1one to three doubl e bonds, and said
hetero@&@%m&?k@1Rn@uﬁ%yﬂeamdﬂpehmnnély optlonally

SubSt | (foBfkedifh dohRELRIG FbfiT €€ subst i tuents

i ndependently selected from-Cl-C6 al kyl

i ndependently optionally containing fromone to three
doubl e or triple bonds and wherein each hydrogen is

i ndependent |y optionally repl%EédAmﬂIh fluorine, 20

-d, -F, -Br, -1, -CN, -N®2, -NH2, -OH, -C(=OH,

-S(OnH, -C(=0 OH, -C(=O)NH2, -S(¢rNH2, -C1-Cs

al koxy fro e to )
hr os %ﬂ%ﬁg@%ﬁ@ﬂfﬁ o S%Eﬁe%ga%v aa%w x 2 ispitanfe 1Saving group;
hydr og8nRiigas fRiBprbahoumeng Adps poalky egter ash atbestai t h

fluori mee mvéﬁﬁer%rtﬁét@l‘@wyéab ekhod ifdt R td d()mpound of Formula | as
ogéécﬁge@bb) ﬁh C&Q& glnaﬁ 8ra|pI renagngm %‘F)? trogﬂggl?pd %L#%rmula V is obtained by

|ﬁ@@ﬁ§ﬁd@ﬁPwaé$F@6w@IIy replaced with a fluorine,
-(5-14 nmenbered) 25 heteroaryl ox - (G- Cl4 aryl oxy),
-(CZero C4 al kyl ene) - (C6- CNH; Yyr=RCzero ¢4

al kyl ene) - ((5-14 nenbered) het ryl), and -Cl-C6

al kyl independently optionally cont hlng fromone to

three double or triple bonds and i ndependent |y

substituted with fron1one to siXVat ons i ndependent |y

sel ect Wopreip Ry R'Gire aggefinathabove; and n is in each

i nstance an integer independently selected from zero,

1, 2, and 3. 30 In one enbodi nent, a conpound of

For mul a



6 NH2---<~7 S R (Il) WD 2004/ 033439
PCT/ 1 B2003/ 004330 -49 wherein R6 and R7 are as

waledouzai3above, is reacted with a conpound of PEDIBRO03004330
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3R R/ ANNL 12 O R(IIl) 5 wherein R, R2, R3,
R4, and A are as defined above, and is hydroxy or a
suitable Ieaving group. In angpbher enbodi nent, a

nmet hod for synthesis of a compound of Forrmula | is
provi ded wherein a conpound of Formula IV 10 H s R4 S
NI-12\\ R ONR6 (I1V) wherein R3, R4, R6 and R7
are as aeharesipalnaverormula reacted with a conpound of
Formula 15 R=A__L (V) wherein RL and A are as
defined above, and L is hydrork orRa suitable |eaving
group; or Rl is as defined1abo "~ afd A-L is an al kyl
ester or an aryl ester. ThR—Nentikn further provides
a method for synthesizing a c ound of Formula | as
20 described in the precedi ng paragraph, ﬁherein t he
conpound of Fornula IV is obtained by s cting a

conpounahefeinfe R bad R afe B defE® 2bo%e; R is hydroxy or a suitable leaving group;

and P' is an amino protecting group.

The present invention also provides a pharmaceutical composition for treating in a
mammal, including in a human, a disease or condition associated with AB-peptide production,
which pharmaceutical composition comprises a compound of Formula | in an amount effective
in inhibiting AB-production and a pharmaceutically acceptable carrier.

The present invention also provides a pharmaceutical composition for treating in a
mammal, including in a human, a disease or condition associated with AB-peptide production,
which pharmaceutical composition comprises a compound of Formula | in an amount effective
in inhibiting said disease or condition and a pharmaceutically acceptable carrier.

The present invention also provides a pharmaceutical composition for treating in a
mammal, including in a human, a disease or condition selected from Alzheimer's disease,
hereditary cerebral hemorrhage with amyloidosis, cerebral amyloid angiopathy, a prion-
mediated disease, inclusion body myositis, stroke, and Down’s Syndrome, which
pharmaceutical composition comprises a compound of Formula | in an amount effective in
inhibiting AB-production and a pharmaceutically acceptable carrier.

The present invention also provides a pharmaceutical composition for treating in a
mammal, including in a human, a disease or condition selected from Alzheimer's disease,
hereditary cerebral hemorrhage with amyloidosis, cerebral amyloid angiopathy, a prion-
mediated disease, inclusion body myositis, stroke, and Down's Syndrome, which
pharmaceutical composition comprises a compound of Formula | in an amount effective in
inhibiting said disease or condition and a pharmaceutically acceptanle carrier.

The present invention also provides a method for treating in a mammal, including in a
human, a disease or condition associated with Af-peptide production, which method
comprises administering to said mammal an amount of a compound of Formula | effective in
inhibiting AB-production.

The present invention also provides a method for treating in a mammal, including in a
human, a disease or condition associated with Af-peptide production, which method
comprises administering to said mammal an amount of a compound of Formula | effective in
treating said disease or condition.

The present invention also provides a method for treating in a mammal, including. in a



(I'l') wherein R6 and R7 are as defined above; WO
2004/ 033439 PCT/ 1 B2003/ 004330 -50- with a conmpound of

WemiBR3R3 ,"4 O PL NR2Z L R (VlI) wherein R2[/1B2803/004330
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and R4 are as defined above; L is hydroxy or a

suitable I eaving group; and Pl is an am no protecting
group. 5 The present inventionSkl so provides a
pharmaceutical conposition for treating in a nmammal,
including in a human, a di sease or condition

associated with A(S3- peptlde production, which

phiEtiaRe dutlisease YorgEiPn iselgcted rffom é&z@elmer:wf;@eﬁed hefeditary cerebral

FOlﬁé'll‘rhtJrriha{ge IV\f'thaélmEkMBéBt cefebRe tahyRid bﬁgld);ﬁmyblat Aéh-mediated disease,
Calp@trjscl)o%u hgnla?on '8 n ts‘t)roﬁe\r/g%r%qe ;tgowglals C?Qﬁ(?}'gr\%g,pté@lcg method comprises

phedmieigtering to ahid coampes it iaowuiterf atcompoundgf iFormaula dfective in inhibiting
megBbaudifie! uding in a human, a disease or condition

associ ated with AR-peptide roduct i on, which

phar nmacBiftAresgnt 'B‘@ﬁflﬁb‘sﬁ'%ol P(S‘?Y"Efé mprategdordreaingdoamamstal, including in a
Fotiumdna al distasanoracandinbn ebeesd ifioth Alzﬁelfn@ﬂt @Isbdaéég h%l’tbldﬁ’ery cerebral

di ﬁe%‘?‘rﬁaé’ér W?'[FI) né'”‘le)}‘d é)oglsar(l,gregrap %%r {T%Cgu%(:l)p% é %Iio% TRéCPak%e(F disease,

ent ot ivenri 6nYal%
ph'ﬂ‘F"t*ﬁéRf'elemc amyq,swﬁp@érplta oandf d?owmﬁeaayhcifgmﬁn vdichethed, comprises

| Ngdmasliterehgl tB séid hieiRal 2R FHOBRESTE @mpoamtfbit F&lﬂulﬁqleﬁG(t,tﬁg in treating
??[g]]dﬁl zheiner' s di sease, 15 hereditary cerebral
he

frage Orﬁo?ﬂt' °Lhyl oi dosi s, cerebral anyl oid
angi opagdmpouadsin Famutvddmaartbedm@h Fomse usedad aisintinabadyith any other

”yd?é?g!j tihcRudingt Blﬂlﬂ%t iR tPOMMY Rt ShdHRem¥tighht, %[md?pressant agent,

p ar ceuti.c osition conprises a conpoun
FOTHIVES 12t 'Wy%f}?t'%lgg%'t slePr gﬁqr%eageﬂt anthy Wf‘?ﬂ“f‘?tﬂr@[ agent, anti-oxidant
A(Rept obllestérdmetuthtiay pdent ifaxc exzripta lah yagactctsat lalére LDL or increases

CaﬁlﬁL)%F antj- llivger@é’ngﬁﬁ% erlt. n)’&@&)ﬁ‘c# rgdﬂl i sslﬂveg?ﬁu%/ élgt? gro%%? a pharmaceutical

arnﬂceut t1on trea
neﬁ?f—”f’apsmanfew iﬁﬁ“ﬂ‘a‘t |°ﬁa§‘ﬁm%rf”°'%{j"t$| %b@m@ d"r n%&tﬁiﬁawpvfmmpnsmg an
S edffeciive Ginfoumtor Al cbh@blﬁlﬁfofﬂzoﬁ}hlﬂﬁﬁém an BRdcBH 4dsht of another drug, for

Ceéxglplélglt %WT?JFPJ y I?e?iga%cwn 3 l OI SIreSSSan Iea:g?g Lgalpéﬁ%o &?9 ipsychotic

angi opa ase,
mAsgsNt |%eepsﬁi594@ef aami @otwﬂ@msytnevr egent, whi-ofidant agent, ~cholesterol

phﬁédT&‘ﬁl%Jtab@rﬂ' (f&oéﬁé%let 'a?fnag'é?t""ﬂfa! F&werd L@Qn&?lhhﬁr@asggs HDL).or anti-
e e | ve
ai B EBEp et PP P TR BlR ST | s o provides

c & metbed fopBedlihg demanga rier cxavigla Blzbeimat’ sabsqase)\m glemmanal, including in a
'Tﬁ{uhﬁq E&ﬁ&rkﬁ&%hﬁ%ténﬂg % TR HBhmal B¢ leH‘thIOQ ah@urﬂ of a compound of

i sease or condition associ ated

ACSTBIbR T A0 35, 18R B e Ho o BBFBIA S giemory enhancement
achgent shigfepregsand agaitdanuiytial astipspnotitnbget, Seapotipatetdagent, anti-
_?_ﬁnf'éﬂn%r?aéen@fa%ﬁg%béﬁ@a é?\t ch&gétprglthg&lé@&' E%e(?\ghgrtéxglqple an agent

present I nventi on SO provi des a
t rt%a&tl?vy%sl RLaormps thbcprcﬁﬂhﬁ\gpqrﬁngon -agent, wherein the -compound of

Formula | and the other drug are administered separately or together in a single
pharmaceutical composition.

Compounds of Formula I, or any of the combinations described in the immediately
preceding paragraph, may optionally be used in conjunction with a know P-glycoprotein
inhibitor, such as verapamil.

References herein to diseases and conditions “associated with Ap-peptide
production” mean a disease or condition that is caused at ieast in part by Ap-peptide and/or
the production thereof. Thus, AB-peptide is a contributing factor, but not necessarily the only

contributing factor, to “a disease or condition associated with AB-peptide production”.



30 human, a disease or condition associated with

A( 3- peptide production, which nethod conprises
w@cinisEBeri ng to said mamual an anmount of a cPOPBRAEBE/004330

of Formula | effective in treating said disease or

condition. The present invention also provides a

nmet hod for treating in a manmm#2; including in a WO

2004/ 033439 PCT/1B2003/ 004330 -51 human, a di sease or

condition selected from Al zhei ner's di sease,

hereditary cerebral henorrhage w th anyl oi dosi s,

cer ebr dlhe aayisofttatmegi’ ofibiing;, andpihe divenehr 4o odvarising cadleyiating, or

' Wlﬂﬁ%b% %&%sé%%sélédréer opLdraliEn. ADdsddondeis “@Hﬂrﬂérﬁnﬁld ‘treating”

onprises admnistering to said
ﬁ”%ﬁ’éﬁﬂ?fm%f‘afha'é‘b RIS UR deseasigriht PEﬁ’bi’b"5¥ PeRpiignge;| °if1 °C°“”'e”°e of a
| rifsehdet brngpndifiorAin3a prapeiaC tongraredToeanpurer@atal comtxot pbputation, or in the
5 als’?n%e ﬁ{aprﬁaq ﬁr‘?‘or‘?o tk}%&%@ af:c% dduy t§ ?&e dg%ebgrﬁ\%l {%on Set{nent or ‘treating”
f rcemabs\p m@ﬂﬁéplaﬁngjprs@a\@étmgﬁé? e@ﬁet a3 digeasasF gpndition. “Treatment or
her@tindrage uskd Merily bRb hBbrhpasesy pRIEting ¢ Qbélirrence of disease or
ang $$athy a prion-nedi ated di sease, inclusion body
58 , stroke, and Down's Syndrone, which nethod
conprises 10 adm nistering to said manmal an anount of
a conpound of Fornmula | effective in treating said
di sease or condition. Conmpounds in Fornula | may be
used al one or used as a conbination wth any other
drug, including, but not limted to, any nenory
enhancenent agent, antidepressant agent, anxiolytic,
anti psychotic agent, sleep disorder agent,
anti-inflamuatory agent, anti-oxidant 15 agent,
chol esterol nodul ati ng agent (for exanple, an agent
that owers LDL or increases HDL), or
anti - hypertensi on agent. Accordingly, this invention
al so provides a pharmaceutical conposition for
treatnment of a manmal, including a human, in need
t hereof conprising an effective anount of a conpound
of Formula | and an effective anmount of another drug,
for exanple a nenory enhancenent agent,
anti depressant agent, anxiolytic, antipsychotic 20
agent, sleep disorder agent, anti-inflamuatory agent,
anti - oxi dant agent, chol esterol nodul ating agent (for
exanpl e, an agent that |lowers LDL or increases HDL), or
anti- hypertension agent, and a pharnmaceutically
acceptable carrier. This invention also provides a
nmet hod for treating denentia, for exanple Al zheiner's
di sease, in a manmal, including in a hunman,
conprising admnistering to the mammal an effective
anount of a conpound of 25 Fornula | and an effective
anmount of another drug, for exanple a nenory
enhancenent agent, anti depressant agent, anxiolytic,
anti psychotic agent, sleep disorder agent, anti-
i nfl ammat ory agent, anti-oxidant agent, chol esterol
nodul ati ng agent (for exanple, an agent that |owers
LDL or increases - HDL),or-anti-hypertension agent,
wherein the conmpound of Forrmula | and the other drug
are adm ni stered separately or together in a single
30 pharnmaceuti cal conposition. Conmpounds of Fornula I
or any of the conbinations described in the
i mredi atel y



precedi ng paragraph, may optionally be used in
conjunction with a know P-gl ycoprotein inhibitor,

W@ ewh/03@3ver apan | . References herein to di seaBeBIE265/004330
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conditions "associated with AP-peptide 35 production®
mean a di sease or condition that is caused at |east in
part by A(3-peptide and/ or tHhe-production thereof.
Thus, A(3-peptide is a contributing factor, but not
necessarily the only <contributing factor, to "a

di sease or condition associ at ed with A(3 pept| de
productlon WO 2004/ De_ig ‘ Of(1R¢ VAR - 52 The

tr :r mr'3 %Jn%ﬁfégbf Fornfule ﬁtrﬂéi}gbe E@Eﬁe? n%cc{»grﬁdﬁ& ito gﬁér ZJIIS\IVH? reaction
ver si v

L Sretpag St T o Raissdmicting B 1, RE g En R A, and Z

anitle ldactatschegies aatdisduskien thefrfoipws are =l c&;ﬂneldeabe\re to

decr easHéQ;anB&JrBE Q#gglg‘l al (@%a?rhav@%grq%ﬁ% cglfboﬁ)gt%g raﬁ&]r%gy therefore

of a disease or c ared t
urXsba '8ERreie RS, Beﬁaﬂoeemarﬁ orgp 'nidw'dvﬁ@p@ 'a%erﬁamral
prior tSepbra@at o nixtde oo keheg of @ox’hﬂitﬁmﬁlsl’ eSEdinula | into single isomers

dq?{%gge a%QOmP“Ifl;e%%t gcfr&}}w toor nve” o%a meg?ods kﬁg\nr/]n lﬁlthso | ncl ude

preve ease I’
condi ti Coleéﬁﬁ fethe forr@\dla (l) Pﬁﬂe@t Hrergrecay the e@thiads désaribed below,

al to GetiRN WRABARSRIS nHRAS RbdwHGin tiCart a&u Jr@mem@‘tr drsRRfMRations and
004/ 033439 PCT/ ?ng)o43

0
c{envq%g%m&@gﬁr%ﬁnﬁlﬁr fthCESﬁé) ?rﬂl\r)%%s OPLm ge%l"net%ods include,
Fduitrére ol limitay toh thopar dgsanibed belowor di ng to the foll ow ng

Irﬁglcy the éﬁaﬁ%%el@\nd‘arg Lg%ﬁblﬁi%ﬂ aR- sol%%t@%%\pr@ﬁ% & ﬁ% reagents and

t HBat?r@i?c ?mB'Hy@c?ﬂé’n%r? SiiePey i cipesin dhe freRgtionsol H?ﬁsd%ﬁc%"tm of the
assyutéticmedhaalb deseribdnl By, ¢ Gngisalin s underdtaddritatall ptoposeaor performed
har)é&cnér?}édm%ﬁé 910&1@158 g%lo%t& %Ivéﬂ? q’eggﬂgn ¥en'§)§3|%§u% g%ﬁcﬁ&‘l gJF?tlon time,

as racemc m X ures, I ast er ol soner
ogeacian pr%mrrgacﬂewawtomﬁuefr ag aﬁhxéf%asesoawt'qreowwé aggon, under
C Qi) e, )0 fandF @b Ubpaprbeddited, Sk REOSRN 116 BBRIS condBynd&andard for that

acr(é‘%)r{t;fm IV\%EL%CLF%S %r %a%@ co%ozreﬁ%gtoke s%h cfmftﬂr}k;)dg\terna e methods may

ornu
prasedeggehy the net hods descri bed bel ow, 10 together

Wl t h synidigs-h 8-tieio@db mki @Wibrdparedsy idoivn QﬁeterdgE(@ &, Can.J.Chem.,

CB o o P Rt BB o S R bl 4 e 4o

Prde®rgiGhen. UESFRh didwl- Trao$l W EN, 6b Ul 978), e 1 161200, nHbedeltB;, Joensson,A.;
t hefRAde s Mddiedmbehay. ehe, (1@@23@49%7 bglc%fn%e (1951). 2430,2440;

per Qflﬂoﬂ L :ﬁgm c?#&lsgl ‘gg&}éﬁ 120 Cheny §%qe o %ﬁ; U554t er)]:oﬁge 156 methods

r elgstribeh belovn Edneexalegler ¢qptpoomisodf fodela [l Tas oatdbediied by reacting a

”%EB%d%?%%ulQ% \:n%t‘ém’\{f lé 5 Iéa§n é Qp glR:h QE a WE&%HQ%G or iodine,

t hat I 0pos er orme action con
i rYﬂ‘F‘d*d?H‘i@a k?r?o?%*%b'%fso"é%’lf Penbixtyaicsolvemis b ay §-Gr alcohol, THF, 1,4-
I elisbine) olgkine adidtoy ethieffMF, Wage, trhaiyiqpe &BBHAE or ERE6oid Nt a suitable

CQ%gb&éthgssugﬁggﬁorﬁ‘?b B%dtogts'c?ut Pe‘@&?' tions, under argon,

up procedures are
chosen Redcﬁr'ﬂfél fonachedgdl .t Gopmaungs saf dermulaf Ml cemdpe prepared by reacting
I e3@bbiPas ofvdkella MNDWli hasgerne@dh lay I 860810 REForRdsubdifite (NBS), N-

Skhllolroggcc%];teagrtN bromogargl?ura% WIt‘ﬁ or w%hon?gcetlc acid, in an appropriate solvent,

such as diethyl ether, THF, 1,4-dioxane, methylene chloride, dichloroethane, chioroform,
carbon tetrachloride, or benzene, at a suitable temperature, for example from about ~78°C to
about reflux, preferably at temperature from about ~78°C to about room temperature, using
standard conditions or conditions analogous to those found in the literature.



20 al so be used. 2-am no-1, 3-thiazoles Il may be
prepared by known nethods (e. g., Can.J.Chem, EN, 66

WO 198833439617- 1624; PCT/IB2003/004330
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Chem Het erocycl . Conpd. (Engl . Transl.), EN, 5, (1969)
46-48; J.Org.Chem USSR (Engl.Transl.), EN, 6, (1970),
1196- 1200; Hoekfelt, B.; Joenssbdh, A.; JIMPCAS;

J. Med. Pharm Chem , EN, 5, (1962) 247-257.;

J. Chem Soc., (1951), 2430, 2440; 25 J. Amer.Chem Soc. ,
72 (1950), 3722; J.Chem Soc., (1945) 455, 457; ) or by
the nethods descri bedSbe¢me.1 For exanpl e, conpounds
of forrmula Il can be obtained by reacting a conpound
of formula VII, wherein L' is a |eaving groun_such as
a brom ne, chlorine or i@dine, wth thiourealin

sui table solventFﬂ a Xt ure—of solvents S

C 1-4 al cohol F, 1,M% di oxane, toluengz di et\oyl

et her, DVF, mater ene chl oride, or chlorofbrn1
at a suitable Qgﬁperature such as frorVAbout 0C

to abouAlte?r%ﬁxJ/éN( coﬁs&ﬁﬁg |Jf d‘anla LB 8, Ielpreﬁé)r@@ %g r}g%cnﬂ% compounds

formula VI1 can repare
f ARIIEHS\IP ICPmWLt“HS H&OB@-{%” s@’éH’hﬁ@'“l& is By yith CIBE‘-‘ quenching with an
N- disotoptald Gich ab eringdii3is)lyl chioriddy ko prodctas naé i, er’oup of the compounds

N-Q'lr R { b{’oH'fl]JIQtlle theWI 5511 rﬁr ad&it@ﬂ& Bllﬂ_q q{) ﬁ;%ng‘gﬂﬁ_% camaﬁgn that is

appro

1, %@mf@séa*ﬁﬁé anrﬁéqcmhéﬁésuwa%ﬁn a'éehvaedfﬂtqaeo@kyhaﬁ@e etc.); followed by

cmdwualfs@rmrk-aﬁ C ahlROmethal f|§C§h|nﬂ’e|§r| d)fe,méﬂ{odgedé%&fbgg Cat thd literature

sulta te e anpl e rom about - to
(gu{'ﬁr'gﬁ- EH %9@%85:&1&6 ?ﬁ%'))(t enper at ure from about

- 78C t oCehiraunds eidfaimuisi evhateiy B) canddinsgan slicehet aoigty may be oxidized

C QRfHgt dtMaardVxideitthithe Rnodf ah QHO RN tQ 2% 180%%&@%# réagents Swern

t he terature é@ ég04/933439 P 13/ 004330 77

ScHsRey of uge §f C PTRE "(?ﬂ"T‘FP‘ﬁ“”g/P E""% de Refsya ketone or
c caigebydiEd s Cofnpbundsrof famiula liredierbie Ririep detent tyaldebgdxt magconvert to the
CO&EH@&H&H&%g é&ﬁ&o‘a%&i& f&r&u%qmﬁ’é#&g%m’{]arf Prﬂﬁ@{b rééctlonb\mh an amine),

wherein uenc

el FA BRI fég (%efam égco*eql (vt ﬁwngrq rWCt'E’%l @frqt%)ievevatwe (by standard
prreaqtieiis)t he free NH2 group of the conpounds 5

anal og d u

to gengﬁ%tég%gg‘%‘gg]g %rnlujla {(ﬁ ‘&fe“pré‘%q{ ﬂgenﬂﬁn J.gfdl tR{lﬁi‘.ath cg'\ lké prepared
el YA RrefeR? FENRTsing waa@gmomp@mw@rm%i. one, al kyl

halide, etc.); followed by acidndasegwrk-up. This

method is simlar to nethodsN cr/ in the

literature (Can.J.Chem, EN, 6 988) 1617-1624).
Compounds of fornula I1 wherein R7 ®ntains an al coho

noi ety may be oxidized 10 u5|n% st andard oxi dation

met hod known in art, such as, é Dess-Martin

r eagentwith 88wempnundof fadatlagh, or use of Cr03, to provide
conpounds of fornula Il wherein RY |% a ketone or

al dehyde. Conpounds of formula I re|n R7 is a

ket one or al dehyde may coq¥gpﬂk1£

R? o

@

or reacting a compound of formula IV



correspondi ng conpounds of formula Il wherein R7 is an
imne (by reaction with an amne), olefin (by a

waaotiogp4seact i on), al cohol (by a Gignard reacPCDIB2003x004330
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ot her derivative (by standard 15 reactions). The
conpounds of formula | of the present invention and
their salts can be prepared b$5-a process conprising
reacting a conpound of formula 11 N/ N6 SX-7 (I11I)
with a conmpound of fornmula Il 3 R4 RL/ g~-NL 12 O
R 20 (Ill1) or reacting a conpound of formula IV WD
2004/ 033439 PCT/ 1 B2003/ Q@438 -55 3 R4 SR7 NONRS6

(I'V) with a conmpound of Jul any Rs (M) wherein
R, R3, R4, R6, R7, andyA aregras in Bove and L
i's hydroxy or a SU|tabIe 5 | elavi ng p. If desired,
the 2-am no-1, 3-thiazole deriQative of mula | or

synthetic intermedi ate of forn% ﬁ IV may be converted
into a salt by nmethods known to ose of ordinary
ski | | iwithtehemgpend dEfoempb §'s  of speC|f|c conmpounds of
formula I'll and V wherein L is hydroxy or a suitable
| eavi ng group are those mherefﬁ‘tA&epresents a hal ogen
atom such as d, Br, or I, or 10 A-L is an alkyl or
aryl ester. Conpounds in fornula I(Man be prepared by

reacti %e?elrf:ﬁﬁﬁ@%dR@E7 R4 Mr@as! betfd ve SR & % ljogy r a suitable
lofie etibue A O t

acid of formul'a a conp

a "¢y oA off P?ﬁ"ﬁﬁ’.rl @ev? am%ﬁﬁdwﬁ%ﬁ:& 6Pr'\@b\feneﬂ fyrmu}a dagr synthetic

beéntpmepateed‘ foynmaeactnapgaeaccmomuﬁtd Hhall 6y Mbtds lkndWid B those of
& fornula VI. 15 The reacti on between
A or %FE%M
ou

conp fbrnula 11 and conpounds of forrmula II1,
Examples of specific compounds of formula it and V wherein L is hydroxy or a

suitable leaving group are those wherein L represents a halogen atom, such as Cl, Br, or I, or
A-L is an alkyl or aryl ester.

Compounds in formula I can be prepared by reacting a compound of formula Il and a
carboxylic acid of formula Hl, or a compound of formula [V with a compound of formula V.
Compounds of formula IV can be prepared by reacting a compound of formula Il with a
compound of formula V.

