10

15

20

25

WO 2005/ 030700 PCT/ 1 B2004/ 002985 AM NO ACI DS W TH
AFFI NI TY FOR THE a28- PROTEI N BACKGROUND OF THE
WO DMERAI7GN This invention relates to certain (BECHIB2GH002985

acids that bind to the al pha-2- delta (a25) subunit of

a cal cium channel. These conpounds and their 5

phar maceutically acceptable salts are useful in the

treatnent Qgf val ket f [ ' '

ot hor ai satui AR asREY RelaFrgirpsBTEIN

i nvention provides conpounds of fornmula I, CO2H 10 1

and their phar ”HC@A@KGﬂ(bUNBCGFPFI-@"NVENh“I@N wher ei n

Rl is a hydrogen atom or (Cl-C6)al kyl optionally

substituted with from one to five fluorine atons; R2

is a hy'ﬂlniegeverﬂiporrehtes(torem)'raﬁwnino;ﬂCidSrthat lyind to the alpha-2-

substlé)% L@ m .15 one to_five fluorine atons;
'B'B@ RaICiufR chanmgl. J&Pﬁ%ﬁom%mﬂ%ﬁngﬂwr

ar Carel

cy‘gh Frf%%pﬁgalh/f eﬁfc@g?&blé Qélﬁs eo%gulg? o%m 'P%%ﬁe&g% F%ﬂn’ety of
(Cﬁeyeﬁbamycglpmh Iarld othéBdlsm)eceycl oal kyl - (C1- C3) al kyl ,
phenyl , phenyl - (C1-C3)al kyl, pyridyl, or pyridyl-(Cl-
.20 C3)al kyl, wherej I C kyl noieties
or substituents ar%ﬂwggyaﬁéy_r@%g@yﬁﬁh?@ with from
one to five fluorine atons, preferably with from zero
to thremid chti&@Pﬂ;\ﬁu&c@ﬁﬁoM& oiMMblaand pyri dyl
substituents and phenyl and pyri dyl noi eti es of

t he phenyl - (Cl-C3)al kyl and the_pyridyl-(Cl- C3)al kyl
substituents are optional sll\li ted with fromone
to five 25 substituents, ﬁ%thfromzeroto
two substituents, independ WO 2005/ 030700

PCT/ | B2004/ 002985 sel ectRed f chliRy o, fluoro, ani no,
nitro, cyano, hydroxy, (C1l-C3YaNkyl ani no,

(Cl1-C3)al kyl optionally subst ituCedHwW th fromone to
three fluorine atons, and ]] C3) al koxy optionally
substltuted with fromone to three fluorine atons; R4

< R T PRAR R adeobtole By, WEBIELT: nte at o

R is a hydrogen atom or (C4-Cg)alky! optionally substituted with from

one to five fluorine atoms;

Rq is a hydrogen atom or (C4-Ce)alkyl optionally substituted with from
one to five fluorine atoms; or

R, and Ry, together with the carbon to which they are attached, form a
three- to six-membered cycloalkyl ring;

R is a hydrogen atom, (C4-Ce)alkyl, (Cs-Ce)cycloalkyl, (Ca-
Ce)cycloalkyl-(C4-Cs)alkyl, phenyl, phenyl-(C4-Cs)alkyl, pyridyl, or pyridyl-(C4-
Cs)alkyl, wherein the alkyl and cycloalkyl moieties or substituents are
optionally substituted with from one to five fluorine atoms, preferably with from
zero to three fluorine atoms, and the phenyl and pyridyl substituents and the
phenyl and pyridyl moieties of the phenyl-(C4-Cs)alkyl and the pyridyl-(C;-
Cs)alkyl substituents are optionally substituted with from one to five
substituents, preferably with from zero to two substituents, independently
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R5 is a hydrogen atom or (Cl-C6)al kyl optionally
substituted with from one to five fluorine atons; -R4

w@n@s@30706 oget her with the carbon to which t heRCHIB2004/002985

attached, forma three- to six-nenbered cycl oal kyl
ring; and 10 R6 is a hydrogen atom or (Cl-C6)al kyl;
with the proviso that Rl, R2, R3, R4, R5, and R6 are

not simul taneously hydrogen atons. Spe¢ific, co ov(nds,
ofselectad|feom ChigEp LHOre.AMING) NFRI FHRNCo B’gﬁéﬁ?mﬂ’s Cirleyalkylamino,
t h@#%@aﬁ(ygg@t%ﬂe{llﬁ% %nﬁféﬁirﬁ%rﬁ do':r%| foShrekXluorine atoms, and

exanol ¢ acl

@”{@é}aﬂwﬁ @pﬂﬁhaﬁiw subefitudetbivith #oidone to three fluorine atoms;
-4, 5-di met hyl - oct angqi ¢

3 Am nOR4|3@ BV eROORD 121918 P4 G gaﬁz&ygoptlonally substituted with from
0 decanoi c acid; 20
ﬁ)f'v% @‘f(ﬂ"dge%%ef hyl - hept anoi ¢ aci d;

3 Ami noRAised hy(ﬂrogemdsmlof ¢Ci-Qp)eilkyl apiumhally substituted with from

3- Am no- 4- et hyl - 5- net hyl - nonanoi ¢ aci d;

3-

3-

mﬁmn@f&mma@oms@n net hyl - hept anoi ¢, aci d;
AM NGy ari# E%i e‘i“vﬂi‘ﬁt ﬁ%'ca?&&nﬁ@%lﬁcﬁ%éér are%attached, form a

d met nonanol ¢ aci

3- ﬁmenQo §n@rhbvﬂbe¢edeydflyalkwo1rmwand aci d;
3- Am no-5-et hyl -4-neth grs caC|d
3- Ami ndladis® '&N@PE?'IW P& IR 4

g m n%ﬁ1§1 gﬂ thQR AT Rs AR, ‘ih5, 8Ad Rs are not simultaneously

yl - nonandi ¢ act d;
3-hidrogerbatentsy | -4 7- di et hyI oct anoi ¢ aci d;

3- Am no: 5- et hyl - 4% rpé q?n%u e ﬁ1eaf%|lngQZCO¥Rounds and

2005/ 0
3 tﬁénﬂ ﬁﬂajnécéﬂti%bw bc&;ﬁﬁ’élb)é'aﬁé*e pt anoi ¢ aci d;

5-di ethyl-7-methyl -octanoi c aci d;

3- Ani ncS—AnﬁnQiﬂét-dWetByHmWDlCrﬁﬂlfbnm c acid;
3- Am nor & mda e LiNGAn rdptRA G gkig; act d;

3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4,5-dimethyl-decanoic acid;
3-Amino-4-ethyl-5-methyl-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid;
3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5,6-dimethyl-heptanoic acid;
3-Amino-4-ethyl-5,7-dimethyl-octanoic acid;
3-Amino-4-ethyl-5,8-dimethyl-nonanoic acid,;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-nonanoic acid;
3-Amino-4,5-diethyl-heptanoic acid;
3-Amino-4,5-diethyl-octanoic acid,
3-Amino-4,5-diethyl-nonanoic acid,;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;

3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
—D—
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5 3-Anmi no-4,5,7-trinethyl-octanoi c acid;
3- Am no-4,5, 8-trinet hyl -nonanoi ¢ aci d;

W@ 200510800001 - et hyl - 5- met hyl - hexanoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 5- et hyl - 4- net hyl - oct anoi ¢ aci d;

3- Ami no- 5- et hyl - 4- et hyl - hept anoi ¢ acid; 10
3- Am no- 4- net hyl - 5- propyl - oct anoi ¢ aci d;

3- Anmi no- 4- net hyl - 6- et hyl - oct anoi ¢ aci d;

g Ani n@- Amgmgma digthst- ByheihghMHUOIacacui

Am

- A n@-Afgnt & eV GARGY Eodendl apic

ng .gm?H&hCBO&@fry’ BAm%lhgl -A&hdNdic Bewanoi ¢ aci d;
n

cycl opent I met hyl - heptan0|c aC|d
| NG-Ardhdvd|5, @lrirﬁnelhhly‘bhegﬂanblspacm‘im c acid;

1 No-5- et hyl - | -octapoi c acid;
i n&- '%U"é@‘?]§|5 4""8“%‘?“%?%[1 OiSATHhoi ¢ acid: 20
, 4R g%gﬁig A% éLtrﬁnéiﬂhvﬁhMénch@éaam ¢ acid;

R 4R o- 4, 5-di met hyl - hept anoi ¢ aci d;

R, 4R35R)11rﬁi3-#mtlmd—54m§thyl-memmlc @cdanoi ¢ aci d;
R4R5 4, 5-di ne Lnoan0|ca0|d

R 4R3 @' TRt -44m§“l¥' @’anoi c acid: 25
- A ng: %mﬂ&?%@ﬁﬂﬂﬂneﬂn@hbwaﬂé@(@ﬂ@* ¢ acid,

cycl oproopyl - 4-"et hyl nethyl hexan0|c aci d;
nG-@mmﬂmwhylFS-prmMptaﬁ\@Km C aci d;

e ]
Q&nm&hmnylyé-eﬂwyehbuhn&cmtdwl hexanoi ¢ aci d;

i n
1 n0- 5- cycl ohexyl - 4- et hyl - hexanoi ¢ aci d;
i n8-mnineh Srdisiy-actanaigiacidinet hy| - hexanoi ¢ aci d:

° SRS T

I ng- /ﬁmﬁ*)tﬁdi@gélcpahtym%dm&hwme—mammamld: aci d;

no cycl obut yl }{n eI i c.aci
3-Am|no -7-cyclopentyl-4,5-dimethyl- anoic aci
3-Am|no-5-ethyl—4,6-d|methyl-heptan0|c acid;

3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;

”55555

WWwWwww !

wwwwwwwwﬁf\/\/\/\wwwwww

5555555

(JO(JOOJ'
wl

555

3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(8R,4 R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethy|—decanoic acid;
3-Amino-5-cyclopropyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclopropyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-5-methyl-hexanoic acid;
— 3
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3- Ami no- 6- cycl obut yl -4, 5-di net hyl - hexanoi¢c acid; 5
3- Am no- 5- cycl opent yl - 4- net hyl - hexanoi ¢ aci d;

W@20851080006- cycl opent yl - 4, 5- di net hyl - hexanoi ¢ aRCT[B2004/002985

3- Ami no- 5- cycl ohexyl - 4- net hyl - hexanoi ¢ aci d;

3- Am no- 6- cycl ohexyl - 4, 5- di net hyi - hexanoi ¢ aci d;

3- Ami no- 8- cycl ohexyl - 4, 5-di net hyl - oct anoi ¢ acid; 10
no- 8- cycl ohexyl - 4, 5- di net hyi - oct anoi ¢ aci d;
n@-Anﬁnmsmclanopwﬁtraamybh@sﬂwc acid;

223 én'g %-'Srmncéz[ct rowiﬁ%ﬁ,nﬁetﬁ@-tﬂexanonc acid;
ne-A - Anfindis0& cibHutilachBtHyr-hegdribic é&d

4,6, 7- trlmsthyl oct anoi c acid

n@-AnBne-6:aycinkui. mdimetbylchexangic acid;

n-Amocpene Rtk Ee R P RRdard: oci o
N&. Anfid§68¢logentyi- mawethﬂMnom aobd:d; 20

no- 6- cycl opentyl - 4- et hyl pt anoi ¢ aci d

ncs-Am:mlscny@iqhqex -4reneiiyl-nexpp@is Acid; aci d;

4 d;
"5 iR S e rdR aetc oot o
N&- & rfiyS-BayRBHekyl4 @dﬂnaﬁiyhactahemmu ¢ acid: 25
no- 7- cycl ohexyl -4 dlﬂEthKl-hepIanOIC aci d;

n@-BWWBWWWZﬂ Sdimattyhgstapeicafidc aci d:

o Rt Rt Rparte Bt o0 200 P Al
n@&nﬁd@—ﬂ@dm)éthﬂ cﬁ:{wdmablyll oct anoi ¢ acid; 30

-6-(3-chl oro- 8 enyl é - met hyl - hept anoi c acid;
n@uﬁnﬁ@&ﬁjﬂmﬁt YIHI99RBRIA3CIY;. et hyl - hept anoi ¢
id;
mlnt% hyq d|énetgyltdrelc ?Jlgragrlret hyl - phenyl ) - hept anoi
d3 Amnmmwmawsmtam'MMOm 002985

4 hyl - phenyl ) - h -
3%—Amr|1r$o468?nr$1ethy nonalljnocﬂc?g‘&td yl - phenyl ) - hept anoi

”% Kirfir-8'8 @tmBligPaédanbi®adiinet hyl - hept anoi ¢
3-Amino-6- cyclopropyl-4 methyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclopentyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
3-Amino-8-cyclopropyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclobutyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclopentyl-4,6-dimethyl-octanoic acid;

5858%3%%%%%%%%55%55%%555%555

e.
=3

3-Amino-8-cyclohexyl-4,6-dimethyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-methyl-heptanoic acid;

3-Amino-4-methyl-6-(3-trifluoromethyl-phenyl)-heptanoic acid;
—f
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3- Ami no- 7- (3, 4-di chl or o- phenyl ) - 4, 6- di net hyl - hept anoi c
aci d;

WQ@208510800001, 6- di met hyl - 7- (3-trifl uoronet hyl - phePyT/JB2oeqt02985

anoic acid; 5

3- Ami no- 4, 6-di net hyl - 7- (4-trifl uoronethyl - phenyl) - hept
anoi ¢ aci d;

3- Ani no- 8- (3 chl or o- phenyl ) - 4, 6-di net hyl - oct anoi c

aci d; 3-Amino-4-methyl-6- (4-tnf|uoromethyl phenyl)-heptanoic acid,;

3- Am nog & (ot H-SNo R Sh&ln blaiefhyhata¥ic £54,2n01 €

aci d;

3- Ami nog mnemps hyichforbIHeny llasarmishiiyheansiy lakidyct a

noi ¢ acid

3- Ani ncG-An@ndft‘n&{dWethBL (A3 thifioremmetyphgnyhepianpicqdid;

30 ani noAraipRsh S aTARHGT T B icp BBl BOSRPREbENBR! déic
3- A no3 Anfih63- (:ﬁcrﬂBFohﬁherﬁﬂ?)C@B‘UlﬁIe&ﬁdl -detanoic acid;

3- Ami no-4-et hyl -6, 7-di met hyl - oct anoi c_aci d;
3- Ami ncﬁ-Anmnhyﬂ (%‘}ﬂlah\IQf@tpthyM@dtm@thgmqjanqg acid;

o N ﬂgb&y O%Sgg@ﬂylr@ﬁﬁ{ﬂu%ﬁcg@?gwpﬁéﬁ -%ctanmc acid;

| NG, ﬁnﬁMéMO@bﬂrNéth\j‘i S{hyfitdrerhatrgi-phasydoctanoic acid;

no- 6- cycl opent yl - 4- et hyl - hept anoi ¢ aci d;

| n@-smipeoetbyl-methyligatanaipeeifoi ¢ acid; 20

 norAmiEreBhiH gt feB i h23?2ﬁ2?2°aifad
n@.lnqy@umﬁwt&mecthﬁtdacbn&crmd]yl hept anoi ¢ aci d;
7-cycl ohexy] - - 6- net gﬁ}q—jhept anoi ¢ aci d;

3- Ani no’i iAoyl - dAmEFWVyPC‘@nﬁ’Q - oct anoi ¢ aci d;
25 3- A'%Rﬁ}nﬁoﬁ @@Pﬂlmét |H%EW' -octanoi ¢

aci d; ent yl - yl - 6- net hyl - oct anoi ¢
aci d; @Aﬁﬂmw éhyiy&gfdmn];hyl-deemmyt aidiret hyl - oct anoi ¢

Zg: 3 -Amlno e cycfo%rggyl %r-gt_hgpﬁggtla?wbé_a%tl&yl -heptanoi c

5 AT 1o i, M- BGPHE oI et anoi

3- Ami n@-AmndvgtoyBlop@ntyl-4f ¢thyklentangic-asitsny | ) - hept anoi ¢
aci d;

3- Ani n&AMRKEeYslonexyF4-ethysheRIaNRR 2¥fleny ! ) - hept anoi ¢

aci d, no—7-c clopropy!-4-ethyl-6-methyl-heptanoic acid;
3- Ani no3- {n( y g Fgwyen -y4 eth Y pmat hyl -hept anoi c

aci d, -55Am<20€r5'/3ln®0w@ eibv%mtwlmge@c acid

ﬁoﬁn goc?'- rliso- %—cycF rﬂ)le(r)l{y?-ﬁ&?nWé)me"thﬁlt-Mﬂtaﬁon%ﬁﬁf' -hepta
3-Am|no-7-cyclohexyl—4-ethy|-6-methy|-heptanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclobutyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclopentyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-4-ethyl-6-(3-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-4-ethyl-6-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-ethyl-6-methyl-heptanoic acid;

— 55—

3-
3-
3-
3-
3-
3-
3-
3-
3-

55555555



3- Am no- 4-et hyl -6-net hyl -7-(3-trifl uoronethyl - phenyl) -
hept anoi ¢ aci d;

WQ@208510800001- et hyl - 6- met hyl - 7- (4-t ri f 1 uor onet hyl PEITEBRYH4)002985
hept anoi ¢ aci d;
3- Am no- 8- ( 3-chl or o- phenyl ) - 4- et hyl - 6- et hyl - oct anoi c
acid; 5
3- Ami no- 8- ( 3, 4-di chl or o- phenyl ) - 4- et hyl - 6- net hyl - oct an
oi ¢ acigdAmino-7-(3,4-dichloro- phenyl) -4-ethyl-6-methyl-heptanoic acid;

icﬁgnng%c;\me,h&' ety e thy &S blont R ABHMY HepEANGie acia;
3- Am nog. ﬁnﬁhgﬁéﬂ sy RENRthy - Wgﬂﬁﬁlhbfdm&hwmdwl) -HfpRANGiG acid;

oct anoi*c acl - hept anoi ¢ aci d
3- A n@-AnfindigAgS: ¢thiorormieret)el- ett‘gbﬁmethylfpctanmc acid;

o 23’1 Anﬂng{aﬁ,@[ﬂg,ch %g),rﬂ\ghgl) Lt yl -6-methyl-octanoic acid;

. thyl-phenyl)-octanoic acid;
ng}_%pﬂﬁ{)h %thglg%?;égl’a?c@ ﬁ‘n‘luorome yl-phenyl)-

n@»Arrﬁnbhydathpleﬁs-meihyj &(ﬁ-tt[fluQ@methyl phenyl)-octanoic acid;
noi c _acid

4-
ﬂ?agnumt-{l E&i)ﬁeﬂtaﬁgi"tﬂﬁ'd’pent anoi ¢ aci d;
”%'ghﬁbf&h%lamé&h yidhePranoit aBRikanoi ¢ aci d;

no-7-cycl opropyl = 4- et hyl - heptan0|c aC|d
i n@-AriyeHAdhdinyethyl- ommq;c agight anoi ¢ aci d; 20

1 NO- cl anoi ¢ aci d;

i n& g %ﬁ&ga\%{ﬁthﬁ' #fc%%t anoi c aci d
n%‘,&nﬁﬂ@-hﬂﬁ Fhesarioié Buiti; pent anoi ¢_ac d;
no- 6- cycl open - met hyl - hexanoi ¢ aci d;

nG—IXan:Hdpeﬂw hemanelcr@m ;hept anoi ¢ aci d; 25

cl,o .pent anoi ¢ aci d;
n ﬁﬁdﬁ%@l‘o‘i‘aﬁg{c% d’hexanm c acid;
”%’Krrﬁr)/é‘»hilﬁémyl nénamildsmbldhept anoi ¢ aci d:

cycl opropyl -4-eth ent anpi c_.aci d,
n@-/snqu:ﬁryp/p@@wmd %WR%YJ'ESQQH‘BW@%\ id; 30

-Amido-p- g gigaci d

| na-ATiEPaTERpont R RERARIP eI |

n@ﬁénquyubplrepyldt-mpthymdmpmom aa@dd; -6 WD

5/ 030700 PCT/1B200 /002%1 ?
3-Amino-5-cyclobutyl-4-methyl-pentanoic acid;

3-Amino-6-cyclobutyl-4-methyl-hexanoic acid;

3-Amino-7-cyclobutyl-4-methyl-heptanoic acid;

3-Amino-5-cyclopentyl-4-methyl-pentanoic acid;

5555555555555555555555

3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3
2

o 1
o

3-Amino-6-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-7-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-5-cyclohexyl-4-methyl-pentanoic acid;
3-Amino-6-qyclohexyl—4-methyl-hexanoic acid;
3-Amino-7-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-5-cyclopropyl-4-ethyl-pentanoic acid;
3-Amino-6-cyclopropyl-4-ethyl-hexanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-heptanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-pentanoic acid;

3-Amino-6-cyclobutyl-4-ethyl-hexanoic acid;
—f—
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3- Ami no- 7- cycl obut yl - 4- et hyl - hept anoi ¢ aci d;
3- Am no- 5- cycl opentyl - 4- et hyl - pent anoi ¢ aci d;

WQ20851080006- cycl opent yl - 4- et hyl - hexanoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 7-cycl opent yl - 4- et hyl - heptanoic acid; 5
3- Ami no- 5- cycl ohexyl - 4- et hyl - pent anoi ¢ aci d;
3- Am no- 6- cycl ohexyl - 4- et hyl - hexanoi ¢ aci d;

3- Ami no- 7- cycl ohexyl - 4- et hyl - hept anoi ¢, aci d;
3- Ani n@AﬁHﬂthCrYPI%P Mri-atay '&0'%1@!3'&'

: m 2g-émjn(g-s!dyc[@(eﬁy’-a%gb(gﬁﬁlngaﬁ? gc,d 10

3- Ami n@- Anﬁn@6tayclupehpyl-4¥mmmwanonacaand,
3Amno455tr|msth‘ tg%pgaamdbdand
A nS-AMNGTIGYCIRE & R NQYE 9 her conpounds

hei - FHAMIACERSERABIEct R peaRbicERIgounds, and 15
N @=Ariifed- Bydyc@hphﬁweﬂwbhemlmaadl d:

0
t

3- Am

3- Ami no- 4- et hyl - h C. ac

3- Ami n&-ADVRY- ﬁgﬂYC*Phgﬁg' '?WEE?&&IB?'E aaFlé 'd;

3-Anin I | - pent anoi ¢ aci d;
20 3- Am % /?m r%) ?I% %E’ﬁ%@gﬁgﬁ?ﬁﬁc’ﬁ?"% h)F/)I pent anoi c

aci d; 33Aﬁmmé455 trimethyleociapbieragid; - 4- net hyl - pent anoi ¢

3- Am nS=AMine-4.45-imeihy-hRaneis addiet hyl - pent anoi ¢

acid; g 0-4,5,5-trimethyl-heptanoic acid;
3 -tnS 4-di chl orscg-pp nyl ) - 4- net hyl - pent anoi c

aci d; 3%mmm6545(rzneihylcmian@n@¢|0) apdxanoi c acid; 25

3 am ne-ATP-Am ST gBREERBEN ¢ o o
3- Am n@ytfer GorfipSliridy cﬁrf@mhﬂaayﬁc)ludmemf@llwmgmmpounds and
3- Am no-4- (3, 4 di chl or o- benz&(ﬁ) hexanoi ¢ aci d;

3thii phareagceugeally accentabie $alis:net hyl - hexanoi ¢ aci d; 30

3 Am na AT ap - ERacpeaRICUb I ETE € 56
3- Ami ng:Amind-4-nsbtayitephemhidexbhoié-auid;hy| - hexanoi ¢

acid; -7 WO 2005/030700
. 3-Amino-4-methyl-7-phenyl-heptanoic acid;

3-Amino-5-(2-chloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-5-(3-chloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-5-(4-chloro-phenyi)-4-methyl-pentanoic acid;
3-Amino-5-(2,4-dichloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-5-(3,4-dichloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-4-(2-chloro-benzyl)-hexanoic acid;
3-Amino-4-(3-chloro-benzyl)-hexanoic acid,
3-Amino-4-(4-chloro-benzyl)-hexanoic acid,;

!

(

(
3-Amino-4-(2,4-dichloro-benzyl)-hexanoic acid;
3-Amino-4-(3,4-dichloro-benzyl)-hexanoic acid;
(

3-Amino-6-(2-chloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(3

3-Amino-6-(4-chloro-phenyl)-4-methyl-hexanoic acid;
(

3-Amino-6-(2,4-dichloro-phenyl)-4-methyl-hexanoic acid;
Ny A

-chloro-phenyl)-4-methyl-hexanoic acid;
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W@e00d/03078¢ A no- 6- ( 2- chl or o- phenyl ) - 4- et hyl

PCT/ | B2004/ 002985
3- Am no- 6- (3, 4-di chl or o- phenyl ) - 4- net hyl - hexanoi c

acid; 3- Am no-6-(3-chl oro- phenyl ) - 4- et hyl - hexanoi c
acid; 3- Am no- 6- (4-chl oro- phenyl ) - 4- et hyl - hexanoi c
acid; 5

3- Ami no- 6- (2, 4-di chl or o- phenyl ) - 4- et hyl - hexanoi ¢ aci d;

3- A n@“ﬁnﬁﬁo-ﬁ ﬁ@lﬁbicﬁrdﬁo-phénw -)-rdethyHydxaheicaanid;c aci d;
3- Am no- 7- (2- chl] or o- phenylg) 4- et h I-hept anoi ¢ aci d;

3- Ani n@-Amino-HRoereHReY-41ethre ARG AGHoi ¢ aci d:

2" oAt B BIFRA apliblertRia c acldl

aci d; 3-Am|no 6 (4 -chloro- phenyl)-4 ethyl -hexanoic acid;

3-Am no-7-(3 or o- p hept anoi ¢
aci d; 3’3“%%@ (? 4 Q'CBW%'PBGB\H)éﬂSﬂtWﬁeé%ﬂ?/'P aﬁlggt anoi ¢
acl d; s%ﬁln@cf‘ng_(?;lzf(-glgﬁﬁrgpg_e@ﬂfmétﬁyl ‘heﬁhﬁéf ib-deRpt anoi c

aci d; enyl )-4-et - hept anoi ¢
aci d; BSAmino-7-(2-chloro-phenyl)-4-methyl- heptanonc acid;

2(:;&\3] ngr{éfn(lnzo-% (glc mrgrp%e%yl‘fqyl )ethyl ﬁéB%é'nbf&eéoéi@”o‘ ¢
3 AT NG infrib- (IR Bl ReR e RbtaholaRignol ¢

aci d. hIS I n entlon provi des conpounds of
f or mul 3-Arnirfcl7- (Z,G-tmntilotmphenphé-lm&tbﬂmemmmg acid;

det | ned-hmiver G drRarePhei-Fne REeeRaE R, o
'S not F,%J@Mm%hﬁirefﬁhenﬁm%thyl%é‘mamaadﬁi of formula

i nc he fol l ow'n onpouhds and their
phar ma8eAmireal($- calmemhenylémﬁhyléaeptanmc acid;

3- Ami

3 AR TE e ARGl kptadSi acic

3- Ami n Mnﬁmﬁ@ﬁﬁ‘ﬁbhl@?d—pﬁékhﬁ) &«@Ittgd heptanOIc acid; and
3- Anmi no 4. 5-di net %@mlnonanm C aci

3- Arr} nB-AanEthZrI(3§ pya-Phemtfrsthy-Repianoigasig d
2005 O i d:
3- Am n 81’%2}1%%%%@5@\{ &] ngo(r:}ozﬂ %ﬁ}%’lécoﬁ?hﬁagl If aci

3- Ani no- 4 et hyl -5, 6-di net hyl - hept anoi ¢ aci d;
3- Ami no- 4- et hyl - 5, 7- di met hyl - o€4anoi ¢ aci d;

HoN Rs
R;
HO-C
]
and their pharmaceutically acceptable salts, wherein R4, Rs, and R, are as

defined above in formula 1, with the proviso that Ry is not a hydrogen atom.

Specific compounds of formula Il include the following compounds and

their pharmaceutically acceptable salts:
3-Amino-4,5-dirhethyl-hexanoic acid;
3-Amino-4,5-dimethyl-heptanoic acid,;
3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl-heptanoic acid;
—8—

- heREMTB2004/002985
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WG@20851080006- et hyl

5 3- Ami no-4-et hyl -5, 8-di met hyl - nonanoi ¢ aci d;
3- Am no- 5- et hyl - 4- net hyl - oct anoi ¢ aci d;

3- Ami no- 4, 5-di et hyl - hept anoi ¢ aci d;

3- Ami no-4, 5-di ethyl -octanoic acid; 10

3- Am no- 4, 5-di et hyl - nonanoi ¢ aci d;

3- Ani no- 5-et hyl -4, 7-di met hyl - oct anoi ¢ aci d;

3- Am n03-5krﬁirby4 -ethyB5ahethylodtancioaciol, ¢ aci d;
3- Ami no 5-di et hyl - 6- net hyl - hept angi c aC|d
Anmi no3 $"B“‘G’r"€?m\’| S-oeigyenafoiGRdfc aci d: 15

 norRrarg FRLp K AR TRBRARR, foge! ©

n@%rgmng-meihybsmdlhmm&mtanmagd

no tri -Nonanol C Cl

i no3-AreingyA- e%w"ﬁ%@yr@;mew@sl maeg‘lgacm 20
d;

| oA ey IRy RS ARGE okt

heptan0|c aC|d
n<13-4\miab¥5fdathﬁl-4mmmyl -rurtemoid acidici d;

no 6 C ent di. met hyl - hexanoi c aci d;
i}/‘ '53(' h@pgarmlq@gl vl -hept anoi ¢ acid; 25

I d;
? E“?'??“ﬂ. oY 28D O aar
nCB-B.mmb-yﬂ 5-d;e®=|)d-|rmaah9b amd]nanm c aclj d
R, 4R 5-
R, 4R)35§I“'§°' f tH)S' ‘h‘;é}ﬁ%?%’ﬁ 99%%@8%63%3?2 aci d; 30
(3R, 4R%§m§oé@tﬁﬂ =48 i BA- hﬁhaﬁ@ib%&m ¢ acid;

(3R 4R Am no- 4, 5- di et hyl - nonanoi ¢ aci d;
( 3R, 4R BRMIBo-AH- dn@iwl-ﬁmetmhbepta@@mmd

- A nor AR GRRSHD BN P O RO e
3- Ami ng-AnfiNe-UEPdietl-sdmetty-hohanit lild; hexanoi ¢ aci d;
3-Amino-4,5,6-trimethyl-heptanoic acid;

5555555555555

3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
(3
(3

3-Amino-4,5,7-trimethyl-octanoic acid;
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl-hexanoic acid,;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyi-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid,;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;

)

(3R,4R,5R)-3-Amino-4,5-decanoic acid;
— 09—

- 4- et hyl - nonanoi ¢ aci d; PCT/IB2004/002985



3- Ami no- 5- cycl obut yl - 4- et hyl - hexanoi ¢ aci d;

3- Am no- 6- cycl obut yl - 4- et hyl - 5- net hyl - hexanoic acid; 5
WQ20851080006- cycl opent yl - 4- net hyl - hexanoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 6- cycl opent yl - 4- et hyl - 5- net hyl - hexanoi ¢ aci d;

3- Ami no- 5- cycl ohexyl - 4- et hyl - hexanoi ¢ aci d;

3- Am no- 6- cycl ohexyl - 4- et hyl - 5- net hyl - hexanoi ¢ aci d;

3- Ami no- 5-cycl opr apyl - 4- et hyl - hexanoi ¢ aci d; 10
3- Ami no3ABiner By EeRPY-SelyiBeXRNha%ehoi ¢ aci d;

3- Ami |

3. Am nod e B SRl R gt SRR EcRICacid;,

g ﬁm n035ocmmllepth)wtylf-gmwmxmmaom aci d: 4 15
cycl open - exanoi ¢ .aci d;

S A n A O SRRt BN ag SEiC

3- Am NOg I c acid;

3- Ami no @%@I%E@?}:’ rﬁyl54 ﬂ*éﬂl kalg@??ﬁg c acid and

3- Ami n03&mml&byaolg;ba@l&—dthyéﬁhyd;thybhmom aaifid. This
i nvention al so vi des c unds .of fornmula Il R3 20
|11 and3¥aine- EXéFS Eﬁ.ex?%h XGRUEACKDb| e sal ts,

wher ei ng %-mﬂﬁ% %*b ygi e‘i}m@R@@t hey&ndi® atiett mila

with the provis e not hydrogen
at ons. @p&mnﬁﬁccyulmmopyid%nﬁthyldnemnaclacld i ncl ude the

follow n ounsan 5th har naceuyt i cal |
accept ab '§g%t' %orgm ﬂ'@eﬁ\y[ﬁg °'$3§J§noi c a%:/i d;

3-Amin SU@gkjitSﬂ of I-‘heﬁéh@ic acid
3- Ami O'5i4 5-di met hy Iu}%ct anoic acid; -10 V\D 2005/ 030700

PCT/ | BEMID&WIM%&WBWI h@t&nﬂlc adfdanoi ¢ aci d;
A
3- Am na3.Anfind-ctdyciBidnyi-48uaanethgl-eexatioic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
. 3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid and
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid.
This invention also provides compounds of formula Il

CHa
H,N Rs
Ry
HO,C
11

and their pharmaceutically acceptable salts, wherein Ry and Rg are as defined
above in formula |, with the proviso that Ry and Rs are not hydrogen atoms.

Specific compounds of‘ formula 11l include the following compounds and
their pharmaceutically acceptable salts:

3-Amino-4,5-dimethyl-hexanoic acid;

3-Amino-4,5-dimethyl-heptanoic acid;

3-Amino-4,5-dimethyl-octanoic acid;
—10—
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5 3- Ami no- 4- net hyl - 5- propyl - oct anoi ¢ aci d;
3- Am no- 6- cycl opentyl - 4, 5-di net hyl - hexanoi ¢ aci d;

WQ2085i080000 - cycl opent yl - 4, 5- di net hyl - hept anoi ¢ BCT/tB2004/002985

3- Ami no- 5- et hyl - 4, 6- di et hyl - hept anoi ¢ aci d;

3- Am no- 5-et hyl -4, 7-di net hyl - octanoi c acid; 10
3- Am no- 5- et hyl - 4, 8-di net hyl - nonanoi ¢ aci d;

(3R, 4R) - 3- Anmi no- 4, 5- di net hyl - hexanoi ¢ aci d;

( 3R, 4R L RmiRoA5-aimdthprebriolyydcidiept anoi ¢ aci d;
(3R 4R, 5R) - 3- Ami no- 4, 5-di met hy| - oct anoi ¢ aci d;
( 3R, 4R FBAMIBoAS AdtimetyhaREROIC-8/fhanoi ¢ aci d; 15

g e A a2
3- Ami na-AnfiM64pPBatieth-nehindic Beidanoi ¢ aci d;

3- Am no- 6-cycl opr opyl - 4, 5- di net hyl - hexanoi c aci d;
3- Ami n@-8nypetdometi-SAraRYhaAtanisadili ¢ aci d; 20

3- Ami nq; 6- I - L5 icGq-aci d;

3. am norriyGesEidar = SR oIRkBRd T

3- Ani ng-Anfivic{7epeiipaniyt-45-dimethyiieptiancie acid; aci d;

3- Ami no- 5-cycl ohexyl - 4- met % hexanai ¢ aci d;

3- Ami n@-Bmigeboptbyid.SAimeViaepanokaEtioi ¢ aci d; 25
3- Ami ng; 8- =0 4y 52 dli i noi ¢ acid and
3- Ani n83-‘8!@@156%5%‘}’7?’@?ﬁy@‘%"—cﬁﬁnoi c acid. WO
2005/ 03P AIn®6TéthiEn84liraettyBBorarnaic agident i on al so
provi des_conpounds of _formula IV cH3 .H ,N ) ,R CH3
|V and (SBéﬁ)'%ﬁéP'ﬁﬁﬁ';@'Pf’Egglﬁyehmﬁ Gt sal t s,

wher ei i Agk - /1 ®adija |, with
the pr 3?’/5540#"?@}% '%Sﬁﬁr?dsw’%o?mawﬁwr%gé%(ﬁ atom Specific
conpourgR,4R,5Ry3imind-4,5-diglelind-octandieadidin ng

cal s (eaHhRR SRt P R s TS oo
(3R,4R,5R)-S-Amino-4,5-dimethyl-decanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-5-cyclopropyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopropyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid and
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid.

—_11—
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(3R 4R 5R) - 3- Ami no- 4, 5-di net hyl - heptanoi ¢ acid; 10
(3R 4R, 5R) - 3- Am no- 4, 5- di net hyl - oct anoi ¢ aci d;

W@ 3R3HR7BR) - 3- A no- 4, 5- di met hyl - nonanoi ¢ aci dPertB2004/002985

(3R 4R, 5R) - 3- Am no- 4, 5-di net hyl - decanoic acid. This
invention also relates to conmpounds of fornula V H2N
15 V and their pharmaceutically acceptable salts,
wherein R1, R2, R3, R4, and R5 are as defined above
i n f or nEAig idventioh lalgdysropidesicompobnds &fiformala K3, R4,
and R5 are not sinultaneously hydrogen atoms.

Speci fic conpounds of fornula V,Ajinclude the foll ow ng
conmpounds and 20 their pharnaé%ﬁ§|cally accept abl e
salts: 2-Am nonet hyl - 4- (g 4l uor- ph
acid; 2- Am nonet hyl - 4- (3 f enyl ) - pent anoi c
acid; 2-Am nonet hyl -4-(4-fl @or o- ghenyl ) - pent anoi ¢
acid; 2- Am nonet hyl - G%gﬂgT i f1ubt- phenyl ) - pent anoi c
acid; -12 WD 2005/0307 /1 B2004/ 002985

2- Ami nonet hyl - 4- (2, 4-di f | uor oqphenyl ) - pent anoi ¢ aci d;
2- Am nonet hyl -4- (2, 5-di f I uor o- phenyl) pentanoi c aci d;

Zﬁ tﬁ%ﬁﬁ%ﬁéﬁ'{@aﬁy gb%ﬁu{%p% eny %reggﬁ% gnneﬁgl %e@’%djabove in
S f8rrr?tﬂhfl oith lthd prbvisd thatlRE isueutca Inydrogén ajpemt anoi ¢

acid

2- Am NEPRICTIE comfcurtistof tioiniia 0V inaditentie)foliawing worepounds and

aci d
2 theit pbasnasautigalyyacceptable saligr o- phenyl ) - pent anoi ¢

aci d;
2- Ani néﬁ@t%@l_ 4‘1‘"2'90 ?‘}’%d sihybhoxa "Shce%‘i}?’) - pent anoi ¢
acid; (3R,4R 5R) 3-Am|no-4 5-dimethyl- heptano:c acid;

2- Am th
aci d: norre I'-'YSR -3- Amlno 4%rdlme oyrl %c an0| a&dp

gcfgl ”?§ﬁ,tm,bRf‘-3(,e?m?no44,§-c§uﬁ{énﬂf|ln'é;ﬁéﬁonefa%rwéad pentanoi ¢
2- Ani N¢BR4R;5RI3(AMBi044 6-dimetiyH droamojshagigl ) - pent anoi ¢
aci d;

2- Ani ndiist iRypntion asq relajes 1o,GomRpQigids. %ﬁ%rﬁnﬁ? pent anoi ¢
acid; 2- Am nonet hyl - 4- pent af | uor ophenyl pent anoi c

aci d; 2- Amnorrethyl 4- (2-f1 BQro- pRenyl ) - hexanoi ¢ aci d;
15 2- Ami nomet hyl - 4- ( 3- HQko- )R$exanoi ¢ aci d;

| ) - pent anoi c

ent anoi c

HoN

and their pharmaceutically acceptable salts, wherein Ry, Rg, Rs, R4, and Rs
are as defined above in formula 1, with the proviso that R, Rz, Rs, R4, and Rs

are not simultaneously hydrogen atoms.

Specific compounds of formula V include the following compounds and
their pharmaceutically acceptable salts:

2-Aminomethyl-4-(2-fluoro-phenyl)-pentanoic acid;

2-Aminomethyl-4-(3-fluoro-phenyl)-pentanoic acid,
4-fluoro-phenyl)-pentanoic acid,
2,3-difluoro-phenyl)-pentanoic acid;

2-Aminomethyl-4-(
2-Aminomethyl-4-(
—120—
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2- Ami nonet hyl - 4- (4-f 1 uor o- phenyl ) - hexanoi ¢ aci d;
2- Am nonet hyl -4- (2, 3-di fl uor o- phenyl ) - hexanoi ¢ aci d;

wWQ208508000et hyl - 4- (2, 4-di f1 uor o- phenyl ) - hexanoi BCEHDB20(04/002985

2- Ami nonet hyl - 4- (2, 5-di fl uor o- phenyl ) - hexanoi ¢ aci d;
20 2- Am nonet hyl -4- (2, 6-di fl uoro- phenyl ) - hexanoi c
acid; 2-Am nonet hyl -4-(3, 4-di fl uor o- phenyl ) - hexanoi ¢
acid; 2- Am nonet hyl -4- (3, 5-di fl uoro- phenyl ) - hexanoi c
aci d; 2-Aminomethyl-4-(2,4-difluoro-phenyl)-pentanoic acid;

gcf‘g‘ n%%%%émeth%d ?2 5- c}nrlugrloyp enyl?lg)%war?mchs?c)f \noi ¢

2- AT ORI métRa T2 BifiddrbYeRyRisRAnbidR@nol ¢
2- Am noARiriyomethyR4-13,6-difludrophenylppentanpiciasidinoi ¢
aci d;

2- Ani ngrﬁm'ﬂ‘?mﬂthé’b"' #3.8-9yqroRhenY I RERANCIGRS%noi ¢

aci d; A-trifl henyl)-pentanoic acid;

2- Ani norre ‘?”‘ethk" 4§23 -n g?rroa it r)op phenyl ) - hexanoi ¢
aci d; 2-Aminomethyl-4-(2,3, 5- trlfluoro phenyl) pentanoic acid;

gcf\g‘ ncz)‘[rpl?rtn?r}/omethylzzl ?2 é B-tr I%lS(t)l'rO?'[f)l'lleuno ) pé)nl?grrl] Il? %C%exan()i ¢
2- Am ng?g‘@mﬂm %4 gzyéeﬁrr“ﬂaérroaéﬁéiﬂﬂ )OpdHigmvit hciaex anoi ¢

aci d; - 4- pent af | uorophenyl - hexanoi c
aci d; 2-Aminomethyl-4-(2,3,4 5-tetraﬂuoro—phenyl) pentanoic acid;

2- A ngnet iy - Sh{i%i-13 3 9" IRNEISI-pharT-péhaRsRIRRR ©

acid;, 2

2- Ami nelfghméh(iX-{d, 8 sie tdRenpto-pheni)-pyhtaneictanin)i c
acid; -13 WD 2005/0 0700 PCT/ | 82004/ 002985

2- Ami n8rninpmeahyl»-penisHuoiorbanyhpentaraie @cidpent anoi ¢
aci d;

2- Am ngmmm%th)('f @ fdu?rf)lPoregy;.))heer)]()E/lps)lchr'r%t hyl - pent ano
i c aci Q»Ammomethyl-4 (3-fluoro phenyl)- hexanonc acid;

2- Am nonet hyl - 5- - di f1 ugro-phen t hyl - pent ano
i c aci a-Amln%methy(/l-d -(4-fluoro- pheny -he anouc acng yi-p

ECA?C {‘g{ﬂfrén%hwe?h;ﬁ?zt-&ﬂ'd fluPs-BhBRAIREXadsiERERY | - Pent ano
2- Ami ngghimpmdihyl2- @ 4Hdifluoco-phphghhexadeioecidy | - pent ano
IZCA%C hgmwm%hx"ﬁ -(@.2difluesR-pheRYRPEXERIGAFId | - pent ano
|2 c A%C lng nAe’PW°P"-e%hV' -4- %9_ 6-dij f\ul%? 8he yl?1 hexggouﬁgtcﬁi | - pent ano
i c aci Q-Amlnomethyl -4- -(3,4- dlfluoro phenyl) hexan0|c aci

2- A nomst h e%hﬂeﬂ,-&yé d%lu%ro phenyls f;eg(gr%lg a%DF”y' ) - pent

anoi c

2- Ami ng 'mﬁi?%hfe‘imﬂﬁﬂwé 2 5rifldord-phdriyi )t hasempicdasiay | ) - pent

anoi ¢ aci
2- Ani nammmahwﬂ (2/3,53ri{lgore-phanyiFhexneipa@dy | ) - pent
anoi ¢ acj d.

2- Ami nérpiRgMethyk4- (g3, 6xrifluorg- Rheyrherangica 63 %'Hyl ) - pent
anoi ¢ QCArﬁrnomethyl 4- ﬁ4 ,6- trlfluoro -phenyl)-hexanoic acid;

2- Am nonet hyl - 4-'net 3,4,5-tetrafl uorao-phenyl) -
pent angiAmimomgthyl-4- (2 3,4, 5 tetrafluoro -phenyl)-hexanoic aC|d

2° Ami n n@%h i ?hq?zlt&yé 2 5-{etrafudrephEhyiFheai e RRRY! ) -

pent an

2- Aft“ n Iﬁhiﬁbhwe«lhmm 5B-telraflubré phehyihexancic ploihy | ) -
entanoi c acid
P 2- Amlnomethyl -4-pentafluorophenyl-hexanoic acid;

2-Aminomethyl-5-(2-fluoro-phenyl)-4-methyl-pentanoic acid;

2-Aminomethyl-5-(3-fluoro-phenyl)-4-methyl-pentanoic acid;
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2- Am nonet hyl - 4- net hyl - 5- pent af | uor ophenyl - pent anoi c

W@2008/030700 PCT/IB2004/002985

2- Am nonet hyl - 5- (2-f | uor o- phenyl ) - 4- met hyl - hexanoi c
aci d;

2- Am nonet hyl - 5- (3-f | uor o- phenyl ) - 4- et hyl - hexanoi ¢
aci d, o

2- Am nanRitipbmBtHylH5f (U fluose-phemy-4-methytpentaneis aatsk c
aci d;

2- Ami n@rBmipPmsthyk 542 fiflueroa ana A e RRPRIANIG Yo

c acid henyl)-4-methyl-pentanoic acid;
2- Ami ndznéﬁﬂn? y£51624 ?lﬂblgrrooppe é’%y l) - ym‘fz)t hyl - hexan0|

c acid;2- Ammomethyl -5-(2,5- dlfluoro-phenyl) -4- methyl pentanoic acid;

g anl g%rrﬁtrnr}?{ometh%S 2% (fjllﬂﬂgrro?p Y- ety edrndiE 38180
2 Am ”%hﬂmaméfr{yﬁsf(sdﬂ &SRR -Inethyrpichidndie x6idp
2 Am ncmnhmmstrwssz(sm difluoroephsmyhyA-methyhPeRianaieR6ifo |

S o nemigPmtysmmetyh 542 84O rPhe L RY Pianaig 2

¢ acid; methyl-d. meth -5-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2Amn2'&ﬁhn? ¥ § -trlf|B0rO- henyl)-hexa

noi c a@- Amunomethyl-4 methyl- -(2 3 6- tnfluoro-phenyl) pentanoic acid;

2- Ami n ng Xomethnﬁam{ethyl-é-%zﬁ6§tr1fl[lb d-Hf‘?ér%ﬂ)‘?Bé?r%h&cW

noic a

2- Am n%mhmémémvﬁnhﬁémﬁ £-22,3, 465 tetrdfluopo-phphylirpehtansicacid;

noi ¢ acid

2- Ami n@wbrtigemathyk¢ethy-5-42.3 46 tetrafluesp-phERENPENtancigacid;

noic a | t d
52 At R BMIRITSIWEATtE--42.3.5,6-fetrafluorg-phenyl)-pentanolo aci
heX&nOIZCAﬁﬁrh@ihefB@l 4-methyl-5- pentafluorophenyl pentanonc acnd

2- Am nonet hyl - 4-met hyl - 5-(2, 3, 4, fluoro nyl
hexano.chgw%/Q{nethyls (Z-ﬂuoro( pheny?)g thy exanoic c18 yh-

2- Am NoNg Wc%‘néfhws W lindid-Bnényt)-B-rhsthyRhéxaioR: adiany! ) -

hexanoi“c
2- Ani nonRiiydmdthykbigdfiubrephemil)-4donetbilehgianeisaeidi c

‘EE'Tﬂ B_gégm?rﬁgg y 502 5d|ﬁ80r\c/>93h2e%%/zp me%l%ﬂ hexanoic acid;
2- A NONREAmEmyR5 (b UodifoBreeshenyt&-frsthylthdxenaiecacid;

aci d;
2- Ami n@ahigorméthyB5(2 Seditiupioephanyl)4-mathylthexangifoaed;
aci d;
2- Am n&RIRIMRthyhSK ?@oq'gu?)rﬁe?{‘ﬁr)yl)f Hﬁtm} anglc acid;
aci d; AnLnometh I-5-(3, él ~difluoro-phenyl)-4-methyl-hexanoic acid;

2- Am none fl uor o- phenyl ) - 4- net hyl - hexagm
c acid;2- Amlnomethyl -5- ~(3,5-difluoro-phenyl)-4-methyl-hexanoic aci

2- A nongt vl il RPathGhil-595.3; HRISIS-pheAfi-RékaiGE HeRs;

C aC|d

2- Am ”WH%m@rhWﬁn@lmw | 592 - PhERF-phenpl-hekaheie aoid;

5 Ant nambriyomethyb4gely 5428 HHENPIS-PhemUA KRS A%

¢ acid; 'o-Aminomethyl-4-methyl-5-(2,4,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;

2-Aminomethyl-4-methyl-5-pentafluorophenyl-hexanoic acid;
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2- Am nonet hyl - 6- (3, 4-di f| uor o- phenyl ) - 4- et hyl - hexanoi
c aci d;

wQ 2085108000t hyl - 6- (3, 5-di fl uor o- phenyl ) - 4- met hyPeTiEBeaMH102985

c aci d;

2- Am nonet hyl - 4-net hyl.-6- (2, 3, 4-trifl uoro-phenyl)-hexa
noi ¢ aci d;

2- Ami norrethyl 4-met hyl -6-(2, 3, 5-trifluoro-phenyl)-hexa
noi ¢ ag-g\minomethyl-6- (2-f|uoro-phenyl)-4 -methyl-hexanoic acid;

ﬁof{:n gggnzml%l)methy 6Ij I-flue(\))ro phenﬁ) “ fthﬁ%exa%la gCl& hexa
2- Am ”g‘g}ﬂ%m‘étﬁw%mlﬂu%ré Bhénfi)-iimhdthyictidiaprnadid; hexa

noic a

2- Ami ncgrp\hmmbm{hyfbsms-amoaroapmrtyl)tdeme&lnylm@mn@ﬁeam)
hexanoi ¢ aci d;

2- Ami nctrdangemettkerg4-diflvaropheny e Melpy s AN AR -
hexanoi thvl-h id:
B o e ooy el heranet e
hexanolzlAmJndmethyI -6-(2,6-difluoro-phenyl)-4-methyl-hexanoic acnd

gcf‘g] norrﬁtrnr%(l)methn?%hg 4- 8f|8§r%tp feln%r“o %W heQSﬁ&E%{c?d
2- Al nOIRkIMbmerHyR6L(B15 8R0S 4-Fiethi-teRaneieaioid,
2 Am n@mAhligomethyB4fmetbylesth 8y irfluara=phgnyhBexaninis acid;

aci d;
2- Am n@BHgRmStlAmelYsSFdirflugrosp gy ARl 2o
aci d nometh I-4 meth¥l -6-(2,3 6-tr|ﬂuoro-phenyl) hexanmc acid;

2-Arri norrem] uorogo ,\4 ;)ent anoi
aC| d2-AmmomethyI-4-methy| -6-(2,4 tnfluoro-phenyl) exanoic acid;

Ci d%m,& NS mairyPadnGhii-8195 3,408 %8 anlucto PhBiy)-ReRhAGE acid;
- Am n@mhhuéméthﬁnahww 6;4)bestydflucte-ghenyl)-heranoioiacid;

o e migemethybAanely6ri2 3. Sfrdelyafiuosophepy)-hexaagisacid:
aci d:

AT (%1’%{1“ c?m%th%/54 z[“%th¥|| entafl oro)ﬂl‘senxl hexanolclogur:]ltdanoI

aci d;2-Aminomethyl-5- (2 -fluoro- phenyl) -4-ethyl-pentanoic acid,; _
) le g%ﬁﬁnl?r){cl)methyl 5- (3 qlluoro pﬁenﬁ) b '@(}l“% 'pdé'n?érw <|: 'ag%m anol
- Am ”g‘gH%méfh?F )b ARokRpRedyl)-Aidthyi Peraiaevtid; pent a

noi c
2- Ami n@aahiydmdthgt-6y(2,35di{I2ore; phanyl)f4-ethhb-pentangio agidht a
noi ¢ acid;

2- Ani né-’nﬁm'lnﬂmﬂthé(l BisfP 4edifiyore-phenyilrt Sg}yépﬁﬂgmﬁ a%'ght a
noic a -4-ethyl-pent id;

- Ami n(‘é ﬂ{rhn?methgl -5- 2 5 dI?UOI'O phenyl) oy Soryo pgﬂear?ﬂc): agent .
noi c acz-.élmmomethyl -5- (2 6 di Iuoro—phenyl) -4-ethyl-pentanoic acid;

énf;"ngfbc g}{ ethy gﬂ? AaifiGore- éhe5ny‘)e1 SRy pRntarie Q¥ - P

2- Amin L5YB5odifldord- Jed-ethiyipentarpie agid) - p
entanof){gmﬂméﬁ? %&)2()'05/'03%h PCT/IBZOO4/002985

2- Ai n@variydmethyt-Ayathy-5¢(2, %4StrlﬂU@@rpla@mM!)oP%ntﬁﬁeWﬂ9' p
ent anoi ¢, aci d:

2- Ani no%iéff}ﬁ“ﬁmi‘hgl At 55(@, 21 TTUOTSSRRs Y- BRRLRIS; acid:
aci d, nomethell -4-ethyl-5-(2, 3 6-tr|ﬂuoro phenyl) gentanmc acid;

2- Ami norret fl uoro éo -4-et hy exanoj c
acid; 2- Ammomethyl -4-ethyl-5-(2,4,6- trlfluoro phenyl) pentanoic acid,;

2- A no rYomethS/F4 tHﬁ 5 (205%'1:}' étral*fu%w%lheHW%%ﬂwﬂO'c acid;

aci d;

2- Ag‘ ”%H%m@rhgfmféthm@(zq@,areﬁtétraﬁfmtdnadhehw@mtmouc acid;
aci

2- Ami nonet hyl - 6- (2, 3-di f uoro1Bﬁ_enyI) 4- et hyl - hexanoi ¢
aci d;

I\JO NONODNONODNO
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2- Ami nonet hyl - 6- (2, 4-di f 1 uor o- phenyl ) - 4- et hyl - hexanoi c

4
aci d;

wWQ208508000et hyl - 6- (2, 5-di fl uor o- phenyl ) - 4- et hy| PEEXENGI©2985
aci d;
2- Ami nonet hyl - 6- (2, 6-di fl uor o- phenyl ) - 4- et hyl - hexanoi c
acid; 10

2- Ami nonet hyl - 6- (3, 4-di f | uor o- phenyl ) - 4- et h}/ - hexanoi ¢
aci d; -Amlnomethyl-4 ethyl-5-(2,3,5,6-tetrafluoro-phenyl)-pentanoic acid;

gcf{jn nor ometh&?ﬂ%ﬂ%’l fé Hé)rgtgﬂuorgpp{é%yl %eﬁ atE%lic Q@’ éanm ¢

2- Am ”%hhbibmétﬁ% Byb-iok pRedylf-4-cthyrplefandie ald; - hexan

oic acid
2- Ami nmmmmetre/i fyB-fleorepbemyl);-4-ethyihesaptie @¢id; - hexan
oi ¢ acid:

2- Ami n(?n%f'ﬂ??mﬁﬂy{ ﬁ)ﬁ" flgo ongewl)(fllegh)d&eéap '8%}?'3 hexan

oi C aC'ZdArrﬁﬁomethyl 6 (2 3- dlﬂUOI'O phenyl) 4-ethyl-hexanoic acid;
2- Ami nonet hyl - f(l -trifluoro-phenyl) - hexan
oi C aC|aa|Am|nomethyl 6 2 4-difiudro- phenyl)-4—ethyl -hexanoic acid;

2- Am noTRt h%cl)méthy 8—3& 55ifidors: ﬁhe%yf &b 1-Hk iR EE4 ) -

exanoi

2- Am n@me%métr@waz 6&difliZord- phefyt) et-ethlyl-hexamaih aciv ) - h

exanoi ¢ acid

2- Ami némbrigemathyt- by 4eiifiuorg:phesydA-piy|-heranoimanigh ) - n
S A n & Affifhmethy6-(3 5-gifluoro-phenyl)-4-cthyl-hexanoic acid;

aci d; @Ammometh I-4-ethyl-6- (2 3 4- tnﬂuoro-phenyl) hexano:c acid;

2- Ami nonet hyl 2-f1 uor.o- tano
aci d; -Amlr¥omethyl 4-ethyl-6-(2, 3 b- tﬂluoro prLEenyPS hexa oiC aci

2- A noREFNdrmdm{Ea-btiyReA2Pd1 8 Mifilord: dF@nWlheQﬁﬁb@rﬁdld‘f

aci d;

2- A neaginindméethiyk4-ethyb-Be2ph 61isilyore-phenyl)thexapoigradid;
aci d;

2- Am néndmiRAmethyLA-sthyl-Br @8 SoielafH oo hevR NG AR:
i c aci g, -6-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2- Ami n%n/énhncim%thzlltlethglg (uo%o eray}J) 4prretY)yI hept ano
i ¢ aci @-Amdihomethyl-4-ethyl-6-(2,3,5,6- tetraﬂuoro—phenyl) -hexanoic acid;

2- A nonE}n?rY meth§/I24 thO)|/'I B SnEpRL Ay RER G acgPt ano

iC am

2- Am ngmmmémm B2-tliblo-prenypRemyéthyhemahyit-deipt ano

C acC
E Ani Iné!%lﬂil’}ﬂmqthW‘@ -fluprasphenybnémehykbertangic acitst ano
i c aci

2- Ami n%rr%ﬁﬂﬂmefthyls—/ é4 HF?rIOu%IPenyr)neny?Tyl h%)st? ﬂmP Eﬁ'e%’t ano |

i ¢ aci @&.Aminomethyl-7-(2,3- dlfluoro-phenyl) -4-methyl- heptan0|c acid;
2- Ami nomet hyl - 4- et hyl - (2,3 trlfluocmo?na/%het
anoi ¢ &cAaninogoethyl-7-(2,4- dlfluoro-phenyl)-4 methyl-heptanoic aci

2 ATl nOTEL kim0 b-cfnd o)l eth i rpeanaid e

anoi c

2- Ami nooRinOmethye? (8, B-dificrodpttertyl)-4-methyl-hepanyoiy doigh t

anoi ¢ aci d;

2- Ani n@mminamethie?-%3:#- dzﬂl&mapf@rty.l)rﬁnﬁhﬂ hepdaneic agid¢

g?%cn%&yq"}%hvﬁ'@sﬂ}%g%&ﬂ etra uo 0-p ce:na3szll(%

hept an@. Amwindethyl-4-methyl-7-(2,3,4- tnfluoro-phenyl heptanonc acid;

ﬁeg{n aﬂ?&”/ﬁ%r@éh&e 5, methyl-7(-%2 3, 5-tr£?|uto(rect>-r eny) Fnep%nouy agld

ﬁeg\{“agggﬁ\gémdeﬁhm Wetryi-£ & 3, Rrhiofs-pREhYIRASpRIMIRY hdid;
2- A(rjn noFRiHOmethyied-mdthyi- penu;ﬁ trifloooppaenyl)-heptamais acid;
aci 5

2- Ami nonet hyl - 7- (2-fl uor o- phenyl) 4- et hyl - hept anoi ¢

aci d;



2- Ami nonet hyl - 7- (3-f I uor o- phenyl ) - 4- et hyl - hept anoi c
aci d;
wQ 2085108000t hyl - 7- (4-f |1 uor o- phenyl ) - 4- et hyl - he pPERTB2004/002985
aci d;
2- Am nonet hyl - 7- (2, 3-di f| uor o- phenyl ) - 4- et hyl - hept anoi

- Ami no%érﬂvpmﬂ('%,%-zdfil%rﬂ 8 ngghgney}wl-hf péamlf aﬁe pt anoi
aci d; 2-Aminomethyl-7- (3 fluoro -phenyl)-4-ethyl-heptanoic acnd

Ari nonet hyl - 4- et r henyl ) - hept a
noi ¢ ac?- Aml{)gmethyly -fluoro phenyl)4et}1§lﬁ ptgnmc ? P

2- Ami ”g’g\m}%m‘&ﬁ;ﬁ WY T afifiord-prdryitd-giiyrneBenGi0 adigpt @

noic a

2- Ami narRiinbmeéttetiHTy(@;4difiRoR:-Bhanyil)-4-ethyb-hphtangig atidpt a

noi ¢ acid;

2- Ami nardntpemethylfye.5diflvoe-ghenye4-gHENERIANDIS 2%idht o

noi ¢ a - -4-ethyl-heptanoic acid;
- Ari ngé rrgmn?mfthéll -7~ (12 6- d|[ goro phenyl)ettl rea fy " gPoanm yl e
ept ano@Aamndmethyl -7- (3 4- dnfluoro-phenyl) -4- ethyl heptanmc acid;
S o R ey T3 aidore-phetiy) -ty HepRardit Adt) "

ept an0|?c
2- Am n hhMbmétrgAJayéthﬁ %-B,3 4riflubetprasryhoheptahsioidcid; h

ept anoi C aci d

2- Ani ncﬂmrmwmﬂethyﬂ-ﬁy&th)?' Eh8 &t rifleereopphaniv)-hripeasisiacid;

d;
e L e
aC'g Z%Ammmwymxtetﬁyl(ﬂ(zchBqnﬂu@rrmephér)yi)pmmanomcac.d
acCl

2- Ani n%ﬂwmﬁiw4$tml%(%3 4 ﬁ:teéfaﬂuprq;eheawbhep@apw acid;

2-Amin

3 o BB 25 M BN acic
2- Am nCETAthdJmétf( EAGetHyICm(zm 6; a}tmraflu)afcpphtaayl)}hepmﬂt; acid;
2- Ami nonet hyl - 3, 4-di chl oro- hen entanoi c a

30 2- Al Ammrnﬂhylﬂ(ejhﬁ 7dP€W?HP @Ewlr Rianeig AG%
d

2 nrATGRTE L4 ore eV Reniangis acidh

acid; 2- Amhlncl)mithyl-4 -SChIoro phenyl)-pentanoic acid; t _

2- A t richlor ent anoi c

aci d: | EATHSESY 438 ANS PR S b B

2 Al nOIRhfibriitiyR4e - tichfoft-phenfif pertaoRs aéianoi C

2- Ami n@vamigomathyR4426-dichiond-phenplirpentanqieacidhoi ¢
aci d;

2- Ani ndrBgemathyb4-42.6-dichlore-phrnyh-pepirniRie ?Clgent anoi ¢

acid; o thyl-4- 26 dlchloro heny! entanouc acid;
2- Ami no A{an?me (y etrgchl%r)g phenyl) - pent anoi c

aci d, 2§Ammomethyl -4- (3 4 dlchloro-phenyl) pentanoic acid;

ic,A(T nOI’IRtmfI] thg/?4 353 glch otré% gln% pe?\?ar{]c}fé )acﬂem anoi ¢

d
S-Z::r:norrethyl 7-(2,4-difl uoro-phe tyf] 4- et hyl - hept anoi
c acid;2 Mnlnomethyl -4-methyl-7-(2,3, f 5-tetrafluoro- phenyl )-heptanoic acid;
g' ';‘g: goﬁ Morristhyt:2iBty-495 %, LBaBIFAucto PHenin Heptait acia;
2- Am Soéfﬂtrhmbﬂetlﬁ)ﬂw@métrfyll -7qp3; hBdelyafluctoghenyh)heptanic acid;
C aci
2- Ami nodérhipometing-4methyi-daestaiivorsphenyl-Beptanoicasidin o

d;
g aci
c
2-

2-Am|nomethyl-4-(2,3,4-tr|chIoro-phenyl)-pentar_nmc acid;

2-Aminomethyl-4-(2,3,5-trichloro-phenyl)-pentanoic acid;
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2- Ami nonet hyl - 4- pent achl or ophenyl - pent anoi ¢ aci d;
2- Am nonet hyl - 4- ( 2- chl or o- phenyl ) - hexanoi ¢ aci d;

wQ20hsi0800®t hyl - 4- (3- chl or o- phenyl ) - hexanoi ¢ acPdr/1B2004/002985

2- Ami nonet hyl - 4- (4- chl or o- phenyl ) - hexanoi ¢ aci d; 10
2- Ami nonet hyl - 4- (2, 3-di chl or o- phenyl ) - hexanoi ¢ aci d;
2- Am nonet hyl - 4- (2, 4-di chl or o- phenyl ) - hexanoi ¢ aci d;

- An nopdhmyIorE g5 1Ep S Eh B GRBRYI e BARRE b o
2- A nope miHordethy- Agzdn,@bﬂr@h@r@bﬁéwl))pémaﬁ@i@'acld@c' d;

15 2- Am nonet hyl - - di chl or 0- phenyl ; hexanoi ¢
acid; 2- Amlnomethyl 4 (2 3,4,5-tetrachloro-phenyl)-pentanoic acid;

2- A NOBEA Miontethfiea (513 & -ttt Rhforb BRBMYN-pBRSABR did;

aci d;

2- Ami nopEs flHonfethyl-£(D3 5 6-titaehiorephenyl)-pbrtanoiel acid;

d
5 At noRsAMometig:Bpetechloraphesy HpRIgNYIC RSN ¢
d;
gClAm no?ﬁﬁ'ﬂ&ﬂonﬁaﬂw' 4(26qu?5 ZRe)-he; x@rﬁ‘;?lc)acne’xanm C
aci d; 2@-Amnnomethyl-4 -(3-chloro-phenyl)- hexano:c acid;

2- Amnomathyl- 4- (2,3, 4,5-tetrachl oro- pheny I) hexanoi c
aci d; 2-Am|nomethy|-4 (4-chloro -phenyl)-hexanoic ac:d

2- At nogelibiritityhade’s-Bichidrb BHENGH PeR&EI abid? e anor ¢

aci d;

2- Ami nOZ@trhMbn@ﬂ(yIA&Z&-ﬁrd‘nﬂrb@bhgplb-heph@gla):rd'lexanoi C
acid; 2-Am nomet g achl or ophenyl - hexa oi Cc
acid: 2- Ammomethyl 4 (2 5- |ch oro- phenyls) hexanoic aci

2- AT gk a5l ERHRAE By nERANiL 2Bt anoi ¢

2- Ami nazraininbmBihy84e(Bl 4 dichpnephienyb-heramgic apisht anoi ¢
aci d;

2- Am norrAHYPMEtVr AR SsAiGhigrephenylrhexangie a6kht anoi ¢

acid, o Amlnometh |-4- (2 3,4-trichloro- phenyl) -hexanoic acid;
2- Ani nonret hyl - 5- (2, 3-di'chl or o- phenyl’) - 4- et hyl - pent ano

i c aci dZ-Ammomethyl-4 (2,3,5- tnchloro -phenyl)-hexanoic acid;

2- A n% Xomethgrlzlldlz% é tric Ioro'ogg}%e r}xrll 2he‘kaﬁ% ché&d pentano

i c aci

2- Am nozmmud;métwmf(zdu &-ificHiGroRsiesil ) hekamBidudid;pent ano

ic acid;

2- Ani nc&remwmgﬂwmw 4 htistrachpenphenyl)-hexangic peigk ano
2% A nrATHOIEY 5423 A RriS VAR BRSNS A2 ano

i c aci cE-Ammometh l 4- (2 3,5,6- tetrachloro-phenyl) hexanmc acid;
2- Ami nonet hyl - ~di chl or o- phenyl ) - 4- net hyl - pent ano

i c aci &-Amln@nebyhéwmepb@w "@ZGOQF(R% :
2- Am n%F\hﬂ%méfhgﬁﬁ-lw-lchﬁ)ré-?pr%nyl)ti hfe%ﬁfp%'nﬁg}%?é’hbrd?em

anoil c

2- Ami nmgﬂwdmé%hv%nglch!brbébh’érﬁ})ttr-'rnslﬂh)dmnﬂmmkyla):idoent
anoi ¢ aci

2- Ami nAraigemathifed #¢-chinrpphengl)v-matidReniangis Fid ent

2" A naBTipgmelinEg:(2,3-dchipronhepy)-4methytpentanalc acid;

anoi ¢ geAehinomethyl-5-(2,4-dichioro-phenyl)-4- methyl pentanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dichloro-phenyl)-4-methyl-pentanoic acid;
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5
2- Am nonet hyl - 4- net hyl -5- (2, 3, 4, 5-tetrachl or o- phenyl ) -

W@enwsaswoic aci d; PCT/IB2004/002985

2- Ami nonet hyl - 4- net hyl -5-(2, 3, 4, 6-tetrachl oro- phenyl) -
pent anoi ¢ aci d;

2- Anlnonethyl 4 nmet hyl -5-(2, 3,5, 6-tetrachl or o- phenyl ) -
pentan0|c ac

2- Ami ncAtd ppm@t%ﬁﬁyﬁﬂméé%@a‘tmcal%ﬁaw@ﬁw') pentane gcid;
d;

2 m nATHIPTE S PYES (R 3.5 chloro-phenyl-pertancic aold

aci d; ZLAmmomethyI 4-methyl-5-(2,3,6- tnchloro-phenyl) pentanoic acid;

2- Ami nogret hy ometl"y? 2501 P QE LA SR -p XY -PENAMNIC acid:;

aci d;

2- ;Ag‘ n%ﬁhﬂﬁbnﬁtﬂﬂm%b@&%&ﬁ,@%S%etﬂadmérﬁydhéh%%ténmc acid;

- Ami n@vatigomBihyr-43neihy k52,8, 6detyaghiaromiemyl)-pentaneic acid;

aci d;

- Ani nGRmigemsthyb44nethylb42.3.5fdelashioropiiany-Rentanqs acid;
aci d; thyl-4-methyl-5-pentachlorophenyl-pentanoic acid;

- Ami neare R o B r o phenyl ) A- hat Iyl -~ haxanol

aci d;2- Aﬁnnomethyl -5- (2-chloro phenyl)-4-methyl-hexanoic acid;

- Am n%nﬂnwomethgl%% 1o PhenPiambtnynaRA{bi¢ aBfixano!

aci d;

- Am n@URH"ryéméﬂ{yﬁs44%mbmnwmwbim4hmm¢ abiianoi

- Z?nl @ migemethy552 Srdishleraphersiy4-yethydhexanoicacifoi
i d;
- At n&RMIRAmhWLD (- dohigrasphenyl)-4methyhexanoig acidy
noi c a@-ﬁimmomethyl 5 (2 5 dlchloro-phenyl) -4-methyl-hexanoic acid;

2- Ami t hyl trichl - phenyl) -
noi ¢ g?a-n,gmlr%nethyl 5- (5 6- dlchloro phenylrl)I i mgt{'\yl I?ex%rr%lg ahg_x 2

2- Am n?‘%hﬁ%mé‘fh??ﬁ - qeRI8rodpReryly-£hahgriRii@mdid adiaxa

noic a

2- Ami nerRtriOdmdthyi54(3,6-dietilarotplenyl)-4methyl-exampi atidx a
noi ¢ aci d;

2- Ami néndiiamethysdmathy-5-62.34trighloge-PheRy e XaRRiGAcd:
hexanoi _ -ohenvi)-h id;
AT & ZCAREﬁq?n th¥e4 mtTth%l -5- &2 ,3,5- tnchlo(rect) PaSRY?)r gx%nglﬁyaci
hexanerAlarmcumethyl -4- methyl 5 -(2,3, 6- tnchloro-phenyl) -hexanoic acid;

2- Am nl%gfgd | eA'tggF 11 tr]ﬁ/eth)ﬁ é %2 fi 65 trich o(?(t)-rp %P\{/l? hax8A Sﬂyac]d

hexano

2- Am n@ﬂRHﬁdmé‘mvmiwéthﬁ -RENBaAchkFaMEoYBhdryasiahoic acid;

aci d;
2- Ami n@nismindmethybd-enatbyld-(7hay8-jetrahiermyphanyRdiryanoic acid;
aci d;

2- Am nérAmIRAMethy4-mathyib-([2,3 R, FetpsiiemR Rhe YD hexanoic acid;

aci d, -Ammometh I-4-methyl-5- pentachlorophenyl -hexanoic aCId
2- Ami nonet h Y 4- chl or o- phenyl ) - 4- net hyl - hexangi ¢
aci d; 2-Am|nomethyl -5-(2- chloro-phenyl) -4-methyl-hexanoic acid;

2- Am n%ngt thometh{Ps-33-ShoPd- PheniilarmbiryfnERARE dakano!

aci d

- Am nQURH'hdmétthM-dhDﬁ’d)-@h@nw-am’ib)hwfh&nahmb -duigkanoi

C
2
g- Z?nl n@v@;ﬂf}ﬂm@hylﬁ'@ drdishisruphsradyHmethykbexanaie asidi
i d:
2- Ari nrRTIATENYLS2 gicishigrosphenyl fmethyhexangio acid;
g acid 2-Aﬂqﬂ1o‘ﬁ@tﬂ @B@T&ﬂo%hér@&ﬁ%@ﬁ?ﬂﬁéxanonc acid:
C
2
c
2
n

I\JQJ
O

NO NODNODNONODNO

- Ami nomnet hyl - | oro hexan0|
aci dQ-Ammomethyl -5- (2 6 dlchloro phenyl)y4 methyl hexanonc acid;

- Ami nonet hyl - 5- ( 3, 5- di chl orotghenyl ) - 4- net hyl - hexanoi
aci d;

- Am nonet hyl - 4-nmet hyl -5- (2, 3, 4-trichl oro- phenyl) - hexa

oi ¢ aci d;
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WQ@ 2085108000t hyl -

2- Am nonet hyl -
noic acid; 5

N

-met hyl -5-(2,3,5-trichl oro-phenyl) -hexa

I

-met hyl - 5- (2, 3, 6-tri chl or o- phePyi/)}B2nenm@2985
noi ¢ aci d;
2- Am nonet hyl -
noi ¢ aci d;

2- Ami nonet hyl - 4- hg/l -5-(2 5-tetrachl oro- ghen
hexanoeot\mnqmethyl-S (3,4- dlchloro-phenyl)-4-me yl-hexanoic acid;

2- Am ”%E'Ré.éh:%(é(néﬂﬁ% W5 dictigro3peri £hietfilkansie ;) -

hexano

2- Am nQnRﬁhyéméﬂmgﬁﬂJméthﬁ -§-82,3,A5i6hioed-phemyiphexarivin atip;

hexanoi ¢ acid

2- Ami nénbntiemethyb4-mathy-5:6:8 SdrehiomsRERDYI-hexalpis acid;
aci d; .
2- Ami ngr(%W] ?mgthe/ 54 g}ﬁt ¥l i ﬁieny‘lﬂcmgr P Renylpg%aanr%? ca:CId’
aci d; 2-Aminomethyl-4-methyl-5-(2,4,6- tnchloro-phenyl) -hexanoic acid;

2- Am nonet hyl - 5- (3-chl orao- hen noi c . .
aci d; 2-Am|r¥omethyl-4 -methyl-5- Pz 3, 4y5 2etrac% org ph%n{)IS Bxarioic acid;

2 e NBIRInGmet{ - Ri5- 218 Y8 HetfircRioR iphRR)-ReRkoic acid;
Qg: gememmdméthym -thadihyl+8-(2, 3,58 taisachlote-phanyl)-bexaneiciacid;
- Ami nSMHgﬂm@h('z“ -meindii-BeagierRnheny-iexaneic,acits no;

aCI d2 Amhncim%thxw g2-8h|8 Eo-gp%nyl)n4 o I-pentanmc a%'g nt anoi
aC| d2 Aminomethyl-5-(3- chloro-phenyl) -4- ethyl pentanmc acid;

) 22 Sg%rtn r¥om<—:~5th3(rI25 ?4-chl8pc|> Bﬁenﬁ)hs ré\fll&l pAén%:{BfJ: aBgnt anoi
- Am ngxmmdm&nyu%, (o, dididHieropHisT)Y4-Bthi-pbhtanokeadidno
- Am nammmahy@ 2. drdighlorocphsiwhyd ?trwl-eensﬂnowe@ﬁlanou

aC| d
eI 7 Slishiong-phenv)pvbpepiancig acid,
n0| C aglﬂnmomethyl 5- (2 6- dlchloro-phenyl)-4-ethyl pentan0|c aC|d

2- Ami nonet hyl et h trichl en nt a
noi c aafA;fnm)(/)methyl 5- 2/3 4- dlc(hloro-phenyl -4-et ?pgntan%l ag 8

2- ATl NBIER NGmigtRta 5 Jickford- fidriy) 4 bty RpBitiielo k! @

noir ¢ acl

2- Ani ngrmhhwlme‘thﬂtmgihyﬁs(@ 34 -Grichiorokphenyl)grengngic peit a
noi ¢ aci d

2- Ami narﬁﬁmmellmé't%?ihy'ﬁ(@ 3:5-HichloraePhaRENRYAASS b

t
gn A?nng rﬁﬁiofneiﬁ@t%e hy|:5- % 3,6- tnchlorgtEhaecngll)oeeont%ﬂ%ﬁ ﬁc)ld ,
ent anoemmmochethyM ethyl -5- (2 4 6 trichloro-phenyl)-pentanoic acid,;

én?;nnggg/\ertah ogneth)(/el AP X hyFS 5 3,4 g tetrachlE)%: ;h)hgnﬁ) BQSI%WO}C é’md'

2 ;A‘g‘ neghimemetnfldsthyRs Re 1% £AehbfaeRrbrIpheR@]paflindic acid;

2- Am ngaarnimpmeshylt-etlyb52,8:& Ayteraghlerarphend)pasianoic acid;
aci d;

2- Ani ndrsningmeghyl-4- gmybﬁ(peb‘nﬁaecﬁ‘s;?r)OPQeg}llFRﬁntﬁggggﬁgfdc

aci d, thyl-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
2- Am né%mwolme Y g l.or o- g en);/?) 4- )ét hyl - hexanoi ¢

aci d; 2-Am|nomethyl 6 -(3-chloro- phenyl) 4-ethyl-hexanoic acid,

2 A N mbmethyis--ChiSH-Bhenfifta Bthyrk,EhBid adigxanct ©

aci d;

2- Am n hy145- 4 et Senholkeeacidioi ¢
aci d; Qﬁh{i}%h‘ieﬁ g20700 PCT;)‘IJ 4/ 002985

2- Ani nammmwm &, -’él-ldmﬁﬂ@rpd:hﬂmﬁ)ﬂ “ethyldexgnoiesatidhoi c
aci d; —20—

2- Arri nonet hyl - 6- (2, 6-di chl or o- phenyl ) - 4- et hyl - hexanoi c
aci d;

2- Ami nonet hyl - 6- (3, 4-di chl or o- phenyl ) - 4- et hyl - hexanoi c
aci d;

N

-met hyl -5-(2, 4,6-trichl oro-phenyl) - hexa

l\)

I\)O NODNODNONODNO
1
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2- Ami nonet hyl - 6- (3, 5-di chl or o- phenyl ) - 4- et hyl - hexanoi c
acid; 5

wWQ208508000et hyl - 4- et hyl - 6- (2, 3, 4-tri chl or o- phenpd /182004102985

oi ¢ aci d;
2- Am nonet hyl - 4-ethyl -6-(2, 3,5-tri chl oro- phenyl ) - hexan

~oic acid;

