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WD 2008/ 092785 PCT/ EP2008/ 050765 -1- Case 23919 NOVEL
2- AM NOOXAZOLI NES AS TAARL LI GANDS The invention

WO 2008022583 0 t he use of conpounds of fornula (RCI/EPRES/050765

YN \>NH2 2 O1 wherein R, is hydrogen, deuterium
tritium lower alkyl, |ower alkoxy, |ower alkyl
substituted 5 by hal ogen, |ower al koxy substituted by
hal ogen, hal ogen, phenyl optionally substituted by
ﬁ@ﬁbgﬁﬁﬁ or is phenyloxy, benzyl, benzyl oxy,

-COO- | ower al kyl, -O(CH2)o-O 1| ower alkyl,

NH- cycl oal kyl , cycl oal kyl or tetrahydropyran-4-yl oxy,
wher ei n t heNeMIT1-ANMINGOKAZOIINES MBI AR 1 DESARD8 o
different; Xis a bond, -CHR-, -CHRCHR -, -COCH2-,
-CH2OCHR-, - CH2CH2CH2-, -SCH2-, 10 -S(O 2CH2-,
TRHRSEHHZon retafad2OR) (S compywd Balf KyrhriGH2-  or

SRR -CH2-; R R nay be independently from each ot her
hydr ogen, | ower al kyl or | ower a; kyl  substituted by

hal ogen; R2 is hydrogen,. _phen og | ower al kyl; Y is
phenyl , naphthyl, thiop % rl‘yJ_rN,Li cycl oaI kyl ,
1,2,3,4-tetrahydro 15 nay Ie

2, 3-di hydrobenzo [ 1, 4] dioxin- or %enzo [ 1,3]
dIOXO| 5-yl; nis 0, 1, 2 or 3 o is 2 or 3; or to a

pharmaceut i caI ly sui tabI e acid addition salt for the
manuf acture of nmedi canents for the treatnent of

B AT
ar e behilegsi omer almx)emjost@humdrhyém@gem lpddgan, phesplragiopally

tt
< {1 0 BB A58, 00 s .
schi ZopbHehiQ@; lowemﬂqﬂ,d@Heca'bIOdlllqle egbskyPar firalsaltogyran-4-yloxy,

2000/ DSBS BT RRIOUG) b as N 5 s SRl

X is a bond, -CHR-, -CHRCHR’-, -OCH;-, -CH,OCHR-, -CH,CH,CH,-, -SCH,-,
-S(O)zCHz-, -CstCHz-, -CHzN(R)CHz—, —cycloalkyl—CHz— or SiRR)—CHz—;

R/R’ may be independently from each other hydrogen, lower alkyl or lower alkyl
substituted by halogen;

R>  is hydrogen, phenyl or lower alkyl;

Y is phenyl, naphthyl, thiophenyl, pyridinyl, cycloalkyl, 1,2,3,4-tetrahydro-
naphthalen-2-yl, 2,3-dihydrobenzo[1,4]dioxin-6-yl or benzo[1,3]dioxol-5-yl;

n is0, 1,2 or 3;
0 is 2 or 3;

or to a pharmaceutically suitable acid addition salt for the manufacture of
medicaments for the treatment of diseases related to the biological function of the trace
amine associated receptors, which diseases are depression, anxiety disorders, bipolar
disorder, attention deficit hyperactivity disorder, stress-related disorders, psychotic

disorders, schizophrenia, neurological diseases, Parkinson’s disease, neurodegenerative
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di sorders, Al zheiner's disease, epilepsy, mgraine,
subst ance abuse and netabolic disorders, eating

wale®snesss, di abetes, diabetic conplications, PUGEBP10Y$/050765

dysl i pidem a, disorders of ensr gy consunption and
assim |l ation, disorders and malfunction of body

[ S ) -
LB A NOTERELR) Buo ! AOLARES, B0l SRS mertl
fhewlatsi eatinig miasloudjfes dadbletes,atdwiic complicatioss, obleiityt theslipidemia,

ti ) S
Sgé{dt%iss oqggér%? ?&ﬁ{%&)tﬁ%ﬂﬁ Ta%rlgﬁéﬁé n, 8@&&%‘% adld rggﬁ,? Ctlo}l %f body
tengreeatatedwnancaspaiseders bg/sl‘tdp@npirc&sahan rhyt/fem,t armlmardh@vascular
ﬁlscl)krger%ooxazol ines are described in the literature as
per{enswe agents with good affinity to the
adr energic receptor or as internediates in processes
The irwcleqirm iatludes df racgphiamnistees dlt ticiraotiest@ndyernsntidroers and/or
%[?JXPL p EP 0 167 459, US 4,311, 840, DE 2,253, 555,
kGt (2001), 57(1), 195 - 200 or in 15
Bi oorlgadiitioanal memdrhafbrmeﬁﬁomwndeoﬁ fermula2 @PAylso encompassed
) It has now been found that the
%g&n% ﬁ%sggﬁn?&.&%)rnnul a |l have a good affinity to the
trace am ne associ ated receptors (TAARs), especially
¢ P eRbolines 4B F SRR e UF BEheiha ' smsgh agod
difisoy deth,e aeltdnergm ©pepdexf mrmsunthgrpehaei inirbgesss $@roteraration of
éﬁér D euuca C§§e ?%een%t%gex [ rders psychotic disorders
has enf a o ogl caI di seases such as
E’HDM|6V1§6J91 I§ 4111’5 Ble8%E§)eDEr?el5r3o%g€am}mdmm(2ﬂD Bobde),sl 95 40 or in

zhej ase. L]l e ] j
looe%@écnaﬁﬁg\r/{e(%c aerﬁ%létr}égg[éeés gzz)gzl)r’reﬂ@gg%l?%lgi sorders
such as eating d| sorders, diabetes, diabetic

conpl {.gati on [ i dem orders
SR R M el o
affinfty e thie Omceﬁmuboﬂgoctaﬁameceqﬂmm €ThAR®)D sipaaa&y for TAARI.

27 rabadi i GrBef R & F Ry ey S Slenginaaters
bifpbbut ﬁB;o(der ewttenadl de:ﬁcasiqphxar:tnefyfchmrder (Ay3oi g e EBTelated
t whi ted f
OBt ST e AR B S e Ut PR Hlsfet dhen
éME}/g@&Bﬁ&?%SM@WOHE&MrMe EEfs’oﬁlEﬂs?suGB 43 Alnhyinte€’s disease,
si der.e

d bl
B R e AT R P Ry - A s phl s SRR°
ﬁsaamhg?snﬁievsg ldslb?ty@ tdgnthba;sccdﬂplwaubml otam%f adyslieeafapr e
sirable to a nt s, havin
bR ey Ry et R PhAnd B LT e st iRy function of
b@@e@h@e&xur@moﬁebsas1gfdlsbh&rmmp tandl Biveiidnahyhihgwnd
sel.ecti Vfgt XlsorJer TAARL receptor over adrenergic

FadigNpssar

Some of the physiological effects (i.e. cardiovascular effects, hypotension, induction
of sedation) which have been reported for compounds which may bind to adrenergic
receptors (W002/076950, WO97/12874 or EP 0717 037) may be considered to be
undesirable side effects in the case of medicaments aimed at treating diseases of the
central nervous system as described above. Therefore it is desirable to obtain
medicaments having selectivity for the TAAR1 receptor vs adrenergic receptors. Objects

of the present invention show selectivity for TAARI receptor over adrenergic receptors,
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WD 2008/ 092785 PCT/ EP2008/ 050765 -3 in particul ar
good selectivity vs the human and rat al phal and

W@kEhan78dr energi ¢ receptors. The cl assical bPOHEP1008/050765

ani nes (serotonin, norepinephrine, epinephrine,
dopam ne, histam ne) play inportant roles as
eur t erip I .
RO B ITHHEL R Ps UL R  BUACHPIRLZ adRnergic
wekptoss their degradation and reuptake after release
are tightly regulated. An inbalance in the |evels of
bi og&ht dasiehltdegednic dmipgn(serogorie nasepeireeeingphyine dopamine,
s{aﬁ{lﬁg oﬂ? )ﬁllrrgjofrféﬂgfdl&rbs %@E‘l‘g)&raﬁ?rﬂﬁtepsaihhﬁé G GRind peripheral
con 1tion . second cl ass of endogenous am ne
agipeLEism tl hel fsfu’-swauhre%@artc} deragant welbag tha ylegradation and reuptake
%Q%IEASQ qp tﬁ%lﬂg\f@gdlﬁé’d W € Ll)ﬂ?g 'le‘%@ik Opblg G Fmines is known

amnes re Structure, neta Ism1l
ulbrcrsbponisipte fpbﬂf@l alteredibspin ftrmrélomﬁgldﬁmmmdEatbolpgmlrﬁonéltlons [2-

gﬁ ARREN &1sb¥t é}mog&oulgtafrﬂﬁ)é ?dﬁll%%n%l@ dn084- Qﬁﬁg'tﬂl@e alﬂﬂ{%s (TAs)

are pr esent ner vous
géméﬁ%ntl‘/;p‘/bmwnh é%@ql@Smﬂé?npg@h@@ml@%ﬂ regAroige Riroctar, ﬁeeéabohsm

NS MR AR
depaasssd ol dc?dpa&ﬁde,faaﬂ tatyhes pﬁ:@m I1ﬂi frenBahideBa@hé@Btd Htem at

defl h activjty disorder gr ai ne headache,
w@%‘ﬁerée%ﬁgé%&,@%% ?%ﬁ%fear%a%@ and  eating

dl SOTK&F §ys[re%uﬂalloln 'ﬁ@fb bénll@ked td wmi-‘l,oua_f}syﬁﬂﬁ&idc d1§eases like
only,

ceptors d ypot hesi zed. ba
Bhiee %r@ dpEcshin iﬁmf@ﬁ%‘r FWO@HW E‘ﬁﬁ aﬁtmgwgi defisit
h¥pebdteivieNSisefdeR wilsne ldadadleNRIrkinBoATBHiSedsd, Qubstdlce abuse and
Accordi ngly the phar macol ogi cal effects of TAs 20

8 Borday P o be nedi at ed through the well known

mac higes Wn@tinfel @8 Speafic rddéRER8Mad oAl Bres hypothesited ®ased
trlg% their relegse, .inhihiting their reuptake or

|n
py anatepially diserefefysh-aftpty {IHebip méééfﬂlarth%%ﬁs umans
bR diBed Shmnddl owuw&b@ﬂw thesilﬂﬁinfat&égﬂ:zﬂ ¥ffwdtd & TAe

recen flcat of _sever menber s, of ve
HEGEE {}evegfto eRdiated{arquehdhe y @%%hl&?@ﬁﬁ@é@é@i ors

bibAARSE hminks, 1] eithdh@lg8erdlgrh 8ir ZeﬁeaEA%lBﬁﬁl%&hé@ rdUpEARE or by

(including 3 pseudogenes) and 1 enes I npuse
(GrATraaing Witheldegens pystomel origaR | gEHe gley shagged

sioRtiad Aly Wit @R $edeWt 1Bn ©MAtio 8% E @REMPRembAARE 2 680 # sy 1
|ntron) and are | ocated next to each other on the

eHABCR kS faNng eyREMEed reFRRIOBHy iGN et 1 ). Thereare 9

Tﬁl&ﬁtgeﬁéﬁhlhﬂn&ﬁq (Mtﬁldiﬁg%;&laoge%@eaad lseAGIIBRNRRE W th
an in-de GPCR phar macoph ore simlarity 30

#ﬁémigécmewem% aF e EoN Bgrestidogqat sortaggateny (aih etfese

%ﬁ{csrp mﬁzrcr@;htﬂseﬁnt&hzawsﬁe 1§&befdafmx{ {8 éthtfbn the
is in the first subclass_of four genes (TAARL-
same chromosomal segment. The phylogenetic relationship of the receptor

genes, in agreement with an in-depth GPCR pharmacophore similarity
comparison and pharmacological data suggest that these receptors form three
distinct subfamilies [7,14]. TAAR1 is in the first subclass of four genes (TAARI1-

4) highly conserved between human and rodents. TAs activate TAARI via Gas.
Dysregulation of TAs was shown to contribute to the aetiology of various

diseases like depression, psychosis, attention deficit hyperactivity disorder,

substance abuse, Parkinson’s disease, migraine headache, eating disorders,
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4) highly conserved between human and rodents. TAs
activate TAARL via Gas. Dysregulation of TAs was

W@ hw3492785 contri bute to the aeti ol ogy of vari ORGI/EP2008/050765

di seases |ike depression, psychosis, attention deficit
hyperactivity disorder, 35 substance abuse,

RIS o te(S SToEL BARREFRAEBARET Dhigh Bkt for the
tredtadeot oicthdieshsedes.s and t her ef or e TAARL |igands have a
hi ghT 8%1%% tl%!re sa rbrggc? ntéreg% ﬂf €ase '{he ng%f"ed ¢ A5 ?I'E(te amine

Ther efore, broa eres 0 I nctease

ksswdltedig@eptbwt trace am ne associ ated receptors.

Ref erences used: 1 Deutch, A Y. and Roth, R H. (1999)

ﬁlgﬁge%t% apeggi tters. In Fundament al Neurosci ence (2"d
I'gnond, MJ., Bloom F.E, Landis, S C,

RobePewich, .Y, analnibth Sy k. K E999) NRurotedsmijtierppn Fa@BwRBH]

Acadﬁeur sczenges(?r egl{lwgmowd LMJa%ﬁjoo CE! B I ganéié pS@qQo]l)erts, J.L, and

Researc approaches res’sion
Nat . Sc[m“e Llﬂeutds))sq:xp 1925 233143c8&m1c Bre@?arl sson, A et al.