The reaction between compounds of formula Il and compounds of formula M,
between compounds of formula IV and compounds of formula V, and between compounds of
formula Il and compounds of formula VI, can be carried out by standard methods. For
example, wherein L is a hydroxy group, these reactions can be carried out in the presence of
a coupling agent or a polymer supported coupling agent, such as, for example, carbodiimide,
ie. 1,3-dicyclohexylcarbodiimide (DCC), 1,3-diisopropylcarbodiimide, 1-(3-
dimethylaminopropyl)-3-ethylcarbodiimide ~ (EDC),  N-cyclohexylcarbodiimide, or  N-
methylpolystyrene in the presence or-absence of HOBY, in"a ‘suitable solvérit such as , for
instance, a single solvent or a combination of several solvents selected from dichloromethane
(CHxCly), chloroform (CHCIs), tetrahydrofuran (THF), diethyl ether (Et,0), 1,4-dioxane,
acetonitrile, (CH;CN), toluene, N,N-dimethylformamide (DMF), or dimethylsulfoxide (DMSO),
at a suitable temperature such as from about —10°C to about reflux, for a suitable time
monitored by chromatography or LC-MS. An alternative method wherein L is OH is carried
out by converting OH to a leaving group by reaction with oxalyl chloride, thionyl chloride or a
mixed anhydride method, using an alkyl chloroformate, such as C,-C, alkyl chloroformate, in
the presence of a base such as triethylamine, N,N-diisopropylethylamine, pyridine, or

dimethylaminopyridine, in a suitable solvent such as, for example, methylene chloride,



bet ween conmpounds of formula IV and conmpounds of
formula V, and between conpounds of formula Il and

wa@oeowposiads of formula VI, can be carried out bRCT/IB2003/004330
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standard met hods. For exanple, wherein L is a hydroxy
group, these reactions can be carried out in the

presence of a coupling agent-&r a pol ynmer supported
coupling agent, such as, for exanple, carbodiimde, 20

i.e. 1, 3-dicycl ohexyl carbodiim de (DCO),

1, 3-dii sopropyl carbodiimde, 1-(3-

dichietdfyina étrabysirafprah ) (TBF e tthlyénsardiadiali i ethed eaqelbib)le, 1,4-dioxane, n,N-
N&H&%ﬁbﬁmu&aaum&gkm&@e (NS N rf@ﬁWMiterﬂleb(&fe){Nﬁlpﬁ of Rylene, at a

FEe'rresence or--a in -a suit
s dPRSrRtre Of e 3%°Ut‘3foo? to ?bi‘?%ttrﬁ?{ﬁeempﬁr%‘frﬁgl e sol vent or
a conblAnamamelyoémmem.lz@é csqding ntag beedchietezidad fobows. A compound of

d'f?r %rlﬁ%{‘ Eéragl%p %%%}lm? %H'aﬂ@ﬁ}tﬂ.&%é m:ﬂl wherein C(=O)L is an

T ey p(@remnmthmem in an appropriate
stéHtrTﬁlchybé Gﬁdlﬂ%lﬂngeci'(lm,) THE[ debixamed, hplusnd, f@x | d€ an appropriate

eﬁ;/p(%r%turgbsuc arseI ! aa o%} FO%H:P% Era[uge ?6 %blgufa%ﬂtfjf %Frl ag) %%Sled reactor

or a su
ysuyh resnsealed rieshyr 10$cre_V@dl\)mlS An Siniagy.neanippendit mey be prepared by

\M?@Jcﬁr'\d" ah énﬁncgﬁhak(ﬁe QR Fiei dn@éﬂwyléﬂlﬂﬁlnm aﬁ@ NB6d bnan Ghrhifo @cid ester,

V|n rou action wth hl ori de,

t FoloEe o iR Bting BSSro yally Shrg Amenehes hod. usi ng
an al kylheghbtestef emimataempsurch, sish Gs-C4ompdupd with an N-Boc group, of
C%rﬁ{u%f\ﬁ %%B@prehﬁe@%: %Qﬁo&rv@%ﬁ% iﬂfthé?hte?%t% @H%n@% the methods

triethylam ne, |sopr0é gamne E%/ Lﬁl}’ Q
dlq?écfrﬁ dri %B‘W’f‘ i ﬂ& regng S5 PAQl; {FABPEIVE oPPHRT. 1 Harg% ynthesis”.
f Gﬂon@barmslce Jformakahy | can @e gindpardddie ,an\4DaBO64/ HGBt38s above by reacting

P%Iﬂ&%%%%o@rgélgﬁgwth a%m%gur&r&ff&ﬁwma Vi %Blro@g%{ g§ Qét}igcﬂlﬂg the P' group.

uene aceto
1,Repeitesiieean pe merf@mﬁétbmwef"dwwrmwodau TRe e¥RMRlY Whef Pdds N-Boc,
( Démal bWatﬁSE‘ﬁqufﬁ?dspyéllﬁlgnbwd i 98 aitefAE) f,or @iamﬁ}d HOKg) idtan @ppropriate
erature rom ut - 30C
%r}t syth, %s ?ﬁld{ox Lef?"l l|ether %r rﬁlﬁu(c)){c% azo l(ea lﬁn 81ueﬂ‘|ylen% chlorsllde Many
beatrmr: tanmpearo@stlrfgomrbmnsareﬂsnewwee mepyodiso Be mmwaw PS fpafzyl or p-
b%&ﬁcﬁ(@-@ér@ﬂl k}yn&%ﬂ;w DRI @RYIAY; blo] M dRs Fdr debibéking! such groups

wher ei n ester, in th presence of
tre]r%\?'?(‘g/wgf'hr\‘f?"ﬂmﬁ? @?@Péﬁ'%@lr@ayﬂfﬂ ‘hyl al umi numin an
appropriate solvent such asﬁﬁeth tene chl oride, THF,
di oxane, toluene, etc., at a Ryiate
tenperature, such as fro tenperature to
about reflux, or in a sea ed eact (such as seal ed
tube or inscrewed vials). Sin?%arIyL conpound |V may
be prepared by 10 reacting an am no-thi@pole |1,
triameth Ialuqhg n%gnd N-B c_of .an a-am no aC|d est
vl

f ol | owedeyTPR fpulg gl B%'Ej _&ra(s% nQYy; rf?awpg?rgiﬁ FLPY vhe obtained
mecbwdisg toHnewpmethedst ed ami no conpounds, such as a

COWDOUe'hgﬁk(JMoL%s% f(HhﬁQrﬁl Q{d‘w RvheRin L fs%rIQéUn% gyéupca%rbeﬁ%d above, can

prepar Known in the literature
nah*@qdr?@c%w &ugonveéeﬁ' "RdRpdp ﬁmﬁ“hte%aerfeépw'refe&%v“g acids of
bCfa%muTaEin%erem ¥ Ryd@x@uUpPs in Organi c Synthesis". 15

Con'pour’@osl;np%[m S off %{ﬂa b_)o/ca%é}% ﬁgpapéd%%égc%%é‘ cé}‘ﬂpoamd pf formula I with

anal ogoUs 'met react 1°'ng
fcﬁfmpauﬂq Of\?ﬁr"!‘hlaé[ Leeaﬁsmwm“ehoq%r mula VI, followed by

deb:c oc Kﬂ‘ri’llst’)cémgroﬁl oERbh’rpcoliﬁdsDbﬁg&mMQ !Qﬁirjjl b@)\%)e converted to the
perforne ! - Known nmet.no [ ex en P .
Sk uons FEiE Ao By Ay HBEBLE" e PR ARG T epl errloing
| i ttimetaylalvrainurh ot anespareptiaie BMAYENYYr 4 mixire Appvents: bechas THF/toluene.

sol vent such as 1, 4-di oxane, diethylether or
trifluoroacetic acid in nethylene chloride. Many



20 other am no protecting groups are known and nay
al so be used, such as benzyl or p- nethoxy-benzyl,

wo eioamsagd silyl, t-butyidinethylsilyl, etc. MPp&DB0639004330
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debl ocki ng such groups are also well-known in the
literature and may be used. RS R4A O PI- NRL (M)

The conpounds of formula 11, t97t,. and |V-are known
conmpounds or can be obtained 25 according to known

nmet hods. Conpounds of forrmula IIl and V, wherein L is

a | eaving group as defined above, can be obtained

accor difniete greipndfeRt iro pRINPONBYsh 68 ©rylarh erhik may be converted to the

CQB#&%W@' 4MEne aéukgaﬁwen-]gst?&,bﬁb% @3uctnf/eoérﬂ'Hbtﬁ>n|nlwéthdM'Wr§a&ﬁng such
oundas o or
- 3255 1 & BERBETRGTBe YHt ool o o3 B sa sty coents

of(suclo remahBydvous NaaGO kerdMgS Pri tand des reddgingeadest, sgehoap safiunRTiacetoxy
It %or%ﬂﬁp ! %géiu@fcyéngbmm@n&e of std|un{rl%for*?/@rloféoEWtﬁ(%1 Ecﬁr@sﬁdﬁdmg polymer

correspon In e usin sim|ar
arPe-Nqghy: ?W‘?ﬁétqoaw Nefhsf-By ang)yrg?fptroaw H@B(OAC)aH or any reducing

t mperetidy.l Bydudgenation) thaiais ka@pT o[the Abetuso fov edtluciog aa imine bond to an

20iPoB e B it 5 B g bR Bl o, progy onano,

| iPOPIORFSUYtane! oF delvaneaat a éﬁfnﬂefat%)fr OB‘eaWHhRPéthé@P?réture to about

t Retlux, pedréraspRad| laﬁ@t ammemp@atne ta.avit b5°est abl i shed

\r/\ne?ECf?lanZB%frﬂdg%v em njls a halo ohg?ncatyl n %lejrc{eg bbﬁ"éac%;ﬂr?g the starting

C aaggr @bWV’%ﬁmﬁhlmhh \M&EN% em@ﬁ yoref‘g}éﬁtzslz irf @u@hpragriate solvent such as
anflicAs ehIDRRIP4nIBTofVE S@F’r& halé‘g@ua n’fa?%' HaGeSERA twith BH&Rer group

di 1
cyab By ke Y =3 otk oF SPay P LR Bloe plowed by quenching
cmnth es ptemd)ph@ polisjmgetypicah Suni ddaBliAg copditiopsremploying a catalyst such as
gﬁm isa % Bf?élé@(ﬁﬁhe“QHﬂg I’?ﬁeﬁ(p%)u%'l'lwntﬁgoo%ﬂy carbonate as a

y ro enatlon I's known 1 n
t I‘?ésq i"tee‘?'“éi?tlﬁ %"WQBYS“F%H%E‘T"?T& of #hanel. E‘B‘ha b?rB”‘%lﬁc'd
am ne, Thesaningpatetfls usdden e lprweaduressal e adsve reactions, the syntheses of

dlm’l\ﬁﬂh %Feor%t Ia’él&ﬁb%dc{blo% %T'eo&{%r g#mer%lggvalﬁ%lg %8wn ln the art or readily

i soprop of t
i pbﬁfnna%twm KO TBIPREIda iR methodhbak wil &@amrqnm@ those skiled in the
przgf er ably from about roomtenperature to about 65C.

Conpou S \émeru%dg rmulaal %egnr‘l er dll'é?eys st?le elr{] %reatb%ge reaction
by reac Fif g PHE artin ? Wher H
vmspﬂemssnay\mssoletred S@mr@ed Mcqmerannaipmce@mmswphseel reesygtallization

Sf Qhr@%ato%hﬁw |s§;§b$atf5h | Qlch @8 4 sifch! ée{ :]é‘nﬁ’ér%th@he o] Retate/nexane
er

gr uﬂ%agra irRA r’pe‘h)tleﬁ'ng cgﬁ)( Sggﬁtgﬁnoégmﬁ%n 8@8%&”8{) achloro?ogm/methanol

extikiengrediedto IAltemﬁdelbya queBe bihasg plépanatitehHRUT or chiral HPLC separation
elt@cﬁﬁlﬁﬁeoltﬂby Ge uQ—;rd H\Séa'ag of %Q'r&ﬁ‘;horé%éhéseﬁ QH mbétr%gzd above pressure is

condi tl ons enploylng a cat al yst such éD
c BRpfrisal uglegs oth?révﬁeam'ga(tetdr o R ﬁapfpéaafeaﬁ? about 5

Wiatrhbsplodiedl i geaetaiyn ateepiable aandoagbienti presaurei é.abdort 1 atmosphere, is
Zg)lle\éee% S UG8 EblRenilMs: Or ethanol, and a boronic
Pharmaceutically acceptable salis of a compound of Formula 1 can be prepared in a
conventional manner by treating a solution or suspension of the corresponding free base or
acid with one chemical equivalent of a pharmaceutically acceptable acid or base.
Conventional concentration or crystallization techniques can be employed to isolate the salts.
llustrative of suitable acids are acetic, lactic, succinic, maleic, tartaric, citric, gluconic,
ascorbic, benzoic, cinnamic, fumaric, sulfuric, phosphoric, hydrochloric, hydrobromic,
hydroiodic, sulfamic, sulfonic acids such as methanesulfonic, benzene sulfonic, p-



The starting materials used in the procedures of the

above reactions, the syntheses of which are not
waoelemansized above, are either conmercially avai PEbiB2003/004330

known in the art or readily 20 obtainable from known

conmpounds using nethods that will be apparent to those

skilled in the art. The conpodfds of Fornula |, and

the internmedi ates shown in the above reaction

schenes, may be isolated and purified by conventiona

procedures, such as recrystallization or _ '

c hf%i?ﬁ?%'é‘?’&‘p AnGrelatgsiacide Bystratediasessard podiym. ipgtgsgien, and calcium.

ei ther w &d’np@ﬂhdebfht%ls iAetic mab%mnaéer@di lafoh®Tbr in combination with

gr adi ent ne chl oridel/ net han el ut i ,

o B B ot PRl nalTB S Tl P Rcicasee.  Suatle

Al pearmageiitical garriegs ringlude deeripdriis aliiymntspetr fileisy etetiiPleguenus solutions and
5C h\/eﬁrﬁhs iGaric SRRBASG a&h@ﬁhar%%bﬁ&bl%% B@thén@%rd%&%i» coh‘mmﬁ’@%rbompound

e reactions dISC ssed or il
0 abPlS & s ARGt ey areape et e Fl ol Bgh b bl gdinistered i a
Pr esetyroé doshgeinmadxouts ataBetatpowdph dozesges csyalps litjectable solutions and the

at RS H‘hgge%aﬂn%c&ﬁgﬁ E@rh;gééltl%cc%ntlﬂms?ed @Jﬁga rgé%h&?aﬁ lnlgreglents such as

g; ﬁ%}%ﬁl{ggt Rindegy emp@n@r@%@llkepﬁ'g\%;g@eé};qqggq pyoral administration, tablets
10 ac earpdiky varicualekspi@fts such aspaiiunticitedte, kaltini lcarbbnat@dhdicium phosphate
?:;)fg %mélgye% alo?lg W& Oér|08$ &% H@BQH? {s%%yagtﬁ C??c%t }n?@%lgellglose alginic acid

or anchgqar@alr\,qurppl@qqgllcfgf@énfqggqherewm \lp@m@gﬂagg@ts éuch as polyvinylpyrrolidone,

pha.nd?e%@egmétﬁadnhyéca&é:emda;hd;r@nﬁ%bﬂcéahg B such as magnesium stearate,
I zatl on

oSty B IS BE Bl YR PRt os ot gamposions of -
151 | blumrrtwplmeer afso wmmmeceasaﬁleusn sofieanddhetd filed pelatinicapsules. Preferred

S UGfatenhi§ for R ifdifie idcRSsb 8F infle sugbrtdnk cF\igh %&&91@# Weight polyethylene glycols.
asc rbic, benzoic, cinnamc, funaric

ﬁagqeeus ﬁ?ﬂ?r@@ﬂ? 8¢ leears ﬂrﬁﬂegﬁﬁd (f?ﬁ cgal aléWratlload he essential active
S uinb&memt thesaih feyibeccoabings withichiogsswaetehiagnestaldriom bgents, coloring matter

T i [ e

20 bagfég“%rp@%'%ﬁﬁ diepl %meﬁ%é‘nq}i’i’\“bﬁﬁt@”%@?@fum A conpound
of t hi SForpaeshitara RdMRratRN AshtioisSdoptathgal Cgodid bfithis invention or a

o P;%rrqgceht?cgl r}/V\'AcEx%ht]abPe s%it e%Wnl s%?é!njlety or%%gn%PB ?bél.?eogsu Prto%?ng glycol, or

phﬁ‘r el agUeeed sadien I"l&?fysbq ﬂﬁﬂ"%@ i Sveh taaersis goldtiongsheuld be suitably

Or buffelfeldeif BeceS$B) bhe ﬂ"%QMﬁ@U&Iu&Q'ﬂPHt |r§’rﬁfére§r1§’ot<§nd/ @JI’tHl @Uficient saline or
anlc S vent s ar maceuti cal Siti

25 ﬁ%o(ﬁe byqle%ﬁ”erb Ip?{i (HJ r a ugﬂtbso aﬂlatlon%far% o(lﬂ, nt.?%lyl s%t‘atl;]% for intravenous,
ph@ﬂﬁ&'@&ﬂlm séfichignensie @pd ditilaperitanledl adminisyiefionc afhet $tenle lpgueous media

r e@rqbll)%d%Fg'ﬁllméa%ﬁ)%\@ﬂablerby@tanéfé‘ﬁ feBiiniquef ks @cglﬁogecykﬂ&j in the art.
such as tabl ets

abl e
o Ut | oS RRE e HTRE.! The FEHRE TR ST Sai hareot oan be
coaqmlelisibieUneraltyanransdermmls| (e@d, thoogit dHenuseddi i atel), parenterally (e.g.
in a rings d C
30 angﬁrg\%gglﬁyze%&;?qn or Fl@éﬂpﬁr poIgeseo {Q %«f daﬁﬁ( doeégfentf& treating a
ad ﬁ‘?%‘?@@?@fﬁ“’éﬁwdlsﬁa% P"e?@dtl@“ eloh tigpase 19 condlitipo gasociated with AB-peptide

ex BloBucBSH Will §bﬂélfen§tsan§@ﬁbrﬂ rabwt br1 aﬁgekg 6 ab&ut arghm@rdbayl @kignt, preferably

| h |
vaPp Lt BhFERBLR, SoullciooBokd Tt et ny Valftbih gased on the
aI gﬂorﬂntenm;ew dosgud reeget Biap b@ornmeehy 9i phygiciere of otdinget bidl taking into

35 W E&o@t%bﬂgc@gﬁgﬁaﬁor‘%%@h as tI'R;o\lvéf é{Ht né/dep)éﬁd %Hdﬁ’@ﬁ‘%f the_person being
SuUcCr gse elatin and acaci a i onal ubricatin

agBee E"&%ﬁv%ﬁ'y Frigrrdiqtigmage @ﬁrpaff'éwaf " P{ﬁ?m Inigiegign chose
sulfate and talc are often useful for tabletting

pur poses. Solid conpositions of a 15 simlar type may
al so be enployed as fillers in soft and hard filled
gel atin capsules. Preferred




materials for this include |lactose or ml|k sugar and
hi gh nol ecul ar wei ght pol yet hyl ene gl ycols. Wen

wW@ouens®=3suspensi ons or elixirs are desired foPCDIE003/004330
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adm ni stration, the essential active ingredient

therein may be conbined with vari ous sweetening or

flavoring agents, coloring mat¥er or dyes and, if

desired, enul sifying or suspendi ng agents, together

with diluents such as water, 20 ethanol, propyl ene

gl ycol, glycerin and conbinations thereof. For

par ent ek apeciic nompasind aft faomyla $ cdnutel detesminedh taainmbingp-peptide production
COERE WK dital bdrbgs kibWAND iHfRe OF oRlinaRANIMRGGRHL q‘é‘J éx)émple the assays
acce table salt  thereof 1 n sesame or peanut ol

adﬁ@%@§ dBe'Byl ene glycol, or in sterile aqueous

sol uti Ormermaivith ef e@nfpoayB@f thSuwbntdg UEiAIBItiFPIanimDEstretase activity was

Srb%ﬂalrrgmg(? P Q' stoﬂlplh ed Rgé\gg gaebgra{] %Cﬁ%%%\}\ly ta%@ogcartgg? i?oc Itheen(%escrip’[ion
anfwm@dom l\@%ergiouceé@é Cetiires @syrue farotrearctage weiiils The FASEB Joural

sQlvuit h@%c&ﬁ@er@@@@ Ghabday-2854)t a@é 8 SRR L8y BHRIAHS of the invention
| ntraHUt? SUbCUt aneous and i ntraperi fone

IR RBTAIH haver A el o qenkitg aaSEC@FﬁﬁP Bglivily of less than
arabogtl 3R nmigadolbry Faveidhgls, Exdmplestiabelow,thati es Iy, ofiedsutismasmamolar.

tot hosﬁesf%fldv\llr%dEkd?npﬁJ%elfh?sﬁrgte l% ﬁfuﬂgenl(ﬁgn FQtr rs(uljoabe understood

-1 or- phar maceut i cal t her eof
bewaH hrshe fvgntionaps yJ"v Pe%ﬁrfe F%'mevd (@8, r@C'tedt"hF"@u‘éﬁmS is not

t hetettiee toibe IBniRabE the,defady & tHeFolRng Exemples. 30
intravenously), rectally, or topically. In general,

the daily dosage for treating a neurodegenerative

di sease or condition or a disease or condition
associated with A(3-peptide production will generally
range from about 0.1 ng/kg to about 5 gni kg body

wei ght, preferably from about 0.1 ng/kg to about 100
ng/ kg body wei ght. Variations based on the

af orenmenti oned dosage range may be made by a physician
of ordinary skill taking into 35 account known

consi derations such as the weight, age, and condition
of the person being treated, the severity of the
affliction, and the particular route of adm nistration
chosen. WO 2004/ 033439 PCT/|1B2003/ 004330 -59 A

speci fic conmpound of Forrmula | can be determined to

i nhi bit A(3-peptide production using biologica

assays known to those of ordinary skill in the art,

for exanple the assays described below. The activity

of conpounds of the invention in inhibiting

gamma-secretase activity was 5 determined in a

sol ubil'i zed nmenbrane preparation generally according

to the description provided in MLendon et al.

Cell-free assays for ~-secretase activity, The FASEB

Journal (Vol. 14, Decenber 2000, pp. 2383-2386).
Usi ng such assay, conpounds of the invention were

determ ned to have an I C50 activity for inhibiting

gamma- secretase activity of |less than about 32

m cronol ar. For exanple, Exanple 11, below, had an

| C50 of about 5 micronolar. 10 The fol |l owi ng Exanpl es
illustrate the present invention. It is to be
under st ood, however, that the invention, as fully

descri bed herein and as recited in the clainms, is not
intended to be limted by the details of the follow ng
Exanpl es. WD 2004/ 033439 PCT/ 1 B2003/ 004330 - 60-




Exanpl es General Procedure A: Coupling nethod for
amde formation 5 a) | EDC/ HOBt/trial kyl am ne
w@onplod3go Procedure A mixture of a carboxylic BCT/tB20d3/®4330
e.q.), amne (1.0 e.q.), HOBt (1.1-1.5 eq.), EDC
(1.2-1.8 eq.) and a trial kylam ne (triethylamnne or
di i sopropyl ethyl anine) (3-6 eq%-in an appropriate
solvent or a mxture of solvents, for exanple
nmet hyl ene chl oride, dichl oroethane, THF, or DMF, was
stirred at roomtenperature until product formation or
di sappearance of 10 starting nmeEX@mpRles The sol vent was
renmoved under reduced pressure, the residue taken up
|n ce e (or simlar selected solvent such as
& J}VrLro FeaA de or chloroform and water. The
fagmidedormetiored, washed with dilute HC
5(if the a@lesr reest) PopdiigikyiakiRE baidlSy Probifles T unct i onal

roup, shing wth di brin
gnd Srr %m'xh\fg?f %Bﬂp‘ii?f{'cs?ﬂ'dfgq e- g?r‘?é""%eoﬁrpe §v%%5tt(ilrér? 5 eq.), EDC
r erﬁ;Qﬁ@ ed.) pedlactddkyareiss iriethylamipe av i disoppapy@thgkaminel §3-6)eq.) in an
rroﬁr’ia?é Meﬂmr%emga%f IsPGer, /5 & pﬁe @bemglégwéjgrﬁor@re dlchloroethane,

car oxy ic_acid (1 q.), am ne
( 1.7 OsDME, wasasired a EOPf”atP'IE‘WraHenlé‘ krrprﬂé‘rt N atien 7 digpppearance of
10di iskeijhy opydriet hlyﬂeamwm)/va(s Zenfoved|urdet l‘edadfédaﬁéﬁsﬁﬂar thateidue taken up in

solg E’S’/Fgce@eﬁe %tr %@%ct@%lsa%n\{% P as n’% @%’ﬁ@’mgﬁﬁ; or chloroform) and

ene C oroet anhe,
St Melesq The aresoin lpgs s atenratednwasheg il utes PNt the fewied product

dl %arﬁlﬂﬁéié ag@@fuaét.oaéra%dUpn@agm&rgarm @huteﬁ@n%@ b€ ?rn\rt@a; bM@S and dried
reduced pressure e e tak
| OB RSB, RSO S P e B R Tt efrech aifFigg procuet
1Snet hyl e@b rhl"HrTUHﬁﬂabV'athﬁ Eounfiog Pipcedure wat er . The
or ganl CA %ﬁwﬁrof\@é‘arﬁﬁﬂ%ra@ﬁ?% eV@)SBrﬁﬁeW @)Ig O Huve (H@h 5eq)and a
(if dlﬁfw ?3 con}{_&gpns a g% f'uncti onal
O B B AR b S lsab aP e i a3 s it dsoer o plgsolvent or a
anaidureed solvents,sfodexamples lefhalere chlbrides oichlervethasss THReror DMF, was

re
Py %%r\ée/%datt fbltog{ t@ﬂP&rQnt‘Eirnegfnﬁlsﬁ uft fo%sﬁé)rg%f éﬂr %@E%gxﬂﬂg br stgtﬁ'rg%aterral The
20 ca sy IWag rﬁ‘@?‘(fd(‘{[‘der Eedace}j prﬁfiﬁ“r?e thepregidge ¢pkpn upyimethyl acetate (or
( 1 sitwildr. &I@@d)sol&ﬁd sach & imathiighaildtige (oF chierofythparidneatet The organic

d' 'Ia?;grp (rvg\p)é Sérlé]tX& a\?’aéﬁ%& \é% 9 |u?eq H):I (.P frr?e” d&?@ﬁ&%du‘g{ Gontains a basic