2- Am ”Q;EHWémé"fh% LEX5 550iRord-Phdriyh bRy RRBRGTHE hehexan

oi ¢ aci

2- Ami ntzgmf’mdméﬂwt (2, 6ediCorb-phanyl)ehbihybhekanojd ackiexan
oi ¢ aci

2- Ami néndERAmathyl- iy 4edietiors-phenv)A-pUwkhexanqinasift) - n

exanoi )-4-et
2- Ami nonet t 4, 0-Tet rGa gr%nopln gﬁy

% Rﬁ“ﬁ’?m%g -6-(3,5.di tEoraQ -pheny))-4-ethyl-hex ids,
exanoi @- Amurmbmethyl -4-ethyl-6-(2, 3 4-trichloro- -phenyl)-hexanoic acnd
2- Ami nonet h hyl etrach

exanoi & ,gmlrgomethyl 4- ethy? G(é 35 ?né?wloro phenyl)chexaﬁonc gcn@l, h
2 Am | NONR I méhGL At/ ReRerd, 64eHISBRIHEMYI)-HEX4ABR! &cid;

2 Am n@nemindméthyli24-ethyb6e(2ph@-trydhiore-phenythexepoieradid;

aci d;

2- Am nérfdinpmethylzt- @HTYJJﬁdz&n‘éﬁ;)PS’aQP'WQfmhﬁ"We'ﬁm'%ac'd
aci d;  donm; nometh J- 4-ethy| -6-(2,3,4,6- tetrachloro phenyl) hexan0|c acid;
2- Ami norreth chl’or o- phenyl) - t hyl -"hept anoi c
acid; 2- Ammomethyl-4 ethyl -6-(2,3,5,6- tetrachloro phenyl) -hexanoic acid;

2- A ng'ﬁ%%methyﬁ ethy\ 8hde%5acrﬁor8pﬁé3yl %e”gﬁ&xlachcept ano

i c aci

2- Ami nQImhmblmeZhyl& (b-EhieFd-pRényl e mydthydhepahoit deedt ano

C ac
S o nBidsninpmethyl - ahlora-Bhenyih Aty LhGRIENGIE ARt ano
i c aci

2- Ami ngrﬁéPWf"e}W'Z %4 8h|°‘:ﬂ Bhen p>neny t?yu’\ er%??]m[: q%dpit ano

i ¢ aci g:Ardihomethyl- 7—(2 3-dichloro- phenyl) 4 -methyl- heptan0|c acid;

2- Am nonet hyl di chl or o- - hept ano
i c aci a-Amln)c/)methygl 7'-(2 4-dichloro- phenyl) %- znethym%epY anoic ICe)lmd

2- Am ng%ﬂmh\eﬁﬁ% -& SRS - hicthyRicprridie BbRf 0

I C acCl q;

2- Ani ngxmdhyymeahytmmﬁ-dmaoaamn+4emw1wmmi¢ abight
anoi ¢ aci

2- Ani n%ﬁwng*me&hxlﬂr {Ryf-dichigro-phenyDi4-mednd-NeRtanais agich:
anoi c t t

Sy n%(r%le fnehhyl -7- ﬁ% - dlchzoro 3phenlypl4cr|%1eor}yg hIo earR/mC ac‘edpt
anoi c wrdmométhyl -4- methyl -7-(2,3,4-trichloro-phenyl)- heptan0|c aC|d

inﬁ,mc ngge Xmeﬁwyﬁ hyT 7((% 3 Sqnct:ﬁl'orcohé)l%)ér?yl)onegt%tI |

2- Am ngy 'mﬁnh&s}nem;rmtﬁwkhﬁ 7( %;3’364rn@1lbﬁi—ﬁﬁéﬁ9lﬁh@pt&h@iﬁ’édld

hept anoi c aci d
2- Ani nmmnuhymmmmthyrvf@,teﬁitr@lo@rpb@wlbh@ptpngwaqrd
hept angi,c _.aci d

e e ARG YAty 7(3.3,4 - lstragbipse RIGPY) BRBIgAGS acic

hept a”QJAGmﬁéin@thyl 4 methyl -7-(2,3,4, 6 tetrachloro phenyl) heptanoic acid;
2- Ami nonet hyl - t hyl - ent ach orog hept anoi ¢
aci d; 3-G\m|nomethyl -4- methyl 7 (2,3,5,6-tetrac Ioro pheny -heptanoic acid;

2- A ng iR ey - mRHSH-Y: ;?é}ﬁgé!ﬂ|bro”ph%h9¥ha&§%fé”é’én8

aci d;

2- Am n@mﬁﬁahew-? (Q%tﬂ@ﬂr—;@ﬁ@@d-&-dhﬁ%ﬂaﬁm@h@m c
2 Am n2eningimethyl-7-(Srehlere-phemy-4-eihydheptanaie agithi c

5% n%feér%m“n‘?e%??@3%77%@r€n‘:§4>’&hé ST 2R ano

c acid;
2- Am nonet hyl - 7- (2, 4-di chl or o- phenyl ) - 4- et hyl - hept anoi
c acid; '
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2- Am nonet hyl - 7- (2, 5-di chl or o- phenyl ) - 4- et hyl - hept anoi
c aci d;

wWQ2085108000et hyl - 7- (2, 6- di chl or o- phenyl ) - 4- et hy| PETEB280W102985

acid; 5
- Ami nonet hyl - 7- ( 3, 4- di chl or o- phenyl ) - 4- et hyl - hept anoi
aci d;

- Am noget Ayl ettt 72 M- Gleh S0 NBRMY ety idtdprandis BERP O

aci d;

- Ani nogEthirontetieyiTy(2; 4 dicRiciophienyi-dtethyl-iEptanydis aoipt a
noi ¢ aci d;

2- Ani noddmipometayiy(2.5rdichlosophenyl-Arehy-hanianeis agidht o
52 Ai noRERCTEtYT: 2.6hlojorphenyl) 4 -ethyl-heptangic acids
noi c aC?.iAmih@methyl -7- (3 4-dichloro- phenyl) 4-ethyl-heptanoic acid;

ﬁoiﬂ\(r:n ggﬂrg%lomdétﬁyglh 835 dlc%loro-phe Iful gth?l_ﬁerb?gr\/clai%_a%e t

2- Ami no trn%gm‘éwl D1, 3 urieniofd-pRERYIRREpRABRY Adia

ept anoi aC|
2- Ami nmmimbﬂmlqﬂhyéthﬂ -7-22,3,54tri6hloet-phehylpheptaheityadidh

l\)O NODNO

. ept anoi ¢ aCI

i nonet gAAM @Fﬁ}'?w‘ﬁ qtbyly- .86 WchlorgPhpaYsherignpiaRgid:a

n0| c a t
i 2 Aminomethyl-A-gihyl-7-(2.4 B-trichloro-phenyl)-heptanoic acid;

aC| d; J:&AZmAmmMﬂ@hyl-%(&éMaﬁ t&isaphiﬂfefpﬂepyl eptansicacid;

ot ZARASRTE IO RSN RS ARl i acic
acid; o Amlnometh I-4-etréyl -7- %2 ,3,5,6-tetrachloro-phenyl)-heptanoic acid;
2- Ami nonet hyl phenyl ) - pentanoi ¢ _aci d;

2- Am ncﬁfémvomﬂtw%etwlﬁepemﬁ%hlpmmnyl- epianaisiasidici d;
20 2- A panebietytalZ.mefolihhaky)-BRARHoI: Kg6! anoi ©

aci d;

2- Am ngIRINOmMEtH, 2443%émbh¢phenﬂ)“»pﬁhbaﬂ©&mc&@0l ¢ aci d;
2- Am nonet hyl - 4- ('3, 4- di net %e enyl ent anoi ¢ aci d;

2- Ami n@rémigemathyBa<4-unethoK PHEREN @rﬁ‘%ﬁm c acid;
2- Am n%ﬁm%mém%zl 32 8- ik TRORPEHERMEPY At BB HcRI10!

aci d;

2- Al(rjn naRhiiNOméthyR432 B-difreteoXyeplyerpiiepemithnpierscid)oi
acCl

2- Ami n@ranigemathybd-42 §-dimetRexsRleMhsRSMROGIE Acit oi ¢
d;
2 am ndAMigmaiys+{2E-dimelhonyphenyl-pentanic ackdi |
aci g; ZZZQMGTDG&WM-I(S 4-c(|merhi?ﬂr>])t)e|xlyerph)epgmt)aﬂme>@|dm c
: . no 0X exan0| c
gg: d; =6 "QU‘KH?&U%T(%@‘;%H‘?&O%%I‘F%@ é ¢ 4¢i%anoi c
aci d; %Aﬁfnlj:\ }/Elﬂ (2,%; 4?r|r§efﬂioﬁ{dh@ﬁ D-@J@ﬂféﬁdc Bemanoi ¢
none

aci d; hoxy- phenyl ) - hexanoi ¢
aci d; zzammmemsr &mzm}trmsmenyt)—manom acid;

2- Am no mg'thg/FA ?2 g' éTﬁ}nqgt)%xV p‘?\g}(\yp) pe% SHoR 80%‘,:' d;

2-Am|nomethyl-4-(2,4,6-tnmethoxy—phenyl) pentanoic acid;

2-Aminomethyl-4-(2-methoxy-phenyl)-hexanoic acid,;
2-Aminomethyl-4-(3-methoxy-phenyl)-hexanoic acid,;
2-Aminomethyl-4-(4-methoxy-phenyl)-hexanoic acid,;

2-Aminomethyl-4-(2,3-dimethoxy-phenyl)-hexanoic acid;

(
(2,4-dimethoxy-phenyl)-hexanoic acid;
—09__

2-Aminomethyl-4-



2- Ami nonet hyl - 4- (2, 6- di net hoxy- phenyl ) - hexanoi ¢ aci d;
2- Am nonet hyl - 4- ( 3, 4- di net hoxy- phenyl ) - hexanoi ¢ aci d;
wQ 2085108000t hyl - 4- (3, 5- di met hoxy- phenyl ) - hexanoPCT/EB206H/002985

5 2- Am nonet hyl - 4- (2, 3, 4-tri met hoxy- phenyl ) - hexanoi c

aci d;

2- Am nonet hyl -4- (2, 3, 5-tri nmet hoxy- phenyl ) - hexanoi ¢

aci d;

2- Ami nc@minhipomethiy-43(265-dimetaexoRhephdieranoitatitoi ¢

aci d;

2- Am n&r@f‘ﬁ'ﬁpnﬁaﬂwd’ 266 FF“%?Wog)(henrmeny %nohceicé(rj]m C

aci d;  o_aAminomethyl-4-(3,4- dlmethoxy-phenyl) hexanmc acid;
2- Ami nonet hyl - 5- (2- net hoxy- phenyl ) - Qe{}t anoi ¢
aci d; 1BAminomethyl-4-(3,5-dimet oxy-pheny hexa 0|c cl

2- Am nogret B b rihyt-4a 1Bl 3 2N mBIMRRY phefly ITRERYheiB @RldANO! €

aci d;

2- Am NQIRHRVbniethyk4a@t 3)8-tsimpihery phedylirbekaheip @cidinoi ¢

acid

2- Am n@rAmippretinyi-4s248, fiimethpxynbpY-Nexareif @cid e nt an
2 i nGBIHJPTENE 424 S methorpheny)-hexanoig adkdy

oi ¢ aciglpminomethyl-5-(2- methoxy-phenyl) -4- methyl pentanoic acid;
g, ?mag ,oar;/?trr%lometrgy% 55(3dmetho§]()9-x eﬁ)ﬁfﬂ éthyl penty\oucp aec% an
2. A nolTRikbimeityhSSacthBoRP e AR het1-pBAaKbicRasE AN

oi ¢ aci
2- Ani nggnhhmbmﬁﬂ(y]iSl(Qcﬂ ~diteiboogy-pieny)-4-methpt pantapeisagif;
oi ¢ aci

2- Ari ncABIHYPMEthykSH2-HimatoRy-phrmrd-methdngtaneicacd:
oi ¢ aci henyl)-4-methyl-pentanoic acid,
2- Am noéjAPHn?mithr},es @5 dlmeth%xy4pt?r|]yrr)et hox¥|y %en ) - pen
tanoi c ;_aAminomethyl -5-(2,6- dlmethoxy-phenyl) -4-met yI pentanmc amd

2- Ami nomét he{o%thn?g% 4-intendky2phdryTEA Rathy PSR hoicRiRY;

tanoi c 2&

2- Am n%ﬁﬂﬁbm@tﬂwst(sl5-5nﬁe2hés«;ﬁpménw)enmmmmah¢rc®'d

t anoi ¢ ‘acl

2- Am nmémvwmethvéﬂﬂvetml 542,83, trime thexypRenpiespigngizacid;
t anoi ¢

o Am ndFBUTRTEIY 4R TNES GRS T oNE PRoTYBenianelc o
aci d; 2.Aminometh I-4 methyl -5-(2, 3 6-trimethoxy-phenyl)-pentanoic acid;

2Amnomath| 5- met hox th
aci d; 2-Amn>1/omethyl 4-methyl-5- B 4,6 Ym%\ethoxy- h%’enyf)1 pen?anonc acid;

2- An NOTRh NS mBirys TRLABNG P BRBHY )-44mBEHMexaRtia R

aci d;

2- A ngzmhhubmétr(ykSQsdhaubhyrphepleMyﬂn)eth-ﬂnexam)icta@idino
ic aci

2- Amin dréﬂﬂwmgﬂ‘(ykf’zﬁd?‘ﬁﬁpmﬁ PheprkAymetn rl?éaf(ﬂw'c A%%no

i c aci l)-4-methyl-hexanoic acid;
2- Ami n%@‘mn?mgﬂky&%(zéa d|m )),BR%%/} -4- m‘}zlt hyl - hexano
i ¢ aci g-Aminomethyl-5-(2,4- dlmethoxy phenyl)-4 -methyl-hexanoic acid;

2 Amometryr5 2 8-SR AIREY BREM-4-rleyl-Rekadi 38R

ic aci @

2- Am “gﬁgﬁ%méfr{yﬁsﬁ(z% AR EASX-PRERY]-H-rAetii-higkarsis of;

i c aci
2- Ami nopiindmBHHyB55(3d-dimetbaxy-phenyl)-f-methyi-hpkaneig asis;
i c acid;

2- A noirBmigemattsBrS-gimethaxuppeny RV EREENgc AE:

anoi ¢ agi -trimeth henyl)-hexanoic aC|d
2- Am nmn?mith&,&‘l mFtth?£234 nrplemgtxx&y y)enyl) hex
anoi c @Ammomémymmewl 642,35 trirasthoB g (el rwd)zl%@nmc acid;
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2- Am nonet hyl - 4- met hyl - 5- (2, 3, 6-tri met hoxy- phenyl ) - hex
anoi ¢ aci d;

wWQ208508000@t hyl - 4- met hyl - 5- (2, 4, 6-t ri met hoxy- pheCl/iB206w002985
anoi ¢ aci d;
2- Ami nonet hyl - 6- ( 2- met hoxy- phenyl ) - 4- met hyl - hexanoi c
aci d;

2- Am n%ﬁ%%m%if‘y?hnrﬁtegﬁ%g 2 gebnyrlrvxétﬁéﬁ bﬂéﬁx;ﬂ hﬁmi& acid;

aci d;
2- Ami nanRihiMbrtHyt4TREIROKS-(2 A8 ImethAoxpphyhylkeanmic acid;

d
gc 1Am n@rdminpmethy>-632dneiboxrriepyAyngthyl-esangic aedano
2% A nGATHYPTENES A3 EPRERY SR TSI hRRpIe A%k no
i ¢ aci di-Aminomethyl-6-(4- methoxy phen I) -4-methyl-hexanoic acid;

2- Ami nonet hyl - 6- (2, 5- di met hoxy Y/} 4- et hyl - hexano
i ¢ aci @-Aminomethyl- -6-(2,3- dlmethoxy-phen )-4-methyl- hexanouc acid,;

(2= Am n?‘ﬁgﬂ%m@ﬂ(yﬁi?ﬂ' RIS~ UYL A- ikt R HAXB R BRXEEE

i c aci

2- Am n@mhhﬁd)mﬁﬂ(y%l(.? G- dirtotitoxy-pHemy)i4-mit - hiexan biexsoi)

ic acid

2- Ami n@Bmigomethys+2 8- dimethny-Rhesy) - methylhexpogic,agits
o< A nGATIRITSINESHS - dmpthasyphenlia pstythesanelc gcly

anoi c QCAdunomethyl -6-(3,5- dlmethoxy-phenyl) 4-methyl hexanonc acnd
2- Am h he
anoi C”%gﬁt@. omethnF4 n¥ethyl-b(-€2 §4 tnmet oxy plzl(gnﬁs )Yar?mc acnd

2- Am ngRLk d{géth?ﬁﬂ?ﬂéthﬁ -4-B,3,50ihdthBh2renyseRancid 8eid;

anoi ¢ aci d;

2- Ani nqmmﬁndmathyummya &-2,3,6etrimathetypignyhhkexanoic esid;

anoi c ac
2" A nGTIRATEhY A AR GGy methon AOFIDENP ARSI 2cid
aci d; ometh |5 2-methoxy-phenyl)-4-ethyl-pentanoic acid;

2- Am ngrrpémhn ( nmet hoxy ypp yY)) 4- ey hpyl pent anoi ¢
aci d; 2-Am|nomethyl 5 -(3-methoxy-phenyl)-4-ethyl-pentanoic acid,;

2- Ami gt It - TR HIr PGSR 4 Suh pehidiit agkl ©

aci d;

2- Ani nmhmdméingnzs 2 didimbihocy-gHeaplid-ethybbbitanpiracito

d
Ich?nCInafmnmmeJhyle -R. didimehexy-nheanidrethybpegiangisdcido
2 A noAIRAmENY -2 Glme gy Rhemli o yLpRpiangic cidy
i ¢ aci g:Aminomethyl-5- (2 6-dimethoxy-phenyl)-4-ethyl- pentanOIc acid;

2- Am nonet hyl - di et hox ent ano
i c aci a~Am|n¥)meth3(/l 5- (3 4- dlmethoxgc pheny%-zl)-e%yfper\(tan%m aan

2 Am N @hiRemetnyi-{5 SldTRENY-pHeRl d-ethyRbbianeR baa?

i c aci

2- Ani npumhinpmdhyl4-Ethyl-652 [Sokyrmbtoxy)phenyt)pdntaroic acid;

ic acid;

25
2- Ai ngrminpmetbdrigihyl5((3,3:5-simpthaxy BN BrRafafois &d:
anoi ¢
o n TP FSIYES 8 3L wimethoxy phenylpenipgols aci
anoi ¢ acAminomethyl-4-ethyl-5-(2, 4 6 tnmethoxy-phenyl) pentan0|c acid;

gnﬁrncnggfrgﬂlo%ethﬁ-ﬁgthy?s 5 3,4 g-te trame hox;y pr? )y})gﬁt%%%}'c acid;

2- Am n%%ﬁﬂ%he‘fﬁﬁ%é‘ hyR5{(8,3% B-telraARAGNLpREGNbenRPBic acid;

anoi ¢ aci

2- Ani ngmahimpmethydidgihyb5{(2,3%5,6; tBiramtatiaomt-plsiyyl ppentanpic acid;
pent angi ¢ ac

D A n@ATRP NP5 pentametoRUphepARIROIR BRI -

pent anoi ¢ aci d; —24—

2- Ami nonet hyl - 4-et hyl -5-(2, 3, 5, 6-tetranet hoxy- phenyl) -

pent anoi ¢ aci d;

2- Ami nonet hyl - 4- et hyl - 5- pent anet hoxyphenyl - pent anoi ¢

acid; -24 WO 2005/ 030700
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2- Am nonet hyl - 6- ( 2- net hoxy- phenyl ) - 4- et hyl - hexanoi ¢
PCT/TB2004/002985
2- Ami nonet hyl - 6- ( 3- et hoxy- phenyl ) - 4- et hyl - hexanoi ¢
aci d;

2- Am nonet hyl - 6- (4- net hoxy- phenyl ) - 4- et hyl - hexanoi ¢
aci d;

2- Ani notrémipPmethyr-6x2anathoxyepeprk At NeXRRoir afldianoi

aci d, |)-4-ethyl- hexanonc acid;
- Am nozrr%‘tr?]m?mgtqyi6 scl'nethoﬁ)é pheB¥1enyI v -ethyl - hexanoi
aci d;2-Aminomethyl-6-(4- methoxy-phenyl) -4- ethyl hexanonc acid;

o QOﬁtﬁxometéy%e 24 RS- B 4-athy RhEVA R g 510
- Am ”%‘h‘ﬂﬁbm@ﬂ(ﬁ-eﬁ(zd! AR RS- pheyLA-ethyRhBxAndie saRpi
- Am ncﬁrAhInybmetr(yj}ﬁé(Qgﬁ dimetbooy-pheny-4-ethykhexanaie agihi

e o AmioPIEtYESS2 S imetagy-RhRmr4 Sk DRIR9Ie 25

aci d; meth I6 34 dlmethox henyl)-4-ethyl-hexanoic acid;
- Ami no2 AP{Hno y ( 6-(2 XE[)I‘I r¥1a)t hox;y henyl ) - hexa

noi c acz-élmlnomethyl 6 (3 5 dlmethoxy -phenyl)-4-ethyl-hexanoic acid,;

2- Am ngrg Xomethy thyq 6(-& §’ 4§nFnr H@&Wyﬁrﬁ%%hb Chg&f&

noi c a

2- Am n@ﬁhﬁfi&)méﬂﬁl—hé@thﬁ-ﬁ(—@. 3 5aritnethitayphenyinexahpidacid;

noi ¢ acid

2- Ami n@wBrtigomathyt-drethyd-6¢(2,3,6drimethaxyrheny hhexanpiarsid;
2 A nOBTIGRmEY s4-etk8:(2.4 6 Arimeihory; pheny)-exancic acid
aci d; @Amﬁn?methyl -7-(2- methoxy-phen)?l) -4-methyl- h?ptﬁnmc acid;
ﬁC.Afj" nozrrﬁr%lr%/omethyl 7-(3 metﬁgxy-pﬁnglf-i-‘lrﬁet glmeﬁtaﬁgltcaanc?('j ¢
2- A NOIR LN mdihi 7 @i gxRBRENI-4 Andy PdptaR6icatN;C

NO NODNODNONONO

.aci d;

2- Am n@rRtninométhy27-§2, 8+ dimetivoxy-ptenyl)t4-metgltheptancip @gid;
oi ¢ aci d;

2- Ani n@dmiRAmethyb7-£2.4:dimethaxy-piesrd metadheplanis agit:
oi ¢ aci -(2,5-dimeth henyl 4-meth Ihe tan0|c acid;
2- Am nozdrr%ml!]nqmethyl 75%25 |me &’?’ R eny??z y p hept an
oi ¢ acizdAmi®methyl-7-(2,6- dlmethoxy-pheny )- -methyl heptan0|c acid;

2 A T Nrneingr-03, AL TR - N A bR haRGR Ry

oi ¢ aci

2- Am n‘%?inh%dm&th{lﬁ 43, gidimetogy-pHeeny-9- rrrbmyatﬁeﬁtamma@m

oi ¢ aci

2- Ani n@riminomethyld-mehyhet-R Rk ﬁ@lﬁ@ipm}y-nhw!hyepm%cld
O TS AT 2.3 54 R R Y Beple i e

tanoi c zaAEmﬂwomethyl 4- methyl -7-(2, 3 6-tnmethoxy-phenyl) heptanmc acud
2- Am nonet hyl - 4- et hyl - é tri msthoxg q ﬁ z? g
t anoi Cza/a;mmonzghyl 4-methyl- -(246 tnmethoxy-ph nyl)- e%t noic acid,;

2 ot DR hihoricthlter-(rietaéRy-Bnéiif-4 BhIRBARSE Hold; eP

t anoi c

2- Ami n@oRiniHOmethyiet-(B-meth:2y-phényl)-4 rathyicheptamaio dcid; he p

tanoi c aci d;

2- Ami né@aminpmethylsZ-(d=meshgxypbanyl)-4-ethyiapiaroic Acid:c
o nGATingmeshyl7-(2.3idimethoxy-phany))-4-fiy-heplanalc acid;

aci d;  2-Aminomethyl- 7-(2 4 dimethoxy-phenyl)-4-ethyl- heptanouc acid;
2- Am nonet hyl - 7- (4 t anoi c

acj d; 2eAminomethyl- -7- (2 5- dlm%thoxy-phenyés 4-e’m§ll hep n0|c acid;
2- Ani nomet hyl - 7- (2, 3- di net hoxgs-phenyl ) - 4- et hyI hept ano
ic acid;

2- Am nonet hyl - 7- ( 2, 4- di net hoxy- phenyl ) - 4- et hyl - hept ano
ic acid;

2- Ami nonet hyl - 7- ( 2, 5- di net hoxy- phenyl ) - 4- et hyl - hept ano
ic acid; -25
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2- Am nonet hyl - 7- ( 2, 6- di net hoxy- phenyl ) - 4- et hyl - hept ano

2- Ami nonet hyl - 7- (3, 4- di net hoxy- phenyl ) - 4- et hyl - hept ano
I c acid;
2- Am nonet hyl - 7- ( 3, 5- di net hoxy- phenyl ) - 4- et hyl - hept ano
ic acid;

2- Ami nogsAmincmetbyli;(2.6-dimethoxy-phemd}-frstiyhesianoic aig:
2 A noRAMTOIEYT:(3 4 meton-phenyl-fsihybheptanao acid

anoi ¢ agiffninomethyl- 7-?3 ,5- dlmethoxy phenyl)-4 -ethyl- heptanmc aC|d
2- Am nonet hyl - 4- ethz?/ § trimet ho?]%/ he 2‘ eap
anoi ¢ agiAminomethyl-4-ethyl-7-(2,3 4-tr|methoxy- n)ﬁ) B/ta oic acid;

2- Am nog‘?t&ﬂmoméletﬁ)yl Dbmirr-f2 8,226t dthBk PNy REptahoR&Rid;

anoi c

2- Ami nopa rhiromdetiyl-4-ethi/k TR, B1eetrimdthphie plyény plkeeptanoicacid;

aci d;

2- Ami noAdéymipomethy-4rethyk 7163 6. Belrimatbnspenysertaneicacid;

aci d; _
2” A nGFRIRRPTEY 4 B ilgromethykghenylkpentancic adid |
aci d; 2-Ammomethyl-4 (3 tnfluoromethyl phenyl)-pentanoic acid;

ﬁ, ?magf)ﬁng%gmetlgy% 4- 4 tnfluorome O)II %rrr]%tnw peP\Paean)Yé Ac:gem an

2- Am ”%‘rﬁi}ﬁbnfétr(ﬁﬁz@ atrifihibiePRRRLEHE Ny RMYANoi® 8Bidan

oic acid;
2- Ani nmmmmpbmmnmazen-dmmﬂaon@meiwtmanybmmnoupamdan
oi c acid;

2- Ami nArATHpPIRtYE4e2 §-ditriflpromelidRANYDIRSNAN 0I5 8GRk

0i ¢ aciglamdiRomethyl-4-(2,6-di-trifluoromethyl-phenyl)- pentanonc acid;
2- Am nonet hyl - 4- 3,4-di-trifluoronethyl- P entan
oi C a0|2}Am|nomethyI-4 (8,4- dl-tnfluoromethyl pheny -pen anmc acnd

2- Am nopet Ax) - did Pa3ad ailihihb SRR ey B MR GO §BTan

oi ¢ aci

2- Am ”%Fmﬁbmétr(y?-#@%4-lri-trtfrubfdmemnphélw)-pémaylbibam;

tanoic acid

2- Ami n@ramigemathyb4428.5-tri-trifluorernethyhberyl)-perigpeic-aeish
tzfj‘g?n! f] (ﬁé\bﬂ(}?mﬁthy&%@g 6-tri-trifluoromethyl-p ?R)f') gﬁgtr?{) SC %Cécr']
t anoi ¢ @phfihomethyl-4- (2 4,6- tn-tnfluoromethyl phenyl) pentanoic acid;
t2 aﬁg} 2 o?QEtng%lcl)meth(yl 4-(2- tnf‘uorortngtﬁyll %?nreg%a %an&he” A )-pen
gcf\g‘ NNRh{NmBryRals it Rs R heRPFMEkanSiR LT ©

2- Ani n@vamiigométhyR4+(4-tfiflucsometityirphepyi-ingkanoieemid)i ¢
aci d;

2- Ami nrBIHIAtYL4(@ i EieremeY NGy neaRgItAdd:
aci d, - thyl-phenyl)-hexanoic acid;
> AT ncA A{rhn?methe/l -4- éz 3| -di trlfluorlcj)(r)nlreO n¥e tphyeny‘g eer%(y oi ic a )! d
i c aci @-Agbnomethyl- -4- -(2,5-di-trifluoromethyl-phenyl)- hexan0|c acid;

2 Am nonR XomethSIFA?Z%Idl-tn Iijcl)rlé(r)ﬁr ?Hﬁtpn‘}/enyﬁr}\e%n)ol aeecgno

iC aCI

2- Am ngTRH%méQOiis didittfiflidreiedRALFHEny D isRénbid geign o

i c aci
2- Ani nczmmmmathym«;s SrdittriflaorooredhgtphanyhHexanpithasidino
ic acid;

2. Ami nGBmiRamathykA-42,84-t-riflu gtk phemvkRETSIQIE 251tk

ic aci - - - exanonc acid;
> Ami nngnLnomethkll 4- 2 35 ’{nr tlnfﬂluggc;rg%tywmn%l) -h 10ic acid;
i c aci dz-ABﬁhomethyI-4 (2 3 6-tri-trifluoromethyi- phenyl) hexanonc acid;
2- Am nonet hyl -4- (2, 3, 4-tri-trpgluoronet hyl - phenyl ) - hex
anoi ¢ aci d;
2- Am nonet hyl -4-(2, 3,5-tri-trifluoronethyl-phenyl)-hex
anoi ¢ aci d;
2- Am nonmet hyl -4-(2,3,6-tri-trifluoronethyl-phenyl)-hex
anoi ¢ aci d;

PCT/IB2004/002985
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2- Am nonet hyl -4-(2,4,6-tri-trifluoronethyl-phenyl)-hex

W@ @S5 030e0 d; PCT/IB2004/002985

2- Ami nonet hyl -5-(2-trifluoronethyl - phenyl) - 4- net hyl - pe

nt anoi ¢ aci d;

2- Am nonet hyI 5-(3-trifluoronethyl-phenyl)-4-net hyl - pe

nt anoi c_aci

D A nGATome A 3.4, ST PR - beAgll, A
ntanol thyl-5-(2-rifluoromethyl-pheny)-4- meth I ntan0|c acid;
2- Am ngzn&qhmo y (d” u(r)lf uo¥(§)rret¥1) y?/ - 4- et

yl - pentzt-wmnmonmm;d-S (3-trifluoromethyl-phenyl 4-methy -pentanoic acnd;

2- A?eﬂt%%l X &I’S i— (4-tr|fllt1cr)r|o];T|Ie I%%F\{/W 4- I%eﬁ\y}/péntdén%?ct QCId;

2 A NOFRIRbmetHy-5 -uHriﬂhbmansﬂtdwwnzfghﬁmmyubermaﬁbic

yl - pentanoi ¢ 10 "aci 2- Am nonet h
6- di - t radiduor onet hyl - phenyl) 4- net hyl - pentanoi ¢ aci d;

2 A Do g5 -l bRy R TR

- pent
2 Anlnqﬁﬁjhyl 5-(3,5-di-trifluoromethyl -phenyl)-4-neth
yl -pentanoci ¢ aci d;
2- Ani ncamnhyometnyeﬁf(?l&&t(uﬂucxometﬂnyl -phenyl)dometit-pentaneic
enyl ) - .anoi c acid,
2- Anln hyI 4- nethyl 5-(2,3,5-tri-trifluoromethyl-ph

enyl ) - geAhARGhEthyRS-(2©- dirtnfluoromethyl phen¥l) 4-methyl-pentanoic
2- Am nonet hyl - 4rrethy| -tri-tritluoronethyl-ph

enyl ) - @sithanoi ¢ aci d;

2- Ami n%Wémémvﬁg{eg{4:@g£iﬁuéfnﬁﬁeﬁﬁ>i|:p%hw).u@ﬁ@w.%wrbsc

enyl) ol C

2- Am n@(ﬂﬁhyl 5-(2-trifluoronethyl-phenyl)-4-nethyl-he

xanoi ¢ aci d

2- Ani navewmm@thybst(?:ﬁrqhdaﬂlmfemﬁhw Pheryd-metiy-pentansic

Xxanoi ¢

2- Am ngrre&{'hyl -5-(4-trifluoronethyl - phenyl)-4-nethyl - he

xanoi c 2asmihomethyl-4-methyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-pentanoic -

2 Am nonget hyl -5- (2, 3-di-trifluoromnethyl -phenyl)-4-neth
-hex& W% c” acid; 30

2 A ”%anﬂmeﬁhg&-fnzé;ihynts-ké,b,lsnfrpmﬁwwméthﬂrpﬂéwﬁ@manoic

yl - hexanoi ¢
acid;

2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethyl-phenyl)-pentanoic
acid,
2-Aminomethyl-4-methyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic
acid;

2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-triﬂuoromethyl-phenyl)-4-methyl-hexanoié acid;
2-Aminomethyl-5-(4-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethyl-phenyl)-4-methyl-hexanoic

acid;

—27—
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2- Am nonet hyl -5-(2,5-di-trifl uoronethyl - phenyl)-4-neth

W@ keok®sEn®i ¢ aci d; PCT/IB2004/002985

2- Am nonet hyl -5-(2,6-di-trifluoromethyl -phenyl)-4-neth
yl - hexanoic acid; 5

2- Am nonet hyl - 5- (3 4-di-trifluoronethyl-phenyl)-4-neth
yl - hexanoi ¢

2 Ani mﬂ‘réfTHWmSﬂWbS‘iz ardidrfyqrametykehemy ALty knexanaic

hex%rgr:gq aci d;

2Amn hyl - 4msthy| 5-(2,3,4-tri-trifluoronethyl-ph
enyl ) - meRatinomethyB542 Bedi-trifluoromethyl-phenyl)-4-methyi- hexan0|c
2- Ami nonet hyl - 4-net hyl -5-(2,3,5-tri-trifluoronethyl-ph
enyl) - @8iéinoi ¢ aci d;

2- Am n hﬂM&métHg/FSRz 4= Gi-thifluGtofrettiyi-phhylpasmethy hiixariuic

nyl ) - héxanoi ¢
2- Am nggeid;hyl - 4- met hyl - 5- (246tr|-tr|fluoromsthyl ph
enyl ) - hexanoi c

2- Ani n&émg@metwﬁégﬁﬁfq iitfugremethvi-phenyi--methy|-pexanoic

Xxanoi ¢
2Amnoarqr:§hyl 6-(3-trifluoronethyl-p henl?] P
xanoi ¢ ZaAidnomethyl-4-methyl-5-(2,3,4-tri-trifluoromethyl- pheny) hexan0|c

2- Ami nonet hyl - 6- (4-trifluoronethyl - phenyl) - 4-net hyl - he
Xxanoi ¢ sd;. 20

2- Am n%ﬁﬁﬂéméﬁ@?ﬁnahyns {4, B\Satriewitiubrimeathyrprenyl)-hes@hoic

yl - hexanoic acid
2- A na@oid;hy| - 6(24d|-tr|fluoromethyl phenyl ) - 4- net h
yl-hexanoi ¢ i ia- -5- thyl-phen hexanonc
2- Am nén FHW’%%“‘S’E“ gr]%tpyltSr |(% F’Usotr”otrrrlfel%J Rrome R)én% yﬁ?
yl - hexgpi:c 25 acid;
2Amnometh|-6 26d|-tr|fl oro n

- hex &Am%o@gﬂwl-mmethyl 5-(2,4, -tn- yomém)?l ﬁ/heznyf) Irs]&al?\mc
2 Ami nonet. hyl - 6- (3, 4-di-trifluoronethyl -phenyl)-4-neth

yl - hex@8tc” acid; 30
2- Ani nQ!mhhmbméﬂWBs-l’qumﬂmrmMeUnﬁi-pheny\Mrpﬁ%‘wirh?xan%taﬁld

vt hex%rjglmcinorggtlhyl 6- (g-tnfluoromethyl-phenyI)-4-methyI hexanoic acid,;
2-Ammomethyl-6-(4—triﬂuoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-triﬂuoromethyl-phenyI)-4-methyI-hexanoic
acid; '
o Aminomethyl-6-(2,4-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-triﬂuoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-G-(z,6-di-triﬂuoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethy|-6-(3,4-di-triﬂuoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,5-di-triﬂuoromethyl-phenyl)-4-methy|—hexanoic

acid;

— 08—
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WD 2005/ 030700 PCT/ | B2004/ 002985 2- Am
i nonet hyl -4-nethyl -6-(2, 3,4-tri-trifluoronethyl -phenyl

WO 2096430700 C  aci d; PCT/IB2004/002985

2- Am nonet hyl - 4-net hyl -6-(2, 3,5-tri-trifluoronethyl-ph
enyl ) -hexanoic acid; 5

2- Am nonet hyl - 4- nethyl 6-(2,3,6-tri-trifluoronethyl-ph
enyl ) - hexanoi c

2- Ani noﬂﬂ%mmmthﬂt%meﬂﬁd -622483 f-tiitifluororpethyk RRIVAYhRNOIC
enyl ) - h%%?nOIC aci d;

2- Am no hyI-5-(2-trifIuoronethyl-phenyl)-4-ethy|-pen

t anoi ¢ agiiinonddhyl-4-methyl-6-(2,3,5-tri-trifluoromethyl-phenyi)-hexanoic
2- Ami nonet hyl -5- (3-trifluoronet hyl - phenyl)-4-et hyl -pen

t anoi ¢ aeify;

2- A ol Riflommstiyl-d-flryk 8L@IEb MthriRIoRsHHthy o R nédhoic
2- Am noggitihy! - 5- (2 3-di-trifluoronethyl-phenyl)-4-ethy
I-pentan0|c aci d

2- Ami no%‘é’t"ﬂ%on‘@-ﬂw"’ilm&?hw BriR 48t HEIuRTe R RRs-Rexgnoic

| - pent

a%é(j{i.c aci d,
. 2-Am no ’hyI-5-(2,5-di-trifIuoronethyl-phenyl)-4-ethy

| - pent apginginamiethyl-65(2-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
|2_ Qg]n? ggr?z\trgl gmeHSy%S (3quflttjcgrlofn{e I%;I op etnw 4- &nﬁnﬁ/elr?ta#oxe:tawd
2- Am nosmiirbet J(y?—S“(Zl%ﬂ&drbHéfﬁVl%hWM -dfigipntadoietdyd;

| - pent an0| C a
2 Ani nmnmbmtr(yj}faﬁ(&:ﬂ dictriflaoromeshytphenybiieeiiyl-peatagpie acid;

5 A noABTHPRYB-fifP s taMorprethviRl ey i stdk RS tapRie acic

nyl) - p@hﬁﬂﬁbﬁeﬂ'@%ﬂ{z 8- tnfluoromethyl phen?/I)-4 ethyl- entano:c acid;
2- Am nonet hyl -4-éth -5-(2 5-tri-trifluoronethyl -phe
nyl) - p@}AﬂﬂOOI@etr&’bEdQ g-di-tritluoromethyl- phenyl)-4-ethyl—pentan0|c acid;

.:_]ylA;n g ﬁ%)rgéthgj: Egb PatfindodnidthyitHen\  U-8fFG-pEhaRbf acid;
2- Am n%hﬂﬁbmé&gl-ﬁs(i?» SadiftPifldoremethyltptichylyar-ethgi-pgihtaplote acid;
nyl ) - pent anoi c

2- Ami ncﬂréﬂhwmﬂﬂb’{‘ﬂ;ﬂth\ﬂ-f’(‘(? 3 4qtrigriflueromethylnhesylantgmoic

- phenylé?.ﬁg pent anoi ¢ aci d;

2- Am n q’hyl - 4- et hyl -5-(2, 3,4,6-tetra-trifl uoronethyl

- pheny|2-Anfisorheathyl-4- alwldi—(zsﬂ 5-tri-trifluoromethyl-phenyl)-pentanoic
2Amnomathy| 4-ethyl-5-(2,3,5,6-tetra-trifl uoronethyl

- phenylacid;pent anoi ¢~ aci d;

2- Ami ”?Tﬁhﬁﬂémém% Bthp-sRens %—th[thflbb%hiﬁiﬁwfbﬂe%%%ntaﬁouc

nt anoi
acid;

2-Aminomethyl-4-ethyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic
acid;

2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetra-trifluoromethyl-phenyl)-
pentanoic acid;

2-Aminomethyl-4-ethyl-5-penta-trifluoromethylphenyl-pentanoic acid;
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2- Am nonet hyl - 6- (2-trifl uoronet hyl - phenyl) - 4- et hyl - hex

W@ @S5 030e0 d; PCT/IB2004/002985

2- Am nonet hyl - 6- ( 3- trlfluoronethyl phenyl ) - 4- et hyl - hex
anoi ¢ aci d;
2- Am nonet hyl - 6- ( 4- trlfluoronethyl phenyl ) - 4- et hyl - hex

anoi c
Sy n?né?rp] qon})etrzyé -6-(2- dtnfl¥orometr(1)yIr ghen%lw etnygnhfxapo[ceacgl
| - hexarﬁaAcmwomdﬂhy&-G (3-trifluoromethyl-phenyl)-4-ethyl-hexanoic aci

|2_ ﬁ?xg%%ﬁgmtéy% 6- 4dtr|fl5c§roHe f%yl %ﬁgn)r/ﬁl-&&nﬁ%xénélceécw,

2- Am NOJIR Hﬁ)ﬁbn%ﬂ(ﬁ-ﬁi?(zds -k trififibpianRIphshy pacsumy ) hékatioyacid;

| - hexartol ¢

2- Ami n@ymanhipbmethyr-ee2di-dictriflao rooredinykpiheny Bideeihy iy hexasoipacid;

. e BTty S(2 - ditvorgaIemAhe Y Wdesthyhhoxanig Acid:

| - hexa (2,6-di-trifl thyl-pheny!)-4- eth hexanouc acid;
2 o R L st e
-ethyi-

| - hex ameAmlaonnethylka (8,4-di-trifluoromethyl- phenyl hexano:c aC|d
ﬁwA;n Eg@ng ¥gm f !3 56d|(tr|flt§dr%n1tethyl p'i1'e];1{115J %reqﬂﬁt I@/xan%% acid;
2- A ”@URH?Méméﬁ@Lmethﬁd@ B4FrittAfudrombthyepheRYIrbxaisic

nyl)-hexanoic acid
2- Amnamd‘hyl 4- ethyl 6-(2,3,6-tri-trifluoronethyl-phe

2 i nomeiymeti A 0.8 SdrruopomplnyPERR R PXgRe
nyl) - hgggoi ¢ aci d;

2Amnomathy|-7(2tr|fluoromathI- ¥y) - et hyl - he
pt anoi &-Amirpmethyl-4-ethyl-6-(2,3,6- tn-trlfluorome hyl- phenyl) hexanonc

2- Amngg@{hyl 7- (3 trifluoronethyl-phenyl)-4-nethyl -he
pt anol ¢

2- Ami nQrmtnmdme"thym-tethyﬂ-lsb(amﬁﬂﬁwluqudmemy)-phemd)-hyekamrﬁc
pt anoi ¢ aci d;
2 Ami néﬁ'ﬂshyl 7-(2,3-di-trifluoronethyl-phenyl)-4- meth

- hep -4-methyl-hept id;
2 A oD amERYS- 2 ifuoromethyl-phenyl-methyl heptancic ac
- heppamairometbyle?-(2Fifluoromethyl-phenyl)-4-methyl-heptanoic acid;

32” Aﬂqegggﬁ%%; eZ{E§ 57—%4 9r%fl'uoromet 0 BHEr%y% rﬁetﬁyyhgptanmc acid;
2 Am n rmhwme%n&w @2, diditrifiddropetyEbRshyiRaeREthyl-fepRinbic

-heptanoic acid
2Amnamell;hy| 7(34d|-tr|fluoromethyl phenyl) - 4- net h
hep

2 A ngrinpmeiRy S s rurormptphgnYans! YRR

hepgé,am c acid,
2-Aminomethyl-7-(2,5-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid,
2-Aminomethyl-7-(2,6-di-trifluoromethyl-phenyi)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(3,4-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid,
2-Aminomethyl-7-(3,5-di-trifluoromethyl-phenyl)-4-methyl-heptanoic

acid;
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2- Am nonet hyl -4-nmethyl -7-(2, 3,4-tri-trifl uoronethyl -ph

we@eosp3dtept anoi ¢ aci d; PCT/IB2004/002985

2- Am nonet hyl - 4-nmethyl -7-(2,3,5-tri-trifluoromnethyl-ph
enyl)-heptanoic acid; 5
2- Am nonet hyl -4-nmethyl -7-(2, 3,6-tri-trifl uoronethyl-ph

2 A BT R ERiotny: 7-(2.8 4rifluorometty pheny ) epignoic
enyl ) - lemid; an0| c acid;
t2 aﬁg} 20228 omgg&ht 7 ItLylu? fg HPSt P ?/tnﬂfi)oro%tﬁyl phg%w h_erp])?eg)noic

2- Amnoda-ahyl 7-(3-trifluoronethyl-phenyl)-4-ethyl-hep
tanoi ¢ aci’'d;

2- A n@antigdmethyld-imethylein 2 88 tiytritlpdromethyl-phenil)ihepéanoic
tanoi c ach;
2- Amin 'hyl -7-(2,3-di-trifluoronethyl -phenyl)-4-ethy

| - hept GHhkifyl-4-methyl-7-(2,4,6-tri-trifluoromethyl-phenyl)-he tanoic
2- Amn?nn'ghml- z’ -d|¥tr|(f | 'uor orret hyl - pyer'?y )Y) hy !

| - hept acig; c aci d;

iz ﬁg]p? gggmg}/ ér&z?ta§rl27 ??Sijlrlflu%);or];lletlﬁy{ yFByA Fﬂgpt)anmc acl
2- Am ”Qfﬁhmdme_'ih{d?i fs- ﬁlfrubrorhémypmmyci-emyﬁndbt)an@@am

| - hept anoi ¢ aci d

|2 ﬁm nammmeihglg w-tiflupromethyk-phenyhyd-eflyEhgptanpiceacig;
- nr B foRstyy-@ e piluerome Pl ) gliniheptangic aci;

| - hept Emhmomtldyl 7-(2,4- dl-trlﬂuoromethyl phenyl)-4-ethyl-heptanoic acid;
2- Ami nonet hyl - 4-et hyl -7 % tri-trifluoromethyl-phe

nyl) - hgpogral,ﬁ@m?th)dt? , 5-liy rlffuoromethyl -phenyl)-4-ethyl- heptan0|c acid;
ﬁylA;“ Egﬁﬁéhﬁhﬁtﬁg 6-Gi-rfndratnéthyr-phé iy UL HRBtariE acid;
2- Ami nspehinpmethyi7h(@,4-di-ritludrdnethiy-pheérfyl jebethybheptandieacid;
nyl ) - hept anoi c

Y hor TR R HA - di-rlugrasmetiy - phens i Rplangiacia;
nyl) - §J%trﬁiﬁ8{nfemy%g élﬁ}/ld7 (2,3,4-tri- nfluoro eth I-ghen%) -he tanonc

2- Ami nonet f1 uor omet hoxy- ol C
aci d; acud

ﬁCIAg‘ né) gme%yﬁi etl:nl/lf} ?é)ﬁ%"ﬁ trr]lﬂ)L(IchPmeetﬂ%-Bh&y tI%ienp anoic

2- Ami NQAE! hyl - 4- (4-trifluoronet hoxy-phenyl)-pentanoic
aci d;

2- Ani rveingmethy(-4-ehyi 7-(2,316-tiorif reramsthymphany)yherianaic
noi ¢ aci.d; 30

2- Ami hyl -4-(2,4-di-trifluoronmethoxy-phenyl)-penta

noi ¢ aE-'A%lnomethyl-4 ethyl-7-(2,4,6-tri-trifluoromethyl-phenyl)-heptanoic
2- Am nonet hyl -4-( 2, 5- d| -trifluoromet hoxy- phenyl’) - pent a

n0| c oadid;

n0| c %gﬁ% lr?gljnefhy‘-g (g-tﬁfluérBh{étH&yogﬁéﬁWHerﬂgﬁgﬁl e}cnﬁ’ent a

2-Aminomethyl-4-(3-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-di-trifluoromethoxy-phenyl)-pentanoic acid;

(
2-Aminomethyl-4-(2,6-di-trifluoromethoxy-phenyl)-pentanoic acid;
—831—



10

15

20

25

30

-31 WO 2005/ 030700 PCT/1B2004/ 002985
2- Am nonet hyl -4- (3, 4-di-trifl uoromet hoxy-phenyl) - pent a

WO 2008/0300Dd ; PCT/IB2004/002985

2- Ami nonet hyl - 4-(3,5-di-trifluoromethoxy-phenyl)-penta
noi ¢ aci d;
2- Am nonet hyl -4-(2, 3,4-tri-trifluoromethoxy-phenyl)-pe

2 A oA RTpt-4s(3et-pi ooy peaPRy Ry PeERgic asi

nt anoi co.aghihonfethyl-4- (3 5-di-trifluoromethoxy-phenyl)-pentanoic acid;
2- Ami nonet hyl -4- (2,3, 6-tri-trifluoronethoxy-phenyl)-pe
nt anoi c2-#Agnhimomethyl-4- (2,3 4-tr|-tnfluoromethoxy-phenyl) pentanoic acid;

2. Am nogMitorbthyia’(eSs ko biHeE o) BRARHdIG B

nt anoi c

2- A nopm{rhinbmtifyl-4t (21,3, 6 aa-tiiot dronsthaxpgmeny ) {pexearwic acid;

aci d;

2- Am noérmipemethiyi-4r (2;4.6-ddtiélueredinoxmagny ) herkangie acid;

aci d;
2. At ndEYR P4 AT PTIR B NeNRPRRIS aGHd:
aci d; 121Am|nomethyl-4 (3 -tnﬂuoromethoxy-phenyl) -hexanoic acid;

2- Amnomathyl- 4-(2,3-di-trifl uoronet hoxy éahen g gexan
oi ¢ aci2tAminomethyl-4-(4-trifluoromethoxy-phenyl )3 hexanoic aci

2- Am nogmREAvbmdtryR 442 E-aittritihoretRBky Iy R nbid s &an

oic acid;

2- Ami ncﬂ%hhmbméﬂ‘(yﬂa&fzdﬂ -dittriflidrooTredhextyhphenybkleexdnoidhaecidn
oi ¢ aci

2- Ani n&rémwm&ﬂty%é% dirtriflyQropesARRRRE IDRRFKANCIH %N
Oi C aci - - thoxy-phenyl)-hexanoic acid;
2- Ami noéjnét |n<|)meth |44{2§ ‘_j' tﬂ' rg(q}eon%)Eyh%quyp) en)§/l )-Ihexlan
oi C aC|23IArr1i|50methyl-4 (3,4- dl-tnfluoromethoxy-phenyl) -hexanoic acid;

2- Am ”,‘i{j‘R Xomethgrﬁll?S %' dl-tn ILfchr%Pr{e Hg)gyhghgnﬂhﬁéyalr?o@géﬁn

oi c ac

2- Am nozmhhuéméﬂ@m:iz@ 4-tri-triflubfdrHemesiphenyh-heranbis-diw;

anol C acC
)2( AmI nmlnwwmaﬂw% 42.8,5-ti-trifluprarnethere-Pheryl)-hrEaneis-asid;
52 A TRy, 8.6 ORISR PRSRY) BREAGFS acis
xanoi ¢ zaAhﬁhometh I-4 2, 4 ,6-tri-trifluoromethoxy-phenyl)-hexanoic acid; -

2- Ami nonet hyl - tri-trifluoromethoxy-phenyl)-he
xanoi ¢ QaA[mnorQ@thyl 5 (é-tnfluoromethoxy -phenyl)-4-methyl-pentanoic acid;

2 AT 1 TR hIOnSmRS (8 RO MBI B st Rkl acic;

ent anol'c

2- Ami nmtrihdmémslss-i(‘t-ltdﬂuwom&ﬂtdxgmhqniyawmanylmhamelp acid;

ent anoi c_aci d

2- Ami néndmamethylS{2.BrdideiunremeshoxysremMy4-4neiBy rpentgnoic
ent anman?m d;

2- Am no hyl - 5(23d|-tr|fluoromethoxy phenyl ) - 4- net
hyl - per2-Aminamethgk-5H(2,25di-trifluoromethoxy-phenyl)-4-methyl-pentanoic
2- Am nonet hyl -5- (2, 4-di-trifl uoromet hoxy-phenyl) - 4- net

hyl - peﬁﬂﬂim c acid;

2-Amn méthgtzs 22 Bldiltfifid droRicanBkyIerenylemiéthyFpéfanoic
hyI-pen an0|c

2- Ami naicigl; hyl - 5- (2, 6- di -trifluoromet hoxy-phenyl) -4- net
hyl - pent angi c

2 @R o2 B araBIehR ARG AR Y psRianole

hyl - perékfwm c acid;
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic

acid;
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2- Am nonet hyl -5-(3,5-di-trifl uoronet hoxy-phenyl) - 4- net

whgiospzT0@N0I ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl - 4-net hyl -5-(2, 3,4-tri-trifl.uoronethoxy-p
henyl ) -pentanoic acid; 5

2- Am nonet hyl -4-nmet hyl -5-(2, 3,5-tri-trifl uoromethoxy-p
henyl )

Nt anoi
2 A BTGP 4 - guaroggthoo Phemy)ct IRk YRggole
henyl ) - &AL an0| c acid,
2- Ami nonet hyl - 4- et hyl -5-(2,4,6-trj-trifluoromethoxy-p
henyl ) -2-émimooiethyl-dematiytis-(2,3,4-tri-trifluoromethoxy-phenyl)-pentanoic
2- Ami nonetghyl 5-(2-trifluoromethoxy-phenyl)-4-ethyl-pe '
nt anoi &

2- Am nozt%ﬁmbrrétﬁyhtﬂhbfﬂyusr(grﬁ -rpuiftuphensthbxyt paehyl-peatanoic

nt anoi ¢ aci d
2- Anmi ncamdhyl 5-(4-trifluoronet hoxy-phenyl)-4-ethyl - pe

Qt o o Aoty gty 517 A LRI R PRS- ppptancic
- pentgh@i ¢ 15 aci d;

2 Anmi nonet hyI 5-(2, 4- di -trifl uorongt hoxy- phenyl )-4-eth
yl - pentzmmloomgmym methyl-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic

2- Am nonhet hyl - 5- (2, 5-di -trifluoronet hoxy-phenyl)-4-eth
yl - pentacfﬁ ic acid; 20

2- Am nQ!IAh’ﬂMmetl‘(yP=5E(2€inﬂﬂdroﬁieﬂmrpﬁdml)%eimwéma«momécnd

yl - pent anoi c

2 Ani nMﬂﬂwmgwksﬂdnﬂwpmemxamsl;ﬂ ginyhpeytanoic aeid;
L gy e heremetiy ol st o

- pentzaAamicomethyhs4(8,3- dl-trlfluoromethoxy-phenyl)-4-ethyl pentanoic
2-Am' nomet hyl -4-ethyl -5-(2,3,4-tri-trifluoronethoxy-ph
enyl) - sanoi ¢ aci d;

2- A n%{rﬁﬂéméfh%@xg,ﬂdi(tﬁﬂ@br@nfé‘tﬁo%ytbﬁédwtﬁéﬁwwﬁéht%ic
enyl ) - pentanoi c ;30
2- Am naoid; hyl - 4- et hyl -5-(2, 3, 6-tri-trifluoronethoxy-ph

enyl)- %eRFn?Rgrhethyﬁg 5‘ 5- d|?fnﬂuoromethoxy-phenyl)-4—ethyl -pentanoic
acid; ‘
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid,
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-tri-trifluoromethoxy—phenyl)-péntanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic

acid;
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2- Am nonet hyl -4-ethyl -5-(2,4,6-tri-trifluoronethoxy-ph

we@pysp3ent anoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl -4-ethyl -5-(2, 3,4,5-tetra-trifl uoromet hox

y- phenyl)- pentanoic acid; 5

2- Am nonet hyl - 4- ethyl 5- (2 3,4,6-tetra-trifl uoronet hox

y- phen rometho henyl)- '
2- Ami n)oﬂ A?h”‘?f‘%‘?ﬂ’ ;%tﬁ\é (3484 prfluoromethoxy;phenyl)-pentanoic

y- phenycjd; pent anoi ¢ aci d

2- Am I - 4- I trifl t -
ot an(”,,%c”X thy[)4¥athy?5 B 3 s ek R oAby P
2- Amin .Ic gc,@g trifluoromethoxy-phenyl)-4-nmethyl-h

exanoi aC|

2- Ami nmmydmsthymmymu(e;mmmnaypimmnme)hmeymerwl)-h
exanoi ¢ acid
2- Ami nél ﬁﬁ%arﬂﬂ'cgc'fjﬂf trifluoronet hoxy-phenyl)-4-nethyl-h

exanoi ﬁbmeth |4-eth I-5-(2,3,5,6-tetra-trifluoromethoxy-phenyi
2- Amngrr@?]h all-trlf?uororrethoxy em)//p yr?e

hyl - hepantanolc amd,d 15
ﬁwAm ng%? l egg§ld4 ethy'l 5tpre!nfté S AN )é)Xypﬂw hyl- p)entanonc acid;
2- Am nzlmhhwmeﬁhﬂ?s Po-fhiftubfdrhétHexRPBERAXY-TRERPLhexdndi® hcid;

hyl - hexanoi ¢ acid
2- Ami narAminpmeshyls-63-tiflupramethexwprbenyk ¢-rmetbilyhexanaieacid;
hyl -

! i b ADp ey B tiuprarm grsRRE - BRENG S angle poics

hyl - hezaifiineomealyld-(2,3-di-trifluoromethoxy-phenyl)-4-methyl- hexanonc
2- Ami nonet hyl -5-(3, 5-di -trifluoronet hoxy-phenyl)-

hyl - heg@ifloi ¢ acid; 25’

2- Am ngr mmheﬁﬁ%t {ML “dRirfftrorbrifethbky-phbhy Al ABR A ¥aRoic

henyl ) =hexanoi ¢
2- Am nagigf hyl - 4- nethyl 5-(2,3,5-tri-trifluoromethoxy-p
henyl) hexanoi ¢

2 A 1AGRGTER Y Ry SromreeteXy-PheRY Bk MHbRYaTpiC

henyl ) agxanm c 30 acid;
2- Ami nonet hyl - 4- et hyl - 5-(2, 4,6-tri-trifluoronethoxy-p
henyl ) 2-heninomethyl-&e@B-di-Biflluoromethoxy-phenyl)-4-methyl-hexanoic

acid;
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic -
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyi-5-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
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2- Am nonet hyl - 6- (2-trifl uoronet hoxy-phenyl)-4-net hyl -h

we@snsoaci d; PCT/IB2004/002985

2- Am nonet hyi - 6- (3-trifl uoronet hoxy-phenyl)-4-nethyl -h
exanoi ¢ aci d,
2- Am nonet hyl - 6- (4-trifl uoronet hoxy-phenyl)-4-net hyl -h

exanoi c, a¢l d; . i i . -
2" A ek TIPS S ugrometxy phenyl) ety hexanole acid;
hyl - heX@-ﬂ!ﬁhmorr’étm«e@(S-tnﬂuoromethoxy phenyl)—4-methy| -hexanoic acid;

2- Am nonet hyl -6- (2, 4-di -trifl uoro tho -4-net_ .
hyl - hexm%onmtgy(w( 4-trifluoromethoxy-p eny6y4 }%e?hg){ Ih exanoic acid;

2 Am ngg?gﬁ 5@3!%—?5@85 -atirfihbreansh P sremPLemMEydei@ioic

2 Anlnqgﬁﬁhyl 6 (2 6-di-trifluoronethoxy-phenyl) - 4-net
hyl - hexanol ¢

2- AT n lyprr@%fiz(?lqﬁ dictriflporemashenhhg YD REmAthYINgrgnoic

hyl - %gﬁ aci d;

2- Am nomtethyl - 6- (3, 5-di -trifl uoronet hoxy- phenyl) - 4- net
hy! - hexapghinombthyk6i(8;5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
2- Ami nonet hyl - 4-net hyl -6-(2,3,4-tri-trifluoronmethoxy-p
henyl ) -8fiSkanoi ¢ aci d;

2- Am n%’nlﬂm)m@[ -B:rlg,'6“-&'-t§iﬁu&o%étﬁbx%ﬁhéﬂwq-ﬂ{&hﬂm@kahoic
henyl ) -"hexanoi ¢ -“acid; 20

2- Am nogeddhyl - 4-met hyl -6-(2,3,6-tri-trifluoromethoxy-p
henyl ) - hexanoi c

0% At heBMgPt BBty uoromethon et IRV apoTe
henyl) - anoi ¢ acid;

2- Ami nonet’hyl - 6- (2-tri fl uor onet hoxy- phenyl) - 4- et hyl - he
xanoi ¢ zéiminomethyl-6-(3,5-di-trifluoromethoxy- phenyl)-4-methyl ~hexanoic

2- Ami nonet hyl - 6- (3-trifl uoronet hoxy-phenyl)-4-ethyl -he
xanoi ¢ #9d;

2- Am nozmmmmétr(yﬂzumethyu@(@sm ristriflupremngthpxy-phehyl)-heranoic

xanoi ¢ aci d;
2- Amncamdhyl 6-(2.,3-di-trifluoronethoxy-phenyl)-4-et

EV'Am BB ke TSRS oo
- hexagg;,c 30 acid; '
2 Aﬁﬂ%ﬁ%%&ggwm Srﬁgthillté I(E,'SEJ tri- mfug%%eﬁ\hen%ényl %exanonc
acid;
o-Aminomethyl-4-methyl-6-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-6-(2-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-8-(4-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Amin6methyl-6-(2~,3-di-triﬂuoromethoxy—phenyl)—4-ethy|-hexanoic
acid,
2-Aminomethyl-6-(2,4-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid,
2-Aminomethyl-6-(2,5-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic

acid;
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-35 WO 2005/ 030700 PCT/1B2004/ 002985 2- Am
nomet hyl - 6- (2, 6-di -trifl uoronethoxy-phenyl)-4-ethyl -he

WO 2006/08070@ci d; 2- Am PCT/IB2004/002985

i nomet hyl -6-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-h
exanoic acid; 5
2 Am nonet hyl - 6-(3,5-di-trifl uoronethoxy-phenyl)-4-eth

5L nerariipp R 2 excisfuoremethony:phanylr4saitwkbesemic

enyl ) - ii@noi ¢ aci d,
2- Amnomethyl 4- et hy I- 6-(2,3,5-tri-trifluoronethoxy-ph

enyl ) - ragkgm(apmetm(b-sa(@md|-t2|ﬂmomethoxy-phenyl)-4 ethyl-hexanoic
|nomatir},%q A-ethyl-6-(2,3,6-tri-trifluoronmethoxy-phenyl
) - hexa %’ aci d;

2- Am n@hhhmbmétlﬁ,my(ta ssdnétaﬂ%@MhoxytpﬁénygrmmyhhéXaMc

enyl ) - hexanoi ¢ aci d;
2- Ami n@&id;hy| - 7- ( 2- trlfluoromsthoxy phenyl ) - 4- et hyl - h

2" am narA g Ity sty @ L aRmEY PheneDriypanoio
ept anoiagichci d;

2- Am nonet hyl -7- (4 i f1 uor onet hoxy- phenyl)-4-nmet hyl -h
ept anoecAmgannethyl -4- ethyl -6-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic

2- Am n hyl -7-(2,3-di-trifluoromethoxy-phenyl) - 4-net
hyl - heptanoi ¢ acid; 20

2- Am ngwginindmethyR4-ettilil-6t (21 F, 6-dd-trifluetr drazthopirphenyh hexatoic
hyl - hept anoi ¢ aci d;

2- An1n9ﬁ§¥hyl 7-(2,5-di-trifluoronethoxy-phenyl) -4-net

hyl - hept it g
2 i norieh R oL 4 oromsthonyeheryhexapoic

hyl - head:ldnm c 25 aci d;

ﬁyﬁm ngﬁng@netg@%ﬂz grlﬂutOIr’Cl)l‘I]ét 8&3(/3 -phe )%% rﬁet%y}/ l\éptanmc acid;

ﬁylAmh gg{)gﬁig?otne?g%l?z -{3- mfmbrdrﬁéthek;aﬁﬁéﬁﬂ)m AEBRLheptmeR! acid;

2- Ami n2whaminpmethyhet- (ﬂytrmwo(mnahnxy phenyl)-#tmeihyhbepianpicnacid;

hehyl )Z-mrﬁm%Pn tﬁyl-ﬁ&,g-d|-tr§ﬁoromethoxy-phenyl)—4-methyl-heptanmc
acid;
2-Aminomethyl-7-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid, |
2-Aminomethyl-7-(3,5-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,3,4-tri-trifluoromethoxy-phenyl)-heptanoic

acid;
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2- Am nonet hyl -4-net hyl -7-(2,3,5-tri-trifluoromethoxy-p

whewwgloyo7bept anoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl -4-nmet hyl -7-(2,3,6-tri-trifluoronethoxy-p
henyl ) - heptanoic acid; 5
2- Ami nonet hyl - 4-net hyl - 7-(2,4,6-tri-trifluoromethoxy-p

henyl) »h - l7-235-tr|-tr|ﬂuoromethox henyl)-heptanoic
2- Ami ng '&'Q‘hﬁcf}ﬁé]i-ﬁ(l.zd'tﬂ?éltf uogomst hoxy- phenyl) yf 32 - pe

pt anoi ecili d;
st Qﬂqo?%n/g%‘%methﬁ ey PIL IR HRBRR o Y iefanoic

2- Anln%gﬁphyl 7-(4- tr|fIuoronethoxy-phenyl)-4-ethy|-he

pt anoi ¢ adid; 10

2- Ani n@rktriydmathye4-Baathylt 7-(3.4 6dridriduarempthimeriiienyl-hapianoic
yl - hept apoi ¢ aci d;

2- Anlnéﬁﬁihyl 7-(2,4-di -trifluoronet hoxy-phenyl)-4-eth

yl-hep Shya7- 2tnfluoromethox -phenyl)-4-ethyl-heptanoic acid;
2- Am ntg?r)gt r}?/olm Y Eg di-trif uor)(I)rFr)et hoiy-ph)ényl )-4-eth

yl - hepQahmlrmmaiﬁylab(mnﬂuoromethoxy-phenyl)-4 ethyl-heptanoic acid;

A S R emorndibyEz-Pa-Hibrhb 8P BREAAI Y- ARAHE pharoie bbia;

- hep
2 A ”Q%Mmétwﬁ? 162 Qloh-ltrﬂJdromemymmylewhdptamc

yl -heptanoic acid
2 Am nagigt hyl - 7- (3 5- d|-tr|fluoromsthoxy phenyl )-4-eth

2- A?neﬁ%rém m%'&lﬁ]@ A-pid rfluprgmethoxy: -phenyl -rﬂf(-)er}g?’hl’(\)e)a(;;tan0|c
enyl) - Bgpt anoic acid; -

§n§|m) n%gg-ng}q{méthﬁtzh}/%,51@&nﬂuoromte{Hoxg/Iplhfelnl)J/ Wﬁé‘eﬁaﬁ&c
2- Am n thyl-4-ethyl-7-(2,3,6-tri-trifluoromethoxy-ph
enyl ) - g@tanm c acid;
2- A nonRinindmethpl: T2, 6i-tilubrémetrioxythenybrdostby Hbetapeic
enyl ) -heptanoic acid; 30

Ami @ﬁ@’ﬁhyl -4-(2-et hoxy phenyl ) - pent anoi ¢ aci d;

2- n
2-A .
2- Am 2%@%‘%’“ hg'37 g‘% H%Yr\fﬁﬂﬁ&%ihd&wr@mom @mydheptanmc

’hoxy- phenyl) - peént anoi ¢ aci d
acid;

2-Aminomethyl-7-(3,5-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyl-4-ethyl-7—(2,3,4-tri-triﬂuoromethoxy-phenyl)-heptanoic
acid;
2-Ami’nomethyl-4-ethyl-7-(2,3,5-tri—trif|uoromethoxy—phenyl)-heptanoic
acid;
2-Aminomethyl-4—ethyl-7—(2,3,6-tri-trifluoromethoxy-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-tri-trifluoromethoxy-phenyl)-heptanoic
acid;

2-Arminomethyl-4-(2-ethoxy-phenyl)-pentancic acid;
2.Aminomethyl-4-(3-ethoxy-phenyl)-pentanoic acid;

o-Aminomethyl-4-(4-ethoxy-phenyl)-pentanoic acid;
—37—
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- 37 WO 2005/ 030700 PCT/1B2004/ 002985
2- Am nonet hyl - 4- (2, 3- di et hoxy- phenyl ) - pent anoi ¢ aci d;

2- Ami nonet hyl - 4- (2, 5- di et hoxy- phenyl ) - pent anoi ¢ aci d;
2- Ami nonet hyl - 4- (2, 6- di et hoxy- phenyl ) - pent anoi ¢ aci d;
5 2- Am nonet hyl - 4- ( 3, 4-di et hoxy- phenyl ) - pent anoi c

acid: - 2anThONBHI o5 i pheRfpeRRARE dc@ent anoi c

aci d;

2- Ami nanpikinbmétHyR4324-dietiopphenpiheentanopeatidnoi ¢

aci d;

2- A(rjn n@raminpmethyb44265-diethoxuPhe e pianoiidtidnoi
2+ Am n@rAMPPTEYE4-{26-disthoxyphenyl-peniancic acid: .

aci d; I Aminomethyl-4- 34d|ethox -phenyl)- pentanonc acid;
2- Ami nonet hyl

aci d amﬂmmw%fs%té'ﬁm"” npreRiancReRao ¢

4 AR e A Ty e nansy des
201 0 ZARTIOROTYC.S - Hishakyepheny) irsagals e anol
e ndrbmipomatib 423 GiriaibgpRe I ReNaRNG A i

2- Am n ¥Adielagicpci d;
2- Ami n%ﬁﬂ%‘# éfl’fyg422 v etrﬁgxy en II)% éh}gxanmac' aci d;
g m n@mhﬂu¢métr®3442<§tmxwrwbdmaﬁommh oi ¢ aci g
nomnet h et ho exanoi ¢ aci
0 3 AR-A ’ﬁ?thg’ﬁ‘l‘?% -e8Noxy Wf‘é{)lﬁ}?}‘{%ﬁbﬂ@rﬁﬁ‘} hexanoi ¢
ci - -phenyl)-h id;
Ami nomsﬂwn? th I 4(54 e_th?xye;% heon>¥y)- peﬁgrq)?ic)a-cﬁexanm c

cid;, 2- Ammomethyl-4 (2,3-diethoxy-phenyl)-hexanoic acid;

2
a
2-
a
2- Am n ic acid;
> A neBtmgemaTyEa-i2 - arp R OREERE ©
aci d; 2-Am1nometh -4-(2,5- dlethoxy-phenyl) -hexanoic acid;

2- Ami nonet hyl - 5- (2-et hoxy- phenyl ) - 4- met hgll - pent anoi ¢

aci d; %Amlnomethyl-4 (2,6-diethoxy-p enyl) -hexanoic acid; |
gcf‘m mgthg/gﬁ-?é DX ¥R Prehyf-HERA AL defdit anoi ¢

2- Am n%mmwdméﬂwms jBodigthoRgphehy-herahgic-goiht anoi c

aci d;

2- Ami n@Antpemsthyb442 3i4strieshoxypRenyhexandit3¢idnent ano

i C aci cid:
2- Am n%‘rémll (?mgthe/ 54423 5%’ egp(?/xyp hen DS hexanonchgll pent ano
i ¢ aci gg-Aminomethyl-4- (2 3 6-tr|ethoxy-phenyl) hexanonc acid;

.ZCA;nCP?ﬁrIE};g%/clbmethyM (2 4 6- trua'(%m/x;}o phgrYyl)) hexanos hchdpem ano

2- Am ”?ﬁhﬁﬁ{é)méﬂ&?s Qo5 erIeAYhdthgi-peritabic Red;ano

i c aci

2- Ami nGvRhtindmBthyB5 43 ditlentyepheriledyngthyl-pritageicssid;ano
¢ acl dé-Aminomethyl-5-(4-ethoxy-phenyl)-4-methyl-pentanoic acid;

2-Aminomethyl-5-(2,3-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl)-4-methyl-pentanoic acid;
)

2-Aminomethyl-5-(3,5-diethoxy-phenyl)-4-methyl-pentanoic acid;
—38—
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2- Ami nonet hyl - 5- (3, 5- di et hoxy- phenyl ) - 4- net hyl - pent ano
ic acid; -38 WD 2005/030700 PCT/ | B2004/ 002985

wWQ208508000@t hyl - 4- met hyl - 5- (2, 3, 4-tri et hoxy- phePg1/iB20@11102985

anoi ¢ aci d;
2- Ami nonet hyl - 4-net hyl - 5- (2, 3, 5-tri et hoxy- phenyl) - pent
anoi ¢ aci d;

2- Am n%ﬁﬁmbnétmw&mﬁ 642 3, Brrieti By IshenyBiRMANGIe §Bid:

anoi ¢ aci d;

2- Ani n@@uhmbnmmhnemsjl-fb 12,8, Sstriethaxykphenyp) fremyan cip aoid;
anoi ¢ aci d;

2- Ani no%@trwgap iy 4apaibyle fa S npR YD RantaRgie acid;
aci d; -

5 A norre umetIzyy mﬁth}gl -5- FS% gn6ytnethoxg phenylg J)etn;%%?lg acid;
aci d; -Amlnomethyl -5-(2- ethoxy phenyl)- 4-ethy| pentanoic acid;

gcf\(rjn noﬁtrrr!%ometh -5- (y}a?ﬁ(gxyp ;g}? nrXrll)-4 ethy pgntagg%tgcrll e

2- Am ”%hh%méﬂ(y%%@tl%@%r%%&w Pehianblc Rt anoi
- Am n Mnhyd>metw2542 St diethoxy-pphoyly-4yethylepentangie @cith oi

i neBigemethyb52 4 diehgry PhREH) eV ReNRnoie Acich o

aci d 2-Am|nometh [-5- éz 5- dlethoxy-phenyl)-4 ethyl pentanouc acid;
- Am nonet hyl - t hyl - pent anoi
aC| dz-Ammomethyl-S 2, 6 dlethoxy phe nyly4 ethyl pentanonc acid;

aci d%nRFnWAmgthWS %3 51 a%t%%y pﬂgﬁﬂ)’ 4)etﬁyleﬁé}§féncﬁ8 %t F&nm
- aALn 3gmﬁihdm&hy%%,w@éthaxwphbﬁwh)etﬁquﬁdméncne RCRINOI
_ Ani n8rAminanmethyk-4rethy5¢(2,34-4riethpxy-phepyReRiaNpicRGIda
50 Ani parATiT ety 4-eihyk5:(2.3,5-isthoxy-phenyi)-pentanic acid:

noi c aQI-AimmomethyI 4-ethyl -5- (2 3 6- tnethoxy-phenyl) pentanoic acid;

2- Ami th t hoxy- phenyl t
noi ¢ 2%{"9 r}/omethyl 4- ethy?S ~(2,4, 6 tnet[\!);(ay pﬁé%ylfpgrq an)olcpgcgd 2

2- A NI himetn L LlyPS (@3t 8-birhEIHRRIprRRg Hehtaift doic;

golbfn ﬁglmnmdmethﬂtﬁgthyﬁs«aaac} 8;16traethocagiihernyh)peatariodic acid;
E”IA?n”‘n’ C@%ﬁiﬂoi"%;ﬂf%s S35 4 e PR AERYY prOIRIYe e
ent ano henyl-penta |
e S P B
2- AT TR Nt iR BhaRY Pt ileprag

2- Ami noithitbnethyld-@4-8mexy-phenyl) 4- et hekaReis 2iefd; C

aci d;
2- Ami narheningmethyls-61, Breligibprenbenylrdrraethyl-hexanaie aeid;
aci d;

2- Am noHIPIRgMedny2- & 4SRN BRERDPTY i Aae iy RXaNgie AEid:

aci d, ZEAmlnomethyl 5- gz ,5- d|ethoxy phenyl)—4—methyl -hexanoic acid;
2- Ami nonet hyl - ﬁ - 4- et hyl - hexanoi
aci de- Ammomethyl-s 2, 6 dlethoxy p enyly4 -methyl-hexanoic acid;

RS- ALK RO M h e a0

I\)O NODNODNONODNO
1

aci

- Ami n@imhhblne'imﬂ%f@ Blideithexyphasy)-4)méthybhExAndie ¥aido |

acid

C
2- Am
>
g- Ami nheBiRgMethyl4-methybbHE34 griethpxy-phamnyd fexaneicacid;
5 At ARGty 4- HeUVEEA S e PheRUbeReie
>

acid; 30
- Ami nonet hyl - 5- (3, 5-di et hoxy phenyl ) - 4- met hyl - hexanoi
aci d;
- Am noret hyl - 4-met hyl - 5- (2, 3, 4-tri et hoxy- phenyl ) - hexa
oi ¢ aci d;
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2- Am nonet hyl - 4-met hyl -5- (2, 3, 5-tri et hoxy- phenyl ) - hexa
noic acid; -39 5 10 15 20 25 30 WO 2005/ 030700

2- Ami nonet hyl - 4- net hyl -5- (2, 3, 6-tri et hoxy- phenyl ) - hexa
noi ¢ aci d;
2- Am nonet hyl - 4-net hyl -5-(2, 4, 6-tri et hoxy- phenyl) - hexa

noic ac 6-triethoxy-phenyl)-hexanoic acid;
2- Ani %O,hﬁ@in%ometgylémetnyl5(23 Z(yp y? hexanoi c

aci d; 2-Am|nomethyl-4 methyl- 5 (2 4 6-tr|ezhoxy -phenyl)-hexanoic acid;
ﬁC,A{j“ P mlna/met?ryfg - : E}%Xr &%%%@-m@tﬁﬁ%@%n&gm' ¢
2- Am BORRikbthe Byi-6-(SekoRy=pHrapyid méthphaxhndie aid)i c

i d;
aCAm Refmtingrhetbyl-6-(4-cthaxyrrhenyptiempthyl-hexaneigiaditx anoi
- A RAAENITe YL G IR RE R Ty P RTON a5k o
aci da-AmlnomethyI 6 (2 4-diethoxy-phenyl)-4-methyl-hexanoic acid;

- Am nonet hyl - 6- (2, 5-di et hoxy- phenyl ) - 4- net hyl - hexa (o]
aci @-Aminomethyl-6- (2 5-diethoxy-phenyl)-4-methyl-hexanoic aci

- Am o eyl 6 Esddlgttt%%)bhgnﬁwlr%et‘f‘lyl‘ﬁé)@’r{o@%ﬁ‘ﬁo'

aci

- Am goﬂﬁﬁﬁbfhetﬁyké‘»(é4Cijléﬂ'|bﬂyph9hﬁ)’fﬂ*memy”he*m10m 1o ale]

aci

- Ari Redminoynetbyks-(35aliethsyphsRdhgrmethvkhexanein agid o
At SRR RAmSInVES (234 tfethoxyzphenyd, P
noi ¢ acAmhinomethyl-4-methyl-6-(2,3, 5- tnethoxy phenyl)-hexanoic acid;
ﬁo.A? %gﬁnlgﬁn%nhethyl-&mg{thyl 6~ Eg 3% trie r{olx(f/tp O)§T¥II) 91%?(2 o?c ac%cyia
n ol gOA’EEMetﬁyFE%Mhylﬁs {24 B-FretidxgiitenyhMsanbic dsda