éA(E)S%) TR nMelh 354 t BeLHR e)&ﬁeseﬂglﬁgﬁc{‘?red/;\nm%lny pFQrimac%tes

s¢ |zop ren a: nce
Phar dapcasbionTSxi Beol. Nedsci.23342601; 4 Tuite, P. and Ri ss,
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g LiUsknedianl; SindlandeHoangditor Psy2Phgrificolegylesaamok 11 Mrace

e RGP S AP T WAL i Ao

BI actbdrnericdn Golleﬁé@@%ﬁr(ﬁﬁh@c&mﬂmﬂogﬁfﬁaﬁﬂhm Puago R1co] (1976);
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30 sites in the rat and dog cergtral nervous system J.
Neurosci. 6, 94-101; 12 Dyck, L.E. (1989) Rel ease of

PP ”e%a‘?ﬁéjroﬁ‘ifﬂ 1 éJ 38‘ %%.W%@sa{)r@dﬁln%a%m%?e@ea% af d‘ﬁéljle(ffrﬁine,
In t FEsence ence” OF a nonoam ne oxI dase

i nhi IldidnlplrethyLarrﬁlae &Lcil relatdd digd6n dops6ine\WHZOAGPDDRT 8ptake and
PCT/ EP / e Cubeddu, L. X
(1088 A CUATA P e B PRl T v LT Bl

pheryhdnimnna i arel. 4205) &kt enhumbrasgmmd @oqmms rﬁ@rneﬁthhqum;ally and

dOp% ﬂﬁ?ﬁ’%‘gﬂ%%é&m%gofﬁﬁs %ﬁﬁ(l)vl_elpﬁ e'(r)rf;e%lnco%)le ﬁ&% Genomics 85,

(20@52 3’86ace am ne associ ated receptors form

o b oty B0 RPN ) 8 LGl BT
Biei- [ﬁﬁﬁnadﬂlp&dh}f&c@ﬁ)tdbfﬁes&hs ﬁselm mamwfea:thranf m¢dicanimmtuee the

Preatme{l %ﬁu cﬂseas relatf:d {0 t ae bliolg 153 (%o ]Ifhertrrr%%%}’lr}lrllé: %a'ssoc¥ated
accepta e nA ure 0]
fe(DEPtbi‘senevt/ s;&atfrmnmpoﬁndﬁ fﬁH!iag e:t$to rthzdr sa;bpd of forhika I the1r manufacture

ica nction of t etrace
PRl ey KRB Bl BBy Fr IR Blh the conro
sx:px;aeermfonfaf filineksas bychtak depsremmu haaéty rdeswdemd b[mﬂhrahqmdﬁrs

FheRe 0 AP B BRERLRRGEIY ddabl rellRRLaRBraers sueh

skepphzsplirenia, anuxolepigaldlisased emc$1 as kPlaﬂ@ﬂlmh sdiisadededurodegenerative

ttention defici.t hyperacti sorder )
BEHERE P B AFinehy BEFEE BlG Y oPRRh Shbsiurcs alypend aetabolic
éslsm’dzf.spshtleﬁﬂ afingdisbaleaydnbttedidtbasesomplidatiass, obesity, dyslipidemia,
Par ki ns n's di sease eur,ode erat,i ve, 15 der.s
dR e B A et B g e B SET RS sy et PR reiSn of body
&uﬁ&tﬁﬂ&dloﬁhbadﬁas@rtﬂsdmérabbﬂée@ andicoddiaft thysiugardiscardiovascular

atl n di sorders, diabetes, diabetic conplications,

dysl i pi dem' a, disorders of energy

consurrptl on and assimlation, disorders and
mal f ”ll]hle:pliefaﬂredfmcﬂlod;ons tueinp et adomt o undseDidie sé¢ssnt invention are

| sorders and, ¢i rcadi an and .. . .
G bacutre PaREBPasre S50 TRy BHEERBRdenci hyperaciivity
disolideatAlOH®)usi ng t he conpounds of the present
i nvention are depression, psychosis, Parkinson's

di se gnxi. et nd .attenti defici e Vit
ai SofgrdaRsiByte A0, AR ERGASE CbuRSHGRh o blanchea-
dizkly gf'ou@&nntaﬁﬂngfrsat utoeit edbat atanghfor emm[ﬂe,anlﬂhﬁdethyl propyl,

f
%oﬁrﬂ%y %ﬁ%{lcolfuty ?h 911 1, trbou lﬁndQ[E%hl?eg%g?%rre ﬁgyﬁ ggo%ps are groups
wnhuty]qarlﬁ)rba.ttny]ls t- butyl and the like. Preferred
al kyl groups are groups

As used herein, the term "lower alkoxy” denotes a group wherein the alkyl residue is

as defined above and which is attached via an oxygen atom.

As used herein, the term "lower alkyl substituted by halogen” denotes an alkyl
group as defined above, wherein at least one hydrogen atom is replaced by halogen, for
example CF3, CHFz, CHzF, CH2CF3, CH2CH2CF3, CH2CF2CF3 and the hke

The term "halogen" denotes chlorine, iodine, fluorine and bromine.



with 1 - 4 carbon atons. As used herein, the term
"l oner al koxy" denotes a group wherein the al kyl

WO e®BMessi s as defined above and which is attBCHEPR2008/650765
an oxygen atom As used herein, the term"lower alkyl
substituted by hal ogen” denotes an alkyl 30 group as

defi e [ . is .
ropl SeistR) CRr LS R gfichE ARy, AREuIHE ERHES G b ring atoms.
CH2CF3, C}QC}QCFB CH2CF2CF3 and the |ike. The term
"hal ogen" denotes chlorine, iodine, fluorine and

1.he P 7 . e .
S5O ey RPERLEP 2L BETL BRI Ry e i
@utagmdnadﬂngudt@ﬂsan$thnenhnﬁphamdamﬁbnceaﬂnyumphoﬁcadd
ﬁ?r?@ﬁgd;ﬁ‘?%&léﬁgﬁ f@lﬂga#cg&gm giek aschcfz g&&@%ﬁa@g hf’c a‘é’ldt Purtaric acid,
mcﬂdmeﬂultﬁvmc addi pﬂols‘meﬁlulfqmc ad ahpd ﬂnhcblkphor ic aci d, 5
citric acid, formc acid, fumaric acid, naleic acid,
FEHIGLA L SIS A O Btk or g
ﬂﬂkebﬂﬁﬁwvconpounds nentloned bel ow are specific nove
and preferred for the uses as described above.
PrefigLiR8d ‘EQHEQI%H%SOf edr dﬁ£ f'ytlth(gse av(fl@erglg%ﬁ’a pyagrein X
is a bond. referred conpounds hi s group of
formula | are those, wherein Y is phenyl substituted

PLAERE oo, DRLRTRO S CTF I BRI By kohenfl
gbstividcelbyeene or mareflagen hipdrsogen, phenyl or | ower
alkyl; nis 1, 2 or 3; or a phar ut|caIIy sui tabl e
aci d addition salt, for exawp

(2-chl or o- phenyl) -4, 5 -di h azol 2-yl am ne (RS)
-4- (4-chloro- phenyl) dro oxazol - 2-yl am ne
20 (R )
(RS) 4-(2,4-difluoro-phenylY-4, 5-di hydy o- oxazol - 2-yl am

h 4. 5- ((:“S?,] ]8%61}(2 il %Lﬂgﬁ o glgfg gYorPl may be the same or different;
R’ is hydrogen, phenyl or lower alkyl;

n is1,2or3;

or a pharmaceutically suitable acid addition salt, for example
(S)-4-(2-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2,3-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3,4-dichlorophenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,5-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,3,4-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3-chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3-bromo-2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3,4-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(RS) -4- (3,4-dichlorophenyl) -4,
5-di hydr o- oxazol - 2-yl am ne (RS)

WO 2008295831 f | uor o- phenyl ) -4, 5- d| hydr o- oxazol - PE/ER290$1¢50765

(RS) -4-(2,3,4-trifluoro-phenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne 55

5'3@ s (G985 LSRR ABNRAK) el hydr o oxazol -2

oro- phenyl) -4, 5
Gfdr%yéubmm@hah}d?:%’ihhhydm ox{RE)2-yl4mir(ed- br ono- phenyl )

(ﬁ 4( ? %9 tm’lgér% %ﬁ?ﬁu (.‘)% g}ﬁgﬁfﬁ Qi?a)zglsi ylamine

¢9); 6 Hitlpoir-2-flowaz-phed i Andimeiro(08)zol £-ylamine _

%’—ﬁzgé,gltﬁﬁﬁgfopﬂlee%%))4,5_—éihyéro_—g)|(ahz}mﬁgrla%i%ez: ol -2-yl am ne

(3)4-83,4-djdhiadb gihleoylp-4pinethyl-3, 54d,1]5ydﬂoqualzcﬂ>—2eydamme 2-yl am
08/0 27 5 PCT/ / 95076 S

- A A PR R e A AP S 2 s he ) o e

(B)4-¢34- d(fhlobomhenpheﬁydhylydré cﬁ(-azbllrﬂ_s,«;ziammm(azol 2-yl am ne

ES?—%—Z%%—F% 1o4rb5 tegnlélﬁ %on%%(é)z ylgmine

(3-£HM- OhilOEo'Zp]ﬁdfnyDF/DS-p]lﬂEyIdyd) -pxazol-2-ylamine

I
(S SN BB AR E PR AN RS 01 - 2-y1 am ne
(S)4 {3 elfl3rot4 divohd q)hmyﬂ)he,ﬁwﬂ)ydro oxazol-2-ylamine

(ﬁzl{lﬁ‘l‘glﬂlf’% blﬁé%%ﬁsfnyl)o% gchhydzro ORI yleuglsr?e
654-4163 hfylllﬂmMEﬁWﬁrlﬁ mzmtoﬁggétﬁmmd S) - 421- |
, A-di £l uor or phen - - di [ 0-,0Xaz0 ani ne
E§54 (9 Chlf’? é%dllp LG ngf:rbrl ?‘fé (ﬁb)jcgo (Xg o(f 2- ))fiamme y
€95 dithiych- ph@wh)z@lmeﬂi}wmmydrolﬂxz(zﬁ)}ﬂh-mme

b5 P LSRR o & Rihgrosasdl 2t > ! am ne (9

(RS)54d B Hyrcimo- ;meagl()M thﬂydm 0ez61S)-yladine

§ %%?ﬂ%ﬁ)l )g Q é}}éélné* A éhhy(dgi OXﬁZOl 2-ylamine

(1s)c hi(o+fhiro3o- fphhlm'),ﬂpfl-‘; [Shﬁl‘ﬂ?dr)) -oxazol- ZSylamme
7ol -2-yl ani.ne -4-

(8 2iap A REyD T S aytiab2adimie - o1 ami ne 15

(48)(8—)44- (- aﬂﬁll'd D—Iﬂﬁloﬁy f)h(tnl;'[)gé_i,BW&(}—OXZZOI—Z—ylamine
aZO a ne = 4-,

f?]) &%140{]5}/ qﬂ hﬁ@}g—g)}az%ﬁ&—ylamme
6SJL41Y%ﬂOo@XpH@Iy}) 24 Mie&fﬁ ﬂﬁ—dihﬁﬁb;){)‘hzol(ﬁyl@hﬁﬁh’ o- phenyl)
-4, 2= dl| I 0- OX -yla ne - X
e B DY B BHeRR 2 3 R SRS SRZR ™Sy | ar ne (s)
Br-(S @fﬂﬂﬁéﬂ%@np@eﬂﬂﬂﬂlydro oxazol 2-ylamine

i BT BB G R R ant) S e (RS)-
€8)(43(254dmfnhﬁ@rp<he@>h)ewhéthﬂ zﬁsxahﬁm%@xmq}laramyl am ne

qu))h%, H}e?yl éx@?@? trkf? rg,ﬂ%ﬁg‘ﬂ o(ﬁlgy(? azgl 2- ylamlne
(S)-4-(4-bromo-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,4-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-3-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-methyl-4-(2,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(+) - (S) -4- (3-chloro-phenyl) -4,
5-di hydr o- oxazol - 2-yl am ne (S) -4- (2-fluoro-phenyl)

WO 20080937193 - 4, 5 -di hydro- oxazol - 2-yl am ne 25 PCT/EP2008/050765

(+)-(S)-4-(3-brono-phenyl) -4, 5,di hydr o- oxazol - 2-yl ani n
e (+) - (S) -4- (3 -fluoro-phényl) -4, 5

- (3,
Qgédu ﬁ%gr gaf%ﬁg 11%51}'1 %rg Q%H&Iho) %ag)&loS%(grangr-le(Z- yl am ne (S)
444)-(50% @IZfUnofrﬂlephmyfb)heﬁ;dﬂ)ydr&oprﬂohﬂyldmirﬁ di hydro

ﬁxﬁéy hl%r(y g?g;'ogo gh%@?)? -me thylp4h5 dlqyflro oxazol-2-ylamine

uor o-
(RI)SA- mCWdZCﬁ(‘BMGCQOWhamlM 5-@Bydro-oxazol-2-ylamine

(SRR ORDSRU e - Y Sl by Sk -2
GRE)h@ﬁd‘redlyd)-)éa(zll(-xﬂrﬂ&oyl Mﬂllmr() Pheny)- ﬁ ,5- dlhydro oxazol-2-ylamine
é‘f'%? LE }3’]% 3 4“%"{%{[ LP ﬁ)éylj ﬂﬁg&‘ﬂi‘ ?sz%l 20%1% enyl )

€9:4- 63 eldbfwdi{fb}ouxahﬂi}dﬁél-y]heahylmS ﬁFkS')iro oxazol-2- ylamme

(ﬁ AEFLI hl%lorcr@r PR ig}%glotéllefn%/l o Oeﬁl Eé% (Lhydro oxazol-2-ylamine
(IRS)4-44- bﬂ}rbmdrtdlﬂcﬁrofﬁhﬂznyk)—élgﬂ?éthyﬂl)o—dxﬁekalﬂykadtme OX azol 2-

y@n%?%LgD Orggh%rgl g Ft%T EEZCPQWQOSO%@ ‘t’)liam yI am ne

(-})(R) 4((8)4 dl@th(‘(ﬁ-—prIQﬂTD‘l phihnydry- oxézolfi ylamme

% | 0 0 é%ﬂ) rgrp(gl%lbﬁg]ﬁt&l 1‘1y(iro oXazol-2-ylamine

644)— (Se14a¢d,5-dichiadto fphdriyd Q)Gadlbydrz opaadit 1relam(idrRS)

(Pﬁi)@@%)@&ﬁ&or&iﬂﬁgﬁ)t I {stlgwfﬁ,g cgfll)(cggé ()X&ZOI 2-ylamine

(B~ Dlde(x3, Qmﬁﬂmbqa}mhﬂmﬂa dihydro-oxazol-2-ylamine

L TR LY A T

¢RIS)54-Ch - thf(DZGk@Z@lphé’n}&) -amhakyl- 4(,5R8)hydfb ﬂmzbylz-yﬂamme

(S5 bbb Lo PRAIYL) o g gxago! -2 v1am ne
¢-4- (REIALhMI-bP@)rrﬁr mchlj)dduph@m&)za 5= (ﬂhydramxaﬁ)l(ﬁylamﬂne

é+ dgilyl}g %b%{%} 2{‘3&1&’1'911’31&\%22 Qij_%)lh((ﬁ n(?);[ahgl 2- ylamlne

(&s)bt- @Tﬁhlar&hlfﬁfoﬁo }ph&[}&d 3-methyl-4,5- dlhydro -oxazol-2-ylamine

ke RS AR hXW?%Eh@ﬁYF%}% -ggazol-2-ylamine

(RN g gg- Brd)ﬁ@-BOdlrrl(ﬁ‘oyﬂl@ Inet,5-@hly&o-oxkzol-2- ylamlne

, 4-di chl or o- phe dr o- ox | am ne
Eﬁjél—ggl&—é}ch?o 0- }{f‘f {LH 4 e&h‘;fi LE%(AH}%FR/P}&ZO?E ammg
(-8, &) di- (y Bifon © 3 ahro dhygh@drsedih(dio-oxal §) 2-yAmife,
?%@)40 P&grq@gge@?/%h]p&pagb%én%gy(?roogxggcﬂl ) }Zfla}gir?err(l)rne 15
(- 4r§4 By md- 25t ebirbyptie Byl piBZ@ihydoydapdlieylafie. - (S) - 4-
(2,3,4-trifluoro-phenyl) -4,5-dihydro-oxazol -2-yl am ne
(S) -4-nethyl-4- (3,4,5- trlfluoro phenyl )
Féstherd réﬁ‘ﬁé@c&i@@lﬁ{dszfro)ﬁh &1 B up R thodes; wherein Y is phenyl substituted

g‘ﬂcﬁg’t%ﬁk OiFy é%rﬁya%%gﬁd%rlﬂz yl am ne
2 e

(R1)@>l\/

I-B
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(S) -4-(4-chloro-phenyl)
-4- et hyl -4, 5-di hydr o- oxazol - 2-yl am ne 20