I vent

netf%ﬂ'%\ﬁ'egferﬂ drqsolég wéth &'Wt@r'"&t"r‘ﬁ?(n@ omiteed), BfinepigRd dyigds over sodium
St istife@s] Tk s6l0MWLEMBR FediovEPatliétiubd fresdread plovideBlob@. or

5 di sappeaf ance, Q(f)P tarting ol Fg;}lc dThe 30 sol vent was
renoved‘gno‘m—[redéce%m—emﬁéﬂﬂ-ﬁe—ﬁgw due taken up
i n et hyA naistrestf @ cadexylie peidl (130 e.gel astineed Osod- 4 EWBOB (L h-1&eq.) and a
WETtrB)k&l@ﬂﬁrleﬁlaiﬂ&lérﬂﬁe QF di%Bbr@ﬁ;@efthﬂrnea} ﬂ-G\éﬁt)‘ﬁ’f an gﬁﬁoprrate solvent or a

(i FRE Bty B G IV SN H5n S oroP LR  Blralor DVF, was
gr elirped aheoohi tergpmwturhz uaitill ppddgctifigtmatienyor isagneatanewldf, stavtingmegterial. The
30 angol%n't %s Qc\!rﬁoveﬁ Qb Measithf ALLure THR. r%ghLYéa o&\geﬂ\ﬁﬁ in gth&r acetate (or

r enpved r educed pressure to provi de pr
HB YOI %eéqusa'r\rrrﬁé%%ﬁprnrwefb% sl L HOHTEAAS Fera The organic
catdyex ybs cegerated, (\daddee .vath) diludmHBE (if IheOdesirgd )proddBTkbntains a basic

(1 U:I'I t:ilong @rﬁ én) ’wa?mﬁg %tSr thr,\r)}@ é—i@( nw'%eormtédgeoml %H& %ﬁecp bver sodium

dii so
soP\’)fé‘ 6? S%lv mzrwm%iaars@iumgmssg@@@preoa%educt

35 HBTU/trialkylamine Coupling procedure

A mixture of a carboxylic acid (1.0 e.q.), amine (1.0 e.q.), HBTU (1.1-1.5 eq.), and a

trialkylamine (triethylamine or diisopropylethylamine) (3-6 eq.) in an appropriate solvent or a



-61 m xture of solvents, for exanple nethyl ene
chl ori de, dichioroethane, THF, or DVF, was stirred at

WO o@sEAper at ure until product formation or PCT/IB2003/004330
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di sappearance of starting material. The solvent was

renmoved under reduced pressure, the residue taken up

in ethyl acetate (or similar-®elected solvent such as

net hyl ene chloride or chloroforn) and water. The

organic 5 |layer was separated, washed with dilute HC

(if the desired product contains a basic functiona

groupre Nasdenl§ {oF exeap's (mathyiaoe dhigfide dlichieractheny., THT.i gieDMF, was

arﬁﬂrr@’d zgte@br@téﬁfpeﬁﬁﬁé uH prédtlct @inatior Bl&jli‘a@bé@éﬁce WBStarting material. The
at r ovi de

I
A e T e i e
acirdla( ieléqeo) savedt such @s Imethyiene ehifridecpr chineoorm) ssbiveted The organic
an%yeﬂ-Qvaépﬂ %féda%sf%gl e Hiuts W (ﬁsth%sn%ﬂdprgm %gntﬁlﬁs a basic

0- but dr opwi S
T Brophglesngan o g be Qi Genfant] s over sodium
( fsotfa‘m: 1'51ernolvemtma2 ramioved at réduaed pressutdib amoide paduén ani ne
(1 eq.)e @&roagg G Ctoﬁ&ln&rl ng continued for an

addi ti onaF 30 -23C. The m xture was then _
war ned A 6""1‘%%ﬁ‘f ? cApewht arie (LAY Pndhie@yambe feaat) oyes dissolved in an
( tapprioprédte Yolveny @tdhi BIINF anth@olt Xd LI38C WRS- bqulefaﬁma(wﬂqt)hvas added

3 GBS 30 SIALIE LMD 0 A RPN o 2 e
c HinigAoleoprran arnige 6 g@z% wes aaqﬂérandwa@mmgmt@dewor fan ciditiensl 30 min at

Na%ﬁ@dr Théﬁﬂﬂl@@% WHRGhéH Watheanél r&hﬁteﬁ@bﬁéﬁll‘g uMBEmId8 TeMREbn (typlcally
unaer

g T ———
c @@pbpmﬂge mméﬁwgm es #hyliagetaie.onelfiylene chitideeorg@hlodierm. The organic layer
amag%éshé@@m @llu(elNgHﬁﬁf )\baH%M bhd Hﬁrﬁéqhé(rldaih#_%nmmsremg%d under

(@ﬁ A’] a B riate sol vent suc HF, tol uene
x;F? BaPT Fﬁ% ppxide glograty %“”f's?“"”maéHPB?Q?éi%ne or a
m Xt ur €) Oimethylalwgriiuen suplimgasocdddiré t ol uene. The m xture

-was stig Fn%r@%f aﬁ Qﬁﬁﬂeto@%eﬁ @J{g%zcﬁlﬁg 35 s({?f Mt tﬂm%thQ%lummum was

then an ester

waRadetip r%appa?p”@@nffé\fea& pHeh et Wee HOIP%mXY'efmaéF%thm ghipride, or
r efichloroethahe, | or prasliued off IvemE ﬁ@dlfhl asT’ﬂthIi/’toﬂ]e)(f:l UITRe Wadure was stirred at
C C e {,an r

W?(It;%% al%anéngg}rr‘eg 13)? 5@ ?\lanlgtgrhren%n %es erzﬂe%&w dedx 5 a?@ re§ultlng mixture
oMWaFEHITRA & fRmRemtye ibgweer rqorretﬁ@aertawr%tegﬁluaelhilltpeodurrtﬁermatlon The

Orﬂﬂﬁﬁ}‘eﬁ}vals %Ml{%rugy\@&ncm%@ld?d%éllﬁ ekt bivd Bxtraibd wﬂl@ dh %%rbﬁr%ﬂa solvent
ra

sodi n

biep e b0 25 P et iloge SRldtel Blec, PRtion BN i fydenic ayer wes
cme@qit Wikt dititet UCglneetraJlt\@ dids baterdted riodiem bigulyanbiec abd @mshed with
”%Mn@eTﬂée&ééﬁaIEYer wid sgﬁé?ﬁéélldnga Q6 HcentBied B RR%hd @sired amide.
%dufc ve amination a) Sodiumtriacet oxyborohydride An

”Hé:ak 'ﬁaygg(fr)ec?sﬁaréh chl oroet hane or THF was added to
a solution of a ketone (1 eq.), NaBH(OAc)3 (1-3 eq.)
aRgdnastdb&ddeigd (1-3 eq.) in dichloroethane or THE The
mxture 35 was stirred at roomtenperature until
pMsiied forreguetiveaminalion (i sappear ance of starting
mat er i ab . Sddien MikedtdxyiSorsvgaridguenched vvnth diluted base,

2652?8%\?%@3@4%%9% Sgﬂgr(?%@%ﬂf%r% Wasdd&S 103 Solution of a ketone (1

eq.), NaBH(OAc); (1-3 eq.) and acetic acid (1-3 eq.) in dichloroethane or THF. The mixture

was stirred at room temperature until product formation or disappearance of starting material.

The mixture was quenched with diluted base, extracted with methylene chloride or other



-62 appropriate solvent such as chloroform or ethyl
acetate. The organic | ayer was separated, dried and

w@oomgmesi4sat ed to give the desired am de. Puri f PCEHIB200B/004330
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may be necessary. b) Sodi um cyanoborohydride A m xture

of a ketone or aldehyde (1 eqg.), an amne (1-20 eq.),

sodi um 5 cyanoborohydride (1--82-eq.), acetic acid (1-3

eq.), sodiumacetate (1-3 eq.), anhydrous sodi um

sulfate in dichloroethane or THE was stirred at room
tenperature to 60C, preferably heated at 35-50C until

pr FWRPLiate selyaitisgeh asTprdorafosm ar ethyhasetgige bk eyanictiayer was separated,

di dirietiefld bereentra@lth 06 B desMet BmiRt PUliRBRNGHAYYel id6esQ4ry.
ot her a.l%pro riate sol v%nt such as chl orof orm or et hyl
acet at e ﬁ%@—m%%?ﬁ%g«%r was separated, dried and
concent A amixtiire mfgavletqnheordesiiemeid mede,. aRuamihe c@tdoorq.), sodium

10cy€ﬁdbo|%@n defRsay y acé’c)c aE@tﬁS@ §, 5“%(11: Qrfu g@t%;cgtg gﬁg eq. ) anhydrous sodium

Pal | a;(dl um Acet at e sol utign o
ke?“gﬁ "t q}c}gﬂo§th%{}%or gﬁFmSﬁgrr?dlatéaon)l tqrrppefﬂttye g\ﬁﬂ Q,atgeferably heated
St atr35ad°Gtntit prxudt dorpeticat UThe rhigtiredwdsr quehdheti Rth RINASERER, extracted

Mwn%&%r@ hm %ch‘%thegg@tré'b?atléggl%rhitsﬂ& af cﬁ%?c;fcgrm or, ethyl acetate. The

m Xt ure were
pal"eas lavar éi‘@étsaﬁaéat?‘b &tied §1d onastrated lfmﬁlve thegsieey. a)mlde'l' hurification
m nihyienesessatyeat ed at 40-60C to conpl ete reaction

(TLO) d g% ool in vvasgdlluted with
i ce- Watagg P% sﬁum Fgrmate arr% Fja lad cet with an
appr opri avletios of e Aldehyds e A kelonertit ¢ny)l andeancaming (1cke),) in dry DMF was

etduprbd &C@brﬂtt@mpé?étu@hbrol af, of k- pre}@ﬁceotgfgﬁﬁédﬁla} S¥Hds. WSthe resulting
concen al e

SR8 Bl f P OB BeE e o et s (o
Praveaidi P €2 €9.)-Sobk mmwﬁ)waﬁfﬂ}e@mdc& 49-6dfiGctvicomplefe rktien@LOJ and after

al derydev d”fh?é& Wltﬁ waf'i’é? qjhg W&g \ABE e?tr&?etd%t% dh Ip?r%{n)iate solvent

and sodi um bor oh ide (1 g.) an approp

sdPYaRe ”(e#?é/ﬁ‘?sr‘?B'Pf“’&r etB?(' ﬁﬁﬁ@?)of\ﬁa@m&fw r B gendayepwas separated,
r aie tih@eatcatrated t4 give the desiredahigs. Parificaitpinely®e he@stdr@n

(TLO . The m xture was concentrated to a small vol une,

25 quenched with water, extracted with an appropriate
sdspers Prosedure @is net hyl ene chloride, ethyl acetate,
orsah:hwoaﬁmme.re&hmmwfm&ieCorla@ymewas separated, dried

d th d . d . )
Bur i 11 CSTRE bEdh ABorie' 4 dine (34 By ST beramards (10 ea) in
N-anBporogegie QP'M Kmefhanoberesianel) Wes atirsagl atto’@ to wbmMNemB@ure for 10
CORR@ENE tdinpletd ré’éc@éfra@ﬁ_o()o 1@1@ R Mas \ﬁ@&eﬁﬁjﬁ&dto“’ Nrmall volume,

n.%?'&%&%‘"’“f‘rﬁ%"' 8% gﬁ" hpa x%‘?ﬂ“&?r'ﬁ}&sgo'?{?'%??“@a a%\F’ethV%'Eﬁ'ﬁhlor ide, ethyl
t edpielcatrghiordfigm). 1T®40rbﬂ‘r@ layet wbs sdplaratdtie didddaantiichigbentrated to give the

RS @nidel PRHABRHor Do nedbi&ag0l Ution  was

concentrated and punped I n vacuo. The final HC salt
of the corresponding amne was 35 typically used
wiGenemat Procedutedd: puri fication. WO 2004/ 033439

Po{pR R fiPH0cednn@3- Preparation A
To a solution of N-tBOC compound in 1,4-dioxane (0.03-0.09 M) was added 4 N HCI
in 1,4-dioxane or anhydrous HCl gas under nitrogen. The reaction mixture was stirred at
room temperature for 1-24 hrs until all the starting material consumed (TLC). The solution
was concentrated and pumped in vacuo. The final HCI salt of the corresponding amine was
typically used without further purification.




f 1-(5-Methyl-thiazol-2-yl carbanoyl)-butyll-carbamc
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WQ2a408/0834But oxycar bonyl am no- pent anoi ¢ aci d (1. PCEUB2P(3/004330

10

15

20

25

30

35

2-am no-5-nethyl thiazole (1.0 eqg.), HOBt (1.05 eq.),
EDC . HC (1.2 eq.) and a triethylamne (4 eq.) in 5
met hyl ene chloride was stirred3at room tenperature
overni ght. The m xture was quenched with water and
extracted wth nethyl ene chloride. The organic |ayer
was washed with diluted HC, separated, dried over
sodiumsul fate and filtered. Hbeeraighdent was renoved

atj1 {066 A%hiafl-L 584 EmbyvD-tRfehdemp eid di butVeder314. 3, 1H

ZII\.I N§4§ E:\AS %LY;U?A fpg-%(%b}%??a]ﬁ@n%?%lné%%ﬁ%ﬁm? é%d §13(f %c’“?.?gi%:g.rhino-&meth.yl
ppinazok0 (TThed ). oHPBW( 1Y emphpdithd41Ghdf.@ qor)eqair @dridiylamine (4 eq.) in

gﬁt&gfe;ntei%gﬁh&ma@smd th Aor@SEELBRAVeARRY.E ThO Mixture was quenched

A ) , . I

{ Piavatef apq iectsr Wity MPtWIRPSGITINS. T APHIBYA PepYpsep wih diuted
arHid,ndeparatet (drieé overBodiyrh selfdteand filthled =IHOselvent was removed at reduced
[ 1-{.5- | =1 hi = ogr o I j
aér%sé%rgﬁgfbgﬁ@él arbloB AR 1=t CAASTSOR) ¥ 11 £ AR S1(en 1),
[ Z3&31). BoHEY BY). 184820 (1 2242 036y PRt yI | - car bani
? aci d Tmerfbllot&lmb)donﬁsdrgﬂ‘s ,werder%ﬁﬁ@& .blﬂimet?]ods an?Iogouslto thaé described

- [ 5-( 55 -1, 5-di net hyl - hexyl ) -t hi azol - 2-yl car ba
m])afl’%\fr)e éﬁ?rg/ﬁrggﬁ)ﬁuam c acid tert- butyl ester, Mtl=
442. 5; {p€p-(1-Ethyl-propyl)-thiazol-2-ylcarbamoyl]-butyl}-carbamic acid tert-butyl ester,
{1-[ 5- (MriMBEOMXY- 1, 5- di net hyl - hexyl ) - t hi azol - 2-yl car ba
AN NIRRT CIR S S A SN I LAY o
[ MY1a3€-Bi met hyl - t hi azol - 2-yl car banoyl ) - butyl ] - car bam
¢ aci d &k b-OpHLMI-t1RSbRS-yicarhiidsyB BBty carbamic acid te_rtabutyl ester,

|

[2- (1'[hi azol - 2-yl'car banoyl ) - butyl | -Ccarbam c ac

t MEITBRY1 ester; MH1=300.3; 25

2- ( 2- t €145 BMatxoxg-aSatimgthymexyl)-tiisdol2-ylcaama))-batytcarbbmioracid tert-
o] - Ll A -5-carboxylic acid ethyl ester,

o

{ 1- [ 5- (BIavEMRSIaNY-1 Sstiraethd i) -thiesey 2-yicerhrragytethy - ypridais cid tert-
myity] estsrOpyis41ear bami c acid tent-butyl ester, Mrl=

(1o o | UgpDimotnythiszol2-yicarbamo buticerbamic Adid fortbuty| ester

adid=B2%4: - butyl ester, Mrl= 30 314.2;

[1-( _5sz [tSQﬂtﬁi%}‘%yllt:&bél?&vlybaty}l\ﬂﬁr@grggrégi}d tre-tityP Bater] Me 3088

C acCl rt- S [, = Oy . .

1205 g G S s e BRI At gremety Riggge s carboxyiic

a@cd ethetastan y=4263%.er, M-1=378. 1, 380.0; 35

{1-[5- (& CMé'ﬁWc4;5_5ﬁrﬁétﬂ§%%):trh%)dz-%/lbérbérﬁ@ﬁlp'ro%' L 485rh@ acid
[1- By nearh dtt-blt,K/%/-lz

i G b ARG mer | 52003/ 004330 ea

[1-(5-1sopropyl-thiazol-2-ylcarbamoyl)-ethyll-carbamic acid tert-butyl ester, M+1=

314.2;

[1-(5-Isopropyl-thiazol-2-ylcarbamoyl)-propyi]-carbamic acid tert-butyl ester,
M+1=328.3;

[1-(5-Bromo-thiazol-2-ylcarbamoyl)-butyl]-carbamic acid tert-butyi ester, M+1=378.1,
380.0;

{1-[5-(5-Hydroxy-1,5-dimethyl-hexyl)-thiazol-2-ylcarbamoyl}-butyl}-carbamic acid fert-
butyl ester, M+1= 428.5;



{1-[5-(1,3,3-Trimethyl -butyl)-thiazol -2-yl carbanoyl ]-b
utyl}-carbamc acid tert-butyl ester, M1=398. 3;

W@ 2004533439 ( 3, 3- Di et hyl - but yl am no) - pr opyl ] - t hPERTB20@3/004330
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| car banmoyl }-butyl)-carbam c acid tert-butyl ester,

M 1=439.6; 51

- (5- Propi onyl - t hi azol - 2- yl car b&foyl ) - but yl ] - car bani ¢

acid tent-butyl ester, M+l =356.4;

{1-[5-(5- Met hoxy-1, 5- di met hyl - hexyl) t hi azol - 2-yl car ba
noyl ] -propyl }-carbamc acid tert-butyl ester, Mil=

428. 3: fof%;@p ,g&aTrrlgtqﬂthLgll) thiazol-2-ylcarbamoyl]-butyl}- -carbamic acid tert-butyl

2- Aﬂbmm+lN=:(9§3tsopropyl -thi azol -2-yl)-propionanmide 4 N

{ 1- 5 éég tq? XA B%et@?gutﬁe%lﬁyapr?ﬂgﬁ %ﬁ%jzo 9 -ylcarbamoyl}-butyl)-carbamic acid

thif%ifztlwyJ oster] Mdrb3dh@y! | - propyl }-carbanic acid
t er t - butiyls-resdieyi-thdzé-20/icafbahdyifbutyPdfbaidid I' T 86ld at te QAN ester,
ng :%?; yre for 20 min. The reaction solution was

ntrated and punped in vacuo 15 to give the title
corrpounéﬂ -[635-MetoxP 8 4dingethyihaxe)-thigoled-yIcarfameoyll-ptopyimtangpmic  acid
CORRQURASstvee1PsRear ed by nethods anal ogous to that
descri bed above for Preparation B: 2-Am no-pentanoic
acid (5-nethyl-thiazol-2-yl)-am de; 2-Am no-pentanoic
acid Preparation B
[ 5-(5- rrethoxyl ' J-thiazol - 2- - am de,
- pr opyl 45\0{-I§;| y1 }ﬁpugme (20 ml)] wasnadded tq\/ﬁjj_[_gg gethoxy-1,5-dimethyi-hexyl)-
2- ANEzBIR-Yrtrfam ol -prop)yarttmiyy bid tén-Ba@ | estr ¥3.6 -0 BB IAINaBE stirred at
2 %I):%g'n ter%RErFlgre fgr p0r n(_}léllehS lﬁac 3n s[o}1 ItI%nZ \6/ f]ar]tratelg an? nggﬁd in vacuo
deto giteltetite. cempoynd 4B g logq&e)@s anyeliiow cci d
[ 5- (1- etrthyfotidWiPobmpoliits 3R prépayad byafmztﬁ’&!s aViidgodd & tRat déstribed

Aggve?orlg-re[paraglon Et hyI propyl )-thiazol -2-yl]-propi onam

2 Ani no2nfirp-gebtambiaatid (G-opihyhthiddoi-2gipbmBley| | - but yr am

i de; - -2-yll-ami
- AN noZIG_ r150 pzentanmc acc:)lgj()[/5 (]E_> metraoxy 1 hleetRyl hexyl) thl 01’7122 %/)la aral_de,
yl MHTdBThani de, Mr1=314.3; 2- Am no- pent an0| c acid

(4, 5- di pRiniyd-penkenaiz atid B propgroutig);thibdiol-232-8male, M+1=298.4;
gbAm N0» DG ARHY.- A -2 Aot h-AE 230 YL §EHR, MWLE290- 2;

2- ( 2- ArPeIsONA-(HRieRYHRY Mibipzq-L1ykerapieaernige M HiFaZbt e- 5-
car boxy bipgnicpehtaRbio Btid @St &hyl-propi)-tNYR(-EDR SF)de OM+1=270.3;
11 8%? %gﬂmo -N-15- 1rgthyll_|2>r’opy%)-tgl Egl 3-'9'?] propnonar‘udéSH)

2- Ami no2Rnfi-N-E-(teathvbrippyd)- Biagil-geilaylyramidey | ) - t hi azol - 2-
yl']-but Y—rAﬂrmdie-[MS]m@tR&y“ﬁ dlmethyl hexyl) thiazol-2-yl]-propionamide, M+1=314.3;

2- Am no; N gno pen?arr)xox de (zfg] dlmet%yl-t%agol E-yﬁ R (JeOIUH‘Tn 295 3;

Mr1=21423M
2- Ami no2N(it-pentzpiopyill thidzblegzykbmide, M41=R0Yr ani de, Ml

=228. 2; 230 rﬁ@u%ﬁﬁﬁm) quu&oﬁ'\“é{ﬂl-thlazole 5-carboxylic acid ethyl ester, 1H

(5 | ?%,qgosrggﬁ/ql %??g' cjfglg)cflaom ?H) 20(91 2H)lv1|+§'8(t 3H), 1.07(t,3H) ppm;
[ 5 ( 5- hg-dwrinoyN-15-G-rake thaad/ \B-dichekyh gyl Rihiazob R-y IR byt rhmeigiMie =328.4;

W 15328 oo, AT BT LB AOA T

2-Amino-N-(5-isopropyl-thiazol-2-yl)-butyramide, M+1=228.2;

2-Amino-pentanoic acid (5-isopropyl-thiazol-2-yl)-amide, M+1=242.3;
2-Amino-pentanoic acid [5-(5-hydroxy-1,5-dimethyl-hexyl)-thiazol-2-yl]-amide,
M+1=328.5;
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2-[2-(3,5-Di fluoro-phenyl)-acetyl am no] - pentanoi c acid

(271 mg, 1 5 nmmol ), 5-acetyl-2-am no- thiazole (223

mg, | mmol), HOBt (165 ng, 1.263mol), EDC. HCl (290

ng, 1.5 mmol), and triethylamne (0.6 m) in methyl ene

chloride (20 mM) was stirred at roomtenperature

overni ght. The m xture was quenched with water,

extracted wwth nethylene chloride. The organic |ayer

was washed with diluted HCl gxggpaiated, dried and

concenty gt £d. e rg,l du was pur i fied h Sh| adzu HPL

to pro OLO-[) [poLpentanoie QciC 'E ol-2-l-amlde

LC M5, ARMIZUE ofi n2- [Z\Asﬁﬂm@r@pheﬁmamty@nﬁno] pentanmc aCld (271 mg, 1

2- rBr?a%lé ?,ya'éet%;f -hHRb OthBQ&é‘Yizb rgg?qt Mn'nél‘j” r%’ét (H’@J‘EQ”PQ GarfsH), EDC. Hl
SJP0 Pt S ST ekt PSR 58 AR TRy ephaoBieaeg miaps stired o

g rocm, t@Bperatote) ovamightni Thelrreixtuef wabiEqueéhet] Yittndgiter, extracted with

t %é{%e (calgncfg ) Tﬁ@&g’gﬂ%j %gerzwew \ﬁgsggc?’ whtl] dﬁ@éc#lﬁ&e ié%aram,d dried and

2 qozce(’@atsd d fﬁ rERIPUS- vmﬁéwyfreﬂ bacsétngﬁdawﬁﬂb}a pevidesthefitte aegipgund as a
makelion oilelst-m1s, R? 230Hin gvi+1£408.3.nmol ) was added and t he
resulting mxture was heated at reflux overnight. The

m xture was quenched with Rochelle salt and extracted

with ethyl acetate. 20 The bramppg2 | ayer was washed

W th watjers s5-gifisto@Hediacetdbin®8l pehepait 2abad , (5Hck§O1-ABMyI-thiazol-2-

centrated to give 2.48 g of the title conpound as
aﬁﬁora&nge solid. The solid was purified by silica gel

col unm Telarsoiviornefi Seasiey- 2raining-4id6ti tHiszlel (2.1 910 meltd2yhreolkin a mixiure
Rk PHiE 00 rAFarfd tUI@Qﬂe &9 ml)glllééeadﬁébez M AlE, lﬁ mﬂy 'Z‘fjmfifm thmol) at room

y L oe%t&rgljéré %tgrcapn 21_01 hr6 %EI({?{ ii Qjﬂuc])'re pjjer(ya afﬁylarnm] pentanoic acid
4 nGB{yhpstéd)(2.080 651 WbgmaHvas 2dded (emd 3d) resiitting Ofisturdas hedted at reflux
o%grﬁ gﬂ\tl H)h’e n]nxtgr%( v%s' (Ia_lpencrged %&rﬂc%hgll’e sgalt%%& text?al_&edgpm ethyl acetate.