2- Ami mofminorhetyRB(2rethdy(phenyd-4-ethyl-hexanqie agig; ) - hexa

D i BoABINAeY &3 eiay-RIRTN)r AP RANTIR 851%

acid; o_ thvl-6-(4-ethoxy-phenyl)-4-ethyl-hexanoic acid;
2- Ami rgAmlrhor?e hy 6( hox;y F|)oher¥)l yet hlyh hexan0| C
e

aci d; 2-Am|nomethyl 6 (2 3 dlethoxy-phenyl)-4-ethy Xanoic acid,;

gcﬁg] RO nor me’tﬁyl(él & 43 e%o?({?%%wl) S Ehihe s,

2- Am BORRhDhetByk8-(3 5cdiethoryphehgiv-ethi-kexarioihiasidnoi ¢

acid

2- Am i2ehminopetbyk-(2 6diiethexypherirsthy-hexancisagidhoi ¢
0 s AATIIRTeYrS B Adfigihoxyphenylld-sthyl-hexanoic acid: .

aci d; 2—Am|nomethyl -6- (3 5- dlethoxy-phenyl)-4-ethy| hexanonc acid;

2- Ami nonet hyl 2, t hox en hexan | c
ac:| d; 2- Amlnoymethyl( 4- ethyl 6 (2 3 4ytr|gthox}// Bhenyﬁ%e&anmc aci

aC| d: %oﬂ%ﬁ#%etﬁy(»iefhﬁ'6e(ﬂ“§’sytr|8{?\%&ijflﬁhef‘\yﬁlﬂé&hnbm@' c

2- Ami nopREfifothety(-3-chylee ()8 Bytripthexyphetybitexanbioaaidi c

actd 2-Aminomethyl-4-ethyl-6-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-7-(2-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-diethoxy-phenyi)-4-methyl-heptanoic acid;

—A40—

I\)

I\)O NONODNODNODNO
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I\)O NODNODNONODNO
1

2- Ami nonet hyl - 4-ethyl -6- (2, 3, 4-tri et hoxy- phenyl ) - hexan
oi ¢ aci d;

oi ¢ aci d;
2- Am nonet hyl - 4-et hyl - 6-(2, 3, 6-tri et hoxy- phenyl ) - hexan
oi ¢ aci d;

2= Am n ngt h|¥omethy 9y.J2 4- dlét%oxy phterriylll)et ho ylpn prfgllicllc a%)&an

oi c aci

gciAg'_ NGRSy R7-25 Bax¥hBREprbayIf4 eyl hdiRanEio el
2- Ani n@riirigomathyB7-62, Bedigthokephbnyl)4rreethylthepianela aci;

aci d;

2 Ami nSrRATIRAMOthY LT3 AlisthoxeRPesY 4 ey repiaRais Acid:

aci d; nomethyk7-(3,5-diethoxy-phen 1)-4-methyl-heptanoic acid;
2- Ani ngrr%rtnﬁyl ( % ox)yl/p e¥1) yl)-4- ¥ret hpyl hept ano

ic aci@: Ammm@hyle@maltﬂi%@ @@Wnemmwzpmoﬁbesptanmc acid;
2- Am ngnE meth&l e"?hﬁt%@( ) SQHS{%&(}/ pﬁeﬂﬁ ncg,btatﬁ%ﬂ:t 5‘(98;

i c aci

2- Ami ngfmhh‘»dmith{d% AretiyRt70 @3, sRAGINOKY-phenf)-REptahor adie;

szA?nC:nammmezhylzl -methyd/h@9,Sprieipxy-phery)-hoptaneis agid;
2% A nEHATIRAEIn (2R BRSPS EERRRSIS i ot ano
ic acig, Arﬁlnomethyl 7- g_3 ethoxx phenylL4 -ethyl-heptanoic acid;

2- Ami nonet hyl - - 4- et hgl hept ano
ic aci @ Amlnomethyl 7 -(4- ethoxy-phenyl )-4- ethyl heptanoic acid; '

2- A ngﬁﬁiﬁ%\e‘%ﬁw LBy dlethéxypRaryij-£ R iepRARIE aciiert

anol c

2- Ami ngxmhilmxohrﬁhytﬂt-MLdVethd)quﬁenyI) -dettytheptamoid acitdept

anoi c acid

2- Ani néeniRgMeihyid (Q5-diethoxysphenyii-4-ethylPepiania §ciffept
anoi ¢

3 o Ao Z R dpthg o &l eplancis s
anoi ¢ 2@¢iminomethyl-7-(3,4- dlethoxy phenyl)-4- ethyl heptan0|c acid;

gcf\(rjn "9 RehinSmefr7- (Bt B erly 4 St hepERLRIS;
2- Al nopRhiRgetin-3-GthiAoxy2 BeidtHod-hen)-HaaRee aeid;

2- Ani netihgmethyl-4-ashyles(2,8ifetigthoxy-phenyl)-heptancis iaeid;
aci d;

- Am rARRGTEY-4- et T3 risHasry R Y B RRtaRYR itk

aci dp. Amlnomethyl 4 -ethyl-7-(2,4,6- trlethoxy henyl)-heptanoic acid;
- Am nonet hyl - i , 4-di et hox phen I‘)) 4- et hyl - hept anoi
aC| d2-Angnomethyl- 4-(2-methyl- phenyl pentan0|c acid;

At oAtk 4: 8-y B BaMakioft &y ! - hept ano
- Ani n@-ﬂ\m:h&ﬂneﬂm 2,(B-relepiyhphignyippesianoit adidty | - hept anoi

- 2(r:r: n&heingmethy{-4-(2.2disetbyshhanyhsPentao@ie AId: hept anoi
aci d,

- Ani n%r%'fﬂ rlnetyyté 54 dlng%thy(lf %“éﬁ?ﬁ?”‘ﬁ”"‘? Cfd ’hept anoi

aci d-Aminomethyl-4- (2 5- dlmethyl phenyl)-pentanoic a0|d

- Am nonet hyl - 4-eth 3,4-triethox henyl ) - hept a
noi ¢ a&Amnér@ethyM ¥6dlmethyl -phenyl)- penta%o;g acp P

2- Am y&g{ R¥hettyRhR% 4 dindetng:phidiyh ShdiRXMoiRERY | ) - hept a

noi c &

2- Am n@mgiuhmhemyemsls-d‘ imeth@:heinyl)epdrianoiplaeid;| ) - hept a
noi ¢ aci

2- Ami r%ﬁﬁt"ﬂﬂfﬂemyb{’fﬁ§43 4irimethybphend)-ReRIANGIGAGIH) - hept a
noi ¢ acid; —41—

2- Ami nonet hyl - 4- ( 2- et hyl - phenyl ) - pent anoi ¢ aci d;

2- Am nonet hyl - 4- ( 3- net hyl - phenyl ) - pent anoi ¢ aci d;

l\)

-4-ethyl -6-(2, 3, 5-tri et hoxy- phenptl/m20044102985
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25 2- Am nonet hyl - 4- (4- met hyl - phenyl ) - pent anoi ¢ aci d;
2- Am nonet hyl - 4- (2, 3- di net hyl - phenyl ) - pent anoi ¢ aci d;

wQ20nsi0sonet hyl - 4- (2, 4- di et hyl - phenyl ) - pent anoPCT/ER206H/002985

2- Ami nonet hyl - 4- (2, 5- di net hyl - phenyl ) - pent anoi ¢ aci d;
2- Ami nonet hyl - 4- (2, 6- di net hyl - phenyl ) - pent anoi ¢ aci d;
30 2- Am nonet hyl - 4- (3, 4- di net hyl - phenyl ) - pent anoi ¢

acidi - ZaNKhBREHYIY. 27,6 FimeHy Bl dA)-petRaNie aBRA anoi ¢

aci d;

et oty e ot
gclé\m nzﬁréﬂ’iﬁpmﬂw"‘s( grmrﬁ‘é(hbeP NIRRT a?)%ﬁtagi%i c

aci d; )-h id;
5. AT neh A{anmetrtyé4 (2- methylnr%h%ny pexgrr]lylc a_CFI) L anoi o

aci d; 2-Aminomethyl-4- (3 methyl-phenyl )-hexanoic acid;

aci ;| BAmPRBR A BBV B ol

aci d; n‘ﬁﬂb ﬂﬁfl-hy(b difrethRIghshyiRreRihdic BigkRnoi ¢

aci d; -'Am nomet’hyl - 4- (4- net hyl - p yI)-hexan0|c

aci d ZAAnnonmﬁ‘(yMI- Zmr@lmelh)dmh@nm"lheﬁﬁ@@ff&IaFldnexanm C
2o d SRR s el e BRi A oxanoi <

aci d inomethyl-4-(2,6-dimethyl-phenyl)-hexanoic acid;
2- Ami nc])Zerét l yl-4-(2, (-dl net h )f pph ¥1)I) hexanoj ¢ aci d;

2- Ami nmmmmeﬂwsuw-@maﬂwl -phreyhexaeiadsid aci d;

2. Am nanBtTPT g A3 - IR ks AFORREIE 7

aci d, 2-Am|nometh I 4- (2 3,4- tnmethx -phenyl) -hexanoic acid;
2Amnomsthy|- - -tri met Iy é) rR/)z hexanglc
aci d; ﬂaAmmomethyl-tl (2 3 ,5-trimethyl-ph nyﬁ eXanoic aci

2- Aml nQRE BN mdthiRade &8-AmEhPkprdtpHdrandREaa!

aci d;

2- Am ngoririyométnyR442@;6-trimethiyphertydryexanoexacidj c

S ! né@nAmiemety b5 methyiRhanyDA-melyhRANNSIE 26 ¢

aci d; - A-
2 A A5 e e e Aoy ¢

aci d; 2-Aminomethyl-5-(4-methyl-phenyl)-4-methyl-pentanoic acid;

zc ;A:jn " %;nm/omethgll 5 rpstsh&me%]ﬁ %le}\ylﬁl 4%%'1 pgﬁ{étn%né)bg d;

2 Am ”gTRHWAmémWst AL ATRicmI-pRBATY-Y) mét e pBmtarfn heidp

2 Am nmm}dméthylzfn(z,@r(ﬂmﬁﬂwl -pheay¥ymethit-prptangic agido

2 i noRBTVRAMEIYL5 42 G EPRRBN) T MR PR Ienels pSi

ic aci %Ammometh I-5-(3,4-dimethyl- phenyl)-4 methyl pentanonc acid;

2- Am nonet h 2, é di et hyl - phenyl ) - 4- I-pentano

i C aci <2—Ammomethyl -5-(3,5- d|methyl-pheny 4-methyl pentanmc acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-5-(2-methyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-methyl-phenyl)-4-ethyl-pentanoic acid;

2-Aminomethyl-5-(4-methyl-phenyl)-4-ethyl-pentanoic acid;
—42—
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2- Ami nonet hyl - 5- (3, 4- di net hyl - phenyl ) - 4- net hyl - pent ano
ic acid; 25

wQ 2085108000t hyl - 5- (3, 5- di et hyl - phenyl ) - 4- met hyPEpPEBGID2985

ic acid;
2- Am nonet hyl - 4-net hyl -5- (2, 3, 4-tri met hyl - phenyl ) - pent
anoi ¢ aci d;

2 A N NOmGtT 5118 o e thy-phehji)- FEthyfl sehbte beke "

anoi c

2- Am nozmhhmbmémwstm |4 Gimletnyd-phehyl)-desthyll pepherivit heient

anoi c aci d;

2- Ami n@rntipomeathybbHgi5-gmethyk-pbenyl)-Aeathyltnantansje Reident
2 nr TR YES 2 I meUNARDPY 4y Penianals seic

aci d;  2-Aminomethyl-5- (3 4- dlmethyl phenyl) -4- ethyl pentanonc acid;
2- Ami nonet hyl - 5- (13- g }/1 t hyl - pent anoi ¢
aci d: 2-Aminomethyl-5- (3 5 methyl-p enyl) 4-ethyl pentanoic acid;

cera " LRiomenyia SR R b B AERABR i

2- Am n@mmmmémym@mywe(eta/s -tiethyl-phdnyd)-perhtapeict soid)i
- Am né’n&mmmgthy% -sihy-feR,P-methyl-phen)pentapaicasiti

aci d;
- Ani naiATIRqmethyls4-gthyl-5-(2,4,6-trimethy|-pheny|)-pentancic acid;

) Qg: S%Ere : hr}/omethyl-ti eth -5- (y}:y4 6|%eter2|¥1e}hyél1 pﬁen\% pgn atn%?coamd;

d;
- 2rr: nzmmmahym sthyi-bapemjdmetiyiphienylpentagoic geit; anoi

aci d:

- Ani ngr@?mmeihﬂf%@ ”‘@“@ﬂ pgegylg e r]"Yy Peb%% Pf'dbent a

noi ¢ aslgminomethyl-5- 3 meth I-phenyl)-4-meth Ihexanonc acid;
2Amngrrethyl 4¥3 ( yp erlrretﬁl phenyl) dpenta

noi ¢ a+Aminomethyl-5- %/4 methyl phenyl) -4-methyi- hexanonc aci

o PSRN iethyi‘e e 3 Birhétny1-Bhdryy R mhathy ARGRNole aa! 2

noic a

2- Am noIhimsmethy@tsn(d, 4-girhthgl-phérylpainethy ithedayiolc acidf a

noi ¢ aci d;

2- Ani n2rhsningmeihydsn(d,5-gimethyl-phenylefrastby Higxaneis:aeist.
o o e ArfRbfieshyli:(2.6-gimethylphenyl) d-methyLhexanolc acid;

ent an Ozmrﬂmmmthyl -5- (3 4-dimethyl- phenyl)-4 methyl- hexanonc acid;

2- A t hyl t
ent ;nngggerg@%methyl 5- &3 5- dmgtethyi pheny e4 ‘met ym/exdrr)wl ”Xc;?j P

2- An ”??‘?ﬁB)She‘(‘hﬁ%hﬁﬁletrﬁnﬁe@?H‘?ﬁﬁ\é'trwl%ﬂléhylp-ﬁﬁkéﬂéﬁbCacud

2 Am npsrehinpmethyl-2-methyl-b- (218 Bittinethylphbpyl)-hexanoic acid;
aci d

2- Ami ngruRiRgmesy-4-methylB- @i Ayiipeinyiphaoy)-Rexangic acid;
d

27 At n3ATTROMELY-- eyl B-(2 & tiimethylphenyl)-hexanolo acid

aci d; 2-Aminomethyl-6-(2- methyl phenyl)-4-methyl-hexanoic acid;

c Qg: 38 meé'ggmeﬁ‘ﬁ% (% m?’ p}/\enﬁy%%e hyl- FhaRL i AR ano!
- A NIt i fn-8- - TR BhenpRaHinynERABiE st anc

- Ani n@mlhgmemyd -B;(2;3dimee thy pieraly4 methylehéxandieacidpi

- A ARG S-(@ PRI A RS SHe

-2(r:r; gorret hyl - 5- (3, 4- di net hyI phenyl ) - 4- met hyl - hexanoi

- E\Er; E;orret hyl - 5- (3, 5- di net hyl - phenyl ) - 4- met hyl - hexanoi
I d

NODNODNONODNODNO

ONODNODNODNONO

aci d2-Aminomethyl- 4 ethyl -5-(2,3,4,5- tetramethyl phenyl) pentanonc acid;

- Ami nonEh Wmetn{ita-8iii-5RE 1B/ sREREMethykpREAY-pBABINOCACIH;
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wQ20nsiosonet hyl - 4- met hyl - 5- (2, 3, 5-tri net hyl

2- Am nonet hyl - 4-net hyl -5- (2, 3, 4-tri met hyl - phenyl ) - hexa
noi ¢ acid; 25

noi ¢ aci d;
2- Ami nonet hyl - 4- net hyl -5-(2, 3, 6-tri nmet hyl - phenyl ) - hexa
noi ¢ acid;

oA D RN dmRS - direthyfpRehi)- FRhMAY ERRGO adiax 2

noic a

2- A:jn NOURENGMEthy RE-(BErdimeti-phiehyip4 meethyhéranainacd;
acCl

2- Ani n@ndemigemethyb-(aArdimednerhenvidraethyrhexanois,agid; |

aci d, thyl-hexanoic acid;
2- Ani n&'i&"ﬁn?m%th%’ Gr(re’tShdlrnetwl RhFS,yl)Af4rrnée h¥ %exanm c
acid; 2. Amlnomethzll -4- methyl -6- (2 3 4-trimethyl-phenyl)-hexanoic acid;

- Am nornet hyl 2, 3-di net h n I hexangi
aC| d:2- Am|r¥omethyl 4-methyl-6-( 3 5 trrllme\{hyl phenyls xanoic acid;

- aci d%ﬁ@%@%g‘%ﬁbv %%WPBZO 4?@0?8%@&%6%%;

- Ani nmmmdm@thym-&aeihyieﬁ (8,4 Sanieeiny-phenyl)hexaneicani;
aci d

_ Ani nénhminaroethyb6-62-methyiRhenyheihyt Qe%?éph“y?c'ﬂex anoi
aci d, - th I-h id;

- Anmi ngn,%rtnhncim%thxl i 513 @ eth¥lhphenyl) S 4exr?gtohcy?mhexan0|
aci d2-Aminomethyl- -6- -(4-methyl- phenyl)-4 ethyl -hexanoic acid;

_ Q[f} S%rr/g}nmomethyl% 3B, 4l Tt p B detfiyi kBN bic i !
- Ami ng f%hmdmémvpé Aoy h=dimethyd phehyl)-aaithylthexanoid acitiexa

go'Afn ﬁ%:mmh;amathwe@ -+(3:b-dimethyb-phenyl)-Aeathy/thexaBRIA 9CiHexa
2 A norBIRAGAYER- (G F-dimey v phepyl iy exancle acif
noi ¢ aglgkninomethyl-6-(3, 4 dlmethyl phenyl) -4-ethyl- hexan0|c acid;

2- Ami nonet hyl - 4- het h exa
noi c aer@mmyomethyl 6- :3/ 5- dnmethyl phenyIB—4 etnyl hée(anoYc 210|Q

2- Al QR Weliingia-SRye- R by Bhauji)-Rexdie acid;

aci d;

2- A{jn NeUEHIHEMéh{134-atHyigH(2p8)BAsnethid-phegylhexamait @cid;
acCl

2- Am n@nbminAmeiyiz-atuGr(2ph BRI -BDAYY:-Rexanel acid:
5 At nGeATIAmethylst-gthyk6-(2,4 6-trimethyiphenyl)-hexanole acid;
aci d, 2-Aminomethyl- 7- -(2- methyl phenyl)-4-methyl-heptanoic acid;

2- A n%”Eltnmolmgthyl% ?3 hﬁ’herﬁlﬁet{] eyl a8 el ©

aci d;

2- A ”%‘.Rhﬂidm@th{ﬂ% 24 ey IpHeniynenmrethyi-riptanoib exioi ¢

aci d;

2- Ani n@aginindmdthyP7-62,8ditatiyyl-phiesy4r mattw-hgptanoia asid
aci d;

2- Ani n@néwmm%thw 42 4rdimatgy-RhrerYry e tW-REPIANgic Agid:
aci d, - thyl-phenyl)-4-methyl-heptanoic acid;
2- Ami norre qmethywézgldlme ){p y)42 4- eyt - hexanoj ¢
aci d; 2-Aminomethyl-7-(2,6-dimet yl phenyK methyl- heptan0|c acid;

2 A O S th 2y BHeh - R RSB G Be

oi ¢ aci

2- Am n%&%dmémwm 56difrbtiyl pHehylyel-fiethythepydroit exil

oic ac
2- Ani nmnmdmelthglemetbylek(%w trimetsyhphemihchgpirnpicEd;
oi ¢ aci d;
2- Ani n%wmg}hg&%yletgyl(a %365 rl’?%%‘é’ hg}hena/r?e ?/;?t)a_n RIS agid;
oi ¢ aci d;

2- Ami nonet hyl - 7- ( 2- et hyl - phenyl) 4- et hyl - hept anoi ¢
aci d;

N

NODNODNONODNODNO

- phePgt/iB2oetm2985
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wWQ20n5i0s00@et hyl - 7- (4- met hyl

2- Ami nonet hyl - 7- ( 3- et hyl - phenyl ) - 4- net hyl - hept anoi c
aci d;

acid; 25
2- Ami nonet hyl - 7- (2, 3-di net hyl - phenyl ) - 4- net hyl - hept ano
i ¢ acid;

2- A ”g“RHWAmJthM iy T 2Y3 sRAMBIY-pReT-Nepaner Ak,

i ¢ aci
2- Ami nagnkmih}dméthym ey (24,6 gtimeshy)-phend)-hoptaneisn agid
i ¢ aci

2- Ani n@nmgamethyb7-62-metpheny; é"rﬁ}l“y' QF%‘?%? Acidh pt ano
ECA?nCL]%ﬁ’%"}wn?mgthxl 3" 5,3 methyl ﬁhenylag eth}" zepég?%l; Iacﬁept ano
i ¢ aci Q-Afﬁﬂnomethyl -7-(4- methyl phenyl)-4 ethyl heptanoic acid;

.ZCA;nCPo[rE}n? ometh )(/I37 %2 gl eerr‘ pﬁenyrf)ylt)eﬂ%n TRbad s8R0
2- A nQ”RHWAmélthVﬁ [ hdiméthyBpHeryl)-a=iiiheptaivid hcidept

anoi c aci d;

2- Ani nawurﬁmmethyﬂez -(3;5-dimethyBpBenyi)- ﬁ@ﬁmwhepmw@ RCIHE pt

WA L e T S s

anoi ¢ 3¢ meth |7- 34 dsmeth [-phenyl)-4-ethyl- heptano:c acid;
2- Ami ngnﬁél?‘hno y §1§/ y4p6 tyr)l nmet hyl - Oy % Eept
anoi c aeAm;nomethyl -7-(3,5- dlmethyl phenyl)-4- ethyl heptan C aci

2= Al N g tNomethyi2i- SRy Y 2 B tha - Sham)i-ReRhAGR! dcid;

aci d;

2- Ami nggmhmdm&h{n% -BtiyRyi(2 3@ nitheth-phérwi)-heptanoisi acid;

aci d;

2. A(rjn n8riminamethylA-atwhi(2 Sfestimethyl-abemy)-hentpaqig; geid;

aci

2- Ami nBréWFPﬁme}“Y'z“ §‘-hé{ wng'ny(?-t ?etrl?yy , ?himgt ﬂyptaﬂggt%:rl}%l
z(r:r: d 2-Am||1no|me7thyl -4-(2- hydroxy phenyl) pentanAcr)lc aﬂdl ) _

_ aci gg%rtmnometh& 4- (3 hydroxy ’é'heﬁ{)ﬁ p%n?ano'ice:t:lcﬁ' -heptanol

- ATL NS Heiichngi2-B-H) RS phe R Bilerichéid - hept ano

aci d;

- Ami nermhhwméthylm -@, SHditedngxy-phemyl)-peatappigyacidiept anoi -
acid; 10

- Ani nénfminpmethylA-(2, %%%Y'BH%M Peﬂtag? i) cidie pt anoi

aci d; thyl-4-(2,5-dihydroxy-phenyl)-pentanoic acid;
- Am ngrrpértnhnome )( g y yyB );/% -4-et hyl - hept anoi

aci d2- Ammomethyl -4- -(2, 6 dlhydroxy-phenyl) pentanoic acid,;

- A nor@nhr}/ome%hﬁtz{] Yé 3 dn‘)?dr&y-pﬁéhﬂ?bgﬁ anBlkeitid;) - hept a

noi c ag

2- Ani n@rmmdméthﬂtctlm 5-4ikydirdxysphenylppemianpiveasid) - hept a

noi ¢ acid
2- Ani n@niminamethyir4r(2,3 A-iribygroxyrrheryrRANARRIA ReId: hept a
noic a

52 At norbninAmelngr4:(7.3 5-ibydroxyRheny)pantanoic acid:
noi c a‘Ql-ﬁﬂmmomethyl 4- (2 3 6- tnhydroxy phenyl) pentanoic acid;

2- Am nonet h dr oxy- pheny e@gnt anoi ¢, aci

2- Ani n&w&mimmethm‘l @6k }'QW;/H’ rﬂ%m%'l"%'cz%’?

g m 2 %meih§ﬂ4 @g?ﬁ%yw pent anglclcdam d;

20 2- Ayl aeiriniethylds-(2 hiddixpptiemyl)- mmnxoic)am@;nt anoi ¢

aci d;
2- Ani n@smingmethyled-64-hy sty BRRYRNRNENO[sRti%noi ¢ aci d;
2-Aminomethyl-4-(2,3-dihydroxy-phenyl)-hexanoic acid;
— 45—
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2- Ami nonet hyl - 4- (2, 6- di hydr oxy- phenyl ) - pent anoi ¢ aci d;
2- Am nonet hyl - 4- ( 3, 4- di hydr oxy- phenyl ) - pent anoi ¢ aci d;

wQ20850800et hyl - 4- (3, 5-di hydr oxy- phenyl ) - pent anPCT1B2004A4102985

25 2- Ami nonet hyl -4-(2, 3, 4-tri hydroxy- phenyl ) - pent anoi c
aci d;
2- Am nonet hyl -4- (2, 3, 5-tri hydroxy- phenyl ) - pent anoi c

aci d;
2- A ndreY Ry PRI 42 d-linviroxy Dhemy b IexRgoic aeldinoi ¢
aci d; 2-Am|nomethyl-4 2 5 -dihydroxy-phenyl)-hexanoic acid;

aci ;| DA ﬁme@&ﬁw(f A R

ol a0 3"2 ﬁaﬁﬁ’a%é‘?‘ﬁ‘;‘f‘@"f%ﬁ rely-Eheryn. Resoig b o' ©
aci d; 2ZAArmooeiyirgh 315-dmy6rmty4pmdn;d)<-yrepmmgIa):td'lexanm c

i d -4 WO 20 /03 70 04/ Q02985
S i o BHOP A B SR INH TR giecA e ac o
2- Ami A 5 d;
2- Am E%m%m%ﬂ{(ygzlgz i’%grﬂ{l)oxy-yﬂﬂené|)§h%*%§g%%&c gg: d;
2- Am nmn‘rmycbmétwmz(zm evjrihydroxygiiemyl)helxaraicaaid;aci d;
ZC,ZaAm B AR lethA)'ll 512(2 4, &l r%%Fo%-ypr%?%B’h'e?xaﬂgféaa%?c'i ¢
2- AmM NQUREAmMEthyRs32-hyHFd X HeRyY-4Phei-be hrRCAGd:;

aci d;

2- Ami n@rmindmethyb5-43-hy draxiyypiheoyl)-damethyl-pentanaicacid;
aci d;

2- Am nGRTIRAMGYLS-#-Bydrarphepyl)-4smely-Peniaegif,aeid:

aci d; 2-Aminomethyl-5- 52 ,3- dlhydrO)((]y phenyl) 4-methyl pentanonc acid;
2Amnomsth| 4- tri1 hydro % hexanoi c
aci d: 2@Ammomethyl -5-(2, 4 dlhydroxy-phenyl)-4-met yl-pentanoic acid;

2- Aml g Nemieth{ids-( 8 dPyarBA RN Ay ia TR AV p AR AR 8 UcKe;

aci d;

2- A1 NQiRnIOmEthyi-(B/iciychokyephnyiK4-mmsthyparnahoiocioR;

2 Am narningmeshylb-(3,drdixeronepienyad-methyl perianeis sicid;
aci d;
2-

2- Ami nGe A’Pw_\‘,’r"eghwf (33 dhlg)/é’ SP p%né' r?yl )meihM%nt?nmc acid;

oi ¢ acfgminomethyl-4-methyl-5-(2,3,4- tnhydroxy-phenyl) pentanouc acid;
g, ?mag:?)g\er;n%n{e?msl-d mectwyl %d( Xg-tP ecprgxy-pherrlml gntan%rn]é gcr:]ld'
2- Am ”?'A%.mshfe%m(n& -RietHyLSHR0X B tii\RISky-pAeif]-B¥hitRRY 4dd;

oi C

2- Anmi n_?rmlhyme&h)(lz BethyinbelRok §-trinairgky-pheny)-hehtaneia acid;
oI Cc acC

o e Ringmethy-5-(2- B u-BRe AT PV EANRIE 6kt an

0i ¢ aCQ-‘Ammometh H5-(3-hydroxy-phenyi)-4-methyl-hexanoic acid;
2- Am nonet hyl - yﬁ (5 CP{ oygxy y%eny y hyl - plent an

oi c acﬁz@‘mlnomethy 5- -(4- hydroxy-phenyl) 4-methyl hexanonc acid;

2- Am ng Xmgfhy'f%t &yé d?‘ny rdxy- eny'l Yy I@’I'rpehe%lc) adla”

tanoi c

2- Am nzlmnhmhemwrstdzyzi ditrydioxg-phenil) a-eiedpy-HE@PBIO adig!

tanoic acid

2- Ani n%-ﬁmlhqmeﬂmh'ét@)ﬂ dihydroxy; mhenyi )t -meliyl-hsxenpic agidn
tanoic 2. A% |R|0methyl 5-(2,6-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(8,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
—46—
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2- Am nonet hyl - 4- nmet hyl -5- (2, 4, 6-tri hydr oxy- phenyl) - pen
tanoi c aci d,

wQ 2085108000t hyl - 5- (2- hydr oxy- phenyl ) - 4=net hyl - hEXEIB20¢4/002985

aci d,
2- Am norret hyl - 5- ( 3- hydr oxy- phenyl ) - 4- met hyl - hexanoi c
aci d;

2- Ani n%mxbm%u{mg{hery (B 3%MHnyairox|THhBKY)-NEXaRGk Gcid;

aci d;

2- Am néﬂmhﬁimbrr@ﬂ(yﬁ43ndtlhl;lbl5h(@8}6hmmvd5dx)/-phen¢m-h¢kah@nm€d
i c aci

2- Ani n@rAmippmethyb44neinmen(d 4,5 HWHW}’P&‘BMWP‘&%@QM
2% am nGHATHIPTEUYSE2 veroy phomyll&-melyLhexancic agid; |

i ¢ aci @-Aminomet ell -6-(3- hydroxy phenyl) -4- methyl -hexanoic acid;

2-A t hyl
i ¢ ;nc,ng?ngguxomethyl b-(4- hydroxy phenyl) n?ﬁe%hyl hexan3/ c acue

2 Am SR iibmemi et LMY pRERAY kmén Rk dhanoRe 28

i c aci

2- Ami négnmrﬂtydméth@[%a 42 didilyytiroxy-phameyl)-methyliehexanoieacidp
i c aci

2- Ami n@nhEiRemathyks2,p-dibydroxy-ghenylld-methyl-harancic agidy
2~ A na I £ PSR PR eels acids
anoi c aeAm:nomethyl -6- (3 4- dlhydroxy phenyl)-4-methyl-hexanoic acid;

2- Am nogt hr%/omethyl é % dﬁn‘dzrd»?y Shctarﬁ)'ll)hx ecﬁ"(n% e err]r\()lc) acn&x

anoi ¢ g

2- Ami ng%hmdméknw ethyi-6-@,3,4GrihjdrioxglphiyPherahdic 2eid;

gnz:mcnggénhmm@hym -medinyd6y (2o Ertiihydroxyrehapyl)-hexaneir acid;
id

2" A nBrAITEY A RS G Erhy Ry ebROY ) hesangl goic

aci d, 2-Am|nomethyl -4- methyl -6-(2,4,6-trihydroxy- phenYI) -hexanoic acid;

2- Am nonet hyl - droxy phen |)-4-neth hexanoi c
aci d; 2-Ammomethyl 5 ( hydroxy phenyl) 4-ethyl pentanonc acid;

2- Ami ng:ﬁhn%'me(iﬁ);l?ﬁ -G5-A ARy -BRéANATthy - SRR I e xano

I C acl

2- Am npmmhimpmethyl5-@-hydrpry-phgnyiidrothyl-pen@diy lacits xano

ic acid;

2- Ani nBTPéNﬁ‘Fmeéhi(l'@ & 3rditydrayeheniy4-ethl-perianoieagidho
2 m rATRomel 5@ Aeitygragopheny oty -penianoic acid;
i c aci Q-Amlnomethyl -5- -(2,5- dlhydroxy phenyl)-4- ethyl pentanonc acid;

2- A nor'&er;"%%e?hﬁ% é éj d%%lr ))/ pt?enyrw—l ethyl pen r{omb gc%no

iC aCI

2 Ami ngmm;mwg - @ Slgihyar SR SIS MM Lty R oid axRIN 0
2 Am np+enhinpmethykst (3y5-ddwdroxy-phemyld-ethylpeptanojc peidex

anoi ¢ acj d.

o A nETTRMENAr Y -5 (2.3 A E oty RSN RAIADPIF sk
anoi ¢ Qi o%t'_éthyl 4 eth I- 3 (2 35 tnhydroxy phenyl)-pentanoic acid;
2- Ami nonet Ry %Y ri hydr oXy-phenyl ) - hex
anoi c 2<Amlinomethyl 4 ethyl-5- (2 3 6 tnhydroxy phenyl)-pentanoic acid;

2- Am ngget Mty Tty -E12 26y bR SRR RN b 4k

anoi ¢

ano

2 Am ngJ 'N?ﬁlh?dhew-a Sy spsAstrahytirekpheRpNpehtinvic acid;
2 Am n2Amihgmetwl-3-athy- o132, 3phetgirahydrexyrphepyhpentsnsic acid;

aci d;
2- Ami n@RBTRYNeEY4: ‘ﬁwr%!&/s‘ﬁh%ﬁ?}r' ghyfraxy;phepylPgRianeic acid;
acid; 20
2- Ami nonet hyl - 5- (2, 3-di hydroxy phenyl ) - 4- et hyl - pent ano
ic acid;
2- Ami nonet hyl -5- (2, 4- di hydr oxy- phenyl ) - 4- et hyl - pent ano
ic acid;
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2- Ami nonet hyl - 5- (2, 5- di hydr oxy- phenyl ) - 4- et hyl - pent ano
i ¢ acid;

wQ20ni0sonet hyl - 5- (2, 6- di hydr oxy- phenyl) - 4- et hyPEepEBRG2985

ic acid;
2- Ami nonet hyl - 5- (3, 4- di hydr oxy- phenyl ) - 4- et hyl - pent ano
ic acid; 25

2- A .ng?ﬁ%w&ﬁeﬁh§rl34-éﬂ@i-gyﬁgn%wmﬁbhylé’peﬁwﬂc ABKE ano

I C acl

2- Ani npomininomethplG2-hidroy-phenyl)-4tatbyldiexapeis@gid;- pent
anoi ¢ aci d;

2- A ngriminarethieGr(3-hydroxy-phenyl) 4F@B¥|Waﬂﬂ'&ﬁﬁq pent
anoi c

Sy ng ré&hncimethgl 6?1(11 h%dr%y ghenw rlhe)}gyrfior;(exagglgnz;cll? oent
anoi ¢ Eqmlunomethyl -6- (2 3-dihydroxy-phenyt)-4- ethy| -hexanoic acid;
inﬁ,mc nggq\?%lmclg@ethﬁté] Yé 4- dll"ydroxy p{wenyfsyfs]I rea'\)X hBQ%L)ac i nt

2- A B HArAnGteNg. 5 2nmyrxipfery4 ainyinexansibeeid;) -

pent an IC acCl

2- Ami ngmmdmeﬁhydt&fﬁ sglifyairaxyspienydir4-eHipithexsnqie éeid; ) -

pent anoi c acid

b~ Am narATRAMEINYG{A 4 siysirasphenyled-SHAhSNgiR Aci -
pent anglA:m nqa thyl d&ﬂﬁﬁéﬂﬁﬁﬁ WY RABLHYBRBRANEI0 288K

2- Ami norret ﬁ:( pent ahydroxyphenyl pent anoi ¢
aci d; 2- Ammomethyl-4 ethyl -6- (2 3,4-trihydroxy-phenyl)-hexanoic acid;

icfg” n%%r%%me?h&l t¥|y 6%, fg?de}ox@ S-SR Scid;
2 Am NSIRHMOmEhyI34-BINI-6(2; 306 erihyidroxi-ehéni)-exemois acid;
2 Am n2rArninpmeshylA-etul-6x2. 4pfrdritdyou-Rhem):-hrxearls acid;

aci d;

- Ani ngrﬁ‘ﬂ‘ﬁg?f“‘*ém('i @ IaY(HOé}{ 5% heny%eny Shyl h?e? anmchaec;ggno'

aci dQ-AmlnomethyI 7- (3 hydroxy-phenyl) -4- methyl heptanonc acid;
- Ami nomnet hyl - 6- (2, 4- di hydr oxy ?in% h¥‘I hexgnm
aci d?_-AmmomethyI -7- (4 hydroxy- hen?l e hyI h pianoic aci

- A NIt it 2r- &2, Sk i S p RERALE méth Pt ietaRereaead;

aci d¢

- Am nexmmyome@hwzr - @ didihyydiroxyyppényily# ynethgk heptaneigaeid;

A namwmeébxlr? @ Briparaxy e foathyrgRtanelc acid:
d

i g inomeshyk7-(26 dhfiydd’%’iyyp*ée’éyr!y?)mimé't ey

aci do- Ammomethyl -7-(3,4-dihydroxy-phenyl)-4-methyl- héptanoic acid;

no;A(r:n ggﬁ%rﬁeﬁﬁﬁt?@ 5 %il‘yzdrg’kf' phéhﬁ)‘/ﬂ T R&Hy PRGNS ho &
2- Ami ngl‘%hn%}neéih}ﬂulpﬁeﬂ@i.(72(2335, -frihiydnosty- phienphdreptandie aeid;

EOIAfn ﬁglmnmmah;dt%metwaz(%s@mthva\%W%%%&*d
noi ¢ aci d;

2. Anmi ngr@pwmeihygt%meﬂ@/l 2(2 3@ t{lhyﬂroa(y o engp} ptﬁr_nchn% )?gd

noi ¢ asl Ay; ﬁ1ethyl—4 methyl -7- (2 4 6 -trihydroxy- phenyl) heptanoic acid;
2- Ami norreth rroxy 3’ hept anoi c

aci d; 2-Am|nomethy| 7 2/ hydroxy phenyl) -4- ethyl hegtanmc acid;

2= A g methyIY- P.¥ A Gy R Ja-8ejhbanBRAGE0T ©

aci d;

2 Am NeIErhMohethyi4r-eydroxy pitenyl)-éthyhoplanbiereidpi ¢
2 Am narkminpmethyi -2, aidiiyxsirexy-phaerlyHethyimarignoisasidin

oi ¢ aci.d:

2. Ari ndrTROMEINT 2 AP PBRRHY e B ok
oic acid; 20

2- Ami nonet hyl - 7- ( 2, 5- di hydr oxy- phenyl ) - 4- et hyl - hept an
oi ¢ acid;

I\JOI\)OI\JOI\)OI\JOI\)OI\J
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2- Ami nonet hyl - 7- ( 2, 6- di hydr oxy- phenyl ) - 4- et hyl - hept an
oi ¢ aci d;

wQ20a50800et hyl - 7- (3, 4- di hydr oxy- phenyl ) - 4- net hpd'F/iB2pe402985

oi ¢ aci d;
2- Ami nonet hyl - 7- (3, 5- di hydr oxy- phenyl ) - 4- et hyl - hept an
oi ¢ aci d;

e Ot 1 5 i drosy-Bréfy iU S HieBRAC aciaeP

tanoi c

2- Am ngmﬁhubmémvamz l6-dihydroRy-phemylgdtiopsheptenoit heidpp

t
ZaR?r: ﬁcﬁltrnmmathyb?ﬂw -dihydroxy-gbenyihd-atylneptanaic acidep
t
2 At n B metyT 3 5-dhydroxy-ghenyl)-4-thykheptanaic acid:
tanoi c ZaAtrdnometh |-4- etrg/l -7-(2,3,4-trihydroxy-phenyl)-heptanoic acid;

2- Ami nonet hyl r oX 4- et hyl - hept anoi ¢
acid: 2- Amlr¥omethyl 4- e hyl-7- (% éo 5-tr“¥yc?roxy pher¥yl -heptanoic acid;

2- ATl QIR métryRa U9 DB dhodl-Shér)-RERbABR' doic;

aci d;

2- A(rjn N ORBIINOMEth Ha-esiyi-ax(2;4bHityidrext-phémyil)- hepianoici acid;
acCl

2- Ami ngriminanethyb4-sthyiy@ k- teiahydroxvpbeny))-hrefangif.acid;
'20 A?nc'ngaAq\hncime]lh(I -4- Ethgl Z (grso‘;( )E/S-te rah)ﬁroxy pg?rrl]yl? heptgnglr?oamd,
ic aci @; Ammmmgmmmm(a@ ymeirmaxwpnens;ﬂ) heptanoic acid;

2 A P RminomethyFa- Sty P ERaPEGbhehy hiepdiNdic Bef; 2O

2- Am ngzﬁfhmlz -ArrirorRe iy A48 2XHifiRebENzyH-Hekabbichemd;ano

IZCA?nC In(Q&ﬂHMZ -Rmirmraetby-(2.4-diflysierhangyrhexageiciasist ano
2" A AR ARy B 4R Rne Py e Ry e Rign gl ol
i ¢ aci gs 2S)-2-Aminomethyl-7- 52 ,4-difluoro-phenyl)-4-ethyl- heptanonc acid;

2- Ani nonet hyl - 4- et hyl - trihy drox¥1 phenyl) - hept
anoi ¢ (&R.4S 3/2 Am:nomethyl (é4d|fluoro-benzyl) exanoic acnd

2- Am f@gééyb Amftidethyl-4-@, #-dRidor b BEALPheRAEEY lakid € Pt

anoil c

2- Ami n(zBBnB}LIZ Amirionydthyl-4-23,5-0ff uoroedeyl-hepamoig lacid) e pt

anoi ¢ aci d:

2- Ami n@%‘ﬂﬁ}r? Aminomatbyl-4-2-lugrorhenaylteanpicaRit) - hept
o By ATInomS -5 2.4 difiugro-pheny)-4-methyl pentanolc
hept angeid; aci d; 10

ﬁeg{n aﬂorret hépanome%ll 5- (2(42 dlﬁhor’oﬁplftleertryrl ahé/r%ra%r\é é@:ﬁ‘c‘f nyl)-

2- Am n a@y!z dﬁn%wémﬂ -8, B-dRiford Deh2ily-Headoie ey ) -

hept an aci

2- Ani n(ﬂﬁsuﬁyQ-MnEmmﬂthW-%%ﬂmd)Mbﬁwolﬂe@mdn0| C
aci d;

(2R, 4RRSHARRPHYRINEMAthY:-A- & oA uarefes 2k hgy R Oif eithoi
aci d -A thyl-4-(3-1 ro- -benzyl)-hexanoic acid; »
(2S, 4RSZS4%T12 mlnome y g uo Iuozrycz benzyl ) - hexanoi ¢
aci d; (@5,4S)-2- Amlnomethyl 4 pentafluorophenylmethyl -hexanoic acid;

(2R 4 zg%mgg?d&)ml etth 7( fZ 3 d‘jf'luor hen%ezf% I'?yl ﬁeS{atﬁ\é‘c acid;

hept an

(2S, 4Spa éﬁzmﬁmbméthﬂ 4-Q-$ifldlbforHemy-BESAN)-hedarfsid dtid;

hept anoi ¢ acid

(2R 4.Sp-Aaminainatingdnidrmethcxy-L-aethyldranzyBrhexanoiseacitiol c
aci d;

(2S, 4S) - 2- Am nonet hyl - 4- (2, 4-di fl uor o- benzyl ) - hexanoi c
aci d; —49—

(2S, 4S) - 2- Ami nonet hyl - 4- (3, 5-di fl uoro- benzyl ) - hexanoi c
aci d;
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20 (2S,49)-2- Ami nonet hyl - 4- (2-f 1 uoro- benzyl ) - hexanoi c
aci d;

W@ 28548)70@- Ami nonet hyl - 5- (2, 4-di f| uor o- phenyl ) PAF/mE206W102985

) A . i d:
(gg;]- g?zlmpno?rglt hyl - 5- (2, 4-di f| uor o- phenyl ) - pent anoi c
aci d;
(25, 45h SrfBMARTLEYA ikt G2 dthyphanppaziibiny RBEARRiic
(2S, ’AfS)gc@l;Arri nonet hyl - 4- (4-fl uor o- benzyl ) - hexanoic

i d; . . -
(25, 4Sp-AmigATRi - metroxysS-MathyFes2 Y heyR R acich gnd

Cd: . e o ) " ) :
(25, 45RO e e e a6
aci d; acid.
(28, A iher S Y b reRSRVACHAE RO BT BoihpBEAA Bna
g ié@ﬁ%‘#ﬁ”ﬂ%@; rtoébé:'ep?abﬁezséltsqi fl uoT o- p.)henyl ) -4-ethyl -
g ﬁg gSgéﬁagmdnnmhﬂthythy%(rﬂehyl—lmxmmml%yI - benzyl ) - hex

[ i d; C

2- Ami nérninpmethylA-gitykgsmetdy h%?’fﬂﬂo!co%%%’yl ) - hexanoi ¢
i S
2- tAm n_ﬁ%hh)pyzeihxl@eﬁwhémetﬁyhb@mi%@%yl )-4-nethyl -p
entanojc, acid: “\ oeidd-
2- Am né-rﬁ!{‘Wmé&b!('ﬁ'ﬁﬁyh%‘ﬂ}‘?@ym?%f“?'BSﬁ'zdy| ) - hexanoi ¢

H d; gr)q . _ _di - . d, .
gCIAm nonet W_\}’|"?e§r-“('ﬁ’ﬁ§t'rﬂ§§1_\}"- g?tr?g?lﬁ ﬁc-l phenyl ) -4-met hyl -p
ent ano2dAmigemethyr3-metitRentanNeic 8¢idi or nmui a’ Vv i ncl ude
the follow Lhett. ph ticall

© °gﬁ’@n§g}e§i§yﬁ%‘2m&w-hﬁlgnokfé%id, pharmaceuti cal Iy

accept

~ 2- Am naiprhinpmethyddwettiylheplarioihasidnoi ¢ aci d;

2- Ami nonet hyl - 4- et hyl - 3- rre{ hyl - hexanol c aci d;
2- Ami ngrieningmethvl-Fidslimethy -Hé&fgneicca i d;

> m oy e e e R RO " e

2- Ami ngaehinpmethyl-3j6-dirhethyl-beptanoiceacidi d;
2-Aminomethyl-3,5,5-trimethyl-hexanoic acid;
2-Aminomethyl-3-cyclopropyl-butyric acid;
2-Aminomethyl-3-cyclopentyl-butyric acid;
2.Aminomethyl-3-cyclohexyl-butyric acid;
2-Aminomethyl-4-cyclohexyl-3-methyl-butyric acid;
2-Aminomethyl-5-cyclohexyl-3-methyl-pentanoic acid;
2-Aminomethyl-3-methyl-4-(4-methyl-cyclohexyl)-butyric acid;
2-Aminomethyl-3-ethyl-pentanoic acid;
2-Aminomethyl-3-ethyl-hexanoic acid;
2-Aminomethyl-3-ethyl-heptanoic acid;
2-Aminomethyl-3-ethyl-4-methyl-pentanoic acid;
2.Aminomethyl-3-cyclohexylmethyl-pentanoic acid;

2-Aminomethyl-5-(4-methoxy-cyclohexyl)-3-methyl-pentanoic acid;
—50—
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2- Ami nonet hyl - 3- net hyl - pent anoi ¢ aci d;
2- Am nonet hyl - 3- net hyl - hexanoi ¢ aci d;

wQ 2085108000t hyl - 3- met hyl - hept anoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl - 3, 4- di met hyl - pent anoi ¢ aci d;
2- Am nonet hyl . - 3, 5- di net hyl - hexanoi ¢ aci d;
2- Am nonet hyl - 3, 6- di net hyl - hept anoi ¢ aci d;
2- Ami nonet hyl - 3, 5, 5-tri net hyl - hexanoi ¢ aci d;

g ﬁ\m ﬂgﬁ?mme’ihgwé%mem Myl)-ﬁgmgmy&pentanonc acid;
|

2 A namAm e oReR e By Fbutyric acid;

2- A

> Am nop R AR PRy o m%éﬁ”%‘?ﬁ"é’."?‘a:ﬁ d:

o et sl )1
2 Qammm@nm% %wiﬁ?%zﬁrﬁv?ﬁ ik afic? )

2- Am g@f’ﬁ*’l % ::Eéf{et pgﬁtt'aagglag ! acid

2- Ami ngmmtrrwlméhyjs&mm-ylk(ﬂdnﬂwwmmdmeay%&u&‘"c acid;
2- Ani t hyl - 3- net hyl t
o ¢ ncodminbgreine-Hetie) BRI, | Bo004 bopo8s
2 Am | NSIRhiMbiethyi<s- (o3 -RfRythpREReryl)-tutyRs asid; pent anoi ¢

2 Am nsahimpmethyl3-methybdyp-tiyrautyricaciét hyl - but yri c
aci d;

2- Ami n%mmmeihx('z? WetPM)QVt-yﬁ'ﬁ@r?ﬂ) 3-net hyl - butyric

aci d; AR BberzyPpefholedaid; IamdaCI d;
2- Ami norgrqe yl - 3-"met hyr?ozy4bphenyl but acid

2- Ani n2efanimpmethylel [{yflugomhenyl-3os o PB’"&&C&’

Cyric SppdnersSp R ey e i LR U MITEY ) 0

acid; 2- Am nonet hyl - 3- (2, 5-di et hyl - phenyl ) -butyric
aci d; HoN

HOLC

Vi

and their pharmaceutically acceptable salts, wherein Rs, R4, and Rs are as
defined above in formula I, with the proviso that R, R4, and Rs are not

simultaneously hydrogen atoms.

Specific compounds of formula VI include the following compounds and
thelr pharmaceutically acceptable salts:
2-Aminomethyl-5-cyclopropyl-hexanoic acid;
2-Aminomethyl-5-cyclobutyl-hexanoic acid;
o-Aminomethyl-5-cyclopentyl-hexanoic acid;
2-Aminomethyl-5-cyclohexyl-hexanoic acid;
2-Aminomethyl-5-phenyl-hexanoic acid;
2-Aminomethyl-5-(3-chloro-phenyl)-hexanoic acid;

2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-hexanoic acid;
—51—



10

15

20

25

30

2- Ami nonet hyl - 3- net hyl -4-p-tol yl -butyric acid;

2- Am nonet hyl -3-mtol yl -butyric acid,
wQ208508000et hyl - 3- benzyl - pent anoi ¢ aci d; and  PCT/IB2004/002985

2- Ami nonet hyl - 4- (4-fl uor o- phenyl ) - 3- net hyl -butyric

acid. This invention al so provides conpounds of

formula VI VI 20 25 and their pharnaceutlcally

acceptabl e salts, wherein R3,

def i ne@- Ab'umemamﬂ-@r(l‘hmﬁUCPmm&“erf‘ﬁB bﬁ%’ﬁ@%‘: ?ﬁ'gt R3,

ggec?fnld?cRS o ﬁlﬁi‘ﬁé 53 c@rwﬁgéﬂn&d?udgg?ﬂea;gﬁow ng

conpou @gnﬂngmétﬁwstcmummptamw agid;accept abl e

salts:

2- Am nomet’hyl -'5- cycl opr opyl - hexq?nm c aci d;

2Amnc21=émiylpf®i hyFSreisiRRENyRBRRRGOIC

2. Am norarHyPE Gy %&@%&“@éﬁ@?‘%‘%@%d

2- Ami n hhhbrriéthb@%edtheplanmcamdj

2-
a
2- Am
a
2-
2-
2-
2-
2-
2-
ac
2-
ac
ac
2-
ac

Am
C

ci

|d
d;
Ami
Ami
Ami
Am
Ami
Ami
i d;
Am
cid;
cid;
Am
i d;

2- Am nonet hyl - - chl or o- nyh) hexanoi ¢ .aci d;

ndréﬂﬂypﬂ@’()é'&@rqm‘ﬂ@rm%\y §idhexanoi c
AP TBTL SR tﬂﬁﬁ%@%ﬁﬁ%ﬂ%ﬁéﬁ‘%ﬁmﬂg. c
QAﬁﬂhﬁﬂmy%l-(45tﬂﬂumbumtmmpheh¢|&rhaptan©lca@¢ld

nonmet hyl - 5- cycl obyt noi c _acid

nca-féﬂnppt@ ér@ﬁM% Bkﬂ ”E'Ca%‘?'%r 5

OB retgEel R ap ey rancc cci

nquAhhMbm’éﬂ(yB-Sahbtbtybspiaénﬂuqromemyérﬁbeaylhbezganmc acid;
"% n—?rnﬁ%omethgl? B tfhyP8 QTR BRI EhLAFRERERSE acid;

n%ﬁbh%m%g&;ﬂhstdycfdga@ﬁmtﬂw thepiamojd dcidtept anoi ¢

- 5- net ¥I - 6- phenyl - hexanoi ¢
2-Am|nomethyl -5- cyclobutylme hyl- heptanonc acid;

XOmetr‘y?’ 5% Rk iRaHlyl-hapthbldvacidiexanoi ¢

-Am|nomethyl-5-cyclohexylmethyl-heptanoic acid;
2.Aminomethyl-5-benzyl-heptanoic acid;
2-Aminomethyl-5-(3-chloro-benzyl)-heptanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-benzyl)-heptanoic acid;
2-Aminomethyl-5-(4-trifluoromethyl-benzyl)-heptanoic acid;
2-Aminomethyl-5-methyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-5-methyl-heptanoic acid;
2-Aminomethyl-5-methyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-methyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-7-cyclopropyl-5-ethyl-heptanoic acid;
2.Aminomethyl-7-cyclobutyl-5-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclopentyl-5-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclohexyl-5-ethyl-heptanoic acid;
2-Aminomethyl-5-ethyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-5-ethyl-heptanoic acid;

2-Aminomethyl-5-ethyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
—52—
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2- Ami nonet hyl - 5-net hyl - 6- (3-trifl uoronet hyl - phenyl) - he
xanoi ¢ aci d;

wWQ208508000@t hyl - 5- met hyl - 6- (4-tri fl uoronet hyl - phenyB2po41®2985

xanoi ¢ aci d;
2- Ami nonet hyl - 5- cycl opr opyl net hyl - hept anoi ¢ aci d; 15
2- Am nonet hyl - 5- cycl obut yl net hyl - hept anoi ¢ aci d;

TR ST A5 i i

2- Ami n@rﬂnﬁﬂbn&tm&&bmhy!mtmmadm

2- Am nonet hyl - ég chl oro- benzyl ) - hept anoi ¢ acid; 20
2- Ami nofrHPPMEi-5,5- F’W@BV'G?P&QW‘F agighand) - hept anoi ¢
aci d;

2- Am nom’é,\\tmmfm]ae IM, 51’5r|d eth r{aﬁ\ %Cé%zyl ) - hept anoi ¢

aci d; ‘Ehué\ﬂm\rmﬂehhwo ﬁroniﬂtebyiha?mmtmnmb} d:mnpegmoms e@mpinsmg a
2- Ami norret !%%q(ts chl or o- henyl net hyl - hept a
ac‘ihé"apeﬂi' Wﬁla@%P ?ICQWPPyngrqfffq’ Tt HU:I '—V VorVi,

by h%%@@‘f\%?ﬁyl taffi® galt theroof, and a pharmageutically,
gfa:mm_eﬁtabd&:cdli'n_e; cycl o | - hept.anoi aci d

2 Am i Ryenfod Blsediavbes 5 aehol ok daling At or
g:c??iﬁﬂféﬂﬁ‘ﬁ '&yrlnaﬁ'rrﬁe‘(lcineﬁﬁﬂyé g%hhwe MERiRP B Eoﬁéﬁggn §8Iected

m nomet hyl - 7- cyc hept anoi ¢ acl
2-fram epﬂeps*.yy faibinesh pttagksy rﬂbrqrhyaiglpt hymktnm cgranial disorders,

g_aAmﬂas e%sentla(l %re%qorocr:r?erﬁljggp déae'n%e%w nl?jeé)éda &lons (e.g.,

2-JipeRaERLiBY bn or&iddidtions {alcbhdll 5 PERirAnbs Eheﬁ‘ﬁﬂne-
tanoic acid; -52 WO 2005/ 030700’ /| B2004/ 00298

2 likeisnbsienngs), sakieing] cannahis; ppcanu@rtmr@trhynaummwos fiepacco,

adnpén Sl aeratiRrBORR, ko OBl bhaRRRRIR,
2-obrivanest bedatiies; Hypritiey, berwodRepinesi ghd Sthéhhaaxiolytics), and
i nvention al so provides pharmnmaceuti cal conpositions

c YDAl symploRs asseaalashwity Sush dependensis on adgiclions,
C BRHDE bgﬁaw J3lch ds gérhpllﬁ% ig %(lill sﬁstlyg/n ncﬂfdlr?g muscle

armaceuti ca y accepra

plspastmug wnddglpojonia edtbiaablysisc arthiitis, irrifable boweesyndrome
al so _provides a nethod, of treati ngaa di sorder or 10

c 65 « FANicPain ARG Pain, RevIiRHYC Rak RRAt herRetiansyraigin,
OlSIHck i, SEHGEAthin V881 @PhbBRShe, CAIHiE fBRdache, sinus

gi‘a, 'hypokinesia, crani |sor
headache, mflammatory disorders (e.g., rheumatoid arthritis, osteoarthntns,

disease modification of osteoarthritis disease, psoriasis), diuresis,
premenstrual syndrome, premenstrual dysphoric disorder, tinnitus, and gastric
damage. The method comprises administering to a mammal in need of such
treatment a therapeutically effective amount of a compound of formula |, If, 11,
IV, V or VI, or a pharmaceutically acceptable salt thereof.

The present invention also provides a method of treating
neurodegenerative disorders termed acute brain injury. These include but are
not limited to stroke, head trauma, and asphyxia. Stroke refers to a cerebral
vascular disease and may also be referred to as a cerebral vascular incident

(CVA) and includes acute thromboembolic stroke. Stroke includes both focal
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hot fl ashes, essential trenor, chem cal dependencies
and addictions, (e.g., dependencies on or addictions

wo 2008/030bo!| , anphet am nes (or anphet am ne- | i KBCT/IB2004/002985

substances), caffeine, cannabis, cocaine, heroin,

hal | uci nogens, tobacco, 15 inhal ants and aerosol
propel l ants, nicotine, opioids, phenylglycidine

de hegflat S: | j

d ﬁgg@l%axégg?cyt Iﬁgg) T cnYd@MJEQI%nF@?yé%@gﬁaé fHaATC M cks
asand iotherccexebial sasﬂmlatwehnlémscaoesnmanbdobﬂe@rehml ischemia,

iUt &5 fo%e it Bravs ThasusTas TERaION eajolthandrRiesiaray or
zwl gge%gﬁérafémcﬁrtdv Vhbéar élfrplc"a AR eBGe! oﬁa‘agﬁgéf% v&Scular

, oni ¢ pain, acute paPn, neuropathic pai
poptoceduEst including cerefral anglogmphbmidtpalhhe sur g| cal

I he h h
PendachComhang oRi s, SOMGAY o 88 Y Sro el vkt i the
arﬁé‘éﬁﬁérﬁ’of PehaRURY, Shindl cordi tﬁﬁﬁ‘ﬁ@ dﬁjug f?&wgérhe?él anoxia,

osteoarthritis di sease, psori asi s)
pr kypexéa, HIy@bgWaMa; mypotgnsmras welhhs symtmmjunes seen during

b Sures i eritile. e fiSion, dh AYpori natey 8re aBBiusetul in
;ﬂ@b&ﬁﬁﬁ ﬁeﬁﬂ@ﬁéﬂﬂtﬁﬁégémdt)bcéurfs‘%ﬁriné%amé'v}/péis &urgery, in

conpound of formula |

pHiacideoisuafi insagraniablaerporrbage salperinatal asphyxi dn pae:hatmarrest

bt BEBISE G O aor < tormed acute brain inj ury.

These iTH$ irention aBbgroviesatmeihddicidreating b dikérdefPead
trauma, and asphyxia. Stroke refers to a cerebral

v &ongition lauas@am%lnlacwgwgaa Symza, the dispier ppcardition selected
¢ MEBATE gl oriistht of dEHium Sobni ard et A biher

V@o@ﬁﬂﬁé@ﬁ@u@ﬂﬁad@@@héﬁi@éﬂ iS51deRS5 sactl ag IPabkihsares dissage (PD),
sient cerebral ischem c attacks

TGt S &S@sﬁ%be@Q@%m%s&ﬁw seRiGrHRMP A isementia of
Cehé rlﬁienhéfzi‘ﬁfgbamenicg? e‘f{gd 32@06!5!3& RERHY, drid | other

patients undergol ng Frerect ony ar
c dleatvrtiaasion eaampie, daedalHV diseasies abag mraumw IReskineon's

o P oD RGN AserBe Pk igSatss Cupale Ao Gippase, or
| lhe tb\ﬁulﬁ'pl@rae‘efblogitrserrﬁ‘iv%%éfﬁ?fé&rdéu‘% dueh asta;l&ﬁééﬁé‘t of

head traunma, spinal cord trauma, or injury from
gdyekna&suaﬁ,dncladlngﬁgmdbaﬂ aarmgyprnyll gyﬁrmeslasxmashmhesmeette s

| | d f
Qemqirﬁ%qi'y%”shaﬁ&ebﬁmé AT AR ety
| pyidnidaFivevéineat tiesiders busla BB IsedibatiorPRaUésd %veﬂgent
cardl ac bypass surgery, in incidents of intracranial

helisordersgier exampls; Nautalepticsineyized Parkinsenismaneuraleptic
malignant syndrome, neuroleptic-induced acute dystonia, neuroleptic-induced
acute akathisia, neuroleptic-induced tardive dyskinesia and medication-
induced postural tremour; Down's syndrome; demyelinating diseases such as
multiple sclerosis (MS) and amylolateral sclerosis (ALS), peripheral
neuropathy, for example diabetic and chemotherapy-induced-neuropathy, and
postherpetic neuralgia, trigeminal neuralgia, segmental or intercostal

neuralgia and other neuralgias; and cerebral vascular disorders due to acute
—54—



and status epilepticus. This invention al so provides-a
nmet hod of treating a disorder or condition in a
woreovsabo700 ncl udi ng a human, the di sorder or coPCi/IB2064/002985

selected 15 fromthe group consisting of delirium
denentia, and amestic and other cognitive or
neur odegener ative disorders, such as Parkinson's
d!éﬁcﬂﬁ@nk%@re?robﬁéﬂdlé}%a‘?ﬁ‘é éﬂcﬁ%@er&ﬁ@ Lnféllcﬁa | Sifardchnoid
di sease, senile denentia, denmentia of the Al zheinmer™s
t yineemorhagy odcerebid oedemac (hermethodraomprisesdidmihistering to a
denentias, for, exa e, due to HV di sease, ..head
¢ FRBMmARA nERH B AG VAR sBerAnaHiF A STpcLVa AT of 2
P cmiodficP 8PRAmullIH! T 1,4 ol 9k @b adirtibeeutiially déGeptible salt
mul t1ple aetiol ogies; novenent disorders such as

5 akthersifas, dyskinesias, including famlial paroxysnal
dyski nesi.as, spasticitie ourette's syndrome, Scott
syndr onie BAERYER 216G RiRYiRs R mpR g grdiion M mpyals,
PYhADHRHG! huRXSST#RYING AD) PB! SndHSoniigia by enhancing the amount
medi cat ron-i nduced novenent 25 disorders, for exanple,

neandahemuality ofclesd Tae Riethashcamprisesuadministedng to a mammal

g PR Y iR Tenh rihe etk ERLPE Abfount of a
10 NhPRipd s-onsuaedl tay Wi Veordyis st 8phiarmassutieanly aatémable salt

i nduced postural trenour; Down’ s syndr ong;
déhgrepf.nat i ng di seases such.as nmultiple sclerosis

(MVB) awssmékﬂfi&{ 5!5%@3%% %ﬁ%g&@#ﬁimaﬁﬁd bBiR% g mg%mal,

neur opa or exa

¢ esimdihg aamymamdhe enkthed complibing saiministerrighier afianemal in
neural gia, trigemnal neural gjia, segnental or

i eed chsuah treglnenli yihgraneytiseheefferdiye Angpunt;of &rpmpound of

15 SREREL AR T o SDbAuEAG Bafr b foratie Wt thereor.

c Pafbrafemstodcate asweld@asshcdniapairer Atwtelpaimisaustalipshort-lived
subar achnoi, ha rrhage.or cerebral oedema. The
SRR ed AOTIHReFR Y PRI O TR R i EPToHS FoBte o

S eSAmipl l'@éﬁstébérﬁﬁ»‘eaﬁiﬁrltdnﬁaéllioﬂy@faf 3%@5:' ﬁérglreglgsﬁuya

conmpound of formula I, ) 0 ,
pHefimed: a8 parepergistiog &ptrathree tasix menthbandadficludés somatogenic
inventipn also provides,.for iLnproving.cognition in

20 paiand PsyEneBalie Ram Qi PARBIREBIVED, and

fi br ongahgipfeddt tRe | I PalrthaREBH Be treied With tiEJonipbunds
of slee e met hod conprises admnistering to a

nafﬂmmu% h IIEBbd{V,oV or Mhrangeihetr gipairmiagautically acceptable salts,
N N T T
agaemadphin &sbtiatddwitle @bteoarthritis and rheumatoid arthritis, musculo-
25 skeletal pain, such as pain experienced after trauma; spinal pain, dental pain,
myofascial pain syndromes, episiotomy pain, and pain resulting from burns;
deep and visceral pain, such as heart pain, muscle pain, eye pain, orofacial
pain, for example, odontalgia, abdominal pain, gynaecological pain, for
example, dysmenorrhoea, labour pain and pain associated with
30 endometriosis; pain associated with nerve and root damage, such as pain
associated with peripheral nerve disorders, for example, nerve entrapment

and brachial plexus avulsions, amputation, peripheral neuropathies, tic
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This invention also provides a nmethod of treating pain
in a mmmal, including a human, the nethod conpri sing

wa@evsnsEdering to a mammual in  need of such trEEL/ME004/@2985

therapeutically effective anmount of a conpound of 15
formula I, I, Ill, IV, Vor VI, or a pharmaceutically
accept able salt thereof. Pain refers to acute as well

andauisite et RPica bt G, Bt POt BymdeS digemimal Réuraigia,
symﬁaﬁmﬁ: VY Duek pHmm BIV relEe@idugSpathie pain, cancer related
post operative pain and al | odyni a. Chronic painis

us m;elurgpatbef paiggdiabelimneurppathicRaingrid aiechneidisist newlopathic

o e e RO AR R SR heruetaio s

Of daheef paiws c@ﬁtrﬂmdirvddsaéysfe?ﬁ Fbih %U@I@b@%am die td@amal cord or
conpounds of fornula I, V, Vor VI,

t hdirainghemsdaeage dawesf %@t@@ﬂa@l@l@aphsntom hnb@@m rb'tﬂaﬁlache

e RGBT 2 kSR BRE nBRHAgHES: BB fon 1 bion

an %ebbﬁuﬁ@t@uﬁeﬂhééitﬂadh%tem@tﬁa@nd%leﬁkﬁuﬁhﬁdj middllary sinus
such as pain experienced after trauma; spinal pain,

de@ﬂm, resultlﬂgoff%ané;vlowigrsp@yﬁmt@m g@ﬁa alatcswed by

f
grgbé?&{% Balfef EsttHciBs ﬁ%ﬁ?@%ﬁ’éﬂﬁ%@?ﬂn and chronic
palnbn r@uvcﬁp@thmﬂ pamsuuh ab paircassueiated mthrﬂbad)rgyag.a HIV,

abdom nal  pain, o ogi ain r exanple, .
dyéwwtpﬁgaad OF a%t L@Egar"ﬁ i %Rrgﬁ\smrﬁms@nd
Uﬁ*faré%& biAkER tﬁ‘ﬁ%@%ﬁd Eést‘és“u? tﬁ &lafg and root

dana e paln assocl ate peri pheral nerve
di sor de&4ll othar mrsptaused dyirjugnor Iatetm:m of pedpberat beasory

Fi ot Vinalygas o Tb o Besfesben G0 perbrinL b b faume,

at HQH lvikBGhRLLOR dlabét@é wfemtgstnb#aﬁﬁa@.a tdahgﬁlgw fﬁlexus
neur al gi a, neuropat hic | owner pain, HVr

neavujs:anhneurpma; lmtaameutat@naa@djvamltlsmtelmmpqdmcrpam is also

e o8 ade B8R RGN, biehimmunpaggioiency

cayipidiprastioff hgiothgloRlisrdufetniasobdvitmiif&lefiBRinBiesC N r@bathlc
nervous system pain, such as pain due to spinal cord

or paibrin¢ludes, dwt esarﬁ@dmtqdomeqanbaeks%bh negxs igjury such as, for

PRk Ae R lERdoRBErop ] U 9 i or e and

ar hea acuté or chronic tension

headac hlesyotiogemrpehﬁ #ddihabh whichesgeero wmithduban ergamit origincsuch
maxi |l | ary sinus aln resul ti ng from ankyl osi ng

s pos oy bwlsp%fnda@emal f%%ﬁ Paith GREFYNIE herdachas ed
bl adderq p?e%téfﬂdkﬁr or&glﬁ]e iﬂﬂ&frﬁétéﬂﬁfcgﬁél osté&é‘ﬁhrﬁ‘t?d Pain,

and chronlc non- IC paln's
asfigehrivial chewralgiaf cbnwpﬂlrglchabéﬂc\heuropathy, restless leg syndrome,

acute herpetic and postherpetic neuralgia, causalgia, brachial plexus avulsion,
occipital neuralgia, gout, phantom limb, burn, and other forms of neuralgia,
neuropathic and idiopathic pain syndrome.

This invention also provides a method of treating depression, which
comprises administering to a mammal, including a human, in need of such
treatment a therapeutically effective amount of a compound of formula I, 11, 1lI,

IV, V or VI, or a pharmaceutically acceptable salt thereof. Depression can be
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rheumat oi d and osteoarthritis, anthral gia and nyal gi a,
sprains, strains and traunma such as broken bones; and

w@oms/03urgi cal pain. 0 Still other pain i s cauBEUIB2p04/002985

injury or infection of peripheral sensory 15 nerves.
It includes, but is not [imted to pain from
peri pheral nerve traung, herpes virus infection,

di abetes nellitus, fibromny d? causal gi a; plexus
aviiegpamlt oh @m%dlsﬁii?rﬂa SSROMARIY 1o RTeSE AESPSiaeH Mithgersonal

M50 BlobaRl h buifl, Tere ReSBforkienfn s, B7 IEAfal 6alirence
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defi ci enci es, Neurogathl c 20- pai ncl udes, but i

TR prasicf dpiEes Radbeaag/oRis o JepresHaN s BRdG primarily by
@u iKBIROR of Ellﬂf?raf?é’rﬁm%aalgﬁfs’ frooay iHekse | teﬁ%ﬂ{atlons of mood are

ogem C paln I'Ch occurs w
ormrgllyopegonm@lea physician dragiantifed by atnepiropsychaltgist using

loﬁérl‘nQa%radrﬁﬁlﬂé%%@é?%%ﬁ%hﬁed%@ﬁtgmfﬁ’ﬁ?w% Wt Soale or the
t I Agrs ldﬂﬁé’l ﬁ%} Hg Sc]a\l%aw&hel%brbthé’r‘ SR Have been devejoped

neuropathy, rest eg syndrone, acute herpetic a
pqetdmehﬁiytamd measategthe degeeesal moad alieratiohalin patisnts with

b slepresain. sueDi s bsorng: ot vgfeconceB RS Tk Chaneroy.

' %&p@%@&m&%grm u.Fh%eléiaeruemrednégnww des

a ne od o treatlng essi on, whi ch 30 conprlses
adigpréssien a8 gvailcasmlkmymgla,trlc dlegum%ga@ ¢olisaied inDiagaastic and
oS3t Mer il g Pl PREPESTS|id Y 1684) Rbletfis FR to as

a tRE DIMIELR Metlua, aneigs 8UBh§r% metméﬁcén PEgEHigRR on
can be -56 WD 2005/ 0307 PCT/ | B2004/ 002985 the result

ofAsspgiatipB. di sease, secondary to stress associ ated

W th PR PS0 A SRHLA o ReBlinGhtisdBeE 6 ' ©

a stro ral~"occurrenc

f @oREitieh i anﬂ@mmap rinelucggsa hogas, thecdiserdet bcconditien Eelected
at | east sone forns of depression. The dj agnosis of

dérmam @RUPSORAIgENG Pf mom qjsasglets, suah asCeRERSSIPN i more
|
éﬁ[ci;ﬁérﬁfn ﬁe %ng“’ﬂ‘ﬁ%ﬁ’?ﬁm%’% Fe)shﬁqn@ Cel‘;‘)?ééndoﬂg@ ®r Acurrent

d weejor cﬁemés@ye ahswderepéyeihyrhmgﬂﬂrdem igpressivedagurdsis and

rati ng{ scal es,, such as mlton aegressn on Rat i @%@

SOgUEotis dapresSies, e aﬁ%r)‘f?!ﬁl doﬁpf?is'%t'ﬂ igganorexianweisiy loss,
t

o'irtb%dlﬁ(j ?héegr s o?ﬁté@;ﬁﬂh%%ijexé CateantdId lég@rlﬂ'nd/or frailty,

nmeasur e alterations I n patrents

wxﬁdmnirﬂa,o@lyensrrmng waking asl psychomicior itdrtiation : atypicah
ener. feeli

oPbraRs ity oL Bacifs SeRre ST b iniinr iERe arRetfios <

thypersomnla, psychomotor agitation or irritability, seasonal affective disorder
and pediatric depression; or bipolar disorders or manic depression, for
example, bipolar | disorder, bipolar Il disorder and cyclothymic disorder;
conduct disorder and disruptive behavior disorder; anxiety disorders, such as
panic disorder with or without agoraphobia, agoraphobia without history of
panic disorder, specific phobias, for example, specific animal phobias, social
anxiety disorder, social phobia, fear of flying, obsessive-compulsive disorder,

stress disorders, including post-traumatic stress disorder and acute stress
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depression as well as all psychiatric diagnoses are
collected in Diagnostic and Statistical Mnual of

woveesao7h sorders (4th ed., 1994), which is rePEr/IBd04/2985

as the DSM1V-R Manual, and is published by the
American Psychiatric 15 Association. This invention
al so provides a nethod of treating a disorder or

SHENIRE R S T
sr%ﬂfz%ﬁf\?éﬁﬁra% &H&%@Ehé@?&i‘éé P8 foPéxeﬂﬁSlS schizophreniform

arly, epreSS|ve I sor ers for exanpl e,
S | dighrele ) isehidioaffectivecdisorders, démlsrm]abdlsdmarsa sbsmef/ gsychotlc
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arﬁhsofﬁétﬁ,@[haée%g ph ng Ig%%&ﬂ:-g a?ﬁ}’ﬁEB iglgv é:‘é\g/f é?qse'hfsmns or
| MIHEnBAoRAB BEhatc YEAKs boRfdety. Abletfla8sodiael it

assocl at anor exl a, canhcer, old age and/ or
f r;ﬁybh(ysls psyobiotic moodadlsqrdetsr suqﬁgamen@ majer depressive

P aleqrios raeq sOrdsts 2SmariA el PichBLE ARt Shen as sgute
hWEﬁlﬁ% Qvfpr@% iR ‘é@?&&éteé%frﬁ[[)lb@ﬁr disorddr] ﬁl@BU'dlédfders
seasonal a

ective disorder and pe latric depressi on;
: astsoblatmi withdickizoplenesiap behaviptal digturbescemassosiated with

cyeé'r% FipimicalpBepuishe SRakTtr abo RBoGlerctsdid” o wibfe

MRes dalo?ﬁih%@énnga% Mbkhrﬁaﬁﬁfr@éﬂf‘of sGelS treaﬁnmtra c
dl SOTC!ET wth or wthout ‘gora hob |a agorap ob

vithérapeuticalyfiectve agouphel @ camperad of Cﬁﬂ'\é’&ﬁh"@'" IV, VorVi,
P At AT e rpBBRCadl Bl PROP) 551 20¢! @
s ATt st st
stsmpsdusg erp Sisep Bsdes m@ﬂ@tsﬂfemw)eéé*z@@gfd @&%@Pw to fall
and gﬁ%ﬁf%k%ﬁg féirn%ﬁ(/e@h |Hﬁo;onrlngegg§'théﬂ%sult in abnormal

pib\éﬁh@ibt ésdmanedewuth sleep. é’harqnsmfdehclzdpﬁoe axampla
di sorders, schizoaff ctlve di sorders, del usi

ciisSra s crugr ARSOCRSH FIBED 5SS BB LSOMEl i, fCslepsy, sloep
p?{)ﬁug @dgﬁr %’ ﬂ)%%ﬁgﬁ’rﬁ%h@%ﬂéssdk@%kﬁ&fo?né“ jéNag, ger(l)?dlc limb

at’ions, psychotic epi so
arﬂmb\ﬁéruentaﬂwrdw andsdierex sldepiarehitgetyrehosi s, psychotic

d di d h
0 e ek ol Binauca oo FRRIRS By
d 'c%ﬂaﬁlﬁpsm %%Qmﬁfal %Hh@mg@ﬁhﬁlaﬂnﬂwed&@é@éii bPBondition selected
assocl a bi pol ar di sorder, nood disorders

agrone the gnbum qmwtmg b pleepeisorden®.g.oingomiia divg-assesiated

SRR at AT LA, . scp s

cycle disorders, sleep apnea syndromes, parasomnias, and sleep disorders
associated with shift work and irregular work hours). The method comprises
administering to a mammal in need of such treatment a therapeutically
effective amount of a compound of formula I, II, IIl, IV, V or VI, or a
pharmaceutically acceptable salt thereof.