W@ 2008097834- ( 4- br ono- 2- chl or o- phenyl ) - 4, 5- di hy dPGF/BRU2$50765

-2-ylamne (+) - (S) -4- (4-brono- 2-chl or o- phenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne (9RS) -4-

R2- chI or )
: 4- 4{35 dP hydﬁ% a2sPImie (o) - (9 -a-
RA- br onms bycﬂﬂotgcm,@hpmémw Il()wer alkyl;
45d|h ro 1o azol-2-y|arrine(RS) -4-
I(14 br orm Rl or o- phenyl)
ody ﬁhajn’mydrtma]rb)xamableaeiyll additio@ salzFof Sample the following compounds

4- di ck - } .
() 21£8 Py RS RIS T Koy - 5 dibydro-oxazol 2-ylamine o,
(®S)bt-orolyB4Skhdibydrephamlt 2-ylamine

PR YR a R mES p i AT ordro ezl AP ok azol - 2-
R -0 nethoxfy Sy methyl-phetpl p#d-Rh fdraamezgiteylyijne- 4, 5

ésg yarer acﬁ%,(%@ YlLaning, 30 Further preferred

ounds group are those, wherein Y is

@m:)ngm bemzsytax’yqiheniyl) b)5 Ghigdroca7ol CHIMILCF3 or

et £ Doty D S B oy 2 oces o7

CX):FQ(@h&:ﬁ;dxya ﬁazthybphgaqﬂ)eg,érmhmemxhzdm Vlowate al kyI n

L e thg BRI P s MRk Bl

(SRQJ) (%tr@fmdrbmfeihlybpmm)hy&dpmelmwoyaﬁl5 warhingr o- oxazol - 2

%_ AMe y %‘?W&%gﬁgﬁ@i{%&@z E)% %_Itho oxazol - 2-yl ani ne

(SA éﬁﬂdztﬂ'}&-dF(G oiflasdmahyllErenilg-4, -8By dro-oxazol-2-ylamine

gés, ) %f: %&gfo)é&gg ggﬁ{o?%stﬁgﬁ?l%%)yl) (%‘; - dlk.lydro -oxazol-2-ylamine

¢Ar @) tol 4y hneth oy Q- thifldio eorpeta zlop ey ly He8vd ivg d ddd oxazol -2 -ylamine

(RS) - 4- (4- benzyl oxy- phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am

ne (S) -4- (2-trifluoronethyl-phenyl) -4, 5

Fdlithet g efe @edzarhp@unds dronm €hi{ §oup are those, wherein Y is phenyl substituted

biphet Ry sRuTEV SO RATR b pdpseny ot ny1 - 4-

(4-trifluoromethyl-phenyl) -4, 5 NH,
- di hydro-oxazol -2-ylamne (9S),

-4-(3-trifluoronethyl - phenyl)R 0
- 4, 5- di hydr o- oxazol - Qa' @

R’ is hydrogen, phenyl or lower alkyl;

[-C

or a pharmaceutically suitable acid addition salt, for example the following compounds
(RS)-4-biphenyl-4-yl-4,5-dihydro-oxazol-2-ylamine
(S)-4-biphenyl-4-yl-4,5-dihydro-oxazol-2-ylamine or
(RS)-4-(4'-chloro-biphenyl-4-yl)-4,5-dihydro-oxazol-2-ylamine.

Further preferred compounds from this group are those, wherein Y is phenyl substituted
by halogen and CFj3, halogen and CH3, halogen and cycloalkyl or by halogen and OCH3,
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15 (S)-4-nethyl-4-p-tolyl-4,5-di hydro-oxazol - 2-yl am ne
(S) -4-nmethyl-4-(3-trifluoronethyl-phenyl)

WO 2008/090785 dr 0- oxazol - 2-yl ami ne (RS) -4- PCT/EP2008/050765

(4- met hoxy-2-trifluoromnethyl - pﬂenyl) -4, 5

-di hydr o- oxazol - 2-yl am ne (+) (S) -4-
(4-met hoxy-2-trifluoronethyl -phenyl) -4, 5

- di hydr o- oxazol - 2-yl am ne 20 Fuggg;F preferred

conpounds fromthis group argtYiose, wherein Y is
phenyl substituted by ph ich is optionally
substituted by hal ogedR) R2 O hal I-C R2is

hydr ogen, phenyl or | ower yl; or arpharmaceutically

syi tabl e, acj d addi tlon s for exa l.e the follo
gn‘pound’§% l@gert CFs, or 1s‘:}llafogen and CHs,n(Pr is halogen and cyc oeﬂlgyl, or is

- 4- blphemgbEﬁimhxﬂcﬁgdlhydro oxazol - 2-yl am ne
S) - 4- blphenyl g 5- dlhy o oxazol - 2-yl am ne or
RS) - 4-1sfiyd roéﬁ‘i‘d%é i Lyly -4,
R- di hydrg-10xgzpl - 2- ylanrne Further preferred
conpounds fromthis group are those, wherein [
Bheamrnsaa%tca%%@ble3@d5\§dﬁ@mé@1érf%%ﬂmtheﬁ%@i%@@& cyppounds

LRGRN 4 3REhE¥PheRI KY 5- Ahyddy-Barage ﬁh'ilﬂa OCH3, WO
DR A G O By K- AR A0E (Rn 1-D

4@ ﬁlapagéﬂneéh@woﬁaen‘/ar‘lMlhrér%@w%ﬁorl@r@e or is
ml@gﬁﬂum @m!r&ahismyl pHén}Jl)Sél nﬁ@hﬁg@mﬁﬁqr%ol_%uﬁne

dro phenyl or | ower 2 or3;
Al ffhie mﬂctalrflrlg)r%@ﬁthﬁmh@nﬂgﬁeﬁ é}@éﬁirq @r@zglawlanrlm
?R@mpkﬁcltﬂb?o EthQWoﬂ%tlﬁ@%@b‘glﬂg ,5-difRro-oxazol-2-ylamine

hl or o- 4- et h
(&3)54 &ﬂ ﬁ@lgf%Zﬂgﬂg@]ongeﬂwlmhpwé) -¢gydihydro-oxazol-2-ylamine

(%)(@(@@d%@or@ Z@iﬂ?ﬁ&m@t‘ﬁ?ﬂﬂlénié 4,5- dlhydro oxazol-2-ylamine

r o- oxazol - 2-yl aim ne
(*2) rSDtﬁor%cmorwﬂﬁ&mr@%fhrwhﬁw W)dlhsadrﬁétxml 2qylamine
¢ Ry i o DYRBERIro 2= Mﬂ%m&ﬁethyl -phenyl)-4,5-dihydro-oxazol-2-ylamine

(-)-(R)-4-(4,5-dichloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-3-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-3-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine



10

15

20

25

10 (RS)-
4-(4-fluoro-2-trifluoronethyl-phenyl)-4,5-di hydro- oxaz

W@®@R008/09178%11 ne (RS) -4- (5 PCT/EP2008/050765

-chloro-2-trifluoronet hyl - phen f) -4, 5
-dihydro oxazol -2-ylam ne (RS

I§) g?gl‘ﬂggoa% (ﬂiétbﬂ y}fhe :)]hlyé ?%%?Hy L)}azold'Z y?amme

G%)(%(%eldomlzﬂtydoﬁmpyll pheunqﬂ) ehedihydsphearpl-P-ylamine.

ﬁ 45?1?8@%902% W{Duor omet hd"h%rﬁ O(m%(}l 2 gl%)ngj ¢
GRB)h@‘(ﬁ ﬂuonanmhe—tliylWhanylhé 51(51hydro oxazol 2- ylamme

r hl o trif henyl ) - 4, 5-
Lol i s e g -
GRE)GLI'}(?n}ﬂOOIZ)—I-Itmiﬂlhoromﬂm bhén}{b}ié Aydihydrd;oxszol-2-ylamine or

r zol | a
AR AR i ARy e st 4 gpine
-dlhydro oxazol - 2- ylan1ne (RS) -4- (5
I)r eraer c%rrg g)lélzr)ll $8 f)?)nrgl%lnﬂﬁé}% enﬂ_ %_o_sez1r gvhSerein X is CHR.
Pfdfarmdo:oﬂ&pmhﬂyfremhhm}gr()up dre tlose, wherein Y is phenyl:
- di hydr o- oxazol - 2-yl am ne 20
(+)-(S)-4-(5-fluoro- 2- trlfluorone yF phenyl ) -4, 5-di hy

dr o- oxazol -2-yl am ne (RS IN= 0
-4-(4-chl oro- 3- nethyIGp
-4- et hyl - 4, 5- di hydr o- oXa - 2- %Ian1ne (RS) -4- (5

-chl or o- 2- et hyl - phenyl) -4, 5 I-E
di hydr o ne (RS)
B4 (4- chi %?%%glﬁﬁLﬁko nethyl phenyl)
R2- rret hyis had g, rwldnﬁo@kcammlkzl,w amne (S) -4-
EA’ dIC R;g; %1 gxaz (;{éi‘é‘ncfépﬁﬂ]}ltjo)n c?éﬁ r(;memﬂrdr%gen, lower alkyl or lower alkyl
(RS) - 4- (QMBHUMmdbyhdmﬁmuoronethyI phenyl ) - 4, 5- di hydr o-
oxazol -2-yl am ne (S)
a4 (ﬁlngoro 2-fl uoro-5-net hyl - phenyl)
24 met hyl™- 4, 5- di hydr o- oxazol - 2- ylan1ne (+) - (S -4-
(5 -chloro 2- et hyl - phenyl ) -4,
otk Pyarrace il suztapheamdméld(tpg)sa].t zfor example the following compounds
%—4{; ?Qﬁlgr@bgfﬁryﬁyéﬂ 5- Hﬁﬁpw b azél 2= %r%arslne

y ro- oxazol - 2-

(- %Eiatrﬁl@romﬁﬂllyhbqrwbt%@rld ecnyxeyzol 2:ylamine or
PRI N0 REAAARA DA 1S o oxpzal- 2plamine o

dr o- oxazol -2-ylam ne (RS) -4-

( ﬂreﬁg}l&ﬁ% é)g%lpél !if fBFkﬁﬂpﬁlI)are f&srth%r ?hgse, wherem X is CHRCHR'.
med‘rmsﬂmomp@unés ﬁymtbhz@nwg are4hosg, Wlmrhydfr io phenyl,

- oxazol - 2-yl am ne WD 2008/ 092785 PCJ{,EP2008/ 050765
-11 (RS) -4- (3-chloro-4- nethyl-ongpy?)

-4, 5- di hydr o- oxazol - 2-yl ani pe RERp)
(4-chl oro- 2- cyclopropyl phend
-4, 5-di hydr o- oxazol - :
(4-chl or o- 2- et hyl - phenyl LF
-4, 5-di hydr o- oxazol - 2-yl am ne (RS) -4-"

R3-fis lh@ﬂﬁ)g@n el eyl hews dlkoxy, lower alkyl substituted by halogen, lower

( 2 Sﬂg gtgﬁ‘éﬁéﬂm&gyl gﬁgﬁac%eé %herem the substituents for n> 1 may
- 4, Sb@ithla)s@kh@oomtzzﬁﬁnﬂ yl am ne
(RS)-4-(3-fluoro-2-trifluoronethyl-phenyl)-4,5-di hydro
-oxazol -2-ylam ne or (S

-4-(3-chl oro- 4- net hyl - phenyl )

-4, 5-di hydro- oxazol -2-yl am ne. - Preferred conpounds

of formula | are further those, wherein X is CHR
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10 Preferred conmpounds fromthis group are those,
wherein Y is phenyl: NH2 Rz 0 (Rn RI-E R is

wh2008922185 CF3 or CH3, R 2 is hydrogen, phenyl PCT/EP2083/050765

al kyl; R may be independently {fon1each ot her
hydrogen | ower aIkyI or |lower ‘alkyl 15 substituted

sh
O (B B RuteBfinly Romfsoslou BPRETBRRVL Sl Yorsratieg
conpausdsitedI8) halegen( 2- chl or o- benzyl ) -4 5
- di hydr o- oxazol - 2-yl am ne

9 - ﬂhggﬁ%g%ghggﬁqggka¥kl gnzyl ) - 4, 5- di hydr o- oxazol - 2-

yl am

(RS) 4- (2-fluoro-5-nethyl-benzyl)-4,5-di hydro- oxazol -2
ny| ai¥i0ne.2 or Fref erred conpounds of formula | are
further those, wherein Xis CHRCHR . Preferred

Glﬁmﬁﬁ%elﬁfe@l@ stlpﬂaﬁlegh(gléﬁsiﬁfo% shifd %Ieexa J ﬁ'l'e rfoﬁ()vhﬁg compounds

F&)di*@Qé@ﬁth)ﬂd\/\%dlhdﬂtéyanlpb%ﬁlan‘arlkoxy, Iovver aI kyI
D@Bhéﬂéﬁﬁﬂ 4@%1!?1?&1%9&&201'? fin@l koxy substituted by

en or eln t he substituents for n>

ﬂRMmeﬁeflﬂméueQaﬁhﬁ -bp-dih¥dreroxatol- 2rOBS/ 092785
RGI{ER 1%5‘9&@21 -4,5- hy%rgox Zbﬁarlnﬂgzependent ly from

each ot ower or | ower alkyl

sUbkt3- (%ﬂe@r%phdmal)cﬁg]@)ﬁ 4§2dlhﬂdrhytdﬂﬂade2n}’ apiyeny| or
Sﬂ\—’@ 2- @1 K¥ibro- —Fnétﬁ‘ong pl‘fnglélg eyl 4 HilNdr8- oxafol 2- \T/lamlne

armaceuti ca acl IthTon sa

é()Sér#p[lZG(Zt‘lhélﬂﬂgtq Bkmn’x@ @bﬁbé@n@llh}’dr(oR)XﬁMl Dilemsncy| - 4
Xdél Ei/gg oa %)'hg ﬂ n%}xé\ ?%_)P}ydio oi(azol 2- gla(ml e
(Sh-b e th@néwhy%/ eny) ety i bz otazal-3 yamime
(S)-4-[2-(2-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,5-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-o-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-m-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-p-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(R)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-2-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[2-(3,5-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-chloro-4-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-3-methyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-1{2-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-ethyl}-4,5-dihydro-oxazol-2-ylamine

2-(4-fluoro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

[
[
[
[2-(3-fluoro-4-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
[
[

(S)-4-[2-(2-fluoro-3-trifluoromethyl-phenyl)-ethyl | -4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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35