2 TP? YR I8y 73 WaS varbet Jwithh Welgr. y fibiipdn BFL psine.a Aenacetedt diied and
( mohicentmtéd folyive@z20i8-Fonthg titRBoPount eB’lahtdddirge @blid. The solid was purified

( %g%hué%iegl_%glg%q cﬂ%a Lf)’gé%fﬁ'){ﬂ%ﬁ h¥°|/o melflrg ln?nrgthr}f)e)ne ond% as eluent to

2 giyAithediie prapRNd asao/amoﬂ@hywso@ B@6niy, M =10.3mbl VIR (CDCl3)
HQE 86(R, 214 8.78¢m, Pr)B6.10@MeH M), E el 3. éé(ABélﬁH)gz GZ(s 8H), 2.50(s,3H),

rnr‘le]?f?g/l’e e%%(h]l’ﬁ_bih %‘QT&%&@%% p%’[ﬁl?rgd gImr oom

tenperature overnight. The m xture was quenched with

water, extracted with nethyl engaghbgride. The organic

| ayer , separat ed, drled

and co ‘ i 2 : 8 '

gel colAummtu.% otl‘ﬁ‘Sh%(ZHgld@phy Bwnetlg/l-ﬁﬂz@nylammamﬂntanmc aCId (1.09 g,
Ay,

mgtA Anr%&? 23£}Jm96 'th%‘azo@%c%déﬁi@ﬁwte ol%lbéé% %\g‘? 2%#8515 % 48763 9. 5.65

P@%pq? gg%%?ﬁ@bﬂ% g, 7. %%mn‘egaqﬁgﬁr@ﬂmamme (2.7 ml, 18.84 mmol) in methylene

chioride (50 ml) was stirred at room temperature overnight. The mixture was quenched with

water, extracted with methylene chloride. The organic layer was washed with diluted HC!,
separated, dried and concentrated. The residue was purified by silica gel column
chromatography using 2% methano! in methylene chloride as eluent to give the title
compound (505 mg) as a yellow solid.
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2- (2- Hydr oxy- 2- phenyl-acetylan1no) pent anoi ¢ aci d
(5-trifluoroacetyl- 5 thiazol-2-yl)-amde (43 ng) in

nmet hanol (2 nm) was added sodlﬁh1borohydr|de (43 ny)

at roomtenperature and stirred for 10 min. The

m xture was quenched with water, concentrated to a

smal | volunme and extracted with nethrlene chl ori de.

The organic | ayer was separ ateg ed, filtered, and
concentz-@tiedroxe2ghateyl-hdee/ldniid) Seamdro Undid ( 4-@E)2-tiiofd 1 -hydroxy-

Wae%h nRLIAb8H Ry HPLC to give a white solid (18 ng) as
i soners. 10 Exanple 5

5. [ 2- ( Fo5 wldtiowof D haimy-p-rhemi-gbeivkmiod)-ppeptanaiic (sadiudroacetyl
[ 4h|€ﬂ b—){/l 25110(31(4@%5’H RIS (EhYhds bd¥edZ2BkiarR t%th@rme (43 mg) at

rf‘ﬁ“ (tﬁmger E‘i”fel 38‘? SUEREAY YO BBt yI TR MBUrS A6 aftsehedc i water,
( Bonentrgted th-a shiall veitiing brd dmtraztedi with ybthylema dheridel OtherBganic layer was

0. s%ﬂar%@l ()rred nf'thFeGPé(r]ld @tmc&ﬁrafe% G g'ive)t e ﬁt%deolrlrmound f47 r?%? which was

cyano acetic ac
pj”'f'egg’ P:{rpé‘?:%'i’%? whi eﬁggd #§yn9) agg ﬁ%}r"% aiwe isamais

sulfate (100 ng) in d| chl or oet hane was heated at 45C

in an oil bath overnight. Egaengﬁture was quenched
Wi th vvater anofl extract ed tvvl yI ene chI or| de The

or gani &1 R gl-per : :
glemiﬂh&otzt/ﬂ @me@rrpound (217 ng) as 20 an 0|I The oi |

o Al TR R —
MmMetbthiazghd-yinRnideDMERY 089, d)% Fnrien), 1kfpropy. @mfney 105, mi), sodium
c?gr{oﬁbrglwdndes(ﬁ)a(ljﬁ%31 4o H)mol)4 a§§knécad 1 nﬁ‘) ggc(lm ]acgaate (100 mag),

aﬂgw rﬁo% suEaztg Qj) @gf in @crﬁg?et @ﬁ)was@egwtatﬁqp ﬁbﬁ‘i‘ oil bath

TI@Eef‘fNOWl awe ngtw@wp@mmemte watee pad edrattyd Wit fetflgene chioride. The

) a'%?daﬁig%r Jvé)s §e|B§rratege Feﬁ'aﬁ? gonc%ﬁtr%&)ot vf Qﬁe tﬁ?é%%})gun% (217 mg) as

L | uor o- acet pent ano

[ 8 ei Tiﬁﬂlwagﬁwflﬁg bé?MWﬁ(}ZUA:IPLQép pigd tnqnptlp compound as a white solid (45
arg).- 2&;(;‘/Msram te; mm M-1=451, '"H NMR (DMSO-d6) d 8.5 (m,1H), 7.07(m,1H),
28[93 i ?\1)55@'7 ﬁ&%nﬂ W4 @z:‘(nr?.t#l AR RGN 2984S 20, 2.16(5,3H),
o 5 oot ot o,

2-12-( 3h5f@b\ﬁnh§}“@6lﬁpdﬂﬁ3§‘%ae Sesdryd 8 m%u@%ﬁm@gwé %o el Bescribed
[gb(gq}%e%)exfl plggl perl di ne-1- carbonyl)

2-[2-(%; [%(lﬁ PFlwwhmeﬁwtx)laralodtpphtammo]acwenﬁaﬁd)wlmmcdethyl) 4-
{&e[h;rtﬁ@zdmtyh@xﬁ@eet hyl am no)- ethyl]-4-nethyl-th

| -
S Gt P B AR ot el e
[ﬂﬂmlthlwbl-%yl](almcﬂwr rolidin-1-yl-

ethyl) o é13a§|9|ﬂo?- theny ik t : -
k l lfjo?g rglfv1eny anélgoe] p)? grr]r(l)lcno]amr()jenl[4apr)1h(§3|n¥:l SRipgidine-1

{%£ Eﬁ(r@ﬂaww Y5RE® di n-4- yl am
I No) - me{hpl g Ditlinraaicdny P egdtyansindldentavifit 26045-DI3@4Shoxy-ethylamino)-
PCHh{i-BAREFLA94230n-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyi-5-(1-pyrrolidin-1-yl-
ethyl)-thiazol-2-yl]-amide;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  {5-[(1-benzyl-piperidin-4-
ylamino)-methyl]-thiazol-2-yl}-amide;



-67 2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pent anoi c
acid [4-nmethyl-5-(1 -nmethylam no- ethyl)-th

w0 200a/03R3y | ] - am i de; PCT/IB2003/004330
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2-[2-(3,5-Di fluoro-phenyl)-acetyl am no] - pentanoi c acid
[5-(1-ethylam no-ethyl)-4- m

et hyl -t hi azol -2-ylj-am de; 5 67

2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pent anoi ¢ aci d

[5-(1-i sopropyl am no-et hyl)-4- nethyl-thiazol-2-yl]-am

I de; é é - Di f | uor o- phenyl ) - acet yl am no] - pent anoi c

aci d { [?-1 ?@lfW@rF@QW éitcﬁtﬁyllaﬁ'l'ﬁo Qﬁn_tanow acnd [4-methyl-5-(1-methylamino-

e dﬁ)Ml]thn&ommwﬂnrdbhl azol - 2-yl }- am i de;

‘[2 [2- [?(gb]pf}ﬂjgrroophﬁgf)ne}él t&la%ﬁ"l% %1 aWorlgo] a8 nt@QP et%yla n -ethyl)-4-

et )7 Imaﬁp'a?zﬂl-anzd%ll ] - ami de;

{2 [2-(3 @sfdmawoqme;{n,ﬁn?ebt)ﬁaﬁmpwén@ambﬁoelado?an<t1aera)e.tosylaﬁinstethyx) -4-
nme

i qeyiwaﬁdf %}”g@% hyl ]-t hi azol - 2-yl } - ani de;

2- [ 2- ( 2-B-(BbDifluorophphérgblylaminel-yantamoia odcit ¢hiTaRdyroxedtityiamino)-

(Ssvhhaiihy Rz Byapiagt 1) - am no] - et hyl }-th

2 [ 2 ( § [é (#ﬂ'fUBrPd’“EWQrﬂ?Ft)"a@@@l RANEARPIA Ficich Bripatiw B 1-Bemgolin-4-yi-
{ StyD-t(idoB2-gi-amigehy| - but yl am

'”0) et l(%lB?)llfﬂan?‘uleH@mc IQJmng %n}anﬂ@ 484 {4-methyl-5.{1-{4-methyl-

ace am no] - pent
[ S"F’(elazlnshﬂlﬁtwﬂdh*?% 'é"l}ﬂy‘
met hyl Z-[bJ(:az-Dlufruam)dh]anmecéiﬂamlno] -pentanoic acid  (5-{[ethyl-(2-hydroxy-ethyl)-

f["%“ﬁﬁf ?W'g‘ f%g%ﬁ%er{}ﬁgyl) acetyl am no] - pentanoi ¢ acid

but yl arﬁr[ﬁ@ 5@lfN9I10]ph§Wl)zﬁzetvlalzmyl-r}enmlde acid  {5-1-(3,3-dimethyl-

(ZB&J%G%%WH%WHH’@@M )}amtyl ami noj - pent anoi ¢ aci d
nor

O o PPl ey SHREER T pet kg4

{ Srdtiiybiriagbl-2elaptideam i no) - m et hyl ] - thi azol - 2-yi }-am

i de; 2%, 2 (3 5- D|ﬂuoro phenyl) acet Iamlno pentanpic acid  {4-methyl- 5&1 83 methyl-
uoro % ace y am nO pent anol C a

(AP agy st
nmet hyl |2-[24@, aDolerd-pykry)aketdeninol- -pentanoic  acid  (5-morphoiin-4-yimethyl-

ﬂl;‘gm& lgamdfaj uor o- phenyl ) - acetyl anmi noj - pent anoi ¢ acid
VAR Nonet hyl -t hi azol - 2- yl)-am de;

2 [ 2- (3 [%iﬁﬂflu%@hﬁwér@yﬂy'ara@eﬂgﬁn ingpic ﬁ»%iﬁhh@ﬂr@ihw -aggiatmethyl]-
( BnigkonBipymiaei nomet hyl - 30 thi azol -2-yl)-am de; _

[2_5! (2i g% p[é (()3D$ F)lﬂng%ohrgrrgﬁ%?t}lamin p}én%%nmgo;?({) de nt @ﬂg_é&yep%p%{ammo)_
ZJTEG.EIV(]:B”“@OW ll-ao¥e- phenyl ) - acet yl ani no] - pent anoi ¢ acid

( 5 am 2 ﬁl@ @Elﬂu&hlpﬁ&@‘)'agetWar}]moﬁJ&]Qﬁmc 38id (5-ethylaminomethyi-thiazol-2-

roxy , 3-di met hyl - but yryl am no) - pent anoi ¢ acid
®het hyl - but ylam no)- nethyl]-th
| azol 2=[g/-|(1},5 Biffuefe-phenyl)-acetylaminol-pentanoic  acid  (5-dimethylaminomethyl-

thiazol-2-yl}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(isopropylamino-methyl)-
thiazol-2-yl]-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-aminomethyl-thiazol-2-y)-
amide;

2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid {5-[(3-methyl-butylamino)-
methyi]-thiazol-2-yl}-amide;



WD 2004/ 033439 PCT/ 1 B2003/ 004330 -68
2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi ¢ aci d

W@ 2004033439 di met hyl - butyl am PCT/IB2003/004330
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i no)-nethyl]-thiazol-2-yl}-ami de;

2- (2- Hydr oxy- 3, 3-di net hyl - but y@ﬁyl am no) - pent anoi c aci d

[ 5- (i sobutylamino-m ethyl)- azol -2-yl]-a mde; 5

2- (2- Hydroxy- 3, 3-di nmet hyl - but yryl am no) - pent anoi ¢ aci d

(5 {[net hyI (3- et hyl - butyl) am

in th t hi azol am_de;

2- [2 (32 é/*ﬂdquWS@ﬁ"BﬁM‘}éFWWE’EMP%WG] peAfidnoi c{od3Zdimethyl-
[ Aoungintityd)-nett(yll-thigioRDyiBarhideam

'ZnE et ?LZ)-I-gqu 2§%|dlr%%tx¥1joy§ry ge'len[%g/P enta ”ﬁ aﬁlgn aﬁsobgtylgguna methyl)-
[ Shigzc 'Be’ﬂﬁgﬁlldﬁm no-et hyl)-4- 10

met hyl -3 pLiag Q:ny—@ﬁyd r]1et%m3 rylamino)- Fentanmc acid (5-{[methyl-(3-methyl-butyi)-
-acetyl am no] - pentanoi c acid

2- I

Zé%cg]ﬁﬁ%yglﬂ[izoﬁgy%g ??/I fluoro- ethylam

i no) - ethigk3, 5{D1ﬂuanpajhem,d)ydc]at-yammoﬂpgntanorc acid [4-methyl-5-(1-
25F{hgngt,§,,a$n,qg éthw%@zm%séwdeacet yl am no] - pent anoi ¢ aci d

| am no- et yIP 4- methyl -th
| azol T(? uge- philgyl -acetylamino]- pentanOIc acid [5-(1-benzylamino-ethyl)-4-

2-rh&hy Ihléi:olDt yil-andide)- phenyl ) - acet yl am no] - pent anoi ¢ aci d
{et5h£/|1] (szzgegrﬂ%ﬁ%roﬁih@éﬁh)@%@@hnolapentanmc acid {4-methyl-5-[1-(2,2,2-trifluoro-
2-gilgrinag-ethyi- el BhaRige: ) - acet yl ami no] - pent anoi ¢ aci d
[5 ( 1 -d- ﬁqbawluamm@nﬁ)tdwtlyl)anﬁro] PBreinbBicYhcid [5-(1-dimethylamino-ethyi)-4-

B Puepi ey 7
fl uor o- phenyl ) - acet yl am no] - pent ano
yI am [ r?oDZ (8 51%@940 rhepl)-agetglamio)-pentenoig ndairb [ 5-Pe@thagroxyeethylamino)-

acd ﬂﬁﬁ&lbﬁh-tfﬁa%blei—yl} amide;

[25[ (21( %[gé% g{%oqqgnyi)f%ﬁ&)aac etgeé‘%nf"gglﬁg)g ]e [%8@1 hutylamlno -ethyl)-4-

2-methy-BicgolRd-yllanwde- phenyl ) - acet yl am noj - pent anoi c acid

“[ S- ( 1- @J[&#ga{ﬁl(:f@DﬁIEHX|p)1er¥yh'a§@t9£mmg] “péh mﬂﬁo}-tl‘%ézol 5- glmgthyl)

S I'uor o- nyl’)-acetyl am no] -pentanoi ¢ a

RO pB“éWa&mrﬂ% yéf"ﬁ?ﬁ) th iazol-2-yl]-amide;

2 [2 ( 2-B-(Bpiifuoahphdracbtylamte]-ydnambio O beip € N8-@rsoptopgi@aimtho-ethyt)-
{ 3ri Z’ldéﬁﬂ ?&\emet hyl - butyl am

[ no thi azol - 2-yl } - am de;
2-[ 2- (§- : ﬂ'ﬂuefrowh%@rmtyia@@e}r@ﬁnémplﬁ@Fd Fetiriidireineethy)-thiazol-
{ ®=yijlandide; et hyl - but yl am no) - 30
et hyI 1-4bi Y
2 | 3. 7 O BE BT EREn R s usmionsh o) oot BiPeralemize-oini
[4 !ﬁ@!ﬁyﬂ] amid¢;] - net hyl ami no- ethyl)-th iazol-2-yl]-am
i de; 2- 2L[2 éMm&ofdhw)@capﬁmb]}p@%wl ani mi penk fn@isCdimethyi-
ag) @a %”h'i{fﬂa (2 net hey am no- ethyl)-
g kg2 s
2-[( 2 {22[2{(3_’,?-Pgluéroiblhérhw,)a?dylpm@D}yﬂe)ltaaciet géid r{S5Hb](3-pethilehutylamino)-
Y @iy Aol 2114 Ake;>- y| met hyl ) -
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyl-5-(1-methylamino-
ethyl)-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyi-5-(1-methylamino-
ethyl)-thiazol-2-yl]-amide;
2-[(2-{2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoylamino}-thiazol-5-ylmethyl)-
amino]-pentanoic acid;



am no] - pent anoi ¢ aci d; WO 2004/ 033439
PCT/ | B2003/ 004330 -69

wWQ@2¢02/0883%- Di f | uor o- phenyl ) - acet yl am no] - pent aPCi/tB2a63/@4330

10

15

20

{5-[1 -(2-hydroxy-ethylam no)- ethyl]-th iazo

| -2-yl}-amide;

2-[2-(3, 5-Di fl uoro- phenyl ) - acét%! ani no] - pent anoi ¢ aci d
{5-(1 -phenethyl anmi no-ethyl)- th i azol-2-yi]-amid e;

5 2-[2-(3,5-Di fluoro-phenyl)-acetyl anm no] - pent anoi c

acid [5-(1 -norpholin-4-yl-ethyl)- th i azo |-2-yl

]-am de2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(2-hydroxy-ethylamino)-
2-6[@,1]&@325@9!; bM@eo- phenyl ) - acet yl am no] - pent anoic acid
I{Z-ZE): 221 &%Q? g%ug&y rh[ar?yl)'—adcetylammo?/pen{nnonc acuti %é (]l pF\enethylamlno -ethyl)-
2-thigzq-3-yb-abide! uor o- phenyl ) - acet yl ani no] - pent anoi c acid

{5 [1 (22 [I?Bhﬁ?&ﬁro%h@b@l)@%@@)nlno]l;QantanOIc acid  [5-(1-morpholin-4-yl-ethyl)-

| azol - 2-yl }
2- t[“% ‘% ZY$3He] yor o- phenyl ) acet yl ami no] - pent anoi ¢ aci d
[5-( 1-2-RdbeDjfluamiphenydtdeytylpamibol-panenhicy lacktih {5-[1a{d ebenzyl-pyrrolidin-3-

I
yﬁ]}‘u&c}% @y@hlﬁzgl 2ey|} anP1'en | )-acetyl am no] - pent anoi ¢ aci d
5-(1- |?S[gﬁﬁfsxﬂﬁyﬁqomf,\g@ﬂ)mgpg/l_aquno}-@nfﬂqiplgtqqld {5-[1-(2-methoxy-ethylamino)-
ﬁtl@l]-tlﬁaabl 3-ypainde; 15

[
i
2-12-( f 0 e
(5 ( 32@ é?‘sldgfrﬂrj]&ro M%f%ﬂa?ﬁ\% %e!zno mg 13??’ g> rﬁ‘}%b&yl%lng ethyl)-4-
2-pethyl 31'330|E§ fllamges- phenyl ) - acet yl ami no] - pent anoi ¢ aci d
{5-[1- (23[233 Qimﬁbﬂ&ydhen)h)%}ﬂylamno] -pentanoic acid [5-(1-isobutylamino-ethyl)-4-
mo% l-- i f;,:oro ethyl]-thiazol -2-yl}-am de; The
f JFIO RGO AHEBURGs |isted in Table 1-3 bel ow were
pr epar ezal[Zd@@@tfupnghewl) fetymeinabeintannial ogods {%(1tphapglemino-ethyl)-
dQﬁlgfdl ggﬁtam@ve WO 2004/ 033439 PCT/ | B2003/ 004330 - 70

["ow n es described in Tables 1-3 belo
vver e syzn[lzﬁég %zf@aforfyhew@f%fd@mmah%n@gelas t 08%hose 1 [1-(3,3-dimethy-
d esigytantive-22iveiioroFethyehidzol-B-yjiatideF N NIS 7 R O N R6

Exanpl 611164'5 ﬁgmg%%ﬁﬁdswﬂ% in(1Mbf) 1-6Meldw wlrdVBreb & taccording to

Ph 365
methods analogous to those described above.



7 n-Pr H COOEt 439.5 440.2 8 n-Pr S(02)-p-Ph-N02 H
538.6 539.2 9 n-Pr S(02)-p-Ph-NHOH H 524.6 525.3 10

WO 2098/08482) - p- Ph- NH2 H 545 509.3 11 Et 2- (5- BPET/iB20080004330
H 500.4 502.2 12 n-Pr S(02)-p-Ph- NHCH2Ph H 598. 7
599.4 13 n-Pr M H 367.4 368.2 14 n-Pr Me Me 381.4
382.3 15 n-Pr NO2 H 398.4 3999 16 n-Pr H H 353.4
354.3 n-Pr d H 387.8 388.2 n-Pr H M 367.4 368.3
n-Pr HCH20O00H 41.1.4 412.3 n-Pr NH2 H 368.4 369. 2
n-Pr S(02)-p-Ph-C H 528.0 528.3 22 n-Pr .
C( Me) ( )f@lgcnmg)(arpplqucfsglbggm 'ﬂable@ d)\(}ek)eloz\gwgta synthesized by methods
OphiogrBtythodd dbedtined 488e3 24 Et SMe H 385.5 386.3 25
Et i-Pr H381.4 382.5 26 n-Pr CON(Et) 494.6
495.5 (n-Bu) WO 2004/ 033439 P 003/ 004330 -71 27
n-Pr H CH2CONHCH2Ph 500.% 501.4 28 n-Pr Br H 432.3
432.2, 434.2 29 Et Ph 491.6 214.2 30 Et C(=O M H
381.4 382.5 31 Et H HElo 4382 5 439.3 32 Et

CH(Me) (Et) H 395.5 3%. -PrIH OQHCH2-  464. 5

465. 4 cycl opropyl 34 Et N2 ( 3gb 454. 4

35 Et p-Ph-F H 433.5 433.5 36 n-Prgi - 395.5 396.4
RG

37 n-Pr COCEt CH2CEt 483.5 484.2

5

Example |R® R’ R°® ‘MW Mass Mass
(M+1) (M-1)

Me COOEt Ph 365.4 474.3

n-Pr H COOEt | 439.5 440.2

npr S(O,)-p-Ph-NO; H 5386 | 539.2

9 npr S(O5)-p-Ph-NHOH H 5046 | 5253

10 n-Pr S(02)-p-Ph-NH; H 545 509.3

11 Et 2-(5-Br-thieno) H 500.4 502.2

12 n-Pr S(0,)-p-Ph-NHCH,Ph H 598.7 5004

13 n-Pr Me H 367.4 368.2

14 n-Pr Me Me 381.4 382.3

15 n-Pr NO, H 398.4 399.3

16 n-Pr H H 3563.4 354.3

' n-Pr Ci H 387.8 388.2

n-Pr H Me 367.4 368.3

n-Pr H .| CH,COOH 411.4 412.3

n-Pr NH, H 368.4 369.2

nbr S(05)-p-Ph-Cl H 5280 | 528.3

22 n-Pr C(Me)(CH,):C(Me,) H 4816 | 4824

(OMe)

23 Et Cyclopentyl H 407.5 408.3

24 Et SMe H 385.5 386.3

25 Et i-Pr H 381.4 382.5

26 n-Pr H CH,CON(EY) 4946 | 4955

(n-Bu)




38 n-Pr
459.5 40 n-Pr

CONH2 H 396.4 397.5 39 n-Pr
=ON-p-Ph-CI H 521 521.6 41 n-Pr

o

WERIOOEESBY 42 Et H CH(=NOWe) (CO 468.5 469. 4

n- Pr

COOMVe H 411.4 412.3 44 n-Pr

NMePh H 458.5

H

OBEPQT/1BR803/004330

COVe H 395.4 396.3

45 n-Pr CH(Me) [ CH2CH2CH2C H 511.6 512.6 Me2(OMe)] 46
Et CH(Me) (CH2CH2CH= H 449.6 450-4 CMe2) 47 n-Bu i-Pr
H 48 Me CH(Me)[ CH2CH2CH2C H 453.6 454.4 Me2(OH)] 49
Me CH(Me) [ CH2CH2CH2C H 467.6 468.4 Me2(OWe)] 50 n-Pr
CH(Me) (CHP2CMe3) H 451 6 452 .4 51 n-Pr

(OH) H

21111 5 4893 5P Et QR Me) [ CH2 GBS DECHPAg ] 500.a87 591.4
ERIPro3 M- P Ol ) 2( OF) W 439. 5 440, 34359 Bl4323,
CH( Ve) | CH2CH2QH2C H 481.6 4822 VIO 2004/ 033439 |, ")
PCT/ | B2003/ 004330 -72- Me2(OWe)] 55 Me
20H(Me) (EHoC2GH= H 43D, 5 436.3 CMVeZjh 56 nadre | 214.2
) B om | ey o oI el h aed o ch o8l b 9825
3CH(Et) éHZCHI\/EQ) H 4*51 6 452. 2 CHBRONEEY CHERRS ( (H4pO-Bl
3897.5 388. 3 Bchl?(Mé"y(E Ve 9. 45410. 3025 N-[Hgs 5
CEHMANRY A NH- - B I\/b /IBRJ:JIB7 62 n. Pr
3TH(Me) (R n-Prl) Ve 45206 453, 4 CHBRONHRH- gy 4p#-857 4654
382.0 cyclopropyl
34 Et H C(Me),(COOEt) | 453.5 | 454.4
35 Et p-Ph-F H 433.5 433.5
36 n-Pr i-Pr H 395.5 396.4
37 n-Pr COOEt CH,OEt | 483.5 484.2
38 n-Pr CONH, H 396.4 3975
39 n-Pr NMePh H 458.5 459.5
40 n-Pr C(=O)N-p-Ph-Cl H 521 521.6
41 n-Pr H CH,COOEt
42 Et H CH(=NOMe)(CO | 468.5 469.4
OEt)
43 n-Pr COOMe H 411.4 412.3
44 n-Pr COMe H 3954 396.3
45 n-Pr CH(Me)[CH,CH,CH,C H 511.6 512.6
Me,(OMe)]
46 Et CH(Me)(CH,CH,CH= H 4496 | 4504
CMey)
47 n-Bu i-Pr H
48 Me CH(Me)[CH,CH,CH,C H 4536 | 454.4
Me(OH)] "
49 Me CH(Me)[CH,CH,CH,C H 467.6 468.4
Mex(OMe)]
50 n-Pr CH(Me)(CH,CMe) H 4516 | 4524
51 n-Pr CMe,(OH) H 411.5 412.3
52 Et CH(Me)[CH,CH,CH,C H 481.2 482.2
Me,(OMe)]
53 n-Pr C(Et),(OH) H 4395 | 440.3
54 Et CH(Me)[CH,CH,CH,C H 481.6 482.2