Compounds of formulas I, I, lll, IV, V or VI contain at least one
stereogenic (chiral) center and therefore may exist in different enantiomeric

and diastereomeric forms. This invention includes all stereoisomers, including
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conprises admnistering to a manmal in need of such
treatnent a therapeutically effective anount of a

w@oooposntodo of formula I, 11, 111, IV, V or VI, POIIB004/002985

pharmaceutically acceptable salt thereof. The
conmpounds of the invention are also useful in the
treatnment of 15 sleep disorders. Sleep disorders are

St onpicabepesrst Eﬁ'ﬁle%%et $Be s ¥ oo MgV os ¥t smples of
Theg (#orhdgbd'giasplﬁ’n | EP&Q f%de‘?ﬁnc ﬁﬁﬂﬁ%@%@qnﬂlﬁnaﬁé@cﬁﬁwmem and

r exanple,’ 1nsomi a,
dr digsiesecisomiees] Mdasuhemﬂaemerem p'Ehesmwehﬁpn also includes all

AT GAL aRONS At Taots of HBalraeTR N8y above that
”Dé’cﬁﬁlﬂtor%rﬁg %"tere@BGm%!ré &f e c%hﬁﬁﬂm@‘s‘b?'férﬁ'ﬁflé“lm I, IV, V or

Thi's T nvent| al so provides a nethod of treating a

diviorder or condition in a mamTaI i ncluding a human,
the disgrder or conditi nse t fromthe%sg 8
consi st¢AHPHNds %tB @899”'?&98 er maALeXH; s a racemic

drg aguﬁﬁaaslrﬁrxﬁﬁe §# S%heécﬁf}ﬁé%r W%Mébﬁﬁen@ré; HridPAS pure

rsommi’a, narcol epsy, sleep-wake
d| ermmieme,rs dlaving SyordRrsteyecrantigurationr aﬁ:mmlams withl two

S RRRORN A IS AR S EE AT TP S d rBequimolar

agdpixfire ot iddrbielsO afd BBHIPS ehantibhests HaviirSS! RPESFe6E RS

therapeutically effective amunt of a conpound of
f stengogonfiguration.| Compeungs with\ihreegitergogenic centers may exist as

har maceut.i. e 0 S
RGP o RS Bl merl sFRTREHE
O%anﬁbﬁkﬁé’ﬁaﬁhg KRA) $SB) SBEA)RSS ERGRI 88 RRS OWQSR
exist in different enantioneric and diaster

e
f stereocamfigiratione nindiidyahisomers may b%@@taé%@%ewgﬂewn methods,

| SO s ol re Bl eplEAf Soteilvg fechBp Biiiprefiogreghic
Orseﬁarmﬁnh ¢ise pfepardumrcm‘rthe dinesprodagt endtssintexmediatenilodividual

m xtures, as,individual, e ntLorre s and
dienaniip@irs P Comprungs ofiis [INeBtion BaFaveradvantages, as

' '&Y)ﬁgf'd rE withS8cbmid Mﬁ@@e@'d{ theBaIMmSSUHdSS the treatment of

|ons and met t r eat nent defl ned above’
tlvatloﬁs disordera oviconditibny. st er eoi sonmers of the

f f | 1, 11 | N Vv A
Compouriie APsetaREertion;atis il idesdstapiball labPled corppgunds,
I 3R Sre iHBALCATRO mdserreéﬁéa @ foRfiuR INANHE W VDbV | but for the

m xture o I soners, as ure enantloners haV|ng S-
orfad tbatemeo@rombr@atoms @ne r dpycan ajonm havieg 2n atomic mass

S Do et B 8! RbrtmlsS BF FsS Al Goudty
found in nature. Examples of isotopes that can be incorporated into
compounds of the present invention include isotopes of hydrogen, carbon,
nitrogen, oxygen, phosphorous, sulfur, fluorine and chlorine, such as *H, °H,
3¢, 11c, C, N, %0, 770, *'P, P, %3, 8F, and *°Cl, respectively.
Compounds of the present invention, prodrugs thereof, and pharmaceutically
acceptable salts of said compounds or of said prodrugs which contain the
aforementioned isotopes and/or other isotopes of other atoms are within the

scope of this invention. Certain isotopically labeled compounds:of the present
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m xture of isoners, and as pure enantionmers having SS,
RR, SR or RS stereoconfiguration. Conpounds with

W@ hoos@3EdEr eogeni ¢ centers may exi st as a rackoi/iB2004/002985

m xture, as a non-equi nolar m xture of isoners, and as
pure enantionmers having RRR, SSS, SRR RSS, RSR, SRS,
RRS or SSR 15 stereoconfiguration. Individual i somers

" R TT K5 T hredBIenabd saioadiYeJsiopPe SucRas * and

c Qe M crPBited, ERO @sakl fidrug ahamrrsruasﬁai@tﬂs@ne fistfibtion
final product or |gs i nternediate. |ndivid

eraasaysndridated, i.6e “ldoapboabiondd, i.6i s G, nscéﬁpea)areragmcularly

BRI koot ot ABBREIEH alhideu AGARY FlhEY. Sbstlution

di it HeavePisofopedi such s delieriuph, 686 MH, icanelifor® Be RAiRO
i ncludes isotopically |abel ed conpounds whi ch are

i dberapeutic egvantages resultingdrom greater metabolicistability, forexample

el B P e Bl B o 0 i e

feﬁréd ifnrsmﬁe brr@rmsthﬂc@é orgbtbpmw labeledesmpolnEs of
und in nature, npl es of isotopes that

cawrmaa.mwupwr 340 VIt 15 irymptaThasd prodrugs eseetaan
| PRI be ASEAAS: b AR ot 8/ SHhaRtYes SRR i the

roge PlboTine an
C iSahém arediohingbe Eﬂan’@dﬂas an® BrepfelélnorisﬁllfeloWSDy sliB§tituting a

170, 31P, 32P, 35S, ., and 36Cl,_ respectivel
cm@lyrﬁa@ﬂagleﬂﬁ%toawéﬁaé@[be el eageptfor srr@@rlaa@petﬁl!v dafeled
a rmaceutically 30 acceptable salts of said

co unds or of said prodrugs which contain the

af or embinléssrattieivase dplicateddhisrdietidsureiuses aeéisitions provded

" bl S5mé e dblifiods BT AR fay Wirlte A" GESHEIS'
2&3@&&3 %mmea%mew%%mm%ﬂfabﬁmeni & a paped Sr

e into which radioactive isotopes such as 3H and
1ganamediatedrqgi@raupe of atoms. JQiTaldefinitions gndridlmulae may

?HTEH} at e, tlr{gsﬁ% di tri“QJ,J{.i lty %‘SS?)(? MTQrﬁlﬁéléa e bond or

P, (Ptlé BHh&We%pecEﬂV%ﬁF rC@ﬁalﬁ %rnﬁtﬁl&é m&A&Ro ‘?ﬁclﬂ’dl@ Bﬁr“a’t (aSfbrisk)

det ect abi | Ity.” Further, substitwution
huamdmate asterpegeniaehieal) ME@r$U¢h fqrmenlae mlay reim to the

qFasriatd R Mg g B HbrGrs e Rt eranay bl e sbbStiany

VpMfe. hal f-1ife or reduced dosage requirenents and,
hence, may be preferred in some circunstances.

| sot opralterm feabstiited svhriuwerd iBrconmection with a comppund,

oAbl drmbieyy. g ¥aal Atk SRS RiiegRn 1S Have been

Preptashd With Bhé oF a%ee rion-fijtitogen atoms or groups, provided that
valence requirements are met and that a chemically stable compound resuits
from the substitution.

The term “alky!l” refers to straight chain and branched saturated
hydrocarbon groups, generally having a specified number of carbon atoms;
i.e., (C1-Ce)alkyl refers to an alkyl group having 1, 2, 3, 4, 5, or 6 carbon
atoms. Examples of alkyl groups include, without limitation, methyl, ethyl, n-

propyl, i-propyl, n-butyl, s-butyl, i-butyl, t-butyl, pent-1-yl, pent-2-yl, pent-3-yl,
—B0—
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Schenes and/or in the Exanpl es and Preparations bel ow,
by substituting a readily available isotopically

wo adweloador eagent for a non-isotopically | abel eRPCT/IB2004/002985

reagent. Unl ess otherw se indicated, this disclosure
uses definitions provided 15 below Sone of the
definitions and forrrul ae may include a "-" (dash) to

t G-maeviedt-bn, LRRMEA e GO BYBUEL Y 26 meaR -1 n-
d(ﬁé %idmwdémméllﬁg may include an "=" (equal

S|g entity sign) to indicate a double bond
or a t'll‘hQOiemb‘&xdealkyeI§ rafets toelawrate@lr manecyclie mndicyelip
al so inc)Jude _an " 2Q..t

2 e g genere Biang & kpelied pist o fapmratpms that
{ 2. t
g SOOI EPIC B lslegnoa Rty gliliaing o
" 31155 br Butaebion atems as gog mersherse dthiedycloialkyl maydegpatiached to
substituent, or

d hat
S NTE T et .
N QMUY Wo@&%ﬂl&?érﬂ!&e@ﬁur&h@#@s Likgvaye,dRé c }léléhlke/l/%'o@pﬁ enay

requl renents are net and that a Chem ca
cdmimim dne s uhaere nonehydrogen smhﬁltuarm usless w@h subgiitution

f t L
o advieirte el i B aap U el HPs M BRENG g, without
S@ﬁﬁﬂaftibﬁdall%?l"'ﬁgﬁeﬁﬁe@ébw a@ﬂmroxﬁ%em@to nitro, halogen and
(Cl-Co)al kyl refers to an al kyl" group having 1, 2, 3,

4,anﬁnoor 6 carbon atons. Exanpl es of al kyl groups

! nglr gg xam# E%p ﬁnohg?:){)cﬂ{: c&&oaﬁg{é%}:ps %c{)@/&e wWithdth fifation,
p@ é|o rdg&/cggrzajgggdw ﬁgpﬁnltytl) %yquhexﬁOamtmmEd OBRaMPles of
zbmcmpmjpaltywrouas pch wfépﬂvf@m%%vﬂqfiilr@%b

3. "

SR b9 e oo o

hbib” mﬁﬁcﬂ]?gﬂ@acy@@ﬂ h]hbptryr]?n%a ZsQibep’(yl ed nunber
(le():/gﬁ%’}%fié B%?W&ri)'cb'ﬁlpkf %w 5'815'8'8[4;%%?%1\4% havi ng
3pi ycIcif?(Zolr]o@lyF grc?% A qg&t?\Sbrcyaaar GW 19l; bitpeio[4.2.0]octyl,

cyc e at ach group or to a

s blrytiofd.8. Hnomdyblcvmmaa b}mpn)aln b@yslo%ammny&chnem
e Plveil§ Al ORI A RIE RS RST
”be'yt%ﬂ&.aﬁtﬂaeéw,hﬁé;idcs{srﬂs]unaé@;a,smymb[maﬁmdeuyn, on
bicyclo[4.3.3]dodecyl, and the like.

The term “alkoxy” refers to alkyl-O-, where alkyl is defined above.
Examples of alkoxy groups include, without limitation, methoxy, ethoxy, n-
propoxy, i-propoxy, n-butoxy, s-butoxy, t-butoxy, n-pentoxy, s-pentoxy, and
the like.

The term “treating” refers to reversing, alleviating, inhibiting the
progress of, or preventing the disorder or condition to which such term
applies, or preventing one or more symptoms of such condition or disorder.
The term “treatment,” as used herein, refers to the act of treating, as “treating”

is defined immediately above.
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10 woul d vi ol ate val ence requirenents. Usef ul
substituents include, without Iimtation, alkyl, as

waledosnadombove, and hydroxy, nercapto, nitro, PeEl/TRPEO/002985

and am no. Exanpl es of nonocyclic cycl oal kyl groups
include, without limtation, cyclopropyl, cycl obutyl
cycl opentyl, cycl ohexyl and the |ike. Exarrpl es of

Ib: ?ny flalt ?o% rIQQ(;%/ ‘g r%j q}ng?’ P S%%”Xigr{’ thyfai lefves a molecule

1 peéuving a ftagmerhta[ndn ﬂ:rdb]apaanhqihdmg isapstitoficnh feattipmselimination
blcyclo%S 1.

bi GREHBNS @Cg]aa@ﬁg@'ﬁ"m"ﬁ epéééﬁt@ni Le?wgétgpcpups may be
bi cycﬁl'z&%@ 5 Wﬂ’&%ﬂﬁ'e gr %Zvnﬁ azdfpéfi’&l\,}lfctrons that formerly

bi sareéd[as. tBermndtbﬁt\cvem thpdba{/mg graipoand the malecule, or may be
g: 5!%%‘}@%19&@ %M%e QrBl,‘R; l\lg% f&:iitébl%l] tbg%%/rl df electrons. The

bi Cyﬁ#/%[ﬂ% ﬁu%égggwl Iea\,tihgyﬁhjg{[@ '% \39’9]% s s:on its base strength,

biweijtc the] gtrmge]an baeegf beinpithey pborest teasmgcgieups Cammonn e

li ke, Th Ik
aikleqtSalrHba desiitinciuds Fifogeh G rom dadl P sape)

1 NGeAStesV(indhadihg kdéylété‘é 'tiiasylé‘f% h%@;/latéé rIa{i?éls/meﬁylates)

propoxy, 1 -propoxy, but oxy, but oxy but oxy
n- tpﬂatesxmndlqé@mttmylate@nbahcﬂm@nrs; Raa’bOXWétetanmms phenolate

1 R DRSS, sbhel SRRt Belred s R8INIE gy OH- cam be

dirgadsipetter leavindigrogps bytrebintdhtwibhart a6t Tbraimehi éléctrofugal

or preventing one or nore synptons of such condition
oreaing geruPs IngiHde the pioten.LaPeand metads.used herein,

52; ers J‘h‘é rérli}gsé“zé é?'ftloh{o\?@téxﬁgis”% 5% Ea%@%%ldré Yor a given

P%Hp@&ﬁcthé@&@éﬁs dﬂmewrrearﬁnemdremr agagemicsamplibaifs dhiral
any group t Ieaves a nol ecul e

[

f rCQmWth S;?P‘BE"&?@ a8 EPefEeniaosy k’lﬁ'&'&f’]%‘ﬁ excess is defined
%gcltdogf‘(%r -6y i/ NaY) Qhherb ®8L S HSratiB™ the more abundant

addi t1on-el | at1of reactrons. Leaving groups may

nenbeiidmgatq theresshalindamnd epaotipmeéeaves with a pair of

el ectrg,ss t hat, as. t he bond Petvveen

The’l e 2R ST venaigRRe it Sels 0 SEMiag i (&

: e'hyaﬁdgghaﬂah thbﬂyuéﬂ's‘?ﬁor‘éhtﬁ cgfeoé’rihrlu%ﬁ“}éﬁ%héﬁ‘n hAGtHer! he

el ectrons. The ty of a nucleofugal

| eavi nghgmtwgse ‘higretevel Qfarmmﬁgsaacil\tls/” mefers tora givgnireaction

ottt BinBRP R o R e ARt B hins 1 nel ude

ni t r o9 Re phrdbe “ehantioMbAZAlly erfichabt fofers to a sample of a chiral
compound, which has more of one enantiomer than another. The degree of
enrichment is measured by er or ee. ’

The phrase “substantially pure enantiomer” or “substantially
enantiopure” refers to a sample of an enantiomer having an ee of about 90 %
or greater.

The phrase “enantiomerically pure” or “enantiopure” refers to a sample
of an enantiomer having an ee of about 99 % or greater.
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10 sul fonates (including tosyl ates, brosyl ates,
nosyl ates, and nesylates), triflates, nonafl ates,

wao e@sybeves, halide ions, carboxyl ate ani ons, PUEIRGH®2985

ions, and al koxi des. Sonme stronger bases, such as NH2-
and OH can be nade better |eaving groups by

treatment with an acid. Common el ectrofugal |eaving
gr oups , .
Shrape THENA Mrul il SIS B0l 1iis o pon

a gjpemnpssaabje enirrof imadge cﬁm@aeoée mm@cm‘egmhlmmaycbeobtamed

a racemc¢ s chiral und, an
b eyeuinaall Bl fhertteiogomc Senters ShRePieT o duleale. For
deé)ld?ﬁ;?le ﬁ%?é@%ekr{c%rmole&ﬁl hak® absolite b¥ebEherd cal' S
e nore abun ant enantioner to t Ss
aleordiguratiors ibérother oppRsitd leaantiomer” rmaalﬁtabeslﬂlt@stereoahémlcal

rceriguii. dkkeRseCRiia Birrercd Mol FRES-S PhEOHIR acc
'Etsﬁédcﬁéﬁi.%a{co@pguptaheﬁ &h&f iﬁé/bﬁpbs.té%fn%hﬁomar Raf 'FVR”

reaction ds product with an ee of at | edst
aksbeﬂeo%ﬁe%caﬂq:enﬁgmraﬂm ‘antega dronerical |y enri ched”
refers of a nd, whic

more. ofanaRarphafaciuichih eseRBre HI. Batsreditides Bnd

egfrg&hug"‘?eféﬁs 1PAGY bFBady additicH sﬁ% esites PAHRS, zwitterionic
stantial l'y ure enant i oner "' "substanti al |

l'y
eriambs, ophere Pass sandcpradsmmfelauned@némlo@ﬁbcompounds

" it pBRuifiodhe Fe8Hk of it BeaReF BBiment, s @Pi 338 i

- S%BH{aQ:t vmh tBE tiepaed blpefenawitheLitaindee toxicith Mitatish, Yllergic

greater. -62 WO 2005/ 030700 PCT/|B2004/ 002985 The
phespanseo gpddne ke commenauraterwithoa sgeagpnabigperefitdiskiatio,

i 3 ] irror image of a reference
n%ﬁgc%?'vgﬁghéma@%&gg%i ned by inverting all of

the st Beeagw amice atids are bnipheterie! phamacolngieally eompatible
exanpl e he reference nol ecul e has, S absol ute

sﬁék% 6@“ @ﬁl B Of apBFARrigiR E‘Pfgﬁp'c PHRfaNiRAG JQT gxample,
Coggﬁdcﬂiﬁ{ Eé‘lﬁJrF éﬁé%ﬁﬂrf’c ?E&L‘:’e BRQ@’&“I&?HC citric, malic, slioylic,

i'guratfon ew se é reférencé nol’ecu
Snfalemie paleic, ssiceinéy ahdrscatbic oﬁfarmg fromocyrragpomdirige

O s ot a7 N3 i RSB0 ST e sprampia. for

SRR SB0En, ia e meghEhnt o sart a1l i

sguaieenary@ngmonium ions can also be prepared with, for example the
tetramethyl-ammonium ion.

The effectiveness of an orally administered drug is dependent upon the
drug’s efficient transport across the mucosal epithelium and its stability in
entero-hepatic circulation. Drugs that are effective after parenteral
administration but less effective orally, or whose plasma half-life is considered
too short, may be chemically modified into a prodrug form.

A prodrug is a drug that has been chemically modified and may be
biologically inactive at its site of action, but which may be degraded or
modified by one or more enzymatic or other in vivo processes to the parent

bioactive form.
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forms, where possible, and prodrugs of clained and
di scl osed conpounds, which are within the scope of

w@owsa3atedi cal judgnent, suitable for use in PCDIB2aEGH002985

with the tissues of patients w thout undue toxicity,
irritation, allergic response, and the |ike,
cormensurate with a reasonabl e benefit/risk ratio, 15

and eff [ f.or, their inten
aci as Pl sty e BE iRt AR o Bopth e, OGRS oliferent
#)ﬁénfé&bkhfét%&ﬁrbﬁle i serehedrag] eigiag Ieasrelr absofption
for exanple, hydrochloric, sulfuri

phwplas: the: mugosal epitheliem; beﬁeraﬁadtuf@rmtdathn @npf%{reﬂc,solublhty

I I
o st sysTRtDB S IR o o RS H g BR ha A6 Bt Bxample),
Caé.@(fpﬂﬁi fice. $ﬁé§§ch@rﬁubal&hb@hbaﬁﬁffs&h@lum it laed hoklimited o (1)
ta

for exanple, sodium  potassium . nmagnesium or
cabgteuor amide derivadiveswhich may e cleavedrhyafay ‘%ﬁ’mﬂ\‘? Jpgterases
t oOrigEEeRtD DeRinRs, SR E hali e vechbfizEd gg&t’s‘”‘f'? 8F nonspecific

or@loltémaéh@ 8 pderivativels that asculaplataana sttmohacttlw thaﬁugh
drug's ef ficient transport across t e nmuc

epmenmrarumsale@tw of @pmrugtf?fm Ar mog @.dcprﬂ&ﬂatfpen, and (4) any
g'chﬂcml@lt%)@%hgﬁ] of a )t Pitfe é’%t?r & érﬂﬁfe's";ﬁf)ﬁlfu‘ﬁ ﬂﬁg@ Hefived from

ratio ress ective ora

pl thg rpartiexdylic Iacfdanotetycohtkmqmrem drug mndecule or framn the carboxylic
chemcally nodified into a %odr%aform

2 &R aIBA(OTHA AR MRS ioleahlentesbgtively, by
%{qu %b@@' I aﬂﬂi b, 1He p%:eol ?Iridrbg ndy B Eb@hled Y tthe parent

egraae d or one Or nore
ertil‘;agﬂhmlecme wiat amide bornd imnmlon a@%\etbetmma or paraaxylic acid

bi oact i v form 3 WD ,2005/ 030700 P / 002985
THNGIedhE @d?qr9n‘rfﬁ'89f'“céac'3Pd’§'ngolf %%Ph@aggﬁoul d have
a di fffvj nt rB5GAreRGPKhRIlIeX P@rm%ntﬁhémwmma@m@mal
drug, enabling easier absorption across the nucosal

emnsmbtuamf aestairedrugsiroay be rmraassedwby thepprepatation of “soft”

I I
ateroany s SORROTlpTETY FE s BABUA bt GdeRibpy salt since
I d‘rﬁ”ke Tofnal glasimea) samgid.i.c RNY(TH,)J) itlcadaeldast the active drug
not limted to (1) ester or amde derivatives which

meypdmehysirelysisd by, for exanple, esterases or |ipases;

(2) pegqf{jtgﬁatsm}{rg Do fPHaE E%@%gg&ﬁ&ﬂ PP Sérﬁ a'tbf)ﬁ'l‘ba?éd with

nonspe I'nases; rifvativ
aGghe 'Babi%tcﬁu?br #ts shlts: Watar:swlublhthay bl inenebsed eompared with

Z%ﬁg%ﬁgnguch ag {h(gedl'rn}J rogr%ﬁldg rbur{omore mportangI {hege maynbe an
increased absorption of the drug from the intestine. Increased absorption is
probably due to the fact that the soft quaternary salt has surfactant properties
and is capable of forming micelles and unionized ion pairs with bile acids, efc.,
which are able to penetrate the intestinal epithelium more effectively. The
prodrug, after absorption, is rapidly hydrolyzed with release of the active
parent drug.

Prodrugs of compounds of formula 1, 11, Ill, IV, V or VI are included
within the scope of this invention. For a discussion of prodrugs and soft

drugs, see E. Palomino, Drugs of the Future 15(4):361-68 (1990). See also,
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10 conbination of (1) to (3). The ester or am des
prodrugs nay be derived from the carboxylic acid

worRiosg7ed t he parent drug nol ecul e or from t hBCT/IB2004/002985

carboxylic acid noiety or the am ne noiety of the
parent drug nol ecul e, respectively, by known neans.
In addition, the peptide prodrug may be coupled to the
pareriguctl Heid Vb Sl ﬂ=rwc@ugwasi Nob@meﬁWB?S@ﬂmsW AlS

the am ne or_carboxylic acid 15 noi et he parent

dr SYMpeIsayn2eresi 1 1R o) E. B.dBechayieds), B@revamble Gawiarslin Drug

ABQ%?W@R%?PG%@? iR DR bEPladdls Beioly ¢ ne

pr epar aCeptairméf théQfot'npouﬂé;ls?lbt‘l'ﬂ'léaﬂir?ésérfi’(I ihventibA®an exist in

. quaternary salt is termed a "soft" quaternary salt

s. wasolvatgd fores A welllasqeiated farpss inclugding:hydrated forms. In

| dru 20 u
nySbTsrok e skivpfetielfie, AGFgdt AR e Bre PpiBERL
prmw\tatea fompane drenténdetite beasiicontiaiged Wlthirﬁth‘éaédoge of

Water solubility nmay be increased conpared with r
sdhepresern@ntioRe hydrochl ori de, but nore inport ant
there may be an increased absorption of the drug from
the intestine. Incregg,?;1 5 probabl y due

to the fact that the so 'Eg?a g?QgsTgﬁt ha

surfactant properties and is capabl e of form ng

m cel | dheacompotias Qfdljisilmerwiahrczanvbet brepared as'ddscnbed below.
etc which are able t enetrg he intestina

efh thieIFamioRsCacrIes &od; disgussionfbat follgw, sl Ctﬁﬁatl gqrmulasl I, i,
alyg oy péi on ,anldahé Fadighly anng qiayntzda%ﬁ@ H"eﬁﬁrﬁééﬁo@fenhﬂs

active parent drug rodrugs o ounds
f dndicated) arg as dqefmed abuovev or VI are i ncI uded within

br odr uLSaftle b ’é%h\f@Q&cR@@sE%r"da At SBE%.%&%H@P
t kempeunds cahbé)p r@ﬁére@&xsﬁr?’ﬁ@tect whi@H p\@/ent
2005/ 030700 PCT/1B2004/ 002985 T V.

stadesirablechemica) seagtiongd @themeusevr@aytn@srtwroth groups

oy Be gRelids ohhahde Sty & R P mhvsicat
Bpmﬂ@mes oz sompoahd.PFoda m%&@&'@r préiecting grouip éﬂ’ﬁegles a

ounds qf the present invention can exist in

uﬁ;e, r%@@&?fr@ﬁtﬁﬁala@f\%éwhags oy ipglalingrasichiemoving pmta@ﬂng

Y B Bl 3PS prg B B 04y o o

ugooips ainebliding amiresd canbexylitt #cide dltchdls, letomey) des, and
\g@tggjﬁgpgg%f W%re%fne atnrclieP&r %Stgt ﬁrgt\é%{}rtvglj %r}oup?sE l-rrvAcl)%ga[r)uc
Chemistry (1999) and P. Kocienski, Protective Groups (2000).

In addition, some of the schemes and examples below may omit details
of common reactions, including oxidations, reductions, and so on, which are
known to persons of ordinary skill in the art of organic chemistry. The details
of such reactions can be found in a number of treatises, including Richard
Larock, Comprehensive Organic Transformations (1999), and the multi-
volume series edited by Michael B. Smith and others, Compendium of
Organic Synthetic Methods (1974-2003). Generally, starting materials and

reagents may be obtained from commercial sources.
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10 The conpounds of this invention can be prepared as
descri bed below. In the reaction schenes and

walk@sondwdon that follow, structural fornulas |PCT/IB2004/002985

I, 1V, V, or VI, and the radicals Rli R2, R3, R4,
R5 and R6, unless otherw se indicated, are as defi ned
above. In sone of the reaction schenes and exanpl es

bel ow, ﬁ%&%?élf‘ tECHEATRAAIRIGARBRS BEERBEATIEAG the

pr ot ect ups, pr eve & OEHERT car

r egsédificatioh mal bewasr&ed eatasingesubistartiallyPsiolohidrmetgic amounts of
gr oups %ﬁglso be used to enhgnce sol ubility or
ot feaclarys, ohgepapdeaelionsgnay, Ben¢fit fropt uging @ﬁﬁ%&ﬁﬁs of one

o8 otk BEHR R fils PARBGHA SmfBhG P i feBbAGH<ociBsed
anghré it Mige ppentlmatlongna@be cgrrizdpout ahablowt RD it Ipamcmnar
of usetful protecti g_'ﬁ Ps for comon functional

gr @actons MAYUGaH e highejanpyver igmnpsaturgs; seppading on

k t I
aﬁ'lgggﬁ@ k%?i gg’y)g‘?g?’ec I'n he '%SOE ulgtﬁ Fﬁﬁ gamn\é\/of g}é{;rﬁ}]ﬂ%ﬂcya !
( Jt%ﬁb)fommiid?ls nsay ey oné’oomece cmapalbje pelveﬁﬁowuch n

addi ti on, of the schenes and exa

o Hapanainia $8 Mo Balye SLBAIRACI8aR: M0 PolS RigiR golvents, polar
(0] e

o AefBiic SBfpentseAbAioRs %°l®“%n%?ﬁ2*“§%“ﬁ“‘%‘?*"§nﬁ“mc i the

c rehoicet ofysolvigrd ouieohvehts maf/ ifluehce &a&:teao’nm tme aluel )ﬁ@ldnsluch

| nmber of treatis r @ udi n g A F
Ocﬁ?z AL YRNYBROARPS! &Hé? Pdﬂ‘r‘” e"("i@@ ) ”Xrﬁ% ergces in
hé lai chd%'u‘r'é“Po é%h@ént%ildnerﬁnéd MephssrhtuPe raﬁl@eé r) pﬂ‘lfi'ange a
ers, nmpendi um of 30 Organic Synthetic
( mfalys&‘(]@@mg @ange, Andyso en,avhather emrg?slyaugmgﬁhp word “range”

v aebdradns BB Ao es Goncral 1y. the

Chem C@iwéréémﬁémba@bmgﬂﬁx%pféﬂamumfw%paﬁd tdtemic p-

specification may be carried out using substantially
s tamninbiacidst rSuchamethods can be fetind am Evsebinclughisit éeditarh

fi f
e angpos e SERTesE of AT AGAE 198y of (heS
é%H@%%chﬁ)éd‘BélHﬂré?é'illdsh@tﬁé’ Sf:m‘elmié P8t BBY be

be carrleéﬁout at about RT, but particular, reactions
magilizezhior the preparaionadf sucgw@mpnunus\mm atesntptdrramng 3 scope.
depending on reaction kinetics, yields, and the I|ike.
Furthernore, many of the chem cal transformations may
enpl oy one or nore conpati bl e solvents, which

dependi ng on the nature of the reactants, nmay be pol ar
protic solvents, polar 10 aprotic solvents, non-polar
sol vents, or sone conbination. Al though the
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choi ce of solvent or solvents may influence the
reaction rate and yield, such solvents are generally
weonsisisned to be inert (unreactive). Any ref ePEnBER804/(02985
the disclosure to a concentration range, a tenperature
range, a pHrange, a catalyst |oading range, and so
on, whet her expressly using the word "range" 15 or
nYethHoacA udes the i ndi cated endpoints. .Diverse
met hods exi st for the prepagation of chiral and
racem c (3- am no acids. Sugh nmethods can be found in
Eusebi opJuar psti (editor), PEnagO. P&l ectjve _Syat hesis
of /i R CP g5 (1§ét)<d)fhe thads doschi 81 ow
are i Ba Ve of netheds—that»ecan be R ti
for t pr bﬁgation of such conpounds but3aB
l[imting in sCcope. WO 2005/030700 Method A R4
11 (ALKOR P~CO2PG R PCT/ 1 B2004/ 002985 R1 R2 R
~C02PG 2 5 4 Hydrolysis CO2H I Hydrogenolysis * =
chiral center The use of chiral am ne jJadditions fo
a, (3-unsaturated systens as a 5 syntpetig~appropch to
R-amino acids, as illustrated in MetRhdd M abBhe,| has
been descri bed previously. See, e.g., sHG Daviles et
al, J. Chem Soc. Chem Conmun. 1153 (1993); S.| G
Davi es, . Synlett 117 (1994); |shi kawa et 967

Ph
R3 /L /l
Ph™ « N R
R, 6

0.PG

00

Ry Ro Hydrogenolysis
R NH, S S
5 K _Co.PG
R4 * RG RS
R
CO,PG Rs 3
R1
4 3
Hydrolysis
Y
R; R
Ry 3 NH;
R g, { Pe

CO,H = chiral center

The use of chiral amine additions to o,B-unsaturated systems as a

5 synthetic approach to f-amino acids, as illustrated in Method A above, has
been described previously. See, e.g., S. G. Davies et al, J. Chem. Soc.
. Chem. Commun. 1153 (1993); S. G. Davies, Synlett 117 (1994); Ishikawa et
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WD 2005/ 030700 PCT/ 1 B2004/002985 al, Synlett 1291
(1998); and Hawkins, J. Og. Chem 51:2820 (1985).

woreG08/08i70gy t o Met hod A above, conpounds of f orpai/EB2004/002985

can be prepared from the correspondi ng conpounds of
formula 4, wherein PG represents a suitable ester
protecting group that can be renoved by hydrol ysis or

hy ti se
of S THIBI 10T (108 AREHARRRG) L. 20T, Uhiem, 12820 (0B
vwﬂefemn@ttedvlethed dy ahqyes, compoyads of foymulad can t(em@p)ared from

d d
e GBIk L BoTES Badi sutai
t hb§terr Pré6idchng 6ATLPRAalCEIMIBE P@ﬁo&&tﬁ@f hidlyelsydr Héydrogenoly&s

conditions by "treatnment wth an approp rlate
quBIHQSSQWrQﬁ@hNQﬂKFtQMthdh%e obiskiliin beati. SeelD. W. Greene and

v P e M s, LR ol RS T R ot 19 Yor & OBraien

pr absdrihtion fat theltermatidniand l%fm@\faﬂbﬂé@itab?é pltedt @r@&ﬁﬁ&) For

with an appropriate inorganic base, such as so

hyelxamp@e this seagtionwan beyaaneiictasl unsler hydralytie qwmhtmnsdzy

ﬁﬁ%nfeﬁﬁ%@eﬁ% ép%%ﬂétg%(@b%%b a}%ﬁ@ Y& o 'seifric acid,

t eae fethpéeaiurp faeine abdltyrosin tbmpdhatute talbdt e esfRixtefperature
This reaction is preferably carried out using

hnyrtBQ eaetion raeﬁtweapremf@bweanm& refhpdempenature, Wi by treatment
'CZW? A fiprofate fitrparkt Bast P e Gt dhotmsgium
xide goolithiunt hydrbyide cﬁ)rﬁemblyaumdnﬂn dwdroxide, @lita temperature
era&olc condltlons ba H%s wel | known to
tH‘&'E ud [gqp ‘?’Hp?'ﬁé“'%r‘?a P W@%ﬁ lempriahie seigferably at
Ol abofif r@&hﬂé@?éfﬁtﬁbéd T F@act@ﬂg?ﬁké?g cérﬂgm‘)'u?uéin an

be prepare om the correspon ounds o
f diydndehl@riciacid gt tyalrefige ternpetatureo rWhemﬂG ist Hmtylalhewever the

ekl el 3ot R a7 HBER o i o
C HRpugéupOthel KVde'lB/ﬁs %aWHerbé%n@é'oh@théﬁ* BEfidtonditions, . ising
catal yst, such ‘as, 25 for exanpl e, pal | adi um hydr oxi

ormethpda welldinopan todtioseeioskilt i iberart, der exarmple Rasing sodium or

Ni ¢ vent such as, for exanple, nethanol,
etpr?g 'urjarhyafoéﬁahydrofuran under an at nosphere of

hydr og&@orhp&intest fefnui 4lcabe 5rep’§r6§$mﬂ1esc&fespondmg
pressure) to give the desired conpound of fornula

cempaapds of farmula acs{smrhycgogemlvea ceneitigns it are wéll known

p i

S A8, 3500, o i, 8 4RERS B sho g
pPriading dh@yompeandmgf fbhnula@ Mthswpaiﬂhdigmcrn@rabuatéwwfsuch as,
formula 2 with % propri ate am ne such as -68

for example, palladlum ydroxide on carbon, or palladium on carbon, or with

Raney Nickel, in a solvent such as, for example, methanol, ethanol or

tetrahydrofuran, under an atmosphere of hydrogen (between about 1 and 5

atmospheres of pressure) to give the desired compound of formula 4.

Preferably, the reaction is carried out using palladium on carbon in ethanol

under about 1 atmosphere of hydrogen.

Compounds of formula 3 can be prepared by treating the

corresponding compounds of formula 2 with an appropriate amine such as
—68—
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WO 2005/ 030700 PCT/ |1 B2004/ 002985
(R -(+)-Nbenzyl - a- net hyl benzyl am ne,

w@ 3)05030700N- benzyl - a- nmet hyl benzyl am ne after tPEHIBZBOW 002985

with an appropriate base such as lithium
di i sopropyl am de, n-butyl lithium or [ithiumor
potassium bis(trinethylsilyl)amde, in a solvent such

as (’}-PALN BB Vk-of F%h:‘% of ur an

Lﬁ;ma'}l at Iﬁ%gﬁ%tth Bsa{}ﬂ%ﬁiﬁébgﬁt )qg gf about 25C,
an d—rictieylbedzylamird aftear pivatnentatith a®Eppropriats basy sudas
2. The stereochem stry about the nitrogen of the

anilﬁhémﬁduqsoa@mlam% n—h@ty!sktanugb&ﬁ@mumqr potassiumhe
Pleg{: giﬁir%tl Is eg)ﬁénfnb l?fgog\géhﬁguctgﬁgﬁgﬁe her, & bFeferably,

diSfORIZITIHF) 2at@idmparatusy frdfi aout —80°C to about 25°
(S) I((ah? enz%/?'1 )a 10 rreﬂt) hyl benzyl am ne, af t%ra out 25°C, and

adMg the appmpratewompdundtof fermula t2t Tb@yterebmamstry

deal??lf@’i% gL the 3G wi'dptSimife 15 SleSogsriSiaappH: the
Tr gittogert o the2fvel p?(&dl(o?OPiléfera‘B‘lFffﬂﬁé @é’édhontlé‘ 'cérnt—:l’oeé‘tﬁ"tt Usiy

is carrled out using either benzy

a eﬂdrtetn&ﬂbéh)zwmnzub oc-methy(benzylamme t(sorﬂm benzyl- o

n- "Bﬁ l ben é}?efr,ga pgﬁgﬁ{ u_ -g}p,tﬂgllthlgm in tetrahydrofuran,
t %&%ﬁip&ﬁuﬁé oﬁBBy&t -7?3’ SCCach‘femg% @eeﬂ%ed gggem%% by 8. D. Bull

descri bed by S. Bul
Tredrad., J;L@Bem&c:’af}’erkmmams 1@2@9&116@ (ﬁOOT)orIPmelferablyt; dhis

R s Bt g SRS B STl BLrayiamine, or
SIS L

Ofin tdtra‘lffyhvdfuﬂm ae aaemp@rattm@roflabbht 78 4| SYcofeing rto method
[ithium bromde, in sol vent such as et her or

pdeseribad by St ke B@Hrﬁﬁ@bnd Ghemobae) Retkin ramdt%azam@s
a phonate ester (ALK = nethyl, ethyl, isopropyl,
b or the like) in the presence of I|th|umbromde

- and trwmmmfammézmwuﬁmfwﬁan%ewws poRdifg

t enper at ure, unds of fornula 1 can be a?g gared
fF@fﬂP@Hﬁ%PEfQimUJﬁ am.tfe@@ng thmr\emthaa@agampgl Phesghonate

W%E er W%J%@ﬁ%é‘%& sﬁifta 5'b5%;e fs[]cr:ttﬁgﬁ fum 'hgrd%é d é_g §m

precia at co po3's
odﬁsopropyjamlm exr@nmejbyluammerﬂrﬁrathebﬁth\gntdmonde or lithium

< BEsrBisknErs el e TS eiPPLRE T lin FEeraBp Mepsapaoundof
VRrafieh G3 R e lith lEHYLPHhBARZR % ter (ALK = methyl, ethyl, isopropyl,
benzyl or the like) in the presence of lithium bromide and triethylamine in
tetrahydrofuran at about room temperature. Compounds of formula 1 can be
prepared from commercially available materials using methods well known to
those of skill in the art. It will be appreciated that compounds of formula | may
possess one or more stereogenic centers. Using the above-described
method, compounds with specific stereochemical configurations can be

prepared.
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Compounds that can be made by this nmethod include, but
are not limted to the foll ow ng:

WG@208510800001, 5- di met hyl - hexanoi ¢ aci d; PCT/IB2004/002985

3- Anmi no- 4, 5-di net hyl - heptanoic acid; 5

3- Ami no- 4, 5-di net hyl - oct anoi ¢ aci d;

3- Am no- 4, 5- di net hyl - nonanoi ¢ aci d;

3- Ami noz 4- et hyl - 5- net hyl - hept angi. c i d;.

3. Am ndamBpRYes Gelgen pp RIS RIS el include, but are not
3- tiBdwiRgret hyl - nonanoi ¢ acid; 10
3-'@%0?‘5 h (% 596 di net hyl - hept anoi ¢ aci d;

3 Am ncﬁ-Amanhyll 5-E|metbylri‘lﬂm;hblccﬁmdan0| c acid;

oA 0% b s ey Bk o B0E0! © 2! o
(3% 4R S Brifo8 Sindn-shamsbabept anoic acid; 15

(3R, Am no- 4, 5- di met hyl - oct anoi ¢ aci d;
( 3R, 4R BRMiGe-AH-dimethy-nonasois,acidionanoi ¢ aci d:

(3R 4R@55h3ﬁﬁ%ﬁﬂﬁm%é&|gﬁb%%c ?cgaanm c aci d

- A ngg. Anﬁn&u@ihﬂ% -methydoeidhorchdld; 20

no- 4 di met’hyl - nonanoi ¢ aci d;
ncs—Arrm@Araéhyi;ﬂ -meddmenanaigiagid;

 na AR SR EngE i

H%Anﬁacﬂﬂ,tdthyﬁa iiméthykoctanoisacit; 25
6-cycl opropyl - 4- met hyl - hept anqi ¢ aci d;
nél- Uttf}ftﬁt%rﬂbt' S-glimathyynonanaiaasdc acid;

9O AR M B MhoReiRe 2o! o
I NQ3R msnparmpyiomsedumemmptammmd,u c acid; 30

223% AR SR BeAtort Sl Fg iR Ao ¢ ci 0

og?%é%’égh%%hbﬁ B-dlindBiyLrbnaksit dgRi; ¢ acid; -70
(3R,4R,5R)-3-Amino-4,5-dimethyl- decanoic acid;

3

@555555555555

3-Amino-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Amino-4,6,7-trimethyl-octanoic acid;
3-Amino-4,6,8-trimethyl-nonanoic acid;
3-Amino-4,6,9-trimethyl-decanoic acid;
3-Amino-6-cyclopropyl-4-methyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-methyl-heptanoic acid,;
3-Amino-6-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclopentyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
—70—
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3- Am no- 8- cycl opropyl - 4, 6-di net hyl - oct anoi ¢ aci d;

WQ2085i080008- cycl obut yl - 4, 6- di et hyl - oct anoi ¢ acPd[/1B2004/002985

3- Ami no- 8-cycl opentyl - 4, 6-di et hyl - oct anoi ¢ aci d;

3- Am no- 8- cycl ohexyl - 4, 6-di net hyl -octanoic acid; 5
3- Am no- 6- ( 3- chl or o- phenyl ) - 4- net hyl - hept anoi ¢ aci d;
3- A(rjn n@-Anfifo-4-clickipropyd-4pdreimydthyloatamdig heldept anoi ¢
aci

3- Am n&-AnipeBygycibutyihS-HinRIPYRARRAIC BRldhy | ) - hept anoi

c acid; ) id:
3- Ami nc§3 mm(t)h tfycg)p(entyl ﬁfq ll%%ﬂ(]) OCtarfmcﬁgnyl) hept anoi

c aci d;3-Amino-8-cyclohexyl-4,6-dimethyl-octanoic acid;

gcfg" n%OZ\m(n?o %hJSOcrh?orgl-qp%r%lyh-_f-'mgfh?/il-Hgbf%loi'chaec%;anOi ¢

20?31' N%5. Arrfirto-6-(3! £ BicRlofo-PREMY)-A -rfletRyhéBthRort zient anoi ¢

3- Anmi n@-Amnairmaethyl-6-[3-trifliuarometiy-phenyi)yheptanaig] acidie pt
anoi ¢ acj d;

3- Ani nS-AmiNGfraety-6-#-fluoremethyl-BhenylheRABRIE 3Cide ot

anoi ¢ -7- I h -4,6-dimethyl-heptanoic acid;
3- Am n?c'%ﬁi?%o l (Forhoo-rote en” '-dl rr)é yp -octanoi c

aci d; 3-Amino-7-(3,4- dlchloro-phenyl)-4 6-dimethyl-heptanoic acid;

3- Am n%ggm -4 6dc|ilf:nhe|ﬂ9yrl-°/'-@ht%ﬂMo?ométéylgﬂ%wmep?&&g %C%'

aci d;

3- Am ng: Amfncdu BEdimethyB-7( @-fiflLblovstayiasHeyiyh iMepramdic aeidy

noi ¢ acid

3- Am nB-Mme:iB'IG%‘tCh!FHO'@h@ﬂW #i8-dimatayteaaignaipReiRy | ) - oct a

I d;
0L . 26 Al T N n oBach a6
3- Am ng-ﬁ(lmmohélb cﬁrri@ﬂgﬁml-(sctﬂﬂmmetwvrphen?l)—octanonc acid;
3-Amin | -oct anoi.c

eth

37 A n8-Arminonp-mety-RearipTosTorear ey octanoic acid;
3- Ani ng-A- CRAP d;
3-Anmin ‘%"cyc %Hﬁ’o%y’ﬂ iE’F ??’gﬂapgﬁept dlngl 20130| d;
3- Ani ng -,tﬁ-ntmezli-ethw-ﬂrr]émyt-?%lhalnmg@aadm c aci dd 25
Ani opent - hept.gnoi c aci

23-@“&{924'8 J(?%lmgftwfﬂ?‘{ g%lam c acid;

- h d;
ng %L}ggmayr ﬁ@ydct&cﬂ@baid ept anoi ¢ aci

no-7-cyc 6- et hyl - hept anoi ¢ aci d;
na-Nmmetl ethyh6)8- dlm%hyimorﬁm@tm;ld hept anoi ¢ aci d:

6- byl - h [
; n‘ggﬁ“yggﬁxémeg@w%a&’ﬁ%e&% net ﬁslt a(r)]glt ;nm c
%&rﬁiﬁb@cﬁclém%bg)mw Hoptdhdic Acidet hyl - oct anoi ¢
3-Amino-6-cyclobutyl-4-ethyl-heptanoic acid;

5555

3-
3-
3-
3-
3-
30
aci

aci
aci d;

QQ_OO

3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclohexyi-4-ethyl-heptanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclobutyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;

3-Amino-8-cyclobutyl-4-ethyl-6-methyl-octanoic acid;
—7 ]
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3- Am no- 8- cycl opentyl - 4- et hyl - 6- net hyl - oct anoi ¢ aci d;

W@2085i080008- cycl ohexyl - 4- et hyl - 6- met hyl - oct anoi BCEHIB2d04/002985

3- Ami no- 6- ( 3- chl or o- phenyl ) - 4- et hyl - hept anoi ¢ aci d;

3- Ami no- 6- (3, 4-di chl or o- phenyl ) - 4- et hyl - hept anoi c

acid; 5

3- _A(rjri n@-Antihds-cyelopantyl-i fdthyeametityjHoctaneinyacid;he pt anoi c
aci d; . s

3- Ami n@-AmipanBreysionexylrd-ethy P SRRihWRCanRIG P hept anoi ¢
acid; o AminaR-(2 . -4- -heptanoic acid;

3- Ami nos- ‘9 'gc-)gh o‘%héqurFé‘r?W') _44e_tg¥lh!}r-1’p_ %r-]or}etahlyl’ - hept anoi ¢
aci d; 3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;

3 Am QSé-gfm(igb-ﬁZe%ﬁpé-?é-?i'ﬂﬂ&%%t?agnf‘,jheetn%'.ﬁe%i%ec%@%i‘df‘ept a
3- A g &nfhbleifiyEtdnudromsthii SHetf) rEprneic ARy ) -

hept anol ¢ ‘acr d, o

3- Ani n@-AnhduTHBehiaeroiphenyh-d4ethyl-6-meshyirheptanoip aeidy | ) -
hept anai ¢ aci d; ) . .

3- Ani né-B0TRC¢HB A-dchiREnpheny)-Aeti-Gmevip PRRCPIG AT

aci d; 5 _aAmino-4-ethyl-6- -7-(3-trifl thyl-phenyl)-heptanoic acid;
3- Am ng'- /ém(u%o ﬁeét%lhq ré'f’gly};rfe(ﬁy{') L_l%rr_og}eh% -p6- rr%? h-ylp- octan .
oi ¢ acizdAmino-4-ethyl-6-methyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;

3 e Aoy Gy henyh) et HhAMBkRdic BBREY' ) -
3- Ani ney L(365 ] 41 optanoieasit) -
oct an(r)]i%::'&g@?%l.g (\?\% %ggwogg%%)%/ﬁt@g?g@@ Rg ﬁl)i ) )
R3. >~| GaRmiro-g-athyl6-methyb8eddefllugrameatioyinhenyl)gtanoic acid;

R NHCO%%DPPA, al cohol R2R1IR6 C2PG 10

3-Amino-4-ethyl-6-methyl-8-(4-trifluoromethyl-phenyl)-octanoic acid.

—72—



Hydrolysis | R&'/RG NH R3 V2 CRHI * = chiral
center PCT/1B2004/ 002985 Hydrolysis 8 9 CO2H R6 CO2PG
W0 Z®5M872005/ 030700 PCT/ 1 B2004/ 002985 The PCT/IB2004/002985
di astereosel ective al kylation of imdes such as those
of formula 7 to afford chiral succinate anal ogs such
as those of fornmula 8 has been previously described
as MethepBr oach to preparing 0-am no acids. See, e.g.,

Evans aI,RJ. O g. Chem 64:6411 (1999); Sibi and
Desh >J.o€hem 5 Soc. Perkin Trans 11461 (2000);
and ARty et al, J. Chem Soc. Perkin Trans 1521
(199552 unds of fornmula 8 can be prepared from
compounds of §ornmula 7 in the presence of a suitably
derived est®r (PG as defined above, LG = Br or | or
C) such as, for exanple, t-butyl bronpacetate, benzyl
bronpacetatp wity 10 an organonetal lic base such as,
for exanplel lithiumdiisopropylamde or [lithium

bi s(trimethylHNIyl'pam de or sodi um

bi s(trimethylsjylyl/Jam de and the like in a solvent
such as, fofr exa e, tetrahydrofuran, ether, and the
i ke. The eact yoh'lcan be carried out using sodium
bi s(trimethyl si I§I Jamde in tetrahydrofuran at -78C
and treatnment of the resultant anion internedi ate 15
W th_t-butylO br acetate at -78C to -30C Corrpourﬂs

of Rf _ caﬁge pBaQ@grRGog;&CmuGol yz
ng'Nonm@ounds of formjla r
6hyq oxj de : Rs*

cor Fespon
of Ry t hRy

Ph PGOZC Ph
7 .
Hydrolysis
R R R R
Raw < s NHCO,R;  DPPA, alcohol Rgw <2 CO,H
Rz R1 RG B Rz R1 Rs .
CO.PG CO.PG
10 9
Hydrolysis
Rs Ry s NH, | * = chiral center
*
Rs R, Rg
CO.H
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and hydrogen peroxide in a solvent such as water or
THF, at a tenperature from about 0OC to about room

wo esopesEdur e. Preferably, this reaction is carPCEIB2BOI/002985

out using hydrogen peroxide and |ithium hydroxide in
aqueous tetrahydrofuran at about OC according to the
nmet hod described in the literature. See P. W Yuen et

al ., Bipeg am@t&e@s&bdmwmion%wws@uch a%(tﬁbsésaﬁfcﬁﬁlula 7

(199 Treatment of the conpound formul a

ditp yil hisabsselale arplogs smS trmsemhé@mwa Brr@a been

h a Lcohol h
o e Rl o EnBof S 3R nepict Gntrar g aming BGRK. See. 0.,
S GEHY efBICH. O CHeHE B 641?5("1‘999')53&6“5'?\5 Dé&hp"éHEe 3t Chem.

tenperaturefroma out 50C to about the ref
t oD@ rRarkinel rans t1rid6i 2000) andiAtvanids ¢f eL dsClnem Soc. Perkin

res npound of fornmula 10, wherein R7 is
nerﬁg\eqo%hc]%ggy butyl, benzyl, or p-nethoxybenzyl. R7

i s depeTwiapbuids éﬁT@rrﬁJlQ'&C@arﬂﬁe gha‘?aaﬁ‘é& fBA cotfigdlinds of formula

Preferably, this reaction is O carried out using
t 3l indhe psesensetofiarsuitablyslesived estasf(PG a@datmpk@m;ﬂ LG Bror

R B s A d R S3188
c ‘éﬂVcﬁF;hﬁdmletHIIﬂ: bk slRRidstor e;@mmel NAKiuAf dﬁs@b%ﬂy@ahld&/cr

ysi s or hé’lro genol ysi's, using conditions

kﬁqghru?rntms (trirpetbylsilyliamide orsogiven bts(tnrr@ébylsﬂyl)am@ éedéhe like
2§t RobRot Hef¥h oo RAhE; LBy IR, bhel ARLHE . e

f psaoionwandrelcaiedoublising sodiunabis¢tripiethgsilyl)aenige v ps.
For exanple, this reaction can be conducted under

hisirabygirofuranaiaiv 87 Aad bipaiment efthe resuliant anion intermediate

o B BT o Aoberal S37BRC B AT 007 B6ut T oo
t enper @oHipounds ¥ Btinulde caﬁfde%ebamwwhwr@lﬁfngt e

reaction m xture, é)referabl at the ref

t epnpespanGing cempeynds &f formaule Mmtheme&@(@pﬁﬂlﬂpunmmromde

550 R T PR R A VR o A K e

hitemoap sl 0°8tto abbaimRirRicmiseraf?s) FRERIMADIY ORI reaction is carried
tenperature to about the reflux tenperature,

paetfu;maa) hydrageak@@mmder anehlithiurp dydraxide lﬂl’ﬁquﬁousdetrabmdrofuran

A PG Acbnfind e Héwnih dertd S fieedyiouses p.-
twe V@%Cétla@nB:&oréém@%ﬁ&%é&wamhéhﬁq_eﬁua 823-26 (1994).

6
trifluoroacetic acid (TFA). IS aggsm gr oup,
the hy@reatrpentsofdhe compornd |oéﬁbr0uxla anwm diphenylphosphorylazide

o T T L TV A e ep—

PAIEaRS! ot P-meiHbXgBERBA alcohol, in a suitable solvent such as toluene,
benzene, MTBE, or THF, at a temperature from about 50°C to about the reflux
temperature of the reaction mixture yields the corresponding compound of
formula 10, wherein Ry is methyl, ethyl, t-butyl, benzyl, or p-methoxybenzyl.

R- is dependent on the choice of the alcohol used. Preferably, this reaction is
carried out using a toluene solvent in the presence of p-methoxybenzyl

alcohol under refluxing conditions.
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Conmpounds of fornula 7 can be prepared by treating the
20 correspondi ng conpounds of fornmula 5 with an am ne

whamwseosureh as triethylamne, in the presence BET/IB2004/002985

trinmethylacetylchloride, in an ethereal solvent such

as THF, and then treating the internediates forned by

this reaction (in situ) with a chiral oxazolidi none

of for gg&% at

can ber@l;{%e&’QI urqgté%f’@rﬁﬁ %Béﬁ‘ﬁé C?ﬁ Wﬁ?gep%#'j%gw
25campawidsjoﬁfon'eula(l$)y Hydyolysibenhydrogenalysis]) using oundmons well

‘4So§v?%to4tr%e@ﬁa3‘s D it SN B A S8 g, Wi,
OxerefbetelRRps droknle <ynPRR(1981 I etaliodiripion for the

( 4&rbatjor{ amdztenmevabdfsﬁmptMe rpyd)teéhnggzmmleoo ernpke) this
n is carriged

l'ithium chl
odPEHPt §4n B coTanCia LBO8Y hsirobe RahdR&Ns,BY reBiah it an
I r
Pﬁ%ﬁf’ B {RA; sbh o HyBrbhfbridcRy BY bl cid) at a temporature

offrdntn about roam thraperafuse dedbout the ceflux iemperatorevot theaneaction
oxazol i di non f for a6andI|th| mch ori de. at
o SRR yRrSran Ry 150 B8 6B Bskre: PEBY EAOBUMR an
t | r

%ﬁ?%ﬂdﬂé ﬁn&gﬁmbﬁaﬁﬁgﬁh ad ﬁfcﬁlﬁrﬁgrﬁld@gdf %@%ﬁgﬁﬁdroxude
( o iBiiumAlydeexide.i prefeyably @aﬁumhﬂir@mdsoammnper@aneﬁmm

7 aPR 05T lorhhER i DG BETGESCRMRAFEIRBIIBY 2t abou

t kGGt flﬁmF)eﬁétutéJ eTkig re RIS praje p@ipearied @ut LehEHydréchloric
oxa

wth chloride, in a solvent such as

da@m Qtrtbﬁé@ﬂwhf@mnefﬁawé Whesad@ ds huii, oweyer.dhadeaetion is
f
48 o FHL BB PERD U EBT) o pesic rou,
k thesmydrolysisosem lné carkielilout nntiéebasit cofitiitios, axsmysmeﬂmds well

possess gne or stere eni c enters.
AKE'@WM‘?FNF@%Pf %@'F'arﬂﬂﬁ! ag- o5 exgER L@'wQﬂwcher%%ﬁﬁ!fém

i§él @ 8 can be treated with an appropriate acid

-(F%r exanpl e, trifluoroacetic acid (TFA) when the

t but yComproands ©f igpuija 7 capibel prepheed-by treaiirgnthieng

C SRS o bt or Bt By With Bhemie ks Shen ks
1§%Yrﬁl?3)5laﬁlﬁue¥'|r?{r@ presem@ 6ﬁﬁﬁm@|w|a@eetgn@maadm & efﬁérré%l's%lvent

See Arvanitis et al, Perkin Trans
15@ch ¢1.98i8) andithen trealing thei ivtermetiiates ﬁ)ra@plrb;athls reaction (in

FU. the I f th | eld

YD BLA S SBrauthehdp il & BB obiE o

t BgaZofiginbhes that dahdisalsed ﬂrtﬁisnnemoHCHrQU(@)J(‘b Listprope-

desired n-am no acids of for V.
oxazolidinone; (S)-(-)-4-benzyl-2- oxazohdmone (4S,5R)-(-)-4-methyl-5-
phenyl-2-oxazolidinone; (R)-(+)-4-benzyl-2-oxazolidinone, (S)-(+)-4-phenyl-2-
oxazolidinone; (R)-(-)-4-phenyl-2-oxazolidinone; (R)-4-isopropyl-2-
oxazolidinone; and (4R,5S)-(+)-4-methyl-5-phenyl-2-oxazolidinone)) and
lithium chloride. Preferably, this reaction is carried out by treating an acid of
formula 5 with trimethylacetylchloride and triethylamine in tetrahydrofuran at
about -20°C, followed by treatment of the intermediate formed in such

reaction with an oxazolidinone of formula 6 and lithium chloride at about room
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Compounds of fornula 13 may be converted to conpounds
of 20 fornmula 14 in a manner simlar to the nethod for

w@owgmsi7dng conpounds of formula 8 into conpoReEB2004/002985

formula 9 (Method B). Furthernore, conpounds of
formula 14 may be converted to conpounds of formula I
through treatnent wth a strong acid, such as

hy@érﬁﬁ@r‘aﬁn‘eca&%'rﬂn o ﬁtegatléregﬁocé&urés S5per) Ig&ganauch

as sod IUW]OTbFOtaS rum enzy

or Dp-Jnistationey @zg|Chem,5Qm7m§a ‘rﬂ&ji)ogenol ytic

dit | th .
T unaBietnalabegBRa i 7k b pRasier breatng the
pr @éﬁéé‘pﬁ%\dlﬁg coﬁlb@uﬁ@é:&efmrﬁmwe @ﬁw blh dchfcmbﬁa@eaﬁ%& from

center In conpoun s of fornula and fornul a )
i streatnmrzts:d tha cexespanging ¢arnpavynd/h faooala@wm@xw hbldnde in

F@gﬁlgﬁgﬁug %g %9cﬁorgg;§ San%&%dr oL qf&mgﬁ%yl\%rmémude
ngySA&.ors of i1 ceRMNeSpre ?ﬁégl ﬂlehﬁ cémre Ry available

rnati ve approaches to syn a- substi't ut ed
o maieliRlsbsing mﬁtapda wiell usaowmto ithesg ofakilbindpaaitngrhase acids

R Yi5e8l ahd o e SRS ersoc  clunr ot L !

al . RAlternativély dreféringiio MethddlO BRlow, Namnpduriis cilformula 8 can

g Lett, 2:3527 (2000):
be treated with an appropriaté acid (for example, trifluoroacetic acid (TFA)
when the t-butyl ester is used) to yield the corresponding compounds of
formula 12, which can then be subjected to a Curtius rearrangement (where
Ry is defined as above) to yield the corresponding compounds of formula 13.
See Arvanitis et al, J. Chem. Soc. Perkin Trans 1521 (1998) for a description
of this approach. Further hydrolysis of the imide group yields the
corresponding compound of formula 14; hydrolysis of the resulting carbamate
group in formula 14 gives the desired f-amino acids of formula V.

Compounds of formula 13 may be converted to compounds of

formula 14 in a manner similar to the method for converting compounds of
formula 8 into compounds of formula 9 (Method B). Furthermore, compounds
of formula 14 may be converted to compounds of formula Il through treatment
with a strong acid, such as hydrochloric acid or the like, or a strong base,
such as sodium or potassium hydroxide or, if Ry is benzyl or p-methoxybenzyl,
through hygrogenolytic conditions, using palladium on carbon in ethanol or
THF under a hydrogen atmosphere. This approach, which preserves the
stereochemistry about the stereogenic center in the compounds of formula 8
and formula ll, is utilized in Example 4 below.



Arvanitis et at., J. Chem Soc. Perkin Trans 1521

(1998); and Hinternmann et at., Hely. Chim Acta
W@10080980¢ 1998), as shown in Method D bel ow. VETT/IB2004/002985

2005/ 030700 Method D7 TiCl4 /'"PrNEt2 H AcO,,. N, CO2PG

PCT/ 1 B2004/ 002985 R3 R2 R, PGO2CHN 13 1. LiOOH 2.

H2, Pd/ C The use of chiral sulfimnes to afford

O- prethed@ci ds, as illustrated in 5 Method E bel ow,

has been descrlbe previously. See, e.g., T. P. Tang

and J. RA dlé Og. Chem 64:12-13 (§ :

N O@. mmgg %2 "

MetHed(E O 11 R4 RSH2N-S, R8 1 Jo xﬁL@

RL REGIS,
8 12
DPPA, R,OH
R4 _Rs R, Rs© Q
Ra + COH Hydrolysis Rs & )k
-
Ry~ Ry Ry Ry N} <O
NHCO,R; R;O,CHN Ph
14 13
Hydrolysis
* = chiral center
Ry R ¢
Ra <+ 2CO,H
Rs~ Ry
NH,
v

Other alternative approaches to synthesizing a-substituted p-amino
acids that can be utilized for preparing the compounds of this invention. See,
e.g., Juaristi et al., Tetrahedron Asymm. 7(8):2233 (1996); Seebach et al.,
Eur. J. Org. Chem. 335 (1999); Nagula et al., Org, Lett, 2:3527 (2000);
Arvanitis et al., J. Chem. Soc. Perkin Trans 1521 (1998); and Hintermann et
al., Helv. Chim. Acta 81:2093 (1998), as shown in Method D below.
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18 base --T PCT/1B2004/002985 COM 2 R' , 1 V /~

RR21 HNR3 -R8 0S 19 acid hydrolysis R4 R R3 )(
WORBDSM3BGOO R R ( 2 1 CO2H I The final step i n POEIBEDON®298S

scheme (R8 = t-butyl or p-tolyl, RO = a suitably

derived ester such as nethyl, ethyl or t-butyl) is a

hydrol ysis of both 5 the sulfonam de and ester groups

of Meetissdpound of fornula 19 to give a conpound of

formula I. This reaction is generally carried out

usi ng St'i:é id such as trifluoroaceti o
hydr ci hydr obFiGhi/dPriEtsl or St d
|nas SlN:h@svvate_r__ar_dJ_mgane or a’ N
vvatenzanﬂh S/ R ) —
AcO__ N
Ph “CO,PG  PGO.CHN Ph
7 13
1. LIOOH
2. Ho, Pd/C

The use of chiral sulfimines to afford B-amino acids, as illustrated in
Method E below, has been described previously. See, e.g., T. P. Tang and
J. A. Ellman, J. Org. Chem. 64:12-13 (1999); Davis and McCoull, J. Org.
Chem. 64:3396-97 (1999), and Davis et al., J. Org. Chem. 64:1403-06 (1999).
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di oxane, at a tenperature from about 20C to about
100C, preferably at 10 about room tenperature. The

WO e@s3wom may be carried out by treating conpRCHIBROGH002985

formula 19 with an acid such as TFA in a sol vent such
as nethanol then treating the product with TFAin a
sol vent such as dichioronethane to give a conpound of
forMe 8d'E l= Conpounds that can be made by this nethod

I nctucoeE, uut are not 15 limted to the follow ng:

3- Ami no- 4, 5-di rretglyl hexanoic acid; O .

3- Am no- 4, 5- di gt hept anoi c aC|d 5

3- Ani iig-Rk, 5- dlmﬁ{q]hy - ocganobc ac:le )J:S/Hg chozl\/‘e
3- 4 di e ¥I - RN 20

3- ATi/No- 4- et hyl - 5- et hylXhe ta%g/:c acphe Re LHN Re
3- Afferfdt Beet hyl - 5- et Hid - Bgtandl ¢ acid- - 79 woPs SR
2005/ 030700 3- Ami no- 4- et hyl - 5- et hyl - nonanai c aci@/;

3- Ami nt& 4- et hyl - 5- et hyl - d&tanoi ¢ aci d; 19

3- Ami no- 4- et hyl - 5, 6-di et hyl - hept anoi ¢ aci d;

3- Am no-4-ethyl -5, 7-di net hyl -octanoic acid; 5 0

3- Ami no- 4- et hyl - 5, 8- di met hyl - nonanoi ¢ acél hydrolysis

3- Ami no- 5- et hyl - 4- net hyl - oct anoi ¢ aci d;

3- Ami no- 5- et hyl - 4- net hyl - nonanoi ¢ aci d;

3- Am no- 4, 5-di et hyl - hept anoi ¢ aci d; R4 Rs

3- Ami no-4, 5-di ethyl -octanoic acid; 10 RSWNHZ
3- Ami no- 4, 5-di et hyl - nonanoi ¢ aci d; R
3- Ami no- 5- et hyl - 4, 7- di met hyl - oct anoi ¢ aci d; Rz Ry COSH
3- Am no- 5- et hyl - 4, 8-di net hyl - nonanoi ¢ aci d; 2
3- Anmi no- 4, 5-di et hyl - 6- et hyl - hept anoi ¢ aci d; '

3- A Ned, il I 01_

3- Ami no %@ﬂbg{mﬁ th%a {&th non noi gbg' lgrp-]télyl Ro=a

3- duitaiody deﬁvéﬂ esterremd:ryas haﬂnyslmihyl czrdmutyl) is a hydrolysis of both
3 Am oct n0| c_ac

oggagi %e @pg ﬁé{%qro% nabp%mgg%d of formula 19 to give a
3 @SH\BSUﬁ]d 8 fornufr METHIY redtesAT® bendvallf carried out using a strong

acid such as trifluoroacetic acid, hydrochloric acid, hydrobromic acid or
sulfuric acid, in a solvent such as water or dioxane or a mixture of water and
dioxahe, at a temperature from about 20°C to about 100°C, preferably at
about room temperature. The reaction may be carried out by treating
compounds of formula 19 with an acid such as TFA in a solvent such as
methanol then treating the product with TFA in a solvent such as
dichloromethane to give a compound of formula |.

Compounds that can be made by this method include, but are not
limited to the following:

3-Amino-4,5-dimethyl-hexanoic acid;

3-Amino-4,5-dimethyl-heptanoic acid;

3-Amino-4,5-dimethyl-octanoic acid;

3-Amino-4,5-dimethyl-nonanoic acid;

3-Amino-4-ethyl-5-methyl-heptanoic acid;

3-Amino-4-ethyl-5-methyl-octanoic acid;
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20, 3- Am no-5-ethyl -4-net hyl - oct anoi ¢ aci d;

3- Am no- 5- et hyl - 4- net hyl - hept anoi ¢ aci d;
WG 20850800001 - et hyl - 5- propyl - oct anoi ¢ aci d;

3- Ami no- 6- cycl opentyl - 4, 5-di et hyl - hexanoi ¢ aci d;

3- Am no- 7-cycl opentyl - 4, 5-di met hyl - hept anoi c

3- Am no- 5- et hyl - 4, 6-di net hyl - hept anoi ¢ aci d;

3- Ami ng

3- A no-
(3R, 4Rxa-/3pmxm A@thyla'o-methyl

AR el 'z"a%?lﬁg% C acid

caneigAsihc aci d;

PCT/IB2004/002985

acid; 25

(3R ISRy Ak B i eiehge. © ool e 0

(3R 4Rg45 &sﬁ\@tﬁ‘;ﬂﬁ‘v Errﬁétﬁ?ltdsméncﬂoaaw c acid;

(3R 4R '5R) - 3- Ami n - di met hyl - decanoi c aci d -80
PCT/ | Bmmwmaﬁlsylw-gmmlswwoml%szoow 002985

3-Anmi n
3-Am n

3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-

Amno 6- cycl obut

5555555555555

n
n

n

n
i n
i n
i n
n
n
i n
n

SRriyep R el EPRAroR 3R T 1C Ghoi ¢ aci o

3- A nax G5 e hshaiisis aoids ¢ aci

G—Bnmﬂﬁp@ﬁ thﬁﬁt?'ﬁﬁcj%exanm c acid;

Eﬁylh et hyl - 5- et hyl - hexan0|c acid; 5

o BB, T oo ol

@&mm&hgb@iéwym@mmtaadnet hyl - hexanoi ¢ aci d;

cyclopropyl 4- et hyl - hexanpj ¢ aci d;

10

Aminec by -dimethy-ortamyIf 8kl anoi ¢ aci d;

g é w¢%pﬁl & é @&hymomg‘agngﬂ:dam d;

@'ﬁmmb@h Gpdisthy - G%%ymptamamicb aci d;

S SRV R A o
gm%ch %hﬁéﬁyt-é rﬁeﬁy%ﬁaﬁmé@éﬁaml c acid;

cycl ohe
3-Amino-4,5,6- tnmethyl heptanoic acid;

3-Amino-4,5,7-trimethyl-octanoic acid;’
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid,;
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyi-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino—4,5—dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-B—Amino-4,5-dimethyl-nonanoic acid;

(3R,4H,5R)-3-Amino—4,5-dimethyl- decanoic acid;
—80—
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3- Ami no- 8- cycl ohexyl - 4, 5-di net hyl - oct anoi ¢ aci d;
3- Am no- 4, 6-di net hyl - hept anoi ¢ aci d; 20

W@2085i0800001, 6- di et hyl - oct anoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 4, 6-di net hyl - nonanoi ¢ aci d;
3- Ami no- 4, 6-di net hyl - decanoi ¢ aci d;
3-Am no-4,6, 7-trinet hyl -octanoi ¢ acid;

3- A trj - ' i dig. 25

2 o e 3B e

3- Am n%ﬁnﬁm@lecnycmpyé Xl-mhwe ~rriegtp-heraroie acid;
3- Am no- 6-cycl obut yl -'4- et hyl - hept anoj ¢ aci d;

3- Ani n@r:ﬁ%@%ﬁcﬁ)’@ tyi-4- Q@Y‘H}ﬁxaﬁ@'ﬁta&f% ¢ aci d;

3- Anmi nQ- B- 30
3- Amin gwﬁﬁf&-k ropy yf, 4n%}1@y§ n{éﬁi:}flﬁﬁgér?%{ﬁgb@ aci d;
3- Am n%ﬂnﬁN@BintdpbnM-ﬁ rﬂemymheﬁanhmmmto' ¢ acid;
3- Ami no- 7-cycl opent y ¥hyl pnef()t anoi c, aci d -81

o) 200@%@0‘?@@ qydppeBwbézﬁtbﬁiﬁg@@ anoic acid;

3- Ami d;
A S A b FafyTRUDHbRanol ¢ ac o

3- Ani ng-ﬁnmezdyulbhéxyl zﬁewvyhmdmhyldwcanonccacatu d;

3- Ami no- 8- cycl opent yl -4 6- | - pct anoi ¢ aci d 5
3- Ami n@ Mﬂ}ﬂ:ﬁﬂf@ lopronyt-4- 'H?WHPS)( angig atidi ¢ aci d;

3- Am n = 3- &l oi ¢ aci d;
3- Anin @n[@ ﬁlz:g Ewaﬁ n*fbl’tWﬂ%?ﬁSFébﬁgpt anoi c

ci d; 3-Amino-5-cyclobutyl-4- methyl -hexanoic acid;

2 Q[f} gg-ﬁf'mmo- -cyclobl.(xtyl Elrg éllrnu%’uﬁ'ﬁexa oic a%%qyl ) - hept anoi

3- Am n9'%fﬂﬁ%cl@péﬁtyf-&lrﬁéﬁwmhbbdadiﬂ*enw) hept anoi

c acid
3- Ani n8-AMir®-Glaycippeniiiedb-dimetl-tiexanoiq ecikk pt anoi c
aci d;

3- Ami néAimm %CM?'SF\?’S? 4"2;‘ﬁ£fl¥"f‘?x%‘°é° 8?'9& hyl - hept anoi ¢

aci d; 3-Am|no-6-cyc|ohexy| -4 5-d|meth I-hexanoic acid;
3- Ami no- 4, 6-di net %/ -trifluoronethy]| - phenyl ) - hept
anoi ¢ afAnjmo-s cyclo exyI 4 5 d:methyl-octanom acid:

3 A NG o8 BBMbiyl-a(8aidthl Mo @A Bele; Pheny!) - et

anoi c

3- Am ng Aﬁnm&-zﬁbldmgtmhﬁ@pta}mih d&cidli et hyl - oct anoi c
aci d;

3- Ani naﬁsmm %Grﬂ'@ﬁtrb’ll‘@c}?ﬁ@fﬁﬁ‘)'dA 6- di net hyl - oct anoi ¢
aci d;

3- Anmi ngﬁz{ngodl rre’me hyénegartwrnlc uérorret hyl - phenyl ) - oct a
noi ¢ agifhino-4,6- dlmethyl -decanoic acid;

3- Ami no- 4, 6-dj ne 4-trifluoronethyl -phenyl)-octa
noi c aaTAjmno-467tn¥nethyl octanoic au:ndr yt-p yl)-

Q

3-Amino-4,6,8-trimethyl-nonanoic acid;
3-Amino-4,6,9-trimethyl-decanoic acid,
3-Amino-6-cyclopropyl-4-methyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyl-heptanoic acid;

3-Amino-7-cyclopentyl-4,6-dimethyl-heptanoic acid;
—81—
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3- Ami no- 4- et hyl - 6- net hyl - oct anoi ¢ aci d;
3- Am no- 4- et hyl - 6- net hyl - nonanoi ¢ acid; 20

WG 20850800001 - et hyl - 6- met hyl - decanoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 4- et hyl - 6, 7-di met hyl - oct anoi ¢ aci d;

3- Ami no- 4- et hyl - 6, 8- di et hyl - nonanoi ¢ aci d;

3- Am no- 4- et hyl - 6, 9-di net hyl - decanoi ¢ aci d;

3- A nos Rfivel REYQEtdxyfia Sldietiybpbatfiolc Afd.d: 25
3-Amin % cycoob%ty - et hy?H hept aﬁm c aci

3- Am ncs-&mwk&pmiwmbpﬂ-deﬁmeﬂwboﬁﬁooc8@&1 d

AP B8 . o

n03 Avﬁmetsls*ewéerﬁylﬂ:t @ﬂhm@mypé&ahoub%@tdanm c acid;

Am no- 7-cycl o ent% 6- et hyl heptan0|c
BAmMINaS-Gyaighaxy é,ﬁydlmllw-ﬁytaf@mml%yl hept anoi ¢

SRR bl -

1 NG3. ﬁn‘ﬁh@lwm-ﬂichfbrﬁfph}éhfllﬁdfméﬂwl heptapoieigeidiCi d;
no- 8 cyclopent¥ et h 6- met hyl - oct anoi c aC|d

3-
3- Ani

3

3

a

a

a

3-

3-

3- Ami n@-8sipetdomeityt Bz(Sénm;promeﬂMﬁpenwbhaa@n@l%md,
3-

3-

a

3-

a

3-

a

3-

a

;;aw§3§

£ L

£

G B S PR il

3-Amino-7-(3-chloro- phen?ll)-4 ,6-dimethyl- heptanouc acid;
no ethl-6 (3-trif uororrethl-ﬁhenl -heptan0|c
3-Am|no -(3,4- dlchloro -phenyl)-4,6-dimethyl-heptanoic acid;

”% Ao 6-Gittnfi7-{3-HRALBFShEMY -PRGR HepiaRbiR MR
Am n%ﬂn{nﬁo-@tﬂ -dinethylen(d-irifldordmethyBphenyiiiefiapsieacid;
[

c
3- Ani n&ﬁ‘“‘("@oﬁ (Frehvpramhepkye-rimetbyhoetagoiracith| - hept a
noi c a - -

3- Ami no%l- [n":kﬁs (3 ¢ dlCthl‘(? P herzyg) ?rsl ! uecyr“cl)lr?gtt?lnmc Sﬁlgnyl ) -
hept an@-Amimo- é ;6- dlmethyl 8 (3-tnfluoromethyl-phenyl)-octanouc acid;
ﬁ;s{naﬂgr4 o héls & mm?h)n 4 (4-tn§lﬁo$orn|1£thy rr?erFﬁ/ hactaRs he%l&-
3- Am N&: Brrirt-4 1t B-RB R bt tato! dbili; 6- met hyl - oct anoi ¢
acid

3- Am nG-Amirp-4-eityd1e-methyphengngic acist hy | - 6- net hyl - oct an
oi ¢ acid,

3- Ami n8- ng{qﬁ-leﬂéyl ﬁerlnﬁmyl gef%ncf'? aFHJOf onet hyl - phenyl ) -
oct anOBCAmmdM et Gmdlmethyl-octanmc acid;

3- Ami no- 4- et hyl - 6- net hyl - 8 4tr|fluororrethyl phenyl ) -
oct anoiBeAmin -eﬂylﬁ,ﬁjdmethyl nonanoic acid;

3-Amino-4-ethyl-6,9-dimethyl-decanoic acid;

§Q

Ci
I

c

e

Ci

9-30-

3-Amino-6-cyclopropyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Aminb-6-cyclohexyl-4-ethyl-heptanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclobutyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyciohexyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;
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IRl HAL- ~R3 R2 base NH2 20 20 22 Hydrolysis R3~,; *'
C2H V *=chiral center The synthesis of P-am no acids

w@tookoseTl a V via the enantiosel ective al kyl ap€DIB2004/002985

enanti opure 1-substituted-2-tert-butyl-3-

nmet hyl per hydr opyri m di ne-4-one 21, as illustrated by
Met hod F above, has been described previously. See,
e.g., E3-Amio-8{cycloBityRd-ethyl8tmathgHoctancicArioimet ry
7:2233 (1996) and references cited therein. Referring
to -83 YHMNsF-g¥eopentrcteimtbongibybosianaiserist F

above, g¢ Nl n 22 | .ed from
correspg%gﬁﬁ%rggyr%éﬂ% slqt#tﬂwgerzﬁufelwl %gt%ifgé&&, I, d
or anot 8¢tmino-6-{dchlord-phshylp4 @tiyblptatiors adidy R10
represents a ph%:yl .or net hoxxﬁgroug, pref_era_bl.y a
met hoxySHyBING-6-138-dighiererRhanyl)aethkherianeie @sid; under

S r S 2l LB B. B siBmEthv Bieny EhepiBhbibcidl ' "
HC i n 3-Asmiabelethyb6-(haedfiietombtyBpRe&D-heptaBoidradid;
risti et al Tet r ahedr on:

Acy et Smite 745" otsepheri bl BraeatinsRienaia ici
it ur & SfTo TSR SR trp Phenl SRS hereparoid peig

or at r3®Amino#eethgkb-arathyldaiGtriflaogimethyl-plenyl)cheptafoic acid;

10 forrmula.V. .Coppound f_forpula 22 can be prepared
fromt %A%?Q'és‘_i J)ﬁl(#' H’&%h@g- 'U%Q’%Tﬁethﬂré}iﬁnéﬂ)ﬂtﬁﬂi?nmc acid;
treati ngARIgBYRLAhIGH- RA-bfhyR -methyl-gctanoic acid;

per hydr opyri m di ne- 4-one for a 21 after

depr ot @&Amin8v(Brdrdighlorerppeoylj-dsatiyltethykobtamic acid;

bi st 1 IR EieR O e -l etby Sty Foclangie acia
ether, gpg, preferably, tetrahydrofuran (THF), at a

tenperature from about -80C to about O0C, and
3-Amino-4-ethyl-6-methyl-8-(4-trifluoromethyl-phenyl)-octanoic acid.

Method F
@) R, Re
R ~ * R R
'R base N Ry Hydrolysis  Ra~_ ><x>CO,H
HAL 3 —— —_— ’
Rz ~N~ Rz Pe Ry Ry
R4 F{5 0O )\ NH2
20 \N/Uj 07 Ry vV
%N 22 *=chiral center
0™ "Ry

The synthesis of 3-amino acids of formula V via the enantioselective
alkylation of enantiopure 1-substituted-2-fert-butyl-3-
methylperhydropyrimidine-4-one 21, as illustrated by Method F above, has
been described previously. See, e.g., E. Juaristi, et al., Tetrahedron:
Asymmetry 7:2233 (1996) and references cited therein. Referring to
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t hen addi ng the appropriate conpound of formula 20.
The stereochem stry of the C5 center arises from

wappsosobo of the el ectrophile fromthe opposi t BCT/E2004/002985

of the enolate fromthe sterically congested axi al
di sposition of the tert-butyl 20 group at C2.
Preferably, the conpound 22 is prepared by the

I et F ebove) mﬁﬁanmlcﬁ%r%mlwh%aﬁmb%ﬁ

formul a 21, which have been deprot onated at -78C with
S ORRIIRRNSNEING CorBROHNdSi af jorauta @8 (HALEHE, hiCl.or agothey suitable

priepd o ¥ BRI e C R R B EYP BE S orQoR Raterably
ala meTn@yg%go l’l'-heﬂébdi@il?élé Yan: %du@@d(&%@hcnd\%oncjmons in

2005/ 03070 t hod (+)- or -F)E{pseudoephe rine,
t rd fealRdtabetatireiluy, 6F inte MigewaneH mtarmezmezmemod otilizing

2?@%%%%@! tuﬁg% egZ ﬁ%%%mrﬁ p:s,cr by E Juaristi

r edtldnX TefPahbBlenRAsihiadyt?: 2233 ooBF. Ottt dréferiel methods

"~ include heating a solution of compound 22 in a 1:1 mixture of dioxane:6N HCI
in a microwave for 1-3 hrs or at reflux for several days to give a compound of
formula V.