(S) -4-nethyl -4-phenet hyl -4, 5-di hydr o- oxazol - 2-yl am ne
10 (S)-4- [2-(4-fluoro-phenyl) -ethyl]

WO 2008090785 dr o- oxazol - 2-yl am ne (S) -4- PCT/EP2008/050765

[ 2- (4-fl uoro-3-nmet hoxy-phenyl) 3ethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne ((S)-4-

Si 4%?2 f’% gl]gol’o HﬂH(P'%g%/elﬂ%yl r%?l‘éltn]}}ﬂ(% hyl] 4 5-dihydro-oxazol-2-ylamine

ro- OvaO
-4-B-13- dubﬂwMMﬂIMTenyct}yoxyelthI ethyl ]-4,5-dihydro-oxazol-2-ylamine

-
é_‘% Eé_j x r8)0$ )érﬁﬁg?(}{o% M}}%ﬁﬂ%n)(l %ﬁlyﬂ]él 5-dihydro-oxazol-2-ylamine
%;%{ﬂfhyﬂﬂl@lmnqﬂ’mhyl}eﬂiyﬂml prelihytiso(0$)zol-2-ylamine
Si’:léf%lf%%?g@—g%ﬁg%?%oﬁeﬁfogx&ﬂglgn lé—ethy}l]_—él,5—dihydro—oxazol—Z—ylamine
R-4-82- fZ Uldbm Dhﬂﬁydn)omedtyl'hynlh]snyl) ethyl] -4,5-dihydro-oxazol-2-ylamine
é 4? gld y % L%Xe%)zflm ﬁlglyéll 24 Elnhnﬁr Razols- -ylamine
9; ZE{Z}(Z}ﬂdOI@—DXIaﬂMreﬁw;Hyhphﬂwl) étB)'l -45- dlhydro oxazol-2-ylamine

- -ethyl.) -4
IS Lr5RHhafrhad ety Eh e D it Bl hine
0-4-8)-(2,8-bis- t@i?luomméthylylbhenglt) fethy)]-4.8; cﬁhydrd+dxyrb’ld ylamine
214 P s PR DR R kg drosppgpy 2 viamine

(9; AEészhgm/tbuqd()azz,Gidﬂdeybmmz Shined-

Si éﬁd tr uuoorér%g grwier{i/ﬂ alllgéﬁg 4%?%1}7%0 t))?zol 2-ylamine

(SF;41{0(4 hhﬂlrdﬁemhéllyybhenyb)t—wl]] -4,5-dihydro-oxazol-2-ylamine

Sé %?L‘Jﬂ é'dtji i rgl)g(lsa.‘[xl’] Bﬁg}'ﬁ’; Pl'é)?)}elllg/]‘l]SS-zii-hA}‘rfaro—oxazol-Z-ylamine

(54 zﬁ{zi(ﬁyrmﬁm)mmaﬂ@l pBeIWl)a]lSl[ltl;}llé 425d(h$)11=040xazol 2-ylamine

éﬁ%fﬂéglffgu%% 2 g]i%;lg p% ﬂ%% dﬁlgsdrg &)1(21201 2-ylamine
[sa 4-f2-13, ﬂ*gfﬂglﬁeiphblfl)i_’m?ﬂtm@i hsechhyf(alg@mﬁz?olfze;ﬂmin]e
(PR PG 8- QRS Brt G amen B onmons e |
f%_éfﬁ(?ydﬁﬂm(ﬁd@heﬁygﬁb)d’[yﬂl_’-ﬂgB&lihy(dﬁ)—oétazol—Z—ylamine
-ﬁfi:‘éf?df%ﬁﬁb&& BB aby -4 roragol-2-yiamine
(F-4-P2- Cﬁh-@lﬁdhld%ofﬂhéﬁylﬂ-pm@m]yh)ﬁ dilgjiday! dxazol-2-ylamine

(S C I P ey DRERy P it dngol 2 viamine

H1dhyide- pimzm Foudyly-4anilifedrioS) xadol 12 ylamlne

sz éZ é% %@lgﬂ:c{)g g[pgf L%ﬁﬁ?ﬁet Pﬁ%ﬁgl 5(cg§yncﬁ'9f oxazotl I}yylamme

A
5
?é =4-2-{3-didoeo- §hérfyl)tétu5amqtsealhydiropdmwm yhaatifiy| ]

‘Eézd If)J; %ﬂﬂmpﬁ )-etﬁ)éqﬁytpfttplyl 4 gsc?lhydro oxazol-2-ylamine
A- b1 hydoeo- 9M@1§’D) ctByly 4aiitthel - ¥\O ARRB 6 Q2732 -ylamine

F STLTERNELO0ISS, it é,m%thw S Higrg-oseelgfamine

A o1 hyelbey- 9%«;&%@ etByl}’J4§HTH1B?droQ(§aazol42 -ylamine

L5 ugpes S Lot 1L oy orethoxy: pheny] ) - et i

{-f-{3-udoRo- §hérfyl)f~lblkt?lf] qnsaamﬁ;aw @fu@eyt Manghby! ]

§
?-
ARG A ] P
§
2-
-4,

E
[
E
e
;
(
E
e
\

E
e
E
(

zﬁ((da)tr%zglﬁ@ryglsa ht @cyﬁy@m@ﬁaz%l £ arfhl'n)e .
or o- | X e
‘éf% helipe- 6>ﬂf’¥?6‘l’ “Phe ?b#?ili 25 % dip-oxazol- Mldmine

(2-chl oro- 3- trlfluoronethyl phenyl) -et hyl ]
5- di hydr o- oxazol - 2-yl am ne

<
E
(
E
c
E
[
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(S) -4- (1-nethyl-2-phenyl-ethyl) -4, 5
- di hydr o- oxazol -2-ylam ne (S) -4-

WO 200829X7B310r 0- 5-tri f 1 uor onet hyl - phenyl ) - et hyl PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne | S) -4-
[2-(3-fluoro-5-trifluoronethyl-phenyl) -ethyl]

(PGSR Mt b Bitispyazol-2-ylamine

¢9; %61 hpdrmoe -pheazyd] - ethywékaﬁrdr}erd(@xaml—z ylamine

Sﬁ 4%?2 dlf/%g gl}cgﬂ(%;] jﬁ%}"?fl& p—ﬁfgﬂllj dlhy(dé? OXﬁzol 2-ylamine

(- %hbffyﬂuimt ylhe)nYL)!butﬁ ~4fi- dnjngddm—maaalel y]arryhcam ne (9S)
(ﬁ -4t gz%él}alr fo 21@%2 nggri)f\’f Bgtl)@néy%)g hy@ ¥do1-2- -ylamine

[R-4-42- (3‘ dﬁlbtmﬂd}mtd&yherp/{hbbyﬂyb |-4, Mﬁlwld}o oxazol—Z—ylamme
¢
[

4?? u os r O ne y%elérhg ﬁi‘lﬁyﬁ %lll%)rﬁ}d—giazol—}ylamine or

45{2}(5?321&10110 2xhood-pRemil abutyy - 4( BUihydro-oxazol-2-ylamine.
-(3-trifluoronethyl -phenyl) -butyl]

, 5-di hydr o- oxazol - 2-ylamne (S) -4-

feféirdﬁl admf}iolmodoeff:fbeﬂyla)l ar@fuethyt those, wherein X is OCHo.

? ro- oxazol -2-ylam ne (S) -4-

, 5-

(

5-

rv:umv&r\{{.t

—a 1

| uor o- phenyl) -butyl]
d| hydro oxazol -2-ylam ne (S) NHs
- (4-fluoro-phenyl) -butyl] N;(
di hydr o- oxazol - 2-yl anmi ne RQJ ( Ip- 4-

- (3, 4-di fl uoro-phenyl)
, 5-di hydr o- oxazol - (R’ e (S) -4-
-(2-fluoro-phenyl) -pr -G

, 5-di hydr o- oxazol - 2-yl am ne (S) H12
4is dowdr| aBeyb pmes mlly) substiisd by halogen or halogen, wherein the

: sﬁ)‘sbﬁﬁgﬁ@ TOXRZ P Ima% Héltl%@aﬁ?e or(d%)ferént
4-di chl or o- phe -butyl ]

d| hydr o- oxazol - 2- yI amne (S -4-

- (th}’ii{%?@ oI Jowdsatiyrl

, 5-di hydr o- oxazol - 2-yl am ne 25 (S)-4-

-(%0t,:h,lzo<5r@~,ph¢ny|) -et hyl ] |

- met hyl - - di hydr o- oxazol - 2-ylam ne (S)-4-

a ésﬂg}%éﬁtga eny{ﬂ)ezéig}agﬁ{ti}?g selg)for gxkample the following compounds
{4 ﬂﬁb&tﬂldﬁbﬁﬁﬁéthyb ﬁﬂ;ﬁ"—'}dih]ydro oxazol-2- ylamlne

4(m§<} hypfﬂ Bh g}%%%gr i oxa;\q’ydro ol(e?znl 2- ylarr(u%e 4
41(33 JD—)dllCh‘Poré piiehmrnoam;izmdlﬁyd&lomaﬁ& 2-(I@nind-

%é?t wlvc?l@re I&ieHWPbet]éleéé]rdlbYérpaQﬁaﬁ@ 2-gomyis) - 4.
=4-f4-B R 6 - @h@ﬁ@dj}}ﬂeihgd)el BMillydro-oxazol-2-ylamine

5- di hydro oxazol | am ne (S) -4-
4(523 € P&’Bh‘iﬂ?éﬁvpi)hyl)e‘{ Wﬁ]ydro oxazol-2- -ylamine

82 éﬁgﬂllm;r 0Pk Mym%ﬂy})l)aﬂniftﬁhycfr@dxﬂml 2-ylamine or
chl or o- phenyl&l but

9;%5 QdﬂH%’rP)heél%)EB? ED%%ﬁi]hﬁém @ZoL%YIaP(Isﬁ
2 phenyl butyl) -4, 5 -di hydro oxazol - 2-yl am ne (S)
((R -2-phenyl but - di hydro .
ngéeggﬁd_cg)n}goalmiﬁ@f ggnpé)l ane further those, wherein X is CH,OCHR.
i)l?e'fe(r?ed% oRmnfls frbhﬁ%% g?&?ﬂ‘é/rle)thos@tmér}mYm henyl:
, 5-di hydr o- oxazol | am ne WO 2008/ 092]/)
PCT/ EP2008/ 050765 - 14 (S) -4-
[ 2-(2, 4-di chl oro-phenyl) -ethyl]
-4- et hyl -4, 5-di hydr o- oxazol -2-ylam ne (S) -4-
[ 2- (2- brono-phenyl) -ethyl]
5-di hydr o- oxazol - 2-yl am ne

lf:s—ill—v;glr—ilfps|r—1||—||r—1
Nmbmbmwprpbprbmbmpmbmg_b

1o

r@b&& &N&ﬁ |~EB4>&§>

E
b
g
|
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(S) -4- [2-(2,5-dichloro-phenyl) -ethyl]
-4, 5-di hydr o- oxazol -2-ylamne (S) -4-

WO 200889783101 0- phenyl ) -butyl] PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne_ 5. (S) - 4-
[2-(3-chloro-2-fluoro-phenyl) -Dbutyl]
-4, 5-di hydro-oxazol -2-ylanmne (S) -4
[ 2- (3-chl oro-4-fl uoro-phenyl) -butyl] 2
-4, 5-di hydr o- oxazol ‘-J%)- * ne ( y/Jgo
[ 2- (3-chl oro-5-fl uor b7 pl | ) dw
-4, 5-di hydr o- oxazol -2-ylam né or (S)-4-H

2- (;5-¢chl or g 2-f | uor o- phenyl ) - but yl ]
{Q4}%1Y§F?ﬁ?8r°6h81)?§%no| -2-ylamne. 10 - Preferred
gaoppounds of fornmula | are further those, wherein X is
OCH2. and Y is phenyl. NH2 R2 Nl O (R1l) I-G R is

I kyl., hower. al kyl t I n .or

By Bl = PR ¥ Rl et gD PR B compound
s rebearzybixfihethght,5-dibydRa-dxszdiydylagere, phenyl or | ower
alkyl; nis 0, 1, 2 or 3; or a pharmaceutically

suitable acid addition salt, for exanple the follow ng

€ BrafataddempoB8hds df fo(mukalluor oxthleethoxy metehanh X is 4(CH,)s-

}E)%I_fegﬂﬁei gc?);r)l?p)éﬁéﬁé €(r§)2/ ;Tetkﬁgr?gg é{g)ﬂ%és‘c},'wherein Y is phenyl,

fadtiekyrdple tlox@d owing-cphmpounds 20

) - A= 4-di chl.or o- phenoxynet hyl.) - 4, 5- di hydr o- oxazol -
PR P S PR TR S s Bt oy
¢RY),- B BHPhyaiyl propyd r-a)5- dh yd ranixaeol - X-Fhnvink:
(4- br ono- phenoxynethyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (S)
- Bref&redndoarpouphieoitioymelailke further those, wherein X is -SCH,-,

- - di hydr o; | -2-ylam ne

(%P%ﬂ%@ %gﬁ%@g}?o phenoxynet hyl ) - 4, 5- di hydr o- oxazol -

Prefdraddi coenpoiund2from this group are those, wherein Y is phenyl, for example the

é@l) - 4-g( 2-f1 uor,0- phenoxynet hyl ) - 4, 5- di hydr o- oxazol - 2-yl
PHEE OMHOYIEY r ed conpounds of formula | are further

{hesehemttail fahyl m¥éthys-4GHRIOHRB- oxaPsled-glangde conmpounds from

[ rou e thase, wherein Y is enyl: WO
bk 8655 B TebH RS Gy dBtPscorp 2 PRI \ 1 0,)--/ 0
(R)F-bROzyissil thiyydimedeh 4 6rdibpdrogsazol-2-ylamine or
(R)-4-(4-chloro-phenylsulfanylmethyl)-4,5-dihydro-oxazol-2-ylamine.