65 n-Pr
67 n-Pr

CHO H 381.4 382.0 66 n-Pr
H 485.6 485.9 68 n-Pr

(R) - CHEOETE 203004330

CH2 SCH2 COOEt
WO S)04/@s¥bk) (OH) Me 411.5 412.1 69 n-Pr

SEt H 413.5 414.9

Me 411.5 412.1 70 n-Pr C(Et)(=CHMB) H 421.5 422.2 71
n-Pr CH(Me) (NH Me 468.6 467.3 CH2CH2OWE) 72 n-Pr

C(Me) (=CHVE) H 435.5 436.3 73%n-Pr C(CH2CHMe2) ( =CH2)
H 435.5 436.3 74 n-Pr CH(Me) (NHMe) Me 424.5 423.5 75
n-Pr CH(Me) (NHEt) Me 438.5 437.5 76 n-Pr

CH(Me) (NH-i-Pr) Me 452 6 451

17 n-Pr

CH( Me) (NHCH2CHRWBYOMR) 454. 5 453.4 78 Me QHEt2 H 395.5

5890. 3 - Fr {\l(eg%&&%ﬁﬂﬂ) H 4p4.5 49354 |A36.3

n- Pr C(Me) [ NH( 5/9 3] Me 494.7 495.5 81 n-Pr

C( Me) ( NHCH2CHMe 466.6 465.3 82 n-Pr

ST V) [ INAFTH2) 2(BNBE)(NMNBLE0. 2 1481, 5 183 n- frasToioQHsa2

S e iy DT sy o aha 2 ok B ool e o LA s

5309.2 |&P'n- Pr| €HPNivE2 H 410.5 411. 31 WO 200416334883

oA N T AN il

5 ) (oG DA 814 6 5154 91 n-p] 275 | 3963

SCH( Me) ( NHIcHZPh) COte500. 6 501 5 92 madr CQMpokb 9408

634 n- pr "Gy Me) ey 495 6 497 6 NES BN T Y5

6B- Pr  ClHNAS) ( CHRCHMEMNH-BB3. 6 |465. 5 MMe2)| 4526 [ 453.4

64 n-Pr Et H 381.5 382.0

65 n-Pr CHO H 381.4 382.0

66 n-Pr SEt H 413.5 414.9

67 n-Pr CH,SCH,COOEt H 485.6 485.9

68 n-Pr (S)-CH(Me)(OH) Me 411.5 412.1

69 n-Pr (R)-CH(Me)(OH) Me 4115 | 4121

70 n-Pr C(Et)(=CHMe) H 4215 | 422.2
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triple bonds, -Cl-C6 hydt2oxyal kyl, -(C6-Cl4) aryl oxy,
-(5-14 nmenbered) heteroaryl oxy, -(C6-Cl4) aryl, -(5-15
WO 2004/ 033439 PCT/ 1 B2003/ 004330 -94 nenber ed)
heteroaryl, and -C1-C6 alkyl independently optionall

232 contjajning fromone to three \double oﬁoe.ﬁi pl edticids
and || pdependen®l y Slébst tu th fromone tqg six
at ons/ ™ t elected fromF, O, Br, jand I|;
R2 ils sglectéd fro , -Cl1-C4 al kyl optionallly
contfai ni ng e or tmo doubl e or triple| 5 bonds,
-C(H0 (C1- al kyl), -C6-Cl10 aryl, -SCR-(C6-Cl0 aryl),
and |- SO2-CH2- (C6-C10 aryl) and R2 is|option L1y

233 substjtuted with frompne tp three subg#sfuent&5Falb;
%i@kﬁ&tﬁgﬁiro yl, -C2-Cp al kenyll,
- C2-|Ce=al Kyt Gz gr o- C4 al kyl ene) - (C3-C6

cyclloal ky?), and -(*Czero C4 al kyl ene) - ( C3- C6
cycl|oal kenyl)), wherein said al kyl, alkenyl ard
al kyinyl are each optionally substitutefd with 3

234 subgtituent selected from-CH, Cl1-C4 [107.al koXses.sand
-S- yl)(;) R4 is |H D, JEO or C1{C4 al kyl; or R3
and “@: Raet her ' I forma ¢ycl oprapyl,

cycl on yl cycl open , cycl ohexyl, porpholijno,

pi pgfi di n8 per hydr o- 2H pyran noi ety, wheregin saild
rmietyforrre by R3 and R4 is optionally subgtituted
with one to three substituents |ndependently del ected

~

15 from-OH, -d, -F, -CN, -CF3, nethyl, ethyl,

nmet hoxy, ethoxy, allyl, and -OCF3; R5 is selected from
-H, -Cl1-C6 al kyl optionally substituted with from one
to three Rla, and -C6-Cl0 aryl optionally substituted
with fromone to three R a; or RS and Rl may toget her
optionally forma five to fourteen nenbered heteroaryl
ring or a five to eight nenbered heterocycl oal kyl
ring, wherein said heteroaryl ring optionally 20
contains one or two further heteroatons independently
selected fromN, 0, and S, and sai d heterocycl oal kyl
ring optionally contains one or two further

het er oat ons i ndependently selected fromNR9, 0, and
S(O) Zero-2, and wherein said heterocycloal kyl ring
optionally contains fromone to three doubl e bonds,
and wherein said heteroaryl or heterocycl oal kyl ring
is optionally substituted fromone to three
substituents Rlb; 25 R6 is selected from-H, -Cl1-C20
alkyl, -d, -F, -Br, -1, -CN, -CF3, -C(=0O R11,

-C(=0) OR12, -S(O nNROR10, -S(O nR1l1l, -C(=NR9)R15,
-(C3-C12) cycloal kyl, -(C4-C12) cycloal kenyl, and
-C6-Cl0 aryl, wherein said al kyl, alkyl ene,

cycl oal kyl, cycl oal kenyl, and aryl of R6 are each
optionally substituted with fromone to three
substituents Rib; R7 is selected fromH -d, -F, -Br,
-1, -CN, -NO2, -NR14R15, -CF3, -C(=0 NR14R15,



30 -C(=O R13 -S(OnNR13 -C(=0) OR 13, -C(=NR9)R15
-S(OnNNR 14 R 15, -C1-C20 al kyl, -Ci1-C20 , al koxy,
WO (@04es8 al kyl ene) - (C3-C12 cycl oal kyl ), - ( C7TRCTDIE2403/004330
al kyl'ene) - ((C4- C12) cycl oal kenyl ), -(Czero 4
al kyl ene) - ((C5-C20) bi - or tricycloal kyl), -(CZeroC4
al kyl ene) - ((C7-C20) bi - or tridycloal kenyl), -(Czero
C4 al kyl ene) - ((3-12 nmenbered) heterocycl oal kyl ),
-(Czero4 al kyl ene)- ((7-20 nenbered) heterobi- or
heterotricycl oal kyl), -(CzeroC4
al Mheblselpinted@s- C14) aryl ), and 35 - (CZer oC4
al kyl ene) - ( ( 2-cbmpb®ialerahulahet eroaryl ); wherein R7 is
optionally substituted with from,one to three
substituents independentlyr3el e@ﬂlﬁd fromRL a,
- (CH2) 1- 10NROR10, -C3-Cl12 ys'ﬁoa kyl ,g-((4-A2
menber ed) het erocy 1034—9\)&]% ‘ R - ((5-15
menber ed) heteroaryl) 0044103343
PCT/ | B2003/ 004330 - 95 -(4%212 R
het erocycl oal koxy), -(C6-Cl2) aryloxy and -((5-12
menber ed) heteroaryl oxy); said cycl oal kyl, |
cycl oal kenyl, bi- or tricycloal kyl, bi- or
tricycl 8&a# R'Pfﬁ'i?ﬁce“t'q'?@t coRIge %?éil”k%FFOf aryl, and
shetwpeemar yl of R7 are each optionally and i ndependently

S R L Ll

frofi@ne 5 to flve doubl e or tri pI e bonds; and each
hydr ogevhalemnz af -, 0 -8HIOH)-, -@HMO)F&E -@Hmﬁgﬁi‘?@ OEH(CH,(OH))-,
¥

e AERY RN Al BB ESBOY § form o

10 (C6 CI® iar sdlectddnfiom- CE62CaIKylcHud 0@k atkoxy, Cs-Cs cycloalkyl, (Ci-
Cy ¢l RRIJaRENA Gs-@% Ybi- orf 'tr?é?clc;a@(yle'(@ éﬂﬁﬂer@? fi€ftioalkenyl, (3-8 membered)

h(et er %(é})é(:l ”eﬁeq(%&%y b&&sgg%n@[edbpetép%rylc 'Nggpﬂes[?yil alkyt and alkoxy

ri legeh aptiorally edntdis fFadmiorecte Miverasuider @ dripldbonds, and wherein each hydrogen

h f d
e‘a{%hw‘%?' ﬁu}f%ﬁk ac1H§¥l!ko>§l is {b%{ﬁdﬁl%p%x% &gjﬂ el}’r’}}e,“f pgm gﬁ:
15t o t hr ehpreinEes Rofs i er qli@ﬂér%mtle%ﬁ"kwbsatﬁt?d with from one to three
hekearsoayis A, laemyheréinn@ﬁ;n ringl cidtdamyl eyua;atkeny‘l I Bi-€or tricycloalkyl, bi- or

he trlcycrl%s)alk%fn%shaelteiq%c&el ?qlléy? aﬁ/ gyo(r: qgrlolélﬁl the |s optlanallg L&)stltﬂed with from
f r one Itikge Sl@sﬁth@ﬂ@é) zero-2, and vvher e| n said aryl,

CyC' oal iy is lrpé/é'éh %Hﬁ@é‘lt‘uhepenﬁ@ﬁl?rs&%f@d fosth k¥, -C4-C5 alkyl independently
het er ocycl oa

20 P DS B RSRBT oG ros Snile poBPEerEar é@ﬁw'kw psigpendently
oppi@nallyl gontiningsftdns bng et ickevdlquhlefar driple hendsp-GlhiFeeBriR;l, -CN, -NO,,
b; -IWR@anéGPéﬁIRaR@ d)'NRgﬁd’eQﬁngﬁi‘t | 3O ﬂ‘e‘fé(gg)dﬂ‘o%g, &l cycloalkyl,

| kyl
O a8y Lo BoBPEHOE P o GO SESER ot embere)

eaohtedoy;atroamn ~-(C&C14)ant] eji@ vt ereivibgredp heterartyl, \-(Q:€))) aargeky, and -(5-14
5WI mn@er]‘e}i)%[e'r&ﬁlloxy %e@% s%|d Valk&gggﬁmg/péyc}’oalkenyl bi- or tricycloalkyl,

ni ng fr om
t r Pbloé t%‘ﬂ%‘%ﬂd“%@é@ﬂ%a&&ﬂ PRIRIPEY e ATVIOKY: 20d heteroaryloxy are each
I NnghRpsndeiay bmoﬁ@w sm&hﬂey wittepdnaeetto Wirdd substiflehie IR e,

) ?(ng)ro is |E(rTa)c a(n&% r%per?d%a?ekecf %(f(% CNjgérBl%i -I, -CN, -NO,,
al WR@ne)C(E)QaNRQBm @ytcp)a ;@f@m q@zgr O@O)nNRQR“ -OH, -C;-C; alkyl

soal Ilh\dla&é?\@éﬁﬂi(o%n@ﬂyl&&tmm@r frdnh bﬁé’ & |rklkldie or (foresREd C1 -Cs alkoxy

o lf}ié'fe;%?@%nﬂ (%Otleiaj]yaﬁp;')- ining %flgg ngég)ag'lﬁ%ldlgh@s} {r%lgle bonds -C1-Cs

rrehtx&cwdlkylhe@eﬁ@cymlwl ke(B-, naemdberefllChetea@dyloxy, -(Ce-Ci4) aryl, (515
al kyl ene) - (5-14 nenbered heteroaryl), wherein said
cycl oal kyl, 25 cycl oal kenyl, bi-or tricycloal kyl, bi -

or tricycl oal kenyl, aryl, heterocycloal kyl, and

het eroaryl are each optionally independently

substituted with fromone to three substituents

I ndependent |y




selected from-d, -F, -Br, -1, -CN, -NO2, -NR14R15,
-C(=) ONR14R15, -C(=OR11, -C(=0O OR12, -S(O nR11,

WO S(0DpsMRL4R15, -OH,. -Cl-C6 al kyl i ndependentPgT/1B2003/004330
optionally containing fromone to three double or
triple bonds, -Cl1-C6 al koxy independently optionally
containing fromone to 30 thre4double or triple
bonds, -Cl-C6 hydroxyal kyl, -(C6-Cl4) aryl oxy, -(5-14
menber ed) heteroaryl oxy, -(CzeroC4)-((C6-Cl4) aryl),
-(Cero4) - (5-14 nenbered heteroaryl), and -Cl-C6
al Rgnberpddpterrdeh 8nd/-Corsis iatiidndependsntvagntipiely £ondginiog &orp gne to three
t haepledau bk e Odonbig |d?lhemQé\fhﬂSerﬂ?dsubbﬂﬁkﬁ@aﬁldﬁWoW one to six atoms
SUbt'tgenﬁ cgéffr rm?rpaetﬁslx atons i ndependently
s e3P Beiroed figm . & B and 35 or NRORLO can
i ndepenB2istselecteg fromntl 104-Ci atigh aptitret)e cantamingernekyr two double or triple

5 ML &Y, 8= d)(c0f64 aﬁWlS éocw%?w egol d‘Q:ﬁE:V’?%Tné -séad:lqz -(Cs-Cro aryl), and
het gr ocycl oal et pendent opt |1bona

y
c oﬁp‘F P%‘i‘%@”yéH%S“B‘Fed W'W°f”bﬂ”? Ffé“nhr%étl sl
[ ndepena%lﬁtdeyec’@elfremt edcd alom-B5-89 alkéhy, aogcﬁél@nmer-(n:-zgw-q alkylene)-

RGO ﬁp%wgﬁeggg%fgzog,gﬁggsa@e 4330 iy, aeny
bo?m’s a'kwua@awh rf@t'@na&scy stitierywithnd  selbsfituent prlestasd e | -PH, Cr-Cq
10 Ophlk&§adndy-sgopst dikyf ed with fromone to three

substlt £en de ed selected from-d, -F,
H ?E?\P 'plﬂbg Ly i&mw - C( =) ONR14R15,
C( O) RquR ag| ROrer1tegether Spnali form -SExojoRRY4 RIbutyDryclopentyl,
%Gﬁe@l K’%l’phblﬂ\@eﬂg&@@xetAr)ﬁe@\@&rb—@ﬂady}éﬁ ey, QilH%l’é’]’gsdiJ A8ty formed

ree

BB et P IO et BT AT Ry T RS der bl seleced
15 dofitrh eOHr-Cl 1F, gINe -BRanusthyl @iy, Of:tmyxgrethoylakytl and -OCFs;

| ndepengeg tslal)éct@z??rbrﬁ nlgl by CC Qlﬂ;tll %E{Hnaﬂ/ gu'f)&mt&p@lth fr&n LhE R8hree R™,

double or triple

Rt b PHSAD e WA s Rkt CL0) iyl
- ( CZer 0&4y°-a08 Rl hapegbasragtidnat\eiooas five) to fartden GdmkiFed heteroaryl ring

talh&rﬂ—)(;ée fl{(/j%%ggﬂ Q{‘ul!)é(eci R&L %%Iallk% Jﬁﬁ gﬂérgﬂn}%ld Iﬁqupoé}gl rlng optionally
20 5 gRokIns AT @" EDTuiher fretrastemsriedopendently selesied from N, O, and S, and said
i nﬁi@@em@alk)hynr@eb;ﬂﬁmwl don@is FoneCbr &8 furtiBfl hbterddlohsamdependently

lielﬁclie% f(? acer g g?erlé{/jsgfr?@)’z Sezenég\%/l%gg ;s%f?igié?t?(ro?)ﬁcﬂéal%ﬁ ring optionally
(@tgir@ fiomh cileky theasedoulehonds, angovheesirksain/heferoaryl@y beterocyloalkyl ring

al il(s%bm sﬁlﬁ)iﬁﬁn@]ﬁ&r\b&)ﬁe t@fhreets;ugﬁw&hgafkyl ), | anld E
ero a [ or ric C a n ) 1
25 Cor ot S FRVERGPI OB, Con g Y01 Feobh 6T GRN, OFL -GEOR",
aI 1BEF@ER' ( (SOaNRERDer-6M).Rikt ecng?)Ri | k@ﬂs)Cm)am&bloa'kyl ~(C4-C12)
ﬁé@é@%l %Hf% &€l (Rerd s%ﬂ] e["@m%@(g/l@@ cpt%a‘ﬁ(yp A Hdalkenyl, and aryl

are’i ndependent I'y Rtlon b,
S u‘Eféfi |afelR3€EI OWWﬂ'VFF?ﬁH‘?“teGrY@thtﬁemt%F &t TQFB’”bS#&‘S“tP SEh
sel ect el fsraafectdd fro@l HORIIFK yBr, dpiGNyRED}, yNRURfsaI-CBFfsn0}(=O)NR14R15,

& 1 186, fkpl € sand ~

30 eag1 rﬂ{dr oggsn)h:lﬁs ?ﬁgg&i dg% ‘\15 ’Spt [ (S)ﬁ)i,{iﬁ R?é |dl‘\,[&’2‘b|eal”a’l C1-Cao
Wi ?IFPX& f-(Qg@rQ4nélkyler1eQ &19@1"'%"?{94 eﬁéérc»(%z‘cslkmrze) ~((C4-Cyz)cycloalkenyl),
cy@dzzgr@bky|an<ylene()@é€~cg,§54 adrk VtHE&BBIK)CA—@L2-Cs  alkylene)-(Cr-Cao)bi-  or

ﬂ/ffc\g,%ﬁl YE? |( zero ﬁaﬁ %é(rgq al eree;ag%e%rg Ie%%y@ZOCB‘TCH alkylene)-

or (729 (fwb@@ldk é'ﬁt?l‘o))' or i(ds:z@qu@aalla/l)ky{ceme% @lme'@ﬂl(Ce -Cig)aryl), and
35 ar Yt).-C; @@Igrﬁe@'( S%Me%?hétéﬁévgzwﬁ@mwQéj))p’nonally substituted with

el PE it @ fiueris SRRty SEbPE AP R -(GlaNRR", CrCe

- ( @Zbﬁlbm«é-l‘l R yrleaherpd) Hefebocydoatiaf€CLCh)) dngt-g5-0amegmpered)tebteroaryl),
R13 is optionally substituted with fromone to three
substituents Rib;



25 R14 and R 15 are each independently selected from
-H -Cl1-C20 al kyl i ndependently optionally containing

wo ecani0adrgdo t o five double or triple bonds and WheT/E2003/004330

10 -

15

20

25

30

35

each hydrogen is independently optionally replaced
with a fluorine, -C(=OR11, -S(O"R11l, -C(=0 OR12,
-S(O "NR11R12, -(CZer(,-C4 al kyFene)-(.C3-C12

.-cycloal kyl), -(CreroC4--- -al kyl ene)-(C4-C12

cycl oal kenyl ), -(CZeroC4 al kyl ene) ((C5-C20) bi - or
trlcycloalk 1) ngeroC4aIk ne) (§C7 C20) bi

t riciZ| mmerﬁgu ) heterpqyglaglsesy). al- &w%e)awoe% eﬂi aﬂ?ﬂ? Tembered)

(t%éaﬁﬁéxy%' Katd edyerdalikyd- &cl@mb@l epi- drefrieyozikgll aad loy | igycloalkenyl,
\Nh elleéigci%ggﬁygl aé@ca]néafztl?ro?ary Fg74 eorrﬁ)ﬁ?n Rgér%r R@erpgmehtly substituted

t rwithyfedmoerieky bix Fhdaid ayl, 1a|kp>gyy gmcb@kw\e@ﬁ}gaf R’ %cp pptionally contains from one
h%@lb@ﬁy&ké)&lt#ﬂé bon@E‘denB kel %’Fd@en afofh of@a@lalkyl, alkoxy, and alkylene of

endentl%{ a‘t" F aﬁ tuted with fromone to
th'?eI indepsopeily 8 Qa'yﬁ%"é%g o ih? PriNGe| ect ed from - Cl - C6
al kyl i orRéed &2ty ogetper aptiadally foo at-Ca b HIgryl riogn-(PueCsh aycloalkyl or
th%l@l%algé?ﬂp iy, %rﬁv%S(ot r@ln%nggqushe@emgc Wﬁﬁ'op h@@%¥cloalkenyl ring, a

I nde e optionally r | aced

f|1g,%1p1%,1]4é menkered Elp_ycloalgyl or_ tiucyclo@Nany Ir\@ r_gyten todauttjqq membered
SHRrobityciolky: G) @'tbrob@(cié@@dblﬂrmg—f&t{e@)to tHIeIZhlazoleCﬁng(% Formula |, wherein

t 0
e T
Powel tBdge Bratas3d satdgmtqvmépﬂ%a% heisrapigysiasIkpry! rings are selected
I nigl H&Ehﬂii IermQ‘{llRP Q‘N@hdﬂ B G))%m a@rﬁldeWrénh shill oy, dyeloalkyl, cycloalkenyl,

Cg?]e[t%na% %aqu? X%I%elbo%%clcia g@%ﬁr elé:y l%/ ebl%%llo?@é%‘! | yh%erot(g%ycloalkyl and -
anietevhigieysionlkerybiings kptipnalyere $®sﬁtwa@wéhmwwo &pes Bnal | y ’
Le{ﬂ acegle :%Hthbo Erlelégléﬂﬁlﬂ% zn&eﬁtl%éelm%ﬁcga -OH, -C4-C¢ alkyl independently
et eroar oxy, - - ar X .- ro . .
el poriive it iy oS SR 1 o S el hvcrogen
rrenbaxee@léntlﬁ ohtidneiyoeeplakbdd wilmch #U@LiN€6-CalCk yelkoxy independently optionally

%}%pa B yor?taulrt)ost’tll\rteéf'to%gbléé\’I 5rhtrl fog&n(ageaﬁdowﬁérémaéé?;ﬂshydrogen is

ent selected fromF

| naetRengRsy | cgpt'evﬁﬂlv JRelpgey Wit % fWnge osEne SR, g=o0r”,
doxﬂpd))ﬁNRF Rt?-r i plogBmndsikyl@te)- NRJ(ZLRlBycnmrkylb nddpgdent dlgylene)-(C,-Cs
OpE}}c oal"f}eA (8 r o H‘Egén%lj ?(‘égé leclﬂfrjic géyll?gy—(gzirr f}r leér%v f(C7 C14)bi-

seve ter cyc ty

' n@re ﬁ@M‘d@qﬂteW) Oﬂzkro%laiky'e%@ﬁ%q‘q;@l #Y). orf€zefos ‘G"Q"ﬁb(?’ -8 membered
f Uﬁété]ﬁ&yclbﬂkﬁ)r -5 - m@@@&@dam Fn)émﬁaje@ Réterdarl/I, aimeldinRid cycloalkyl,

c omc@ﬁlh?qg(g)or?r tﬁjﬁy%%aéky[]g; - O rrlcgc?o&lg(ﬁg\}i éﬁbq%‘i rgcval)%%l and heteroaryl are
hetagh m@a&ahﬁgﬂendmﬂ;es@stltmtﬁ@ @yﬂe fraa rqnpyo (tjrggep gtﬁﬁplp?nts independently

sugddidaudpl -aM - B‘rHPfTbﬂancB?_O NRIf e -@(HRSNR?H@HG—O)R” -C(=0)OR™?,

d t] )
: Eoﬁﬁg%ﬂ:nﬂ@iy/N%ﬁﬁ g??gjlle ‘§/‘ %oa{ﬁyé‘n?{?%ad?qﬂ ﬁ?tgﬁallytcgn?wpg from one to
dotinbdeedomble dr rtripgd mrﬂand%CaakHomed@emeeacbpthy@lly@getﬁlnqng from one to

' gﬁi\?&e'@m loy tr‘ﬂﬁ’é bgﬁ@l | Mﬁ%@ﬁ%w 33 id. ‘%H/I(B@; 534 membered)

Stl@?rﬁqaqyloxyc(-(g@)oﬁ.,p ((C(? ﬁ)@rp@qz Czens%bjfhwpm reﬁ_%%roaryl) and -C4-Cs
al KIQ%Mnd!é’rhdﬁt[Eﬁm,depﬂohallyO@intamﬂaj frym caviet fai thieegddublenvrofiglet lgonds and
t h

r S%pquémg %Ut%gtél ecej r@hﬁ&ofﬁo&%ﬁ? I@fo}gaé rﬁ@ﬁ&%‘eﬁ aeggﬁgelect%j from F, Cl, Br,
fI a@ﬂ'lb ne, -Cl-C6 hydr oxyal kyI i ndependent |y

Opt i onabt NRWaﬂhrﬁHeBQ'\dfeﬁt@mpﬁ&%Ilﬁ frrh RIMRRradpdidlke! diety of from four to

Iaeg:sg Hg% H}eﬁﬂ)pgrg ps[a\m]? ?crc&cl?eaggr mo%?&#&ent&wghonal r}/ comprising one or
( gvolfurtherhdderpaiohs @@ephedeeﬂmemedﬁym N- l(<O@ M(Q)zyézo@(wndepe”de“ﬂy
-(CZero &4 al kylene)-(C6-C14 aryl), -(CZeroC4

al kyl ene) - ((5-14 nenbered) heteroaryl), and -Cl-C6

al kyl i ndependently optionally containing fromone to
three double or triple bonds and i ndependently
substituted with fromone to six atons



i ndependently selected fromF, O, Br, and |I; and n is
in each instance an integer independently sel ected

wo e@a02@80, 1, 2, and 3. 25 2. A conpound accordi/mgRoe3pn04330

10

15

20

25

30

35

Gaiml, wherein Ais -(=0Z- or -((=0C(=0-. 3. A
conmpound according to Caim?2, wherein Zis -CH2- or
-CH(OH)-. 4. A conpound accordP‘?rg to any of Cains 1,

2, or 3, ‘wherein R3 is allyl, nmethyl, ethyl,

n-propyl, n-butyl, i-butyl,_s-butyl, or- CH2CH2SCHB. 5.