Compounds of formula 22 can be prepared from the corresponding
compounds of formula 20 by treating them with an appropriate
perhydropyrimidine-4-one of formula 21 after deprotonation with an
appropriate base such as lithium diisopropylamide or lithium or sodium
bis(trimethylsilyl)amide, in a solvent such as ethyl ether, or, preferably,
tetrahydrofuran (THF), at a temperature from about —80°C to about 0°C, and
then adding the appropriate compound of formula 20. The stereochemistry of
the C5 center arises from approach of the electrophile from the opposite face
of the enolate from the sterically congested axial disposition of the tert-butyl
group at C2. Preferably, the compound 22 is prepared by the reaction of
electrophiles 20 with compounds of formula 21, which have been
deprotonated at —78°C with sodium bis(trimethylsilyl)amide in THF, at —78°C
to —10°C. The synthesis of enantiopure compound 21 (Ryo = Ph) from L-
asparagine is described by E. Juaristi et al., Tetrahedron: Asymmetry 7:2233

(1996).
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Ph / HZN O V R12 25 * = chiral center 1In a like
manner, Method G shows the synthesis of a-substituted,

wa 3004080700 aci ds of fornmula V via the enanti 0SePE/IB2061/002985

al kyl ati on of enantiopure 3- 5
am no- N- ( 2- hydr oxy- 1- met hyl - 2- phenyl -et hyl ) - N-net hyl - p
ropionamde (fornmula 24). See, G Nagula et al.,

O PRMdg betters 2:3527-29 (2000). The method includes
al %I’ﬁtl_o‘n of conpound 24 using an appropriate

aI kyl ating agent 20]- redrd-)rpeeudeenhgdrinea 20 is Br,
Cl or another swtatbh'teth;@eutyighlogdegup The enol at e

aik nis rledg CH.@el,pol ar aprotic solventy OH
#P%HSP @xcess Li __atia_z_t_e_mer at ur e BN a ut|lj .

-5C to about @C usin hi I base (e.g. it *Ph
hexanet hyl di si | azi deé,l' I'I?(Flt Wegﬁi"gﬁiﬁgopr opyl am de, etQ. )

that is é:?lffi ciently strong to deprotonate the

a-carbon of formula 24. Hydrolysis of the resulting

al kyl ated am de 25 gives the desired 0-am ncR1aC| d of
formula V. The conpound of formula 24 iHAlpr

through N-acylation of a 15 chiral auxili R2(+) or

(-) - pseudoephedrine, using a m xed anhydr#des® The

-85 WO 2005/ 030700 PCT/ 1 B2004/ 002985 m xedognhydri fle

i s obtained by reacting an N-term nal rotected

3-anino- propionic acid (e.g., iHMDS, LiCl;
3-tert-but oxycar bonyl ami no- propi oni c atHE 23) with
trinmethylacetyl chloride in the presence of
triethylam ne in nethylene chloride. Follow ng

coupl i rR,J eamg on, the-protecting group is re Vi a

k nd@pC ocf Rge g., trd®yaefiwof the resul g

Boc- protegﬁt(1 i de Wi t h-<eiS—are—MeOH) to g| ; OH
conpoun fortal a 24. See A. Mers et alH N Ph

Chegyy®0oc. 119:656-73 (1997). Conpounds of for rrul
showﬁ in Method F and Method G can be prepared from
commerci &'ly available materials using nmethods wepp
known to 10 those of skill in the art. It wll be
appreci ated that conpounds of formula 20 * = chiral center

In a like manner, Method G shows the synthesis of a-substituted, p-
amino acids of formula V via the enantioselective alkylation of enantiopure 3-
amino-N-(2-hydroxy-1-methyl-2-phenyl-ethyl)-N-methyl-propionamide
(formula 24). See, G. Nagula et al., Organic Letters 2:3527-29 (2000). The
method includes alkylation of compound 24 using an appropriate alkylating
agent 20, where HAL in formula 20 is Br, I, Cl or another suitable leaving
group. The enolate alkylation is carried out in a polar aprotic solvent (THF)
with excess LiCl at a temperature of about -5°C to about 0°C using a hindered
base (e.g., lithium hexamethyldisilazide, lithium diisopropylamide, efc.) that is
sufficiently strong to deprotonate the o-carbon of formula 24. Hydrolysis of
the resulting alkylated amide 25 gives the desired B-amino acid of formula V.

The compound of formula 24 is prepared through N-acylation of a
chiral auxiliary, (+)- or (-)-pseudoephedrine, using a mixed anhydride. The
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may possess one or nore stereogenic centers. Using the
above-descri bed nethod, conpounds with specific

wae@seswrben cal configurations can be prepar epCT/IB2004/002985

preparation of compounds of this invention that are
not specifically 15 described in the foregoing
experimental section can be acconpl i shed using

S ,of t CtIO ns desgr.i bed

conbpi nat r boye taaé )
mred anbydRie i otgines Beeading 1L PR PRLPRIRCIo R i axio-
OfpréBiBniceRGd Igé’ps @ieﬁ%iﬁé%a?dodyldnﬁiﬁb%‘bﬁ@nﬁ%w23% with

p essure IS critical” unleSs otherw se indica
Pirrssthyecetyl@hleriselin tite ar@em phisiedhylapinedn rra&ibulene chloride.

TSR 2 BEDHAEnpASERA St P8R oo
m?ﬁétﬁbd@ie go ere%?ﬂn@HFﬁ thér m@smm@awgsote&ewmbaw{h HC! and
I, 1v, d VI, and the internmediates shown in

tmaubtmgwedbeucompgun@mébrwla% PeslAiMyerasdal., J. Am.
|f|e procedures, such as
1z§{:%§€ﬁggﬁonat ographi ¢ 25 separati on.
The ab ddrﬁ;yomfdsc&mmmai 20@holinan MStREA T ArtyRItHhE GLéan be
bind to the a26- subunit of a cal cium channel can be

dptmmem\ gomicomgereiglly availehlengatariads uging methods wed known to

HipsB A SRAGn Bt Rt p it FIBETENS O RlBye 20
\’Vﬁ@yl{ﬁféées§©ﬂel‘¢r¢ﬁﬂ>ré%téieo§amebnwrs UsiHgetheabdlve-described
ant i convul sant drug_y gabapentin (Neurontin), binds to

t method cogapannds oy sPecHisosteiepehemingl conimisatianmean be
&@ Qém um channel ," J. Biol. Chem 271(10):5768-76

( gf Compounds of the invention bind with

nanonmoThg ptepamatmmnbd:canpafridsrmfttmsfmventlma thaﬂérepnmttsgienifically
Faor exanp am nonet hyl - 5- t - nonanoi ¢ _aci

esereg IR ihefarBaPng SKBORMENizbBOdIaR GATDS accomplished dsing
&@%rﬂﬁl{\%gbﬂ%bﬁ Hel fdbtiohs dddeYibadl %Bb@é‘ et vitff be da'?)p@ré‘ﬁisto those

f|n|ty to the a25 protein;
($KillesRn-tBeaari.no- 3, 5- di met hyl - hept anoi ¢ aC| d bi nds

5 SR e AR B8T EAENToR o, B
rgrftf‘c:éphﬁl@gs bmer@@éiﬁblcgié@el F&es&ﬂbs @Wrﬁfﬁbo{m@' gl aﬁmosPheres to

ated to hyperal gesia, see, e. K.
" alout & atrmedsp ﬁtemsgﬁmeaa"y aqcépta sanﬁiarableam‘t pressured.e.,

rod eab| L l.gesia,"
NSl Ebred o B0 AT A NBREPYRCS 2
an aI ySTle @(f)mpwﬁcﬂs eEfoirallaabHeNy &, Whend VAN thevntermediates
Phar macol . Toxi col .
shown in the above reaction schemes can be isolated and purified by
conventional procedures, such as recrystallization or chromatographic
separation.

The ability of compounds of the present invention to bind to the 023-
subunit of a calcium channel can be determined using the following binding
assay.

The radioligand binding assay using [3H]-gabapentin and the 025-
subunit derived from porcine brain tissue was used. See Nicolas S. Gee et

al., “The novel anticonvulsant drug, gabapentin (Neurontin), binds to the c26
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20:441-62 (1980); L. 0. Randall and J. J. Selitto, "A
met hod for nmeasurenent of analgesic activity on

WO ndosasEoo ti ssue, " Arch. Int. Pharrmacodyn 4: 400e1/882004/002985

(1957); K. Hargreaves et al., "A new and sensitive
met hod for neasuring 15 thermal noci ception in
cut aneous hyperal gesia," Pain 32:77-88 (1988). Fir

ankiwlnineme calciugh ahgﬁhé/@ JaBK, e@fyem 67 (0):5768VE8) 61 9 6).

al "A sinple and rel iable conflict procedure for

t e@@ﬂ\ﬁ?@uﬂﬁiﬁ|0f§F9d"<¥P9tl<Hgblﬁd9Nlth ranpstipHarnigunegr affinity for the

IR oy e SRR Py PhSRRic apichings with

Sayh Aiv SRRAIY Go BETBIH BoRSIRL) - ARG BiA-3- rﬁéﬁwgﬁﬁebfé‘ﬁouc acid

ora parenteral (such as' subcut aneo i ntraveno

i nbindsrwitbul 49 nMi affimipstoethe @l25 pnotein; ahd s(BS,ISFl)esamnrwgse-
rectal, buccal or intranasal routes. The novel

c ocﬂiﬁ@tmw@a@ﬁaﬁ% apidiings with 2hriM affinily tolheds proteier ed

accept are Ry RREY ol CalpinPe S5 R BRbAGR b b getermined n
r Q4Hiipia foelelso UEdnariimeli maﬂélé reRié @Wbe@@lgbﬂaséé@té d- 80 K. Sluka

may be carried out in single or i pl e doses.
patal.cWnilatgral m@mwmarﬂmeetm@mf |a@whcg%fﬂtn§ preduceadilateral,

?¥$£rdgﬁﬁg$@?epaigﬁf’%r RS el s 4E 7240, §lRon, “Etiient

Widnalysi ofoe»mquhmnmamsbhmiohs e PIe&beamﬂwdl Toxicol.
carrlerslné)0 'amé rmof tablets, capsu | ozenges,
)e i

t 24562 Bandalhard dpd<Feliie; e%mqtm»d fQ;g’neasurement
9e)s ﬁn?géﬁfceéotlv% 8h "F‘?frHrﬁe ﬂgéiﬁouﬁrcﬁuﬁﬁepﬁérﬁg&%oﬁgnﬁ.ﬁ%&w

i nj ec tions, |X|ré Syrups, an
Syty671)aKr Hargreavesd etda. S‘Alnedv dndi semsitiveomettd \dPmeasuring

2005/ 030700 PCT/] B2 04/ 002985 fill
nélaﬁra' RACEEPTOL D GBI is YRR glaRpia.” Al aaiy-5e (1988) Fir
e tﬁﬁ’%%od&é %Ia@a&bm Sl . W:@%@%I‘et QPS‘ACQQ]H?@ and reliable

sweet ened flavo ener
vveog‘hct pracedur@fTOt lesting aoti-anxighy agellstsbfPsychepmmmuaIagra 21:1-
% S.Z pharmaceutically acceptable carrier will be in
t Kd ng fromabout 1:6 to 5 about 2:1; and

pr ef er Thé XofmpBUh@6Lhe Frésér u@\%‘ﬂbn Jank thEPVphﬁfrﬁhceutlcally

adm ni stration, tablets containing vari ous exci pl ent
s actepiable salls, Gapyberagministeredito marsmalssda eilhercherasak,

B RHO0RE o, W BRROR 0, Hibry anc

amfssic ®iehhigouds)p revtall blidoal opintranaS4labaed! t api oca
starch alginic acid and 10 certain conpl ex

si | i cal®&noyelgarmperinds ohthe piRseRtinvaNtien ey Be Rdrinistered
Agllg?{%( P yﬁlﬂ%ﬂ With phEfhEGEuI E@ feddd té”cﬂg cgﬁ%&ﬁbmluems by

I-ona rica |ng agen as g

sampofthe rostes previously idicateéd, 2ine sueH ddaligistratorfizsgbe carried
out in single or multiple doses. More particularly, the novel therapeutic agents
of this invention can be administered in a wide variety of different dosage forms:
i.e., they may be combined with various pharmaceutically acceptable inert
carriers in the form of tablets, capsules, lozenges, troches, hard candies,
suppositories, jellies, gels, pastes, ointments, aqueous suspensions, injectable

solutions, elixirs, syrups, and the like. Such carriers include solid diluents or
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very useful for tabletting purposes. Solid
conpositions of a simlar type nmay also be enployed

wW@3g005i08d7er s i n gel atin capsul es; preferred nmatRCT/E2804/002985

this 15 connection also include |actose or m |k sugar
as well as high nol ecul ar wei ght polyethylene
glycol s. \Wen aqueous suspensions and/or elixirs are

defilefL terli@ raqséglés %gfgrélrﬂt\fa‘?lbbﬁ Rontdc BfdahiSsolvents, etc

i ngredi ent ma ined wth various® sweetening o
f | Momaadvey crgbphasmaceltival compaesitians aan lzg&stabbmmeetenaband/or

aTAVOTeh o raeral e VERidH o aEReoRe! SEnaiPs b s iventon
ettbwbhaﬁﬁ@éadﬁeamy éﬂchéﬁ&ble é&rﬁéﬁhﬂl'ﬂ)eﬁlﬁ ‘ihé’ﬁing@ gforh bls6ut 1:6 to

conbi nations thereof. For parenteral adm nistration,
s cihouit anhamﬂmetemhibﬁnm abfout h# tprabowhi:1. i nvention in

ol Vool P ptaadthioRialeh ShletbonBinh Gt RA DS Suan as
benigrddrpdthNing lé:fefl@lb@é’ s{o@wﬁ @ft%@é )ba?&urﬁ'é&b@ﬁi@fdléélémn‘?)

i f necessary and the quid dil'uent first rendered
i phosphate anm@y@macm@ob%emlcmeudcﬁl@ngawdhsvano:a%d@ntegrants

S804 B R BB 88 i

s geaHirPEAPRX silithRe] togetibivwitsganulbion piias Aké on of
all these solutions under sterile conditions is

- @alvinyIpTalifeNe ssHsmossy Oslalin@ndAGasia: nAddtienally lubricating
}: ‘égﬁis%ﬂ asgﬁ%agﬁbéluéﬁ Wkt JoRRGE | Mlléuﬁgté dhd Eﬁ?/ akd often

ntranas mnirs ratldn or a strati

| nbBl wddfairfor taktetting plirposesp Solid sonpositiens m‘/arﬂimtm tgpe may
convenle ntly deliyered in the formof a -

b/ eToIee S Wetom SRR SRR Poslerea m%tsea@' igthis
f EBW\%:@WH?%@ HchitedaBoss B¢ mek%a? as ea‘ézlﬂgh Yolecular weight

punpe at lent or as a er oso
pelyemy:baneoglyémlsmqun mmuszm&penmonaland,forehst are desired
oralzqﬁrepfssr@gapfqﬁg gﬁégquﬁégen{ %%ly%ep cgoorﬁﬁlnlag with various
¢ éw Jﬁbmmg hyBRts, le%hhgrn%t?érro?fdyégré’rﬁi h%@degred

car oxi de or “other suita I'n the 'case o
pemiaufmngeancu@rr susplendingeageniss ag wellniogethwy with such diluents as

ol cthang! Bratbfie Yl CaiPertfand yhfis e SaBirShe
cm@}@éfn a solution or suspension of the active

conpound. Capsul es and cartridges (made; for exanple,
f r om gEpwparanteralradmisisiratian, saluignsrof@ compoend of the pregent

o O o o B ) SPGBl ghbn e BRI ey
| b& eafifoyd. STHy atiuedusrsuliititinsatould bé Beitalsly ibutfered (preferably
pH greater than 8) if necessary and the liquid diluent first rendered isotonic.
These aqueous solutions are suitable for intravenous injection purposes. The
oily solutions ére suitable for intra-articular, intra-muscular and subcutaneous
injection purposes. The preparation of all these solutions under sterile
conditions is readily accomplished by standard pharmaceutical techniques
well known to those skilled in the art.
For intranasal administration or administration by inhalation, the novel

compounds of the invention are conveniently delivered in the form of a
' —88—



conmpounds of this invention for treatnment of the

conditions referred to above- in the average adult
wheovan3eEne preferably arranged so that each neP@r/EgR004/002985

dose or "puff" of aerosol contains 20 Ng to 1000 jig

of active conmpound. The 15 overall daily dose with an

aerosol will be within the range 100,ug to 10 ny.

Adsolatish nasuepemmgn ﬁempemplsptayrm\tdmef that squseyesll

% qE ving for exanple, 1, 2 or 3
doBB@P@QgW erRatieRhar %% gmﬁgl Hray Wéeﬁﬁr@%tmfrom a pressurized
| N¥SAYRirR o?%@.e%remqﬂ 284 of g%mtablaﬁaﬁanefn;l @gw de

n hu

variety of oral a paren eral dosage forns Y the
2odmblqmodlﬁderamnetham nneislemﬂuomnmtham diehiofotetrafluoroethane,

d t hat |
s sonde f otk Stelle Baso T e Casata BiveBwaH aerosol, the
I ngg Didybe &Etefrﬁhbé%? rP\; ?rl?@lné \\é%l\r/]éa‘lg&eaell\;e'?% metered

conpounds of the present
acamoust eFhel prassurired atbmtarmer bonelmdiaep hreay comtainzesailition or

Addi ti onal | t he,, compounds, o ﬁ ent .invention
carPEnsimfitae BRI SAmPRURS derpsifies and caryipges,amade, for
bé/xmetﬁomg@@nrﬁ o} hini 4h ﬁwhﬁlem .rgaﬁtatmﬁag B! fB}%UI%ted

dosage forms nay conprise as e active co
ei Qctmm@gcampwdﬁdmof of & compbund of the lmlemlonaand a suutable

c MBS HhcB 23 ERER on v o dafons o Beiachuns "

f reompdiumde ©TRieE ilerdibn fbvetreatent Sﬁ%tcdnﬂﬁ%ﬂ%'refbrred to above-
phar maceuti cal | ﬁ acceptable carriers can
U

sdn the ayerape ;e husaﬁn aref refarably mra@gedn?@ that;ea:mametered

CRRELT oiff & Heloeg cohin€ AT G onRRELST v cppound. The

Cc gveratirdallgrddse witrean 88rod01 2005¢ A@RIFBe range 100 ,ug to 10 mg.
PCT/ 1.B2004/ 002985 or nore substances that nay al'so act

a A ARINSHANIAN My R pevRyakiyans dailpifapexample 2, 3, 4 or 8 times,

KT e, L8 g Homd i Ahb S The car fer 1 a

f | neI yTue\uodmmmdbnﬂ Ihe\prersbnt imventien oanxbe peeparel drite
ded a&tlve copponent.. In tablets, the
t@fﬁé)lﬁ'h%m § \arigty ok ol andliparaatesaldosage frms gThus, the

¢ BSn@SQﬁésséf the%r@géﬁlgn%rﬁgﬂédn Sﬁﬁgétb?éﬁ By injection, that is,

proportions conpact e e and
d&ﬁlavedousmtanbamecwadndntrad:utensomlye,fmbabtweousw| n

=t Sl. R aRp BRI AR It e BBPAURARS! tippresent
th"vbﬁf@’i 6an BB GRIPGhBrad Wﬁﬁﬁﬁatnéﬁ'fﬁr exatfiple, lr{t?ﬁn%géﬁy

pectin, dextrin, starch, 10 gelatin, tragacant
néﬂﬁk}lpﬂellyl, thesempewaiisiel f@@rmea@mmm@mml ¢an s administeved

Fﬁ?é%J -Tgﬁ’ﬂgn 1th?§ %Igrébg(ﬁodgqlbttﬁgge tspﬁecli t%e er ﬁ1att ?hen}ollowmg

dosage forms may comprise as the active component, either a compound of

formulas | to VI or a corresponding pharmaceutically acceptable salt of such
compound.

For preparing pharmaceutical compositions from the compounds of the
present invention, pharmaceutically acceptable carriers can be either solid or
liquid. Solid form preparations include powders, tablets, pills, capsules,

cachets suppositories, and dispersible granules. A solid carrier can be one
—89—
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i nclude the formul ati on of the active conpound wth
encapsul ating material as a carrier providing a

W@ 2s1BE00 n whi ch the active conmponent wi th orP@I/IB20U002985

other carriers, is surrounded by a carrier, which is
thus in association with it. 15 Simlarly, cachets and
| ozenges are included. Tablets, powders, capsules,

o rﬁorefaf&%ﬁces%g Jgag%f&ea%t%grang@mgSﬁ&l,o@@pgagjér@so,rbinders,

pi

dosage forns AR or a mnistra

prmeewag\f/ea; ?ablet dlemt@atlmg b@amtsrerbrtarr@c@sulgmnghnamriaI. In

mxture o atty, a ri or. cocoa bytte

Fipeicare e i RSl SV G SR SIRBES 15 7 BVhEbitbdne
gierisel é(ctfv@%roﬁiﬂbneﬂts IPMabictd, il SctivE CofBodét is mixed

horm enous m xt poured into conveni ent
siwitvithentatder having.k necaseaty bindidg propartiby irt suitable proportions

soI i di f%/ Li 8u| g1for m pr%ﬁ%r abé?”@é%: gdev\;?le:n |o?ns
vvat er gginﬁct%le%obﬁé?érﬁﬂfz oﬁ%ﬁrf) frém F@é 6Piei! ® about
|qU| n ted I'n

|nJect|o preparations c ornul at e
s cdewentyrperoemopfdbel acii wnmlllrﬁh eSuyta;txlm bamelrsjare)magnesmm
ueous solutlons s

A BN S B Ty e dalt s v TRoltRe s, Auting starch,
ag%@%hﬁgacémht ﬁ‘\‘%ﬂ%/lé‘éﬂh%@nwdauﬂ Y6 mSthlebllhids8 % low

ni ng agent’'s as deSI red Aqueous suspensi ons

s umelting waococomaabuttmeandimadd(mﬂw teymdprgparationy is inteaded to

il fhe o B ok e AR R E st fferial as
ﬁ%t&afhéuebﬂovidma capsiigih Whidl’ﬂhkéfacﬂtré‘}tbﬁ@lonbnﬂwltﬁ%@wnthout

and ot her well-known suspending agents. -90 WO
20tmre0iers, PeHrospded bygpersenvwdich isdhug éassaciation with it.

f%ﬂleﬁ{f %g[:@%fgqe{]@elwé’rﬁg% are! ngélﬁaéj@dTéﬂleEe oWRIRYE I deibules,

or m prepar ROV B

Olpills, cachvts)i @id lBkenges é‘arche usediiag sbm! desagefortes suitable for
sol uti ons, suspensions, and enulsions. These
pos AdminisHatiaky contain, in addition to the active 5

conponegt o p eg% dﬂﬁ}?@?gﬁfdr@éoé%w ?ﬁéﬁﬁ%%ﬁr §uchH§ B&hiture of

artificra sweet eners, di spersants
t fattykaoie gyceddés br t:d)mjawmttegelstfsst raalied ard ithex actn“ﬁ]eomponent

(5odgas B Horoger SRR theTein R B s | bR Mallen homogenous

Sl Hafeh pbarémhto o5 BRI ThBRIs2AMWEd tét6ol, and

quantities of the active conponent. The unit dosageé
fmereb)atosxdldlfypackaged 10 preparation, the package

Co o Rk ach BhE MU s SRR AL

AgRRAEI6Ss, TV é)@m;ﬁlbﬁwater or water propylene glycol solutions. For
parenteral injection liquid preparations can be formulated in solution in
aqueous polyethylene glycol solution. Aqueous solutions suitable for oral use
can be prepared by dissolving the active component in water and adding
suitable colorants, flavors, stabilizing and thickening agents as desired.
Aqueous suspensions suitable for oral use can be made by dispersing the
finely divided active component in water with viscous material, such as natural
or synthetic gums, resins, methylcellulose, sodium carboxymethylcellulose,

and other well-known suspending agents.
—90—
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unit dosage formcan be a capsules, tablet, cachet, or
| ozenge itself, or it can be the appropriate nunber

w@hooango7ed t hese in packaged form The quanti t pCDiB2004/002985

active conponent in a unit dose preparation nmay be 15
varied or adjusted fromO0.01 ng to 1'g according to
the particular application and the potency of the

i v SRRl e e oo

C gBAVERSd, BhoHPPbefore30€k, 119 liquidiferns prapesationsrfoceral i f
desired, also_contain other conpatible therag_euti C
ageministration.n SugR figyd foines (nskidersoltiopspIRREESIONS) add

I , a . .1k .

AR THRSE MR ol M Ao s [Rlacte
aleeripohent, dildrants Tavals ssighitizerb dvifers,, artifigialend/ natueal
dependi ng upon the requirenents of the n|%)ati er}ﬁl, Ikhe

s eweetaners: Jisparsaisqihickeners isalybilizing agents, and thedike.

Gosnge e PHERgBRICRY BoparBidh Rpetetatly M ur{ oS4 RPfim. 1n
skith farfn tHeepreparatiGaris satvdiyidet irdatumitrdoses coniaining egpropriate
desaniies he SEPRLARMPOTeHR; dhe Nt destgededa ganine & Packaged
| PRIgAS6ich, e pRBKAgE ESTIERRRY dsciBld fudrifiedt bBHAration, such

under rcunst ances 1s eac
c ag packeteddabletss capswles,daid gowdirs dywialeegr arspaulesdédso, the

S0 OB T G RSB . B2y, or o
PHERRE ﬂbb%ggge ﬁmﬁbépamwaﬁpeée irf PACKRGeE Sovm.

i nventi on. 2y are not reant to be limting in scope.
Mel t i nghe quamily 20 @stigacqmpopenyin BAgUUdeRsweRaralion may be

{14 EPERk oD Yt BhAcE & s6ERALEH bF ARG fnpicaton
ShAd#he {Jbt@ﬁby bethecamive commpurient. idaetical dse the, drug may be
R) - 4- Met hyl - 3- pent anoyl - 5- phenyl - oxazol i di n-2-one 5 To
aadwinisterecipres fimes siaily asy lr example icapsdeg of 400 03309 mg.

B g e 4 o B0 S i

42gentenol ) dropwi se. The m xture was stirred at OC for
1 %our an

(48, B Desaneuiie bt the SomapgHnds Liliaedin theRbRaTEsoHlEY
O s e, OISl i fofSyBl 8o 0.1
ot(ﬂlihiti)uj Hig deily h Theatbsages r howeverhmayibet variedvdependingupon the
S%@ﬁ@nﬁﬁ%gt@%@‘éﬁf _tl§:é) géggri{{ﬂga ﬁ1dq ggnddeltﬁonr geC%HE] ?rdeated, and
the compound being employed. Determination of the proper dosage for a
particular situation is within the skill of the art. Generally, treatment is initiated
with smaller dosages that are less than the optimum dose of the compound.
Thereafter, the dosage is increased by small increments until the optimum
effect under the circumstances is reached. For convenience, the total daily
dosage may be divided and administered in portions during the day, if
desired.
The following Examples illustrate the preparation of the compounds of

the present invention. They are not meant to be limiting in scope. Melting
—91—
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t he residue, which was washed wth sat. NaHCC3. (3 x
40 m.), 1 NHCl (3 x 40 nL), and brine (2 x 40 nl).

wabh@sosgemi ¢ phase was dried over MgSO4, fil t er€OIB20@H/002985

concentrated under reduced pressure to give a
quantitative yield 15 of crude product. (4S,5
R)-3-((S)-2-Ethyl -pentanoyl)-4-net hyl -5-phenyl - oxazol i

di @Oéﬁ) E_@oﬁef‘.@.cpen ;iagg aR2tdorfRA iR bakber milion and are

phefgrbnoa@tolhmhieut@nmn eoc(k%@rﬁal @on%ﬁésanmlb)solvendr y THE
(150 m-) was added 20 NaHVDS (42.2 niL, 1.0 Min THF)
dropwi se. After 1 hour, ethyl

t rExdrplecire thanesulfonate (5.93 nL, 45..7 mol) was

added dropwi se and the reaction was stl rred at -78C
f dASRkArMenyhipentansyra-pheny-axagelidiaR-oke  warmed t o

;30C T ofo 308 iAoy HARRE S Kasl. ol N

| ayers "~ were separate

exti4acmned106 mhm&l) @Adry(TFHK (176 L) wa%FadEied tﬁn‘r@myla?cetyl chloride
i ned. and_washed with brine (2 X

Lr act were co 40
m?? 29RE, 4%,3dgm050 gspRYisevnddredpixiire yas stivepstat 0°C for 1 hour and

PP e O et T 22 REignt 40 T FRH Tk poded

- follohedby br@h(ll F9ppdat3imencip| The ceactibntwes warmed to room
(4S, 5R) -

D ST RSP VBRI VI SRR AYTing, Fhe miKtwe e Btqrad@ncghe
2 fiitfatdWals)cdritemitited: @%eﬁ%cﬁﬁ%ﬁép@ %570‘99 Et;,0 (75 mL) was added to

PCI/ 1 B2004/ 002985 ( 200 EQRm
N&fEHPesidue? which was wasbeyl with a2 NGBIGQiL(B.x 40TheL); eNAHCIE x 40

| | h ,
o T cradiBife K€ xeic ot P8 it Shndetiois SPBH SVeEMos s
S fiRcriedt R cMnﬂﬁWer rédtRledViesEIta Giveoa Whhhtlt’éh@?neld

(4 x 40 nmL), and the organic extracts were 5 conbi ned
anticrugensadugtt h brine (2 x 30 nl). The organic phase
was dried over MgSOAi filtered and concentrated under
reduced pressure. The residue was triturated with

N{48;8RIBS(($R2ELRP-pantandyd)-4-eraikdE-8-pReay axakbidin®ene

si de roduct,. After filtering off the oxazolidinone,

the fiT@Rarid (realirashroitiondef éBe (4368)-4-Metind3-pertanayles-

t gh%(fl)? g? %0 ﬁﬁ’n-@ -He ﬁf étfﬁ §’§ tol) u]tQI%NEHI?—a(::I r%;éih[)oﬂég added

sNaHMDS (42. 2(rSD. 'Q.OEM InyWHF?dtq:wﬂse OlAftet 13dug, ethil. 2

r{g?lgo;ﬁmt?\ax%%%nate & 93 mL) 45.7 mmcﬂ) wasEta:cgilc\iledzdrgpwmn% and the
reaction was stirred at —~78°C for an additional 2 hours. The reaction was
warmed to —30°C for 30 minutes and quenched with sat. NH,Cl. The layers
were separated and the aqueous layer was extracted with EtOAc (3 x 40 mL).
The organic extracts were combined and washed with brine (2 x 40 mL). The
organic phase was dried over MgSQ,, filtered, and concentrated under

reduced pressure to yield 8.05 g of crude product.

(S)-2-Ethyl-pentan-1-ol
To a room temperature solution of the (4S,5R)-3-((S)-2-ethyl-
pentanoyl)-4-methyl-5-phenyl-oxazolidin-2-one (8.05 g, 27.8 mmol) in THF
—0o



10

15

20

25

30

reaction was stirred at this tenperature for 15
m nut es and net hansul fonyl 15 chloride (0.952 n, 12.3

wornmsp3otes added. The reaction was al | owed t o PGEIBRO4002985

roomtenperature overnight with good stirring. The
reaction was washed with 1 N HC (3 x 30 nL), sat.
NaHCCB (3 x 30 m), and brine (2 x 30 nL). The

@@OlrﬁLPWé%%d&E adédlmibrpmqua%m% b Hﬁﬁm%mm—lzo 90 mL).

concentrated under reduced pressure to give
quihe reagtionavgs allewest tocstis @eemgmmfoomcbemperature was

et iehibBER P BEFBRE). SR Pt P Seliefily. o g agueous

1 Ha?emﬁé bxtréct@@ewmﬂ EIQAS (4% 4D migsand ﬂféio@ahlc(é’xt?a@:tﬁwere

nmol) and the reaction was heated to refl

ommblgﬁd apick wagfieskwidh bring (R)x S@H@L)Z5Thee@r<ganm1ohe§§ was dried

e RV FR Gy Bt nd EBMROTERG 0A6r3a8tkd PRollnk cFarspiaue

15w&é trituraited WA ri-Kéxanes)(2 xVZEOSm&yi ttedniovd the d‘)dalzbidihéne side
The a ueous phase was extracted wth hexanes (4 x

i pre wﬁd After filegag off ta&pxwllglnﬂeesﬂ@cfmsatﬁew%mmm

ovrpeidlipeortoetid Bl 258 SROMLE PATRE, 12 Tenncec

pressure. The residue was purified by chronmatography
usi n to yield 1.24 g (49% of pure
pridel eﬂeSUQmééggl?ﬁ@an Sid82004/ 002985 (2S, 5
R)-2-1 g'or - %QG § lirred @&@m@ﬁﬁgﬁyi-eﬁﬁrl pentan-1-ol (1.30 g, 11.2

ntyl) - oxo-tetra
pyminod) dh dfy GZHQszk(B&ymlL omwaaﬂdechlaDdl (2633 ml., T6.8ammdA@)C The

d | S) - 2-
¢ GERCIRaTe: BF A E R BHe Dl i 5 LT e gre e gitony!
( %h%d@ (0‘95@7m[m132 3 rht'ﬁol) Was é‘_dchldE THe rdHction WS ARG to

dropw se. The reaction
\Amnsrttormem f&mpewmre @vemlgﬁtb wthegmdtstemg\ The veactionovas

( Hesfeg WG o SR s MR 8 o{ i biipe (F x 00

aPnLt)h%et(QGQﬁlbméé vfaydr?emrsxnggg4,tm@rred ¥Ag cbhasmwated
a -10C refrigerator over The reaction was
qn%tatwe

quederrf@aumd Rressus o givgia@u Yyield of ciugle priodugkd
to warmto roomtenperature. The |layers were
separated and the aqueous |ayer was extracted wth

= Iddbrmeth§Bhadtane The orgam c extracts wer e conbi ned
an shed wth brine (2 x 1 The organi ¢ phase

was drred firked. offmetf@nsaulmp asiddSieraihydpentitbester
ﬁéjﬁ‘ﬁgt 16 apﬁWl )&n aT:@?on%W@@%E W8S aBHEL NA (326 g, 22.4 mmol)

and the reaction was heated to reflux overnight with good stirring. The

reaction was allowed to cool to room temperature and the mixture was
filtered. The salts were washed with acetone (3 x 15 mL) and H.O (60 mL)
was added to the filtrate. The aqueous phase was extracted with hexanes (4
x 30 mL) and the organic extracts were combined and washed with brine (2 x
30 mL). The organic phase was dried over MgSOQ,, filtered and concentrated
under reduced pressure. The residue was purified by chromatography using
hexanes (100%) to yield 1.24 g (49%) of pure product.
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15 hexanes/Et OAc (10->20% to yield 0.185 g (12% of
pure product. 1H NMR (400 MHz, CD3CD) 8 ppm 0.9 (m 6

wosa3@o(m 5 H, 1.4 (m 3 H, 1.7 (m 1 H) PCRIER04002985

1H, 2.9 (d, J=6.6 Hz, 2 H. M M1 (328).
(2R, 4S) - 2- Ami nonet hyl - 4- et hyl - hept anoi ¢ acid 20 A
stirred sol ution of

G S e

mﬁlcﬂrﬁb-i%arboxﬁc%@iﬂ methyl psten a 1: 1 mixture of 6N
/ di oxanzé was  heat ed at 05 for 6 days.
The rehe@io \%%t"&?cﬁ%'qrbo‘tr %t\?g:ﬁ%)‘ =t ethydgoxo-

CRREEUEER it ca FOAE doB R G TP R 487, e in ary

e*HFa(“ge"nE’)"waﬁﬁdd?" N@HMDSI ams ral/at.0an wSUdFPdemnbed The
, an e ut
wenpnwaé stirgect alor($ 86%5 hHpus ﬁ@/ﬁﬁa&%&ﬁm § (S)-3-

s Rapffesfifiiiane 19,288; 53 AmB) Hwny THET TR i 4oled o)
8dro wise. 9T| l(nmeaﬁ:tlohl)was]stlsre(dnt thisHpmperaturenfor 2 chur& aﬁd than
w@as Mapeelﬂ@@)-ﬂ% rﬁg'aeﬁ%was&é/@'q?it e 6?%@&9%";’1_%5 quanched

f ' dRde: 0
o) Bl 3 RO L s, Ao RedRanm R0 KRR AL e
AR rsCDEes oG ted @hd)the aanenum’ayayWaaexaacled with EGOAR (3 x

11§n‘é$ T% grgar}lcggxfrﬁ?:tss S 'tgec%)c&gﬂgi 7 ﬁgw&g&r}_ﬂ'@ 2x 15

l'éf Phé Qr%ah@?ﬁaé'ézwalﬁ_b dH)ad di)ePMg@O‘:] ﬁﬁelﬁd an(d concelpl)trated
deomeqiuqﬁd pregsures The prpdpg:t qu gur(lqud t;zy q;l)roruawg(a;nhyysmg

(EEHE ESORR G201 S Qe Bh15T bt npaprpfiyert IR

ﬁg@b*mﬂzi?cbwm) mpanng(rﬂZd . 3I§m 5!-5)4Wtdmr®l-g]17(m 1
| nonanoi ¢ aci d1 -1 OH)

(|'2)R2-‘§ @s) 1 bl), 225(¢2J=g@6d-lzz@H) &2 1| (328)m 1 H),

Am nomet hyl - 8-met hyl - (M+1) 1. 72(m 1H), 1.55(7-line m1

H) ,
(2R,4S)-2-Aminomethyl-4-ethyl-heptanoic acid

A stirred solution of (2S,5R)-2-tert-butyl-5-((S)-2-ethyl-pentyl)-3-methyl-
4-oxo-tetrahydro-pyrimidine-1-carboxylic acid methyl ester (0.185 g, 0.567 |
mmol) in a 1:1 mixture of 6N HCl/dioxane (8 mL) was heated at 105°C for 6
days. The reaction was cooled to room temperature and concentrated under
reduced pressure. The product was dissolved in 1:1 MeOH/H,0 and loaded
onto an ion exchange chromatography column (Varian SCX-Prepacked 10g,
60 mL) and eluted with 1:1 MeOH/H:0 (95%) + NH4;OH. The fractions
containing product were collected and concentrated under reduced pressure
to yield 0.06 g (567%) of product. "H NMR (400 MHz, CDs0D) & ppm 0.9 (m, 6
H),1.3(m,5H), 1.4 (m,3H) 1.7 (m, 1 H), 25 (m, 1 H), 2.9 (d, J=6.6 Hz, 2 H).
MS: M+1 (188).

Using the above methodology the following compounds were also

made:
—94—



4- propyl -nonanoi ¢ acidl.44(m1 H), 1.40-1.10(m 11 H),
0.89(d, 3H) (2S,4S)-2-Ani nonet hyl - 2022.93 (d, 2 H),
w@2eh3/0gap0o 1 H), 1.71 (m 4-ethyl -6-net hyl - ( M+1DAT/H§2004/002985

1.63 (m 1 H, 1.42 (m 1 H), heptanoic acid.1.36 (m
2H), 1.22 (m 1 H, 1.06 (m 2 H, 0.8 (m 9 H)

(2R, 4S)-2-2022.89 (d, 2 H, 2.43 (m 1 H), 1.62 (m

Am nomet hyl - 4-ethyl -6-(Mr1)2 H), 1.44 (m 1 H), 1.34

(m 1 H, mathyl heptan0|c acidli.22 (m 2 H, 1.12 (m

(1( Cén%z | (m ) Q80 (m 9HFNM(=8806WH2,-52,%M,2CBQOD
Am'norrethyl 4- et hyl - GH/%IR@E) +), 161 (m 1 H), 142
(R AT EbvEg o 8h” (m | 9945 S90)- 43 Uhcs Babaden 3
PC Co
PF:I\E/IMCDS '%%ggﬂ(zsngm gzo>2 91 ﬂs )LEQQMH)%Q(C'
1|H), 1.62 (m Am nonfet hyl - 4- ¢RGI1- IdZ(ZMFll)z H, 1.44
( 1I—h 142 (m 1H) nethyl-heptanoic acidl 22 (m
20, 113 (m 1 1), |08 (m | 0.94d, 6&HL B H) 09 (d, J=6.6
B
(2?5@4%()% 3- Met hy! - hd¥ddy 1) E'Zpﬁé]l?yﬂ A4 4 H),
etioypaer- (1) bronide d f
((9 “A‘mhbm 5 64. 87Em2)I)r|Onm d?y THE 150n‘? 153”‘:23@ 3);7 erp 1
N d Wi-oetanaigasid a | 2m ,‘Et,h‘i Ht(med |?5)f 29(d, 2H)
E | g§7"2fﬁﬁﬁ'ﬂggﬁé hw PRI °’2‘93(d2?-r Y BRI
( Rt-elhyhg-- 2- enoyl - 4- pl(Mmy) oxamiHnnneanplw G:Bﬂ(mnem
64.87nmmol) in THE (60ml) was ed over
pameélayla@narw@aﬁ'ﬁ'd et slowy wamﬂ@; w"‘r,bQJﬂ) 085(d 3H)
t T ' T
o N L R S TR L T T R
'gﬂ/ArrﬁmmeW gm&eﬂwl-d (Ma:t)ted 1.mfmetHed . satcﬁélgedn AH)h
Do anmoni um roxi de sol utioh a rin
o P PAIOBABPICASbe] The S0l bl 2GS 2 dacbABime BHF).
upder reduced 0.89(d,3H)
(2S,4S)-2-Aminomethyl- | 202 2.93(d,2H),243 (m, 1 H), 1.71 (m,
4-ethyl-6-methyl- (M+1) 1H), 1.63 (m, 1 H), 1.42 (m, 1 H),
heptanoic acid. 1.36 (m, 2H), 1.22 (m, 1 H), 1.06 (m,
| 2 H), 0.85 (m, 9 H)
(2R,4S)-2- 202 2.89 (d, 2 H), 2.43 (m, 1 H), 1.62 (m,
Aminomethyl-4-ethyl-6- | (M+1) |2 H), 1.44 (m, 1 H), 1.34 (m, 1 H),
methyl-heptanoic acid 1.22 (m, 2 H), 1.12 (m, 1 H), 1.05
(m, 1 H), 0.80 (m, 9 H)
(2R,4R)-2- 202.1 2.90 (d, 2 H), 2.43 (m, 1 H), 1.68 (m,
Aminomethyl-4-ethyl-6- | (M+1) 1 H), 1.61 (m, 1 H), 1.42 (m, 1 H),
methyl-heptanoic acid 1.32 (m, 2 H), 1.21 (m, 1 H), 1.11
(m, 2 H), 0.80 (m, 9 H)
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pressure to afford the titled conpound (13.34g; 100 %
as a white solid. "H NWR (400 MHz, CDCI3) S ppm 0.8

W@ 2050300 1.2 (m 3 H 1.6 (s, 1 H 2.0 (m 1 BEGI/H20@/002985
(dd, J=16.1, 8.5 Hz, 1 H) 3.0 (dd, J=15.9, 5.4 Hz, 1
H 4.3 (dd, J=8.9, 3.8 Hz, 1H)47(t J=8.9 Hz, 1
H 5.4 (dd, J=8.8, 3.9 Hz, 1 H 5.4 (dd, J=8.8, 3.9
Hz —t A S5 1 sz eqs
27k [mnéedq%@rfe 20 MOSD( R)- BHQMﬁ 460 WSS 5Pk Chs0D
R BR) - 2, 3- Di net hyl - hexapgyt ) - 4- phenyl - oxazol i di n- 2- one
Tola1l M THE solutionlof Sodi hexanmet hyl di syl am de
(1p(3%4R)-88. 3nmml ) at | 208C was| 2844d, 2H). 288 (Mad H),d®2 (m,
SO I: - R -
ot ARSI LI oxarih P 148.0md Wyt d2rgn, 11,
67 H@l‘t’gﬂhe mrﬁﬁtﬂ&mdry THE The 1.238 i PI14), 90134 0N
stjrre p78Cfor 30 min. t hyl lqlodl gh I-wa1503
330D. 5mml ) was added and sti rrl(ﬁ'g 1aH) 078@(%% H)
conttued—for—4hr—tHt—was—quenched—wrth——saturated

anmmoni um chl ori de sol uti on,

extracted into -96 WO

Z(Ea @200 PCT/ 1 B2004/ 002985 CH2Cl 2 and washed with

sodi um Bi sul fite.

The solution was dried over

wg(&b@ ((Bhscl@ﬁthyérhe&amv@ @ﬁh@MtQ?@?—@ﬁ!ﬂi@'@ PR 10%

?tlgyllg @%5%}3& mllde ﬁ{g{e\f@!!&mﬁ FB{n ?exc(q Wwd
I\]mhw) ngd TNF‘FU(G@ﬁﬂb %ﬂ%ﬂ‘%@@ﬁﬂ@b Nﬁrd@j@i’ﬂvﬂa@a(ﬂ@ed a 2M

3
Hethey acblutproof( ropytagagpqumqﬂcpq)del(eﬂ Q%I_ﬁl)\l 129;)7(n1mql) a(nqhstlrred

. fﬁgzci[né (Qﬁ) 31ng g%,q%yunghé&)'l'%ox zé déﬂ% é ?1§9’g,364f‘§}7|ﬁ'%[n0l) in

drﬁl? m%s"ﬁdd‘éd?o\/e?fb 13 friin péﬁﬁ)d a1 B50CelmtibVslowly warm up
|ntenS| y

290 [ M+l H, 1009% .
( ARrERN iemgetatu@t over dhexdhe Inmﬂu I'GAWBSMO'DIMEi tod)°@: and guénched

9 .9, 95.9 |
il salyraiBes s gl Sen, . The Risosnsion wagientracted
0"}&0 @tﬁbrTWEshé’@Qma)S% l#ﬁrﬂﬁbmﬁhi hgeRidatsolutfa #Hifthen n with brine

stirred or hr at hat terrperature Wat er was
dapg wiried QV@ngﬁ@h Th@ selutien wasAlangadtratedrungen redudeadt o

o plassute B fford b e BRmBRIRE 11 9% 01 &) Yaias Biita gotic.
OWRWHZT EDSR) §'bpAR1N0.8FM, @ng(rn@t@d?ﬁ%{sow% 8Y) (m, 1
the addition of excess hexane he resul

pH & pldhatk16dls 88 Heel &) B0 (ddakt16P, 6.4 iz, ﬁel-k)a%@ (d@thé=8.9,

R EEd A G R Y N VIR

CBd 1, BHYTB tnPs H) M% ir/z Yrefattvéd inteTRitd): 276 [M+1H, 100%].

(R)-3-((2R,3R)-2,3-Dimethyl-hexanoyl)-4-phenyl-oxazolidin-2-one

To a 1M THF solution of Sodium hexamethyldisylamide (16.2g,
88.3mmol) at -78°C was added via canular a 0°C solution of (R)-3-((R)-3-
methyl-hexanoyl)-4-phenyl-oxazolidin-2-one' (18.7g, 67.9mmol) in 70ml dry
THF. The resulting solution was stirred at -78°C for 30 min. Methyl lodide
(48.2g, 339.5mmol) was added and stirring at -78°C was continued for 4hr. It

was quenched with saturated ammonium chloride solution, extracted into
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20 Hz, 1 H 1.1 (m 1 H 1.2 (m 3H 1.6(m 2 H 3.4
(m 1 H 3.6(m 1H. (2R 3R)-2, 3-Di net hyl - hexanal

wWeR00sd3a10m chl or ochromat e (27.35g, 126. 9nmol ) PEI@B2004/002985

neutral alum na (96g, 3.5g per gram of pyridinium
chl orochromate) in dry dichloronmethane 25 (200m ) was
stlrred under nitrogen for 0.25hr.

3SR Bl Pl e

dEMi’;S@MU bbbice!m{:‘atéd ahd ShraatogeapHeainnelioss E!t‘r@'léo@tatéhm hexane
The sl urry was tered through a short pad of SI l.ica

eltagiveythgl tttledeeaf@@,@nﬁii (A& 8RSThARaN pllapit dpizdrelative

arinignoiol” 3o NARGRS M o) BRefityBauaSHIdHE s e 1.

‘0 ﬁG(@HzJS(H)GI .bid, B-68 H, 8 H)dt Oéé 585 Hz, 1 $1)H) 1 §mZ1(H911 4

2((05/103)3747((@0% Bio@mmlﬂigsg?dd, V8. I(:inAHézxﬂeHééaﬁ (i &7 Hz,

i o ey 5 HE L BY T P HTE I ") iz rfptve

t%téﬁglgi)tﬂg‘ol[wmme](o'oo/QZg 45.2mol ) were added to
(2R 3R)-2, 3-di mathyl 5 hexanal (2.9g, 22.6mmol) in

dry THE (30ml) The resulting m xture was stirred at

r f f r and poured into a brine
sm%%?ﬁh%tﬁyl %gagl %’}rry was rapidly stirred for

10 m n € THIF sbldtnbﬂroetiAl-rFG% gml, Qsmwwasaddmlbe(m) 3-
into ethé@acetate washed with brine and dried

d@aﬁwmemagywm{ exazoligin-gronpdu EUE (@laeml)

A 'r*ﬁ? firobph ALIET, ad Sfiredid ® br fl hatipirpratitd!, Wiethvas
%%(ﬂjﬂgd Wop(vﬁrsnégo gﬁérr}}cﬁ?/%eaé»(o@es QAH arid'ltH‘dM:de#@@ irftbiza mixture of

(ige qnd.ythgr 4The mlgtqrg V\@S@x(tr@pteg g;o ether, (vyashgdgw@}_%qger and
el g Hhuich Ho Bkt bt i geion o
( ékteds) he.‘kafﬁleDlTrtm mumog)wmte( pretipitate- was filtéred\drahwashedwith
o el e b G
dig} -

QP EERAAE, M0 Uhe T4 P O8I i T0 o, J-6.8
Thig, $GH)uL.1 ¢m, Wad) t.aghed H)p1 67(&(;2‘Id) B&'Mml i) Bl&z(m, 1 H).

addi tion of t- butyl acetate (4.1 g, 35.0Omvol) and
stirred at that tenperature for 45 m nutes.

S@C@’gﬁ)jé’ﬁwimaﬁﬁ'h&%lODOXi de (9.4g, 36.2mml) was

Pyridinium chlorochromate (27.35g, 126.9mmol) and neutral alumina
(969, 3.5g per gram of pyridinium chlorochromate) in dry dichloromethane
(200ml) was stirred under nitrogen for 0.25hr. (2R,3R)-2,3-Dimethyl-hexan-1-
ol (5.0g, 38.46mmol) in dichloromethane (60ml) was added and the resulting
dark slurry was stirred at room temperature for 3hr. The slurry was filtered
through a short pad of silica eluting with excess dichloromethane.
Evaporation of the solvent afforded the titled compound (4.1, 84%) as an oil.
'H NMR (400 MHz, CDClg) 8 ppm 0.8 (m, 3 H) 0.9 (d, J=6.6 Hz, 3 H) 1.0 (d,
J=6.6 Hz, 3H) 1.2 (m, 4 H) 1.8 (m, 1 H) 2.2 (m, 1 H) 9.6 (s, 1H).
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dropwi se and stirring was continued for 30 m nutes at
-78C. A -50C solution of 4-nethyl-benzenesul finic

wW@ei0d/08072R, 3R) - 2, 3-di et hyl - hexyl i dene) - am de PSI/{E004/002985

g, 11.7mml) in dry THE (10m ) was added to the
reaction and the resulting mxture was stirred at
-78C for O. The reaction was quenched wth a
saturated solution of NaH2PO4 and extracted into ethyl
acetate. The solution was dried over MgSO4 and

c chblainyldranrensaiinie swld ((2ig,3R) L, Shdimethyl-hexylidene)-amide

acet at ol FRHEAL Bho3ids Gerego 28 rsttiolab] (€5t
( ao%ne§§lf|ﬂ%nufé?(7\0t'?t 5 Qﬁ{rh@b wbré‘b@lﬂ@ kﬂ)@ﬁ dfRiro, %ﬁ;\yl-

ppm O
1 raax@mal @. 99 2. am(rml) 19 drygg’ I—M3me)5/ﬂm)re@gltmg mlxture was

rJe 2 04#@%%&, e f()a 1%?]; fmg’%)u'_ﬁcf' nig' g')b?r’lng) sﬁldtbon( {domi).

J%elslbﬁ'y wasta Kjlﬁst(rﬁbd fol 19.minties ahdilterd®, Tﬁé?hltrate was
(relative |ntenS|t ). 382 M1 H, 1009, 326 [M
Hegtrester3ntosetiyi a@tate washed with brine and dried over gSQ4. The

( %‘PU%RBQF)S fe%/aég}d?gd éné tlgé Fg‘s'iél}é w3 ?lﬁé}gd%l%ﬁgﬂ Tg lléa plug,
( @Ritirig)with 5oSonadition- dfﬁb)exanéfeqwu aaétafe w&ffdrﬂyh@lﬁtlé@)

octanoic acid tert-butyl ester 71 nmol) in

deompouRer(di19 étb«ﬂ%)@&armgﬂ uid Rr(|4 wémaﬁglshamnos(

RBPECY Iy MR SG P 195 S e B M2 el Pia G o-e3

t plzOPHIERS (BoliMelE, 2 1) &Y (Hhe=5aHZA, i1a4), MS,dh) (relat
di chl oromat(han Zow;%and trifl uoroagg)tl c acid (realve

( irdemsity): affﬁa[M‘é B %A0%e)- mi xt ure was stirred for 2 hr
under nitrogen and concentrated to dryness. The
resi due was applied to BondEl ute SCX i on exchange

r 41,6 RMacE-Diethadh(R)-3-(tolware-4-sulfinklaniino)edetandicverid tdri-butyl
constant pH of 6.5. The resin was then eluted with a
1e8t€&o| uti on of methanol and with 10% anmoni-um 15

hydr oxsdrg; g:plm (88 SEImI . QAR J%éﬂéea@&ws spﬁlzt*ésg'd?”

was evap t’he e was crystal Wit h

ndiiéwm{bylame'teo(mﬁg, MBesmImol)un elry DHEF @ond) drider ritrogerdat 0°C
conpound (0.717g, 81.2% as a white solid._ 1H NVR (400

nepd stitgss mguﬁmn Dhe splytion was) copled ton785CHpliawed by the

(%‘}ﬂd'ﬁ(ﬂ'l'_%&%éy%&%&lﬁga i %F(@‘%‘°i5ua§°d %"’%é‘(é}] thit @ﬂl_&erayre for

H)5 Bindtes. Onlorbtlldhlunh/ﬁnsmrbpbmdb6(9Itblgxe 36 fﬂn@rﬂ&l)thés added
[ M1 H, 1009 186 [M1 H 1009

@ppmmmq,ﬁ rﬁ@ggvasg_chl@ugg)for 30 minutes at -78°C A -50°C solution
of 4-methyl-benzenesulfinic acid ((2R,3R)-2,3-dimethyl-hexylidene)-amide
(8.1g, 11.7mmol) in dry THF (10ml) was added to the reaction and the
resulting mixture was stirred at -78°C for 4hr. The reaction was quenched
with a saturated solution of NaH»PO,4 and extracted into ethyl acetate. The
solution was dried over MgSO,4 and concentrated. The resulting residue was
chromatographed on silica, eluting with 15% ethyl acetate in hexane to give
the titled compound (2.4g, 53.9%) as white solid. 1TH NMR (400 MHz, CDCls)
8 ppm 0.9 (m, 6 H) 1.0 (d, J=6.6 Hz,3H) 1.1 (m, 1 H) 1.3 (m,2H) 1.4 (m, 9
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25 The Gignard reagent nmade from
(S)-1-brono-2-nethyl-butane (10 g, 66.2 mmvl) and My

W@ 2003/830gp0 72. 8 mmol ) in Et20 (65 m) was addedPCr/Bro0482985

to a solution of acetic anhydride (8.1 g, 79.3 muol)
in Et20 (65 m) at -78Cin 1 h. Lots of white solid
precipitated. The reaction m xture was stirred at -78C

Eﬁﬁelst(:hsn%ﬂ?%hﬁ@éﬁx §imad MABImE R St e, 1 h)
[
Rt Vel VR TP R R RIAT: A0 My oL A o5

m\a +1HRL 1007RE B26t [Mar1 H-B(CI84)s, S0%]. r esi dual oil was
ssol'ved i n hexane (50 m). The solution was -99 WO
2005/ 030700 PCT/1B2004/ 002985 dri ed by anhydrous

%ﬁ@ﬁ‘)-s%’ Bré‘ﬁexan 8ihyPciidiglagicPduced pressure

-one .7 g, 75% asa | |g
or angeT @ithe sd\IUtlbWBf 4R;53)-3)5—6m1925yl‘((ﬁﬁ) 3p(pluenc-dssyliinylamino)-

mmqawé)ert-wgq @Stes 1(@ %YWH%WH“ égﬁ'ég@'éﬁ?‘%‘/srﬁtém
aci &)(n S&;%’%H’é?%gg e%ﬁtgﬁl{{tfog&?ﬁé ?aaxmm)) ) ehdtirfed Ror

(25}1[ )3'( ¥t herperatien &F 12 sollticrvas acmc:brﬁnateﬂato( drynegs fallowed
nmo

mﬁmﬁfﬁé# aharviehinomethne W) 2 sihyciaa il daid fomi.
ﬁg@lﬁﬁi@ﬁr&@% Ef?rﬁd“fo? ZP‘tiH dHier hrkbgd rDandTMcetr)w;rated to -

tered rate was ‘extracted
r%ésé 3TRE resilue ﬁtasuqmpheu t‘a BondEmte SCXsionexchange resin and

S&L{Jd'w?& WAL U w45 ghEheiRy B G, e en s

0% uin 85
lh]en #ﬁﬁy'\ﬁ&l{%@q §6Iuﬁé’n 3f4méfﬁar%l'9m<|j_|) av’ltﬁo (é Sa??}]hbmm
Yidé Melytion2 IEhelamms:mum hydroxnde solution was evaporated and

|%21r%é%ﬂu%aﬁsamt@"ésﬁ@lﬂ:ﬁ%ﬁfﬂ"g‘eé{?gtb ERARETE0 SoKhe

%Wrﬁﬁdu (01211 -81.2%) ad?. v2h|fmsdli)d ||r1 NME(@OO MH)z, at !
was' added butyl I |th| um (14. 4
ﬁh 6 (m,

sCDBOD-DY tdeppm Dt re, 11261) deks (Bt 2 H) éaB énn fbd:l)ﬂo-ﬂ ('25

(1Fo8- A 3302 400 Tr ol bt Pl B ey A B 1 1)

[ 2 1 TH o @6 [He1H,
A5 oo F?ﬂv@rﬁé@ﬁ%" T hee haded and i he

r €80%1.i ng m xture was stirred at -78C for 20 mn.
(S)-2- Methyl-propane-2-sulfinic acid
((3S)-1, 3-di et hyl -pentylidene)-anmde (1.9 g,

Example 3
(S)-4-Methyl-hexan-2-one (2)

The Grignard reagent made from (S)-1-bromo-2-methyl-butane (10 g,
66.2 mmol) and Mg (1.77 g, 72.8 mmol) in Et0 (65 ml) was added dropwise
to a solution of acetic anhydride (8.1 g, 79.3 mmol) in Et2O (65 ml) at-78°C in
1 h. Lots of white solid precipitated. The reaction mixture was stirred at -78°C

for 1 h. Then the temperature was allowed to slowly rise to RT. The reaction
was quenched with saturated NH,Cl aqueous solution (150 ml). The ether
phase was washed by 1 N NaOH (150 ml) and brine (150 ml). Stripped ether

at 0°C. The residual oil was dissolved in hexane (50 mi). The solution was
—99—
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25 8.9 mol) in THE (10 m ) was added. The m xture was
stirred at -78C overnight. The reacti on was quenched

W 0088080200 sol uti on (50 M ). The m xture was fPCT/EB2061/002985

The filtrate was extracted by EtOAc (3x70 m).
Stripped EtOAc. The residue was purified by a silica
gel colum (Hexane/EtQAc 1:1) to give the titled

C %ﬁ%p gwﬂﬂyzog&gg gjﬂ(i%& a@ﬁb&agﬂggéd( Etsé"%ﬁdelr]rgbﬁ%& pressure

2ru) ive. (8)-4-methylHexad-23tres (5.3, ,75%)% a@ fight- oraﬂge/\m 1H NMR
2005/ 030700 PCT/1B2004/ 002985 2)—{)@1 (1 ﬂ
(CDElg o2.86 (myi3H), 3081s,3H). 3:5p Hﬂ*) éﬁ) (Mg Aﬁ@% m 6H);

(M%)(épégﬁ@ﬁﬂﬁé?g?ﬁ) 3- Ami no- 3, 5-di et hyl - hept anoi ¢

(3S,59) -3, 5- d| met hyl - 3- ((S) - 2- net hyI propane 2-
sulfln | am no) - hept angi ¢ aci d_net

yl-arapangedinic ack(3Sht 3dﬂmﬂth)€ p&etyadene)sﬁm;de
wer 2°§Pﬁﬁ%§éﬂ&°ﬂ3§i AHRE EherdPE ohBNLS Gl PRRIGTS) Bahstoy-

dpﬁmin\ewsumnmmd a(nwla .y gamd nermol) mﬂa:ﬂamumﬂw&hoxnde (6.4
(2x15 hase vvas

dgy%%gryno&wﬁ&aﬁ%ﬁ 3ies Tl b 01w e e Tpacin mixure
V‘Wa@ gto ure egﬁté bﬂﬂg ((:f §O ﬁﬁ)hyfd%n?nn angrv%]méred Th‘ﬁemlﬁétﬁrﬁads

en was evaporat e
t extd!qteéby EtOde (3220 ml)e Sm%lém Theresidie wasipurified by a

té) S%QAIL%M&{%@ )% glevde cﬁlredvc‘ril)?npountdo (1%3 g,
%%?ﬁ%‘%@?%% ;ﬁgaﬁﬁ“'f”ﬁt@ﬂc'ﬁbe%%%?%%%% .85 (m,

(O8CI1322 M, 2H),(20@HH), 2. %(mnsH)awms (APCYHMM) 213)1
1.39 (m. 4H), 1.35(s, 3H), 0.98 (d, J=6.6 3H),
0.90 (t, J=7.5 Hz, 3H): M5 (APCI) (M1)+ 1741 Usi ng

4365 ggss -DRHA Cgloé g(% gﬁ?ﬁi Péqaﬁzw-ggﬂggléﬂqwﬁg)’ﬂﬁ%@anoic acid
F?ﬁMhyA@SIEFCDBCD (3R 5S) - 3- Ami no- 3, 5- 174 (M1) 4. 84 (s,

21 2158 ok Lyl B ARREnip g o o
Q7B4C (as added’burgilithiith (14.4 ml, 1.6 M, 23 mmol) slowly. The mixture
was stirred at 0°C for 25 min and subsequently cooled down to —78°C. Methyl
acetate (1.76 ml, 22.2 mmol) in THF (7 ml) was added. After Stirring for 20
min, chlorotitaniumtriisopropoxide (11 ml, 46.2 mmol) in THF (10 ml) was
added and the resulting mixture was stirred at —78°C for 20 min. (S)-2-
Methyl-propane-2-sulfinic acid ((3S)-1,3-dimethyl-pentylidene)-amide (1.9 g,
8.9 mmol) in THF (10 ml) was added. The mixture was stirred at —78°C
overnight. The reaction was quenched by NH,CI solution (50 ml). The
mixture was filtered. The filtrate was extracted by EtOAc (3x70 ml). Stripped
EtOAc. The residue was purified by a silica gel column (Hexane/EtOAc 1:1)
to give the titled compound (1.61 g, 62%) as a colorless oil. 'H NMR (CDCl3) &
3.64 (s, 3H), 2.60 (m, 2H), 1.47 (m, 2H), 1.44 (m, 1H), 1.36(s, 3H), 1.27 (m,
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(3S,5R) -3-Am no-3,5-174 (M1)4.84 (s, 3H), 2.38 (m
2H), 1.58 dinethyl-heptanoic(m 1 H, 1.37 (m 4H),

wa2@4030708H) , aci d0.98 (d, J=6.3 Hz, 3H), 0. 91PCT/1B2004/002985

J=7.4 Hz, 3H) -101 WO 2005/ 030700 PCT/ | B2004/ 002985
Compound NameMs,'H NMR, 400 MHz, S, PPM APCI +CD30D
(3R) - 3- Ami no- 3, 5-188 (M+1) 4. 84(s 3H), 2.39 (m 2

L 55 80 ST S sy 78 s e

(3@1+ Riogp-8- Am no- 4-160 (Mr1)0.98 (m 6 H 1.20 (m 1
2 methyl -heptanoic acid(m 1 H) 1.43 (m 2 H
178m1 , 2.32 (m 1 H 247m1H)330(m1

J4?%3%6§éman§%§ﬂ'm%ﬁ£9%%%é% "5 120 (m 11

1. 39 - d,
J O 3A2 %iéﬁ!ﬁ@bﬁ(@SQX% d‘m‘lé}h)il»SG(?SX mm@thtrl)prapéﬁe@

J smhrmammoafheptanm aqzd methyl @i@nfgwegm 37 mmol) and

(kiR MR Ao B S B e Ahior o,

5 fHeasdivers viste ethiphed uridel detﬂrés&rb/l The residue was

cycl ohexyl magnesi um chloride in diethylether. Then

2 dhsauecim WS 1 oA fHaptes by EIGAC (21 & e NEpaaueous

X @5\53 t\la—ﬂ%\?é[b%r&ggﬁgtd s 'Tlﬁ réa*dge%&éc?{@& ﬁw 3 mixture of

| Iv&dieﬂma:ﬂnl)canddaetr@mmb e(om mt)u f’l‘hevmbctu?b iwasestirsdd &40°C for
for 30 mn, Then 13.5 nL (68 4 of
( 8P-win @Qﬂ@qwaﬁaﬁ\b@ﬁ%@t%@ d&ﬂ&ﬁ? 1*!? resifuenkasvashed

O@Lgh@%tﬁa&t%mﬁ& filtER rmaﬁéwum&yégtﬁ?eﬁ?g give the final

r'oom erature an
duag(3s, 5$1)e3-¢emnb+3)51-dvmethghhemihadlc dnjd (hEB2AgrT%)mas a

: white soid m.p 315-217C. HPRRRR (GBS $485 (o k), B3/, 21,
1.75 (m, 1H), 1.39 (m, 4H), 1.35(s, 3H), 0.98 (d, J=6.6 Hz, 3H), 0.90 (t, J=7.5
Hz, 3H); MS (APCI) (M+1)* 174.1.

Using the above methodology the following compounds were also

made.
Compound Name MS, '"H NMR, 400 MHz, §, PPM,
APCI* CDs0D

(3R,5S)-3-Amino-3,5- | 174 (M+1) | 4.84 (s, 3H), 2.38 (m, 2H), 1.58

dimethyl-heptanoic (m, 1H), 1.37 (m, 4H), 1.34(s, 3H),

acid 0.98 (d, J=6.3 Hz, 3H), 0.91 (1,
J=7.4 Hz, 3H)

(3S,5R)-3-Amino-3,5- | 174 (M+1) | 4.84 (s, 3H), 2.38 (m, 2H), 1.58

dimethyl-heptanoic (m, 1H), 1.37 (m, 4H), 1.34(s, 3H),

acid 0.98 (d, J=6.3 Hz, 3H), 0.91 (t,
J=7.4 Hz, 3H)
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dryi ng agent was renoved by filtration. The sol vent

was -102 WO 2005/ 030700 PCT/ | B2004/ 002985 renoved
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3 cmldwwirﬁ methyl 1 g
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D, 8mm52H%OBBQQd( 9%=15.86,
1)6 1QH353m1%0m 21&@ 1.39

td, J=6,16, .1.83 Hz, [1 H). MS|(AP /
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chayged with 10 65 g (44.7 mmol|)}=af.32, 8.05 Hz, 1 H) 2.69 (m, 1

3-((R) -5-cycl ohexyl
net hyl - pentyl) -2, 2-di
12.83 g (53.6 nmmol ) of

-3
Jrret hyl - oxi

pot assi |

watler, and 0.765 g (4

Hirfe44 {deldJ=3.78% 618 e, 76
rr,‘qzoqu)odate 70 nmL of

nmol ) of

t 0Si ¢ ‘aci d-

nonohydr at e.
acetone was renoved u
mikxamplehs dil uted wi

nder
th water.

The m xture was stirred for 46 h. The
reduced pressure,

and the
The 25 aqueous | ayer

P PR SR St S SEETIATe) 75, 2 off and

soI ventA flask waem'hacganmhdn 10ednic dry TiHF eswlcaoledtay@lC. To this

7.12 g (8

pmﬁsk(yvqﬁadaﬁdo goiﬁn‘i_l(i% r?nipalol)gl &L >
“heln®. 36 g"()1 7%%%|)(c%ppeil IPchidfrid WEStakeRtdp 60

(e

IS |n Oné%hSIVG

40%13@2%&% c@igride in

mL THF and added as a slurry to the Grignard reagent. To this mixture was

added 0.73 g (17.1 mmol) lithium chloride, and the mixture was stirred at 0°C

for 30 min. Then 13.5 mL (68.4 mmol) of (S)-citronellyl bromide was added,

and the mixture was stirred 2 h at 0°C. The reaction mixture was allowed to

warm to room temperature and stirred overnight. The reaction was quenched

by the addition of sat. aq. NH4Cl until bubbling ceased. The THF was

removed under reduced pressure. The residue was taken up in water and

extracted with diethyl ether. The combined ether layers were dried over

MgS0,. The drying agent was removed by filtration. The solvent was
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(R) - 6- Cycl ohexyl - 4- net hyl - hexanoic acid A flask was

web@sgadomni th 7.12 g (36.3 nmol) of (R)-6-cycl PCEKB20044002985

nmet hyl - hexanal , 40 nL water, 20 nL acetone, 4 nL

acetic acid, and 6.18 g (39.9 nmol) potassium

per manganate. The m xture was stirred vigorously 5
X%@@\/gﬁ -QP ?ecgqcégrb?&ts‘ﬁf?é Lc% {/\81?1 fﬁ@@pﬁgg%&bga%ﬁéar oil. The
Clcaade Ioﬁgeclhalq allgyl was nekteaaily elaractetizbd xantbwas Tagied on
conbi ned hexane, | a ers were washed with sat. aqueous
sadihost Birthgriwilicalian. | the hexane | ayer was cl ear.

The hexane phases vvere dried with nmagnesium sulfate.
The drying agent was filtered off and the sol vent was

r SRPS-0 deheﬁ;ﬂ-&méﬂxybpe@b&dmeﬂﬂyl axirapieel ded 4. 17

089 (A ﬁ%ﬁloaw%% oty 94 S5 (9t criae, HRPRET-

1 / th d
(R pal ARl (M e A
1511ommgll) of s&dwsrdzoarbdnatez “Theemixtineasss oealed ima 8@ bath.

A oy e Inlf=5 270D 4a%perspett 0 il e iy was

rdt | % abjBedhs<SoHi6 vmrtéwse@bldédél |
ggﬁlltgéd%r%h f ?p?l/ 'Fh@hﬁ@/ -'éﬂ ?n’ml ) |c;| r\]/’]al o;l/l chl ori de owy

wastidoldsiing Teased xtT be mwere peparaies), andphe prganic jayer was

{hatnBa byickhaeilid 18 S BRLAoI sodium sufiia and diied oyer magpesium
( JsﬁlfélefmFHé d@fnd addnt wasabhioved by viltrationd dad thes selwehtiwas

The m xture was allowed to_warmto roomtenperature o
ar@mgved updelfeeiRpg RTEsSHfRe TheEMaInig @éldluﬁéf‘/%ﬂ @.65 g (87%)

' pLh i 1" O PR, PR VPSR ) 100 (0, 650

gﬂzuzlﬂ) 1 441n1‘|€’>¢¢)11325 jgtmzw 189%(sa8d)) 85 {m, g.w)?) 600, § H)
a ar o0l m
0165 (riaf b 2098 U0.eee 1, 168124 60 P “@5@@% %38"

H 2.99 (m 1 H 4.76 (qd, J=6.83, 6.59 Hz, 5. 66
(d, J=7.32 Hz, 1 H 7.30 (m 2 H 7.40 (m 3 H) VS
( yn&dua(ymaﬂahylaaexanan WD 2005/ 030700

P /IBZO 4/ 0029

39) - 7_ &%mlmﬁi g A{ﬂflg mmol) of 3-((R)-5-cyclohexyl-3-
RhicAryE I QZOdlﬁTe'ih)ﬂJ&ﬁﬁhe 70 mL of acetone, 12.3 3 9 (53 6 mmol) of
oxaz |ne 3-car bonyl ) - heptanoic acid tert-butyl

epbtassmm periodate, 70 mL of water, and 0.765 g (4 mmol) of tosic acid-
monohydrate. The mixture was stirred for 46 h. The acetone was removed
under reduced pressure, and the mixture was diluted with water. The
aqueous layer was extracted with hexanes and dried with sodium sulfate.
The drying agent was filtered off and solvent was removed under reduced
pressure to get 7.12 g (81%) of a clear oil. 'H NMR (400 MHz, CDCls) ppm
0.87 (m, 5 H) 1.13 (m, 3 H) 1.25 (m, 5 H) 1.66 (m, 8 H) 2.40 (m, 2 H) 9.75 (s,
1 H). MS (APCI) m+1/z is inconclusive.
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A dry flask was charged with 60 nL of THF, 2.87 nL
(20.5 mmol ) of diisopropyl am ne, and the resulting

W 208030m0 was cooled in a -78C bath. To 5 t hiBCT/IB2004/002985

solution was added 13.3 nL (19.7 muol) of 1.48 M
n-butyl lithiumsolution. The m xture was allowed to
warmto OC and was stirred for 30 mn. at this

te ergﬂukg%gng qu)‘%é%o ut i on x@?s cool ed again to
( f‘R 5S)A fakk \Pn)asﬁzhé)‘gédmﬁmﬂ 1'249 (8. @mmﬂ%ﬁ(m%-byéloh‘ewm-

5- phenyl - oxazol i di n-2-one was added dropw se as
soﬂnethybhexan3|54ﬁimlowatHHE2Q oLanstenes dunk aggtic aeid; apd 5.18 g

st sflesaf s i, W AP B vy

q“ﬁxfé?ﬁigﬁt byhb hﬁxtu?@' Wiakithen frbatediwithasat. @qﬁmslsﬁdlum bisulfite

The sol vent was renpved under reduced

prani theeliquid decameraleard ddenigyichwas r—zﬁr@ﬁ@d witht hexamnes. The

c g raxand Hyess ki ety B G, efpUeby Sagum pisulfte unti

anpBMesahé thyrivites cﬂ@éNtThvlh@mheqﬁbse@Weré deied with magnesium
bi carbonate 'sol uti on. The ether Ia er was dried with

resyifats. UFne arying agentiuassitered offiang the selvent wasdemoved under

redyced : o, fi.ed

Capifine BIRESRIS dualfiolde 4 £R B B gl Ji° MR (400

a%Hetsbanmrﬁn oeaee(nmagsw ¢. 10(35(2:%388 (Hpn 825 r(u)'mf”ﬂ 3?36“% %H)za.o
m m m

dmgzléb VS (A FZC'N)'“"W%FDEH 6 H 2.41 (dd,

J=16.47,5.00 Hz, 1 H 2.70 (dd, J=16.47, 9.64 Hz, 1

H 4.31 (m J=9.58, 7.29, 7.29. 5.12 Hz, 1 H) 4.75

(qdR, ssmi((ﬁa .6-GyBldheleyl-4tmidfhyl-hexarial)-d-nTetbgl-5phenyiH)

7.31 (»E—P'?ss(m 3 H. M (APC) m+l/z = 430

(IQB@?;O@""IZ " group). 25

g S% eft (ag W%%ha@%mhutrh ﬁ?td"(w'g@ﬁ{rﬁbl oﬁWﬁ-&X@loﬂéXﬂA-

ester "A flask was char ged
( anémyhhmta)nmﬁ a¢ig RI@ 8)L- of- By anck.pb- mL (61.4 mmol) of

EI‘?E“ Pyianyns. op e ekcofedich 3o DR ap@ 24 iy | e
ﬁHg pividoyTlehftirideal@s addesl The miferd ivaBStiredtfor ¢ h arm°c
coo in a OC bath. To this sol uti on was added 0.57

( Thed 2179 g) (1614 B0NQl) eiEdESPlyehnasthleS- ﬁbﬂew;%rpé@%olwne Yand
2 of b {8 RN o iaB ARG ARRLEH GBiesT e mivure

bXNéshﬁlom?léMotwmmn 1] ro@ni%mpér&mrmd)stmlfedsmmrmghwﬂ'het e
6 nL water. The m xture -105 WO 2005/

pmmnmswmoag@smwa@d &t Jdv@osoavmxm SIEPPoRANG the residue

[ hg. 4T
RIS 1P R B et oo
gweaé og@smﬁant hefra créar un eéH\an (400 dHZ 'RDIOI@ﬁeppm 0.89
was made acidi ¢ sl ow addj ti o
(m 8 H) 1.16 (m, 6H)168(m 9H)287(m 1 H)299(m 1 H) 4.76 (qd,
J=6.83, 6.59 Hz, 1 H) 5.66 (d, J=7.32 Hz, 1 H) 7.30 (m, 2 H) 7.40 (m, 3 H).

MS (APCI) m+1/z = 372.

—104—



10

15

20°

25

30

conc. HCl ag. The aqueous |ayer was extracted with
di chl oronet hane. The 5 organic |ayers were dried with

wora@sesi7om sul fate. The resulting oil was purPET/EBR0GY00298S

col um chr omat ogr aphy (el uent 3:1 hexanes: ethyl
acetate). This gave 2.19 g (79% of a clear oil. 1H
NVR (400 MHz, CDCI3) 8 ppm0.88 (m 5 H) 1.17 (m 10

e i) ‘750@995%6% o s bl o,

5 éﬁaz‘dmdmb Bl)carb‘dﬁybﬁdéﬁlténdb“ééld terlibutw esm0nc| usi ve.
no- 7- cycl ohex tanoi c acid

(ot Bainullaak ns Gharges whaBa L ol THF o5 88 Tl (2.5 2hmol) of

> astefool s <t 0 BHGUAY BB Nen ves sopisd i e G gath. To
rrLthqs‘ sd>lut|mm,s #ldeds 3-mlLy( 106 ﬁﬂml)mﬂ ). 431M n-butyl lithium

?fﬁ i phbe aﬂ&tﬁ%dwgs alowstias akmip 0°Galakas siged far 30 min.
aiThid teftodr80f8. TIRIBBRAdHiforAREs bB5BAGRIEE 1acdlifiy 6.10 g

st|rr uene was nnved un
r e(d Bmemnpml)s9&@&5?)5\&(@(F:])kﬁec?@lehe$q$4vmethyﬁhexanqyl)+4¥methyl-5-
The et her r was wa |
o e kool Be ws SIHeh OB a9 SORURD 45 TRl sf THE.

r em&%tweeway rsﬁfe@fml 4t5f}ﬁ.rf: Q?B"C?' Oﬁqﬁgy)ﬁ V\Eﬁ%‘}‘ﬁr\lvarm

up 1n 3 heat e ref
m@i@ﬂly%s%e@@ve& Sdh dEhe rmmnoadnlptuee wasauenched iy the

r esj turat ed th.ether. Thi i ded 1.