- Preferred compounds of formula I are further those, wherein X is -CH,N(R)CH,-,
cycloalkyl-CH,- or SiRR’-CH,-;
Preferred compounds from this group are those, wherein Y is phenyl, for example the

following compounds

(S)-4-[1-(4-chloro-phenyl)-cyclopropylmethyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[1-(4-chloro-phenyl)-cyclobutylmethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-(1-phenyl-cyclopropylmethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[(benzyl-ethyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
(R)-4-[(dimethyl-phenyl-silanyl)-methyl]|-4,5-dihydro-oxazol-2-ylamine.
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nis 0 or 1; or a pharmaceutically suitable acid
addition salt, for exanple the foll ow ng conpound 5

w@ 3)80g78Enzyl oxymet hyl - 4, 5- di hydr o- oxazol - 2- yPEEEP208/050765

Preferred conpounds of formula,l are further those,
wherein Xis -(CH2)3- Preferred conpounds fromthis

?g%:f’%\rlﬁ%l:]cg)n{%?}%gﬁ (r)]fyg%fgfaq aye %u?th@pﬁl%gcj:, ’whfeperin ?()ﬁgcqglcgbetdha%ove and Y

{sSppHth{BpPhdydyclohepyl 3,3 4lil5ddotepde [ds4dstimziml 0r25348,4m ne
&éﬁahé‘fﬁ’gélﬁfthélg’? - Phenyl -propyl) -4, 5

-‘oxazol-2-ylam ne. - Preferred conpounds of
fREY) k1 23 ditgrdeo-bemzoth B# | didros-©; yl i SF dihpd 1¥-axezel SCHAmine
Q 2 ), 4 GH2 -, 15 Pr .red conpounds from
%@l()? B%Iﬁ%algr?% }%l%%el, Y\/\fwoe(r”éa?(r)ll %?lfa%{lrﬁﬁenyl , for exanple
{9 -4-hapH thalemd -1d arp digds>- ¢:Ryol-2-ylamine
- phe sul f.anyl | v4. . 5-dj azol - 2-yl am ne
OB PP ar el B g DS St
&) éli-hypirthalex-azdine @yl ardimglro-oxazol-2-ylamine _
(Kl gsna SYhHRmYL TSt drd: Rash By lhgirazol - 2-ylamin
(1R9)-44 1,243 dhieoalordpbrenyh thaleh &2ayl) At dijaly J rodoazdi- hykinorox az
-2-yl,amne.,, 5 Rreferred c ounds of formula | are
IR R A M RR e T
€3) ed- OBl Il lhie OHRyridin-4SH RR-hyITHRS -diHdled-ekazet 2 obampiaands
0 is.orou re thos rei n. Y. s, phenyl ., for.
L2 Do BB pliic SRR pr ST 2 hine
(#-£-01-aredhdipytidlin-£yD L colprl ppypl diey dvpldxazdl;2-ylamine or
- dj hydr 0-0xazol -2-yl ap ne S), +4-11-
SR B P AR Bl e
-4, 5-di hydr o- oxazol - 2-ylam ne (S) -4-
- phenyl.- cycl opr. lmethyl) -4
& TR e s B Bl restheoyncksoymulat i
am no) -nethyl ] -4,5-di hydro-oxdzol -2-ylam ne or 30
(R) - 4- [ (di net hyl - phenWi s TagykyLmet hyl | - 4, 5- di hydr o- 0
xazol - 2-yl am ne. WO 200885 008/ 050765 -16
- Preferred conpounds of e | a TOare flurther those,
wherein X is described above and Y is naphthyl,
%¥r%d |, cyclohexyl, 2,3-dihydrobenzo [ 1,4] dioxin or
DR 4. tetr ahydr onapht hal en. (RS) -4-
(2, 3-di hydro-benzo [ 1,4] dioxin-6-yl)
R4, Sisdiyhnegen-dexeeziohy, 2-itplimnioner alkyl( RSjer alkoxy, lower alkyl substituted

TRy Yo, Sa RIS s 0

substituted by halogen, or is phenyloxy, benzyl, benzyloxy, or -COO-lower alkyl;

X is a bond, -CHR- or -CHRCH>-;

R is hydrogen or lower alkyl;

R*is hydrogen or lower alkyl;

Y is aryl, heteroaryl, 1,2,3,4-tetrahydro-naphthalen-2-yl, 2,3-dihydrobenzo|1,4]dioxin-6-
yl or benzo[1,3]dioxol-5-yl;

n is0, 1, 2 or 3;

or pharmaceutically suitable acid addition salt with the exception of

(S)-4-phenyl-4,5-dihydro-oxazol-2-ylamine,

(R)-4-phenyl-4,5-dihydro-oxazol-2-ylamine,
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(R -4-naphthalen- | -yl nethyl-4,
5-di hydr o- oxazol - 2-ylam ne (S) -4-naphthal en- |

WO 2008093193 - 4, 5-di hydr o- oxazol - 2-yl am ne (S) PCT/EP2008/050765

- 4- napht hal en- 2-yl net hyl - 4, 5- dj hydr o- oxazol - 2-yl am ne
10 (RS) -4-(1, 2,3, 4 tetrahydro naphthal en-2-yl)

(si %ggkpﬁglgodlﬁéﬁg ﬂ%% ?%gng%o oxazol 2-yl amine (9S)

CRIS)-4- Eh‘(r&tﬁyllﬂcﬁr duhpqlfm Qixam9142 -ylaminet hyl ]

-4, 5-di hydr o- oxazol - 2-yl am ne (S) -4-
[2-(6-trifluoronethyl-pyridin-2-yl) -ethyl]

-4, 5-di hydro- oxazol -2-ylanine (S)-4-

[ 2- ( Zherprebait cplylpbdlildr,-ozf-fgﬂn)ula et/ their pharmaceutically acceptable salts

ceﬁl l? olﬂj E&??& B\éﬂﬁﬁ'ﬁ%ﬂs kﬁ ‘%11 "f&m&f}ﬁa}rltg ?ogje?a&@az@fﬁgrbé&ges'described below,

WiliChmrﬂ@ssobnﬁpnseher enbodi ment of the invention are
compound of formula (RRn X R2 YN \>NH 2 2 O

wher gj St deuterium tritium | ower
al ky eagt ﬁ%?d@&ﬂﬂ gvver ua% kyl substituted by

halogen Iomer alkoxy substituted by hal ogen, hal ogen,
phenyl optionally substitutéegN gHogen, or is
phenyl oxy, benzyl, benzyloxy, | ower al kyl; X
is a bond, -CHR- or -CHRCH2-; Rs hydrogen or | ower

alkyl; 25 R2 is hydrogen(fel) @ alkyl; Yis aryl,

heteroaryl, 1,2, 3, 4-tetrahydro~napht hafen-2-yl,

2 3- dihydrobenzo [ 1,4] dioxin-6- yl or benzo [ 1, 3]
on E nis 0, 1, 2 or 3; or pharnaceutlcally
tcg&ﬂoée% fgdEdition salt with the exception of 30

(S) 4- phenyl - 4, 5-di hydr o- oxazol - 2-yl am ne, (R

tcﬂa@hﬁpwdnddoff&mlﬂhhydro oxazol - 2- yI am ne, WO
2008/ 092785 PCT/ EP2008/ 050765 -
(S)-4-benzyl -4, 5-di hydr o- oxazol ,2- yI am ne and (RS)

- 4- phenet hyl - 4, 5-di hyr@ﬁ)- oxazgl Zryl am ne. The present
conmpounds of for nmul a 1 e Mm&ceutl cally
acceptable salts

wherein the definitions are as described above, or

if desired, converting the compounds obtained into pharmaceutically acceptable

acid addition salts.

The preparation of compounds of formula I of the present invention may be carried out
in sequential or convergent synthetic routes. Syntheses of the compounds of the
invention are shown in the following schemes 1-9. The skills required for carrying out the
reaction and purification of the resulting products are known to those skilled in the art.
The substituents and indices used in the following description of the processes have the

significance given herein before unless indicated to the contrary.

In more detail, the compounds of formula I can be manufactured by the methods
given below, by the methods given in the examples or by analogous methods.
Appropriate reaction conditions for the individual reaction steps are known to a person

skilled in the art. The reaction sequence is not limited to the one displayed in schemes 1



5 can be prepared by nethods known in the art, for
exanpl e, by processes described bel ow, which process
W@ vp9258s a) Reacting a conmpound of fornul a HMEEP2008050765
R2 (R1) YnIl wth cyanogenugronlde 10 to a
compound of formula (R1)n X R2 tNNNH2 O 1 wherein
LOE% &gg{e{/eﬁl (!leltp%ﬁ]&mg b tl%eS S&Qr%gl% tng#(%gaésa%%ytgmr %spl;:gtlvg %‘eﬁ%@ the
gyacmeed luctalcum ktypwoéuptﬁa:bllyelteradj Sagngintdtenal sake tegherkdmmercially
[ .he
SR BE PR Rk B MRS S bud ST ntanSls A0 tfong by
mtho@ils geﬁmlb&ymt eferéncey otetl és theSlentripg®asraf thehamples, or by
i nvention are shown in the follow ng

ﬁg%gﬂgiwg &ﬁxngk Il's required for carrying out the
reactlon and purification of the resulting products
are known to those skilled in the art. The
substituents and indices used in the follow ng
description of the processes have the 20 significance
gi ven herein before unless indicated to the contrary.
In nore detail, the conpounds of forrmula | can be
manuf actured by the nethods given bel ow, by the
nmet hods given in the exanpl es or by anal ogous net hods.
Appropriate reaction conditions for the individua
reaction steps are known to a person skilled in the
art. The reaction sequence is not limted to the one
di spl ayed in schenmes 1 WO 2008/ 092785
PCT/ EP2008/ 050765 - 18 to 9, however, dependi ng on
the starting materials and their respective reactivity
the sequence of reaction steps can be freely altered.
Starting materials are either conmmercially available
or can be prepared by nethods anal ogous to the nethods
gi ven bel ow, by nmethods described in references cited
in the description or in the exanples, or by 5 nethods
known in the art.

GENERAL PROCEDURE
Scheme 1
=% A R
0 Reduction of acid (R' = H) H2N\|/\OH
H,N -R" orester (R' = methyl or ethyl) 1 N

0 (R,
ey 0
n I
Ci::j I

B
Reaction
with cyanogen bromide
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10 GENERAL PROCEDURE 15 Schenme 1 R2 A R2 Reduction of
acid (R=H HZN-f-~OH H2N OR or ester (R = nethyl

W@roosob7By (R1)n X 30 " ~RL)n X Y 1 | Y 111 B PEEERIVYIIE076S

wi th cyanogen brom de NH2 O_N19_YR 2 (R, 0 X1 WO
2008/ 092785 PCT/ EP2008/ 050765 - 19 Step A Reduction

n id ar . = > C ef :

e A RS R B s 0, B8 B RGLES, R LSRR s,
PHe g8t 8Hf MBRXoaifer iattee presdRed oABF3-¢theragainRedt Alsnalsolvent such

S, 4,:2-di 0X n THE, diethyl ether_orgt n
B3R AR AT R e ) BABAGR] BE T Pl P20 s
Abemativahn rafuctinn atamlagd gupip(R” =3 )Hpn barffbaedby eettedntyith
LA TBR 5 I D RUSE R 9. o -2
hrss. Reduction of an ester group (R = nethyl or

thyl.) can be effected by.treat t wit Li; ALHAI .
Ridhgibn i At hBE LT Mol S FEDtan iloett B2 Pimgpt with
LiAPHdi Lt b dvapéisvarited- Al a suitibéd dojeat heh as 1 A diereéhoxiabihe, THF,

r . B t.,-78C - ef f.o - 24 hrs.. 10, Preferred
Sl SR oieh SROHFRARET & Al R A o
Preferrcdvendit@int foracids hndBeévbESiifIH j in T ftartobveatight, &r
=>r. t. overnight. St X clisation of the
%\'r%FF?%Féb ldp I?%h%%éatc(gﬁ %sbglﬁ&?rﬁbg -am nooxazol i ne can
Bep BaCedispliorsbiate byniddakahoewtthawdriespyading2anbneikaddinertan be
;rc%gm%ﬁsﬁe%l b\§et9gatrgenr9[ W%C(%nggenqggr%ide in THF as solvent and K,CQOs as base
at r.t. overnight, or by treatment with cyanogen bromide in methanol as solvent and

sodium acetate as base at 0 °C to r.t. overnight.
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at r.t. overnight, or by treatnent with cyanogen
brom de i n net hanol as sol vent and 15 sodi um acet at e

w@go0Basyssat 0 Cto r.t. overnight. WO 2008/ 092FGBEP2008/050765

PCT/ EP2008/ 050765 -20 Scheme 22 OO A O+ O OO Wttig
reaction N RP,.OO+ RO OHIV (RnVVI Grner's

al dehyde Y (Rn Y B Hydro i.gn of double bond NH
2 O- DH CON Reaction Ngi—f%gggggage of wth cyanogen

brom de z rotecting gr oups RRO RnYIl-1(R
II-1(R) tepA WYt g reacti on between @ —P
Garner's |\, and, & Henzy| - shiligterdiern ed N~( \6
phosphoni | d di et hyI feo vV can—be—accenpl jshed by
usi ng acdba e sucly as @ KQ,Bu, NaOwe, NaCEt,

n- BuLi . Li HVDS NaHI\/DS , LDA in a sol &8s ch Vv
as THF, “di oxan acet oni | e, 1,2-di met hoxyet
DMF, benzene, tol uene or mxtures thereof at
tenperatures from-78C - 80C for 15 mn - 8 hrs and if B
appropriate optional addition of a crown ether for| drogenation of
yl i de generation and then condensing the ylide wt

the carbonyl compound in the sanme sol vent at

t enperat ype between 0 and 80C for 1 - 24 1o hrs.
ékhe

Al t er mat(i Vel y, the; base thechar bonyl conmpound aq

base agNthe optfheetial crown [ ??V@Q;SL added 1 8\6
reagtign ni xtWUrCéa”%?f” {°RE° sa | rre \?m PhGUY Bt ef or mht i

of theg ylide at tenperatur from-78C - 80C.

Meieryed conditions ar g formati on at 9 ng ,
n- b | i1 thiumsoluti mlr exbhe as bad®”

, pt hoxyet hane as sol , reacting the

S

Eﬁa“éﬁﬁﬁ?éffﬁ% R Cg: Tihyal by Bha HbenATGyed

phesphpgktacid dichyl BsteRE dae bc @crcoafphtshﬁ@l bty Usanger lwansush as NaH,
ROMBEHeONY, 0YSECIAMNAL GRS NIYATRIRINBIE DA in a solvent such
as THF, dioxane, acetonitrile, 1,2-dimethoxyethan, DMF, benzene, toluene or mixtures
thereof at temperatures from -78°C — 80°C for 15 min — 8 hrs and if appropriate optional
addition of a crown ether for ylide generation and then condensing the ylide with the
carbonyl compound in the same solvent at temperature between 0 and 80°C for 1 — 24
hrs. Alternatively, the base, the carbonyl compound and the base and the optional crown
ether can be added to the reaction mixture at the same time without preformation of the
ylide at temperatures from -78°C — 80°C.

Preferred conditions are ylide formation at 0°C using n-buthyl lithium solution in hexane
as base and 1,2-dimethoxyethane as solvent, reacting the phosphonic acid ester for 5 min
at 0°C, and then condensation with the carbonyl component at reflux overnight.

Step B: Reduction of the alkene can be effected by hydrogenation with hydrogen under
normal or elevated pressure or by transfer hydrogenation using ammonium formiate or
cyclohexadiene as hydrogen source with a catalyst such as PtO,, Pd-C or Raney nickel in
solvents such as MeOH, EtOH, H,0O, dioxane, THF, HOAc¢, EtOAc CH,Cl,, CHCl3, DMF
or mixtures thereof. Alternatively, the reduction of the alkene can be effected by Mg in
MeOH or by LiAlH, in THF or diethylether.