A conpound accord| ng to any of Clainms 1-4, wherein R6

i sortignally. capfaining oM gneh i ihsRee Houbipe berds, apd tsgid | hetqrocycigplikyl moiety
Bhdep@ﬁ@bnﬂmtlor@lly AussBiiRAUNEh 30F0bAM NG three aaYstRfents independently

oy SR Rk Toeheaidentt F S (IR by COR" C=010R"™
t r13é<9)a$ o,a-ﬁk@/)hNR ‘R &70619’&6 a"‘aklndaplec@mtlsoamﬂoeﬁlylcs)ntalorag $om one to
mefheredlie B?tr@feo&\‘nﬁi Qgl-ky bikox é4 er@%ﬁﬂﬁ&d&bmau%/ (:éhtélgng from one to

h
tgbe\mgiig%? et chr W@W?mggpen?%%igétm%gp@gylng from one

he’tbéinreadguble <85np7e bohds offhaus dryixy, e@5d1|4ngenuuer@myetabaryloxy -(Cero~Ca)-

CI ("()('36[@14) ar@l)%ﬁe%fn (8]14I eﬁlb\%@ﬂ& ef&ag§4gb§'§2 C1géoalﬂylk¥liependently

br anched
P@W*P@ﬂb@@tma@@@“ Ong@ @ree/séoefeiﬂﬁbmlﬁ@ baagsorndi indppeRsieaty substituted
of witll feirmanelo gix atshB iirieperiddntySclededitén & Glybr, aaTpr i si ng

a tertighy, car El%rba%m%eﬁ;&e%tlggéf%cltedcf%WIgI Bl B?alf?yl zeﬁ}fC4 alkylene)-

quat ernary car accor

Cl &ifrs cyclgikyvnErer G atkyiene)- (§epe@!C@Q'kele(Calsrénylkylene) ((Cs-C11)bi- or
t hh@twélkyl)agm pmmcm alkyréaé)t(em@ - anﬁcycmalﬁa@ndwem ¥, alkylene) -(Ce-
S S on

gt vty Y e BHBSLIRI 2R 40 qeners
se14emr@h¢refdo b¢teromyl) an€R-'@hg RA 4rg Indeprnidentiallobonelyrsubstinitergwith from

f reonpsetrot;f i ve doubl e bonds and wherein each

hydrog 3.18S tLy optionally | aced with a
fluor | s@?c@g%p%\ﬂg nyb?J'EfBWQP’F'V CBBtﬁ'PBS APRPNE (Qipree double or
ortdple oerfdsvaad ckbeileinesabio hgtsogen ds inblepreedamti e agtlonily demapea wiits a fluorine,

'”?@Ee@d%ﬁlg% %93%19%2'&&&{ heRbaced aé%g%)t(ﬁ&?g '{yQQ{M@I) (CuoroC

p*”l”fy%?ﬁ%h‘(ﬁﬁ Colbis PF Hrigyciaalionl. eRd tHomCorlyians nguczp)puu 6F frigecloalkenyl),
- (Bt b)) €Ch)-C hedra), 000.6l-0alalkylkhe)FEL 120 Manbated) heterocycloalkyl),

S ulz?zero é u%llgpefgf %gﬁﬁ&rﬂ%ﬁ&ﬁ %tgrobl J)??]e;erol{rlc&:&'_ﬁ%{yl) ag'ng(s(ccz:e:!'o C),4 alkylene)-

5-‘(5) (n@fj[\b@;ﬂb Bgterganyl), andcxl QO (QPloregly substituted with from one to three

W&#@bﬁﬁ@dbshé't er ocycl oal kyl), -C(=0) (C6-Cl14 aryl),
het.er.oar

-C(=0) (Lid-1 - (=0 -Cl2 .

C)C/:E:I o)al( yl 5\(? Cfre @a& kxfe;z%\d%nﬂx)?ﬁ%c&@ &g%(d-ll\')(é%@fﬂ}% independently
al defiona(Crantiningl ona [oRg ko) five-dguEI©PNErpe- ohas ahdk ywher¢i@@adi Bydrogen is
arlNde))end'eﬁ(y-QbMﬂ@@Téﬂ&e@r\Mlh‘) a ke NEsB10 S(ogR“ -C(=0)OR™,

Er@ér“%é heté o4 g{e%ehﬁ%@%{c&éﬁky r kyeofe@( ‘%Ey'e”e)-(crcw
m@eﬂl@d)") hEar@catiiena)-kSs-G2p)bi- t'“@CNH@'ﬁ"@erdﬁrﬁﬂ@feﬁé’»((CrCzo)bi-
I(;‘%Ir:e{r)l%’%bbﬁllk%bk)g(dz q%@%ﬁ@l cCl%ryl) @',}&F@n&&%y(w membered
y ‘ﬂf_y? %ﬁ_ Bangr(%ﬂo 4 alkg?r@ tgare ’rqg@ﬂ)kvhgrt,ain said cycloalkyl,
Wﬂl)aﬂ(eﬁﬁ 5D triaycjdalkyl, blSér@l@bl()&kéh@l emiyinee®)cloalkyl, and heteroaryl are
h%taa{ @g%ﬁé}néerﬁtl%ﬁoﬁéllp ﬁ@ét;&ij c?% %lu frongn %C tIhP alslflgﬁ’tuents independently

het er eroaryl "are
o SECBIAAIMPIP Pnrél‘-e pEW deqepprdesiibentiphally @@Intalmm frofnr enve toieree double or

t hiipee b@rtdibsdnd tiherirSedch @R RsHER tihdspSRlefBi §oddilP Rpidced with fluorine,
"G E B lon, 298 SRR ooy, -5(0)H, ~C(=0)OH, ~C(=0)NH,, -S(O):NHs,

-C1-Ce alkoxy independently optionally containing from one to three double or triple bonds and



al koxy i ndependently optionally containing fromone to
three double or triple bonds, -NROR O,
WO @433 ONRORLO, -C(=O R', -S(O nRl1l, - C(=0) BR/1B2003/004330
-C(=0O) NROR10, -S(O nNROR10 -(C3-C12) cycl oal kyl,
-((4-12 nenbered) heterocycloal kyl), -(C6-C15) aryl,
-((5-15 nenbered) heteroaryl),925 -((4-12 menber ed)
het er ocycl oal koxy), -(C6-Cl2) aryloxy and -((6-12
menbered) heteroaryloxy). 11. A conpound according to
G aim10, wherein R7 is selected from-Cl-Cl12 al kyl
opvieseialehsh hydiepen isiindgrertdeanogtimmaliy rgpiggegavity duesing, -C1-Ce hydroxyalkyl
bO?d@peﬂdlikfﬂ\ﬂy\Qﬂibﬁéllv ceaézhingmﬁ @@eﬁtﬁ'thrbédodbfédﬁ? pRIRARAGY 3hd wherein each
i ona

Cy IR Y g B s otalden <t Wi oot T F s pgerosnion
SI XCJ Cuoeurvime') §04o-C( (EByiem)erderad) etefoekbual(kyll)membered)

5 OPhdtQRAH, yar%Ubétd)t létk?ld lnd%éniaelﬁt&og&&ﬂﬁtetj Ow ] )?roH lb‘ﬁé' f3€six atoms
wh and heteroc

e sy ot e et e Y pining rom ane

f r prvred doubiz dTh'rp@G)osdEbSt itutents independently

sel ect eg, {xaqm H‘ljerﬁ)%e% @rln%ﬁ)gf% fdrrﬂ%%?e%g Abﬁx/l moiety of from four to

opti onall y cont al
t r QPR ripgbmasbers, NﬂgFQ'e rocyqlt@ﬂg5 @ot@mm@m@denti@@g@\ﬂy compr(smg one or

10 - e @rBF heteréZiorhd iNRP BNt lectDl )i NRFRD Oand(S06).451.nd independently

ﬁg%/ |t|b%all§;cc|ontalmggefr oget%%h% dgl?brlél :bér;l(ds (aﬂué]' s%l? Ig&%&)’cl%gl)(yl moiety
meitieneadininapbnslt pheskyjed it fwfb@n?ad@mbreac%mtmqmgs ingependently

C gdidBiel b aS L taityl parsdigerdy %Hﬁbna AR ORorA 3Re to three double or
PCT/ | 208%/ 004330

1 T OBEGO By 6291 R RGT N BB PR gplace, i forine

15 - prj),p-Fo-lBam i-ghg,; -NO3, -NH,, -OH, -C(=0)H, -8(O).H, -C(=0)OH, -C(=0)NHy, -S(O),NHa,

de%lk(v?y u'i_’deQErﬁdeHﬂ%{ébhm@wnlalm&‘r{ B0 three double or tnple bonds and
I noj - propl ony am no y e-5- carb Cy
acleergip ﬁ?‘Fh félgliog?n is lndependently optionally replaced with fluorine, -C3-Cg hydroxyalkyl

( 2infiébehdentiB oiitiodalll lcortaining frem phg toditred ydudie antjpiedmntisaralyi@rein each
E@l I %Zq qe erydle%tya Eﬁ +r§all;ﬁcrjeplafe% %tlﬂyl %ﬁ&%re é5 -14 rgembered)

am nc()‘]ﬁ pent anoi
20 [ 5 %tqowlwyo (ﬁeﬁzmwgw)fé%yaz Ga alm‘?r@):(ﬂe . GV, - A Frierct&2 alkylene) -((5-14

2 fémb&edheicfdabin rd POLOYAIRYI RE&IeYibidny BftbonfRRb@AIAIG fra@iode to three
géqbleh%drt%%%ongs q@epnzdggee%enﬂfyogl}gsgtuted with from one to six atoms

[nQeF(eBdSﬁlvisélqut@rfmph&hﬂr)andd@tﬂ?I am no] - pent anoi ¢ aci d
[ 5-(4- amsn@e&%%%@§é'rll fn@g&l indepbitich®ZRlecidd bt ~a/ 1,3€and 3.

N-[5-(5:b
2 - E hi az%l rg IC]’mEOL[“g RS qvllofcf'%lg'ﬂo Wﬁﬁ@ﬂﬁ LG YrCEOICEO)-

i no] - b&t yr aAicdmpound according to Claim 2, wherein Z is —CHy- or -CH(OH)-.

2-[2-(345-di Ncyms&nelae&w& dg BERY ¥ BB 9] 2 BRELAMRRIIFRES bifli, methy),
[ 5-(4-benzyl a 1

5
benzene&tiYt ’be9P3j[ TR S Hips- Pyl A 7CHeCHaSCHs.
2 [ 2- (355- di Al coopourphanyriing ac eby biadiine] +-penhaenire inséleted from

%@hgﬁ%@ l @;.m_ eJr?{/IeBndaceﬁ yl am no1] pentangi ¢ acid
( 5 met h§d -t hAa:g@pm@d)@pgonarpﬁ geany of Claims 1-5 wherein R" is —C,-Cs2 alkyl, Cs-
2 [32 cﬁoﬁ)aﬁyld(dleW@oMﬂyl(Q?s @ﬁ}bt—)dr afsy616d ky (T, @ biCorateitydloalkenyl,
(3 8 merrgctarlgg) he¥e|?cl>c§ Iky% X&))Cm)am( (% 10 membered) heteroaryl, or C,-C, alkyl
substituted with R' wherein R'? is ~(Cg-C1o)aryl or ~(5-10 membered) heteroaryl.
35 7. A compound according {o any of Claims 1-6 wherein R' is straight-chain C,-

C1o alkyl or branched C;-C,q alkyl.



20 2-[2-(3,5-difluoro-phenyl)-acetyl am no] - pent anoi c
acid (5-nitro-thiazol-2-yl)-am de;
wWQ@2¢02/0883%- di f | uor o- phenyl ) - acet yl am no] - pent aPCi/tB2a6¢3/@4330
t hi azol - 2-yl am de;
2-[2-(3,5-difluoro-phenyl)-acetyl am no] - pent anoi c aci d
(5, 6-di hydro-4H cycl opent at hi &80l - 2-yl ) - ani de;
2-[2-(3, 5-difl uoro-phenyl)-acetyl am no] - pent anoi ¢ aci d
(5-chloro-thiazol -2-yl)-amde; 25
2-[2-(3,5-difluoro- phenyﬁﬁlﬁ acet yl am no] 1pent anoi c .acid
(4- met h§{ thﬁamp_ogncypgcp gdie; any of Claims 1-7, wherein R' is C5-Cyo alkyl

( 2cdrprisidg (aserﬁarsal béerrQaWW amﬂﬁiﬁhg’é ghatepdry paBsRNOY| a
mno}tg'azo 8%?‘ o R is, spigoted fi
2-[2-(375-di I 8’5§%°r? F)"g %é‘FX/P eIy 1 BeWPHRBi T R epigeted from
(5p}m1mylndh|erml aarel andyll )opatmaw)e and independently substituted with one or two
5 2- g@osgtgerﬁs dief | uor o- phenyl ) - acetyl am no] - pent anoi ¢ aC| d
5-

chI or o- benzenesul f on thiazol - 2-yl 1 am ide
30 10. A compound accordlnglto any of Claims 1-9, whefein R' is selected from -H,

2 [&-&, 3albyl dptidnaltyrcontain@g Yo ave éd fleadvuble befds[abd (Whernstatdaolx hydrogen

% ét?d' gé@%hﬁ%p’u&@ﬁy e)pTaE«J;U \QEI'% ﬂL?orlne( | b E a}i{om&%hally containing from

T prm)wwsw@w? porgscAng 9o Po%. rogery sgndapendgnii pRionsly replaced
10 CY w0 Bapdriab NiFaZm)| -B2 ~1, VAN, ~ROS, YICTI, 9 6ycloalkyl optionally substituted with from

IN;éno tS%l?(b‘lﬁ?r%gf i{(éﬁ%%ueglbgfefi fbeéer%cyclﬁalﬁg)l optionally substituted with from one to
) aik eftugtingm - “@]CMUF'}YH’F aftp-de; mgupered) heteroaryl), -CHO, -C(=O)}(Cs-Cys alkyl),
{é( c())%(,sazdrnfewe@@)h&aea aan@a elo(L@)r(@ml - 1Y, .or@d) 15915 dmembered)

2. F?Zr t%r?/@ ?Zyg) (9 812 cycl oa 320 8)O(¥ & allé I}/r %m(ﬂﬁ(a Cio alkyl)(C1 Cio
15 i f bllod); eC(POINGI- %a&@b(% -Grviand)} -OEQBIHIBE By bil)] CFIING T aakyl)(5-10
ol m@mBbrka 2)% HERY) Wﬁ %01@)4:4\ Ot hEt@FE’aWZ@Q%)QRf‘?e%O alkyl)((5-10

S BPTRE P8 e ST DL et AraReosliy. C=ONC Co
2- BiRylY(Gs-Gr, ciyElballoyl)o~PiFENYH(Cs-E:e tycloalkyIf Ol PRIT-8ROEIRYRGED)(Co-C1a
V‘c&cfo@%&lz S&S)&&l C 51951”%(69 ({(5- [I]@trnéﬁkl;ereds] heteroaryl), wherein said alkyl,

20 2. E@loeey'sh%?rmyﬁeﬁlby' R DY hetgealgra sreiojrlionatly AeRepdendly gubstituted
[ 4wiib e ohe & ihaerél Sﬁﬁiktﬁd’ﬁn&hhﬂdp}endeﬁtlﬁ Sleatal frodr 3, 1c1puBr,de;-OH, -C;- c6
2- Llé %lﬁd%{)%nldfetl‘l gl op orPaF eg% e} nd®cfe ot l ae?o?tg]a%gc&lb e or(%np?e l:?o%ld(s:l NR°R"
. f HGODeePRENY HFE aiRY, ys@hR -C(=0)OR", -C(=O)NR°R"", -S(0);NR’R" ~(Cs- 012)

| N@Jctobli{14@NRe mydneftd ro&c%blkyl)bl(bélééﬁéryld@@ 15 membered) heteroaryl),

iy @516%'%'? P AR A 58 CF) agia iy e(©-12  membered)

I\I-(t@eraerefDW) thiazol -2-yl)-2-[2-(3, 5-d iflu

Or o- phepyl ) - ﬂ%@k%&@ma&:m&m&f&td&ﬁ%l \gﬁerelﬂ-& is selected from -C4-Cy5 alkyl
LQ}'Péﬁs; 5-dif| uor henyl )-acet yl am no] - pent anoi ¢ i d

l coppLRgy If ﬁ’y? totfﬁ/e doyble - ponds_ wgeﬁeaeeach hydrogen is
N‘ hBermadertiytopliontly @plabed?wit  -fllern2: ((83-6Tzﬁcycloalkyl optionally substituted

30 | f JgHPl?% BH@ B é flL?O?lﬁ% yén@r%(g% Mb\éfe%@étgg%lo% A )2??( §1all¥ ﬁubstltuted

oro-p eny ace l'am 1 no
i a‘zfttﬂ fromyqne)to 1§t RHoHHf, Mt!i‘éFe'n sai¢ 2*('3035106"‘)/'@”96}6%?1%@?@}&3/' are each
) astiehallly aintidpsadentlyy (sbbstimitddowith emz otd té a%ed -sdbsfitutents independently

%)ezécY dlagclfr% d@e hio‘t %ﬁ gllé%ﬁy |5de§§>|e5|de2tl thtogalg/ %Pn]te]lmn&r f:c:m one to thre(e
y| Yaugleeerytripiei hoags. bRV ami(@s)sNR'R '3 - €t QR0 HERMIM C( O)NR °R",
35 a:syb)nﬁﬂiw 165 uﬁgy (&ryb- dibhgorfemtbipeyl netsrefiy! al-12  membered)

" eherpy el () AR 3B AR BRPRHBIR aci

{4-[ (cyt?-opr 6g9ipouat laydording to Claim 1 selected from the group:



car banoyl ) -nmet hyl ] -t hi azol - 2-yl } - am de;
3, 7-di net hyl - oct-6-enoic acid

wQ 2604533384 hyl - t hi azol - 2-yl car banoyl ) - but yl ] - anPdEIB28@/004330

10

15

20

25

30

35

2- (2-cycl ohexyl - 2- hydr oxy- acet yl am no) - pent anoi ¢ aci d
(5-met hyl -thiazol -2-yl)-am de; 2-[2-(3,
5-di fluoro-phenyl)-a cetyl a r89- n o] -N-(4, 5, 6,
7-tetra h yd ro-b e n zoth i azo |-2-yl )- butyram de;
2-(2-{2-[2-(3,5-difluoro-phenyl)-acetyl am
i no] -butyrylamino}-th iazol-4-yl)-2-methyl-
pr opi on-2-@aidifluetokpplenyisteetylam@b]-N-(4-phenyl-thiazol-2-yl)-propionamide;
2-[2-( I I :
e 1 sul o) B BB el G RSP Priiel kb PEiK o
2- Tazbww@c'auefhvwr% phenyl) 2- hydr oxy- acet yl am no] - pent
anoi ¢ a@Ei{g[A-8;5ftuayd-pHehyl pacelytarinoybgntandlid@inoRihfaZol 4 3)) @célic  acid
| f(j)t RI% rphenyl )-acetyl am
5 (4-fl uoro-phenyl? th iazol-2-yl]-butyram de;
2-[2- (3 5-difiluoro-phenyl)-acetylaminol-pentanoic acid [5-(4-nitro- benzenesulfonyl)
(Zth;{;_lggl.hzjf laghide; di f uoro phenyl) -acetyl am no] - but yryl ami

22% etr hi éaf2 |35 dn% I)O pheny acXtyImmmo]openﬁl'ﬂ(r:]gltcI ¢ aCI et @/84 -hydroxyamino-

2- t@@&f@swiooﬂbthpymZdal]ﬁn@wl ) - acet yl am no] - pent anoi c
aC' d ( 52 [ﬁe(é I?a)@lfruBrIBL;ﬁ\é%ll) a%et)ﬁlla%ln@mé#@anmc acid [5-(4-amino-benzenesulfonyl)-

)P enoxy- phenyl’) - acet yl am no] - pent anoi ¢ aci d

(5 Bmﬁr ﬁm'd&zol 2-yi) - ani de;

2- ( 2- hyH5(6ybr@nartttdpiién-Bul-thiagdlnillre PP 8+dtflasroipberg)iadetylamino]-
pyl -t hi azol -2-yl)-am de; 35

o geet

di fl uoro-p henyl& acet yl am no] - pent anoi c aci d
(5-i sop?’@p(iﬂ5 diflypreRdpo-applylamigRl- EPé‘ta”V@ 20028718334 3-(4-benzylamino-
P@enk 003N 0AE3EN-2-yi] Hehlde;

4- et hyé 22(3{5 |ngro I’P%fl%b él&?béin%ﬂgé‘éﬁ a)non%%g b ¥gr§zn1hlazgf-2-ylamlde

i noj - pen ano
di met hy2- Qr(ﬁ,@éﬁﬂuoro phenyl)-acetylaminoj-pentanoic aC|d (5-methyl-thiazol-2-yl)-amide;

2- [ 2- ( 5p-pr(@mRtitRYlol Ry ity bmMeES drtaABc N Odcidd € N4, 8/aRheinyl-thiazol-2-yl)-
acid (5-1sopropyl-thiazol-2-yl)- amde; 5

3, ¥ net hyl - oct - 6- enoi ¢ aci d

[ 1- ( 5- i Z2pBopNfluotokphambilactylpindal-tratenyic peild (G-yitrg-théerpleleyl)-amide;

2- (2- hyﬂ[zqzs%s d%ru%tﬂhxﬂxyz)%te k%kn@ﬁbéﬁ%o.@%@i&%ﬁz ferhide:
(5-1soprop

Gy e s RSV S TEE Rt yr y1 3 no) - B iycro-4r

nogyblbpdﬂ{a(trﬁazosmpm-ar}nwb th iazol- 2-yl)-3-nmethyl-b utyram

i de;

[1- (5- IZ gd(b '.Zf%lif Xowﬂggyo)qacg@@{nca 5%8073 amg (5~ cr]:[n -th|azal-2-yl )-amide;

10 2-{ - [253,@3%‘@9@ -phenyl)-acetylaminol- pentanouc acud (4-methyl-thiazol- i—yl) amide;

i f Lulor ngh@n?al5)d1fa@&£gﬂeamfmﬂy|apﬁm§-wwhioﬁamme}}méz@m@pw&no acid;

et hyl - | &~ 5- oxylic.ac

[ no} -t - orezphp cplylagpplgpen igeac -(4-chloro-benzenesulfonyl)-:
2-thidzd)-3.yh=hidel uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d

élsp[eg |40$ W&gﬁ%ﬂJOrgé’gFg}?{)}ac?tﬁlagyg] N-§5- Sﬁrr?etg%y {f-dimethyl-hexyl)-thiazol-2-

2-Yizbufyganidadi f | uor o- phenyl ) - acet yl am no] - pent anoic acid
[ 5- (et iyl BRGRYo-RABhYNRk2tylamino]-N-(5,6,7,8-tetrahydro-4H-cycloheptathiazol-2-
yl)-butyramide;
N-(4-cyclopentyl-thiazol-2-y1)-2-[2-(3,5-difluoro-phenyl)-acetylamino]-butyramide;
2-[2-(3,5-difluoro-phenyl)-acetylamino]-N-(6-methyl-4,5,6,7-tetrahydro-benzothiazol-2-
)}I)—butyramide;
2-[2-(3,5-difluoro-phenyl)-acetylamino}-N-(5-methylsulfanyl-thiazol-2-y1)-butyramide;



th iazol-2-yl]-amide; 2-{2-[2-(3,5-d
i fluoro-phenyl)-acetyl am

w0 p@h/opise anoyl am no}-4-nethyl -th i azol e-5- car@DKB20I004330
acid (4-chl oro-phenyl)-am de; 20
2-{2-[2-(3,5-difluoro-phenyl)-acetyl am no] - pent anoyl am
i no}-thiazol e-5-carboxylic act®0-net hyl ester;
2-[2-(3,5-di fluoro-phenyl)-acetyl am no] - pentanoi c acid
(5-acetyl -thiazol -2-yl)-am de;
(2-{2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pent anoyl a
m no} - t BiZa@dstditospphend)ercetylamiiotiN-(84ishiyriop g tiagot-2-@pbutyramide;
(2 {2- [@IZ(—ﬁ%:ﬁd‘ f@ofo’-dh%ﬁ &Q@@\W no]-B&R3nblcaMidip] {@l{(ﬁuﬁ%ﬁﬁ%rbamoyl)-

%@&wl]-t%lazol-z -yl¥ an2|d Xy' m no- acetic acid e

_2 {}2 [ 22{2363,?xrdmglbrobmrgoyl)pelmewwmgpmgnltoﬁn}am] [41tmmtz3am;dnmwmethyl)-
in car boxylic aci nmet hyl . ester;

° 2-? z‘%?@é@% uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
(5- acet %—[2. Brrdifgro- @_ewl);acg&t{aa@o] -pegtanoic acid (5-bromo-thiazol-2-yl)-amide;
2- [ 2- ( 32-p-@stdiuerophieAgracklyartindy N K P endcBiayd251) botyrap it
gin?nl;hf/"? %%’:[55Cilf u() m%m& cétyl:lérnjnolaN (z&g -diphenyl-thiazol-2-yl)-butyramide;
2-(2- HyN'r(@ﬁ%ﬁt)&”@ZQ'er 2’r§2|'(3,l5tﬂf§dPVPF@%W@CQIW@MF@F@JMW&UE d

10 (5- i sopp- @P%:S'dlfmb@zﬁbn =3bbtyam®E)-Shtanoic  acid  (4-eth Icarbamoylmethyl-
uor o- phenyl ) - 2- hydr oxy-acetyl am no] - pent

2-]2-

an%laé‘glécyﬁc?"t'doe net hyl -t hi azol - 2- 35 yl)-ani de;

2-[ 2- (3N%5- Elecﬁbthubtmazglkﬁeﬂ)ﬂ-D2-(2,5hijfblorvwela_¢)@tcyﬂyamimb@utspan'rde;

anol c a A el it y i -2- ide:

004/ 03% L2g59 Qigj‘ é_l_n/ﬁﬁogﬁﬁ'e O}é)/ c@lﬁ@ln o] N%{é rieP-ERzot €2 ol-2-y1)-butyramide;

Hydr oxy oA ua@eqhieeyl )zpcplylamino]-N-(6- methoxy-benzothlazol-2-y|) butyramide;
15 [ 1- (5-i N{()@CMqiry-lberﬁzlathaazdLZ-ﬂ)-ylzqa,Bbiﬁmwp)werhywtapbtvlamlmapmm}rz}m|de

- pheny ol L
2- (2- Hy r(fggrlil O é ber?zﬂh%{zol 2 yI) 2- ‘2 (3,5- dlfsuoro é)hergr?oacetylamma -butyramide;

(5-i sopf [,’Zp(945 c{lfhlp@qujpm@ ay,:pty @moh@entanmc acid {4-[(cyclopropylmethyl-