G SR it . O Ui, She slfeRs whk Smaveq tnder
S gues IHetw
bﬁﬁ‘éﬁ@%‘%ﬁ?’ﬁ%ugha?%%lgﬁaﬁ?gﬂ@b%ﬁ@“%% LI ether and

waaier. | The gther layer wasnedeaiediandovashes suacessivelyrwith sat. aq.

SR BP0 5 LA LR e
metinayer. wahdsedwitie nﬁhg?fe@uﬂn glifatee THeussivartvis rebibved

VR (400, Miz, CDOI3) 8 ppm 0. 85 (m 2 H) 0.88 (d,”J=
8 upgder rgduced pyespure; am\t 6 regidye waspyrifiediyy colemn( ddd,

J ﬁﬁ:r@gg% (ofhefif 14 heka bs Eé}h}lla‘%fs)tétg) 4§m?)0q§&eﬁ1§'8(52%)

- 16f 8 whité. StlidHZH NMH)(430MH£HCDGF§5%m 6 85(m%8 89 1. fu ?rﬁ 8 H)

= 256.
msgom/@,urw%@m W3 (o deth 47 5.00 Hz, 1) 2.70 (da,
(PE1or, SoARDY Hy £47 (RL 98567130, V2o, WRE HIOH HPS!7S (G,
( 325.58) 6-50cHa, oMY 5 SACHO B 0B- i 1K) 11 (V%13 VG388 ),

an e m Xture

i h(ﬁepééfﬂ‘%vzr'efléaﬂoﬁ%@fhﬁﬁrﬁmuﬁ%e m xture was cool ed

to roomtenperature

- (8)-2-((R)-4-Cyclohexyl-2-methyl-butyl)-succinic acid 4-tert-butyl ester

A flask was charged with 4.13 g (8.50 mmol) of (5R,3S)-7-cyclohexyl-5-
methyl-3-((4R,5R)-4-methyl-2-oxo0-5-phenyl-oxazolidine-3-carbonyl)-heptanoic
acid tert-butyl ester, 100 mL of THF, 25 mL of water, and the resulting mixture
was cooled in a 0°C bath. To this solution was added 0.57 g (13.6 mmol) of
lithium hydroxide monohydrate and 3.48 mL (34 mmol) of 30% hydrogen
peroxide. The mixture was stirred 2.5 h. The reaction was quenched by the

addition of 4.29 g (34 mmol) of sodium sulfite in 26 mL water. The mixture
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and the sol vent was renoved under reduced pressure.
This provided 0.340 g (88% of a white solid HC

W@ 2006/03@760 NVR (400 MHz, CD30D) 8 ppm 0. 87 (s, PCH)B20041H2985

(d, J=6.34 Hz, 3H) 1.21 (m 6 H 1.35 (m 1 H 1.43
(ddd, J=13.85, 8.24, 5.98 Hz, 1 H 1.55 (ddd,
J=12.81, 6.34, 6.22 Hz, 1 H) 1.64 (dd, J=8.30, 10 5.37

L s Alopibio it i fefppsiiteynd sthsad pvdraighy The THE
HZ wad rEtnovid &ﬁ@ﬁédd@é&@?es‘su?é‘&nd ﬁ%@@heﬁniﬁ?ﬁ?tﬁéitalhwias éurther

R 5S)-3-[3-(2,4-Di fluoro-phenyl)-pr op|_o_n)é yl -
- pHiluted-vdthawaterdiThewateblayaewas madekacigdie by ke glow afldition of

sfggm%ﬁéﬁg%mé%ggﬁs %ﬁe#@% %léﬁ%gtgg %ﬁﬁﬁ&ﬂ?romethane.' The
ﬁrrL bg%éh{é RIyeREwerkErict with hfagnearint SalfRe. The 065wty 3 whs

~ trimethyl acetyl chloride was added slowly. The
mi purifies bcokimn elyamatearapby (eluent 3rhbaxaness eyl agetate). This

e 2190 ab 6t Biedl ot $1R0ur 400 Mz, GPGlaLS RmLG88 (m, 5
ThE) 16N 0 W9 4 4?0\1\6%%%,"7 oy @m%@e.%?sas’rdﬁz,1
ght. Th er ff, and

e solids were fil ed off,

t hid) 2E0vemt1 8. 87etmvsd.fh $:09, 1501, 49 plzed H)r MS (ARE!) m+1/z
resi.due vas taken up in diethyl ether and washed wth

saf INCRCUSNRHni um chl ori de, sat. ag. sodium

bi carbonate, and the sol vent was 25 renoved under

reduced pressure. The crude residue was purified by

c oi3%R)-3throingt Hgyelphexyl-5-meltyhepiapaistasicheeting esiels

Care 5oy PReWHS cBludbd Wit 2 &) 0 4,28 pirhd 87 (PPN E eysiphexyt
- @-M&Wlmmfégod:nﬁgi}: racﬁw&t-bosrl ésték,aﬁd(gﬂ\_ﬁc?‘ 5?'??32’?‘3:935 mL

with 54 g (156 ). of (4R 59)-3-[3-(
-pHEMRA mlhel teathyjaningeang il 4519k dGy/i1-BMDA di n- 2- one

a . 0 . .

S ioshhoflitziog P Tnd mikhpe Wag Sied for 15 min. at room

- t8fpefatutenarsd trcdnhéa:baéu mﬁstm"@anld $fized fdrtq 7T gerto:u);nefwas

1 M NaH THF, t ) | d,,

F ghmioh vk iiges FSheuns, SIS SeHBBNH BB b eom

aqdRel CrPéineeidyer Was vRIRPeALGSIMUICPAg., ¥athrt BRd brine. The
g% was d to -40 d 5

reacti on m xtur war nme to -30C an
stetherasiag amaves! indefhreducattpiesaund, andrike aagleggecydrede was

Bﬁalg]nepagﬂgy&?@}l %fgs 38@ Hg%@%[ :ﬂé&aﬁ&x fo-l;rbeh.ﬂf'ﬁemv@astef \?vgg\fg%oved ‘
under reduced pressure, and the residue was triturated with ether. This
provided 1.45 g of an impure white solid. A portion of the white solid was
dissolved in methanol, and HCI gas was bubbled through for 15 minutes. The
acidic solution was stirred 2 hours. The methanol was removed under
reduced pressure, and the crude ester was purified by column
-chromatography (4:1 dichloromethane: methanol). This gave 0.356 g of the
pure ester. 'H NMR (400 MHz, CDCls) § ppm 0.85 (m, 2 H) 0.88 (d, J= 8.00
Hz, 3 H) 1.15 (m, 6 H) 1.26 (m, 1 H) 1.36 (ddd, J=13.73, 9.21, 4.64 Hz, 1 H)
1.51 (m, 1 H) 1.65 (m, 7 H) 2.28 (dd, J=15.86, 8.78 Hz, 1 H) 2.43 (dd, J= 16.0,
4.00 Hz, 1 H) 3.28 (m, J=8.97, 8.97, 4.39, 4.27 Hz, 1 H) 3.69 (s, 3 H). MS

(APCI) m+1/z = 256.
—106—



residue was partitioned between Et OAc and water. The
organics were collected, and Et OAc was renoved under

w0 e@sosdopr essure. The resulting crude oil waBCT/IB2004/002985
purified by colum chromatography (3:1 hexanes/ EtOAc
eluent) 10 to get 29.5 g of an inpure oil that was
used without further purification.
(S)-2-(2,4-Di fluoro-benzyl)-butan-1 -ol A flask was
charged with 29.5 g (-78.6 nmol) of
( 4(BSW)—B(!B)H®-'( -2ydohexyl-5-methyl-heptanoic acid

O R A S B e .
CORRES ool S AR sl B

5 adeizsihediechai mﬂummrn[gﬁt rrT hmtm)etute)wah eooledde reahuemperature
L S ged e 3o SPREECIEES 0040,
: 3 ?fj%ﬁ‘ a\vhite ga%crgu Uty NMF@Q @é%@;?ﬁ%&ts P 0.87 (s,

on mxture er at ur
r AH)\EES (0 0d:6.84 tizc BH) maas(au 16eH) 235 (mel H) eesteo(uddmsw 85,

SR BB B8 o B SS90 Lo,
10 "¥®Yeg Y W?} 74 Sﬁﬁgﬂ DEP IR ﬁnz%dgtilﬁH%b Fﬁesldﬂ@ﬁ 1H) 3.59

purified by col romat ogr a

Et(@A0}7 w2, TtV ) VS, 5.48 Uz(ﬂﬁ% MS (APCI) m+1/z = 242.
(S)-2-(2,4-difluoro-benzyl)-butan- 25 1-ol as a clear
oil. (2S)-Methanesul fonic acid

-E(X%%éhsﬂ uor o- benzyl ) -butyl ester A flask was

0 Wwith 7.2 g (36 nmol) of
( $R39)3-1B-@. +Diidrasopbenyl)-progiomdh4-1rethylairheyiraxaaplidin-2-
di chl or onet hane, and the sol ution was cooled to OC
15 38"%0 this solution was added 7.53 ni (54 mmol ) of

triethgl fﬂi@kﬂﬁas aﬁwgé@wnngygmw&mmbl) Iof sokzanbmubm-pﬁenyl)
min. Then net hane sul fo

c prapionje a@ais 788dald OHTHEmg@)fSZﬂw@Lr@ata@mmmﬂat J}qe mixture

*bigpspaledlw el 2R B SR e i 655 2nbg How.

UTHE mixiueé Wa%ohtﬁfe@&fdld ﬁ’Jr 13MdThEs 80§ 31@0 Wifol) of LiCl and
partitioned between N HCl aq. and i ethyl ether.

20 TH8.1eg pb(4S,akEA- ma@yb@nh@avlwaaﬁudm%ﬁea wastaddast.  The,.

Gk wi SRaROE T et Eefin e BRI Bug Blfed YE g e
eshiRls weare filenay off, armime gohibin edhspiegsuedeundBiiréduced pressure.
procedure gave 9.54 9599 of (2S)-mnethanesul fonic

aghe resigye maalta'r%walrb@ﬁm ptheni@apd wasfiesy with sah agr ange
Ohhn%o r@dﬂ?&rﬁfé aht. WaSsHFEM MEAMBRNAtd, YnbRE solvent was
25 removed under reduced pressure. The crude residue was purified by column
chromatography (3:1 dichioromethane/ hexanes eluent) to give 54 g (99%) of
the titled compound.

(4R,58)-[(S)-2-(2,4-Difluoro-benzyl)-butyryl}-4-methyl-5-phenyl-oxazolidin-2-
30 one
A flask was charged with 54 g (156 mmol) of (4R,5S)-3-[3-(2,4-difluoro-

phenyl)-propionyl}-4-methyl-5-phenyl-oxazolidin-2-one and 300 mL of dry
—107—



10

15

20

25

30

(S)-2,4-Di fluoro-1-(2-iodonet hyl -butyl)-benzene 10 A
flask was charge with 9.54 g (34.3 mvol ) of

w@ 2@posevhanesul foni ¢ aci d PCT/IB2004/002985

2-(2,4-difluoro-benzyl)-butyl ester, 10.3 g (68.6
mmol ) of sodiumiodide, and 60 nL of acetone. The
sol ution was heated at ref lux for 30 h. The acetone

was renmoved under reduced ressure, The residue wa
pafftif, aoddae Splstioe svasieaokd terd Bhex diodbis Sﬁh‘éﬂ%}‘gaﬁ added 172

l a r(d\ﬁéné\&ll) g@ﬁ%ﬂﬁpﬁaﬁhﬁﬁ, EE?]IZRH\A% ;NHS stirred cold for
unq'fh’ Tﬁéﬁisgm? Prrsmipiot) of sy tiifate wad ddet dﬁapmse to the
0

urified b um chr onmat ogr aph hexanes el uent
'?'hegolpte)a@ém@ afslBegeactipn rgmtﬁy&%\@s(warme to —40 to -30°C and

ol étérlreci OrII f.égl(.) hielrebtiion ARATFE HES githoHel RPfeStfifioh Bf

2- hghdolbrine. 5TI[1€THF wasl rémmdaummnzgdmedans%&-am the
| - 4-0oxo-tetrahydro- rimdine-1- arboxy caC|

rretewdueewa%pamtpnaglb et REpfean apigsauere

SOFQ}EG,C%#,%@ coé‘* e@g% P&ﬂ%n%i Hdge gl"'%‘%% ;{r?gglirgh eTh% resulting

1h@ruMbrbaleﬁslbuilﬁédﬁbymmlam(;mhromatogrgmmmt hwnesi dOAc eluent)
The m xture was 25 warped to 0C stirr for..30,.

mi 1RGP Fraeof @ndmpugEe QAM&@%@%@ hout firther giriifgtion.o

g (8.76 mml) of

(2S)-2-tert-butyl - 3- net hyl - 4- oxo-t et rahydr o-

py (S)Aa-(@, 4diflucrartmmzyl)ibutareieblmet hyl ester was added as

| ut 10 t
?OSSC“aAX«%# Neparasd with 25,4 Ve g S 1853 oS -0
t f
SOH P D P o B A s 20 -
vva%HEddndi thesselutien wals molad tpIG°C. Tn@ separaiedlagks11.9 g (314

st irr 78 T

Fofodim gyt e sl Ui 70 il Siate i aded
da& WSOV AT infHutéd 16 theamids sellidr: NEbe miikAre\@as allowed to
2005/ 030700 PCT/1B2004/ 002985 with sat. ag. amonjum

chwarm ¢ reasn iemperatameeantt stireec @varpighh e f%ﬁ%l%d@lxture was

i il Aot B P 3 (FobRifY B8 B2 RTURE

P Ufdnip et gtubey <(zﬂ°cyrnTEIFrwaﬁterg0\a¢ﬂwndé} rédbesthpresssurdstanicthe
el uent) which gave 1.67
2- tasiduepyas /fakenup. lpj%aag$| Jgpglegane layer was washed with sat. aq

b I
CSRdpiorbohar: THMpehediger Bhs FRMplER dor dLoed

( Z&eéa)xreZaﬁmmmmdud wés prifled b Icotumn bbmwyatpgrwtm(o@ d

S?hgx&&as Ag Qlc 2gr ed7 4 gt &BQA-, of?SH (% 4- mo}o %enzyl) butan-

1-ol as a clear oil.

(2S)-Methanesulfonic acid 2-(2,4-difluoro-benzyl)-butyl ester

A flask was charged with 7.2 g (36 mmol) of (S)-2-(2,4-difluoro-benzyl)-
butan-1-ol and 30 mL of dichloromethane, and the solution was cooled to 0°C.
To this solution was added 7.53 mL (54 mmol) of triethylamine, and the
mixture was stirred cold for 5 min. Then 3.1 mL (39.6 mmol) of methane

sulfonyl chloride was added dropwise. The reaction mixture was stirred at
—108—



10

15

20

25

30

10
di fl uor o-benzyl)-butyl]-3-net hyl - 4-oxo-tetrahydro-pyri

wor@sns0706 car boxylic acid nethyl ester, 20 nlPCi/iBeas02985

and 20 nL of conc. HCI solution. The m xture was
stirred and heated at 110C for 4 days. The sol vents
wer e rennved under reduced pressure. The residue was

K d4 d f
s apom Bmperabire b “Tad SeforempfBhedia ifiqed tnder
d'r&&ﬁc?éd’?%é@@ﬂee andife mﬁa‘s puRitioned bederct dHONEq. and

he wat e renmoved under reduced pressure. The
r efiettiyeethas. Theathed layier was calleeied andi washgdawith sat. agdsodium

h h
e 6 B IR0 9 e
'?ft@ Wﬂ@kthéﬂwé’s’ r%ﬁd\ﬂéﬂ%demﬂlcedlp?béwwnﬂwmpmcedure

eluen The resulting white solid 20 was washe

atgalverQ 54 (gl (95%) of (S )emethanesulionic aaid 2r(3.4- dgm%o@@nw) butyl
( 2Rl a0 arangsalh e e v sl Wit ytherpurification.

acid as a white solid. It should be noted that, as
used in this speC|f|cat|on and t he appended clains,
s.(sgavhlanfmroﬂr8so§<umﬁtm{lsbuwl)"benaﬁne and "the," may

o R LS5 il 05 ebnoutons

OHRRY 2i(3@-difftiore-bdney) Lusyiester, T@Bcgr (680 mmolpof sodium iodide,
conpaosl tion containi ng

siang| &9 BB AGRIPNS: Fhﬁ(ﬁ%‘l‘t'%wgg E‘Sﬁfﬁﬂﬁcréﬂ for%gelg oThe
bg@s cﬁe ?sr %}%e i d&tf ué&ﬁﬁr’éb@ﬁl‘eonmesrésmu%ﬂﬁﬁéi ﬁ%ﬁ{tlgned

restrictive. Many enbodi
Wbktwéen aaperrasilt hm(aneslo%em‘rgamc layjer wasi cmllehtedaartd wpshed

o S SRR B P RS BERRCB) e e

N f 8olMRn chromat h
SRR EnalRien BesAiaY pafed Y Solifin chromatography

d exanelsealuent) hThiefpeocetuge geve B/ g BL¥d of (Rrahmifluoro-1-(2-
00{{10%%% lEb full scope,of e@w val ents. to whi ch such
ethyibuil-bereene SRR V30700 PCT/ | B2004/ 002985

.CLAII\/SV\HATIS CLAIMED I'S: 1. A conpound of fornula I

or a pharmaceutically acceptable salt thereof

mﬂeteﬁrButHiS-i[% (241iluasgdenayripubi]-3-methyh4pxgrtetrahydro-
o%ty'nr%?c? e- -calfgé}y)l&: lécﬁ:‘llm‘é"uwj ekfef™
A flask was charged with 1.35 mL (9.64 mmol) diisopropyl amine and

15 mL dry THF. The solution was cooled to —78°C and 6.0 mL (9.64 mmol)
1.6 M n-butyl lithium solution in hexanes was added. The mixture was
warmed to 0°C and stirred for 30 minutes. The mixture was cooled again to
-78°C and 2.0 g (8.76 mmol) of (2S)-2-tert-butyl-3-methyl-4-oxo-tetrahydro-
pyrimidine-1-carboxylic acid methyl ester was added as a solution in 10 mL of
THF. This mixture was warmed to 0°C and stirred for 1 h. The anion solution
was cooled again to —=78°C and 2.99 g (9.64 mmol) of (S)-2,4-difluoro-1-(2-
iodomethyl-butyl)-benzene was added as a solution in THF. The mixture was
stirred at —78°C for 4 h. The reaction mixture was warmed to —21°C and

stirred at that temperature for 5 days. The reaction mixture was quenched
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one to five fluorine atons; R2 is a hydrogen atom or
(Cl1-C6)al kyl optionally substituted with from 10 one

W@ 20060080504 | uori ne atons; or RlL and R2, togethePCTB2004/002985

the carbon to which they are attached, forma three-

to six-nmenbered cycloal kyl ring; R3 is a hydrogen

atom (Cl-C6)alkyl, (C3-C6)cycloal kyl, (C3-

C6) cycl oal kyl - (Cl1- C3) al kyl, pheny. . .

ph&ity sat eg- @g)réq)rpqun gr&;ﬁeﬁqlutl%} 'biﬁrq:ragp rﬁgflonlrglxture was
%ﬁ{a@uen!\’@%&hﬂ dthér. aJrr?fe{ém@PWaw@uhe%&uhdmeawsé pRéssure,

are"optionally substituted fromo
t carid e druderresiduaasturified by leelyshie oltomsatdgraphy (8l hexanes/

B LY B i PR e Balgro-
SUBSHAD USR-S BRAIRBAL AN EHE KRS 1-Mrbbxylicaseia Msthyl

tituents indeperndently selected f
chésteoas &lwhiteosol®@0 ami no, nitro, cyano, hydroxy,
(C1- C3) al kyl am no, (Cl-C3)al kyl optionally
substltuted wth fromone to three fluorine atons, and

t hF- ené@@fb lﬁ’-ﬁ%)ﬁoﬁ@thyﬂf@{dhl-dlfﬁiépéobbhwlﬁﬁe%arfoﬁb Adigm one to

uori ne atons I's a hydrogen at om or

(Cl- Ce)ﬁaﬂask waptchargsid with 015eg { t.8tremolliof B-terdtyldmi-(24-

( sy hee TaphB iy o PRI Harboryi acid

I(@?% g SQEF P ALUBxanel 43d B0 mD % corE) HO! solution. The mixture
1 B2004/°002985 R4 and R5, together with the carbon

t ovashstirred aeg hepiedatiidORSdor 4 8ays.aThe splvents were removed

2 HEE POUCES 5o 08, P e o ko P iR 20HL 4B and 4
Rirof¥é of E8nc. T stfutione Thet aquevuistiayeraved wasBedwithogen

atons. 2. A compound of Claim1l ha structyre
r eqnm@r@megbaw%e Raugoys layer was 09 g? @@Qéb? 'V\@iﬂ yas
I 1
GFTAH L faBh quoBd fCeurth q’h@'@?@? Y& ey Whied i br
a themylatine pamdithedexcass mmmdamlmﬁ wak aemoteth andegreduced

et e TR oS 2o bseln rcfatogragy

and.g%; RHGOLEMEBA, dichloromethane eluent). The resulting white solid
was washed with acetonitrile and dried under vacuum. This gave 80 mg
(24%) of (2R,4R)-2-aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid as a
white solid.

It should be noted that, as used in this specification and the appended
claims, singular articles such as “a,” “an,” and “the,” may refer to a single
object or to a plurality of objects unless the context clearly indicates
otherwise. Thus, for example, reference to a composition containing “a
compound” rhay include a single compound or two or more compounds.

It is to be understood that the above description is intended to be
illustrative and not restrictive. Many embodiments will be apparent to those of
skill in the art upon reading the above description. The scope of the invention
should, therefore, be determined not with reference to the above description,
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15 as in Cdaiml with the proviso that RlL and R3 are
not hydrogen atons. 4. A conpound of Claim 3 having a
w@eoaosarne represented by fornula |V CH3  H2N, P¢HIB2R4/002985

HO2C CH3 |V -113 WO 2005/ 030700 PCT/ 1 B2004/ 002985 or a
pharmaceutically acceptable salt thereof, wherein R3

is defined as in Caiml with the proviso that R3 is

not a hydrogen atom 5. A conpound of Claim1 haying a
stoutishould instead berdatermiped withiefgranqeiq the \';‘Ppsfﬂd%fy claims,

phar maceut.i cal accept abl (IR al=Ys i
Reforigviane Tl oo BuBaRrlly whief stth catig o Bniffea,
proviso that Rl, R2, R3, R4, and R5 are not

si mul t aneously hydrogen atons. 6. A conmpound of C aim
1 having a structure represented by formula VI H2N R3
HO2C R5 10 R4 VI or a pharnmaceutically acceptable salt
t hereof, wherein R3, R4, and R5 are defined as in
Caiml with the proviso that R3, R4, and R5 are not

si mul t aneously hydrogen atons. 15 7. A pharnmaceutica
conposition conprising a therapeutically effective
anmount of a conpound of Claim1, or a pharnaceutically
acceptable salt thereof, and a pharmaceutically
acceptable carrier. 8 A nethod of treating a disorder
or condition in a mamml, including a human, the

di sorder or condition selected from -114 WO

2005/ 030700 '
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PCT/ 1 B2004/ 002985 epi | epsy, faintness attacks,
fi bronyal gi a, hypoki nesia, cranial disorders, hot

wo b@siarEpo and essential trenor; chem cal depenPEntB2064/002985

and addictions to al cohol, anphetam nes or
anphet am ne-1i ke substances, caffeine, cannabis,

cocai ne, heroin, 5 hallucinogens, tobacco, inhalants
and aerosol propellants, nlegh"g opi oi ds,
phenyl gl yci di ne derivatives atives, hypnoti cs,
benzodi azepi nes and ot her anxiolytics; wthdrawal
syWhtAtS ELAMER &I wi th t he dependenci es, addictions,
or addi ctive behaviors, including ganbllng; and 10

raln cle spasticity, hypotonia
A§QP9E%¥Bd ‘¥HV¥qF irritabl e bowel syndrone,

chronlc pai n, acute pain, neuropathic pai n, post
herpetic neural gia, |ower baRBk Rain, surgical pain,
vascul ar headache, sinusPaea§Ach Hgﬂwronic headache,
i nfl ammat ory disorders, rhe ' arthritis,
osteoarthritis, psoriasi ' di fication of
osteoarthritis 15 di seas€, dfyr sis,” prenenstrua
syndrone, prenenstrual dysphori ﬁorder tinnitus,
and gastric damage; the nethod conﬁrising
adm nistering to a mammal in rdeed of such treatnent a

th ti | . ffecti t d of
% aherecautcalS e b St PotRloRRerB onl
thereofy, 29 Wdr ﬁgﬁﬁ%ﬁﬁﬁﬂoﬁ& dSﬁlgylg&)t%nﬁII?Quﬁiﬂﬁul‘éﬁ with from

condition In-a I ncl u hunen
diopertd dive fluodne atarngin sel ected from delirium

denent d .ammest,ic or,-other,cognitive ar_.. .

our ouEgim AT IET Atol JrlHiiepalLpbsitypdgvit from
dioh8as five Hubfing &iopis; or di sease, Al zhei mer’ S di sease,

senil e denenti a, dermentia of the Al zheimer's 25 t

menor y RdiasdRietogeiheraithatheearben tawhighdhey pes attacggd form a
a due to HV disease,

hgﬁg 'f"ﬁ%@%@%ﬁ@%’g@%ﬂé aseu Hunt i ngt oln s

di seas P i phtimgnarome (CLOpIALOUC el s@ase,  or

due to nult aeti ol ogi es; ment di sorders

i @m)cugloa&ybtgﬁn&)aﬂ@l P@?@Xi ﬁ@@ﬂ)ds(cﬂ%é@'&)di agldyém puidyl-(Cq-

e
<SR iREE, (e S ER F5oloBoRnhRiel o subaEhiy®,
s pptisreily substithtedOvitt) ABND8AE Edfive fluorine atoms, and the phenyi and
pyridyl substituents and the phenyl and pyridyl moieties of the phenyl-(C4-

Cs)alkyl and the pyridyl-(C4-Cg)alkyl substituents are optionally substituted
with from one to five substituents independently selected from chloro, fluoro,
amino, nitro, cyano, hydroxy, (C1-Cg)alkylamino, (C4-Cs)alkyl optionally
substituted with from one to three fluorine atoms, and (C4-Cs)alkoxy optionally
substituted with from one to three fluorine atoms;

R, is a hydrogen atom or (C4-Cg)alkyl optionally substituted with from
one to five fluorine atoms;

Rs is a hydrogen atom or (C¢-Cg)alkyl optlonally substituted with from
one to five fluorine atoms;
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.salt thereof. 10. A nethod of

PCT/ 1 B2004/ 002985 extra- pyram dal novenent di sorders
i ncl udi ng nedi cati on-i nduced novenent disorders,

WO pbs08li70g neur ol epti c-i nduced Par ki nsoni sm  PCT/IB2004/002985

neurol eptic rmalignant syndrome, neurol eptic-induced
acute dystonia, neurol eptic-induced acute akathisia,
neur ol epti c-i nduced tardive dyski nesia and nedi cati on
5 i nduced postural trenour;

r Down' s syndr one;
denyel iRaanchBsdpgethsewith Hag carbry tawhichpiney sk aHached, form a

d | ol I i S; j ph I hy,
eregate granantered SRl iper iy © "o P
[ nducecher]ggrw@ ) atoin G FeY)akyl;c neur al gi a,

trigem nal neuralgia, 10 segnmental or pntercost.al

neur al giith thecprevise that & Begiadis, Fiscanck Re e POk sigiulipggously

di sorders_d to acute or chronic cerebrovascul ar

d Eﬁgqqﬁﬂo 'ng cerebral infarction, subarachnoid

haenorrhage .or cerebral oedema; the nethod .

cenpri 9 sampeuhtbsCRIlmghawng Astmeturelrepreseried byffosnula 11

15 treatnment a therapeutically effective anobunt of a

conmpound of Caiml or a phargggeutically accept abl e
ating a disorder or

condition in-a mamual , g udi man, the

di sorder or condition sel%ec sl eep di sorders,

i nsomi a, drug-associ ated s|eepl @gssness, REM sl eep

di sorders, hypersomni a rcoIBpsy, sl eep- wake

cycl e disorders, sleep a syndrones, parasomi as,

restless leg syndronme, jet lag, periodic |inb novenent

disorder, altered sleep architecture, or _sleep

dics erpermagsaticillytaedepiable saii therawsy wharein Rir Re @inddns are

wor k hours, the t conpri sing adm nj ' t he
raleiapd s 1 Gl D en biovieg a3 Pale BhidoRl it

ef fective anmount of a compound of 25 Claim1l or a

ppar magestihpelny oPCRARNAMnG &lstruchae eopreséitedAynieriata 111
of treating a disorder or condition in a mammal,
including a hunman, the disorder or condition selected
from nood disorders, includi ngClgpression or

depressive disorders, -including single episodic or
recurrent major depressifgN{i A3 dysthymc 30

di sorders, depressive neurosfs and neurotic

depression, nelancholic -116] WD 2805/ 030700

PCT/ | B2004/ 002985 HO,C

or a pharmaceutically acceptable salt thereof, wherein Ry and Rs are defined
as in Claim 1 with the proviso that Ry and Rg are not hydrogen atoms.
4, A compound of Claim 3 having a structure represented by formula IV

EHa

H,N_ AL _Rs

HO,C
\Y%
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depression, including anorexia, weight |oss, insomia,
early norni ng waki ng and psychonotor retardation,

W@RoopiosEho depr essi on or reactive depression, PODIB2A04NH2985

i ncreased appetite, hypersomia, psychonotor agitation
or irritability, seasonal affective disorder and
pedi atric depression; 5 bipolar disorders or manic

depression, including bipolar | disorder, bigo&ar I
di @ pharmaceuicallyaesapiable salbiheseof, WhRHRIR Padg detinrd as in

a l.SF [ 18V di ; ' di sorders,

i %\aﬂhﬁn‘g gleg ch}iﬂsgoo%rh g{eﬁs \‘/ﬁsﬁ%gﬁydv&%ﬁl{o@gor aphobi a,

agor aphobi a wi t hout history of panic disorder,

speci fic phobias, including 10 specific ani nal

phBibi asA cempauindafKiaity haviogal stpletwieaepresented by formula V
obsessi ve-conpul sive disorder, stress disorders,
including post-traumatic strgss diggorder and acute

stress disorder, and gqmgyglﬁz aﬁxhgty di sorders;
borderline personality diSorgér; hi zophreni a and

ot her psychotic disorders, incRygdi ngR45

schi zophreni f orm di sorders,.-.schi zoaf f ecti ve di sorders,

del usi onal disorders, b2l psychoti c di sorders,

shared psychotic disorders, psychotic disorders with

del usi ons or hal |l uci nations, psychotic epi sodes of

an) L Oarm R BENINPSRABIIC Calt MerboP WHERAR F, RESHE TR bd Rs
no 5? isorders rncludfng severe maj or depresstve

di srerdafined 28 imBidind1 sdthdhe pradsmttiahRadRwi R4y Rasqod disiare not
ingaacute mani a and depressi on

di sorders incbﬁg

assipultaneQusly byAmoBEB@IMS sor der, nood di sorders
associ ated with schi zophreni a; and behavi ora

di sturbances associated wth nental retardation,

awg,i st igcompdandef Claimdi havirg et stilichredepresahtedisy formula Vi
nmet hod conprising adnministering to the mammal in need
of such treatnent a th peutically effective anount
of a compound of C-aim a pharmaceutically
acceptable salt thereof. 12{ A conpound selected from
the foll owi ng compounds an hei phRgmaceuti cal 'y
acceptable salts: 30 no- &7 5- dnget hyl - hexanoic
acid; 3- Ani no- 4, 5-di net hyl - hept anqj cRacid; -117 WO!
2005/ 030700 3- Am no- 4, 5-di net hyl - oct4noi ¢ aci d;

VI

or a pharmaceutically acceptable salt thereof, wherein Rs, R4, and Rs are
defined as in Claim 1 with the proviso that Rs, R4, and Rs are not

simultaneously hydrogen atoms.

7. A pharmaceutical composition comprising a therapeutically effective
amount of a compound of Claim 1, or a pharmaceutically acceptable salt
thereof, and a pharmaceutically acceptable carrier.

8. A method of treating a disorder or condition in a mammal, including a

human, the disorder or condition selected from:
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3- Ami no- 4, 5-di net hyl - nonanoi ¢ aci d;
3- Am no- 4, 5- di net hyl - decanoi ¢ aci d;

W@208510800001- et hyl - 5- met hyl - heptanoi c acid; 5  PCT/IB2004/002985

3- Ami no- 4- et hyl - 5- net hyl - oct anoi ¢ aci d;
3- Ami no- 4- et hyl - 5- net hyl - nonanoi ¢ aci d;
3- Am no- 4- et hyl -5, 6-di net hyI hept anoi ¢ aci d;

3- Ami no-4-et hyl -5, 7-di oct noi.c a
3- Ani nEPUERS lntgegs aﬁ%&shf){tpro %,I hyp. Eqr%‘snalgramal

3- 5 it € acid;
SO en g Repeg. 4] perREfRIReg 2l ol
3- Ami nohén&aMepblydIemmtbadﬂmtﬂrts to alcohol, amphetamines or

ga%n%garﬁlr% I%Lar}%%tﬁg egneggﬁﬂnatilg cocaine, heroin,

3hAm16mo% Ma&xﬂ gbféﬁishé/r\d @@rb@ﬁpgbr@)péwarﬁs nicotine, opioids,

Am o I met hyl - nonanoi ¢ aci d
SpAanylglyéLcﬂnejdeWa}iveﬁ _seslatives, Iwpoelins, beazediazepines and other
0- 4, 5-di et hyl - 7- net hyl - oct anoi ¢ aci d;
SBM'PPYHC% 5- di et hyl - 8- net hyl - nonanoi ¢ acid: 20

3- Am nQiifldravallsyhipedriy asbedratan aiith tﬁ@ldbpendenmes addictions, or
3- Ami no- 4,5, 7-tfinethyl-octanoic acid,

3 addictive bebadors; inehiding gamhhrgiandaci d:

g ﬁm E%Qraﬁi%hépagthn@: ﬂ'ignlsclges{f%gfgtjflféf ﬂ{zb%on'?swith paralysis,
aﬁﬂhf@ﬁrt@élb)ﬂow‘éi M&Mhehcmaiwpmn,amMe pain, neuropathic pain,

no- 4- met | - oct.anoi c
San’Il Mpauweﬁmlg@_I@wﬁyga@tpgﬂ@xggg@f galn vascular headache,

Ssﬁ?ﬁﬁgaé fléef{r%r?f:%g écﬁp%fé%r@aﬂggﬁlsorders rheumatoid

an0| C acl

3aAftiie &t&aﬁmmbmwmassn disease mbdlflcatlon of osteoarthritis
3- Am no- 6- cycl openté di, met h hex

3dmeaﬁ@,¢u;g;¢e, PFRIAE $tm@| gyaqirﬁg{q‘ rerﬁlgm lﬁq; dgsgbgrdc disorder,

Pl R23A4 BAgRA%magE WO 2005/ 030700

the method comprising administering to a mammal in need of such
treatment a therapeutically effective amount of a compound of Claim 1 or a

pharmaceutically acceptable salt thereof.

9. A method of treéting a disorder or condition in a mammal, including a
human, the disorder or condition selected from:

delirium, dementia, and amnestic or other cognitive or
neurodegenerative disorders, including Parkinson’s disease, Huntington’s
disease, Alzheimer's disease, senile dementia, dementia of the Alzheimer's
type, memory disorder, vascular dementia, and other dementias, including
dementia due to HIV disease, head trauma, Parkinson's disease, Huntington's
disease, Pick's disease, Creutzfeldt-Jakob disease, or due to multiple
aetiologies;

movement disorders including akinesias, dyskinesias, including familial
paroxysmal dyskinesias, spasticities, Tourette’s syndrome, Scott syndrome,

PALSYS and akinetic-rigid syndrome;
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WQ20851080006- et hyl -

3- Am no- 5- et hyl -

6 i met hyl - hept anoi ¢ aci d;
3- Am no-5-ethyl -4, 7-

, 8-

5-

d

di net hyl - oct anoi ¢ aci d;

di met hyl - nonanoi ¢ aci d; PCT/IB2004/002985
(3R, 4R) - 3- Ami no- 4 di met hyl - hexanoi c acid; 5

(3R 4R, 5R) - 3- Am no- 4, 5-di net hyl - hept anoi ¢ aci d;

(3R 4R, 5R) - 3- Am no- 4, 5- di net hyl - oct anoi ¢ aci d

(SR IR op-syaming o eebe e IngAGhS Siiion-induces
3- rﬁﬁ;{/%ﬂeéf 8%8{0%% C?Ré’i{.ldlﬁg %HYc}le;g\ﬁ%lﬁB%éd P&HGHsoHism, neuroleptic

cyclopropy met hyl - hexanoi ¢ aci d;
3 Mlgm!trﬁswdliommtn,elumlemtdquiubeckaadecdyatﬂnta, neUTOIGPtIC-Induced

3- Ami 6- | obutyl - 4- et hyl - 5- met

awtego gka EQ:,| Mg%gpc m%%ﬂ%rdﬂg@%klpgglg%@ ﬁe%?ca%bn-

I -4-ethyl-5-methyl -h d:

15@%}% ﬁ%ﬁé cyclo e’xyl - 2- e%/hyl - Lngxaxoi ce)a(lgingl; ° e
3- Ami nddéwn'g slyntimnys;- 4- et hyI 5 mat hyl - hexanoi ¢ aci d;
3- Am 5- I
3 Ani ﬂgdegnc @'qaﬁlgg 8%@3@{3 4l ﬁano'@ﬁ&%k %r&q 8mylolateral
3 %Erﬂ@nsapégf}ﬂ}é?gltﬁéﬂmﬂatﬂ?t |h?élud|?@&ﬁ§l§étm aud éherﬂ@therapy-

| -4, 52'di met hyl - hexanoi ¢ aci d;
3-iAducen-Beurpphtiyeot g@sthemlhyueuraj@antmggrrmaldreuralgla

3 sagrmrnial &y GeGRe e T L e A A
3 Ani n%e@el?r&%é%l&@léﬂmﬁr&el@dt@b%cult‘@wﬁmmoa@rdbro?@scular
3- Ami no- 8-cycl ohexgral4 5-di net hyl - octanoi c acid

3-damiags Bckigingersebral infarciipresuiaragioin premgghage or cerebral

3- Anj no 4, 6-di net hyl - hept anoi ¢ aci d;
3- M4, 6- di met hyl - oct anoi ¢ aci d;

3- Am thénﬁ?tHd)dfebllﬁmhsmmhlstaMgip tB6 mammal in need of such
3- Am no- 4, 6- di net hyl - decanoi ¢ aci d

3-tredtmenta @eﬁrapwmwﬁee%\feaﬁwpema% gycompound of Claim 1 or a

dterb3pdublrrbamat shngRc ' e YO

10. A method of treating a disorder or condition in a mammal, including a
human, the disorder or condition selected from sleep disorders, insomnia,
drug-associated sleeplessness, REM sleep disorders, hypersomnia,
narcolepsy, sleep-wake cycle disorders, sleep apnea syndromes,
parasomnias, restless leg syndrome, jet lag, periodic limb movement disorder,
altered sleep architecture, or sleep disorders associated with shift work and
irregular work hours, the method comprising administering to the mammal in
need of such treatment a therapeutically effective amount of a compound of

Claim 1 or a pharmaceutically acceptable salt thereof.

11. A method of treating a disorder or condition in a mammal, including a
human, the disorder or condition selected from:
mood disorders, including depression or depressive disorders,
including single episodic or recurrent major depressive disorders, dysthymic
-disorders, depressive neurosis and neurotic depression, melancholic
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3- Ami no-4, 6, 9-trinmet hyl -decanoi ¢ aci d;
3- Am no- 6- cycl opr opyl - 4- net hyl - hept anoi ¢ aci d;

W@20851081006- cycl obut yl - 4- met hyl - hept anoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 6-cycl opentyl - 4- met hyl - hept anoi ¢ acid; 5
3- Ami no- 6- cycl ohexyl - 4- net hyl - hept anoi ¢ aci d;

3- Am no- 7- cycl opropyl - 4, 6-di net hyl - hept anoi ¢ aci d;
3- Ami no- 7- cycl obut yl - 4, 6- di net hyl - hept anoi ¢ aci d;

g dﬁbr@@sﬁmc mblluug@arlyéreﬂiaﬁwélgrletds?l LI:Bemmm eady maraing waking

Ami _ t

3 aoﬁ ggy@cgpéqog b@etg@ahoq, q;y[gilpﬂkeci1 e l{l §quag:tl\2§ ngrejsglon
uﬂ@@m@‘&% o ,Pﬁ etife: ﬁ}gﬁéd;@BHmé 'p%%l@diﬁbt@r agitation or

met hyl - oct anoi ¢ aci d;
3 Mﬂabmtﬁsaasbnddeamebwe msdrdaeahgl Ipediatan depression;

isAE” Abineias Gapdom A BpRimgton Mg e d dibrer,
olar Il dlsorq%ar ang e/%lothlymlc disorder;

3 -4- i T uor onet hyl - phenyl ) - hept anoi
C aci d conduct dlsorder and dlsruptlve behavior disorder;

2 Q(r:r: Soa#mgte;/tcp Yoradre, fhd udlng ngruoraesol??ﬂar Rt BY Wt 86PAGHI8bhobia,
3- @rﬁﬁhgb@?\mﬂm& hHste) A phhictisordereipegific ipBpbiaspincluding
3 éb@dlfw ani(rial phabiek) encial @nxieyy, jsosiab phphia: Ahsessierermpelisive

3. q,lﬁgrﬁérﬂrstgeqﬁ ?%?fs Jpca ling PP?tOtB?%nr}%{%fxﬁr?sp %Iﬁ?/ %e_r haggtacute
a k&rder, and enerahzed anxiety disorders;
E],%l;fél:sr?gdu r6 di met % 4-trifluoromethyl - phenyl) - hept

anoi c alm)rderllne personallty isorder;

3- Ami nog B { SrrOhi HabiREYpsychiofi HisBRiH! inGrabiftigP!

aci d;
3 ﬂﬁni&fbrﬁeﬁ%rfh disohders, schizeaffbgtive, disdides, lglusional eigasders,

3. mﬂfmsynh@ﬂcaﬁilﬁetq%-%\a(%ﬂ psyghotic iRAsters: PRYRARYF disprdgrs with

no f ety, anxiety associated
a-4ipSBng o Palueingtions, peyphiotic spisodss of amviety, amiely asec

nowrfh peychosis} pevcmmmeomﬁyliso@dmumludmctsgnera:mmrcﬂepresswe

3- Am no- 4- et hyl - 6- net hyl - nonanoi ¢ aci d;

3- ligPreera- et hyl - 6- net hyl - decanoi ¢ aci d;

3- A nosdoatd; rdévs@éib&i’ﬁiéﬁ’hrtﬁ%%ﬁbtib @i§d>|dier§ﬁhcludmg acute
3- Ami no-4-"et hyl -6, 8-d | - nonanoi ¢ aci d

3- fvanlzoard elepwlss@nsaasomet withi bipohei diserder: mood disorders
3- Am no- 6-C I-4e -heptan0|c acid; -120 WO
20SeRISAN ‘%@Fﬂ%ﬁ%‘

behavioral dlsturbances assomated with mental retardation, autistic

disorder, and conduct disorder;
the method comprising administering to the mammal in need of such
treatment a therapeutically effective amount of a compound of Claim 1 or a

pharmaceutically acceptable salt thereof.

12. A compound selected from the following compounds and their
pharmaceutically acceptable salts:
3-Amino-4,5-dimethyl-hexanoic acid;
3-Amino-4,5-dimethyl-heptanoic acid;
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3- Ami no- 6- cycl obut yl - 4- et hyl - hept anoi ¢ aci d;
3- Am no- 6- cycl opentyl - 4- et hyl - hept anoi ¢ aci d;

WG 20851080006 - cycl ohexyl - 4- et hyl - hept anoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 7- cycl opr opyl - 4- et hyl - 6- net hyl - hept anoi ¢ aci d;
3- Ami no- 7- cycl obut yl - 4- et hyl - 6- net hyl - hept anoi ¢

d;

Ami no cyc - l - t hyl - hept anoi ¢ aci d;
Ani no 376"'6'3}/"5?% WL}@P{@"?‘(’ ‘ﬂg’?hyl hept anoi ¢ aci d;
m NO3EN Mited- @E»tdlﬁﬁélth nehANdic &ciggt hyl - oct anoi ¢ aci d;

no- 8- cycl obut yl et hyl - 6- nethyl octanoi ¢ acid;
0 3- %Mﬁ%&ék@mmmdeﬂamlﬁﬁpm met hyl - oct anoi c

cid; nmet hyl - oct anoi ¢
aci d; 3% 4(:?“{% &yﬁhﬁﬁ!@ﬁb{&{e{cﬁet hyl yhept anoi c
acid;  3-Amino-4-ethyl-5- methyl -octanoic acid;

3- Ami no- 6- (3, 4-di chl oro- phenyl ) - 4- et hyl - hept anoi c
aci d:  3-Amino-4-ethyl-5-methyl-nonanoic acid;

3- Am 104 G110 ot 3 et HUBRAE aBenY! ) - hept anoi c
3- A noz 4xrfiindyd-efind-4; 7-giniethylvoptaridiy beigheny! ) - hept anoi ¢

aci d;

3- Ani no3-AmipochedvbSghdimathylnanaRgicagsidiet hy| - hept anoi ¢

gclb\?n no- .;\rfu§m45 Sthé/hﬁonpeth%%ﬁ?mlcf dthyI 6- met hyl - hept a

noi c aC:B#\mlno 5- ethyl-4-methyl nonanonc acid;
3- Am no- 4- et hy| - 6- | -7- 3trdfluororrethyl phenyl) -
hept ano$'é\fﬁ'6‘9cf1 5- dlethyl eptanoic aci

3- A g ifihBY, 5 SigiRylbdiarioié deke | 1! vor omethyl - pheny!) -

hept anoi ¢ aci d
3- Am na3-&ntiReehb-aliethyllremanpiciacidhy| - 6- net hyl - oct anoi ¢
aci d

3- Ami no3Qigoh- gtk JrImatadsAcianeie Afidi - 6- met hyl - oct an

oi ¢ aciglamino-5-ethyl-4, 8 dimethyl- nonanonc acid;
3- Am noéj4A et hyl - 6y hyl - 8- y(IS rifl uoronet hyl - phenyl ) -

oct anoi 3-Amind:4,5- dlethyl 6-methyl-heptanoic acid;

oct anor s Aganere 5 SRR BERC: ¢ aci o 28
3- Ani nog.Anfingiammdheth If@ﬁie@tmrwnaﬁbié acid;
3- Ami no- 4, 7- di met hyl-octanoic. acid

3- Ani ncB-An&n%%ﬁﬁpmﬂm-&ﬁm@%a@d

3- Am nga Z\"ﬁﬁ{) $,7E§§%ﬂﬁg{bg?éyg?%acngo

An nqa AnftRdays, BQﬂmmyl-moaandw acid;
- 4- et hyl - nonan0| c aci d

Ami no'3 MQ@'I“O%‘PM'D?I'U WeeXANOiSeAGidnoi ¢ aci d: - 121 WO
05/ 039 AN & gTétWIZQ %tﬂﬁz&ﬁénmc acid;

3-Amino-5-ethyl-4-methyl-heptanoic acid;

Ci

5
a
3-
3-
3-
3-
1
a

5

3- Am
3-
3-
3-
20

3-Amino-4-methyl-5-propyl-octanoic acid,;
3-Amino-4-methyl-6-ethyl-octanoic acid;
3-Amino-4-methyl-6-ethyl-nonanoic acid,;
3-Amino-4,6-diethyl-octanoic acid;
3-Amino-4,6-diethyl-nonanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid,
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3- Ami no- 6- cycl opr opyl - 4- met hyl - hexanoi ¢ aci d;

3- Am no- 7- cycl opr opyl - 4- et hyl - hept anoi ¢ aci d;
WG2085i080006- cycl obut yl - 4- et hyl - pent anoi ¢ aci d; PCT/IB2004/002985

3- Ami no- 6- cycl obut yl - 4- net hyl - hexanoi ¢ acid; 5

3- Ami no- 7- cycl obut yl - 4- net hyl - hept anoi ¢ aci d;
no-5-cyc|openty| 4- met hyl - pentanoic aci d;

: 6- C ’ﬂ QJ%E}{M"G ém’i@f‘ﬂﬁﬂe hept an0| cagl:ldd

nosal\mmd mwxw-lzirﬂ-dnmthyuoqtmmcaamdc acid; 10
- 6- h d;

28 A SR SRR REIPR A aci o
@ arglsoﬂmwh 54d|?ﬁdTH ITﬁﬁaﬁ&lB%m aci d;

| 'opr opyl * 4- et exanoi ¢ aci d;
no(@R dﬁ;ﬁlapsdwmom wmemyblmpiamuc a@td d 15

°Ze§fz a8 EhrmeRikbanot stk

3@ QFCER8UAING-25-iithe RGP GHRIofC Qéidd

'cyél dpent yl - 4-et hyl - pent anoi ¢ aci d;

no(GER 4ﬁc5R>)pa~v9trmnom- %ﬁhyethhledmmpm agidid; 20

- (/- C) 1 d’
AR SREOMOR R PERASO AR B o
n°3-(’;‘!rrﬁi}‘161636)ﬁ2!dﬁ>roﬁyl@t Bty b&n@myl-ﬁemmb acnd

no- 7- cycl ohexyl - 4- et hyl' - hept ahoi ¢ aci d
noBArmn@&cyqi@butyM-a&m hexanoiaacid; 25

norAinge bl AEYERGh g hanoic acie

n03 ﬂrﬁn& 'ﬂi-diydl@dm*l mﬁmwmexamic dicid;

5 5-trineth oct anoi ¢ acj d

| 3 Ansyne 6 GGiRRaNY ety haaetByHagxangic acid;

I d;
| ot ATHEp A AGT e BT RERARE o2,
I n QB-AfnﬁBMMycTol‘rdxghgdetmwﬁt—memyt ~hexanbic aﬂ:iZiZ VO

030700
3-Amino-5-cyclopropyl-4-methyi-hexanoic acid;

55555555555555555555555555%

3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3-
3
2

o
o
o1
-

3-Amino-6-cyclopropyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Amino-4,6,7-trimethyl-octanoic acid;

3-Amino-4,6,8-trimethyl-nonanoic acid;
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3- Am no- 5- (2- chl or o- phenyl ) - 4- net hyl - pent anoi ¢ aci d;
WQ20851080006- ( 3- chl or o- phenyl ) - 4- net hyl - pent anoi BCEHDB2004/002985

3- Ami no- 5- (4- chl or o- phenyl ) - 4- et hyl - pent anoi ¢ aci d;

3- Ami no- 5- (2, 4-di chl or o- phenyl ) -4- net hyl - pent anoi c

acid; 5

S e S R e
3- Ami n@- Sy
Am 2? An‘(gﬁefﬁygdgr benz ':n)g;{;‘esggﬁg:ngl%l%

Ani n@-Amino-g-qyclobubt-d-BeHWhePlRBRIGRAIE aci d; 10

% AR G DR RR hePRBPRRR T o

noy
no
n@ﬁnﬁr&a-G#ﬂy@faﬁe&ﬂemﬂéthyl-rmemdle heiganoi ¢ aci d;
no
n

J>

m (4-chl or o- phenyl | - hexanpi ¢ aci d;
A @'%31('10 4- Q}’P@HFQRY(')‘AfFﬁT@Hthe'Ah angie 2kl anoi ¢
d; 8 -
Am no-%m(%? 4C(¥FI(§)HFM 4.8 Hlmetml p&%?%lglap lrqjéxanoi C
g Sél\mh‘imﬁ-ogebaeniyll érﬁadlp’mmyﬂl')epdarmlﬂabldﬂexan0| c
‘ aC| - Am nQ- 6- ( 3- 0L 0 et - hexanoi ¢
aci d; ﬁmmqﬁg-%d%ﬁ @HT%@ 6’"’8?’1@9& %pt@n id;hexanoi ¢
aci d;
3- Ami nca)-%ml(‘zo °X°'°ﬁ o(%4 gqu;/ t?yl4océ??1c§/l ﬁlgxanm c acid;
20 3- AB}Am)H@-&-Bydlobutyhn;ﬁr—dm]ﬂiby'l;ac;amleahlgdt hexanoi c
acid; _3-Amnn o-.hnI 4- et hyl - hept anoi ¢
aci d; SBAWOﬁ%CYC'%’Ee@N 'BWZMT‘%“%%?W i - hegt anoi ¢
ag: g 33mﬁmonslc¥c|6Heﬁymowxrﬁ@mwbataﬂoi&%tdwI - hept anoi ¢ .

3- A(rjn n3-AminD:-Gr(3tcblorerpbepyidympthyl-heplappicagid;anoi ¢
3 i e Aming-6: (B dihiro-Rhemdr4-methyehentanis asid;

aci d; 333crﬁfﬂibrmn7etﬁﬂ -6 -ﬁﬁl@oﬂi‘rﬁéﬁy)-pﬁemﬂ)ﬂhéptbﬁ@lbamd c
acid;, 3-Am no-7-(3-chloro-phen 4eth|-heptan0|c
aci d; 3dmippripmetiy- Q‘:(‘ﬂ‘Hlﬂb'Dfﬂmﬁ ;'Pﬁeré{'h PtRRYIc A% C

d
3 R AIPS TR PReRY kA imethyhselande acids
gCEA(rjn 3mdn|i(5g 74(% ,4- drl]clzhloro-phenyl)-4 ,6- dlrr}ert]hyl hepte;nouc acid;
- no- i.chl o -4-¢e anoi
aci d. SAMAPrhRAmGIY. LY((g-tflﬁ@]w) meﬁhﬂ%eﬁyﬁ R acic
aci d; :}Mﬂ’b@,ﬁ%r‘% iyt 7{@=thitYSomdtRRHeNy D HEPRRIRIE acid;

aci d;
3-Amino-8-(3-chloro-phenyl)-4,6-dimethyl-octanoic acid,;

ci

3-
3-
3-
3-
3-
3-
3-
a
3

3-Amino-8-(3,4-dichloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-8-(3-trifluoromethyl-phenyl)-octanoic acid;
3-Amino-4,6-dimethyl-8-(4-trifluoromethyl-phenyl)-octanoic acid;
3-Amino-4-ethyl-6-methyl-octanoic acid;
3-Amin6-4-ethyl-6-methyl-nonanoic acid;
3-Amino-4-ethyl-6-methyl-decanoic acjd;
3-Amino-4-ethyl-6,7-dimethyl-octanoic acid;
3-Amino-4-ethyl-6,8-dimethyl-nonanoic acid;
3-Amino-4-ethyl-6,9-dimethyl-decanoic acid;
3-Amino-6-cyclopropyl-4-ethyl-heptanoic acid;
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2- Am nonet hyl - 4- (4-f 1l uor o- phenyl ) - pent anoi ¢ aci d;

wQ 2085108000t hyl - 4- (2, 3-di fl uor o- phenyl ) - pent anoPCT/EBR206H/002985

2- Ami nonet hyl - 4- (2, 4-di f 1 uor o- phenyl ) - pent anoi ¢ aci d;
2- Ami nonet hyl - 4- (2, 5-di fl uor o- phenyl ) - pent anoi ¢ aci d;
5 2- Am nonet hyl - 4- (2, 6-di fl uor o- phenyl ) - pent anoi c

aci d; ni no enyl ) - pent anoi c
aci d; é‘ ﬁgi’ﬂép txl-{-%tlyl-ﬂ#ﬂaﬂgc a‘%ﬂenyl ) - pent anoi ¢
aci d;  3-Amino-6-c clopentyl-4 ethyl-heptanoic acid;

2- Ami nonet hyl - 4- 4-trifl uoro-phenyl ) pent anoi c

aci d; -Ammo 6- cyclohexyl -4-ethyl-heptanoic acid; _
gmAg] no o-Fecf@opropyld-eliyi B ReMIEAYb kB eI O €

2- Am nOSﬁIrﬁWo-ﬁcﬁdo&t(}M-@tﬁyll -8anethphkepthhoipeiticinoi ¢

aci d;

2- Ani noBd\rRipIo-Z+cyclopergylt4-pthybemeethrehgntangie acidhoi ¢
d;
gClAm no:?fMSpP-%q(céohoexxl g-stys ety heBﬁ"é‘ q"jlc'pent anoi ¢

aci d; 3-Am|no-8-cyclopropyl-4 ethyl-6-methyl-octanoic acid;

2- Am nomet hyl -4-(2 4, 6-tetrafl uoro-phenyl) - pent anoi ¢
aci d: 3-Amino-8- cyclobutyl-4-ethyl 6-methyl-octanoic acid;

2- Am' I t
R e T o A
aci g; %Aﬁnmwnomeydbﬂexyw-btﬁylﬁaneﬂwheomhbidl;@(@;n0| c
; nQ o[ 0 exanoi c
gg: d; A Nﬂ‘ﬂ@;@t‘ %szlp*(edw )T‘ﬁﬁm" g‘:%‘;@anm c
act & ZafhodIE dlohforé phingi) ﬁLé{H{/l%éﬂiéﬁd‘b)abhﬁxano' c

aci d;
2- Ani n@mmmo%thﬂl:@r(mrmuommemybplyel)yl)ﬂbe@mooc agid;d;

2 am norBieAret -t oS ie BERenRERAARPE Sk
2- AM NGIR NG 74(3(c?n|dm§mf nwrmemgeeyhéthzﬁmahaucw&

2- Am nonet hyl -4- (3 fldoro enyl exanoi c aci
25 2- Ag-Aonire-7y(3, %dpiamo-whenyl)-nnﬁihw metbyhhapiangieasid;

aci d;

5 A nGRATIGE-422y Ssmety T B oSV e grtanoic acid

.acid, 3-Am|no-4-ethyl -6-methyl-7- ﬁ -tnfluorometh?/l phenyl)-heptanoic acid;

2- Amnomethyl- 4- (2, 3,6-trifluoro-phen P hexanoi ¢
acid;: 3-Amino-8-(3- chloro-phenyl)-4-ethyl-6- octanoic acid,;

2- A “%JJRHHA-S%%%h@ra-bhahwsza%tn%@enﬂémﬂm.e acid;

aci d;

2- A:jn N @RINing-44ethvi;63 mbtiyl8e(3rtrifl L ommoethileplye Nyl heotanoic @cid;
aci 30

2- Ami nSmdming-4-£ty-Gsmethyl B il atractinlapRe v restaReic acid;
gClA(rjri nomemhn? H?tg}/lst"n%etgp?lgtafg%,l uor o- phenyl ) - hexanoi ¢
aci d; 32Av@mm4;ﬁedih3dthﬂ-rwtaraﬁ¢ aoidpphenyl - hexanoi c
act d; _:B}A2r4r1ino-4,7-dimethyl-octanoic.acid;
3-Amino-4,8-dimethyl-nonanoic acid;
3-Amino-4-methyl-hexanoic acid;
3-Amino-4-methyl-heptanoic acid;
3-Amino-4-methyl-octanoic acid;
3-Amino-4-methyl-nonanoic acid;
3-Amino-5-cyclopropyl-4-methyl-pentanoic acid;
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2- Am nonet hyl - 5- (2-f | uor o- phenyl ) - 4- et hyl - pent anoi c

2- Ami nonet hyl - 5- (3-fl uor o- phenyl) - 4- net hyl - pent anoi c
aci d;

2- Am nonet hyl - 5- (4-f | uor o- phenyl ) - 4- et hyl - pent anoi c
aci d; CAmina-Q.- A N : . :
2- Ami noﬁe’%’ﬂ{W-%?{’cﬂ?%’-"BP"f? l%?tgylpqweé(ﬁwlf-aﬂdﬁet hyl - pent ano

i ¢ aci d3-Amino-7-cyclopropyl-4-methyl-heptanoic acid;

2- Am thyl -5-(2,4-djfl - ph .} - 4- met hyl - t

i c acin8g?Am%O-S-C)gc%obutyf-j-r#e%ﬁ-pf)en?e?t}/mé acnd;ms yl-pentano
izéAgiCing_ﬁl%ﬂih'o:és-b&aoﬁ]@f—i—h\&ﬁﬂir@iﬁﬁéﬁ’c)a'cf’d;”Et hyl - pent ano
2- Ami nog®rhipio-Beydolutyli-4-mathyl-heptandiy adidiet hyl - pent ano
ic acid; . C

2- Ani noRéYRIPe-Sscyclopeniyr4-MetiyhngBIANoiC aCitket hy! - pent ano
| ¢ aci dg. Amino-6-cyc I-4-methyl-hexanoic acid;

2- Am no‘?r’nétrﬂgr}lo- 59y(03?’)5e-n(§},f I {Jnoer o)f phenyl) - 4|- fret hyl - pent ano
ic aci d3-Amino-7-cycIopentyl-4-methy|—hept@oic acid;

2 b5 ey oS A i perahdib 4R~ Pheny! ) - pent

2- Am n%gﬂ%b#cy@éﬂék&r-&mé’th?lrl%ﬁnbfd atsd;0- phenyl ) - pent
anoi ¢ acl d;

2- Ami ndBrédimino-74cyeiahiexyl-4-methgl-eeptaneic asids- phenyl ) - pent
anoi c m 5.c LA~ oen C

2- Ami ndtef P> 4-%‘?9{9@[ i ?E‘yhp%t?PP'Pﬁqu’o phenyl ) - pent
anoi ¢ agiAghino-6-cyclopropyl-4-ethyl-hexanoic acid;

2- Am nonet hyl - 4-nmethyl -5-(2, 3, 4, 5-tetrafl uoro-phenyl) -
pent anc-AmiBed-cyeippropyl-4-ethyl-heptanoic acid;

Séﬁ{“aﬂo -Chg%:{c'ia-g_‘-‘cﬁ?&dwlsééﬁ&l-ﬁeﬁ‘taﬁbfceécﬁ&}f | uor o- phenyl ) -
2- Ami n@RAhinG-6deyrishiupyl-Bethgl-Bexarid atidaf | uor o- phenyl ) -
pent anai ¢ aci d; R

2- Ami nchBMIe-7/Ryeiabily-4sethyheptaneicAditkny | - pent anoi ¢
acid; a_Amina-&- A ) C

2- Ami nosné{m?/? ?SQY{:%qpfeln%r‘lo?tgwe%?/Tt []%If:r?gﬂﬁyl - hexanoi c
aci d; 3-Amino-6-cyclopentyl-4-ethyl-hexanoic acid; _

2. A ORI 7 en et i ek -hexanoi ¢
gc.A? NOR1E-5ycibhiekyrd-etifipartanofc a8éhy! - hexanoi c

2- Ani n@vAmtino-65ycbhexyi-4-ethyl-hepareiglasid- et hyl - hexanoi
c acid; . .

2- Ami n&?éWﬁ'ZBCyEQhEWH'FHM'&eBm 5’9'Q’. met hyl - hexanoi
¢ aci d;3-Amino-4,4,5-trimethyl-heptanoic acid; _
2- Am nonet hyl - 5-(2,5-difl uor 0- phenyl ) - 4- net hyl - hexanoi
¢ aci d:3-Amino-4,4,5-trimethyl-octanoic acid;

2- AT NOTELIN 25 & it LhURAAGBIGAY! ) - 4- et hy! - hexano
2- Am gmmmd-zt,%,s&irﬁeﬂiyi-hépramowmldj ) - 4- net hyl - hexanoi
c acid;

2- Ani n@Bming-4 5. 5imethyi-palaneigarity | ) - 4- net hyl - hexanoi
i d; . . . _—
g- Z?n! n@r?%%nﬁ'%?’%rtuﬁﬂhyghfﬁa%o'ﬁaf:'rdl’f | uor o- phenyl ) - hexa

noi ¢ ag-Amino-4-methyl-5-phenyl-pentanoic acid;

2- Am nonet hyl - 4-net hyl -5-(2, 3, 5-trif| uoro- phenyl) - hexa
noi ¢ a&@Amino-4-methyl-6-phenyl-hexanoic acid;

2 AT! O ih 2 48Ry ¥ e nébiBnbeiddaicr - Pheny! ) - hexa
2- Ami nonet hyl - 4- net hyl - 5- (274122t f | uor o- phenyl ) - hexa
noi ¢ acid;

2- Am nonet hyl -4-net hyl -5-(2, 3, 4, 5-tetrafl uoro- phenyl) -
hexanoi ¢ aci d;

2- Ami nonet hyl - 4- net hyl -5-(2, 3, 4, 6-tetrafl uoro-phenyl) -
hexanoi ¢ aci d;

PCT/IB2004/002985
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-125 WO 2005/ 030700 PCT/ 1 B2004/ 002985
2- Am nonet hyl -4-net hyl -5-(2, 3,5, 6-tetrafl uoro- phenyl) -

wheooansn7eo aci d; PCT/IB2004/002985

2- Ami nonet hyl - 4- net hyl - 5- pent af | uor ophenyl - hexanoi c
aci d;
2- Am nonet hyl - 6- (2-f | uor o- phenyl ) - 4- et hyl - hexanoi ¢
aci d;

2- Ami ngi“r’éfrHQP 56(2(%hl?rI°LRﬂe(5’th4eﬂWr)yl Repr%tnﬁlcl a%éxanm C

aci d; B_Amino-5-(3- chloro -phenyl)- 4-methy| pentanoic acid;
2- Am nonet hyl - 6- (4-f 1 uor o- F ) - 4- et hyl - hexanoi ¢
aci d; 3-Amino-5-(4 -chloro -pheny )-4-methy| pentanoic acid;

2- A noR %L8 2(4? diehflird lpﬂ%?l Hﬁﬁ&)ﬁb pémHﬁ&Mc.dﬂexano'

c acid;

2- Am n @Iﬁhﬂﬁb -56(3(£ diehibrd-phengl)-aimel)-pentarsdib acidyexanoi

c acid
2- Ami n@BMine-462(chigrochenzybrhexaneie Rcid 4- met hyl - hexanoi

c acid;
2- Am ngnéfTHWAb@(ciﬂ%cheﬂZ%rhgx% %%)?ICB 4- met hyl - hexanoi
¢ aci d:3-Aphino-4-(4-chloro-benzyl)-hexanoic acid;

2- Am nonet hyl - 6- (3, 4-di f| uor o- hen Ig
¢ aci d:3-Amino-4-(2,4- -dichloro-benzyl)- exan0| acid;

2- Armi noyRt Byl 28 (Baichdkd-bERLA-REGNGiA adiamet hy! - hexanoi

c acid:

2- Anmi n@nnﬁim-Gé(thﬂerpr@nw-@méthyi-hékammapidenyI ) - hexa
noi ¢ aci d;

2- Ani.nSrBERA-B431abiargrhenyh-4smethyl-hexangic abfeny | ) - hexa
noi ¢ ag _ _ . thvl-h d

2- Ami n§n§%”‘? chl%ro phen?ll 43mg tyl‘l fef%%?%? CIhenyl ) - hexa
noi c ael-.dmlrixﬁs (2 4- dlCh|OI’0 phenyl)-4-methyl -hexanoic acid;

2- A no o-G?SrEEctilcP{Ioro-pflenﬁ)g thleH a%opéqg&éf” hexa

noi c aér m'

f—] Am “@%H% 642:8BIds pHen(B-42etflyihd)einofd di@r o- pheny! ) -
exanoi ¢ acl d

2- Ai nGréming-643ebidigiphenyl-4sethylsraxanoia aGidr o- pheny! ) -
hexanoic, aci d.

2- Ami nSHRTIRA 44800 P! hg nyl%—4 ethyldhexanoic acid; phenyl ) -
hexanokcARds-(2,4- dlchloro-phenyl)-4 ethyl-hexanoic acid;

2- Ami nonet hyl - 4- et h%/ ent af | uor ophenyl - hexan0| c
aci d: 30Amino-6-(3,4-dichloro-phenyi)-4-ethyl-hexanoic acid;

nmet hyl - hexanoi

- 2- A ngRl g7 30 CRidr BRERY PRS- fioplhblc ASEL anoi ©

aci d;

2- Am N@ORiniNG-7-43-CBidrbphenyipdemethyi-heptampic prds anoi
aci d

2- Ani nérmina-744-chlaropbenylemethyl-heptanpic 2cidi anoi ¢
aci d; - )- t id;

2- Am ng hnyq - é?’(42c,"§h|8ro PB%?)(I)! ﬁrﬁ'é%tﬂ" t_1e[3 gpﬁl)c/:lacrgent anoi
C aci dB-Amlno 7-(3,4-dichloro-phenyl)-4-methyl- heptan0|c acid;

g 22} 3%"2%"% 7 Shloto PhenyeRyhdpthndicHay: - Pent anol
2- At noyTRfhe-7-Ra-CRitofrehypceeRubiandiaidi! - pent anol

c ac
2- Am nmmh;d—?@-(ch|c69qhhbhyk)—r4oet|bhblngfbt)anmcaql@'I - pent anoi
c aci d;

2- Ani nénminar 742.¢:0ighigrg-pheny)-frethyirerianqit AP, A4 noi
¢ acid; -4-ethyl-hept id.

2- Ami ngn%rtnhn é3 € dlchlgro Pﬂ%rr“g) gheensgl )e_p4aré?|ﬁ§1|0| pent anoi
C aci d2-Am|nomethyI -4-(2-fluoro-phenyl)-pentanoic acid,;

2- Am nonet h 2.3, 4-trif,l uoro-phenyl)-penta
nai ¢ agr/ﬂmnr%)@eihﬁ-z{]—@-fluon(o -phényl)-pentanoic adi cE], yl)-p

2- Ami nonet hyl - 4- et hyl - 5- (2,-3;123t+i f | uor o- phenyl ) - pent a
noi ¢ aci d;

2- Am nonet hyl -4-ethyl -5-(2,3,6-trifluoro-phenyl)-penta
noi ¢ aci d;
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2- Ami nonet hyl - 4-ethyl -5-(2,4,6-trifluoro-phenyl)-penta
noic acid; -126 WD 2005/ 030700 PCT/1B2004/ 002985

wQ20850800et hyl - 4- et hyl -5- (2, 3, 4, 5-tetrafl uor o- ptIETB2)4/q92985

ent anoi ¢ aci d;

2- Ami nonet hyl - 4-ethyl -5-(2, 3, 4, 6-tetrafl uoro-phenyl)-p
ent anoi ¢ aci d;

gnf;nnggﬁggxgm@w AhaRiokRpRerfyIRpéRbhGE aeRs; o- Phenyl) - p
2- A n@vAmipbméthyt-ty(R 3edifearogiHemyt) egeimtangic peid: anoi c
acid; 5

2- Ami nGBrHPPMEtyb4<(R dedlifluerRerfipnylPentanaic Addanoi
aci d; - id;
5 A norremwn?meth(w 4- (12 30?%”%0 hen)yl) L{)entanmc ﬁ%‘xanm c
aci d; 2-Am|nomethyl -4- (2 6-difluoro-phenyl)- pentanmc acid;

gcf{jn "R Xomethsf %oélﬁugr enlll) ‘hen i acnéano' c

gcf\g“ ”Wﬁﬁﬁémém@%»?s,@demabcpr@mn;ﬂe}ného% Baih- hexanoi ¢

2- Ani n@riuriigomethyk4-42,8i4-rifluoo-phemy)-pentanein @cidiex anoi ¢
id; 10, . if .