Preferred conditions are hydrogenation in the presence of Pd/C as catalyst with EtOH as

solvent.
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normal or elevated pressure or by transfer
hydr ogenati on usi ng anmoni um form ate or

wegyeBobrsadi ene as hydrogen source with a cat aPGEEPWOYIS0765

as Pt02, Pd-C or Raney ni ckel b sol vents such as
MeOH, EtOH, H2O di oxane, THF, c, EtOAc Cl-12C12,

Sty iy pR Bedh SRS ah IR S G pL SRR bl b Kan filiectea
@ith ymineAl kAd suchTasfH Oy HaS @4 dnyH #iCheir an IBlr@ﬁmf dcibsuch as CF;COOH,

CERTC AR el QTR vt S SbaToeSpabT: St Th,

MBUHEI%ZO@B«SICB&HGEO to2CStep C. Si mul taneous cl eavage

st AHORaf oS08 R S0 AP R) GMedbef FFiifiosane

at.gaainghaci d such as CF3CO0H, CHC12C00H, HOAc or

%_qte% léy %Sﬁ%rfl ‘{l}%la%%{l(?ﬁlc{)}}o?lt_é%e\;?)prt@sp(soglaggésalgmooxazohne can be

Elfceﬁ@)lhﬁlﬁ'ﬂ lﬁ/ﬁfﬁitﬁlélﬁ%ﬂﬁcfyanagdn%mﬁdé iEtIH'F atsolvehl aLﬁd IUQ]Os as base
hr s. ﬁl i n diﬁﬁxane at, r overhmg;l 1 t ep d

ﬁ”d}‘éqﬂi“% § PbhY BFtABt Kifh RGMReCoRSIMEs i Figthandl i solvertan

seiliraspandiapBasd2a0P0eOKADOEIRMt.can be acconplished by

treatment with cyanogen brom de in THF as sol vent and

K2COB8 as base at r.t. overnight, or by treatnent with

cyanogen brom de in net handdchamesol vent and 10 sodi um

acetate as base at 0 Cto r.t. overnight. Schene 3

0-V. O- ANO N.~O'"(- Synthesis of Julia reagenf O%

0O OO HOS I "Garner's alcohol' VIII B ReaC|Nno
with Y-al dehy. or Y-ketone NHZ, O ~
N\«O Synthesis of Julia reagent O, o
0 - 74
HO 87N IX
'Garner's alcohol’ vill
B
Reaction with
Y-aldehyde
or Y-ketone
NH,,
O—\< D H C 0O
N Reaction NH Cleavage of N 0\6
with cyanogen bromide 2 protecting groups \\(
R -< R -< R 0

Vi

(R); 1
(R 11-1 (R"

n

Step A: The synthesis of the Julia reagent (benzothiazole-2-sulfonyl derivative) IX from
‘Garner’s alcohol’ VIII was accomplished as described in literature (Dandanpani, S. et al.,
Journal of Organic Chemistry 2005, 70(23), 9447).

Step B: Julia reaction between an Y-aldehyde or ketone and and the benzothiazole
sulfonyl compound can be accomplished by using a base such as LIHMDS, NaHMDS,
KHMDS, LDA, KOtBu, DBU in a solvent such as THF, diethyl ether, 1,2-
dimethoxyethane, dichloromethane, DMF or mixtures thereof at temperatures from -

100°C - r.t. for 15 min — 8 hrs for anion generation and then condensing the ylide with
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DHCO NReaction NH2 of N wth cyanogen brom de 2
protecting groups RRROVII (Rn1Y1l1l (R)nYY

WO 2003/09R$5 Step A: The synthesis of the Julia PEHBRIWSE/050765

(benzot hi azol e-2-sul fonyl deriyative) I X from 15
‘Garner's alcohol’ VIII was acConplished as descri bed

cg{hb Cgl%{r?%nl])e u%nrQ?H g%g%ﬁﬁ: BIV%Sa?tteéﬁlggjltureé {\/51%%11 g(fofc and r.t. for 1

Fé&htﬂ on between an Y- aI dehyde or ketone and and the

E%?%g%dﬂéé)%aﬁ ofis ar’cé%m(ﬁln ene a%%%é{ﬂqﬁglmggt —%&&ﬁ,&gﬁﬂﬁ Bﬁg subsequent

chBusatiBBmthntha c&bbnﬁrcbrrmoohntamdﬁ—l'ﬁe sametoyditiessher |

t hoxyet han di chl or,o hane.. DNMF or
S G R TR E A G o R AETE] B ringloudS can be effected
{vith alhingtahacid Sudhr 8 H@lr Ha80 .00 [gP0Rroataiodganadtid firh as CF;COOH,

BRTERIobs B35 A bt Dt RO A “RREstshas Gt EheCHOLs THE

SR, FOVEM HAD af @tp@°at ur es bet ween - 100C and r.t.

or. 1 .- 24 hrs. Pr r.r ndi s are ani ..
biated fogtine e T attsa TatOPER el RE e 0 ANk Ghin dioxane at
£0Rdensgati on with the car bonyl conmponent under the

a onditions. 5 Ste : Itaneou cl eavage of
?’i‘fg%' %‘/E'bsaﬁ?% Bﬁ%‘ie apreR @E?CF#‘H B%&BH?P@ inge-yppRorFgline can be
wcbhlpﬁsﬁﬂdﬂﬁfftﬁdatrﬁ@ﬂtdwﬁﬂ@ﬁn nPrKﬁbmlddaﬁ@‘HIOzﬁs sHB/BﬁHarﬁHKzﬁlOs as base

anic acid EUCh as

B toP\FERERL PF b engith C‘é“‘é’é?‘%%ﬁm‘g @a@}?éf%lvent and
§ddadid acdthie.as bAR@H) €&k, Oke at 0 to 60C. Preferred
conditions are 2N HO in Et at reflux for 1 -3 hrs

or 4N HO in dioxane at 10 r.t. overnight. Step D
Cyclisation of the am no alg@bgk4t 0 the correspondi ng

2- am nooxazol i ne can be acconplished by treatnent

wi th cyanogen bronide in THE as sol vent and

as
base at r.t. overnight, or by treatment w th yaoqggn
brom de if t hanol as sol ;ﬁtnt and sodi um%e

R

base at % \8 Lé OVﬁFtéUn reacﬂ‘oﬁw

(@]
y
QH R )n\(i‘) XI
'Garner's alcohol'

1

Vil (R);
X B
Cleavage of
Q=0orS protectign groups
NH,
0_\< c H
N . Reaction NH,
R2 vith cyanogen bromide R2
Q Q

(R"); 1
\® -2 (R )n\é) -2

Step A: Mitsunobu reaction of ‘Garner’s alcohol’ VIIT with phenol derivatives X or
thiophenol derivatives X can be accomplished by using a phosphine such as

triphenylphosphine and an azodicarboxylate reagent such as diethylazodicarboxylate,
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Scheme 4 O~ 0O OA2N-,( RO Mtsunobu reaction R
O HOH (R nY XI 'Grner's alcohol'™ VIII (R nY XB

w@b@awsges of Q = 0 or S protectign groups NH2ZPQI/EPI00$050765

N Reaction NH R2 with cyanoges, bromde R2 2 QQY

1-2 (R)n Y 11-2 Step A. M tsufiobu reaction of

T B ST L R O SR
engirogples rens2EHC ag0 20 ferli-ph&hssl phosphi ne and an

e vl . . . .
BRSO BT L SPAF G5 sy in THE
PCT RP26M8/ 050765 -23 dii sopropyl azodi car boxyl ate, or
i -tert-butyl azqdi car |ate iin,a, solvent such as, T
Sl SO PSS P TEY e AR BPILERE gf FFbd decied
Rithfaehinechl aad diidhi BMHBCIAHES D4 orI Py op h@sghideidsth as CF;COOH,
Pl o L R BRIl 518 S o, o,
8O AtOpr ot 1I8gd bn@taoodps can be effected with a
ISt R T R AR 550 98 2 R AR aioane
pt.ootmamesul fonic acid in a solvent such as CH2C12,
THF,. , EtOH qr H20 at 0 to.60C. Preferred
S Cyohaton 8 BRmE0 1iroTel B e o mogdinggraminogkioLie can be
fdcoplibKdd byntredtraxandthadyanogen bromide in THF as solvent and K,COj as base
at r.t. overnight, or by treatment with cyanogen bromide in methanol as solvent and

sodium acetate as base at 0 °C to r.t. overnight.

Scheme 5
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10 r.t. overnight. Step C Cyclisation of the am no

al cohol to the correspondi ng 2-am nooxazol i ne can be
waecwsn78shed by treatnment with cyanogen bron BE/EP2008AE0765

as solvent and K2CO3 as base af r.t. overnight, or by

treatment with cyanogen brom de i n nethanol as sol vent

and sodium acetate as base at 0 Cto r.t. overnight.
15 Schene 5 WO 2008/ 092,85 PCT/ EP2008/ 050765 -24 Q&
SO

AONILf ~t Br / OXI\0 Br Garnér's al dehyd
HO, B.. OH (R) n Suzuki X1\ Teaction R_R-7Zn XV
O O Negishi react PYx | (RL)(RL)n Y XVlg

E then D Hydrogenati @gn of dou fe bond N2 O~ F OH E
O N Reaction NH C eavage of N-O with cyanogen Gamers aldehyde

brom de 2 protecting groups
HO. ,-OH
B

(R, Suzuki
Y X reaction

O C O

N

\\( \6 Negishi reaction N\\( \6
O O

Bra = E—— R
XV XVI
1 1
(RO; (RO;
D
E then D Hydrogenation of
double bond

N Reactlon Cleavage of N \6
with Cyanogen bromide protectlng groups \‘(
R R
1
(R
-1

Step A: Conversion of Garner’s aldehyde IV to the dibromo-alkene derivative XII can be
accomplished by using a brominating agent such as carbon tetrabromide in the presence
of a phosphine such as triphenylphosphine in a chlorinated solvent such as
dichloromethane at temperatures between 0 °C and room temperature.

Step B: Suzuki reaction of dibromo-alkene derivative XII with an arylboronic acid XIII
can be accomplished using a palladium catalyst such as
tris(dibenzylideneacetone)dipalladium (0) in the presence of a phosphine such as tris(2-
furyl)phosphine and a base such as aqueous sodium carbonate in a solvent such as THF,
dioxane, 1,2-dimethoxyethan, DMF, benzene, toluene or mixtures thereof at
temperatures from 50 °C — 100°C for 1 — 18 hrs.

Step C: Negishi reaction of bromo-alkene derivative XIV with a dialkylzinc reagent XV

can be accomplished using a palladium catalyst such as bis(tri-tert-
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RRRO (RnY1-1 (RnYIll-1 (RnYXVII Step A
Conversion of Garner's al dehyde IV to the

walewsorsal kene derivative XII can be acconpl PGHERR008/050765

using a brom nating agent such »Aas carbon tetrabrom de
in the presence 5 of a phosphlne such as

LS ROBBRILIEr D) £ D) 0L 1R 1581 HGRUn 2SN B,

bahp deatene.goluShepr let&‘uutx therreaf eaehipemtofes fiobr 2his- all kEhdor 1 -
g§ Hsvﬁﬁte!f ﬁedélolldl\f\fohpar%q P( QL. nﬂl?&tlﬁ%l ?r(?élnll kema‘pce?eptupe?
SucC S

acco using a pa iumca
Srepsll diddeczot ofdkea el&a&zt @ndb)edszacaéd h}dhyﬂmge(ih)atmmvmhélydrogen under

RO P s iorT RESRRO L e birostn ST ubths cuapripm formiate or

C}&Idiﬁﬁz&iﬁlel a3 had gty soiirceswialn a aﬁaﬂ}kﬂl'_such 8 e d-C or Raney nickel in

tirbuehe LObaralar 6O ApomesgHe Foioe s Crthygict, oy

br suxtSites fheteofNAgESihativel g ald tedﬁctﬂfn Sfitbeatkahk@nde effected by Mg in

SECUYR! bl ha o gl cat ol yat such as
bfe?e(rl;erd' coh8lfon¥V¥€r3008/4092+/BRe R ngn%gglg’irpélgﬁéence@ Pd/C as

butyl p oslgthl ne) di pal | adi um ( nh a sol vent such
Ty st iR asisopiegt. et hoxyet han, DM, benzene,

P&lféf?er&lecoﬁaltﬂﬁ(?&rlgs chﬂ)‘?fn%%fe I%Idr d;ﬁeﬁ@ﬁ&ia L€ szEﬂHaﬂo%@t/@ as
Preferre onditions are

Wﬁ@tb}e&f@%&&o@fe@t at roomtenperature. Step D

E@g%tsﬁlgﬁltt%ﬁﬁ%afz% ge(g}qhg Qrﬂuﬁ)e (?Jho?érto?&tl% Igroulps can be effected

rogena rogen un
Wﬁtb\aanmdrayb nad sunheiscHCIbE/IzS@mrsIﬁ@Odw dnoggmat dcohsugB iangF;COOH,

IRIRITH PSS, Pluo RGEANEIATI 0S8, NALRBTNGL, crc, Ti,

Meﬂ&élEchIOISfdiQerﬁB)@lﬂGh as MeOH, Et OH, H20 d| oxane,

2 r
PR oRsRE PVl e Qs on o WY g in doane

caovbmightf ected by Mg in MOH or by Li A1H4 |n THF or

t hyl et;her . Pr.ef err.ed condi ons fo
SIePt Y gD Brcan  BsSTE! SHEE R MOBRadRe e gy which case the
siaﬂeathesmca/lnpirdfetﬁhﬁ-d)fahe h;airv@mhtloﬁstep ertyeidallyondirtadons

ar e t1o

)E_q[oi) gRégchs%u n ?tﬁﬁ% amu’toh %e g%rlr%sgﬁ?émg;tz apm1|1:__Looxazolone can be
Stcnniphdmdd]ystraatmmta/gdl qlhnd)gm k&mnﬂrte ialTd¢-tthasl sobzk:nt @l K45 as base

OU S C.ad cte
1 tQF b’ﬁéﬁ%ﬂ"%fj w;tﬁ cgwgﬁq %ro&lﬁa 11]5{?8%213%1 as sglvent and
Q%B@ﬁﬂcbtate@klﬁ‘aszmc tdAovanightt ol uonesul fonic acid in
a solvent such as CH2C12, CHC13, THF, MeOH, EtCH or
H20 at 0 to 60C.