2- 6a2bdfwl)-ﬁ"?é}hy@ﬂfﬁibl@§'l}l'é}mayr yl ami no) pent anoi ¢ aci d
(5-nmeth t hi
2. (2- Hy%]( gl)Enet o t 6 en lC )gl%l@ [?y@ metim) hlaz%lﬁt-yécf%tfagwogl& Pl&yl J-amide;
20 (4, 5-di %-éi—cpyylphleraalz@!roxg-ayqt))laralnup)d@ntanoxc acid (5-methyl-thiazol-2-yl)-amide;

2 [2 (32- FZ(@'5fdlfM@KoQJhB%%E%Iaﬁ%}MJ(ﬁ%ﬁQ&trdNy«ﬁr@b@rlzoﬁ*ﬂa%lf@yl)

[ - he>é enyl ) -thiazol - - butyram de;
2 Lﬁyrf ®-Di f1 uor o- phenyl ) - acetyl ani no] - hexanoi ¢ aci d
(5-i sopi’ ozt 2-(n-diftwire-Ehepll)-acetylati@no]-butyrylamino}-thiazol-4-yl)-2-methyl-

2- ;Lrap.graoéc@tﬁﬁne%o phenyl ) - acet yl ani no] N-[ 5- (5- hydr ox
1 di met - hexyl )-thiazol-2- 10 vy -propl onam d

25 2 [2- (3B (§)|5fq'fH8rPcP¥B'PVé)rﬂ?Ft)"a%\"E@l '}}ﬂ%ﬂ’i‘ﬁ%ﬁ“”%f@f"(’ﬂl ??@F%%ZO'-Z-V'J-
y Huhwardideret hyl - hexyl ) -t hi azol - 2- yi ] - propi onam de;

2-[ 2- (3;['%(?gf(ﬁid%cbhQ.l;}%fléyr']%F%&-QXQJ&@?%@%%%%X&@%d (5-methyl-thiazol-2-

I no Iox
he¥¥@Md4 hi azol - 2-yI | - pr opi onami de;
2-[2-(3,5-difluoro-phenyl)-acetylamino]-N-[5-(4-fluoro-phenyl)-thiazol-2-yl]-butyramide;

30 (2-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-butyrylamino}-thiazol-4-yl)-methoxyimino-
acetic acid ethyl ester;
2-[2-(5-bromo-pyridin-3-yl)-acetylamino}-pentanoic acid (5-methyl-thiazol-2-yl)-amide;
2-[2-(3-phenoxy-phenyl)-acetylamino]-pentanoic acid (5-butyl-thiazol-2-yl)-amide;
2-(2-hydroxy-3-methyl-butyrylamino)-pentanoic acid (5-isopropyl-thiazol-2-yl)-amide;
35 2-[2-(3,5-difluoro-phenyl)-acetylaminol-pentanocic  acid  (5-isopropyl-thiazol-2-yl)-
amide;



15 2-[2-(3,5-D fluoro-phenyl)-2-hyd roxy-acetyl am
ino]l-N-[5-(5-methoxy- 1, 5-d imethyl -
weooglo}348hi azol - 2-yl ] - propi onam de; PCT/IB2003/004330

2- Hydr oxy- N-{1- [ 5- (5- hydroxy- 1, 5-di met hyl - hexyl ) -t hi az
ol - 2-yl car banoyl ] - et hyl } - 3- rret hyl - but yr am de;

2- Hydr oxy- N-{1- [ 5- ( 5- met hoxy- t1®=di et hyl - hexyl ) - t hi az
ol - 2-yl car banoyl ] -ethyl }-3- 20 net hyl - but yram de;

2- Hydr oxy- N-{1-[ 5- (5- hydroxy- 1, 5-di met hyl - hexyl ) -t hi az

ol - 2-yl carbanoyl ] -et hyl }-3, 3- di net hyl - butyram de;

2- Hy dr ofynaty}-2-3-B-(B-phenskiehepy raceiianeal g htaneylagline-thiezels-5-

ol vZbl w&wmyth}larﬁtjgyl }- 3, 3- di net hyl -butyranm de; 25

I\I-[5(5 - hexyl ). -t hi azal

- hydr oxﬁ% ?{%’ﬁ%y%&‘" W Vl:‘?B}'@)]('é?%%'anaﬁ?&e (e¥eobropitfazol-2+1)-

2- @@idely dr oxy- 2- phenyl - acet yl am no) - N-[ 5- (5- net hoxy-1, 5

5 ij' met hﬁ'?‘J}ﬁéﬁWI-))cttd]ér%k%lmd%T %k&prﬁy%la?@@rvlégﬁ)amo {;ﬁyi amlde

Moo 5. B B STk g oy P ol B BBtz -amide;
N- [ 5- ( 52Medrboxiy-12L(25wdioryes- hyéthyllitemWIQm|hd5)+p@2iﬂhey]ﬂ-[\y(S}lsdbrc(oQI-th|azol-
F%D%g\t‘%h);pgm% ey - acet yl am no) - pr opi onani de;

r|d|n3 Lacetlamno]- [ 5-(5-hydro
xy 1, 5- &ﬁﬁwﬁw-ﬂﬁe@z‘gm)c acHil %PQD@VW‘FZ%TZG'&H%@E\W'U@'W'B@'de
10 2- [i (55@2 QH(B5Wﬁb$;{h)e3;ﬂ)%éc)etyafh&fogbélfﬁ]rﬁﬂ}ammoi53%5(&/%&18{?;@20@-
XY - dii. et ex t hi azol - ropi onani de;
Sy EErRaSE ks BEEEOL ooaaz0 - s08 0 PP
2- [ 2- ( 3242-[3@5utitugroptheny-acetylemingl-paritaneylapisak- thiaeleS-aerpekylic acid
[ Safnlbe; 3, 3-trimethyl - butyl)- thi azo |l-2-yl]-ami d
ZE:I g E 22’-({%&# cg%{%&(&en!lgg%e mi r?ﬂ -tggrﬁ%o?cm & id pefg [?A{] hdeoxy-4-pheny|-
15 hepipkijdin-hihacstyRhigid-2atreinite; 5 _
2- (2- Hyer [@(%3/5 éiﬂtm% ményI?M i BRAndRE ma%O'_ ?-(%}@gpr?]enyl-amino)—

l[g_g&aszoltrzextll] a% e hyl - hexyl) th iazol

2- 2- (3252 m(sjswmommnemwace@mym potyanBylaminbyd-mbthtyhigose-5-

‘m [ 2- yl am de;
F%]D %ﬁ‘g gk? Cﬁlo'%gihgﬂﬁm ?é)acet I)/am noj - pent anoi ¢_aci d
20[ 5-(1- h?d? Bx()’}51deWe{0rgHemé)rq~?9qybamlnj?bpqr}tﬁnazl@mmgltpﬁfd%{ﬁp@féoxyhc acid
2 h%trwestdydr oxy- 3, 3-di net hyl - butyryl am no) - butyryl am n

e t h | -tr '2{[& téog 9 p%trohghenyl;]ace%/ a%lneo] %entgﬁaorlcba%ldy(l‘sIaceta(%rlligzol-Z-yl)-amide;
2- ) ( 3(BRERA3. iBifigorpipbenyl) poetyemipplneniaodyareinelahiedor 4-di-hestic acid
beagylestehi azol - 2-yl - am de;
25 (2-{2-[2-(3,5-Difluoro-phenyl)-acetylamino]-butyrylamino}-thiazol-4-yl)-methoxyimino-
acetic acid ethyl ester;
2-{2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoylamino}-thiazole-5-carboxylic acid
methyl ester;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-acetyl-thiazol-2-yl)-amide;
30 2-[2-(3,5-Difluoro-phenyl)-2-hydroxy-acetylamino}-pentanoic acid [5- (5-methoxy-1,5-
dimethyl-hexyl)-thiazol-2-yl]-amide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid (5-isopropyl-thiazol-2-yi)-
amide;
2-[2-(3,5-Difluoro-phenyl)-2-hydroxy-acetylamino]-pentanoic acid (5-methyl-thiazol-2-
35  yi)amide;
2-[2-(3,5-Difluoro-phenyl)-2-hydroxy-acetylamino]-pentanoic acid (5-methyl-thiazol-2-
yl)-amide;



2- (2- Oxo- 2-t hi ophen- 2-yi -acetyl am no) - pentanoi c acid
[ 5- (5- et hoxy-1, 5-di net hyl - 15
wheooylo}34shi azol - 2-yl | - am de; PCT/IB2003/004330
2-[2-(3, 5-Di fl uor o- phenyl ) -acetyl am no] - N-[ 5- ( 5- et hox
y-1, 5-di net hyl - hexyl ) -t hi azol -2- yl]-butyram de;
2- (2 Oxo- 2-t hi ophen- 2-yl - acet yll@m no) - pent anoi ¢ aci d
[ 5- (5- hydroxy-1, 5-di net hyl -
hexyl ) - th| azol -2-yl]-am de; 20
2- (2- Oxo- 2-t hi ophen- 2-yl -acetyl am no) - pentanoic acid
[5- (1 , Sydoneeitepy-anelie-agiddhipijoprapyi-thigzebR-yRzagprinog hitdcaghamoyi]-
2- &)Ber&rrﬁbtﬁﬁteb&} 2- oxo but yryl am no) pent anoi c acid
(5lsopggg rox hel i))';lan ' i ( fh d
2. [ 2- (3287HV9 Pd’o BapKEes Sypmig SRYYARIC ARG (Slsrrambinazgld y-amide;
[5-(1 - t(Pylydrdxisraetixiyoupyrytanyind)-petthndicantl (62nefiy]-thieali2eld)-amide;
525 2 (2'25& ﬂdlﬁl@r&/y gpr@ﬂﬁ%gtyléﬁﬁbyﬂ)&mneﬁ)ame?Ap‘g @lﬂ%‘th@l @ECQZ -yl)-amide;

5- h
-[ de % -[2-(3, %/Dlﬂuoro phenyl) acetylamlno]yN BS -(1,5- dlmethyl -hex- Xenyl) thiazol-2-yl}-
ﬁ)rztyr(a&,uc@ Di fl uor o- phenyl ) -acetyl am no] - N-[ 5- (5- met hox
1,
(2-

Z:]% 9?'&&2% %nvg'%bé?@%m% hegén]og%?@xg %B‘Ergpg;il tpiazol-2-yi)-amide;

- (5- mgt[% Dlj_ucgo .| W't fAgatylamipo]-N-(5-(5-hydroxy-1,5-dimethyl-hexyl)-thiazol-2-
exybropibidngd®! - 2- yl ] - am de;
3' ]Hy gr géﬁz @é&{xélﬂ§o§% hﬁé’r&@oé’%ylarﬁ.Qé]ﬁ?\ﬁf%'-(é-%{elﬂo%ﬁ ,g%{rrnoé(rlld-ﬁ&tylk)]-thiazol-z
Q"?PWG'F%‘%?Q 2- phenyl acet yl am no) - N- (5-i sopropyl -thi a
zol - 2-ybp)- WDMM@&bﬁ&yI)—Z hydroxy acetylamlno% -N-[5-(5-hydroxy-1,5- dlmethyl

zof“exzw' Z°E%’{s'f)ﬁ>§ eneé acety am no) 5-i sopropyl -

15 2- Hydr 0)23?2 (& F-Diflfcde- p'&ﬂﬁlplﬂ-@'ﬂ)‘ydiFOXM‘BCanahH@]—M[‘-E-GEF-rbdeWI-1)5—d§mbthyl—
yl Lé)ﬁr)-mzhyi LEMBN bRmide; 35

| -t hi I I b yl
py| ]- go%yﬂr)g Y- NE{& ﬁé%&g@% 5- dlme?hélohexyl) %la(z:c%rz-y?cg?ban?oyl -ethyl}-3-

2- Methyldouyyranide; di net hyl - butyric acid 1-[I '

- (5-1isopk | - )
et hyl ca? kl)-gﬁ%!( I]QII?E%Z@ m meo%#l]yl O%?%@X gxgg hlazol %carbamoyl] ethyl}-3
20 20@&?'1@'3*’313@11'%/ | 82003/ 004330 -104
Hy dr oxy 2 plyeoyy-Nac it Eeyd@etyd 5-dimethyl-hexyl)-thiazol-2-ylcarbamoyl]-ethyl}-3,3-

[1d19§thk§q%%fré’r§)ﬁé t hi azol - 2-yl car banoyl ) - pr opy[ car banoyl

ester; 2-Hydroxy-3-methyl-butyric
aci d 1- [ZIW'SX){ N&bﬁdﬁweihOHY—&idim@hWh@ab-ﬁmmw ylearbamoyl]-ethyl}-3,3-
prarmé{wlaaua@émaé] 2- et hyl - propyl ester; 5

i {H{dE (1)?\3{[%%1 'gﬁ{sq% F}y{] d m%&g%wﬁéhlg@&g% g,%pydjoxy -2-phenyl-acetylamino)-

pr pyibearideanoyl | - 2- net hyl - pr opoxycar bonyl } - 2- net hyl - pr

opyl €S iy Ry fen a8 i
L H¥] ca ry0XF§/ g}?eat %ﬁxlé)nl\gis (RI- methoxg1 O~ dlmeF]thyl heXfl) -thiazol-2-

3-
1#@%@"’ "hexyl )-th i azoI 2-yl]- butyr am i de;
2 [ 2- ( SNB5-(amydpoyy1 ch-dim@hyHhpryd)aleibaol-241-20d-od-Z-thidoserpz-gpy
30! - g&tylam& pfopl hamBut yram i de; 10

roxy acetlc acl
( 5-i soﬁﬂ%ﬁ/'%’/'et{“?ﬁyéz%‘l"mzthy‘th@é)ﬂ)B@WP)VU@KWM:%MM? Y-
p hageyhantifet)pyopioasrhias;,
2-[2-(5-Bromo-pyridin-3-yl)-acetylamino]-N-[5-(5-hydroxy-1,5-dimethyl-hexyl)-thiazol-
2-yl]-propionamide;

|
2-
y-
2-
[5
he

10

35 2-[2-(5-Bromo-pyridin-3-yl)-acetylamino]-N-[5-(5-methoxy-1,5-dimethyl-hexyl)-thiazol-
2-yl]-propionamide;



2- Hydr oxy- 3- net hyl -butyric acid
1-[1-(5-isopropyl -thiazol-2-yl carbanoyl) -

werdwnlosmsbanoyl | - 2- net hyl - propyl ester; PCT/IB2003/004330
2- Hydroxy-N-[ 1- (5-i sopropyl -t hi azol - 2-yl car banoyl ) -pro
pyl]-3, 3-di net hyl - butyram de; 15
2- (2- Hydr oxy- 3, 3- di net hyl - but yA§3-ani no) - pent anoi ¢ acid
(5-i sopropenyl -t hi azol - 2-yl)- am de;

2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi ¢ aci d
[5-(1 -hy droxg 1 -nethyl- ethyl)-thiazol-2-yl]-am de;
2-[2-( 52826h%r rjlyqarpt@hppyg.ayeptylara@@tgeh@n@lc acid [5-(1,3,3-trimethyl-butyl)-
i Na@jiaddk-£-Hi-armi@er opyl - t hi azol - 2-yl ) - propi onam i de; 20

2 (P L PO R ST B, PRLANNLS s cimty
2- hexyhyhiezoky-yBadiddi met hyl - but yryl ami no) - pent anoi ¢ acid

5[ S- ( 1, 3’23(2%&@?}-51 ﬂ@l"ﬂl‘w&amlﬁcg g@ﬁ%mga (jb[-li )g@?ﬂeq\%xy-1 5-dimethyl-

3 Di f 1 uor o- phenyl)-cycl nt anecar
[1 f”@' WREANA YRS 0l - 2- 25 yI car banoyl ) - butyl] am de;
2-[2-( 3,252 0,3- Dmomro-ppmwth)/dram-mlemmmmylé\hih&m@ﬂiaﬁyiaécmethiazm-z-
th }5 tng 4-enyl)-thiazol -2-yl]- propionan de;
5-Di fl uoro-phenyl)-acetyl am no] - pentanoi ¢ aci d
[ 5- (1- b@t[%?*a’?rPﬁEPfeiPE%yb) -2eylapinelpentageic acihiSd&-hyd@oxy-1-methyl-ethyi)-
10 2- fhiazbiR-fAr-dehifid;uor o- phenyl ) - acet yl ani no] - pent anoi ¢ aci d

byt
)2 5T S E NG St PGB e st drazole s
[SCQFEQW@Wd-%WbBWF) t hi azol -2-yl]- amide;

2-(2- Hyd§@(3)/5 §lﬂ§or§i-b ‘?—H&amlw %@ﬁ%&@&cu@@éﬁ%ﬁ'ﬂ@éﬁl @ﬁ'a%lde
[5-(1 Vé hi azof -

2 5 pa B AR S B 516 LB Eoch ety
15 ( 5héxybririangl2-yi--trhideol - 2-yl ) - ami de; WO 2004/ 033439

PCT/ | B2963(3dig&00-pn tyla - -
y of oo P e e o dmay ey iazol2

[5yl @JtY‘f?’Bidﬁoxy 1 5-d imethyl -

hexyl ) - BAi2- 92@24&0p]|br]|~26]mdeﬂammo) -pentanoic acid [5-(5-hydroxy-1,5-dimethyl-

%gmggzgﬁé/&g n%dgl met hyl - but yryl ami no) - pent anoi ¢ aci d

'5-d i methyl -
20 hexyl ) 218-9xey _ti'QQpl)hpr}-Zghqc@ylan%wo) -pentanoic acid [5-(1,5-dimethyl-hex-4-enyl)-
2- thixzbipdynaxyide3, 3- di met hyI but yryl am no) - pent anoi ¢ aci d

LSX)(/IS) h? gﬁr% ?)érpejﬂy?Z -0 cpgu rﬁ'rﬁ%mmo) -pentanoic acid (5-isopropyl-thiazol-2-yl)-amide;

2- ( 2- Hy&t2otp- @ﬂl@r‘dphﬁlvlh%dmlw-}bbr&mmmﬁéﬂt ethgi1ehyaok@propyl)-
[Sm(350|12yﬁ§~gnm@(- 1, 5-d imethyl- hexyl)-th i
2azol %%-a m'%‘eﬁ | larai o ,

2- ( 2- Hy APPSR Y AT -BERN TP PRARBY'S Bt PRy gt fdimethy-

[ Shex)-thiszbleixyl-amigs; di met hy| -
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-[5-(5-methoxy-1,5-dimethyl-hexyl)-thiazol-2-

yl]-butyramide; . )

2-(2-Hydroxy-2-phenyl-acetylamino)-pentanoic acid [5-(5-methoxy-1,5-dimethyl-

30  hexyl)-thiazol-2-yl]-amide;
2-Hydroxy-N-[1-(5-isopropyl-thiazol-2-ylcarbamoyi)-ethyl]-3,3-dimethyl-butyramide;
2-(2-Hydroxy-2-phenyl-acetylamino)-N-(5-isopropyl-thiazol-2-yl)-butyramide;
2-(2-Hydroxy-2-phenyl-acetylamino)-N-(5-isopropyl-thiazol-2-yl)-propionamide;
2-Hydroxy-N-[1-(5-isopropyi-thiazol-2-ylcarbamoyl)-ethyl]-3-methyl-butyramide;

35 2-Hydroxy-N-[1-(5-isopropyl-thiazol-2-ylcarbamoyl)-propyi]-3-methyl-butyramide;
2-Hydroxy-3,3-dimethyl-butyric acid 1-[1-(5-isopropyl-thiazol-2-ylcarbamoyl)-

ethylcarbamoyl]-2,2-dimethyl-propy! ester;



10 hexyl)-thiazol -2-yl]-am de;
2- (2- Hydr oxy- 3- net hyl - but yryl am no) - pent anoi ¢ acid
wQ 26048338t hoxy-1, 5-d imethyl- hexyl)-th PCT/IB2003/004330
iazol-2-yi]-amid e;
2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d
(5-acetyl -t hiazol -2-yl)-am de;-104-
2- (2- Hydroxy- 3, 3-di nmet hyl - but yryl am no) - pent anoi ¢ aci d
(5-acetyl-thiazol -2-yl)-amde; 15
2-[2-(3,5-Di fluoro-phenyl)-acetyl am no] - pent anoi ¢ aci d
[5-(1- pﬂ-{ygryw—m/yjfa}:ettcmcgib(S.—igopycpp]yL—thiamlﬂeyjcarbamoyl)-propylcarbamoyl]-
2- [pRerlyBmbthidiebterior 0- phenyl ) - acet yl anmi no] - pent anoi ¢ aci d
[5-(1-p | -bytyl):thiazol-2-yl]- anm de;
2-[2-( 3,5%@01" gt r%ayb%%%af'f’ é'ﬁ?&%%h\"rﬁ’%ﬁﬁ"'—aﬁ@ﬁfyéﬁ?@a@oﬂbi d
[ 5P(epylearbamoyd-2rreathy-probylestes - 20 t hi azol - 2-yl ] - ami de;
52- [ 2- ( 3254yBiok)-8 A ¥%ladia 3G 81V 5808, ROL RS2 0R ihd
(5 (1 othil ﬂ? iR ARRY et 1P e NERR RS 20REoRg)
2-P P%?%W @I’é@ﬂ"ﬂéﬁ"ﬁ&yFQF%QWWWW‘PF@W Bt anoi ¢ aci d
[ 5- ( 1- eH3H5-Broiny ghyrtuiry3-pi)-DRydroxy-debiyi@amdlo}- B35l m&RdEI9 ;5-Afethyl-

2- héah iz Lil- -nhenyl ) - tyl am - t ' i d
B i i A Pl

X -
2-[ 2- (3 éz-(ﬁr@/fpmawi Sheny poetviasrinaHNAiiseoloppeiiezehdyisbatwiuide;
10 ( 5- acet yydrdxypichylacdtibiaaid PIL(stopr%FtlﬁiQ&oﬂ@-Jylcarbamoyl);ethylcarbgmoyl]-

2- [2: (13,5 DI or o- phenyl ) - acet yl am no] - pent anoi ¢ "acl
[ 5E"fef-9'§’?&‘t§h g hyl )-4- 30

met hyl - yg@@{-B-gquhug/m; éeid 1-[1-(5-isopropyl-thiazol-2-ylcarbamoyl)-

ZAétByfaﬁb]ﬁn@i]bllm&m}mp@Fﬁgﬁga -acetyl am no] - pentanoi ¢ acid
[et h;rre ) - %—lﬁ-}’g@&'@‘E{'Gﬁ%/quq%lggiézoI-2-y|carbamoyl)-propyl]-3,3-dimethyl-butyramide;

15 2- [ 2- ( 322-Evdroxyed Deiphbyiyblulyrydereto)pemtanm] adueBlisdpbenyadistol-2-yl)-
[ Sarbide;3- di met hyl - cycl ohexyl ) - thiazol-2-yl]-amide; 35
(2-5! é; g3?‘?%‘%{%&&%[320@52§G-§>Myé/§?n?rtlo -lpngar?ocig e;c%e[g-t(18Err1]y%lro(§(y-§?rrllectlhyl-
2- ¢tRylXBiagelRiyfHaniep- phenyl ) - acet yl am no] - pent anoi ¢ aci d
[ 5- (1- bepzplgd-h XYoo Dl L Q- Ayl )-th . , .
{ azol - 2- i‘-%ﬁ“%éﬁﬁ&?@o%ﬁﬁ%%@%ﬁ (GlEtrbRhrpifgpppionamide
20 _106 2-%-%1 -Bifleorpypheny oy RN Mpthdmenizheisrhsid]1- fimrobigtabamoyl)-
achullyl(eorideor myl - t hi azol - 2-yl') - am de; _ _
T ot i B OGBS, pE R R T A el Sl
2-i92q3;v8:amidet uor o- phenyl ) - acet yl ani no] - pent anoi ¢ aci d
(8H 3-t h(3€ﬁ-|iiﬂucﬁ@-ﬁhe@l%—@%p@rﬁg{gc%éﬂy\i@gcﬁ‘dqﬁ -%5~‘r’rle)h‘|¥t@tﬂi‘a£’o¢-'2-.