5 At nrRTRATEIY -2 BPo- BRI e B FE % exanoi ¢

aci d, 2—Am|nometh I-4-(2,3,6- tnfluoro-phenyl) gentanmc acid;

2- Ami nonet hyl - 2,6-di f | uoro- et hyl - hexanoi ¢
aci d; 2-Am|nomethyl -4-(2,4,6-trifluoro- phenyl) pentanoic acid,;

2 Am ”%[‘E%de&hﬁ-%-i’zé,4f,é-‘dﬁFa‘fruBP&-BKEhylﬁp&ﬁt%ﬁbuc'b%f&”°i ¢

aci d;

2- A(rjn neRiniométh(I4-(2, 841 6-tetradluphe-pliknylf pentanbicheeidnoi ¢
acl

-2- Ami n8rivmifiamethyi41(3,3 &.§-tetrafluore-phenyl)-BeptRBAiF aCithe x an

o s ashmitmethyt:4-poniafiygrophenykpentandicacids ) o

oi ¢ acpdAminomethyl-4-(2-fluoro-phenyl)-hexanoic acid;

ﬁ, ?magggt\er%%meﬁhﬁ-ﬁ@-ﬂuor ﬁhenyl)tr{é;alng%ré)mé’ henyl) - hexan
2- Am négﬁ%ﬁ%hélhﬁldﬂw-ﬂ@o%%t?en@t)tﬁéiahaférébi@henyI) hexan

oic ac
2- Ami ng#mimpimethyida(2, 3-lifllore pheByl)-texamoic acish phenyl ) - h
exan0|§ acj d:

2- Anin mwrﬁ%h)@t“hgﬂ 4- glfk.n?r%-pgegylg g??‘%'??'ﬁ@lcﬁi phenyl ) -h

exanoi g. /?rﬁin@me?l@yl 4- (2 5- dlﬂuoro-phenylz -hexanoic acid;
2- Am nonet hyl - etrafl uoro-phenyl)-h
exanoi 2- Aaninemethyl-4 2/2 g-difluoro- phenyl) -hexanoic acid;

2- Am ngIel N etnyids, 4-GiRBRS-BhbHE- ReRERUL dBRancl ¢

aci d;
2- Am npighinymethyl-2-(3,5-diflopbphghyh-her@idiy lactgpt anoi ¢

aci d;

2- Ani ndrAsninpmethyl4-(2,3,4rtatlyprerghenyl)-hexampic akdt anoi ¢
d;
2 AR A- G BRI BASMYA-RARSIC 36, anoi o

aci d; 25l\m|nomethyl -4- (2 3,6-trifluoro- phenyl) hexan0|c acid;

2- Ami nonet hyl - (I “di f | yor o- ){ - 4- met hé’ hept ano
i c aci a—Amlnomethy (246-tr|ﬂuoro pheny ~hexanoic adid;

2- Al NOIRGhRBiethyi-4- ;41 d-HaRuBREBKEAYIfRERARVE abfPt ano
2- Ani ngmen' inpethyl-2- (23] f6-tetrfiuptm piedylphexdrvit abiept ano
ic acid

. 2- Ani M@ﬂﬁmeﬂwJ G263, aibr \eligflgopBRgY)-hexanaig acide pt an
gl- Zm'a(r:} %‘emlﬂ rlnet;ly -é-&enéaf#foro?hef)ﬂ he)ﬁa?mg acuil 'hyl - hept ano
ic acid; 30
2- Ami nonet hyl - 7- (3, 5-di fl uor o- phenyl ) - 4- net hyl - hept ano
ic acid; .
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2- Am nonet hyl - 4-nmet hyl -7-(2, 3, 4-trifl uoro-phenyl) - hept
anoi ¢ aci d;

wQ20nsiosonet hyl - 4- met hyl - 7- (2, 3, 5-t ri f | uor o- phePgT/)B2ae4x102985

anoi c acid; -127 WD 2005/030700 PCT/|B2004/ 002985
2- Am nonet hyl - 4-nmet hyl -7-(2, 3, 6-trifl uoro-phenyl)-hept
anoi ¢ aci d;

2 MR ot 5116 ubrd-Phénfl)-birhbihyPh SntBAGR Mold; e

anoi c

2- Ani nozrntrmbmféimm-isbwﬂubnﬁ -phényl)-8-methykpéntanoicsioiry | ) -
hept anoi ¢ aci d

2- Ani notdrmippmetidBrglupre-phenyl)-4-rpethylspeniapoic acidhy | ) -
- A nRrTIPetES:(2,3-iflugrophenyl).4 methypentangic acid;

hept an @-An@cﬁbd\ethyl -5-(2,4-difluoro-phenyl)-4-methyl-pentanoic acid;

icffj" n02n2trrrt]|¥1lomethyl 5- (5'5 dlflﬁgrr(])t- feln%rf %‘e?ﬂ%-pen?g to%] %'c%;

2- Ami NGIRTAkbintHyRsL R\ EiRuSISEMEn)4-Fidtyi-TRARSIe eid;

aci d;
2- Am n@vAhiisbmeéthyB5£(Bedifugrioephenyl)4-aieihyl-pestanoio acid;
aci d

2- Ani n@Téf'ﬂQPm?“'(Vk5T(f3x§o¢'8”?)’He‘i"Rﬁ'3y')2f1 msibY-ReStRNRIe Agid:

aci d, thyl-4-methyl-5-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2- Ami nom?{an?m%hyE met¥ uc()ro phe yI)p y)?/ - hept anoi

aci d 2-Am|nomethyl-4 methyl-5-(2,3,5-trifluoro-phenyl)-pentanoic acid;

) Qg: 302 ometh&?& HShl15108 8 PN d-p e L AdRBIARGG;
- Am n@?ﬂhhﬁéméﬂ@?ﬁné&hﬂ-m 2;6°hBNBII-pHesyl e ntanpicoasid;
Ani n@aﬁmwmeﬂwtz%n@hvlrw 8-4obrdeivafiucso-phr)yl)-Reptannis acid;

aci d;
- Ami n@Amigemstiys4 methyl5:(2.3,4,Grtetrafluogo-phenyl) pentancic acid;
aci dp-Aminomethyl-4-methyl-5-(2,3,5, 6 tetrafluoro -phenyl)-pentanoic acid;

- Ami nonet hyl - 7- (3, 5-di f | uor o- Ih) 4- et hyl - he tgnoi
aci d2-Aminomethyl- -4-methyl-5-penta luor enyl-pentanoic &ci

n;)iA::n Q?EWM&W _BXbFiliokcpRedyl)-Airhé ol ReRRiy Adidhept a
2- Ani nQnﬁﬁhydméﬂgt-ss(s-fm@(czpBerwl)t-mmetuwmmm;mhept .
noi ¢ aci

2- A n@ndminamethysnd-fliorophenyl}-fmethyieXanoiR 5idhept a
gok::n ﬁo"é ng%“?mﬁthg' % )ﬁ.‘ '3 dlfguoro phenlyI f4 lrJnoeIrtlgyllohegraur)losc acg% o
noi c a@-ﬁmlr&ﬁnethyl -5-(2,4-difluoro-phenyl)-4-methyi-hexanoic acid;

2- A norregwx 7 ethy- - b 5- dn‘ludro ;:fheny‘ 4 afthﬁq{e&aﬂgﬁ;r%& h

ept anoifcA

2- Am n@”RHdeéTh?FQ—Xt 6Zdifidord-phdmi)4-hidithydiexapbinadidi h

gp;?nng:a%%maﬂwt -Bry(B 47di{laore-mhenyi)ed mthﬂdmapﬁwlsl h
t

R T

aci d; %,&fﬁlﬁkﬁﬂ@ﬂ‘@b‘h Tﬂeth?l Bf@trﬁlﬂl@fbl- Ehémmﬂc acnd

NODNODNONODNODNO

aci d; 2- Am nonet hyl | oro-p eny pent anoi c

aci d; zzAmoma’éwh%melthth B&—Utfpﬁgprphynﬂ hexanrpie acid

aci d; 2- Am no

acid ZARBGEREY R oanys 12 BB BRER) b?p%ﬁ@%&‘%

aci g oA MCHASEY Y meth(125-52 4i e hiflabeo-phenyl)-heramsie reid;

e 2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;

—125—



10

16

20

25

30

30 2- Am nonet hyl -4- (2, 6-di chl or o- phenyl ) - pent anoi c
acid; 2-Am nonet hyl -4-(3, 4-di chl or o- phenyl ) - pent anoi ¢

w@ei0d/03078 A nomnet hyl - 4- (3, 5-di chl or o- phenyl ) - PETTENGI®2985

acid; -128 WD 2005/030700 PCT/ | B2004/ 002985

2- Ami nonet hyl -4- (2, 3,4-trichl oro-phenyl ) - pent anoi c

aci d;

2 R omatnyPaTnéthyi'S- B BTiMA0 - pRERPASKdhoic acid;

2- Am nRklINdméthyR4-néhyits-pEh@fidobhenybhexanbienid;

d
gclé\m n@vigomethy 642 Sluerd-pheny)ot-preashylthexpeeicacidic

d;
2 A R HRRTSY 5543 4ure-Rheny Kl Tl YIAEN SIS S anoi
aci d; -Ammomethell -6- §4-fluoro phenyl)-4 methyl hexanonc acid;

2- Am nonet h t et rachl or o- }l] pent apoi c
aci d: -Ammomethyl -6-(2,3-difluoro-phenyl)-4- methyl exanmc acid;

2 ”%hﬁ#{gﬁ%&ﬁﬁzi JiRiRER SR RIRokaRae HRe! ©
aci d; Zémlmmmwds ﬂs(cﬁfllm“rbipmnplm-annb)hwmmlc aeid; d;
10 2- Am nonet hy 3-chloro heni/ﬂemhex?nm Cc acid;

2- Ami na-aémmmaihyhﬁi politbigsaheny H-hexanqic acid;
2- Ami |

2~ Am nenEirienys 3 Gl RoBreRgY melt AR foig i
152 R%”ﬁ"é‘ﬁ’%“”‘m %azm’b‘f”ﬁf’”é‘?'&‘”’*ﬁé"‘e"““ﬁ’%??m
aci d; MY'W&%’JX@ %" %ﬂéﬁfl‘?ﬁ@’%ﬁ?@(& SXRBOIG RGiE:
act ¢ d; 22Anﬁmdr‘ﬁéiﬁ§/lh4/ hietnyi- 2, 8 5ahtiee -l L hexapsradia;

2- Ani n@riemindrethyid-gethyl6-(3 6ridfipdrerghenyhdexapois acid;
aci d;

2 Ami nerminpmethylA-gedng6-(3.4 GrEtipreRsVExaRele acid;

aci d; 20am; nomethyl—4 methyl -6-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2- Ami nonet h 3,6-trichl oro- phenyl ) - hexanoi c
aci d; 2-Am|nomethyl 4 methyl -6-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid,;

2- A NGt ety ia- ety e- ()5 8 eidhiAibbl d-phEA RELanoic acid;

aci d;

2- Ani ngrmhhwmé%hym tethyi-6-péritafilidropRenyiciexahoiteacitioi C

d
gclé\m nérisninpmetbyls-2-HuerorphenybH-ethyl-pretapeic. &ddanoi ¢

0 s nBrATIngmeiny!5-3-lugrorphenylird-gthyl-pentanic adid;
aci d; 29 RindMethyles-ludropsidrat)rt-ethybpentdnoiveacidpi ¢

aci d;

2- Am ngrhminpmebyl:s- %Bﬂlf&%ﬂwpyb 4-giyhpentgeaicAmdt.
5 A BTGNS Gy luor phepyl-4-oltypeniancic soid
aci d; 2-Aminomethyl-5-(2,5-difluoro- phenyl)-4-ethyl pentanoic acid;
gC.A? n%%rml%lmethél 5- fzhcls %rfPu ro-e rF%c’angll) 4- g‘?'n Pgéntgﬁgfcagc% ¢
2-Aminomethyl-5-(3,4-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trifluoro-phenyl)-pentanoic acid;
—126—
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WQ 2085108000t hyl

2- Ami nonet hyl - 5- (2, 3-di chl or o- phenyl ) - 4- net hyl - pent ano
ic acid; 30

-5-(2, 4-di chl or o- phenyl ) - 4- net hyPCpBUGIND2985
ic acid;

2- Ami nonet hyl - 5- (2, 5-di chl or o- phenyl ) - 4- net hyl - pent ano
ic acid;

R ARTER AN A R R IR L
2- Am ”?ﬁH%mémW‘t Sud)ji-80(03, 8 5RBRAMI OrobhRl yeneandio aeid;

IZCA?nC Incmatr’rilyémé’fhym-'éﬂwwh(ﬁd? b,6piatrafjuorophesyhynenianeig @sid;

ic acid;

2- Ami nénBmigemathysdeiv5: R%‘%f'%'?'?heépﬂ B?Btanﬁgn?/ 'Sj pent
id;

gnzlmcngé:rréﬁk ?methxe6 AZ fluoro %henyg ‘% re }hg , hg)r(%n%c gﬁlyl ) - pent

anoi c @Adun&nethyl -6- (3 fluoro phenyl) -4-ethyl-hexanoic acid;

2= Am nonK%‘I?X mé'thnFé QX lfluc5)ro( ghégny?) -4 e'th%}F hBQ&&E%% ) - pent

anoi ¢

2- A n%g{%mémvﬁélwb - difllictodpHenil) icdthgk exetmaiy Agidpent

anoi ¢ ac

2- Alm ntﬁ-nletﬂnybmathyb@-lﬁ% diflyarophenyl) veethyhexaneigacidy| ) -
ent an aci d;

b- Ari nGBEIREMEGES-dilyorophemy) ety hexanciopelds,

pent anai. Anisdrfiethyl-6- (2 6 dlfluoro phenyl)-4 ethyl hexanmc aC|d

2- Am nonet hyl - 4- et g (2, tetli1 | or o- hej&yl)
pent an@Amingraethybt-( 4d|fluoro phenyl 4-ethyl-hexanoic aci

2- Ami ngIRt Byl - AhiES 18 5= RinRsrBL Ry HLLBIG NHexA I BBRI; ©

aci d;
2- 1Am N@RkYOMSEth(R4-elthydee(2r8) é+txifly ord-pheniil)thexeraiccaaid;

aci d;

2- Ami n@nbminemethysd-ebtol@ahenyiiyerapheoyhexARRic AT
gc k?n ] g né%n?m%th& -4- Celglrllyé r60(2 :?16 tnfluoro phenxl) heﬁgggﬁoellcgd
aci d; . 2-Aminomethyl-4-ethyl-6- (2 4,6- trlfluoro -phenyl)-hexanoic acid;

2 22: 302”%7 ometh§1l24 r(uj)}l %hz %9 Remildic? p%ﬂﬁemgbld
- Am ”%‘RH%mérhS/ﬂAL Aiie(208 20 hannldrotphsiyivhe Xenalo atid;
- Am nmmmmemmamtwkaa(m 8+ qoteéwluytcnph@%mhemﬁ geid;

acid

- Ami nt?ném'l@ﬁmgthé' &4'§t®flcanp%'?t8fhﬂ>%roﬁ F')‘ylzp exar R'C aGld:y anoi

aci dip_a nometh |-7- 42 ~fluoro- phenyl%4 methyl- heptanouc acid;
- Am norreﬂ] e, di chl or o- enyI - 4- net hx] he anoi
aC| d;2- Ammomethyl -7- -(3-fluoro- phenyl )-4- me yl-heptanOic aci

aci doé@ IO mairyBr3aSiubPs-BhennRatibyfnaBiahslc Qﬁdanm
- AT NOIRNOmAtYRY 2|3 Bil18ro3pHenyl)-4-mhathyl-inspanoip-doidka

noi c acid

2- Ami ndvamigomathyk¥ Hi4-difluorosplenyl)-4melhy-heriADPir acid:a
7 A nARTTIGRMSUNET S iflugrosphenyll-4methyk-hoptanolo scid;

noi ¢ acd-fiminomethyl-7- (2 6- dlfluoro -phenyl)-4- methyl heptanoic aCId

2- Am hyl - 4- 4 h
noi ¢ ggzrrgtmn%/omethyl 7- )é 4- dlfluoro pﬁewli 2 gt(n?/l Repeta}(\o?c ac(? a

2- Am n%&ﬂﬁ@é&@?‘?%% _ailbéro*phAenyif-Birehbl-RéManBR &did;

hexanoi

2- Ami noppiiNdméthybdmbthiy-742;8,4-téHucrombeny hheptareig apid;

hexanoi ¢ aci d;

2- A ncirdmigemathyArpethyl-( 428, 8 tellyarenheny BiePingis AP
hexanoi ¢ aci d; —127—

2- Am nonet hyl - 4- et hyl - 5- pent achl or ophenyl - hexanoi c

aci d;
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2- Am nonet hyl - 5- (2- chl or o- phenyl ) - 4- et hyl - hexanoi c
aci d;

wQ208508100et hyl - 5- ( 3- chl or o- phenyl ) - 4- net hyl - herenB2004/002985

acid; 30
2- Am nonet hyl - 5- (4- chl or o- phenyl ) - 4- net hyl - hexanoi c
aci d;

> Q(r:r: S%ﬁm%meth&ﬁl methylh}-?é 86 0 oo ey P AMSE Ha;

- 13
oc) AR B e

- Ami nCBIAhhymetWEMineihylhT (ﬁ 8:4phrtettafluom-raemy))-bertangis acid;
aci d;

- At nGneEHOPTEtY S-S A AT ﬁe?w heptanoig acid

aci d; thyl-4-methyl-7-(2,3,5,6- tetraﬂuoro phenyl) heptanoic acid;
- Am noznémn?me el yhI g)r o- phenyl ) - 4- net r%/mchexanm

aci d; 2-Am|nomethyl 4-methyl 7-pentafluorophenyl hepta acid;

-Am ng mé XOmethS/FT ?2 ?Iugro-Bﬁé’nﬁ)hz? %Yﬂ))l hép{HﬂoﬁB’émHex anoi

aci d

- Am n%hhuémétwpﬂwiﬂuém( Bhényl)-4-etigiHheptarpiceasit) - hexa

noi ¢ ac

2- Ami nmmmmaﬂwh?wlug:qph@)é)f«ﬁwnh@mﬂ%wﬂ) hexa
27 A nrBIIGITSINET 52 dflyorophenyDrd:ihyl-heptancic,acich, .

noi ¢ agi_flminomethyl-7-(2, 4 dlfluoro-phenyl)-4 ethyl heptanOIc acid;

2- Am nonet hyl - 4- et h i chl o | exa
noi c aca-Amlr%/omethyh? (X 5- dlfluoro pheny[)-4-ethy[ ﬁegtanopé 3(;.3

ﬁeﬁgln& gﬁ%%ﬂét}lgﬁf-?ﬁb “dfidro by £btgRRbpaAoRNE] ) -
2- A nGRRFINOMEthET(F1-EHIG0 ) idethabhepienoisagig: ) -

hexanoi ¢ aci d;

2- Ani n@rAmigemnathyk?-36:difiyerophenylrdsethyhpairRois asid; | -

hexanoi - ~trifl -phenyl)-heptanoic acid;
2- Anmi ng:néﬁﬁh?nﬁth%‘l etI?yl L (2e%;1gg1%u%rp op eny% : IEexanm C

aci d, 2-Am|nomethyl-4 ethyl -7- (2 3 5-tr|fluoro-phen eptanoic acid;

2- A norrﬁtrnrlwomethslﬁ-eﬂ'ly?%o 2%1?}}[ 1dore: ;ﬁ{em(/i) ﬁb%ﬁ’éﬁé](?'a&d

aci d;

2- Am noz;ghﬁa{émémyﬁuém;quznbermfmm@ - sHidiyl)- egaroioiacid;

aci d;
2- Am n@vAntigomethykd-ethvbo2shé S tetrailugiphendhbepigneic acid;
aci d;
2_ AN rg,qmgthér% gti}yl Zhﬁ o:% 61 6- }%,’@H‘-‘f"’ p ?rﬁm h%%tra]mglr?o?md
aci d 2-Am|nometh -4~ etrg/l -7- ﬁz 3,5 6-tetrafluoro-phenyl) heptanoic acid;

- Ami nonet hyl or o- ent anoi
aci d;2- Amlr){omethyl 4-ethyl-7- pentaﬂuoro e?xyl% tar¥0|c %m

- Am Nyt B 3y Ra 32 Shidhb Pranpl)§sdtiandic &by - pent anoi

aci d

- Ami Soﬁﬁh’ﬂﬁd)mEWM-Qs-dhmb{pmrwl)qlmtande acldy| - pent anoi
aci

20
_ Ani nd2rAmigemethyk4-A4-ghigrpRhenyRRENtNQIC aCkl | - pent anoi
aci d, id:
- Ami no%r@‘f'ﬂ(}?mgth%/!sd'ézg‘ d'ﬁﬁ"c?r’%p';?ﬁe l) pentang%§C| pent anoi
aci d;2-Aminomethyl- 4 (2 4- dlchloro-phenyl) pentanonc acid;

- Ami nonet hyl -4-eth hl ot hen ent a
noi ¢ aoz—é\mlr){omethyl 4- 2 5- dl&ﬁbl’o phenyﬁ -pen tandic acn& )-P

2- Am nwxcl)méﬂ@ )b BRaikRiofo phhl§Heptahcbaal ) - pent a

noic a

2- At nopIRiRNOmAthe-hyB 45dicRloBo-phienyifentanqih adig ) - pent a

noi ¢ acid; 25

2- Ani ncréamigemathyt-fnfB.5sdighloso-phepylmestangitadidi ) - pent a
noi ¢ aci d; —128—
2-An1nonethy|-4-ethy|-5-(2,3,4,5-tetrach|oro-phenyl)-p
ent anoi ¢ aci d;

I\JO NONODNONODNO
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2- Ami nonet hyl - 4-ethyl -5-(2, 3, 4, 6-tetrachl oro- phenyl)-p
ent anoi ¢ aci d;

wQ 2085108000t hyl - 4- et hyl -5-(2, 3, 5, 6-t et rachl or o- ptIEB20)4/(92985

ent anoi ¢ aci d;

2- Am nonet hyl - 4- et hyl - 5- pent achl or ophenyl - pent anoi c
acid; 30

2- Ami nonet hyl - 6- ( 2- chl or o- phenyl ) - 4- et hyl - hexanoi c
aci d; 2-Aminomethyl-4-(2,3,4-trichloro-phenyl)-pentanoic acid;

icfg" no[rE}mXomethSr& ?B 3%B- Rlcﬁlb?g-\f)h)anﬂl) Bgmé'nof&e&@@o' c

o - &-ph e higholteacido]
oo ot e

2- Ani n@-IAtrhryd>m6tWE4-:{2ALG:HICGI%O'PHGHV‘D‘PBH@PWQ'%exan0| c
aci d;

2- Ani n@ﬁ@f‘%’}?mgtm’b"'é(z’grd&ﬁTt%V%c %rorp W"’)“VJ et aqm%gglgho' c
aci d, nomethell-4 2,3,4 6-tetrachloro-phenyl) pentanozc acid;

2- Am norrerrh di chl or o- hener? a/ - hex n0| c
acid: 2-Aminomethyl-4-(2,3,5,6-tetrachloro-phenyl) pent noic aci

2- A nonﬂnwomethg/?zl CefitaEPIcHb Nty P hiarbicca Ry - hexan0| ¢

aci d;

2- A'g' NNRETGmMEtHyB442-¢hidhb-phenyiiMhexaneid aeidhy| - hexanoi c
aci

2- Ani n@wAmigomethyB4£3-¢hlarp-phenyirbayayQia agidhy | - hexanoi c

aci d;

2- Am n&@m?mithg ﬁ)ﬁl-cglo(r% p’e?eﬂy'? Pleé T%?gCIghenyl ) - hexan

0i C aCIszmlnome’thyI-4 (2 3-dichloro-phenyl)-hexanoic acid; .

2-A t hyl | 0ok
oi cma::]%dnﬁmlr)l/omethyl 4- (2 2% Ror- phenyl)cne)?arn(c))léo h&ay!) - hexan

2. Am nofEhipdmdmyHiYb s4iéRoR-hériyiFhesireicheiny| ) - hexan

oic ac
2- Ami nengirinemdthyt-Hy(2,edicior- -phenyl:-hexangigpaeiy| ) - hexan
oi ¢ aci d;

2- Am n@mhmigemathyl-fyB 4edichlor-ghenyllhexangicagidy o1y -

exanol thyl-4- 5d|chloro henyl)-hexanoic acid;
2- Ami no%ngﬁLﬁ?me g 3’? p ){)etrachl or o- phenyl) -h

exanoi Q-Amuwbmethy|-4 2,3, 4-tr|chloro pheny|) -hexanoic aC|d

2- An nomét h%ome’thy -42 (b 365 {ientorg: :hien§h) hifsah8icdipeny! ) - h

exanol

2 Agl ”?gﬁhﬁﬂéméﬂ&l -hy(b;306-Psmlaroiphenyl)Hreexaholeeacidioi ¢
Cl

2- A nartigomethyRiA-SigIRRANEDRERPPSRfanoi ¢
aci d; - c acid;
2- Am nBIIRMItYEA R R 8- s P BRI PANE BRoi o
gc' d; 2-Amh|nc|)meth I-4-(2 3 4,6-tetrachloro-phenyl)-hexanoic acid;
Am normet 7 e c
acid; 2- Am|r>1/omethyl-4 -(2,3, 5 6-tetragl¥lo o- phenylWexa i é %c%'

2- A nOJTR MXbrmbtriyfadsetaHiGiopnBRAmd iy | - hept ano

i c aci

2- Am ngzmhhubmétr(yz . 542chidroephenyl etrmethyl-pastanaic igsist ano
i c aci

2- Ani no&%?@m¢tw5d3diwpcﬂn?ryne‘hy‘3myﬂ R?é}tﬂwlc RE Bj[’ ano

i c aci -4-methyl- entanonc acid;

2- Am ng%énﬂ(}?mgtwa 4dphl?1l o‘?'?)e”&'t? me )A’fprret hy hept ano
i ¢ aci d2-Aminomethyl-5-(2,3-dichloro- pheny 4 methyl- pentan0|c acid;
FCA?Cszﬁrrr\%cl)methyl -5- (2d418 RS RN - mbtH phtariie haae

2- AT OB S4BT SPHERDY i erhaAs ok

ic aci
2- Arti nogAnibbméthysEK|6-dichira;phenyl)chmeihylmesignaic Aeis
anoi c acid; 25 —129—
2-ﬁm1nonethyl-4-nethy|-7-(2,3,5-trichloro-phenyl)-hept
anoi ¢ aci d;



10

15

20

25

30

2- Am nonet hyl - 4-nmet hyl -7-(2, 3, 6-trichl oro- phenyl ) - hept
anoi ¢ aci d;

wWQ208508000@t hyl - 4- met hyl - 7- (2, 4, 6-t ri chl or o- phePg1/iB20@4p102985

anoi ¢ aci d;

2- Am nonet hyl - 4-net hyl -7-(2, 3, 4, 5-tetrachl or o- phenyl ) -
hept anoi ¢ aci d;

2- Am nonet hyl - 4- net hyl - ﬁ 4, 6-tetrachl oro-phenyl
hept anmﬁqnmmethylﬁ}(a 4-dichloro-phenyl)-4-met I -pentanoic acid

2- A ng”A‘zmg{qnaeAthé W5 d?chqgro?bhrén%tﬁh'éw-b@h&“%&eww

hept an
2- Ami nonfhihgméthiEd-fdthyl-5o@18, a4titidomppleenyl)-pespancioiacid;

aci d;

2- Ami nBrigmningmethylod-gatlyls- @%ﬁ;}nghlq[oéplpﬁnyl)h%%}tg%lp@cnd
?,g-r;jl Bgmf%%éggllz? rethy-- 353, ¥4&A8R- PR pentanoic acid;
2- Ani noIhingméth{i3s-arietion&-(2 Battighldrcephenylpentanaicacid;

aci d;

2- Am nBr&mingmethylA-gatey$- @ ha-ielrachioryPhary-RABY anoic acid;
d;
aci JRep mee;hw _4- ?eéh ﬁrﬁ @ 3 4behtgrt]reHcS1Ioro ghe Yl ﬁggttagr%cl acid;
aC' d2-Ammomethyl-4—methyI -5-(2,3,5,6-tetrachloro- phenyl) pentanoic acid;
- 22} gggb‘er;mgmeqhylzzi ?ne?hﬁ-%-gern%aém o\f:h?en4 Sén%nmc%%hano'
- Ami NG el Iemethyi%-2-Ehie - Bhényl 8- iéthyhéidndic &sigf anoi

aci df
- Ani ngxmrmméthylas @3-dhlord-phenyiémsthykhexanpic a@di anoi

- 2%' nérisninpmethyl-b-(A-ghiery- 8?%“%%69?*?1/' hegﬁg\qlc %%'gt anoi

aci d; th I-5 2 3-dichloro-phenyl)-4-methyl-hexanoic acid;
- Am ngrrpé Hlome ~di chl orop ph gr%yl) 4- et hyl - hept anoi
aci d2-Am|nomethyI-5-(2 4- dnchloro -phenyl)-4-methyl-hexanoic acid;

A g Mermetnfits 5 tidrordghidriy) At RdiftiaRbic ! @

noi ¢ aér

2- Am ngfyﬁhmdmé{hﬂtélﬂ 6-HidHlord: shenyl) et hstioyiexanbic-aaight a
noi ¢ aci

2- A n@rimingmethydtdr(3,4-dighjore-rhanyl)edrmataviHIRxRpPIc. 3R o
52 Ani perIninpmeigS(R S-ighiorg-ghenyl 4 methykhexanoic acid;
noi ¢ aelghinomethyl-4-methyl-5- 2 3,4-trichloro- phenyl) -hexanoic acid;
ipfgng‘é&?.taﬂ&néﬁhﬁtf rrllethyl-(s- 2.3 %-tncﬁl%tré-% 3% Reggl%' ¢ lal: oh

2- Ami ”gg&@@}d SRSty (E2233 - FichRid-pRBAAY-PreRiesly labid)

t
gpA%ngQ%hhidme‘lhyﬁ&metﬁyl(&(B‘},ﬁ itichloro-pbany)-beyareis arid;

ept anoi c aci d

2- Ani n@mﬂwmqhglfz}@etﬁylb%(% 34 6‘?*6%#&9{% prheé\e! )ahneacanmc acid;

acid; %A.ﬁmdﬂﬁ&ﬁmemélh&l% =8 hoewetmtﬁﬂbfb)pmm)manouc acid;

aci d: none et hoxy- phenyl ) - pent anoi ¢

aci d; 2-Am|nomethyl-4 methyl -5-(2,3,5,6- tetrachloro phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-pentachlorophenyl- -hexanoic acid,;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-chioro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,4—dichloro-phenyl)-4-methyl-hexanoic acid;

—130—
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WQ@ 2085108000t hyl -

2- Am nonet hyl -
2- Ami nonet hyl -

- (4- met hoxy- phenyl ) - pent anoi ¢ aci d;

- (2, 3-di net hoxy- phenyl ) - pent anoi ¢ aci d;

, 4- di met hoxy- phenyl ) - pent anpqC T IB2004A102985
2- Am nonet hyl - 4- (2, 5- di met hoxy- phenyl ) - pent anoi ¢ aci d;

2- Am nonet hyl - -(2 6- di net hoxy- phenyl ) - pent anoi ¢ aci d;

2- Am nonet hyl - , 4- di met hoxy- phenyl ) - pent anoi ¢ aci d;

2. Ani néng thépmﬁtr&fﬁéz% dEhBE HaRRk o RsRARhfk A

acid; o.p mometh |-5- 3(2 6-dichloro- Rhenyl )-4-methyl-hexanoic acid;
2- Am nonet (y tri met hoxy- phenyl ) - pent anoi c

acid; 2- Amlnomethyl -5- (3 4-dichloro-phenyl)-4-methyl-hexanoic acid;
§C|Ag1 YR Xometh&rlz52(3%—(t:hE:hIm%-B%P(yl)%—%h?/l-r%%ha&oé&d
2- Am n%mhhubmétr(y?ﬁn@m F—5 thhI@i’@‘—phéhyl Rexamsic acid;
acid; 2- Am nomet tho exanoi c

aci g 22Amm¢maﬁwh9+ma1hyt351ﬁ%ﬁrﬁawph§ épgtyl}-rb%m@plg acid;
T B Y

2- A n@URHWéméfh?%%QhWES {m4 \6-piohioyd-phbrylhexanaic ladld
2- Ami nonet hyl 2, 4- di met hoxy- gﬁgnyl ; hexanolll)g1 acid

2 Ami n@w&mmmaihyh%n@thw& (D3 prtrtiaehiora-phenyl-hexangic acid;

2 A noE N Pa S dih{TRS- o ERAMEIGOEKRRGN hoRBhtlc acic
gg: g 22ammorethiRymethyis-i2, 3J5n®td1mci’ﬂqwb¢1hrﬁh)'l)-ﬂman0|ccacnd

2- Ani nan‘émmmeﬁhy%@%hylﬁ Rertaghicropheny|-hexaneis, arid;
gC'Ag] &:An qmethi/l-S §2 ghloro I[?Qeﬂylz( 4-ethyl r{)entarg%t):( gglodl .
aci d, 2-Am|nomethyl -5-(3-chloro- phenyl) 4 ethyl pentanonc acid;

2- A noggrtnpr}/omeé}th)(/lzs %4-chforo gﬁenyﬂ éfﬁﬁn eln)lar?oelc):( gc% ¢

aci d;

g ﬁg] NOEHImeth{i%s-f2,8-dishBRL eyl Rehy-behrmarvasid;

2- Ami n@asmindmethyiz5-(2 ddictylorenehgny))-4-ethyl-pentaneia agisi c
aci d;

2- A n@rPINAMEnYIE- R Pl ORIV 4 et Ry Mapel 2R

aci d; 2-Am|nomethyl -5-(2,6-dichloro-phenyl)-4-ethyl-pentanoic acud
2- Ami nonet hyl - 5-(4- met hoxy- phenyl)I 4- met hyl - pent anoi ¢
aci d; 2-Am|nomethyl -5-(3,4-dichloro-phényl)-4-ethyl-pentanoic acid,

2- An ngg@ methyi%-13, 8L T B YR ey biryi-pERtdNbic BERE 2N

oi c ac

2- Am nomeyhinométhyl4-éttii-BeRI8triciienoypherdd)Aeerighoeiseatidn

oi c aci d;

2- Ani nan‘bmmﬂmeshl('% sthyl-RerbRYigHeRyPheReHFNCsAf %N

g'_ Zm.aﬁg r{%'?]h olmqgh)(l -gthyl-5- 2h3d§(-)'5ncl}]oro >}i>henL¥I n%erﬁapmgeanctl% i

oic ac Qdﬁ.mlnomethyl-4 ethyl-5-(2,4,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetrachloro-phenyl)-pentanoic acid;

-b-h-l?-b-b
)
N

2-Aminomethyl-4-ethyl-5-pentachlorophenyl-pentanoic acid;
2-Aminomethyl-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-chloro-phenyl)-4-ethyl-hexanoic acid,

2-Aminomethyl-6-(4-chloro-phenyl)-4-ethyl-hexanoic acid;
—131—
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2- Am nonet hyl - 5- (3, 4- di net hoxy- phenyl ) - 4- net hyl - pent an
oi ¢ aci d;

wQ20a50800et hyl - 5- (3, 5- di met hoxy- phenyl ) - 4- net hpdF/B2004102985

oic acid; 20

2- Am nonet hyl - 4-met hyl - 5- (2, 3, 4-tri met hoxy- phenyl ) - pen
tanoi ¢ aci d;

2Amnorrethy| 4- et hyl -5- (2, 3, 5-tri nmet hox henyl ) - pen
t anoi @-Aaidpmethyl-6-(2,3-dichloro- -phenyl)-4-ethyl- eg/(alﬁ)mc a%u}

2 O I SimttylBY B4 dichlofo-Bhéhyif-HEthIHEXaRGEBEId; - Pen

t anoi ¢&-
t2 Am @m%g&sheﬁrwtst(bﬁ _diBhioRo-phényl)-4ethyidiexapdieragid;- pen
anoi ¢ aci
2- Ani rieningmethyl-8-(Ar tisRlprerRBeRY!) 4-RRMheYRIAEALI ¢
d;
SCIA o n%zgelwmeéhy §(?r\s4t ‘?1'89('3‘/”% hen I% -4~ 4etrr1])é rﬁ))/(anﬂlgxaé:rn% e
aci d; 2_Aminomethyl-6- (3 5 dlchloro phenyl) -4-ethyl-hexanoic acid;

2- Ami nomet hyl - 5- th
aci d; 2-Amlngmethyﬂ 4- ethyl 6 ( 3 4-tncl¥lo?‘o-phenyl P(exanouc? agldg

2- Ami n%wsmmg}ne?h)ﬁ 4 e??ﬁ)ﬂ 6B, 2 8XYicRBFILYhényl-AB%ENdic Beano

i c aci

2- Ani r%)_m,hwhew -3,ethylients, B Gxyichloesrphpryl)-hexangic Reidano
i c aci

2. Ami rxAeingmethyi-4-e3byhiBia AExyichirERrphenY-RXanAIC AEW o

| C aci R -h id;
ani s PTHomely4-elhy):6-(2,3.4 S-tetrachiare-phenyl)-hexanoic acid

' c aCl@-Amlnomethyl -4-ethyl-6-(2,3,4,6-tetrachloro-phenyl)- -hexanoic acid,;
FCA;nC .néj)-rlxenglno%ethyq eﬁhﬂ-é:r& E 8. ANIEVI “ohiefh Inexah6ia;

2- A 1 -héxargidptidnexano
i c acr%)m H%@fﬁw)ﬁ £ %glggmg IB %)04)/( oozggsldl;1

2- Ani rwmumgmemwﬁt(awhlcwm@yh -4- mamlflr@p}amﬁm hex

d: . .
o o ingmeshyizs Fphierorphenyl-4-methykheptangic acids
anoi c é‘%n‘ﬂﬂomethyl-? (ﬁ clhl%ro-phenyl)-4 methyl heptanoic acnd

2- A 2,3,06-t t
an0|mc na?canm;nomethyl 7-(2,3~ dlCthfO p'henylS |4nr?1eﬂ'1 I}/\eB&nn C Amgex

an0| C”gg\e LY 4hﬁ9t BYA_aidhictoprlrbl 4Tkl ephfioid aciBex
2- Al nouBiRtetinyl-2-(@55-ioklorpipheny))-4metiyhyiptancinasid;

aci d;

2- Ani n@weningmethy-3=(@E-aisliprambeny)-4mMeihyerIAneis 3Fid:

aci d, -4-methyl-heptanoic acid;
2- Ami n%rﬁé?'ﬂﬂ“eéhﬂ ‘mﬁ 'c‘>’>'?3'/°’8 enW 4- rrety phexan0| C
aci d, 2-Aminomethyl-7-(3,5-dichloro- phenyl) -methyl- heptan0|c acid;

|20A21nc Pg-ri\er;nlgolrne?hysl-tl me&yﬁt (Eoé‘X-tP 050Y3-bhényiEh&ptanBR1a4E;
2- A ”grﬁﬁg&ne‘?hﬁ 2oyt POXB-tRENBI0-bhényiEhEptanbixadid;

ic aci
2- Ani ngaerhingmethyl2-Bethiyidt (203 6-tfekiaga-phanyleheptanrisasie;

i c acid;

2- Ani narispingmethylA-sethyide @0‘}«94%@8{/??%"@&{1 ﬁefla (lecx%(ﬂg

i c aci 2,3,4,5-tet hloro henyl)-heptanoic acid,
2- Am n% worneet)hyl4metl’ryrlre7t oxXy é)erac 4prret )I I’F])exa 0

ic aci QfAmlnomethyl -4-methyl-7-(2,3,4, -tetrachloro phenyPS heptanmc acid;

g nd e e 2 IS A0 o
2- Ani ngnﬁﬁmwﬁﬂmm&hﬁ-ﬁ&rﬁa&hIbhb[ffﬁédyﬁhépmheiwdidldh ex

anoi c
2- Ani ngrfehimpmethyt-(Bychlierg-pheny)-drethstheptgneia @& ) - hex
anoi ¢ aci d; —132—

2- An1nonethy| 4- et hyl -6- (2, 3, 6-tri net hoxy- phenyl ) - hex
anoi ¢ aci d;
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2- Am nonet hyl - 4- net hyl - 6- (2, 4, 6-tri met hoxy- phenyl ) - hex
anoi ¢ aci d;

wWQ20ni0s0net hyl - 5- ( 2- met hoxy- phenyl ) - 4- et hyl - pePCHIB206G4/002985

aci d;
2- Am nonet hyl - 5- (3- met hoxy- phenyl ) - 4- et hyl - pent anoi c
acid; 20

2- Am nonet hyl (4- net hox ent. noi c
aci d; 2-Am|r¥omethyl 7-(3- chlorg-p enyrBy thyl‘f‘n yano acng;

2- A O i r-P-€H1GRS BREHTPALMK) hefichioRydciaent ano

I C acCl

2- Ami ngq&aﬁmdm&hyma@ GidieHitvoxphanybriyethykheptanpicagid;ano
i c aci

2- Ami n@nhiarethyls7-62, GTQH?IWW%WQn@PBhyhh%?WP'cp%cﬁq ano

i ¢ aci - -4- eth I-he tanonc acid;
2 Ani n%ré'inh m%thzll -7 82 gldlchl?]ro)P |¥g y p et ano
i c aci @-Aﬂﬁwomethyl 7-(2 6-dichloro- phenyl) 4-ethyl heptanonc acid;

2- Am P%ﬁ#ﬁgmethw 0 QO Shdy B bty R EHRRbICHGA O
2- Ani ”g%ﬂ%’dméhizl% -3 idEiGRphetyn Mbiyhepianbicresid;ano

IZCA?nCnQmammdmdthptsmthyw«z,&z}-zunqmrﬁmhmyg) -hepanaig agisht
anoi ¢ acj d;

2- Ami nérfsmiamethye4rethyk77(3,30-41 'W?’He‘%rl%‘)(;) heﬁ)tan ' aB'é’m

anol ¢ g, th I-4-eth -7 2,3 B-richloro-phenyl)- heptan0|c acud
2- AmngrrAér?]fwnome t hyl Vs ( 3, 6- trlrre[%hox

anoi c adkm;ndm)ethyl-4 ethyl 7- (2 4 6-trichioro-pheny epta onz aci

2 A g R B e g-tgfrwﬁarbozswerm@%thn%@cw-

anoi c

2- Am néfﬁhhidméihﬂt&kélhyﬁﬂ(z 334 6-tbtrachiorphéryt)heptangic)acid;

pent anol c acid

- Ani n@rminameathgdrethys7 (2, 35,6 tgtreehlpigsgbaryl heptaRgic acic:

s e

pent anplAmiintethyl- 4—(2-methoxy-phenyl) pentanonc aci

2- Am nonet hyl - 4-et h ent 0X enyl nt anoi ¢
aci d; 2Amm¥)methyl4 3- met oxy-p enny é’rﬁano%a ae

2- A NIt i Eing12- R HKYxyPPRERI)-péniahbic acig x anoi ¢

aci d;

2- Ani n@ninindmethyiss-(@ BriirethexypHenyl-psirignoie agishoi ¢

gclbfrjn ngr/@mmm%thx'ﬁ fetriinethRymnenyh: p&'“?/no'% & 0i ¢

aci d, ethyl-4-(2,5- dlmetho henyl)-pentanoic acid;
2- Ami ngrrpém ncim Y & o;?/lp Y p -4- et hyl - hexanoi

aci d2—Am|nomethy| -4- -(2, 6 dlmethoxy phen Y) -pentanoic ‘acid;

) Qg: S%nR}neromgh P4 %3 4 4R Iﬂ%@f{ ﬁﬂb‘?‘%' gerftafdiB¥cidiexanoi
- Am n@fﬁtnmdm&hfl&% gL dRidfsosy=-pHery)-pentartib dcidyexanoi
- Am nMmmm@thywﬁz@b%tm@tiayxw@ﬁwl)-p@nm a¢idx anoi

acid
- Ani n@rréﬂ'ﬂﬂm%th?d?,“ 42 &,%{rﬂ%t)r(\)?x% RE ﬁwl} pgnta OKf a‘Izllex anoi
aci d; 2-Am|nomethxl -4- éz ,3,6- tnmethoxy-phenyl) pentanonc acid;

- Am nonet hyl di met hoxy ¥| 6 4- et hoy Sxanm
aci d;2-Aminomethyl- -4-(2,4,6- tnmethoxy- yl)-pentanacic aci

- A ”g"g}nw mé‘thyf Jib(b rr(?etfnax;? pﬁeﬁ{d PRkARs¥ aekeny! ) - hexa

noic a

2- A n%URH%méthW—JIlXBTﬁethaxyﬁpﬁehylb-tnekamgzaphbnyl) hexa

noi ¢ acid
2- Ami nﬁ%ﬂﬂnmﬁh&ﬁ}(ﬂ -ngethoxgphenyh)-RexaRes agitkny | ) - hexa
noi ¢ acid; 15 —133—

2- Am nonet hyl - 4-et hyl - 6- (2, 4, 6-tri net hoxy- phenyl ) - hexa
noi ¢ aci d;
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2- Am nonet hyl - 7- ( 2- met hoxy- phenyl ) - 4- met hyl - hept anoi c
aci d;

wQ 2085108000t hyl - 7- ( 3- met hoxy- phenyl ) - 4- net hyl - hEQL/EB20040002985

aci d;
2- Am nonet hyl - 7- (4- met hoxy- phenyl ) - 4- met hyl - hept anoi c
aci d;

2- Amin %Rt h%ometh&h%% et hh&%/ &{é‘?\wlﬂex%ngﬁtéyé hept an

oi ¢ aci

2- Am ”%hhﬁbmétt(y?—ﬂ(z%mféﬂw -pHeey)Hexénoletauid;- hept an

oic acid

2- Ami n@rAtipomethyb428-distainxy-Rheay)rhexangic:agit hept an
gl zmaﬁﬁé\{fﬂg}?m?‘*tyk“é?@'%‘%ﬁ% *he“P{Mexz?m'c ? hept an

oi ¢ aciglaminomethyl-4- -3, 4 dlmethoxy-phenyl) hexanmc aC|d
2- Ami nonet hyl - 7- Y - 4- net 8/ hept an
oi C aC|23}Am|nomethyI-4 (3 5 dlmethoxy-phen )- hexanoic acid;

2- Ami n%}i éomgtl'{y?llglz% AT S5 PREMY ) -héxaRdi€ Weidept an

oi c ac

2- Ami nenrhhiNdméthybag)3;5triretBody-pheng)-hexangib acid; ) - hep
t anoi ¢ aci d;

2- Ami n@wBrtigomathylfH2:3.6-trimetboxy-pherd)-hex3n9iR 861 ) - hep

t anoi ¢ id:

2- Ami nﬁépﬂ(}?mﬁth%ﬁ42467trwet§0éyp 'Pr\é'k 8?(?/“% gﬁg/l) hep
tanoi c @Ahﬂnoméﬂﬁhﬁﬂmﬁmhyky phewﬂqwmé’thmzpentanmc acid;
4,6-trimethoxy- &yeny ) - h

3. i meBmisarhe Ty b BT DX RBRS D et W peniappis AT

aci d; - -
o AT n?A%n?me}thelgs ée rrrl]eot)tzoxy hen I)) 4- methf\{l Pentgg?g:n%?lc(i:

aci d; 2-Aminomethyl-5-(2,3- d|methoxy-phenyl)-4-methy| pentanoic acid,;
ﬁCIA? norIREnrl]XomethWS r{’z’hhé’ KRS Sy - £ Hbthy ARGk Geid;

2-Amin drné dlﬁ{e"l!%bg L)-ndethyifpentanoic aici;
ic aC| HI%G V\FBS’2035/ 030700 WOOM 0%985 5 10 15
20 25 Iﬂ;Amlnomethyl-S (2,6-dimethoxy-phenyl)-4-methyl-pentanoic acid;

2 A N RiormdinyPs-ta 4 dTHRABN-SHSHN-4-ribtRy serREb 2eRy

i c aci

2- Am n?mh{%métr{yesf(s@medmmwmmWA-fmtayltpéntamaw

i c aci

2- Ami ncﬂwénhmmm%@%ﬂ‘w&'ﬁ%ﬁy‘l Binestpoxy- @hEE‘Y\Q/'PeH?&Oéﬁ]%C'd
)% A 'n%ém?m‘%*“efk“z[“%‘“%e? 122 Smsihexy phenyl PeRianom,acd
i ¢ aci g-Aminomethyl- 4-methy| 5 -(2,3,6- tnmethoxy phenyl)-pentanoic acid;
FCA;nCP?aﬁﬁnr:XchethyM met yI -5 78 ﬁ Pn en%l &y-%)hgtny p'errll?é)nto?g gcid;
2- Am n?gﬁhﬁ%méﬂﬁl -BY(briethéxyphehy)-AEhBERY-hBRERYE JackE Pt

anoi c

2- Ami ncgmghwméﬂm -By(B-riiethaxp-phenyl)-demsthy)-hprangic acis pt
anoi ¢ aci

2- Ami ncrbmigemathyt-Rif-methoxy Phepy-Aemet hEXaNGIF Aok ot
anoi c -h d:
2- Ami n%ﬂ-ﬂ ?mﬁthgt F? (F 37d|{nzet20>éy P??rr]r}g% 4omx$/th|%)llhe?1)3(/allr;0|%gglt
anoi ¢ @Adimomethyl -5~ (2 4-dimethoxy-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-5-(2,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;

2.Aminomethyl-5-(3,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
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2- Ami nonet hyl -4-(2-trifl uoromet hyl - phenyl ) - pent anoi c
aci d;
wQ 2085108000t hyl - 4- (3-trifl uoronet hyl - phenyl ) - pePCHIB20EGH002985
aci d;
2- Ami nonet hyl -4-(4-trifl uoromet hyl - phenyl ) - pent anoi c
aci d;

2Amnorreth| 3-di-trifluorone entan
oi C amZ}Aml)r/lomettsyl-tl-methyl 5-(2,3,4-trimet ho%y—pﬁeny yhéx noic acid;

2- Am noimt huhiidiyRadndinyl-6L(5 SURERABhBXY-pREMALhexARAE BBid;

oi ¢ aci

2- Am no%mhhmbrr@trﬂmandthyt -6i(2 )3 @trimethoyy-pheryl)hexanroic agid;
oi ¢ aci

2- Ami naZmbmippmetinys-demgthyl-br(R4BsirnetRyY-PRRRYIY NeXaReie 24id;

oi ¢ aci -4-methyl- hexanmc acid;
2- Ami ndﬂ@f'ﬂg/‘f)mfﬂzyés 2dne YIPBS%I?TEtrRy yF enyl ) pent an
oi ¢ aciglAminomethyl-6-(3- methoxy-phenyl)-4 methyl-hexanoic acid;

g, ?magsﬁm%metfgyl 65(4-dr|netthro|x{/ lpﬁgWI - -mglhyp ngxéﬂc)lc %8'2} an

2- A ”Og‘;’\}rﬁ%métr(y? 6223-bimethky-pHEryIPRimethy Riganolc a6,

tanoi c

2- Ami nopriiibmétiyRBI2H-diniethoxy- pmmwhﬁm@lhv'mﬁémow el

d
27 At noAATTIOPMEtYy 6426 dimelh e PRRRATIg MY RIROle Al

tanoi c 2,6- d methox henyl)-4-methyl-hexanoic acid;
2- Ami nozqﬁ n?mithy£6( I trly%?uoryo)rret hy v phenyl ) g

tanoi c :aAminomethyl -6- (3 4 dlmethoxy -phenyl)-4- methyl hexanonc

2- A NoA ometh%G @G '] dlflr?ét%gg} BP{énﬁ)hE Wét)\ylhl%@d?ﬂl&amd

aci d;

-2 Am ”%hhﬁbmétr(yﬁﬂrhéﬂ'iyuef(gm “rithetbbeyphpnyiherancic acid;
5 Am nc@vantigomathyl-4trmetyl6r(@@a-time hosnphenri-hexaneic acid;

aci d; i 0-h id:
2- A ncRrATHgPMEE 4GB 2 3 ey N e A G
i ¢ aci CQ-Ammome'th l-4-methyl-6-(2,4,6- tnmethoxy-phenyl) hexanonc acid;
2- Ami nonet hyl - 2. 4-di-trifluoro thl¥,l- hetnxl - he ano
ic aci - Ammomethyl -5-(2-methoxy-p enylsni -etnyl Ben anoic aci

2- A nOUTRiiNbmatyRsTadhaltic lpHengyat oy phaanbic- atmano

ic aci
2- Ami nOzmh’fiudamétr(y25€1‘(4dnethuxy4phensol)ﬂt—@linylrpﬁ@tﬁypw agickano
ic acid;

2. Ani notrémigemethyk5423-dimethpsPharykdretiviaRntancic agidy

i c aci henyl)-4-ethyl-pentanoic acid;
2- Ami ngzrre 'n?mﬁthy!355(24dltnrl?tp ?ﬁ%?oﬁg eﬁ epn [) - hexano
ic aci d2-Am|nomethyI -5-(2,5-dimethoxy-phenyl)- 4 ethyl- pentanmc acid;

B L

2- Ami nogg| 'glimbmétr{y%?(e& “Hirhethbiy-bHenpyatdtiyi-pereapbik-auik

anoi ¢ acl
2- Ami nozrintigdmety2593-dimnethexy-phenyindtaihyL-pRAYPic acid;
anoi ¢ aci d;

5 At nofbrHpPTE L4ty E T2 B HImB g PR TY S RERtATOIG g

anoi ¢ aQ'A‘P'mnometh I-4-eth?/l -5-(2,3,5- tnmethoxy-phenyl) pentanolc acid;
2- Ami nonet hyl - | uor onet hyl - phenyl ) - r}/ g
nt anoi 02MIdomethyI-4 ethyl-5-(2,3,6-trimethoxy-p enyl) penta oic acid;

2 oA omBtryt4&th{ -8 AL mRRS hhyf-peRitdhdic BEid;

nt anoi ¢~

2- Am noﬁmﬁbmétr{yf«zﬂéthwsqz BEShyirametuxy)phenyBpertapeic acid;

nt anoi ¢ aci d
2- Ani nomm;mmstr(ygmtbyl 5+(2.B14BrieameioyRIgNY)-Pentappic acid;

yl - pentanoi ¢ aci d; —135—



2- Am nonet hyl -5- (2, 4-di-trifluoromnethyl -phenyl)-4-nmeth
yl - pentanoi ¢ 10 aci d;

wQ20hst0sonet hyl - 5- (2, 5-di -trifluoronet hyl - phenyPQF/mB20®t/(02985
yl - pentanoi ¢ aci d;
2- Am nonmet hyl -5- (2, 6-di-trifluoromnethyl -phenyl)-4-meth
yl -pentanoi.c acid; 15
2- Ami nonet hyl -5- (3, 4-di-trifluoronethyl-phenyl)-4-meth
yl - pentzaAminomethyl4-ethyl-5-(2,3,5,6 -tetramethoxy-phenyl)-pentanoic acid;

§| Agneﬂ%gﬁbl}eémgmg/g& %tl‘?yll 5t 6enfté1rl1j1% h%%{)ﬁé(nyl-%gﬁ%lo}c élcﬂet h

2- Ani neyIR [—'ﬂa J,mgwpgqymeﬁnéﬁy -Bhényiy-ii-ettiyl-hexansioeicly; | - ph

enyl ) - pen noi c

2- Alm) nm?hmmemybswmahw-ahenyw -ethylhexen@facidil - ph
en en nol C

2" A nenBmRgematyES I melnp-Bhany-ehyHhexaRaiR el - o

enyl ) - BeR EthyR6- 2’8 cﬁﬁtethox henyl)-4-ethyl-hexanoic acnd
2Amnorn=:h‘ﬁﬁkf)‘h X‘E ( yE)ptrly-trlflyuororrethyl-p

enyl ) - memmmmnethyhﬁ-l(atl d|methoxy-phenyl)-4-ethyl -hexanoic acid;

2- A n%%mﬂometh%&t(é bfcl met %Wenyﬁ%@ﬂy?—héx%@&hdhe

Xanol C

2- Ani n@UR&ﬂYéméthf/%i(Z bidimethuxgtpndnyheethy)-héxammidatidhe

xanoi ¢ aci
2- Am n@dirtinomethy 63,4 dimethenytrnany Brieatyl-bexanoie, aeidhe

zAm RT3 ety phemrd etnyiheranoig add;

- hex 208rfinoraéthyli-4-e 386 MO, 24MEMe tHXYDhenyl hexanonc acnd
PCT/|82004/00298 ryeee #9phenyl)

2 Ani n@niminameshylt-gthyl-61(2i3 PUdmeiaeysanepiRtFrangic A%

- hex
2 A narRiATigh{tys-gihyl-6:2,8 6 imethosy phenyl: hexangio acid
yl - hex Qrmirm'loméihyl-4-6thyl -6-(2,4,6-trimethoxy-phenyl)- hexanOIc acid;

“ A&Q%ﬁn&%%hﬁ@?—?z me_trt\chytprlljeor%y%nft hé/thylp#eepqgnglcdéct?t

§| Aﬁegggﬁ%meﬁhg% {3-Hietih &yt briyemhathy Phstihdic Aoigt h
2-Aminomethyl-7-(4-methoxy-phenyl)-4-methyl-heptanoic acid;
2.Aminomethyl-7-(2,3-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2.Aminomethyl-7-(2,5-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2;4,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-7-(2-methoxy-phenyl)-4-ethyl-heptanoic acid;
2.Aminomethyl-7-(3-methoxy-phenyl)-4-ethyl-heptanoic acid;

2-Aminomethyl-7-(4-methoxy-phenyl)-4-ethyl-heptanoic acid;

(
(2,3-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
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2- Am nonet hyl -5- (3, 5-di -trifluoronethyl - phenyl)-4-nmeth
yl -hexanoic 10 acid;

wQ20niosonet hyl - 4- met hyl -5- (2, 3, 4-tri-trifl uor oOPEL/IB2A004x92985

enyl ) - hexanoi ¢ aci d;

2- Am nonet hyl - 4-nmet hyl -5-(2, 3,5-tri-trifluoronethyl-ph
enyl ) -hexanoic acid; 15

é ni\lm) nﬁgﬁ&“?ﬂoﬁetﬂ@!ﬁ& 4QirhéinBxfphhyif-a dthy HePE ¥ bel
2- Ami nOHBCtthriontibtn‘ﬁtmw 5-gin@héxpphenyl)-4idthyldeptaridiy boih
enyl ) - hexanoi c

2- Am noare%rﬁmon@tw 71-42 §-dirpthavy-Rhenyihdrsiny-hepianqic acke
5 A nord inortout7:(3.4-dimethoxy-phenyl)-4.ethyk-heptanqic acid;

xanoi ¢ 2@ rinomethyil-7-(3,5-dimethoxy-phenyl)-4-ethyl- heptan0|c amd

2- Am nonet hyl - 6-(4-trifluorometh - he
Xxanoi ¢ %—tﬁra%ometr(lym -ethyl-7-(2,3,4- tnnxethgxy-ph/e%yl) heptanonc acud

2- AT NSt AR5 SR RRORL bR RaioRic

yl - hexan0|c
2- Am ncﬂrﬂrﬁmbn@ﬂ(ﬂ 44ettiyl 7-(2,8)6-wimEtied Xy bheriydRlyeptadoireicid;
yl - hexanai c

2 A PP T (2.4 EclBmsH PO HRtanoR2Ci:
- hex }

! At e inoRghy 4 (2 yiluorometiyohenylypenianaig acids

yl - hex amAnunoraetl'tyj-4ﬂe-tnﬂuoromethyl phenyl)-pentanoic acid;

1 A TR miomgity a3 Suigpia)-pae gy petEnalc Acid; ™ "

PCT/ ' B%Qﬂﬂ{u%}ﬁg I-4-(2,3-di-trifluoromethyl- phenyl) pentanmc acid:;
2- Ami nomet hyl - 6- (3, 5-di -trifl uorornet -4-met h

yl - hex éa«.Amgnoragtrwl-4 (2,4-di-trifluoromethyl- phenylo pentanonc acid;

én?lm) n %ghﬂ%c}reéﬂ'&? 22/ 55514 iffuctorhietiyi-pHenl ) pRheARdiE ¥higP"
2- Am n@nnmhdmémvmgz J6=di-tfifluctometiyl-phienkl) yehtarwsid gtidph

enyl ) - hexanoi c

2- Ami n@nd mmmqthwbmw di-tifucromethyl-phenyl)-mentangie acidph

enyl) - Bexafifirfieth§Ea-$3,5-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4;tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-trifluoromethyl-phenyl)-hexanoic acid;

2-Aminomethyl-4-(2,3-di-trifluoromethyl-phenyl)-hexanoic acid;

(
2-Aminomethyl-4-(2,4-di-trifluoromethyl;phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic acid;
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2- Am nonet hyl - 4-nmethyl -6-(2,4,6-tri-trifluoronethyl-ph
enyl ) - hexanoic 10 aci d;

wQ 208510800t hyl - 5- (2-trifl uoromet hyl - phenyl) - 4- BCTIIB200K002985

tanoi c aci d;
2- Am nonmet hyl -5-(3-trifl uoronet hyl - phenyl) - 4-et hyl - pen
tanoi ¢ aci d;

t2 aﬁg} g%angw%meth I44t(£ Isfsl-yrg’crn%grtomethﬁ %e%yb hexgﬁgr\él éc%e;n
2- Am NGJIR hﬁﬂéméﬂ&?ﬁz@' e-rl-irfiLisRhRtRYIbHen ) #ieXbhoit-Aidly

| - pent anoi c acrd
2- Ami nmnhry¢m5trw2442m6-trr-tnﬂuqmmﬂfbylmherwhé\e}apomaﬁdmy
| - pent angi ¢ aci

2- Anin mwmsﬁ‘kvb%z FiflyarormetiyBRaMlf-msiBrRgIGNRE AFd:
| - t - .
AP oo G s Uil e dee
| - pent @Arrmmmetﬂwl -5-(4- tnﬂuoromethyl phenyl)-4-methyl-pentanoic acid;

|2_ Qrenn? %mﬂ - @WS %2 g' dl-tn Iuor ﬂ‘{w bﬂ%yl?ﬁ‘?ﬂé{ h&rl-éeﬁlramﬂlc

2- Anln%gﬁphyl 5-(3,5-di-trifluoromethyl -phenyl)-4-ethy
| -pentanorc acid; 20

2- Ami n@mimindmeathgk 52 45litdllwramethyl-phenydraeisy hpentapeic

nyl) - penten0|c aci d;

2- Anin hyl 4ethy| 5-(2,3,5-tri-trifluoronethyl-phe
nyl) - pQUAﬁ‘lﬂRirﬁeth?ICE-(b 5-di-trifluoromethyl-phenyl)-4-methyl-pentanoic
2- Ami nonet hyl - 4-ethyl-5-(2,3,6-tri-trifluoronethyl-phe
nyl) - pasidanoi ¢ 25 aci d;

2- Ami n ~t At ReEdIU AL . i
ayl) - pg%@ﬂﬁr%éhglfﬁ%,B-Qi"l-(tr?ﬂud()r&nE{Hyl bhbAYIRAIRERY YbnaRBIC
2- Am ngmathyl 4-ethyl -5-(2,3;4,5-tetra-trifluoronethyl

- phenyl ) - pentanoi ¢ acid; .30 .
2- Ami n@rAmAoeiyF1(3, 451?'(‘@f‘é’,’%’ﬁéﬁr}Y&PPﬁUY')'ﬂfmEWBH%?WP'C

- pheny%%3 pent anoi ¢ acid; -140 WO 2005/ 030700

PCT/ 1B 6’4/ 002985 )

2- Ani ngrfnimdmethypl5+8,5 8-t u@remethybpheanyl)-4fmethybpentanpic

- phenyl ) - pentanoi c aci d;

2- Ami n8R; hyI 4- et hyl -5-penta-trifluoronethyl phenyl - pe

nt anoi -4-methyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-pentanoic
2- Am ngn@ﬂw eth{’ rr}el f¥ uor onet hyl - phenyl )yf et P]l)? p hex
anoi ¢ acidd; 5

ggﬁﬂ”&'}o‘?ﬁa%m&&% ety E[PE B A%k B0 M thyibHEAY dMEZnoic
2- Am ngaRt hyl - 6- (4-trifluoronethyl - phenyl) - 4- et hyl - hex
anoi ¢ aci d;

2- Ami n@rminpmaghylz}-madinyits-(3.3. 6dFidrverpmethyrhenyh-rangnoic
| - hexanoi ¢ aci d;

2- Am n ﬁ’tgthyl 6-(2,4-di-trifluoronethyl-phenyl)-4-ethy

| - hexaQQ‘\rﬁlr@ﬁhéihyIA-methyl -5-(2,4,6-tri-trifluoromethyl- phenyl) pentanoic
2- Am nonet hyl -6-(2,5-di-trifluoromethyl -phenyl)-4-ethy

| - hexanoidt aci d;

2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyl)-4-methyl-hexanoic

acid;
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2- Am nonet hyl -6- (2, 6-di-trifl uoronethyl - phenyl)-4-ethy

wo 2008030700 c aci d; PCT/IB2004/002985

2- Ami nonet hyl - 6- (3, 4-di-trifluoronethyl -phenyl)-4-ethy
| - hexanoi ¢ aci d;

2- Am nonet hyl -6-(3,5-di-trifl uoronethyl - phenyl)-4-ethy
A YL 4di-tef Fphenyl)-4-methyl-hexanoic
2- Ani n gomgthyl-firfe.4editdifluprgmethy! Pplw)uorone%yﬁ-%%e
nyl ) - h%gpm c acid; 15

2- Ami nomet’ hyl - 4- ethyl-6 (2,3,5-tri-trifluoro

nyl ) - h&dhminenetyi-o-(2,5- dl-tnfluoromethyl phenyl)-4-met exanmc

2- Ami nonef hyl - 4-et hyl - 6- (2, 3, 6- trl-trlfluoromsthyl phe
nyl ) - h&%hoi ¢ aci d;

2- Am ”@URHWémérhgf-m(b itAflbrémsttiyl-phéfiylsamety hhexaic

nyl ) - hexanoi c acid
2- Anmi namethyl 7-(2-tri f1 uor omet hyl - phenyl ) - 4- net hyl - he

pt anoi -
D~ Ani nerkH] ﬁm%‘“¥%5 13 tdtdflusremstvi-phenyl)-s-methyl-hexanoic
pt anoi gepei d,

2- Am thyl -7-(4-trifl th h

pt anoPZ%;:{gmeth& 5- ((5 I5 dl-lilr(ljf{u%rrrgme hyl Bhglq)y )-4-met?1$l} néxanmc
2Amnom§ thyl -7-(2,3-di-trifluoronethyl-phenyl)-4-neth
yl hep?g bic 25 acid;

2- Ani nprhindmethyl-methyl5-(2, 3 deridritudsrpmetindpiieny ) -haxanoic
yl - heptan0|c acl d;
2 Ani nd@eigk hyl - 7- (2, 5- d|-tr|fluoronethyl phenyl ) - 4-neth

hepgﬁt{}ﬂqﬁamﬁﬁy% g{éghyl 5-tr|-tnﬂuoromethyl-phenyz hexan0|c

2 Ami n ‘uor onet hyl - phienyl)
yl - hepaeidpi ¢ aci d; -141 V\D 2005/ 030700

5 oCrTﬁ, Im'? Z%[ﬁﬁgﬁ 42 gxeﬁ@g%&Eﬁgg{igﬁfg@c@%nﬁ%{p‘ﬂeinw)-hexanoic

2 Ami n? thyI 7-(3,5-di-trifluoronethyl-phenyl)-4-nmeth
anoic acid; 5
2 Am nzmtmpmedhy‘lﬂ -mgithy-5¢ (2,4 64rittrifluarematindhiesyighexanoic

enyl ) - hﬂa;anmc aci d;
2- Ami n8%et hyl 4mathy| 7-(2,3,5-tri-trifluoronethyl-ph

enyl ) - Q-@Gﬁﬁ‘aﬁmahylfe“—g]ziinﬂuoromethgl phenyl)-4-methyl- hexanonc acid;
2- Am nonet hyl - 4- tri- trlflugrometh

enyl ) - adpnmeaiethylHo( gqflgogomethyl -phenyl)-4-methyl-hexanoic gcud
2-Aminomethyl-6-(4-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;

2.Aminomethyl-6-(2,3-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2.Aminomethyl-6-(2,4-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid,
2-Aminomethyl-6-(2,5-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,6-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromethyl-phenyl)-4-methyl-hexanoic

acid;
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2- Am nonet hyl -4-nmethyl -7-(2,4,6-tri-trifluoronethyl-ph
enyl ) - heptanoi ¢ acid,

wWQ 20850800t hyl - 7- (2-trifl uoromet hyl - phenyl ) - 4- BCTIIB206W)92985

tanoi c aci d;
2- Am nonmet hyl - 7-(3-trifluoronet hyl - phenyl)-4-ethyl -hep
tanoic acid; 15
2- A ngrgt ) i 516 BLAMARGSTBHBty-BRERY-Maflerhlhbrdch
2- An1ngﬁmjhyl 7- (2 3-di-trifluoronethyl-phenyl)-4-ethy
| - hept anoi’c aci
2 Ami nmmpometw1z4ztn%thylt61(2 Bdoirigrfluerpmetind:Rhepylh-hexapoic
- hept anoi.c aci d;
2 Am n 'hyI 7- (2 5-di-trifluoronethyl-phenyl)-4-ethy
- hept @Rhﬁn@méﬂw I-4-methyl-6-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic

.2 Am normet hyl - 2, 6-di- trlfluororrethyl - phenyl ) -4-eth

yl - heptagiti c aC| d; 20 _

C ot I hé{g@;@&mﬁ&hyﬁé«é,b}esefrmﬁwmé@mmﬂehyr}:r@xauoic

2 Am neygry; hy! - 7- ’(3 5-di -trifluoronethyl-phenyl)-4-ethy
heptan0|c aci

A n@mémmmaﬂwl-ﬁwetby'(@z(%w tiriflyoromet-Hhanylhexppoic

nyl) - h%ﬁgﬁnm c acid;
2- Anin "hyl - 4ethy| 7-(2,3,5-tri-trifluoronethyl-phe
nyl) - h@Ammmeth%s-@-irdluoromethyl -phenyl)-4-ethyl-pentanioic acid;

2= Am ng&‘gt reethgé?—%é-tnﬂu%rbmé%y phayil-4 et PErtdRdic BES;

nyl)-h

ﬁzf%“ E?Tﬁgﬂ%clﬁrgéthgﬁ@-gi-trﬁhb?@rﬂew -pheityl)-Aetioyipantandic abid;

2- Ani nmnmdmathylzé'a-(& Bediidiiunremethy-phrayyHethdmenaneic acid;
27 A n@RTIRAmelY L3 (eI PhREY ety Ropiancic acid
aci d; o Amlnometh I-5-(2,5-di-trifluoromethyl- phenyl)-4-ethy| pentanonc acid;
2- Ami nonet hy 4- tr| f 1 uor onet hox pheg%égatﬁent

aci d; mmmm\etb@w-(ﬁg@m@nfp@rp ppgg yi- pentanonc acid;
2- A n%rTErtnE]rYomethWS 1, Jigi it etV pRexy)-BLGRYI-pemanbR acid;

noic a

2- A NQURkHHEMEth(I5-43, Biditrifiddrometypheryl)-grethyl-pentancis acid;

noi ¢ aci d;

2- Ani naen%mnqmelthylﬂﬁtwﬁr(?ﬁ fetdinaramelhybRbRDYY-PsaiANgIc
noi ¢ aci d,

2- Amn@r‘ﬂ&hyl 4- (2, 6-di - trifl uororrethoxy phenyl? penta
noi ¢ aoLAmidomethyl-4-ethyl-5-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic
2- Ami nonet hyl - 4- (3, 4-di -trifluoromethoxy-phenyl)-penta
noi c a@cif;

ﬁoﬁg‘ n%ﬁwﬂ%’dmé‘mﬁ% 2itfii-sL 1 3 BUARAMFRS B MEthyNppej)-pesitdrioic
2- Ami neyetet; hyl - 4- (2,3, 4-tri-trifluoronet hoxy-phenyl)-pe
nt anoi ¢ aci d;

2- Am eIy iy 2.4 P RN PR

nt anoi ¢,

2- Ami norremf:hyl 4-(2,3,6-tri-trifluoronmethoxy-phenyl)-pe

nt anoi @-Amiromethyl-4- ethyl -5- (2, ,4,5-tetra- tnﬂuoromethyl phényl)-
pentanoic acid;

2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetra-trifluoromethyl-phenyl)-

pentanoic acid;
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2- Am nonet hyl -4-(2,4,6-tri-trifluoromethoxy-phenyl)-pe

wo@soscomci d; PCT/IB2004/002985

2- Am nonet hyl -4-(2-trifl uoronmet hoxy- phenyl ) - hexanoi c
aci d;
2- Am nonet hyl -4- (3-trifl uoronet hoxy-phenyl)-hexanoic
aci d;

t etra- tnfl rometh I-phen
2- Ami nonemn? 2-hy|44tertr|‘ I5u 2r’:%ifr)r’estthoxy phenyl) % gx gl?
aci d; pentanonc acud

gi- ?maglo %omethﬁlh-ethyl-st éeJté—?rq{u%?gﬁg%wdrf)erﬁwgéthaﬂce)|>c(:aa%|d

2- Ani n@g&ﬁhﬁémérrwe‘tzsinﬂddmﬁqbﬂwr -PRERVILA B RPRYBNOIB RS

oi ¢ aci

2- Ami n@w&nmycbmetrw653<umﬂuammemwlr-plmyi)oéhetmﬂréwamoln@cm
oi ¢ aci_d:;

2- Ami néramiReMathybe44-difiucrormethyl-ehrmlsetHiERyRI0iR &eith

0i ¢ achbdiminometh | 6-(2,3-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2- Am nonet hyl - 4- -di-trifl uoromet hoxy-phenyl) - hexan

oi c ac Edt\mlnomethyl -6- -(2,4-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;

- 2-Am ngﬁt %n%éth&l‘?’s-?é Bl ai oS RERTRPRS '-R%?W-lﬂe')a%%nacid'

oi c ac

2- Am nQ%hmdméthyl?G-@z 8-di-trifiorbrhbmgl-pREh P4 et ¢RKaholéeacid;

xanoi ¢ acid

2- Ani nBrfsninpmethylss-¢3, g-di-ifluoromeiiyt-phemibdpihhexanoisacid;
3 R ibhomethyi-(3 8- fluoromethyl-Bhens4-sthykhexanoie acid;

xanoi c2gghihomethyl-4-ethyl-6-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic
2- Ami nonmet hyl -4-(2,4,6-tri-trifluoronmethoxy-phenyl)-he
xanoi caeidi d:. '
2- Ami n

ot anolﬁ %@Wég@?@ -bihyl-5 42 BHTR- MG RAEMYI-phényIfRhéNaridit
2- Am nagidf hyl - 5- (3-trifl uoromet hoxy-phenyl)-4-nethyl-p
entan0|c aci d;

2- Ami néepiRgmedhylA-ethyH6-R8 it iugrametiyl-phanyhishexancie
ent anojGqaci d;

2- Anmi noma'thyl 5-(2,3-di-trifluoronethoxy-phenyl) - 4- et
hyl - pe2+Aamioomettadiddethyl-6-(2,4,6-tri-trifluoromethyl-phenyl)-hexanoic
2- Am non&t hyl -5-(2, 4-di-trifluoromethoxy-phenyl)-4-net
hyl - pe#f'@noi ¢ 30 aci d;

2- Am r@iA?ﬁuthrew&@mnuéfdnﬁétHg M%Ynémyﬂméﬁlaﬂoiﬁﬁbid'

hyl - pentanoic acid; -
PCT/ | B200dinouedad-7- (3-tr|fluoromethyl phenyl)-4-methyl-heptanoic acid;

2. A o it 2 B fhad folrd i HERY ) 2K Nepharoig Bbic

hyl -
2- Am r@-ﬂ‘?ﬁlhMllneth-?’r@Sidr-ﬁﬁlubfdmmpﬁpﬁwr@hﬁémw-hépt&nblc

hyl - pentanoic acid
2- Ami rﬁm@,thyl 5-(3, 5- d|-tr|fluororrethoxy phenyl ) - 4- met

hyI t i _ _
o REaRheyBRR - drifyoromethytphemy-4 meihy eplenclc
henyl )adignt an0| c aC| d;
2Amnorrethy| 2y g 5tr|-tr|fluororrem
henyl )2- ﬁ@mngwgmyl -7-(2,5- dl-tn luoromethyl-phenyl)-4-methy eptanonc
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethyl-phenyl)-4-methyl-heptanoic

acid;
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.PCT/ I B

10 aci d;
2- Am nonet hyl -4-net hyl -5-(2,3,6-tri-trifl uoromethoxy-p

wWhemwgl3orpent anoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl - 4-nmet hyl -5-(2,4,6-tri-trifluoronethoxy-p
henyl ) - pentanoic acid; 15
2- Ami nonet hyl - 5- (2-trifl uoromet hoxy- phenyl)-4-ethyl - pe

nt anoi : )-4-m
o A ngz ng\fr‘l H?mgtl'tyé 734 Flutgﬂ%%%)%eth p&ﬁgxly4 ethé/l hePtanonc

nt anoi cacidgi d
- QL“OP%%‘ﬁometh ‘117t(r3'§ SRS T NERI 2t Réptdoic
2- Ami n%hyl 5-(2,3-di-trifluoromet hoxy-phenyl)-4-eth

yl -pentancdic acid; 20
2 Ani ncﬂafAnhyOmEtr(yB-Mneihyt-ﬁ(z RBiubtrbirisiuntmetpiileptianyl)dheptanoic

pentan? aci d;
2 Ami n ‘hyl -5-(2, 5- d|-tr|fluoronethoxy phenyl)-4-eth

- pentap ﬁoméfH 4-methyl -7~(2,3,5-tri-trifluorometh I-phenyl) heptanouc
2Amnomst yl -5- 6d|-tr|fluoronethoxyp enyl )-4-

- pentamitji ¢ 25 aci d;

2 Am ”g);g‘aﬁ%omgmﬂ,ga mgt'hyH 55lﬁofrpﬂﬁhg%etﬂple&¥er)yl)4hee&tgn0|c

- pen
2 Am neggpf;hyl - 5- (3, 5-di -trifluoromethoxy-phenyl)-4-eth
yl - pentan0|c acid; 30
2- Ami ma«nsmmmatrwt—ﬁynetbylcb(%w tri-triflupramelbylarhanybshensanoic
enyl )- ?gglt anoic acid; -144 WO 2005/030700
4/ 002985 2- Am i

nomet hQ-Aﬂmrﬁdrﬁéihyﬁ?-((&triﬁlLﬁ)fbmetﬂw-phbu;d)—amnj?lmeptmoyalc)d

- pent anol c

2- Ani n@v&mmmaﬂwl-w$ tiflyosorsethvi-phepyl-fraibBylirptarais agid:
o By TOAT g uEf afosomelhy phepyl-frety heptanglc aci
enyl ) - menmmhethybi-i(ﬁ,s-(ﬂ-tﬁﬂnoromethyl phenyl)-4-ethyl-heptanoic acid;
gﬂ;{?t ) ﬁ‘?%%g ylég_é%’-é-t AﬂllL‘lSorto%ertﬁyl tprhlefnlyl O SHGE hm%nglc acid;
' ”OWEt t YA rfticthéin P4 5-dl-thnforbRictiRyliphichl N ar oFpt gpransR acid;
2-Aminomethyl-7-(2,6-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid,;
2-Aminomethyl-7-(3,4-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-tri-trifluoromethyl-phenyl)-heptanocic
acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-tri-trifluoromethyl-phenyl)-heptanoic
acid,
2-Aminomethyl-4-ethyl-7-(2,4,6-tri-trifluoromethyl-phenyl)-heptanoic
acid,
2-Aminomethyl-4-(2-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-trifluoromethoxy-phenyl)-pentanoic acid;

2-Aminomethyl-4-(4-trifluoromethoxy-phenyl)-pentanoic acid;
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10 pentanoi c aci d,
2- Am nonet hyl -4-ethyl -5-(2,3,5,6-tetra-trifl uoronet hox

wQ 2@hesnb) - pent anoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl - 4- et hyl -5-penta-trifl uoronmet hoxyphenyl -p
ent anoi ¢ aci d;
2- Ami nonet hyl - 5- (2-tri fl uoromet hoxy-phenyl)-4-nethyl - h

exanoi ) | t
5 AT N hHngﬁl?'é‘l (r213f(f“ ut{)n;rlL(J)oro%ethoxy &hgrw) pen anmc atcmh
exanoi @- Amldomethyl-4 -(2,4- d|—tr|fluoromethoxy-phenyl) pentanouc aC|d

2- Am t hyl trifl th
ex ano,n?@ngm%omethyM ) 2,5- dl-utﬁ{lgoqgme%&y prher}l\,/ll))pen'tanmcyamd1

2- Am NOJTRK{Y 5m§fr{y?4%2‘@-dlltﬁfluérHﬁ\reﬂiB%&r&?@ﬁnyﬁ@Méhmé de;

hyl - hexan0|c

2- Anmi nQnﬂhhnd)métﬁyﬂé‘w(sm-dlttnﬂtﬂmomelefpbqnybmmar)owam

hyl - hexanoi .c

5 nat B Hgemat B3 Brditiyarame Ry R BrRERyR50ig Rk
hyl - - -phenyl t id;
> net B ifiom@Hyb4 (24 *.”#'“8?{%9&2?’%5%9“” apeT f.“z?."’n%?'
hyl - hegafAnmiicomeibyE4-(23, 5-tn-tnfluoromethoxy-p enyl pen anoic acid;

ﬁyﬁmhg)%%%p%om%t@&gll ?2,%,6 it nl}lugr%rrr?e ngQf,HeﬁyW)?BgHan%dTg&d-
2- Am ”QHRHde&hpmJ?z dig-tri-irfiLlRnRsTRO P sHemIEpehlantidasid;

hyl - hexanol ¢

2- Ani n@rkriigdmethyied {3 triflsiofamethoxy-phenyh-hexaneig@aidxy - p

o A harhenyEplioromethoxy phepyh hexanaisacids,, .
henyl bemnwmethgmm-tmm@%m&haw@haasalm@xano.c acid;
PCT/ 1 B2004/ 00298

2- Ami nﬂﬁ%lmmmeth)’ﬂe‘i'ﬁ&ﬁ dsircf@%O@ethqutnhWDmﬁ?dp
henyl
5% At narERhEIYEF(E a-ditrluojormethoxy-pheny]-hexanoje adid,

henyl) zhﬁﬁmahylwms di»tnﬂuoromethoxy-phenyl) -hexanoic acnd

2- Ami hyl -6-(2-trif h
ex anorg%rﬁmeﬁh}gl 4 t(é - dl-tnfiu%rlrgrtnet o¥(y- the Irr%l))hexanmc chd

2- Am ngr@mﬁmeﬁh&& -3, b di-HRTUUTE By MY ehar@id deéid)

exanoi
2- Ami npaferninpimeihyi44-(3, 54di-trifluomemithoxy rpnemyl) hexameithgeidh
exanoi ¢ acj d;

2- Ani narivmmpmeshylA-@.3:4-yitiflporomstaexsrhenkhgrangic agid;
hyl - hex g Qifometkiith-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic acid;

2-Aminomethyl-4-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3- dl-tnfluoromethoxy-phenyl)—4 methyl-pentanoic
acid; '
2-Aminomethyl-5-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic

acid;
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2- Am nonet hyl -6-(2, 4-di -trifl uoronet hoxy-phenyl) - 4- et

whgdoszwenoi ¢ aci d; PCT/IB2004/002985

2- Ami nonet hyl - 6- (2, 5-di-trifluoromethoxy-phenyl) - 4-net
hyl - hexanoi c aci d;
2- Am nonet hyl - 6-( 2, 6- d|-tr|fluoronethoxy phenyl ) - 4- net

L

2- Am nogg@ighy! - 6- (3 5- d|-tr|fluororrethoxy phenyl) 4- met
hyl - hexanoi ¢ aci d

2- Ani no%'étmiypmihybﬁﬂ§l4 ¢-triluaromethoxyrphenyiiot-Biathyipanianoic

henyl ) %Eééanmc aci d;
2- Am nonethyl - 4- rrethyl 6-(2,3,5-tri-trifluoronethoxy-p

henyl ) - hassinomethyh&+(8,5- dl-tnﬂuoromethoxy—phenyl) -4-methyl-pentanoic
2- Am nonet hyl -4-met hyl -6- (2, 3,6-tri-trifluoronethoxy-p
henyl ) -3@tanoi ¢ 25 aci d;

2- A ”O%Wrﬁl%méfHTF&%th?ﬂé—%z,é;/éfrr-{riﬂubFdnﬁétHSi;ﬂBﬁéWpféﬂanoic

henyl ) -"heXanoi C
2- Ami nagoidi;hy | - 6- (2-tri fl uoromet hoxy-phenyl)-4-ethyl -he
xanoi ¢ aci d;

2- Ani ncﬂTéfTHWmEUW%‘}W‘?tFY'U%K%ﬁé Kisteflugrasmsiexysphemyf)-oarptanoic
Xxanoi ¢ é%g#

2- Ami none hyI 6 (4 trifluoromethoxy-phenyl)-4-ethyl-he
xanoi ¢ aAminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic
2- Am nonet hyl -6- (2, 3-di -trifl uoromet hoxy-phenyl)-4-eth

yl - hex 'c acid; -146 WO 2005/ 030700

PCT/ | BZOAAHIREBPI-Erdithyl-5- 246-tn-tr|fluorometho -phenyl)-pentanoic
|nonet:i%/zl é (2,4 ?dl-tr|¥luc()romst hoxy- phenyl ))(ny ety ?-h

exanoi @cidici d;

2 Am n%wﬁ/ na%hglzs-gz-mﬂ oo P -G AtaftoR di;

- hex

2 Ani nQURthm&hWS B-tftuordbthoxg+pticny iy ehgRyéntadoietdtid;

yl - hexanoi c

2- Ami nmﬂmm@hylsﬁ --tifluorempthexyrrheny ) y-elhyhpentanoisasid;

yl- hex@Rh%on‘?&th?l-s-(2,3-d|-tr|fluoromethoxy-phenyl) -4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyi-5-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid,
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-pentanoic

acid;
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2- Ami nonet hyl - 6- (3, 5-di-trifluoronmethoxy-phenyl)-4-eth
yl -hexanoic 10 acid;

wQ@ 2085108000t hyl - 4- et hyl -6-(2, 3, 4-tri-trifl uor oneCTBeYe4102985

enyl ) - hexanoi ¢ acid; 2-Am

i nonmet hyl -4-ethyl -6-(2,3,5-tri-trifluoronethoxy-phenyl

) - hexanoi ¢ acid; 15

é n?lm) n%gr&ﬁ%&)méthgi H%’étﬁg 5%%:?5 SrtritiuotSrhEtneRy-PRBRPSpEnRhoic
nonet hykidd- ethyl 6-(2,4,6-tri-trifluoronethoxy-phenyl)

- hexanaoi ¢

2- Ami nBH%ID'HWm?“‘(}’lz4tqthh‘|1sa@r%ﬁﬁ'i'ﬂdﬂﬂ?f?m%m¥ “Phepyhpenianoic
eptan0|§E€C|d 20

2- Ami n8 hyl - 7- (3-tri fl uoronet hoxy-phenyl)-4-net hyl -h
ept anopcaminemethyl-4-ethyl-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic
2-Aninon%Lhyl-7-(4-trifluoronethoxy-phenyl)-4-nethy|-h
ept anoR€lGaci d

ﬁyIAm ”g@@gﬁm&hg% 315t 2 4 4 BoEREREMRBY ARy Phehyiet

2- Anin éﬁkhyﬂeaeﬂz 4- d|-tr|fluoronEthoxy phenyl ) - 4- met
hyl - he tan0|c

2 rfb’ﬂl’ﬂﬂm‘? Ry S50 34 G BRIy ey oY he
hyl -

2- Anln I-7 ?2 6-di-trifluoronethoxy-phenyl)-4-net
hyl - hemhnmmnetayi-@-etmms (2,3,5,6-tetra-trifluoromethoxy-phenyl)-

2- An1none%6¥ 3,4-di-trifluoronethoxy-phenyl)-4-net
hy! - heped! o agdiy. ~147 WO 2005/ 030700

PCT/ BE%NW&& I4-eth I-5-penta-trifluoromethoxyphenyl-pentanoic acid;
2- Ami nonet hyl - 7- i -trifluoronethoxy-phenyl)-4- et
hyl - hegfpemmqmetbylr&j-(Z-tnfluoromethoxy phenyl)-4-methyl-hexanoic acid;

2- Ani ngﬁp[}mﬁ@v%.@- yinipfcmetnBx-phihy)- 4l el RIRERS e Beid;

henyl )

2- Am anihmdme‘lhyH thﬂﬁofcﬂn&hﬁxy-phenyl)-mmet’quhehme acid;
henyl ) - hept anoi ¢

< At nerheminpefbyies {2,B-dHifbioomethonyAneny - Bt eyapoi

henyl ) - hept anoi ¢ aci d;

2- Armi nBWEt hyl - 4- met hyl - 7- (2,4, 6-tri-trifluoromet hoxy-p

henyl ) shxgainonwthyl-5-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
_acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid,
2.Aminomethyl-4-methyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
o-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid,
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10 aci d;
2- Am nonet hyl -7-(2-trifl uoronet hoxy-phenyl)-4-ethyl - he

wEr@soswoaci d; PCT/IB2004/002985

2- Am nonet hyl - 7-(3-trifl uoromet hoxy- phenyl) - 4-ethyl - he

pt anoi ¢ aci d;

2- Ami nonet hyl - 7-(4-trifl uoromet hoxy- phenyl) - 4-et hyl - he

pt anoi c.aci d: - .