Scheme 6
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Preferred conditions are 2N HO in EtOH at reflux for
1 -3 hrs or 4N HO in dioxane at r.t. overnight. 20

wEGe@psI8and E can al so be carried out in the PEPBRINEF050765

order, in which case the stergochem cal preference of
the hydrogenation step is typically reversed. Step F:
Cyclisation of the amno al cohol to the correspondi ng
2- am nopxazol i ne can be acconplished by treat
Wit h hogen, broni de in THF as s weihredand K2QBy 0\6
base g .t\.éovefanght or by tredth¥ft with cy nggen
brom de¢ i o net hanol svent and 25 sodlum acgate
as bas@l at 0 Qvtio r.t. \auvergjght. Schenme 6 WO XX
2008/ 092785 PCT/ EP2008/ 050765 -26 A O+ O Rd.
catalyzed O Nom{ + hal N_ coupling 110 (R1)~
Il Y WII XIX XX hal 2BF"'| B Hydrogenation o
triple bond NHZ D OH C ~N Reaction 5NH2 protectjng 5
groups Rl )n Y 9 1-3 (Rn Y 11-3 (R1)n Y VII-1 .
A Coupling of 4-ethinyl-2, 2-dinethyl - F@%ﬁ,?jli“n‘;” o
1, 3-oxazol i di ne- 3-carboxylate XVIIl (D ckson, HyD.
et al Tetrahedron Lett. 2004, 45 (29), 5597-5599;
Pietruszkgy, J. et al Eur. J. 5 Og. Chem 2003,d{/

deO

O

3219-322¢) with a‘hti aryl or cretaryl brani dfe or i
XX in pressiganof a pall Lurgo‘é‘?ﬁé%g?argcgpper LN \6
e LELT ANy

salt inja solyent such as dipxane anydr of ur ane,
benzen triethylamne or the like. Preferred

ns are t he uqugnf pe”r_?)(l) -i odi qrg)na VI

Step A: Coupling of 4-ethinyl-2,2-dimethyl-1,3-oxazolidine-3-carboxylate XVIII
(Dickson, H. D. et al Tetrahedron Lett. 2004, 45 (29), 5597-5599; Pietruszka, J. et al Eur. .
Org. Chem. 2003, 3219-3229) with an aryl or hetaryl bromide or iodide XIX in the
presence of a palladium and a copper(I) salt in a solvent such as dioxane,
tetrahydrofurane, benzene, triethylamine or the like.

Preferred conditions are the use of copper(I)-iodide and
bis(triphenylphosphine)palladium(II) chloride with triethylamine as solvent at room
temperature.

Step B: Reduction of the alkyne XX can be effected by hydrogenation with hydrogen
under normal or elevated pressure or by transfer hydrogenation using ammonium
formiate or cyclohexadiene as hydrogen source with a catalyst such as PtO,, Pd-C or
Raney nickel in solvents such as MeOH, EtOH, H,O, dioxane, THF, HOAc, EtOAc
CH,Cl,, CHCl3, DMF or mixtures thereof. Alternatively, the reduction of the alkyne can
be effected by Mg in MeOH or by LiAlH, in THF or diethylether.

Preferred conditions are transfer hydrogenation using ammonium formiate in the
presence of Pd/C as catalyst with MeOH as solvent.

Step C: Simultaneous cleavage of the amino alcohol protecting groups can be effected

with a mineral acid such as HCl, H,SO4 or H3POj4 or an organic acid such as CF;COOH,
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bis (triphenyl phosphi ne) palladium (11) chloride with
triethylam ne as solvent at room 10 tenperature. Step

W@B200R000183 i on of the al kyne XX can be effect edP@IEP2008/050765

hydr ogenati on wi th hydrogen _uiyj_er normal or el evated
pressure or by transfer hydrogé€nation using amoni um

C C
OG0 RN Ry PGS SR LD Enct, o,
MOt Hsarch. st Ma@, °CEt OH, H2O, di oxane, THF, HOAc,

1 ' s ] res .ther . ST
et s rhhin e OR i L R BN gt in dioane a
ef. foremethitby My in MeOH or by Li AlH4 in THE or
E£e§ Wﬂggﬁs?ﬁén OF trh%farenrirrloe glcc():hooq % #He%%%re ro%d%nr ai%e‘?’rfmenrooxazoline can be

ydrogenat i on using anmoni um form ate 1n e presence
adcoPgliCheddyaataahgstwith ¢ylandfeorasidahVigii as sStvept @id K,COs as base
3 SustP LR Be B FRUBREL eats ol BRHE LB S S 58 Bland
$diymH2Sa# a9 badelRPOAC 0o r.avemgahmni ¢ aci d such as

CF3CO0H, WD 2008/ 092785 PCT/ EP2008/ 050765 - 27

CHC12000H, HOAc or p-toluonesul fonic acid in a sol vent
such as CH2Cl12, CHC13, THF,SchieeH, EtOH or H2O at O to

60 C. Preferred conditions are 2N HO in EtOH at
reflux{gf 1 -3 hrs or 4N HC in dioxane at rot.Y”
overnight. 5 Step D. Cyclisation of the am no al conol ome
to t hgCorr¥$pondi ng 2- ami nogxazol i ng can be JL?(

acconpli shed by t+eat,nent vvi;,h cyas#kygem bromgle NHE
asMs@l vafit and KZCQ?Qb at Tt overni ght R'or by

treatmert W oh cyanoger\bronjde in nmet hanojr'y ent x|
and sodium acetate as base’at 0 Cto r.t. ove ght .
10 Scheney,d Ove Owe tp@lzzl fy ! alkylation N MO-N
(R1)~ X MORz, IIY [ XXI'l (R)n QXXI'lIl Y R2
=H M hal =1, Br, d B Ceavage of bis-lactim
B
Cleavage of bis-lactim
where X' = -CH,-, -CHRCH,~, -CH,CH,CH,-, -SiRR"-CH,- ether
NH, —
o—~( D OH C o
N R;ag'g"\l NH, Reduction of OZKrNH2
R? - wi r R2 ester R2™
B X. B v

R' X' X
oL O O
-4 -4 XXIV

Step A: Deprotonation of bis-lactimether XXI (also called “Schéllkopf’s chiral auxiliary”)
with a suitable base such as n-butyl-lithium or tert-butyl-lithium in an appropriate
organic solvent such as tetrahydrofuran at a low temperature followed by addition of the
organic halide XXII and reaction for several hours leads to product XXIII (Vassiliou, S. et
al Synlett 2003, 2398-2400; Schollkopf, U. Topics Curr. Chem. 1983, 109, 65).

Preferred conditions are the use of tert-butyllithium and an organic iodide in
tetrahydrofuran at -78 °C and allowing the mixture to reach room temperature overnight.
Step B: Cleavage of bis-lactim ether product XXIII under acidic conditions using a
mineral acid such as HCI, H,SO4 or H3PO, or an organic acid such as CF3COOH,
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where X = -CH2-1 -CHRCH2-, -CH2CH2CH2-1 -Si RR - CH2-
ether NH2 O~ DOH C O N Reaction yNH Reduction of O

WORRE2BI h BrON R2 ,, z ester Rz 2 / R 1)n X PEI/EP08/B0765

1 X 1-4 11-4 XXIV (R )n~ (R )p~ Step A
Deprotonation of bis-lactinether XXI (also called

CSIReaPL S AT 1 R ot v,

apisil o piHRatMeQIS, IOghor d.Qet ¥ent0°€uch as t et rahydr of ur an

t .a lowt er at ur | owed.by .addition of. the o
et e R S 1P o B i e il nd acctonitrite
[leads 4b @ pveodlight. XXI |1 (Vassiliou, S. et al Synlett
2003, 2398-2400; Schol ]l kopf, U,_ Topics CUrr.-ﬁze, )
§58%: Redertiogmy thessier KXY gan B gffqciedry tgagmeniavi AV, LiBH,,
NaBH; BERYd-Al 1 SiMaBRAcRENEIRAY G21d08EM8xydthane, THF, diethylether,
t trah&@rofuran at -78 C and a IOMAnglthe m xture to

U MO eehipdt at UPeCovaritiight | —22dSt ep B: O eavage

Plefdttdod@ition f3rheids Rh@ &S arOflihIH UAdRIF &Gitdbwernight.
conditjons using a mneral acid such as HCl, H2SO4 or

frepdu Cyelisghon p@ iapine algokgl fin4 ggthep:gmq,ndm 2-aminooxazoline 1-4
208 R32ABRhRE A BRZGRS QB O oger Brdridd 20P0IH, as KEMENtANnd K,CO;
p-tol uonesul fonic acid in a solvent such as.

acso i it PYcanigi-prptreatmygey with vgnogybyemige m-mgthapplas solvent
atd Qdien B8Gate RS Biseht @C epnditéranstare a 10%
trifluoroacetic acid in a m xture of water and

acetonitrile (1:3) at 40C overnight. 5 Step C

Reduction of the ester XXIV can be effected by

treatment with Li AlH4i Li BH4, NaBH4 or Red-Al in a

sui tabl e sol vent such as 1, 2-di nmet hoxyet hane, THF,

di et hyl et her, toluene, MeOH or EtOH at -78 C ->

reflux for 1 - 24 hrs. Preferred conditions for acids

and esters are LiAlH4 in THF at r.t. overnight. Step

D:. Cyclisation of the am no al cohol 11-4 to the
correspondi ng 2-am nooxazoline 1-4 10 can be

acconpl i shed by treatnent with cyanogen brom de in THF

as solvent and K2CO8 as base at r.t. overnight, or by
treatment with cyanogen brom de in nethanol as sol vent

and sodium acetate as base at 0 Cto r.t. overnight.

15 20
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Scheme 8 X OHCe.g. Oref [1] O , ~Rl)no (Rl) YY
WOQ0B8H092933/ Xc = chiral auxiliary i. base e.g.PCT/EPROZ050765

ref [1] or [2] Xc RO (Rn XXV 1 | reducing e.g.

Ove agent ref [1] or [2] NI INMO All OH

conversion R hal RZ XXI Ow of alcohol Rto halide R2
=H MN (RI)n _(Rl)n MOR2'" Y Y BR XXX
al kyl ati on XXX XXVII| (R),Scieme8

OH
ref [1] @)
or [2] (R1)n

XXV
= chiral auxmary
i. base e.g.
ii. R-l | ref [1] or [2]
XC
R
* O
1
(R
Y
XXVII N
reducing e.g. /YOMG
agent ref [1] or [2] ’\1 lN
MeO hd
A hal > A OM
OH  conversion a R XXl /Y ©
R of alcohol R o _ ’\1 l
Z to halide 1 * RE=H, Me
1 —_— R
R Fe, —
XXIX alkylation XXX
XXV
hal = |
C
. . Cleavage of bis-lactim
* = homochiral stereogenic center, Ror S gether
E . OH D
Reaction NH Reduction of
with BrCN Rinm 2 ester
- -~
(R1)n XXXI

[1-5

Homochiral alcohols of formula XXVIII may be prepared by a variety of methods
reported in the chemical literature, for instance starting from carboxylic acids of formula
XXV and using the methodologies of Evans et al. (ref [1]) or Meyers et al. (ref [2]).

According to these procedures, introduction of a chiral auxilliary, such as the Evans
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hal =1 C Ceavage of bis-lactim * = honochiral
stereogenic center, Ror S ether NI-12 HEOHD Oz N

woemsn92985 NH Reduction of ONH R .,,, wth BrEX/RP2088/050765

ester R=~"" 2 RRR RL)n Y %5 (Rl)n Y 11-5 (RL )n
Y XXXI 5 Honochiral alcohols of formula XXVIII may be

8%3%8&(&1%? %)é/l%x?ha IJeF 1¥ of thgﬂ{gr cﬁ)@ﬁetd?%e Jcl,rltlpc?auxﬂlary (ref

ur e,
£y bitorgh i bomoickisal (af:ylfcomrpuhad oﬁ@ﬂnahldKPQ‘é] ﬁgohdaeon of the acyl

o} Wele ] of - I ]1.):40 r
IR0 Pl R Syl (el MYSfaShons
'ccnnpmmdzstoif tmnofla 3X¥HL Reductivx rdnhavat of, the dlicinal asxititne thsreaffords the

KR8] 9318 PGTHRRAA08A 50765 30 oxazol 1 i none

e Meyer s
b]s]eMoe,riheﬁretmle} der.iCheh. &nrx19&2a1@4 (rt173p2]) affords a

h Enol i sati
PRI, Ry L3TREARS. Se, (SR HeR o 10500 | o bond
Bieptar Eﬁtrriﬂthtral\lﬂlctdhoh]g)ﬁiﬂk ﬂayl&lcbﬂ&rﬁ:ﬂft@ ﬂdﬁcorﬁ:ﬁlﬁmﬂm ddkyl iodide

XXVI L Reducti ve r.e
SOX R e Sy go e i s i en T bBhE ang jodine in
fiehlvubactk¥M (NTulldrlh. &Bal’és,,C.@IelﬁCh% /&Jta 2402, 9511485]719&) or

%%%é@?i ?ﬁ%até%gl’t x]/'vitg qeféulpéérgyé E@}ég@%’ pg{ué]ﬁle Ang socfjl um 1od1de in
reraeiTaedr, Bl Ethﬁ)ll {.MIGHSWC b%scmwe% edo)t o0 the
orrespon a i odi.de a rea
§F§ B @ ﬁﬁw%g ?WQK? H?eo‘gi%‘lldézo rﬁﬂﬁ Eqmﬁalglﬁﬁ T 10&‘111‘&? in
dRBloB&mEmand 0 di chl or omet hane (Mul | er P & Bol ea

Hel v. Chim Act 02, .85, 483-4 c
Weét P@ﬂ%ortn%aﬁlﬁn%f ﬁerlaeﬁgﬁhﬁﬁwaﬁe iR q(ﬂﬁfppjéﬁ chdrabygiliary”)

saHiaunlthinebae siidh as&PBﬁt?pﬁthﬂJrﬁQ@rtert Dutthtlrﬁﬁmalh andpprIpriate
Chem Soc. 1985, 107

6- 199 Preferred condifio
areanicielveRioueh a3 tirgazlsetaran 4t ad%rmm%%% foflgihy additon of the
h@ﬂbﬂﬁreﬂ Alk zﬁb@ﬂle mmhb Qéh%tloﬂr %r@%@@al%ou@q@z{dﬁt@?ﬁidu@ﬂ

is-lactinmeth "Schol |

Kk Spssigy §- |65?lﬁy§lleff\%)93n 2?%&‘#‘%%5?@“5%@5E@lﬁcsa@” Chem. 1983,

fedyty! -1ithiumor tert-butyl-lithiumin an

appropri at e
Preferred conditions are the use of n-butyllithium at -78 °C and allowing the mixture to

reach room temperature overnight.

Step C: Cleavage of bis-lactim ether product XXX under acidic conditions using a mineral
acid such as HCl, H,SO,4 or H3POj4 or an organic acid such as CFsCOOH, CHCI,COOH,
HOACc or p-toluonesulfonic acid in a solvent such as acetonitrile, CH,Cl,, CHCls, THF,
MeOH, EtOH or H,O at 0 to 60°C.

Preferred conditions are a 10% trifluoroacetic acid in a mixture of water and acetonitrile
(1:3) at room temperature overnight.

Step D: Reduction of the ester XXXI can be effected by treatment with LiAlH,, LiBH,,
NaBHj; or Red-Al in a suitable solvent such as 1,2-dimethoxyethane, THF, diethylether,
toluene, MeOH or EtOH at -78 °C -> reflux for 1 — 24 hrs.

Preferred conditions for acids and esters are LiAlH,4 in THF at r.t. overnight.