2;?L -(3 -é)if uor,o- phenyl ) -acetyl am no] - pentanoi ¢ aci d
25 - - -
[ -%ﬁb(eam??'z lft(' ?rﬂ'g?’l di ne-1- carbonyl)-th
i azol - 22—&2}(]3,5@#1L@@;—phenyl)-acetylamino]-N—[5—(1,5-dimethyl-hex-4-enyl)-thiazol-2—yl]—
propionamide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1 -butylamino-ethyl)-thiazol-
2-yll-amide;
30 2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-butylamino-ethyl)-thiazol-
2-yl]-amide;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1 -ethyl-propyl)-thiazol-2-yi]-
amide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid [5-(1 ,5-dimethyl-hex-4-enyl)-
35  thiazol-2-yl]-amide;
2-(2-Amino-3,3-dimethyl-butyrylamino)-pentanoic acid (5-isopropyl-thiazol-2-yl)-
amide;



(2-{2-[2-(3,5-Difluoro-phenyl)-acetyl am no] - pent anoyl a
m i no}-thiazol -5- yl nmethyl sul fanyl)-acetic acid ethyl

W@ 21081033439 PCT/TB2003/004330
2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[5-(1 -hyd roxy-ethyl)-4-methyl- thiazol-2-yl]-a mid
e; 2-[2-(3,5-Difluoro-phenyl)-a@&tyl ani no] - pent anoi c
acid [5-(1 - hydroxy-ethyl)-4-nmethyl - th iazol-2-yl]-am
ide; 2-[2-(3,5-Dfluoro- phenyl ) - acet yl am no] - pent anoi c
acid [5-(1-ethyl-propenyl)-thiazol-2- 15 yl]-am de;
2- ( 2- Hydrl %%Vdfzxmgﬁweiw Rty Vi alenisepic a¢id [e(Sarstiexy-1,5-dimethyl-
[Shéw)emﬁw-z&u-aﬂnwd{ oxy-propyl)- th iazol-2-yl]-amid

(5. é‘ieﬁy A BRI G TsrnraBhe £ 525 i atavizis T gmetny
2- pexypdhigzopRyl-awide- phenyl ) - acet yl ami no] - pent anoi ¢ aci d

5{5-[1-(2- (E@Mi}@iﬁy &h @m&@?l?mlg%)] pegtanorc acid [5-(5-hydroxy-1,5-dimethyl-

et | -t hi azol
Féxy{ '%anéwlﬁ'&d‘& phenyl ) - acet yl ami no] - pent anoi ¢ aci d
[ 4- et h?{(z-ﬁly@rdzxmﬁ-ldmetrdl utytylathino)etehtahgie &did [5-(5-hydroxy-1,5-dimethyi-

ia
%Qlyr)?hdér(églzﬁgbs d’| met hyl - but yryl am no) - pent anoi c acid
[ 5-(1- e?ﬁ%—f&gpﬁp%ymymylmug&y@ml@) pg@a@qqa dfemethoxy-1,5-dimethyl-
10 2- h@g()-tiddorngkymiggenyl ) - acet yl am no] pent anoic acid

[5-(1- egl'&/ LI Jﬂ— Jn%th}llq)bﬁ ?amlr? zzny%erlta oic acndﬁ%ﬁ%wgthgg d5 dimethyl-

[SD?XI’E%;F;? 'H}'@”Q'QF) t hi azol 2 yl']- am de; 30
2- g ( 22@ HW}?‘M 3- dihﬁth?l’B(ﬁty)rylélﬁﬁ&))ﬂeﬁtﬁh&@ici@@@c@@IQhIonl-Z-yl) amide;
I azol -

gm[z [32%215?’ " ’?Yor%d' é‘ﬁ(ﬁ‘&yr%%‘%f“i)rpgflﬁaﬁ%‘} %ﬂfﬁa&ﬁ"%’*t}'aﬁ’é?dn amide;
15[5- (1, 324S5 iiflinyo-phamyh)-dcatylgrhito]-pehtandearid [621-picpylniytjehiazol-2-yi-

2- [a,a,dgs 5-Di fl uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d

5-(1- t h |-2- 35y
L R ”Emﬁw&9¢e?‘ﬁa§w]ypgﬁr?%qcmp@m By DU hzor2 1
{ Sarpigé- benzyl - pi peri di n- 4- a mno)-nmethyl]-th

| ié gl 223@ &3 @mlt%o p%@ylﬂqg&%%%ﬂ %gntgggl—c{ ! E&Q O%\‘!S-PI eﬁéy%g -methyl-butyi)-

20 2. [hezel2- -394 uor o- phenyl ) - 2- hydr oxy- acet yl ani no] - pent
anoi ¢ agizi(3][sEDifidoro-piidnylh-agetylmyiha]-peiitBndici a6t - B-(Ybthyl& -hydroxy-propyl)-

iy ﬁ%z?l yé]aﬂ]?ﬁ uor o- phenyl ) - 2- hydr oxy- acet yl am no] - pent
an0| C a%'l(?dH{'%OWﬁ 3-gimaipy by bvotamine)-pertandigasid [5-(1-ethyl-1-hydroxy-propyl)-
| - Biaybilo-yREntids; S
[2 4[ r2re i hy&- _5(1{1 or O%Pﬂn E%/?%/Ia%r%] %erﬂgrr]ml oLc:é) [5- E1ahr;/g}o(>:<y-ethyl) thiazol-2-
yl]-amide;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-acetyl-4-methyl-thiazol-2-
yl)-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic ~ acid  [5-(1-butylamino-ethyl)-4-
30  methyl-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [4-methyl-5-(1-propylamino-
ethyl)-thiazol-2-yl]-amide;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(3,3-dimethyl-cyclohexyl)-
thiazol-2-yl]-amide;
35 2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-ethyl-thiazol-2-yl)-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-benzyl-4-hydroxy-
piperidin-4-yl)-thiazol-2-yl}-amide;



ethyl)-th iazol-2-yl]-am de;
2-12-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi ¢ aci d

WO 2004/033484 hyl am no-ethyl )-4- m PCT/IB2003/004330
et hyl -t hi azol - 2-yl ] -am de;
2-[2-(3,5-D fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
[ 5- (1-i sopropyl ani no-et hyl) - 4--18®
nmet hyl -t hi azol - 2-yl ] -am de;
2-[2-(3,5-Di fl uoro-phenyl)-acetyl am no] - pent anoi c aci d
{5-[1-(2-hydroxy-ethyl am no) -
ethyi]- &[ﬁﬁ,ﬁpjﬂuptﬁipggr@/l):agetylpmMQ}ﬁe@@poic acid (5-formyl-thiazol-2-yl}-amide;
2- [ 2- ( 3.25213 5-buiase-pREEAHECty 3G RbYIAEN O] adkE NEANYIstIrAGLFiazol-2-y1)-
[4-ne(}hy| -5-(1 -norpholin-4-yl- eth yl)-th
i aZ8I'™2-yl]-anide; 15
2- [ 2- ( 3,292143.5-Dilloero-ppérefecstylavimbdeatanoio] - pertidnoi ¢ (aldi3eghia-1-aza-

5{ 4)BSgWlar=prdehAh-dmRtdy! - _
pi perazin-1-yl)-eth 1Iaijé/-thlazo,l-2-y|}-_amde' o
- [ 2- ( 324264 PUEPpRiES Y SBRESASHIRNAE) - 16d 5oy pipericine-1-
pr @pipbyyi)tthiaar-ply-amige] - pr opi onam de;
N {15 [ 5+ s B B siRIOP Mol DR Aindds Aethy! }
N A i T s
2. (metiyylsrEoy)-eceiip asig ety | ami no) - pent anoi ¢ aci d

10[ 5- ( 1- etl[yd3, pDAPYbPhé))E&Y lardinydentadbit Gid [5-(1-hydroxy-ethyl)-4-methyl-
2- [ﬂ%Z()E ?9 if‘le_uor o- phenyl ) - acet yl am no] - pentanoi ¢ acid
(532 Y% hy dr oxy- et hyl ) - ami no]-nethyl}-th
i azol - 223 &Rifldero-ppenyil)-acetylamino]-pentanoic acid [5-(1-hydroxy-ethyl)-4-methyl-
2- ﬁ@azgag_ﬁgﬁiﬁg;uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d

5-11-(3, 3-di t hyl - . . . .
bor U1 a2 BN bhenversieRplsaIeng gpid I fi staspropenyihiazol 2

152- yahBlie5- Di f | uor o- phenyl ) - acet yl ami no] - pent anoi ¢ aci d
[5-(1 - '25(9-%%¥Jggﬂbﬁlé?\yl-e$cgﬁﬂahn%)-péﬂteﬂol& Ydaid h[é—(1-ethyl-1-hydroxy-propyl)-

azol -2-yl]-a
2- [aze2- Wl #ifeuor 0- phenyl ) - acet yl ani no] - pent anoi ¢ aci d
{ 4- met hph2-biyfirbxy-Bpineei/lacktyladiho)-pentanoic  acid  [5-(1-ethyl-1-hydroxy-propyl)-

bu m_no)-at.hyl]-thiazol -2-yl}-am de;
2?%&?5@ gf%s{"?%’uor o- phenyl ) - acet yl am no] - pent anoi ¢ acid
20 ( 5- hydr g;{%&ﬁe@—ﬁgﬂporpﬁﬁ%{waﬁcgw?myo]-p@maa@f;c acid {5-[1-(2-methoxy-ethylamino)-
2- [ethyl-3-nTetHyi-thlake2o)phady | ) - acet yl am no] - pent anoi ¢ acid
(5-morphglin: d=ylmethyl - thiazol-2-yl)-amid e 3 -
271 o ( 5 a2 Pt Evnbsrs Bt ientils Rk Anfrs avgpton 1
{ 5efhybrtiiagpl-2ylkanideini no) - met hyl 1= t hi azol - 2-yl } - ami de;
VO 2004/2Q§~3I§§r8xﬁ§,:37dMﬂﬁft@@%iﬁ@-peﬁﬂaﬁ&c acid [5-(1-ethyl-propyl)-thiazol-2-
252- %&3 5-Di fl uoro- phenyl')-acetyl am no] - pentanoi ¢ aci'd
( 547 8t hyl si | anyl -t hi azol -2-yl)- am de;
2- (2- Hy Bria13/PIBnBxyehiheryFadetyautingi-pérdarioitodcidp EBr( @tiyi-mombitidazol-2-yi]-
(SapsRt Yl - 4-met hyl -t hi azol -2- yl)-am de;
. 2-(2-Hydroxy-3-methyl-butyrylamino)-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-
amide;
30 2-[2-(5-Bromo-pyridin-3-yl)-acetylamino]-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-
yl]-amide; :
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1,3-dimethyl-but-1-enyl)-
thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-isobutyl-vinyl)-thiazol-2-
35  yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  {5-[(1-benzyl-piperidin-4-
ylamino)-methyl]-thiazol-2-yl}-amide;



5 2-(2-Hydroxy-3-net hyl -butyryl am no) - pentanoi c acid
(5-acetyl -4-net hyl -thiazol -2-yl)- am de;

WQ@2{02/083489 oxy- 2- phenyl - acet yl am no) - pent anoi ¢ BCT/tB2003/004330

10

15

20

25

30

35

(5-acetyl -4-nethyl -thi azol -2-yl)- am de;

2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d

{5-[1-(5-acetyl -4-nmet hyl - 10-107-

t hi azol -2-yli m no)-ethyl]-4-nethyl-thiazol-2-yl}-am de

7 2-(2-Hydroxy-2-phenyl - acetyl am no) - pent anoi ¢ aci d

(5-trifluoroacetyl-thiazol-2-yl)- am de;

2- [ 2- (3{BEBDiflusor-rhepyiERipyyroacselypaimihuiapeint aaibil(1zativtioropy))-

{ sk - gl pr 0Pyl am no) - m eth yI]-th |

azol - 2- - ani

N[ 5- }’2,5{3,@@1%%%”% HYdé%racﬁtY'?F‘]m}zpe(‘E’”ﬂ'{}d?c&@ g -93Hspropy)-

nt}nlaz@@e;ﬂ]ydrr&dn no) pr opi onam de;

r’:l' I[ _5a((:% @@%%; 5&&)%{191110] %eﬁ/t‘lar]omz a(:r% Wﬂétﬂ%% (2 n‘étfﬁ?/lammo-

2et[1>21t{1@2@2m']fa i 0- phenyl ) - acet yl ami no] - pent anoi ¢ aci d

( 5- et hyla@isminmeidiptenyiphcBeimiab]-pyttanom deid  [5-(1-ethylamino-ethyl)-4-
| ugr o- phenyl ) - acet yl am no] - pent anoi ¢ aci d

(@L@‘Qﬁaﬁ%lﬁ%’%ﬁomt hyl - 20 thiazol - 2-yl) - ami de:

2- [ 2- (3BEBRilluper-ehepyibesphyjanirdpoitanmin adid ﬁ%h%'wwlaw%thyi)-4-

[,aeﬁqmmagoqmyﬂ] aiideno-m et hyl ) - thiazol-2-yi]-amide;

[5 (2 %& &qogooﬁﬁ{i)- g‘}%ﬁ%&‘{% %rﬁﬁ']e?“t:‘ RgI['F?ahydroxy-ethylammo)_

| etRyliyt-inetaphthiczoe2-yipBmide;
2-[2- (8400 61hdb?& ;ﬁneﬁ!ﬂ? g)ana&%xﬁtamm&.d RERERNDY-@-rdFbHblin-4-yi-
am | nonet h i azol - 2- 2 am de:

5-
pa @) T e é’d? di met hyl - butyr yl am no) - pent anoi ¢ aci d
('5- f or eqA-(3taDifuped-ptnyl)-goetyianted]-pentanoic  acid  {4-methyl-5-[1-(4-methyl-

TR e Gy o e

d f"ﬂ"%'teﬁw Squjerge Nclﬂbfv’*awsprqu'mffwzy' Ak azo
|2Pr3plgrhahﬂtﬂef?a”0y|d:|| rrgtr opyl }- butyramn de;

) - ml ;@gﬁ%@ %thcyaPrB%%L'Ffm %h}c[a%}a&%%ﬁ%t@ﬂyé hng}x}’ 5 3-dimethyl-

2bytgrarigdy oxy- 3, 3- di met hyl - but yryl ami no) - pent anoi ¢ aci d
(4- met fyd-mpsrdblyDYdhehyliadetPhmido)-peatalibit - 49 A8-(1-ethyl-propyi)-thiazol-2-yi]-
Zg'gl% Hygr 0%3 g 3d dlﬂ-l’gt h{/’I butp%rﬁyl ani no) d{gent a¥10| c acid
£3- net hyl -butyl anino)- nmethyl]-th i azol-2-yl}-am
i de; VID[Z2CC47i08848®nAEhBROOZHOTABB0 acidl 08-{[ethyl-(2-hydroxy-ethyl)-

ar(lgoll—,yg{ﬁ)gmﬁagb( glam%tehyl but yryl am no) - pent anoi ¢ aci d
E)ut £/| a?n 2n@)5 W@{%pqenylhg%ﬁy&ml@j ypr}tarzﬂtﬁ de: acid {5-[1-(3,3-dimethyl-
butylamino)-ethyl]-4-methyl-thiazol-2-yl}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-isobutylamino-ethyl)-4-
methyl-thiazol-2-yl}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  {4-methyl-5-[1-(3-methyl-
butylamino)-ethyl]-thiazol-2-yl}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (5-hydroxymethyl-thiazol-2-yl)-
amide;

2-[2-(3,5-Difluoro-phenyi)-acetylamino}l-pentanoic  acid  (5-morpholin-4-ylmethyl-
thiazol-2-yl)-amide;

2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid {5-[(butyl-ethyl-amino)-methyl}-
thiazol-2-yl}-amide;



2- (2- Hydr oxy- 3, 3-di net hyl - but yryl am no) - pent anoi c aci d

[5-(isobutylamino-methyl)- thiazol-2-yl]-amide; 5
WQ@2{02/083489 oxy- 3, 3- di net hyl - but yryl am no) - pent aPCi/tB2a6¢3/@4330

(5-{[ et hyl -(3-methyl -butyl)- am

i no] -met hyl }-thiazol -2-yl)-am de;

2- (2- Hydr oxy- 3, 3-di net hyl - buty149$ am no) - pent anoi ¢ aci d

[5-(1, 3,3-trinethyl -butyl)- thiazol-2-yl]-am de;

2- (2- Hydr oxy- 3- et hyl - but yryl am no) - pent an0| c acid
[5-(1,3,3-trinethyl-butyl)-thiazol- 10 2-y {, am de;
2-[2-(3 25[21§$Plﬁlmrepbﬁyﬁﬂc?tyla@@@}we&wﬁl@]&c'ﬁé’ﬁ imetisianyiteiazol-2-yl)-
[ 4-amddhy! - 5- (1- phenet hyl am

h
25 (3 PR iRy P@yfza'winy R S gey il
[ 5W&ntsenzyl ani no- et hyl) - 4- met hyl -

51 azo' 2'2y(bJH' a3kl methgl-butyr Iamlno) pentan0|c acid (5-acetyl-4-methyl-thjazol-2-y1)-
2-[2-(3, 5- D|f| uor o- phenyl’) - acetyl am no] - pent anoi ¢ aci d

(5- yl -thi azol -2-yl)-am de;

2- ( 2- Hy @r(@tyeidxyrpipply-duatyhamjd ol péranoicp editl a(bedcetylatmethyl-thiazol-2-yl)-

[ 5-4 hydroxy 1, 5-d imethyl-

hexy t hi azol amide; _ _

2-(2- Hy@r(éﬂ}’d@Xﬁgﬁweﬂ!)’b'P%ﬁW'%WPhRﬁ‘i%ﬁ@'ﬁt aarist ¢ (Blr(@acetyl-4-methyl-
10[ SHidzob2-glinmms)RyHyH- hen@tr@r-mmybl)zyntahmaaol 2-yl]-am de 20

[ 5( (21H35/(i 0(9%9%, y\FE ﬁﬁ%ylf%%ﬁ hno?]?%n% %c"fl OFC Cyift Bl aoacetyl -thiazol-2-yl)-

2- [axide3, 5- Di f | uor o- phenyl ) - acet yl ami no] pent anoi ¢ aci d
[ 5-(5- h)QqZI(@Ef—Drﬂuaro%h&yl)féb@&lﬁM'no] -pentanoic  acid  {5-[(1-ethyl-propylamino)-

hex - am de;
t% gt" ZBF?'VQJ%’F% phenyl ) - acet yl ani no] - pent anoi ¢ aci d
15[ 5 ( 5- M- xEthyl- gﬁopj/l)ﬂtmaztwybyl]—z-& hydroxy-2-phenyl-acetylamino)-propionamide;

hexyl ) tl\hﬂS%F—@ hy?pr&(dy) tﬁéﬁoﬂ? yI]-2-(2- h)fdroxy -2-phenyl-acetylamino)- butyramlde
2-[2 uor o acet yl am no] - pent anoi ¢

i"d
[ 5-( 1 § & (%Pﬂy?mﬁgﬁnyh aé‘ﬁ\ﬂ?'j“no ReNfeRgiG Iac'g (§/ pT]ylarmnpmathyl -thiazol-2-
e; vyl)- amlde
2=[2-(3, . : i .
an£)| C( : 02:“:[%% 5. FEIQ 8 pﬁ%ﬁ%@tyl%n@?‘]dﬂ&gf%cﬁgfﬁ%? fy ﬁng-r}@%s:t&?ﬂ%momethyl-
20j  dhigrol-2YNpnide m i d e;

2 [ 2-(3 25{24@ - blﬂOérﬁpﬁérejr)sébétylammbydeamhao] 2618 N{RMRbGpRSHHo-methyl)-
,azo[l% | 1 (2,2,2-trifluoro- ethylam
nolj %? %i azol - 2- yl}-am i de;

2 [ 2- ( 3,252blyfihoxpo2- ohqmul-aawwbawépwmmo]amﬁ)en&fié%ﬁdnf@emd! -hydroxy-
[ 5te§]hlylr)id1.££6m Laam:@o et hyl) - 4-
me

2550 1 52 (3282 PUG S PpFBNF S AEBPkAeRiAn iG] b T ARG R ezok 1)
{ 5gidef 2- hydr oxy- et hyl am no) - 35
et hyl ] % (Q%E%J(y ) Q'dﬁ’r?éﬁ'lyT @Jt%’blémﬁm Hianoic aC|d (5 formyl thlazol-z }-amide;

2-12-( f1 uoro- cety

[5-(1-i gdgllﬁyvpm ﬁgﬁ’r&tq@/lp tyryﬂamlno) pentanml: aCld [5 (1 propyl butyl) -thiazol-2-
metyhpinidehi azol - 2-yl ] -am de; WD 2004/ 033439

30 PCT/ | BZQWd%Qé—%,%%imétﬂﬂ'—Rl-ﬂ -[6-(1-propyl-butyl)-thiazol-2-ylcarbamoyl]-propyl}-
butyramide;
2-Hydroxy-3,3-dimethyl-N-{1-[5-(1-propyl-butyl)-thiazol-2-ylcarbamoyl]-ethyl}-
butyramide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid (4-methyl-5-vinyl-thiazol-2-
35  yl-amide;
2-(2-Hydroxy-3,3-dimethyl-butyrylamino)-pentanoic acid {5-[(3-methyl-butylamino)-
methylj-thiazol-2-yl}-amide;



2-[(2-{2-[2-(3,5-Difl u oro-phenyl)-acetyl am
i no] - pent anoyl am i no} -t hi azol -5-yl methyl)-

WwW@nioaok34pent anoi ¢ aci d nmet hyl ester; PCT/IB2003/004330
2-[2-(3,5-Di fluoro-phenyl)-acetyl am no] - pentanoi c acid
[5-(21-isopropylam no-ethyl)- th iazol-2-yl]-amde; 5
2-[2-(3,5-Difl uoro-phenyl) - acetd9t am no] - pent anoi ¢ aci d
[5-(1 -benzyl am no-ethyl)- thiazo |-2-yl]-amide;
2-[2-(3,5-Di fluoro-phenyl)-acetyl am no] - pentanoi c acid
{5-[1-(3,3-di methyl - butylam
i No) - et AA-Hydrdxly-@Bedimethylibtyptenies)-pentanoic acid {5-[(3,3-dimethyl-
2 gadrinbrald aqier Al acet yl ami no] - pent anoi ¢ aci d
{5-11-( 10
et hyl ] - %Fﬁ Ia)gja%;(yﬁ %A %Qetgyhba ylamlno -pentanoic acid [5-(isobutylamino-methyl)-

2- thizzql2:\8-abiidek uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
(5-ethy I L,
597 o (¥ L RTPINEIRREAS ORI pARRE ccd ¢ Aimainy-Gegioun
[43%?]H9€fthlﬁ§ UC‘QZOH%'U'IWW% no- ethyl)-th
i azol - 2zyd- Hiycﬁd’ﬂy@%dxrﬂ:@thyl -butyrylamino)-pentanoic  acid  [5-(1,3,3-trimethyl-butyl)-
2 &12 é ﬁ | uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
1 -methylamno ethyl)-thiazol-2-yl]-am
| de 2- @(QHI@OWQ-m@hEbWWIaUWbPWVI acida IBelfl 43| 3etFimethyl-butyl)-thiazol-
10 | g p-Benkanoyl am no} - t hi azol - 5-yl net hyl) -
am no] Q
2-[ 2- (3 @?ﬂ? #LP(S)F gfk?ﬁ@h?/‘fefylaga%oc] PPUARSo] - perftSithoi ¢ dETmgi-S(I-
{ SpHebeth@arhipatethyly-thiszbiya-lranmids; - 20

et hyl ]- QE) %qull)lﬂL%ralﬂ)l'}enQFééé?ylammo] pentanoic _ acid ES -(1-benzylamino-ethyl)-4-
| uor o- phenyl )-acetyl am no] - pent anoi c "aci d

[2
[SmFtTY'ﬁ'H%??E?"M@/P’QWP’no ethyl)- thiazol-2-yi]-anide;
15 2- [ 2- ( 32-p-@isthitllerophzhg)gdelvieaaded] perataaitcicidd 8atetylchigzobz-yiglamide;

[5-(1 - g_?%ﬁ%?‘gy% rﬁétw] b@%&‘p{ﬂwr}o) bhtdrd0! 2éaY! I (@%&irgﬁM 5-dimethyl-

25 2- 5 acetyl am no] - pent anoi
achexvh BUQZP'rEFY']cﬁﬁ'F'%cetyI -t hi azol -2-yl)- ami de;

2 [ 2- (32%- @yd‘rdmy@trﬁetpﬁ@w}y)anﬂwpwtmmo&mpe[ﬂ-atwciimeta;aihéx-4-enyl)-
?ﬁ'ﬁz 1y rox G d3 di met hoxy-1- net hyl -propyl)-th
D de;
20 2 [ 2-( 32& @/d‘rw&mpﬁ@ﬁgtmmla@memaam noicidp e i€ podirpethdihgx-4-enyl)-
[th{az_@,&, _atnyujé uor o- 1- hydr oxy- 30
et hyl) - . .
o Iy ) A ey, sbnlSsavoge] et
{ Shéxah-{tilazbledpldmiggir r ol i di n-3- yl am
' no) et E‘gﬂ %‘élﬂhmbhe%ylygt}e‘tﬁénuhﬂ Bentanoic _acid [5-(5-methoxy-1,5-dimethyl-

S uor o- phenyl)-acetyl am no] - pentanoi c acid
25{5 TXII HhiazolgsyHa%ge et hyl ami no) - et hyl | -t hi azo | - 2-yl
} am dez- [235 5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1,5-dimethyl-hex-4-enyl)-
{h%fgl 4 uor o- phenyl ) - acet yl am no] - pent anoi ¢ aci d
-1 so

utyl am no-eth 4- et hyl -t
| azol - 223 %‘%‘f‘qod‘éphe\ﬂ@ %&PW&@@"‘FP@WQ“WGGSP@‘é)zll§é%hydmxy‘1 5
dimethyl-hexyl)-thiazol-2-yl]-amide;
30 2-[2~(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid {4-methyl-5-[1-(2,2,2-trifluoro-
ethylamino)-ethyl]-thiazol-2-yi}-amide;
2-[2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-dimethylamino-ethyl)-4-
methyl-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(2-hydroxy-ethylamino)-
35  ethyl]-4-methyl-thiazol-2-yl}-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-isobutylamino-ethyl)-4-
methyl-thiazol-2-yl}-amide;
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2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-hydroxy-3,3-dimethoxy-1-
methyl-propyl)-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid [5-(2,2,2-trifluoro-1-hydroxy-
30  ethyl)-thiazol-2-yl]-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(1-benzyl-pyrrolidin-3-
ylamino)-ethyl}-thiazol-2-yi}-amide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(2-methoxy-ethylamino)-
ethyl]-thiazol-2-yl}-amide;
35 2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [5-(1-isobutylamino-ethyl)-4-
methyl-thiazol-2-yl]-amide;
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2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid [5-(1-isobutylamino-ethyl)-4-
methyl-thiazol-2-yl]-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanocic  acid  [5-(1-propylamino-ethyl)-
thiazol-2-yl]-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {5-[1-(3,3-dimethyl-
butylamino)-2,2,2-trifluoro-ethyl]-thiazol-2-yl}-amide;

2-Benzenesulfonylamino-pentanoic acid [5-(1-ethyl-propyl)-thiazol-2-yl]-amide; and

2-(4-Chloro-benzenesulfonylamino)-pentanoic acid [5-(5-hydroxy-1,5-dimethyl-hexyl)-
thiazol-2-yll-amide;

and pharmaceutically acceptable salts thereof. .

13. A pharmaceutical composition for treating in a mammal a disease or
condition associated with ApB-peptide production, which pharmaceutical composition
comprises a compound according to any of Claims 1-12 a) in an amount effective in inhibiting
AB-production, or b) in an amount effective in inhibiting said disease or condition, and a
pharmaceutically acceptable carrier.

14. A method for treating in a mammal a disease or condition selected from
Alzheimer's disease, hereditary cerebral hemorrhage with amyloidosis, cerebral amyloid
angiopathy, a prion-mediated disease, inclusion body myositis, stroke, and Down’s
Syndrome, which method comprises administering to said mammal a) an amount of a
compound according to any of Claims 1-12 effective in inhibiting AB-production, or b) an
amount of a compound according to any of Claims 1-12 effective in treating said disease or
condition.

15. A method for treating dementia, including Alzheimer's disease, in a mammal,
which method comprises administering to the mammal an effective amount of a compound
according to any of Claims 1-12 and another drug, either separately or as part of a single
pharmaceutical composition, wherein the other drug is selected from a memory enhancement

agent, an antidepressant agent, an anxiolytic, an antipsychotic agent, a sleep disorder agent,

" an anti-inflammatory agent, an anti-oxidant agent, a cholesterol modulating agent, or an anti-

hypertension agent.