2- Ami nofetmyiometpy-4matine: @3 BTG RTues e REkANP Y )-feKanoic
yl -heptgp ¢ 15 aci d;

2- Ami nonet hyl - 7- ( 2, 4- d|-tr|fluoronethox Phenyl )-4-eth

yl - hept grirninomethy-4-methyl-5-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
2- Anlnoneihyl 7-(2,5-di-trifluoromet hoxy-phenyl)-4-eth

yl -hept 8 c acid; 20

2- Am nOEmrthonYethﬂ & iriflibtdrhethoarphérsly4-piethylexénelc acid;

yl -heptanoic acid

2 Ani noeAmifiomethy:6:(Ziriflueiometbesihemtyd-prhyithexansicacid;

- hept
2. m nongunyorihs ¢dpiforomeiheny:Rhenyly4 melyhexgngie ecic
yl - hept anghipomgbhye-(2, 3- d|-tr|fluoromethoxy-phenyl) 4-methyl -hexanoic
2- Am nomst hyI 4-ethyl-7-(2,3,4-tri-trifluoronmethoxy-ph
enyl ) - egidanoi ¢ aci d;
2- Am no, -l =l 2 NP AR 5 ;
enyl) - H, ﬁé{nééﬂﬂll I(;E%(G,A gigﬁlﬂﬁo%rﬁéthow bh& MR- LIRS RIEYehoic
2- Am nog@dhy!l - 4-ethyl -7-(2,3,6-tri-trifluoromethoxy-ph

1)-h . -148 WO 2 7
e /? RO ot 6}88,'?% ?_%'.(czj;5-di-triﬁu%mqugﬁnggegy -4-methyl-hexanoic

2- Anin hyI 4-ethyl -7-(2,4,6-tri-trifluoronethoxy-ph

enyl ) - hept’anoi ¢ aci d;

2- Ami ncﬂné\rmybméth-ee(ﬂlﬁechytnﬂuenwmeth@anpheWIHmﬁtbyl -hexanoic
2- Am ngq%é hyl - 4- ( 3- et hoxy- phenyl ) - pentanoic acid; 5

2- Anin shyl - 4- (4- et hoxy- phenyl ) - pent anoi ¢ aci d;

2- Ami ngIIR uéméwéfﬂﬁgswﬁtthﬂwmmw mmmahwcmékanouc

2- Am norre di et hoxy- phenyl’) - pentanoi ¢ aci d
2- Ami ncaoid; hyI 4- (2, 5-di et hoxy- phenyl) - pent anoi ¢ aci d

ioArzn mgwéqrﬂ? hSIFG ?%%' | &L H@@(%rgﬁgﬁﬁ%)&@ﬁ% h?icﬁe(;canmc

aci d; acid;
2-Aminomethyl-4-methyl-6-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid; ‘
2-Aminomethyl-4-methyl-6-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid,
2-Aminomethyl-6-(2-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid;
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2- Ami nonet hyl - 4- (3, 5- di et hoxy- phenyl ) - pent anoi ¢ aci d;
2- Am nonet hyl -4- (2, 3, 4-tri et hoxy- phenyl) - pent anoi ¢

W@2008/030700 PCT/IB2004/002985

2- Ami nonet hyl -4- (2, 3, 5-tri et hoxy- phenyl ) - pent anoi c
aci d;
2- Am nonet hyl -4- (2, 3, 6-tri et hoxy- phenyl) - pent anoi ¢

aci d; - -4-ethyl-h
. gé;-ﬂqomftla)gs (2,4-di-triflu rometh%xg nphenyl) -ethyl-hexanoic

2- Anmi n 6- trlet OXYy ) -~ pent anoi ¢

aci d; d;m nonet hyl - 4 (2- et hoxy- phenyl) hexanoi c

aci d; Am nonet h t hox henyl ) - he ' .
aci d N R R e S
aci d; I@m nomat hyl - 4 (2, 3-di et hoxy- phenyl ) - hexanoi c
aci d;

2- A ne@vainipbmetiy-64(2¢6-di- i ugropresguyyphesyBrfoethykbeyanoic
2- Am nonet hyl - 4- (2, 5- di et hoxy- phenyl ) - hexanoi ¢ aci d;

2- Ami n@@hhy| - 4- (2, 6- di et hoxy- phenyl ) - hexanoi ¢ aci d;

2- Am ngyTR t 3%.-81- iR oRTERNONy) pHERY B AREth hedanonc
2- Am norrebﬂhlbm% KY%GA(- di et hoxy- phenyl y) - hexgnm cygm

25 2- Aracld;rret hyl -4- (2, 3, 4-tri et hoxy- phenyl ) - hexanoi c
acid

2- 1Am nGrBIHYPMEtys6-{3s- fil-ﬂrlgngwjrb%me)nynéxgtrllne(l -hexanoic

aci d; acid:
2- Anmi nomet’hyl - 4- (2, 3, 6-tri et hoxy- phenyl % hexanoi ¢

aci d; 2-Am|nomethyl-4-ethyl -6-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic

2- Am norreé hyl -4-(2, 4, 6-tri et hoxy-phenyl)-hexanoi c
aci d;

2- A(rjn n@mhﬂﬁbm&ﬂﬁ;&d@hﬂé&(ﬁ&ﬁ;{hmﬂubfomh‘;dxyﬂmvml)dnexanonc
aci

2- Ami n@ﬂﬁ hyl - 5- ( 3- et hoxy phenyl ) - 4- met hyl - pent anoi ¢

aci d; 3 3 -h :
5. AT I &émn?mgthel 44 eetth oxy b% g ntg/l tslﬂuorome h?xy p% en(%)o'%xanmc
aci d; acid;

2Amnorrethy| di et hoxy-.phenyl ) - 4. net hyl - ano
ic aci @A num%yéﬂ;@ém@o&@‘b\éﬁ%ﬂ@ém} gé?n%)nhexanmc
2- Ami n%laat hyl - 5- (2, 4-di et hoxy- phenyl ) - 4- met hyl - pent ano
ic aci

2- Ani ngrRriyemethy 742 diifidromgthsharphenyl-4rmetiyy-heptangie acid;

2% A n ATy L7434 R RNET Y- eI g iR ngig 2

i c aci ethyl-7- 4-tnfluoromethox henyl)-4-methyi-heptanoic acid;
2- Amn%An.H;/Om E’ i di et hoxy- ?a,npl yz{-neth)f-ﬁgntano

i ¢ aci @-Aminomethyl- 7—(2 3- dl-tnfluoromethoxy phenyl)- 4-met yl-heptanoic

2- Ami norrec} hyl - 5- (3, 5- di et hoxy- phenyl) - 4- met hyl - pent ano
ic aci @&

2- Ami n%RHdeéthVEﬂw U-Gi-ttifluSrothethdst presnyd phengthy-heptanoic

anoi ¢ aci d;
2- Ami nG@acid; hyI -4-met hyl -5-(2,3,5-tri et hoxy phenyl ) - pent

anoi ¢ acid; o (0 Bty

2- Ami nerRIRATEHER - 4oy PSR RSy pepiencie

anoi c

2- Ani nonet hyl -5-(2,4,6-triethoxy-phenyl)-pent .

anoi c @Amlr)\/omethyl 7- (Z 6-di-tgifluorometI[1oxy-phe|¥yl)[34-m¥th)yl-ﬁeptanmc
acid;
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic

acid;
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10 2- Am nonet hyl - 5- ( 2- et hoxy- phenyl ) - 4- et hyl - pent anoi c
aci d;
wQ 2085108000t hyl - 5- ( 3- et hoxy- phenyl ) - 4- et hyl - penPERTB2004/002985
aci d;
2- Am nonet hyl - 5- (4- et hoxy- phenyl ) - 4- et hyl - pent anoi c
aci d;
g' aAg: 3F’E&Erﬂ?ﬂoﬁ%}ﬁﬁaﬁ@%-&ﬁt‘i’iﬂtiésfo?ﬁ@lﬂéﬂk;)-pﬁér%ﬁ)bzv-#ﬁé%ﬁ{:\t-ﬁémanoic
2- Ami nbamdhyl 5- (2, 4-di et hoxy- phenyl ) - 4- et hyl - pent anoi
c acid; 15
2- Ami noféRipPmethyl-dsmeathyt 2,3 irktiflupromethayy-Ppenylisheptanocic
c aci d;
2- Am no?r%?hyl -5-(2, 6-di et hoxy- phenyl ) - 4- et hyl - pent anoi
c aci d; 2-Aminomethyl-4-methyl-7-(2,3,5-tri-trifluoromethoxy-phenyl)-heptanoic
2- Ami norréa"tjhyl 5- (3, 4-di et hoxy- phenyl ) - 4- et hyl - pent anoi
c acid;@

g Q{{} 3mm}ﬁbm%ﬂ{ymnéﬂh?mez,&@nﬁmfiubnﬂn%BW-pﬁszﬂebtanoic

2- Amncnrmﬂhyl 4-ethyl -5-(2, 3, 4-tri et hoxy-phenyl)-penta
- noi ¢ ac | 4 t
2- Ani n%&'ﬂ??mﬁﬂy FHimetbyl (2 46-- r@'HHEB(S)e pranphenylhegtanoic
noi ¢ ag§
2- Amnorrethyl-4 et hyl -5-(2, 3, 6- trlethoxy heng - pent a
noi ¢ a@-Aminomethyl-7-(2 -trlfluoromethoxy-phenyl -4-ethyl- eptanonc acid;

2- Am ngyt tI?X&rhg'fh?/}-%(é-trﬁlu%%o:%e&ot)&-p%em%}ﬁ-g{ﬁ p%ataﬁgf&ta‘%ld

noic a
2- tAm nczmhhuéméth?t-hxh-trﬁh/o?oraeﬂwc&ytmidr@gm@myr-némambib 4tid;
ent anoi ¢ acid

2- Ani n&@ﬂhmmﬁthé!l'?r}@ 3giitrifluprametheyreRanybxd-ethvkheptangic
ent an0|a%|q?0| d; 25

2- Ami nonet hyl - 4-et hyl -5-(2, 3,5, 6-tetraet hoxy-phenyl)-p
ent anoizsAanamethyl-7-(2,4-di-trifluoromethoxy-phenyl)-4-ethyi-heptanoic
2- Ami nonet hyl - 4- et hyl - 5- pent aet hoxyphenyl - pent anoi c

aci d; acid;

2- ATl NQRIHOmetnfi27-B2 BRAINTRI Bitlelticky iyt - 4181 AGBtancic
2- Am nawgik hyl - 5- ( 3- et hoxy- phenyl ) - 4- net hyl - hexanoi ¢

aci d;

2- Ani ngrémmm%hﬂﬂ'@ fsidritosameihoxyRiany)-4ethykbeetanoic
aci d;

2- Am norret hyl - 5- (2, 3-di et hoxy- phenyl ) - 4- net hyl - hexanoi

¢ aci d2-Aminomethyl-7-(3,4- d|-tr|f|uoromethoxy-phenyl)-4 ethyl-heptanoic
2- Ami norredt hyl - 5- (2, 4- di et hoxy- phenyl) - 4- met hyl - hexanoi

c acid?

2- Ani nomRmImEingI2- gsshdetrifmmmbﬁmﬁ) rkrggtmihyhﬁépmbuc
c acid; -150 5/ 030700 PCT/ | B2004/ 002985

2- Ami nemsic hyl - 5- (2 6- di et hoxy- phenyl) - 4- met hyl - hexanoi

c aci d, .
2- Ami nBHATIRMEnYHA- G RS IR methRY iRherwigRignoic
C aci dacid;

2- Ani nomet hyl - 5-di et hoxy- phenyl ) - 4- met hyl - hexanoi

c aci d2-Am|nomethyI 4 -ethyl-7-(2,3,5-tri-trifluoromethoxy-phenyl)-heptanoic
2-Amin P‘gt hyl - 4- et hyl -5- (2, 3, 4-tri et hoxy- phenyl ) - hexa
noic a

2- Am nerﬁghhmhrdhwm -Bthl kB2 B, 8-t tiffucrbimetioxplpgiany))-Hepranoic
noi ¢ aci

2- Ami na@ig hyl - 4- met hyl - 5- (2, 3, 6-t ri et hoxy- phenyl ) - hexa
noi ¢ aci d;

2- Ami nonet hyl - 4- net hyl -5-(2, 4, 6-tri et hoxy- phenyl) - hexa
noi ¢ aci d; —148—
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2- Am nonet hyl - 6- ( 3- et hoxy- phenyl ) - 4- net hyl - hexanoi c
acid; 10

wWQ2085108100@t hyl - 6- (4- et hoxy- phenyl ) - 4- net hyl - her@mnmB2004/002985

aci d,
2- Am nonet hyl - 6- (2, 3- di et hoxy- phenyl ) - 4- et hyl - hexanoi
aci d;

aci
- Ani namei;hyl 6- (2, 5- di et hoxy- phenyl ) - 4- net hyl - hexanoi
aci d,

- Am ngrt%rtnllﬂﬁ m%thé' 54 é2 8“%?9( ogaf "HR é’r%'/‘l“i"%c ﬁ%‘f’ hyl - hexanoi

aci dp-Afinomethyl-4- 53 ethoxy-phenyl) pentanmc acid; _
- Am nonet hyl - 6- (3, 4- di et hoxy- phenyl ) - 4- net hyI hexanoi
aci d2-Am|nomethyI -4-(4-ethoxy- phenyl) pentanoic acid;

- Am na%mﬂ'}gmgthwfi 2, 4L AL{MBXY- pﬂgﬁﬂ)’ bénthnBRidbig; hexanoi

aci d¢

- Am anmhhwméthyﬂJ(@’ Y- (ﬁethaxﬁpﬂenyl) pbhianpicauidy | ) - hexa

noi ¢ aci d;

2- Ani ndrAminamethied-£3;5-diethoxyphenyl)-peRigRyicARify | ) - hexa
2° ai noiAIDIpmethy4-(2 B-diethgsphenyl)-peptanic acid: )

noi ¢ a24Admr2>®nethyl -4- (3 4 -diethoxy-phenyl)-pentanoic acid;

2-A t hyl trieth henyl ) - h
noi (r:n gé)glgmn%methym (él 5- dlet‘uoxy-phem;l)I Sent%)r%lcpac?cri] yl)-hexa

2 Am | NS Ehinbmdtn{i2s-63, 8 QX9 hengh PeMAndie 48! ¢
2 Am n2werhimpimeaihy|A-(2, 8 Seyiefoxyphenyl) gremjandie agithi c
2 Am neipinemeshylA-& ASxieinsphenydpanangic agid

acid; o minometh I-4 246-tnetho -phenyl)-pentanoic acid;
2- Ami n%reet'hyl = di hoxy)/(y i em)/l))p 4- et hyl - hexanoi c

aci d; 2—5\mmomethyl 4 (2-ethoxy-phenyl) -hexanoic acid;

2- A ng mengllﬁ%me(%h)slszs-g{h%&y %’ﬁ%nﬁ?ﬁ‘ %@&Hoé = cpyl -hexanoi ¢

aci d;

2- A naumphihieing|24- B-Siriprsnpleexhioid eidyy | - hexanoi ¢

d;
gclAm ndriemingmedhylat-2, didigthexyPherlyhexanacig agid; hexanoi ¢
d
2 RAAgTEY A2 IO PR PEXEole S eyano o
aci d; 2—Am|nomethyl-4 (2,5- dlethoxy-phenyl) -hexanoic amd

2- Am nonet hyl 5-di et hox 4-eth hexan0| C
aci d: %@mmgmethygm (2 6- dlethoxyxp )yL%xano?c aci J

2- Ami g&‘aﬁhxhue%ﬁww a85dthosy- 6héﬁyufhamo.@aeﬁw' ) - hexan

oi C ac
2- Ami npaphihpmethylida(8, 5-aligtBosy-phenylphexanoiphsidy| ) - hexan
oic acid;

2- Ani néARiRgMeinrin(A,3 4-risthexy-pheny) exanBicafid) - hexan

2. A TR 0 B AR ey e - e

oi ¢ ac2-Aminomethyl-4-(2,3,6-triethoxy-phenyl)- hexanonc acid;
ic,A(T nf—%n%n%me?hﬁ%l &,E,%Xt\ﬁe&%%ypﬂenyl ’IF Iouchae janoi ¢

2- Am npehiRSHiofhy- @-Bihieky RAMRRYH - e pehtdrisié aerai; c
2- Am rwetihgineThyis- 8- gitvoxy-phenyl) Y-melfypentanaic aisi c

acid; 5

2- Ami rshdtiRgmehy-5--athoxyphenyidsieshykpratanaic Al ano
i ¢ aci thoxy-phenyl)-4- thl nta id;
2- Ami n%;rbﬁrerglﬂome %hyz b (2 % dcleet h%?(&pge%%g/ me ¥ ?ey nr?:ecp?%lmo
ic acid;

2- Ami nonet hyl - 7- (2, 5- di et hoxy- phenyl ) - 4- net hyl - hept ano
i ¢ acid;

I\)O NODNODNONODNO

-Am n Qf!l?r‘rﬁ%mérhﬂr% Attt (K -t ERICrOmSthBRYHitenh B +EpRanoic



2- Ami nonet hyl - 7- (2, 6- di et hoxy- phenyl ) - 4- net hyl - hept ano
i ¢ acid;
wQ 2085108000t hyl - 7- (3, 4- di et hoxy- phenyl ) - 4- met hyPETTER2DGW1192985
ic acid; 10
2- Ami nonet hyl - 7- (3, 5- di et hoxy- phenyl ) - 4- net hyl - hept ano
i ¢ acid; .
2- A NONRL bt 68! 4- Gttty A-Ridt1- BRR oI St

anoi c

2- A nozmgﬁmbmbtmeb(w |5-diettibx§sphenyl) et-metyl-peatanc)c aeigt
anoi ¢ aci

2- Ami ncZrbumippmeting6r) 6-diethoxy:pheny)) A meiprREIANCIC Acig:
anoi ¢ agi A

2" A RV RPN SHGy A diefhpry-Rheny) 4 methypentanalo pcid;
gnzl c @A@rp}mloﬂrbthyl -5- (3h5 dlethoxy-phenyl)-4 methyl pentanoic acnd
aci (rjn nozr[eAtml%omethyl-4er¥19§1)§/?/5 I?Z %nI tn%ethoxy-menyf}e&enaanom acid;

2- Am nomR Kbty BahORS RESTBActo R BRen RS AARGIE acic

aci d;
2- Ami n@RnipbmeétHy-4 ahbibyly51(2,816¢trietHoxyt phenyhepardandic acid;

5 s ncramippTethyb Ayl §162.4-Sisihy-PharyReiRngiG AGic

aci d; heny)-4-ethyl- entanmc acid;
- Ami nc?n’émn?msthy£54{2($t%?w 5 e’B’R v y p - hept anoi
acid 2-Aﬁ1momethyl -5-(3- ethoxy-phenyl -4-ethyl-pentan0|c acid;

) Qg: 3?2 thS/FS ?4 detﬁchlglo erﬁ’tﬁef % I'?yl 6eﬁfa¢1\6¥c ch@t anoi
- Am nmﬁhﬂéméﬂ{y?&% L gibimexy-phleaplyl) ethyBpénthanbie kickd) oi
- Am n (ﬁ-n&tmmmeﬂWBHZAr@@iﬁ@%y'ﬂﬂﬁéhl)ﬂ%etmyleli’w{anﬂ@;ﬁ% oi

d;
- nGrATIRRMSYSS 2 reitoy PRRRY) T SRR TR el
aci d;2-Aminomethyl-5- (2 6- dlethoxy phenyl)-4-ethy| pentanmc aC|d

- Ami nonet hyl - 4- et hy (2 -triethox I) heta
noi ¢ a@Amingmethyl-5- (3 4- dlethoxy-phenyl )-4- eth¥| genta oic aci

2- Ani ngﬁgwamémﬂ LB\ 5/diéthoRy-phbhj/FUDaRY-PERBNb: al%?d’,t a

norc a

2- Ami n@nﬁﬁhdmémyl-mﬂhy?’é(@ , B4 aricthoryphenylppenidnoidagitda
noi ¢ aci

2- Ani néndmiRamathyrdrenyr-5.(@,3,5driethoxypEepyiReRiancisa¢ta

noic a A t henvl t id:
- Ari n? rr,gnhncfmethe/ 24 rergtlyl -5-( 2,:?1,3 rﬁn? hoxy rEt g% I) gegcalmmc aci

2- Ani nmmnc:mdthymﬂmyri]rﬁl-(em;6ftyemop¢mhanwl|)@eatargnc agd;
2-A 4-(4
2 Am 2% th( '24%?}8' ﬁég%ﬁ%{gﬁr@yﬁj grﬂ{emﬁcéerg%n%fc acid,

152 v\g@%'%/ 030900 P@T%ngﬁ%’%% W@%Lﬁerﬂsn@ic acid;
2- Ani nmmmmathylzé}sthwﬁe(et%rﬁateéf@ﬂtbf’%wh%rw@rmerﬁen@c acid;

2 o ndrEeyrodby st e SRR ORER 20 o

2- Am neiR gﬁs-gz-g Hpgmﬂer@b%mathwqmmmam1 d

5 2- Am nonet h [ -4 rimeth phenyl ) - pent anoi c
aci d; 2-Am|nomethyl 5 3 ethoxy phenyl)- 4-methyl -hexanoic acid;

2 Al ”%Ef}nw&mé‘m&.?s.& Rirdy BHIR- LK L SR RLi6;

aci d;
2-Aminomethyl-5-(2,3-diethoxy-phenyl)-4-methyl-hexanoic acid;
2.Aminomethyl-5-(2,4-diethoxy-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-methyl-hexanoic acid,
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wQ@ 2085108000t hyl - 4- (2, 4, 6-tri net hyl

2- Ami nonet hyl - 4- (2, 3, 6-tri met hyl - phenyl ) - pent anoi c
aci d;

acid; 2- Am nonet hyl - 4- (2- et hyl - phenyl ) - hexanoi c
acid; 10 2- Am nonet hyl - 4- ( 3- met hyl - phenyl ) - hexanoi c
acid; 2- Am nonet hyl - 4- (4- net hyl - phenyl ) - hexanoi c

coia SRR B by ARk herqigie B
ac S; EARANORREYHE-(34- Gixtioxgphenbly4-mbtayl-hgxdroia aoid;

2- Ami ndrdnmippmethiyk-Se3d-giathaxy-piwen)iymatykhexancie agid;

2- A naBr PR EIES TS SRRy RNl acie
2- Ami ngrpinhinbmétty2-43méthyt-5+(2 305+ triettaayyp henlyhrenainoic acid;

aci d;

2. Ami nmppm@ﬂ'(yir4gngmyp-5-,{g@|,§,fnem@ggmqerwg%nglc acid;
gck?n n?ﬁr@?ﬂ??mﬁ!r{yﬁ A,SrngthtylIr 5 r‘et nett?]oxx >Phen%rg)(h(’iar)]((rgtln((:)|c acid,

aci d; 2-Aminomethyl-6- (2-ethoxy phenyl)-4-methyl -hexanoic acid;

gC,A? nor-rﬁtmr}némgthﬁl?s (8- -et 8>'<y”5‘t hr}ﬁll AP meWyl)hngﬁ(gi?:oamd

2- A IR OmetHyRe T diexyPRIA)4-rroMifinekaRem! o, ©
2 Am n@mantigdmEthyBE R Egisthophienyl-Arpethyl-hexancin scis);

aci d;

2. Am nEmiRemethyisH2Ardipthoxemrhenylr4etiy-hexanas soid:

aci d, inameth I-6-(2,5-diethoxy-phenyl)-4-methyl-hexanoic acid;
2- Am nbésn%n]w :§ di met h x?/p y)I) 4- r¥et hyl - pent ano
i c aci Q—Ammomethyl -6- -(2,6- dlethoxy-phenyl -4-methyl-hexanoic acid;

2 AT ORGPt A-TBIHRHY -oPRRY. R BAASE AR

ic aci

2- A néQURH'hdm&thQs Si.diethoxy-pbleayly-4)yméthybhbydngie @icith o
i c aci

2- Ani né@niminamethyb4-eethyles-43:8.4rtigiRaxy-phenyDhaxapeia agid
% A n G ATy *-Mmeihyie- (2,85 iethaxy-phenyl); hexanaic acid

i ¢ aci ¢rAgkhomethyl-4-methyl-6- (2 3, 6 tnethoxy phenyl)-hexanoic acid;
2- Am thyl -5- (3, 5-dj
i c aCP%r-TEmlr%/omethyl-ZL met {/ﬁe é (g 4 6IO %?.e%x{/ p11enyf) rH’exanmc aci

2- Ami ng"RanﬂméjthVFé- letirodydphiertyt) 4-61Hyl-Aexartie agld: - pent

anoic acid

2- Ami nqmmir;dmethyrle@-l(@-letlﬁwaqmrm )i4-ethyt-hexansie agid; - pent
d 05/ 030 2004/ 985
2 by D Lo TR e

anoi ¢ omethyl-6-(2, 3 dlethox henyl)-4-ethyl-hexanoic acid;
2- Am nﬁCAﬁ{‘hn ¥re &1 yp t¥|)met h¥/| phenyl) - pent
t

anoi c aeAm;nomethyl -6- 2 4 diethoxy- phenyl)-4 ethyl- hexan0|c acid;

o MY Rinometh{ '(E%‘H‘eth%x? Behyif 4SSV EENTO b,

aci d;

g IA31 n%g%hwmeﬁhyl%{@Btmétri@h@phbhymzteéthywh@mmacmi

2- Ami n@nkminpmeshyl6-(adtdiethomepienyirdcethythexancic acid;
acl d; 2-Aminomethyl-6-(3,5-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-triethoxy-phenyl)-hexanqic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-triethoxy-phenyl)-hexanoic acid,
—151—
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W@ 20aiosoet hyl - 5- ( 2, 4- di et hyl

2- Am nonet hyl - 5- (2, 3-di nmet hyl - phenyl ) - 4- et hyl - pent anoi
c aci d;

aci d,
- Ami nonet hyl - 5- (2, 5- di et hyl - phenyl ) - 4- et hyl - pent anoi
aci d;

- Am ”%"M@Pﬁ ristihy:aatfll TR S1 b tABRHRYY Phénfi-Rikamsio taaR

acid
- Am nopiaiphinbontetfiyl- 74(2@bthaxyaplherMbe4rmethyI heptgnoip agidanoi

aci d;

- Ani ndrérnipometiy-7sBcthexmpheiednstoy: '?&%?)‘0'% 8Rl%inoi

aC' d; v thyl-heptanoic acid;
o%‘r@trwnlomfﬂé)fw %th?)y %henytl r‘|1 rrrne? h{/ p?hen l)- pent a

n0| C acz-ﬂ,mlnomethyl 7 (2,3-diethoxy-phenyl)-4-methyl-heptanoic acid;
ﬁoﬁg“ e Amihomettyl % 2oy ricny 1Mty AEBtAroie 5Bk
2- A ng‘ﬁm}fgnféﬂ?ﬁl B¥(o: R dfothokyStienylBi-methyrhepidnoid asida

noic a

2- Ani ncmgmmmbmmmuﬂy@ ;Bdiethoxy eheny e methyherianaie asida
noi ¢ aci

2- Ami ncArAIHpPmetiyyB Asdiehoxypheny - eIk HPPIANOKS AFid

ent anoi thyl-7-(3,8- dletho henyl)-4-methyl-heptanoic ac1d
2- Ami no fA?I%hﬁmA? ey h 5-(2 xyf %’et r anet h)() hé)hen

ent anoi z;Amlndl;nethyl -4- methyl -7- (2 3,4- tnethoxy-phen tangm amd

2- Ami noprgL i - 41 04 Dbk 343 3B RbLATRSR N GP8RSI0 ack

ent an0|2c'

2- Am n%ﬁhhﬁbmétlﬁnhyrheﬁwpmz Betriethetyeplyérybeneziaooic acid;

acid

2- Ami navamippmstiybaraethy- 7R irethonsp by RRSRIRBPIC acid;
2 i nArATHPTEMYLT Zielbpayphomy¢-iybeptancic adk:

aci d; 2-Aminomethyl-7-(3- ethoxy phenyl) -4-gthyl- heptano:c acid;
2- Am noret hyl - 5- (4 et h hyl - h
aci d; nozrrim%omethyl-?-riﬁ etKOX)P pherYyI)) 4-etr'1n:fth anoei‘t):( %c%' ¢

2- A nOTRERNbmBtHyR7 32 8- BRIHOKY - pHaplL4-ethyREpinoReA6ia0!

aci d;

- Ani gthhnbmatr(yxmzm diettioxy-pitesy)t4-ethykrbeplanoiraeifloi
aci 25

- Ami ncﬂTéﬂHQ‘PmQtr(yi' 2q ﬂ'&f‘?ﬂ%‘b’ PJW&W!)V& ethvibp Htalnohce%a'ﬁb

aci d; L7286 diethox hen )-4-ethyl-heptanoic acid;
Ami no2 Am{n?ggthy di nmet hyP, R Y) 4yrret I hexan0|

aci d;2- Ammomethyl—? (3 4- d|ethoxy-phen Y) 2 ethyl- hep anoic acid;

) 22 Sosz\trrn omettsy?7 (3% H%Wc%& p‘iib%”y}ﬁ':l oty IREPYEARdIE %80!
- Am ”%hhbfbmétr(yﬁ4fetﬁylnﬁ(msl4 - pietrosy) pHenybtinaptaheicaid;
A noemmm)mmhy&mgthyls'i (233 wisihoxyeRhM)hRRIRNOICHASIG

noi ¢ aci
27 A nARTIGPTEINEARIIVIEL- (236 elfioxy-Rheny):heptansic, acid
noi c ach %mmomethyl 4 ethyl -7- éz 4,6- tnethoxy phenyl) heptanoic acid;

2- Anmi nonet hyl - 4- 3 6- t enyl ) - hexa
noi c acz-Ammomethyl 4 é methyl phenyl) pentan ¥c ag g

ot ¢ acramionsi i ypertEpdaly PR At 0L

2- Am nosmNbmetHyk4n@trigthypphenyl)-péntesdiy beiiex anoi ¢

aci

2- Am no2samigomethyb4riidrdimethdrhenyd-peatappicsidn i ¢
d
2 A RPN S IR R BRI P G

aci d;

2- Ani nonet hyl - 6- (2, 3- di net hyl - phenyl ) - 4- net hyl - hexanoi
c aci d;

I\)O NODNONODNO

I\JO NONODNONONO
1

- phenyl) - 4- et hy| PEBTR28040102985



5
2- Am nonet hyl - 6- ( 2, 4- di net hyl - phenyl ) - 4- net hyl - hexanoi

W@ 2664081700 PCT/IB2004/002985
2- Ami nonet hyl - 6- (2, 5- di net hyl - phenyl ) - 4- net hyl - hexanoi
c aci d;
2- Am nonet hyl - 6- ( 2, 6- di net hyl - phenyl ) - 4- net hyl - hexanoi
c acid, . i . . ic acid:
2- Ami nerTIRAMENY -2 B Ime Iy PR RS A G AT - hexanoi
¢ aci dp_Amjnomethyl- -E()2,6-dimethyl-phenyl)-pentanouc acid;
2- Am nonet hyl - 6- ( 3, 5- di net hy‘ -ﬁhe Ig- 4- et h}/d hexanoi
¢ aci d2-Aminomethyl-4-(3,4-dimethyl-p enyrlyp ntanolC acia;
2

ATl NI N rmémTEA- R b-dimbihyRpfledyij-BErtBNbicRRRRY! ) - hexa

noi c a

2- Ani nQr@hmdmémmmﬁA@trimetﬁyl@mnw@ensamp‘mds*l ) -hexa
nol ¢ acl a,

2- Ami n@risninamethifed-43:B.5etrimethylheryhPERIANCIG A%i01 - hexa

noi ¢ aqid; .. A _tri . -pentanoic acid;
2- Am ng'réml"@qm%h }(rlte‘% ﬁ%}?,_s(st_rl&e’tlyl()p_htep ?/' te rqyaln-oEJher]yl ) - hexa
BOiAﬁi aQLA}PLnolm%thyl;-(2,:1,t?-tlrime;hyl-phenzl)-pteﬂta}nom acid; _

- n -6- (2- - nyl ) - 4-et.hyl - n
aci d_; gg&aminyometh§I-4-?§m&hyl%h%n%-%exar?ouc%cno]? exa O? c
2- A IR N6 n{ia- oty RARRYA hedasib widy exanoi ¢
2- Ani neorhindméhyld-(enteihylphenyl)hexargia @cidiexanoi ¢
aci d; . . . Py
2- Am nSr@’ﬂH&ﬂm@hwzdf@g-'aTq'r@f’Wf'PBﬁ@%P?)S%Oé? ﬁ?/lp’- hexanoi ¢
gCIA% nghAe m)ln-]%tb '54-22-’3}(1;1@? thhyyll-Ph?wgw-lht)a)faﬁog "tjwlcildi hexanoi ¢
aci d; 2-Aminomethyl-ti-(z,5-_dimethyl-p enyl)Xhexanoic agid; |
2- A ngrRt I dihyica-2 BLTRbIA-pRBRTYhéxdhdRé Bidl; hexanoi ¢
2- Ag1 noIEhHIméih(i4-(3,didimethyl-phoryl)-hgxahait bgid; hexanoi ¢
aci d; . f i
2- Ani nasmingmashylst-3,5idweetyl-ppaavlnexanqi Agid: hexanoi ¢
aci d, , ) i N . ic acid;
2- Am ngﬁpmme&bwf’f g’éﬁn@%ﬁwl&hgrw P)h-ejf(-a g?ﬁyellq! hexanoi c
gCiA(rjn'; nE%Twﬂmeéfh)g{?(%,3,éi-triéneth;éill-[:;hreinyl);hr?xr:lnoﬁeamd;) hexan
oi ¢ ac 2d§min¥>methyl-4—{2,3,6-t$|rﬁe%hyl-pheny ~hekanBid é]éftl.i;

gi' @méggg&&g@rﬁé‘thﬁw@,n%-ﬁ%ae%hﬁ:ﬁﬂéﬁwtﬁésdanama;) - hexan
2- Ami n gg@hhwmethmm@mtw;m%wt)ﬂ-mmwpep\tmgirp ACHexan
2. Am n8rAminAmeing ety nheny )M PORANRIF AoHkxan
[ e -5-(4- - -4- I-pentanoi id;
2 Zmaﬁgﬁpért"h"ﬁme}!‘i"z‘rf & he)}PYIpphh(ee " y||))4- ﬁ%% hpﬁn- ept Z‘S'oi c
aci d; 2. Aminomethyl-5-(2,3-dimethyl-phenyl)-4-methyl-pentanoic gcnd;
2 A g s T 3 Wi BHohy -4 bl pBARIRAC kS
2- Am noITRfHemdtn{s-(B SRuiimeRiye-pHehyH-dmibtiy-peeteroipacid;
2- Anti n@aetindmethyl?s-E2 6+ dimetiil-phealidmethPepiangicagide
i id; . ) o
2- A nanRHATSNY 3 drolmelRbRE ) s pepTancls pad
i ¢ aci &_aminomethyl-5-(3,5-dimethyl-phenyl)-4-methyl-pentanoic acid;
2 A e eyl Tohety ] ) - 4- et hyl - hept ano
B IRA G P R RN
A D Moty a- S thiTes. (s PRy SR eniBRBIcR:
2- Ami nomnet hyl - 7- ( 3, 4- di met hyt1§8renyl ) - 4- net hyl - hept ano
: L.
IZ?A%Clnomet hyl - 7- (3, 5- di net hyl - phenyl ) - 4- net hyl - hept ano
ic acid;
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wQ 208510800t hyl - 4- met hyl - 7- (2, 3, 5-tri net hyl

2- Am nonet hyl - 4-nmet hyl -7- (2, 3, 4-tri met hyl - phenyl ) - hept
anoic acid; 5

- phePy1/)B2heypt02985
anoi ¢ aci d; -

2- Ami nonet hyl - 4-net hyl - 7- (2, 3, 6-tri met hyl - phenyl) - hept
anoi ¢ aci d;

2- Ami ”Wﬁhﬂémémmf& Ietnyi-o-2. 8 6ritnetiyr-phighylppemanoidiasiy;

anoi ¢ aci
2- Armi nmnhmméﬂwmmm’rs’(ﬂvbﬁ;mgrwm;dﬂphynyl}r@gpmlq;acud
aci d;

2- Am nénbrigemethyks-e-mathviatienylhv- ethyk %?ﬂta?}%'gtaghddl c

aci d; thyl-5- 3-meth l-phenyl)-4-ethyl-pentanoic acid;
2- Am none Rn'hn?me e’ y p yI)) 4- gtFI)ny hept anoi ¢

acid; 2- Ammomethyl -5- (4 methyl phenyl)-4-ethy| péntanoic acid;

2- Am nommpt Iy iy -2 3L IR LI p RO A ety peianidig BERR !

aci d

- Am anwdmamWs/{z didimethi-pRésn)ilettylgidnyindie ptieh o
- Am n@m&mmmethylz$$2 Gidimethyl-pherd)Hetaylnemanaie aeidh o

aci d;

- Ami ndATIRAMathyLS 42 Grdime iy RRR AR SERANNS &C‘é’ho.

aci dp_Aminomethyl-5-(3,4- dlmethyl phenyl)-4-ethyl pentanmc acud
- Am normet hyl - 7- (3, ~di et hy ﬁ n¥ hept
aC| d 2-Aminomethyl- -5- (3 5- dlmethyl p enyl)y4-ethyl anoic aci

o QY RinHordihyPa-Sirfh- BREIYA-1RREMY1- bhényﬁ}-ﬁéﬁtahéﬁi @éi@l
- Ani noRnNGmethgkdpthy-5¢(2,335-rimeihykphghylppentanpichagid;a

noi ¢ aci d;

2- Ami n@nminaroethyrpthyl-5(3,3:8-imetylPhenY L REAFNPIG AGiY,

noi ¢ ae trimethyl-phenyl)-pentanoic acid;
- A Emhnqmethgl hyJ]5 246 nme yP Y)ﬁen " hepta

noi c aQLlerRﬁnethyl-4-ethyl -5- (2 3, 4 5 tetramethyl phenyl) pentanmc acid;
ﬁof‘g‘ Qgﬁgﬁn? omethyl LA y*hyrs (% 32 QoL LR RGN PehtdiRiE Bcia;

2- Ani ”%’Wﬁ*ﬂ‘q’?%‘?f‘g“@@!'gw b ﬁ%hhmé@ﬁvlmhyl)@wmbnonc acid;

2- Ami nomet oxy- phenyl ) - pent anoi ¢ aci d;

2- Ani nqmmmdmelthymwgﬂ-mamﬁ pheswyl-paBRB0IEARd; .
2- Ani - di )
75 5. Al RoaTSRYES S PR e ERaAG! doid !

aci d; o.amjnomethyl-5- és-methyl phenyl)-4-methyl -hexanoic acid;
2- Am norret hyl - { di hgg’r oXy- Bhenyl% ent anoi c .aci d,
2-

Ami n@w&mmqmmthyIzS@mq‘ ey prismathyinexagaki acidei d;

2. m e ghyEs R BAAR e iEn PE%%’I‘@C??.“%

I\JO NONODNONONO
1

Z‘C'A?n ATy §28 q'me‘% Pgs"y'gﬁéwye‘“y' Sszs?z%'g.ag"’
aci d; 2-Affnoffeth waaaﬁﬁ@tmphbagmmmmmxanouc acid;
et n%zngltmrgclmg%vh%?ﬁ deliebepyirerat RERaRaR Aeic
aci d; 5 aAminomethyl-4-methyl-5-(2,3,4-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyl)-hexanoic acid;

2.Aminomethyl-4-methyl-5-(2,4,6-trimethyl-phenyl)-hexanoic acid;
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WQ@ 2085108000t hyl -

2- Am nonet hyl -
2- Am nonet hyl -

- (3- hydr oxy- phenyl ) - hexanoi ¢ aci d;
- (4- hydr oxy- phenyl ) -hexanoic acid; 5

-b-h-l?-b-b
—~
N

2- Ami nonet hyl - 4- (2, 4- di hydr oxy- phenyl ) - hexanoi ¢ aci d;
2- Ami nonet hyl - -(2 5- di hydr oxy- phenyl ) - hexanoi ¢ aci d;
2- Am nonet hyl - , 6-di hydr oxy- phenyl ) - hexanoi ¢ aci d;

2- A d;
o ?R%?@ﬂi%@éh9ﬁﬁ@%ﬁﬂﬁ%“x§3€ﬁ%éﬁr¥1 A ot
aci d; 2-Aminomethyl-6- (3 -methyl-phenyl)-4- methyl hexanmc acid;
ﬁC.Afj" n%n/?rtnrl]r%/émgthyl 6-(4- métlrnlllh olern?,lx_y eeh)X hexar(?c%(lg:‘na%%dc
gCIA? NQIRINOm&tYRe-t2 3-dife AL REMyIRASH¥INYI-REXEHIE Ecid;
2- Al NG méthyR6-22,8-dimiethytiphepylphemgihy-hexaneit ecid:
aci d;
2- Ami nénbminamathyb6-42.8-dimetiiphRyysangthy-hexalels acid;
d; 15 -
gC:Am . g Amhn?m%the' I(1 dlmetha/h ghen)sl) 4- methry]ll hexaenr?tlc.;;1 ﬁgl|dc
aci d; 2-Aminomethyi-6- (3 4-dimethyl- phenyl)-4—methy hexanouc acid;

2- Al no[TE%lr%/omgthWB hg grcP m)éﬂ%? Hgnyl) 441 met‘ﬁ Vhefa% <§‘a8|dC

aci d;

2- Armi gt dmén(ida Methe/ (8 2 inettyiprichyl)-Hexaheikaidid;

d
gCIAm n@rkmindrmdthyd-snedhylyi(@3p-timetyyphenib hexanpisracit
d
2 A ngrpinAmehy LA MY RA RS- HS Y Phe Ml eRsle Aol
oi c ac qu\m%meth I 4- meth 6- (2 4 6-trimethyl-phenyl)-hexanoic ac1d;

-
2- Ami nonet hyl - ¥1%/ rox hen I? 4- met hg pent an
oi C achl\mlnomethyl -6- 2 methyl- pheny )-4-€ hexanoic cnd

2- An el Memethie-Bs HelheryRREsyI-nérdRdid bigPent an

oi c ac

2- Ami ngrmhnwméthyﬁ-@ -tigiygrphenyieathly)-hdxarmihacidpent an

oic acid

2- Ani narmnmﬂmejhylaﬁ -R.31dipeiykphendhdretbv:-haxanpic agidk an

oi c ac
2. Ani néﬁ%mmm%%%  f-dimegwkphenyl)t ety hexanole acid: en

t anoi Czamhﬁmoni’éhyl -6-(2,5-dimethyl-phenyl)-4- ethyl -hexanoic acid;

t2 aﬁg} 2 %g{%g%gmethyl 6- é’ 6- d,5 mgﬁiy? b?wenyli Y qﬁﬁx%)gﬁ%? a(LdJO en

2- Ani ng %E}gméhw@é {3 h-dmethyRphiehyl)-Bysthgphiepitery Adidpen

t anoi c "aci
2- Ami n@remindmethyied-(3,6-dimethykpbenyl)-Hyethyixtyexaneisagidpen
t anoi ¢ _aci d;

2- Ani nSmIPRAMEhY ARG ALIDRIVEPREPHY M eNRRRR oL

aci d, mjnomethyl-4-ethyl-6- 235 -trimethyl-phenyl)-hexanoic acid;
2- Am nometh Y a,r . y A ¥1 | - hexanoi ¢

aci d; 23@m|nomethyl -4- ethyl 6 2 ,B6- tnme%hyl phenyl -hexanoic acid,;
2- Ami ngRt il - B 2. %G 8% PSRty pIBhDY hoREHERUck:

aci d;

2- Am o métn27-fa ShdgephenyBpmathykhapraole obidyano

ic ac

2- Ani nMmmam@hylﬂ-@-mQibﬂrﬁi)@l)'ﬁrﬂeﬁiﬁwwzh%@wp 2kiano
ic aci 157 70
2 m narmmety gl AR A A 2l o1
ic aci %Amlnomethyl -7-(2,3-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethyl-phenyl)-4-methyl-heptanoic acid;
—155—
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2- Am nonet hyl - 5- (2, 6- di hydr oxy- phenyl ) - 4- net hyl - hexano
i c acid;

ic acid;
2- Ami nonet hyl - 5- (3, 5- di hydr oxy- phenyl ) - 4- net hyl - hexano
ic acid; 5

2 AT| NOTEL I T8 6 Sk gk iehyh B BRERYD s
2- Ani n t,ﬁmlonﬂ;mm@l 4-8mhethyi-phenyl) aysiethyi-heptemoi atidx

d
b o s hiioretng7H, 5 Syl s ety HERIERE afid
anoi ¢ aci d;

2- Ani no%i@trﬂ%onlﬁﬂ}laé{‘ihk}"ﬁt@| (423, 4ctrim tﬂylop )yl) heepntap?lc acid;

g”g‘mcngé ‘?‘wnomethyl -4- me;hg)l(? Zﬁesn-tnmethyl phenyll) rrl]%ptanmc acud
aci d; 12}Am|nomethyl-4 methyl- g ¥nmethyl phel¥ )- heptanmc aC|d

2- Ani o h%omettﬁy%— h%g{h?rw 5 'Ele@-YlJir?letﬁypBIlM‘) RéEptBAGIC acid;

aci d;

2 Am NoSERnRbnfetityl-7aecknethyt-phen)-4-ethyiabepidndieaeidpi c
2 Am nd2rnhippretiy-733aneiy-pRgnydrsiN-hepianais Aiffex ano
|2 CA?nCIn %@(WVP’%Q“?VQ T4 Jnﬁthgl 8henyr)h4-etl'||)sl hgptanonc ?Clhexano

{20 AranCI Ob-Aranf)methyl -7- (2 3 dlmethyl -phenyl)-4-ethyl- heptanmc acid;
t
ic acpgeﬁm%ometlsyl 2742, 4 dlmeth))/ﬁ rPenymﬁ! %thyl HEpt%mc SaiG; °

2- Ani ngﬁh‘i\}ébm@iﬁﬁ 798 BMEBRYINHRIAG ) M4-Sth-ABHANbid KeigN O

ic aci
2- Ani naqmmmbmmm(ecﬁ -Hipmtoyypheimyhyd-pthyl-heptappicasidno
ic aci

2- Ami nMH?PmG“(Vk%@eﬂ HWtBYJ)PWé{Hy“I ?‘hX' F}SPWP'%%Q%T}O
ic aci - I)-4-ethyl-hept id;
- Ani ndz A{mn?meth&fg 95 dlmethysl phe‘tnl?/l)hygIr gx eg ﬁgr?;/cl ?C'hex
anoi c ag‘rAmmomethyl -4-ethyl- 7-22 3 4-tr|methyl phenyl)-heptanoic acid;

2 R o StT 4 ethyi7-{Z3 B imdihyMSHeNS - rREpRAMbie BRa:

anoil c

2- Am nojrg Hhﬁbmétﬁwihtb’thwﬁ? -(£3 3-imiathylyshemy))-eptanoiy sk

anoi ¢ aCI

2- Ani nczmnn;xomethvémgthyw (24.8-smathylspheny):-haRIANeIC Agid

anoi c i.d
2- Ani nﬁ@pﬂwmgﬂ‘(yé 4h($onygroxy el I)) pentap R'c acf)%nt anoi ¢
aci d; -Ammomet (yl -4-(3-hydroxy-phenyl)- pentan0|c acid;

2- Ami norret hyl hydroxy- phen nt anoi c
aci d; -Amn%omethyl-4 %-hydroxy-pheﬁ/ylf pentano}é: acp

2- A oL B Vs BINYCRAG ey aho i ol ©

aci d;

2- Anmi nggrg&ﬁmbméﬂ(y:t -43204-Hinyd oxy-pHeny))rpentaroimdcidient ano
i ¢ aci

2- Ani nordampemethyl-4424-AiPNAEy-RIRNDrientaeeifACdent ano
IZCA?nCIn%M()?mg tl'{yé4 @ H PE%)/ B pme“rYQ pe%ag?lﬁyac%em ano
i ¢ aci d2-Aminomethyl-4- (3 4- dlhydroxy-phenyl) pentanoic acid;

?CAranCPSQr[%nI?I%cl)meth(y% 3d5I g%%?ox)& meen'% 3enAiaﬁE)j}yacm? entano
2- AT gty MRS BREH ) i ot ano

i c aci

2- Ani ngszrﬂnnd)méﬂ()iB-AE(-QoB SBstdnydroxypbenyl)-pentangie agight ano
i c aci

2- Ani no?ré(‘HWmQﬂM‘ﬁWz %G(fﬁh%df%{ PPRDY) nyt%}?é?ﬁfzﬁj pent
anoi ¢ aci d; —156—

2- Ami nonet hyI 4-et hyl -5-(2, 3, 5-tri hydroxy-phenyl) - pent
anoi c acid; -158 WD 2005/030700 PCT/1B2004/ 002985

2- Ami nonet hyl - 4-et hyl -5- (2, 3, 6-tri hydroxy-phenyl) - pent
anoi ¢ aci d;

-5- (3, 4-di hydr oxy- phenyl ) - 4- met hpd F/IB2R@u®2985
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2- Am nonet hyl - 4-et hyl -5-(2, 4, 6-tri hydroxy-phenyl) - pent
anoi ¢ aci d;

wQ20h5i0800®t hyl - 4- et hyl - 5- (2, 3, 4, 5-t et r ahydr oxyP@hEBeg04y002985
pent anoi ¢ aci d;
2- Am nonet hyl - 4-et hyl -5-(2, 3, 4, 6-t et rahydr oxy- phenyl) -
pentanoic acid; 5

2- At nOUTR by Gh 12 rnnopheryppbisami sy ) -

pent anoi ¢ aci d;

2- Ami ninbméttat-dy(e-Edentpisnil)ehexaneinacisent anoi ¢
aci d;

2-Anin @T@FH?PWW%%\@CW&’%?‘%%W%’ h%a@PWﬁC'%ex anoi ¢

aci d, thyl-4-(4-hydrox henyl hexanouc acid;
2- AngA{an?me y (y y yyp Y) - et hyl - hexanoi ¢

aci d; 2-Am|nomethyl 4 -(2, 3 dlhydroxy-phenyl) -hexanoic acid;

2- Am "BA L omiryf 4 Gty arRG Phehy f-rekbic eiano! ©

aci d;

2- Am noz%hubmétr(yus’(zcs Hirgaoxy-pheagly Nexdneit agid; hexanoi

- Am n(mAtrhmeeti'(yE442(ﬁ dinydoxy-nhespihexaneie 8id hexanoi
d;
i nGRTHYPE YL A3 - DUy PREMITPX0UE RS hexanoi
aci d;o>_Aminometh I-4 (3 5-dihydroxy-phenyl)-hexanoic amd

- Am norret hyl - 6- - dj h dr oxy- pheny I)) 4- eth Qexanm
aC| d 2—Am|nomethyl-4 (2 3,4- nhydroxy phenyl hexanon aci

aci d% o8y a2 % S¥iHy Ik PHRSHY I nékafolty Acigex anol
- Ani ngmhhryéméﬂ'@liﬁ.?;ﬁ SrrityakgxypplesTil)-hekasoig/acitiex anoi

acid

- Ani n@rBanRemathyt-AyP.4e8-thysroxy PheR-SXANRIATM - hexa
2 i TSRSy Rofp Y sPhenyDr ety pertanci acit o
noi c atz-Amlnomethyl -5-(3- hydroxy—phenyl)-4 methyl-pentanouc acid,

ﬁof*[:" Qﬁa”ﬁﬁnﬂ‘%émé‘th‘i E% hyd‘oz)(ygpr?eﬁ )z{1 tﬁfl(lype%%w J:)acn:exa

2- Ami ”‘E%H\%Améﬂﬁwxbsﬁdnhﬁdnﬁxﬁﬂwbhwdr @ty henidnoid asia;

noi ¢ aci
2- Ani n@vAntyomathyR5 {2 dr dkydronpmiieny-4reety-prefngie aeid;
aci d;

2- A nbmigamethysSye Frdlbydraxuipheny -4 el PRONSI AR
aci d, -Ammomet ell -5-(2,6- dlhydroxy-phenyl)-4 methyl pentanonc acid;

2- Am norret hyl - gdrox hen¥| l¥ Pt anoi c
aci d; 2-Ammomethyl -5-(3,4-dihydroxy-p enyl) 4-met yl-pentanoic acid,;

2- Am nont bl - I e & KGR PHRAH 4 b pRrattip beR:

oi ¢ aci

2- Ani nozmprnudmamamnduhpvs'«msy4-trrrwdyd>>9w4hemd)hwentaepmld

oic acid; 25

2- Ani nd@vbmiyemethyb4nethilen(@.2,5-ityryexy-RieruRpentREpICAPId;
0 eGR4 2 36 Uy henyponiangioscid

0i C aC'ZiAmrllnclameth I- 4-methyl -5-(2,4,6- tnhydroxy phenyl)hpentr?nmc amd
2- Ami nomet 7 4- (004 t ept an
oi C am&fAmIr)I/OlTlethyl 5- (2C‘1yd¥oxy pl¥e|$yt3 ¥n23thyl ny0|c aci;

2- Am nosrgiRdmétyRsadyarslyPsHemieahetg-Bidndic et an

I\)O NODNODNONODNO

o1 C acC

2- AT} neEBiidmdihyb iy B3 Shaky-b ethykogansi gichep
anoi ¢ aci

2- Ani ndrmigermethikb123-dihygroxy=phanylsmetviiieapeic aeid
oo An ﬁﬁébﬁnqm%%? I e RS ey ) e
tanoi ¢ aci

2- Ami nonet hyl - 4-net hyl - 7- (2, 4, 6-tri hydr oxy- phenyl ) - hep
tanoi c acid; -159 WD 2005/030700 PCT/|1B2004/ 002985
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2- Am nonet hyl - 7- (2- hydr oxy- phenyl ) - 4- et hyl - hept anoi c
aci d;

WQ20ni0800@et hyl - 7 (3- hydr oxy- phenyl ) - 4- et hyl - hePCHIB20G4/002985

aci d;
2- Am nonet hyl - 7- (4- hydr oxy- phenyl ) - 4- et hyl - hept anoi c
aci d;

2- AT TR nding s T2 LA 8K S ROS I ngiislareRphaa)

i c aci

2- Am noginindmethiyRs 42 8-dibgdroxy-phérey-i methypltganioipacidp

ic acid;

2- Ani nériminamethyb5-43 didiyarexypherdyfyoethihgrancis,agido
2% A nGiATIRATEYS5-43. Grdyrgsy; Phonylfmelnyl heranle acid,

i ¢ aci g:Aminomethyl-4-meth I-5 -(2,3,4- tnhydroxy phenyl)- hexanmc acid;

2- Ami nonet hyl 4- dj r OX en
ic aci é: Amlnyomethyl 4-methyly5 2, 3% tﬁhydr)éx?/ phenyl%exan ic acnd

2- Am Dg%@@%@m&hgﬁ StV 2¥ BRIk -pheRiIlnexBRBIc AR;

I C acld,

2- Ani nefmgmdméthylthyﬂe{ﬂyl(&(%s ttihydrosy-phenyljraexanoitasid;
anoi ¢ aci

2- Ani ngrsninpmethyrGra-hydioxy-phenyl-ArpatiykOXRAG AFidh e pi
2" A ol iRomefhy S 3 hydrogy-phenyl-4methykhexanle ot
anoi c amn:imomethyl -6- (4 hydroxy-phenyl)-4- methyl -hexanoic acid;

2- Ami nQ gt %rﬁeﬁﬁﬁw& 3 Zj}rgydrg'xprttlény Kqu\ xa’ﬁo}é aéi 81

anoi ¢

2- Am ng fﬂ?ﬁﬁ%’mélh@té%4&K)%ré’o(ﬁpﬁerwt4wﬁlylwwmaém-

hept anoi ¢ aci d

2- Ani n@rAaninpmethylar(a,5-iyzreuplenydr4-mettyihexaneingeist
hept angi c_aci d )

2- Ami ngmwmﬁhgt%ﬁ 6- fj nyjr%’(VSP Q)er}yé)t r %?(Hylor)\(eyxar‘%c& 'Sj
hept angigmimentéthyl-6- (3 4- dlhydroxy phenyl)-4-methyl-hexanoic acid;

2- Am nonet hyl - 4-‘et h pent ahydr oxy henxl hept anoi ¢
aci d: 2-Aminomethyl-6- {3 5- dlhydroxy phenyl) methyl-hexanoic acid;

(2R 4Ry PSSR et 62 itfibyRERy-BRBAY)-heREN&E Actd;

aci d;

( 28d4F% (/)Qmﬁﬁht@ﬂﬂ;ﬂﬂﬂﬂietlﬂrl-(&(zée Bitfilhyorory-pheayl)-heRanaio @cid;
acCl

( 2R, 4-Aminpmedidrhineti-6243 Grtrinysipsy-phenyllexaneifacid;
(25, a5y HSnRShSit 4ty 6520 tihydroxy- pheny-hexanole apid
hept angiAmiaomithyl-5- (2 hydroxy- phenyl)-4-ethy| pentanoic acid;

gg,R 64 %Azmiﬁg]m%tﬁ 51 ?’4 hydr$»2<y %hgnyflli tﬁylb[?enn Xnglcha%)l( noi ¢

(2S, 4S) 2nifBHRARRAISMA-hyroRy-phehyi]-dstRylnsetxhdichii@Noi C

22:534%-£2nmmwmt&§a 3-gliysiraxyephenydy-4-etyi-penianais aaieh c
(2S, 4sFPIDIRAMEYRAEH (A 4-Sinysrony RS- PROSANAIF geid:
(25, e o e e By
- pent aﬁdlmlnomathyl -5- 2/2 6- dlhydroxy -phenyl)-4-ethyl- pentan0|c aC|dy
(25) - 25 A M OMRbs- (5 4 2y SRR SR RN AB Bk

aci d;

(25, 452 fﬁmﬁﬁr@%ﬂ@w 5-GiiHydirSxyip R A-ctmpentarisiys aie; C

d,

?gls 4Sp-Aavinaineting dhgthyls(2,3i4-irydraxenelyenylesataspis acid;
d;

(25, 4S5 AENBRTRUNEAFS YIS (3 VPR NARS RBRE A
d,

?gls 4S) - 2- Am nonet hyl - 4- ( 3- fI uoro benzyl ) - hexanoi c

acid; -160= WO 2005/030700
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PCT/ | B2004/ 002985
(2S, 4S) - 2- Am nonet hyl - 4- pent af | uor ophenyl net hyl - hexano

WO 2008030100 PCT/IB2004/002985

(2S, 4R) - 2- Ami nonet hyl - 7- (2, 4-di f| uor o- phenyl ) - 4- et hyl -
hept anoi ¢ aci d;
(2S, 45) - 2- Ami nonet hyl - 4- (4-trifluoromet hyl - benzyl) - hex

anoi ¢ arfiinomethyl-4-eth I 5 (2 3,6~ tnhydroxy-phenyl) pentanonc acid;
2- Ami nonet hyl - 4-( 4- e - 2-net hyl “benzyl’) - hexanoi c

aC| d; ZAminomethyl-4- ethyl 5 ( 4,6~ tnhydroxy-phenyl) pentanoic acid;

ent angfgen%%mﬁhygl gﬁylh £ T% 3%1 5% trgﬁy'do Sfyqﬁfr'léﬁy‘b'-%ﬁtg%fcp acid;
2- Ami npusghibnethyl4- ey Eex, S 3, 6RétatydpexiZphenylepémeaheic acid;

aci d;

2- Ami rdAsningmeshyi-4-etbyHar%3, 35, rietrahydseranphenyl)-peatappicracid;

o BB RS retnyies-Repiahydroxyaheny-pegtanoic acid;
2 Ani @Mlhmheﬂh%b(ﬂhﬂh ENénﬁFK@ﬂWl%e&&hdc acid;

Am nomet hyl - 3, 4- di net hy exanoi ¢ aci d;

r%ﬁmln9meﬁlyé6r(§rhy41rwmnwemw@eaen@c acid;

| Ot AL e P SR b ek

@Aﬁtlhwlhmﬂwylret B}B ellmﬂltoay{prtenyt)mdethyl hexanoic acid;
i nonet hyl - 3- met hyl - hexanoi ¢

,?oﬁmmgqnemy}f@t gyﬁ dlﬁggrpéymh@ng%%ethyl -hexanoic acid;

OB el SR IR R T ERPN 4 AFhexdhoi acic

TZBAMIWheﬂlyBSdEMIhydrOhWnW)-@ ethyblhexanonc acid;

SR B o BN R il i
@ﬂﬁﬁl’i\yheﬁiyllﬁf(@ GD&A dr'oxfﬂ-'ﬂ)h)éhyﬁ-4a@thgllh@x"—an0|c acid;

i norret hyl - 3°cycl ohexyl -butyric’ aci d

msmmgmemyquﬂtm&@( 3 a-trrbydmky-iphewlweaam@;: acid;

e BB Sl e PRRLRT s Ra Sk i
, 2- Rmﬁmrﬁ@mmmélmﬁeemB1ﬂﬁydranpipﬁeﬁﬂwex§ﬁbnc acid;

i nonet hyl - 3- et hyl - hexanoi ¢ aci d

i RoAvingmetBykd-eiy6e(;4hdTibydrexyrphenyl)-hexanoic acid;
An 'ﬁgﬂﬁM&etﬁyﬁ'}-?i{-lhyérJ@%ﬁQnyB%ﬁ%‘?Wlﬁleﬁé%lc a&%}

2-Aminomethyl-7-(3-hydroxy-phenyl)-4-methyl-heptanoic acid;

5555555555555555

Qo

ci

55

2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
a
2-
2-
2-

2-Aminomethyl-7-(4-hydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyi-7-(2,5-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trihydroxy-phenyl)-heptanoic acid;
—159—
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WO 2005/ 030700 PCT/ |1 B2004/ 002985
2- Am nonet hyl - 3- cycl ohexyl net hyl - pent anoi ¢ aci d;

wQ208508000et hyl - 5- (4- met hoxy- cycl ohexyl ) - 3- net hpd /2004102985

oi ¢ aci d;

2- Ami nonet hyl - 5- (4- et hoxy- phenyl ) - 3- met hyl - pent anoi ¢

aci d; .

2- Am noehiNghiethfiZ- BEhJIS- BRER)-1-etnyTErdphndie bid;°

2- A @Nﬁﬁihbh‘re‘%h;(l-‘l?'ﬂ-ﬁhwmxy-phenyi)-)l-e_’ihymtd_mandziuap'rd;c

aci d; 2- Ami nonet hyl - 3- pheny| - but yri c Ce'yg; . -
Am r%ms»tlInymeshw%Whycﬁomehwylbﬂt%}w@w anpic acid;

o TRl /8- ARSI ARy hBBidtolc pcig;
Y 2AinokBiy}7-(2,4-diycroxy-pheny )b ety hep aroic acid;
P RGRD eIy - BB R 4-eti- P ngis gcic:

- Ari
- Am fé’-miﬁgéheg@yjﬁ-{%—p_ﬁr@ﬁ@x&%ﬁéﬁeg@/p}jz?/-biﬁyl-ﬂebfanoic acid;

- Am nonet
- A risetingmedhharR@y4-digdtaxyepternyti 4 ethyb-heptanoic acid;

et o DBl SRy ERhe PRl oic

- A @Kﬁ’iiEMbé%ﬁ-ﬁce]&tﬁgluf-ﬂ,3Pﬁ%mvaiﬁy%§\gl)—heptanoic acid:
- Am normet hyl - 5-"cycl opentyl - hexanoi € ‘aci d; i .
- Ani i Amingimethyd-estbyles(2, 3 Pettiydraxyaheamyl)deptanoic acid;

2
2

2

t

2

2

2

2

2

2

a

2

2

2

2- Am nonet.hyl - 5- phenyl - i i.d: . -
2 o REngmet Ay 7 3Rty B inhenyp-heptgnolo acid
géiAgi_ ROARIiAYMethyl-3=dthyiL7-(Da SR loxy sty))-Hepramsic acid;

2- Ami reAmiingmethyl-4-athyk7-(8 de-tetiahyedrenyphemidrhepiagoic acid;
aci d; - Ami - - ' g ‘.
5 o s ATHOMRIRA B - AU SRS A B Rfiftandl acid;
2
2
2
2
2
a
2
a

- Ami popAiiiymethyt-vadthylen(,B,5e-éteatnyideoxasplaenyl)-heptanoic acid;
- Am nonet hyl - 5-cycl ohexyl - hept anoi ¢ aci d;

- Ami ohAatingmethybfeaihyl- ég@@ﬁw@xgehg?yl-h%.’ptanoig acid;

e T e b

ci d; (2S,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;

A Ao o Rl RSB o s
(2S,4S)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid; -
(2R,4S)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid,;
(2S,48)-2-Aminomethyl-4-(3,5-difluoro-benzyl)-hexanoic acid;
(2S,48)-2-Aminomethyl-4-(2-fluoro-benzyl)-hexanoic acid;
(28,4S)-2-Aminomethy|-5-(2,4-difluoro-phenyl)-4-methyl-pentanoic
acid;
(2S)-2-Aminomethyl-5-(2,4-difluoro-phenyi)-pentanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,6-difluoro-benzyl)-hexanoic acid;
(2S,4S)

(2S,4S)

(2S,4S)-2-Aminomethyl-4-(3-fluoro-benzyl)-hexanoic acid;

—160—

-2-Aminomethyl-4-(4-fluoro-benzyl)-hexanoic acid;
-2-Aminomethyl-4-(2,5-difluoro-benzyl)-hexanoic acid;
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-162 WO 2005/ 030700 PCT/ 1 B2004/ 002985
2- Am nonet hyl - 6- ( 3- chl or o- phenyl ) - 5- et hyl - hexanoi ¢

W@2008/030700 PCT/IB2004/002985

2- Am nonet hyl -5-nmet hyl - 6- (3-trifl uoronethyl - phenyl)-he
xanoi ¢ aci d;
2- Ami nonet hyl - 5- et hyl - 6- (4-trifluoromethyi-phenyl)-he

xanoi ¢ 2@&951) 2-Ammomethyl-4 pentafluorophenYImethyl hexanmc acid;
2-Anmin th --cyco -heptanoic acid

t
2- Ani n(ﬁ&ﬂ 12-Bminame ﬁz‘gﬂfmworpwaﬁem aeptanmc acid;

ALV O e -

2- Ami nophingméthyaen i-metenlyaaathpdiehizyl)- hexanoic acid;
2- Am nonet hyl - 5-( 3-chl or o- benzyl E} Ihept an0| c aci d;
yl-phiemy

1
2- Ani ndwgningmeshyld-(4-metheyoreiet methi-pestanoic
aci d;
2- Ami n%(ﬂgt hyl -5-(4-trifluoronethyl-benzyl)-heptanoic
aci d; 2-&1ﬁi\?oﬁmﬁ3tlw(&ﬁleﬂwﬁyﬁ-nkthﬂdieﬁzybéwuanmccacﬂm

2- Amnomethyl-?-(IS chl or o- pheny I% yl - hept anoi c
ac:| d; 2-Aminomethyl-5- (4-methoxy-3 -met yl-phenyl)-4~met yl-pentanoic

% thyl-5-methyl -7-(3-trifluoronethyl-phenyl)-he
noi

ta cid; 15
g Anmi r@mﬁﬁllhmm&ymwykgmahykm&damrmd hyl - phenyl) - he
pt anoi ¢ aci d
2- Ani rsfetiRgmethykdeethpr 3 piathy-hexanciargidianoi ¢ aci d:
2- Am t d;
2- Am %@'ﬂgh 91 cyéA} ggtgntp II '?%ﬁetdwhdy?aﬁgp?gggfcagl:l d;
2- Ami rmma’nlhgmeﬂ}yttthbwwmetbylmwolmmn0| c acid; 20
2- Am t.h t.h t d;
2- Ami %ﬁ%’ﬂ%meg‘yfé %‘hylcﬁ ﬁ‘ezﬁéﬂ%?g a‘gt%hfﬂ aﬁlept anoi ¢

aci d; o.Aminomethyl-3,4- dlmeth l-octanoic acid;
2- Ami nzoﬁtreqlﬂyl - -ye ¥3 trifluoronet hyl - phenyl ) - hep

t an0| <2-Am|l_1¢methyl -3- methyl pentanonc acid;

0 h L yor oret hyl - phenyl ) - he
tan0| gge me@yﬁ%rﬁg@{-ﬁ%ér@éagﬁmt hyl yhegt angl 2: P
aci d; 22}inﬂné’rﬁbmylrslmdﬂ 5h5ptdh6kiébidi octanoi ¢ acid; and
2- Ami nonet hyl - -di ne .);I -nonanoi ¢ acid. 13. A

con‘pomﬂﬂﬂn“!;mféeﬂ‘élhi”ﬂr@mqt W-RentaRe 8§i% orpounds  and

(e AT S SR o o

(3S, 4@-Aﬁnﬁd§h1§myﬂ3 %dhmmhwiemamao @icid; aci d;

(3R 4%—2r$1)mg’methyl 3, 5 5-tr|methy} h‘g;(érllqcﬁg tag%m ¢ acid;
2-Aminomethyl-3-cyclopropyl-butyric acid;
2-Aminomethyl-3-cyclopentyl-butyric acid;
2-Aminomethyl-3-cyclohexyl-butyric acid;
2-Aminomethyl-4-cyclohexyl-3-methyl-butyric acid,;
2-Aminomethyl-5-cyclohexyl-3-methyl-pentanoic acid;
2-Aminomethyl-3-methyl-4-(4-methyl-cyclohexyl)-butyric acid,;
2-Aminomethyl-3-ethyl-pentanoic acid;
2-Aminomethyl-3-ethyl-hexanoic acid,;
2-Aminomethyl-3-ethyl-heptanoic acid;

2-Aminomethyl-3-ethyl-4-methyl-pentanoic acid;
—161—
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W@ 3R348)78R) - 3- Am no- 4, 5- di net hyl
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(3S, 4R, 5R) - 3- Am no- 4, 5- di net hyl - hept anoi ¢ aci d;

(3R 4R, 5S) - 3- Am no- 4, 5-di net hyl - hept anoi ¢ aci d;
(3R 4R 5R) - 3- Am no- 4, 5-di net hyl -octanoic acid; 5
(3S, 4R, 5R) - 3- Am no- 4, 5- di net hyl - oct anoi ¢ aci d;

3R, 48, BeXihing ghanolccacid;| d
EBR 4R%@“§°@Aﬁ”§g3%ﬁ°mi@? tHlyi gct anoi ¢ o

(3R, 4R, l:pmﬁihyb544-glejhﬁ§fﬁxnlohﬂqugrﬁ5ﬂ@ﬂ§)g ,p@ntanmc acid;

(3R asZeRyaoRRiBsd-Bdth Bl AN RERTRARE Afldnoid oig
(3R, 4R 258midorsingb4 24&1eih076} buényn)emmhyl mnymb acid;
(3R 4R 5R) - 3- Ani no- 4, 5-dj ne %qan decanohc aci d;

( 3S, 4R25ARMINMEIhLS- 4419162!#1%(-!% -ty acid;
3R, 4S d; 15
(3R arcanynpidigsprendislacdee 200 C 20 Tand
?pposnt F]D_eAﬁrmmf w emy’esaxéthﬁmgghenﬂgumummound sel ect ed
romthe foll own unds an ei
phar naé’e&mim?‘pyg% nﬁﬁtﬁ -ghenylpentanoic acid;
3R, 4R)- 3= A t ; i
§3R 4%5%;?@%]‘@5? H‘%@u%ﬁ@ﬁ ﬁei ipiét a .ou c&gc)ia%ftym acid;
( 3R, 4R25&nirbrAethpleB-|-bthyi-phehyl)-buiytiamsid; aci d_
S ook SR GIEGIG 12,
COMPOURC ﬁLo?ﬁétﬁgléh%?h H2e ft&yltmyﬁ@a@ianpounds and
their ﬁ’ﬁ armateut 1 c Iy acceptabl e salts:

(2R 4Rp- Aanmumreihﬂt-&m tohd-bRityriccadid;uor o- benzyl ) - hexanoi ¢
aci d;

(2S, 4#-%%%%%9?”@' Pf“?"&“?‘?ﬂg’ro benzyl ) - hexanoi c

aci d; o.Aminomethyl-4-( -fluoro henyl)-3-methyl-butyric acid;
(2R, 4S)-2- Am norr)t,e f gl fl uoroy phg}yl ) -4-et hyl -

hept an8tAminemethyi- 5 cyclopropyl -hexanoic acid;

(2S,4S '%hAg;ngémﬁé%XyclgbJtﬁ-heﬁn%lc“é’&& phenyl)-4-ethyl -

hept an
(2R, 4Sp-mitysnivihptshyycidpdrtyldeakahblccacidbenzyl ) - hexanoi ¢

aci d; -164 WD 2005/ 030700 PCT/ | B2004/ 002985
2-Aminomethyl-5-cyclohexyl-hexanoic acid;
2-Am|nomethyl-5-phenyl-hexanouc acid;
2-Aminomethyl-5-(3-chloro-phenyl)-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-(4-trif|uoromethyl-phenyl)-héxanoic acid;
2-Aminomethyi-5-cyclopropyl-heptanoic acid;
2-Aminomethyl-5-cyclobutyl-heptanoic acid;
2-Aminomethyl-5-cyclopentyl-heptanoic acid;
2-Aminbmethyl-5-cyclohexyl—heptanoic acid;
2-Aminomethyl-5-phenyl-heptanoic acid,;
2-Aminomethyl-5-(3-chloro-phenyl)-heptanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-(4-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-methyl-6-phenyl-hexanoic acid;
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(2S,4S) - 2- Ami nonet hyl -4- (2, 4-di fl uoro- benzyl ) - hexanoi ¢

(2S, 4S) - 2- Ami nonet hyl - 4- (3, 5-di fl uoro- benzyl ) - hexanoi c
aci d;

(2S, 4S5) - 2- Ami nonet hyl - 4- (2-f | uor o- benzyl ) - hexanoi c

aci d; i

(25, 4-Po0iRRMEIRERGrehiorePheny d-metivkliexanpic apide.
- pent ?‘%rﬁmoﬁfétﬁiﬂ -5-methyl-6-(3-trifluoromethyl-phenyl)- hexan0|c acid;
(2S) - 2- Am none 5-(2, 4-di fl uor o- phenyl) 8?1

aci d; 2-Am|nomethyl -5-methyl-6-(4 -tnﬂuoromethyl-p eny exanoxc acnd

(25 48%-A%~.ﬁ'8‘m”?ﬂ‘? N cioprbpyiftiethyiHiptioRead! ) - hexanoi ¢

aci d;

(2S, 4S) MniPBHRAARIE clobutyinethtepkarviy adidhexanoi ¢

aci d;

(2S, 4-AminemesgSHeyclopeniyimethiylhegtancifedsdidi ) - hexanoi c
aci d;

(2S, 48? @W&M'tsﬁ%dozpe@m?thglr%eq}gﬂglgﬁcﬂﬁexanoi c

aci d; o.Aminomethyl-5- benzyl heptanoic acid;

(2S, 4S) - 2- Am nonet - pent af | uor ophenyl r?t hyl - hexano
ic aci Zi-AmmomethyI -5- é-chloro benzyl)-heptanoic aci

(25, 28 Ol e rflabronftiilBetPA f-RpRaGi adiaet hy! -

hept a
(2S, 4D pgnifbiveaingEhiiHrifludromethyihemaylydtepyandie agig; ) - hex

anor e za-%ln?momethyl 5-methyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-5-methyl-heptanoic acid;
2-Aminomethyl-5-methyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-methyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-?-cyclopropyl—5-ethyl-heptanoic acid;
2.Aminomethyl-7-cyclobutyl-5-ethyl-heptanoic acid;
2.Aminomethyl-7-cyclopentyl-5-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclohexyl-5-ethyl-heptanoic acid;
o.Aminomethyl-5-ethyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-5-ethyl-heptanoic acid;
2-Aminomethyl-5-ethyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-ethyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
2-.Aminomethyl-5,5-dimethyl-heptanoic acid;
o-Aminomethyl-5,5-dimethyl-octanoic acid; and
2-Aminomethyl-5,5-dimethyl-nonanoic acid.

13. A compound selected from the following compounds and their

pharmaceutically acceptable salts:
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3S,4R)-3-Amino-4,5-dimethyi-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;

—163—
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(3S,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid,;
(3R,45,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5S)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(38S,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(8R,4S,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5S)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3S,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,48,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5S)-3-Amino-4,5-dimethyl-nonanoic acid;

" (3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;

(8S,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;
(3R,4S,5R)-3-Amino-4,5-dimethyl-decanoic acid;
(8R,4R,55)-3-Amino-4,5-dimethyl-decanoic acid;
and opposite enantiomers thereof.

PCT/IB2004/002985

A compound selected from the following compounds and their

pharmaceutically acceptable salts:

15.

(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;

(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid; and

(3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid.

A compound selected from the following compounds and their

pharmaceutically acceptable salts:
(2R,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2R,48)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid;
(2S,45)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid;
(2R,45)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
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(2S,4S)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,45)-2-Aminomethyl-4-(3,5-difluoro-benzyl)-hexanoic acid,;
(28,4S)-2-Aminomethyl-4-(2-fluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-5-(2,4-diflucro-phenyl)-4-methyl-pentanoic
acid,

(2S)-2-Aminomethyl-5-(2,4-difluoro-phenyl)-pentanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,6-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(4-fluoro-benzyl)-hexanoic acid;
(2S,48S)-2-Aminomethyl-4-(2,5-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(3-fluoro-benzyl)-hexanoic acid;
(2S,48)-2-Aminomethyl-4-pentafluorophenylmethyi-hexanoic acid;
(2S,4R)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid;
and .
(2S,48)-2-Aminomethyl-4-(4-trifluoromethyl-benzyl)-hexanoic acid.
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