Step E: Cyclisation of the amino alcohol II-5 to the corresponding 2-aminooxazoline I-5

can be accomplished by treatment with cyanogen bromide in THF as solvent and K,COs3



organi c solvent such as tetrahydrofuran at a | ow
tenperature foll owed by addition of the honochiral
w@Rwpl09278%1i de XXI X and reaction for several hoRCHEP®A’IBS0765
to product XXX(Vassiliou, S. gt al Synlett 2003,
2398-2400; Schol | kopf, U. TopiTs Curr. Chem 1983, 20

. 6b). Preferr it :
s S0 ol pPOy BERAchL AR BB Brotife B rethapg assolvent
mshstlivroenetite apbasatitf &C ovet. ovghight.Step C. Cl eavage of
bi s-lacti mether product XXX under acidic conditions
using a mneral acid such as HCl, H2SO4 or H3PO4 or
an organic acid such as CF3COOH, CHC12COOH, 25 HOAc
or p-toluonesulfonic acid in a solvent such as
acetonitrile, CH2Cl2, CHCl13, THF, MeCH, EtOH or H20
at 0 to 60C. Preferred condidhema® are a 10%
trifluoroacetic acid in a mxture of water and
acetonitrile (1:3) at roomtenperature overnight.
Step D Reduction of the ester XXXI can be effected by
tre nt with Li ALH4i LiBH4, 30 NaBH4 or R&d-Al in a

sui t akl eosol vent ?"Z'i_ﬂgas 1, redugtivesarhiotipet hapre,\ THE,
éfeY hyllet her, “tol , MeCHor EXOH &t -5 ©
r giNuXx 1 - 24 hrsXX®téferred conditidhs forgack ds

and &ster's are LiAlH4 in THF at r.t. overHiy'ght .
E. Cyclisati™n of the anmino al cohol 11-5 tRS the
CRLLAsRQndi ng 2-am nooxazoline 1-5 can be _
qﬁg@;ﬁfﬂh )gd by treatment with cyanogen brom de gn THF
aSmQbMeinand K2CO3 WD 2008/ 092785 PCT/ EP2008/ GbfLéfie amination
-31 as base at r.t. overnight, or by treatnentf with
cyanogen bronide in nethanol as solvent and JodR&hR
acetate as base at 0 Cto r.t. overnight. 5 Sghene 9 A
A O O reductive amnation & N + H2N-R3

I

P XXXI1-1

XXgU~1 R 1  OHIV HN3 XXX LdLmi®eti cal | y\ active
' spal dehyde 'EN . - O

- N._O
R’ f Ho xxxanz RZ%( \f
H™ "o \6 R-N \6
W R’ XXXI11-2
D
Cleavage of

protecting groups

o~ E OH
\ Reaction
5 N with cyanogen bromide 5 NH2
R - R
R—-N R—N
R® R®
-6 11-6

where RS = (RB”{D/
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fromL-or D-serine reductive amination RCHO C OA- R
reductive amnation QA2 NO+ NRENO RHXXI-2 R

WER2N8/092785 |V R3 XXXI | 1-2 D C eavage of pror@UEPI0Gg8/050765

groups N H 2 E O\\ Reaction 942 N wi th cyanogen
bromde 2 NH2 ERNRN R3 371-6 11-6 where R3 =

&}38 : é{‘D tl%g 91%/ a,%%zé%é Pﬁt%ra{ll? gg[ﬁ/%%agé 0763§de&§62 (eR%t ?loflA m L- or D-

ve amnalono

Qﬂrﬂl@maﬁiﬁelﬁ R2 Phirk, MO Syakh. D99 €XJ 308) ofarmethyl-dibstituted Garner’s
Park, J.M Og. Synth. 1998, 1X, 300) or

aldelptday R:sutsby; frotdld a@dd-nemethylsativie lﬁswdEOZ(aF&:aImi Aytrghedron
| serine;. Avenoza

AP Parion o O RUTH Y b8 FarCt5aP8Inq fr Pyt can e
actonplislosdigunddeding agenusieh XXXlaBH], IQBH4,Bﬁ1lB{(OAc)3 or Na(CN)BHj3 in
%é@gﬁr%&ﬁ%%gﬂ?%(a%@%@aﬂﬁma e%@t eﬂslngdl %rﬁe iyé[g[_TB |Eﬂixane or
HiPhires dharbdfan difrbsnes oflanZcdiatingqiroed dadieychBHHCl or a carboxylic
0L 5a0e S0t KL S5, g ol LR sSE00E OBt o 10100
Ctat 10r40an acti vati ng Lewi s acid such as ZnCl2 or

Rt GspariPPs & dBRATE T e paad et g P o BsgBR G Vo a
FXXL bveln%hd f(ﬁihimdl]ﬂ?drebt\ﬁmm V\h{fkﬂ&hﬁim inGeGHAM @6 drh Gérhperature.
EOI | o{,‘Qﬁiy@Ingn of t aetcr(g?nr%)tou\rllmdto? formull_|4 q;cgrtnpggnén of formula
XXXIII-2 can by accomplished by treatment with a suitable aldehyde RCHO in the
presence of a reducing agent such as NaBH4, LiBH4, NaBH(OAc); or Na(CN)BH3 in a
solvent such as MeOH, EtOH, dichloromethane, 1,2-dichloroethane, THF, dioxane or
mixtures thereof in the presence of an activating protic acid such as HCl or a carboxylic
acid or an activating Lewis acid such as ZnCl, or Ti(OiPr)4 at a temperature of -10 to 60
°C for 1-40 h.

Step C: Preparation of a compound of formula XXXIII-2 may alternatively be
accomplished by reductive amination of a secondary amine compound of formula
XXXIII-2 and Garner’s aldehyde (from L- or D-serine; Garner, P.; Park, ].M. Org. Synth.
1998, 1X, 300) in the presence of a reducing agent such as NaBHj, LiBHy, NaBH(OAc)3
or Na(CN)BHj; in a solvent such as MeOH, EtOH, dichloromethane, 1,2-dichloroethane,
THF, dioxane or mixtures thereof in the presence of an activating protic acid such as HCI
or a carboxylic acid or an activating Lewis acid such as ZnCl, or Ti(OiPr), at a
temperature of -10 to 60 °C for 1-40 h.

Preferred conditions are NaBH3CN and ZnCl, in MeOH at r.t. — 40 °C overnight.

Step D: Simultaneous cleavage of the amino alcohol protecting groups of the compound
of formula XXXIII-2 can be effected with a mineral acid such as HCl, H,SO4 or H;PO, or
a organic acid such as CFs3COOH, CHCL,COOH, HOAc or p-toluonesulfonic acid in a
solvent such as CH,Cl,, CHCl;, THF, MeOH, EtOH or H,O at 0 to 60°C.

Preferred conditions are 2N HCI in EtOH at reflux for 1 -3 hrs or 4N HCI in dioxane at
r.t. overnight.

Step E: Cyclisation of the amino alcohol II-6 to the corresponding 2-aminooxazoline -6

can be accomplished by treatment with cyanogen bromide in THF as solvent and K,COs3
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Step B: Al kylation of the conmpound of forrmula XXXII1-1
to conpound of formula XXXII11-2 can by acconpli shed

whyoosoezssrent Wi th a suitabl e al dehyde RCHO i nP@TBP2008/050765

presence of a reducing agent sych as NaBH4, Li BH4,

NaBH( QAc) 3 or Na(CN)BH3 in a 15 sol vent such as MeOH,

t j.C , - di r T

b S R b L et P o e D e B ppnamol as slven
aind sodatr pgetpe @t baseat 8C suchoagnidBl or a carboxylic

acid or an activating Lews acid such as ZnCl2 or

Ti(GPr) 4 at a tenperature of -10 to 60 C for 1-40

%é"!%ﬁ%éﬁ Bg?guﬁﬁ?a%h%tfk}?@coﬁg;ﬁnﬁ?”pou”d of formula

- 20 acconpl i shed by

reductive am nati on of a secondary am ne conpound of

f obslatign axckrpyificapion o thesgomanougda pgbinjamediages ghescribgd herein can
B SIS dERFA by arly: suithlsle Kefpalg&tiwh PperifitdhnprocciA8Ssuch as, for

| X, 09% in the resence Of a reducing a ent suc 2§
REEIIS T80, ONEBHO BAD) R R OB T e i Jver
shromaasyrifigHthidkt-drtr dir@hhopapby, ipaeyarative low or high-pressure liquid
g‘hr%_ %&%&p [ oo%tahc%n%‘inati-gﬁ%‘f.t elsg E%di&)rg . gk%(ctlf{f'c!’ igast{*aQ%%g 8% suitable
Fn the Presence o an activat fng protie acid such as
$4ORratipd and iselatian poxserings o be lord bynrefeetrico & thegremwiteons and
é&h%l&%?eiﬁ%el%@q{%w%erj- oth@ é%fulﬁlle%& sédatSBRSE "f)srolﬁpu%n‘f)frocedures
-10to 60 C for 1-40 h. Preferred conditions are

ise USAEGE 2155t Reyernpic apixiurgs of chirg) comppupd gftfprmula [ can be

Sperntdd ushigalitahAeoas cl eavage of the anmino al cohol
protecting groups of the conpound of formula XXXIII-2

sdn deowbbecdsad fovinidla® ni neral acid such as HCl, H2SO4
or P4 or suc

3 [ i d CE3 . .
SSRE AL L BT o) PR U aY o o carpRaing acd
sdttitiod sal (CHR Ed@h vefsinlis accbinplishMIdby; tré&dtieh okithi2iQeat a Stoldhiometric

60C. Preferred conditions are 2N HO .i.n at. reflu .
SBPUAL OfSn AP By iAo S b ke s pidy it ihystfuric
Sli@mitric a@dc bh@s@hbﬁ_ﬁ a6fl ahdh &}eam'eruindgirg%{g@ hcids]sglﬁh thadeti€acid,
correspondi -a nooxazol.l ne -0. can. e . . ..
R P07 fo T RS S BRalk A SN B alenicacidpuccinic
asg snleatidarihnRG0R, U A0EH 9GS BRAQ0PLASOT Bucd

s base at r. overni ght, or by treatnment with . .
waﬂ%@ﬁ%imﬂaa&ssqﬁﬁenwﬁ rnesultarie ye P elHen s ylminmcid, salicylic
aGehad thedike DRgRcalll, the Geé Bask iddissoMed M ghinertlosg@dnad dobfent such as

n urification of the conpounds 5 |solatio d :
ﬁlﬁﬁwf bk FER 5F0E ShleERiBETrHeanah 6 et eRREdfe Bk and the acid
geRedlih Bethike keliventCERe tehP el @dintdihedB&IVEQND *D¥ndRY°C. The
sui tabl e separation or purificatjon procedure such as,
Fegplting iajhﬁ‘ieél}’“?"ie? tHOR{ANSAUSEQE MAY S Ew,ugﬁ? QHtoh pelpgon W&ﬁ,a less
pehtgBveahr omat ogr aphy, thin-layer chromatography,
th :'”gﬁ[( plr gﬁ]gc{ﬁ,cgj] %é)cg&%)lg garlt% %I;]ﬁie bggig Egl’r;’l%gllll’\llc?s olf ?(\)/¥rr9urla I may be converted

to the corresponding free bases by treatment with at least a stoichiometric equivalent of a

suitable base such as sodium or potassium hydroxide, potassium carbonate, sodium
bicarbonate, ammonia, and the like.

The compounds of formula I and their pharmaceutically usable
addition salts possess valuable pharmacological properties. Specifically, it has
been found that the compounds of the present invention have a good affinity to

the trace amine associated receptors (TAARs), especially TAARI.
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chromat ogr aphy or a conbi nati on of these procedures.
Specific illustrations of suitable 10 separation and

WO e®Bava78h procedures can be had by reference PCI/EP08/050765

preparations and exanples here n bel ow. However,
ot her equival ent separation or~isolation pr ocedur es

‘fﬁ«y q‘rtpglgnd% el Sfve lg%tgd be ;ilclégﬁecﬂhcelz@ lﬂzﬂe te@g‘} t{rhg%mafter.

ounds 0 can

chiral HPLC Salts f fornula I 15 The
&%IPQ&G& tHfds

conpounds of fornula are basic and may be converted

i's accorrpl [ shed by treat rrent vvlth at | east a
stoichionetric anount of an appropriate acid, such as
Reyrdthe chmspnicgomof prrhgsquﬁamntﬂsttaabdingscrllfeucdsmf hauiad, rat and

Rlols déSfAﬂﬁ't%erQ hl%%ﬁﬁg({ frgm(arg,cengm%]lgNEA %senhal?y das"’}t%?crfg%g ?2' ¢

acl uch lonic aci

hmlddmaply etali [d4 hdihd Expxal Hrgharcqlaﬂl,ty P@ERiSgsteri (chhfd])kaguilctstiCS) was
iy PS G éﬁg a{lg ?)Iuglﬁec['?bﬁl (f‘o@uccltdeere %F%E:(I:l ?ntg ébﬁQ 1-TOPO

artarlc acl aci d enzol c acl

donuhg Vectandetlutnogatm tdllownag htaniestuldtons of ‘é}@lnﬂhnufacturer PCR products

gvze:rlea RS Slanet* 1nlt t %%’IQI%SIP&:O% gfﬁl’ggrn(%%ﬁbfofn?eézfé %tg% gtltlos ahfo%lla) and

d{;g@sﬂomejdctors v&nre serqelenceonegﬁad beferl ivenducdivahn adl liniset hy|

ether, ethyl acetate, chloroform ethanol or nethanol

and the like, and the acid added in a simlar

BlgKeentells Th@CGetn\ﬁELatS U3)evdrs cutairad a‘isﬂﬁﬂlﬂly) et desenbdl [Gnderdann et

%?(2@8;%%% %Ig éérg%%iltl nt%éqﬁ)"fly tr trfeecgelﬁl ?Hes Egggs].’at ceﬂg?vgrse tYansfected
with tlenp LREFheo 2aexipekssidal plasm[dsscahtamimg tlrteﬁéﬁj’dasochng sequences

BT OS] harny PR BaamRo0F BTG icotind g pryctions of

gteanahifometer,iagd €4 hiry/pdse hingdéctian theidtlabé mebase wasiatpphsnented

S0BinI 20 B RBHER i Rl Tan oA Ao e e R Bbout 10,

conpouted sobfed exmntl@d dndatagted fugirespphdvamessaatiracahinynes (all
usabl e , addi t| sal ts

bl .
AP POE TR idted) SRR ER X R BRIy Enpyme imamupgasioy (514
Swond (Alnaishahe fcﬂlonmgmhd sionfactthiatipn E5& ptocedivie @té@dbdtﬁmh

PadiBtert! Moo <ol PRet S oSl NS bBs orsyre period of

PCdsER2008/cQBEY @b all siskediart stadfzounds wer e i nvesti gat ed
in accordance with the test given hereinafter.

Mat eri al s and Met hods Construction of TAAR expressi on
Meashrhtisprapstaséabid/radicigsiebindthgcel | |ines 5 For the

O Ll O SR P ) TSR RSB vihous i nd
anp! idnitddinkromyeroni anDpdleshbignicnaifliyats esa iphetbrisymin at 4
°C. The pellet was then washed twice with ice-cold phosphate buffered saline and cell

pellet was frozen immediately by immersion in liquid nitrogen and stored until use at -80
°C. Cell pellet was then suspended in 20 ml HEPES-NaOH (20 mM), pH 7.4 containing
10 mM EDTA, and homogenized with a Polytron (PT 3000, Kinematica) at 10,000 rpm
for 10 s. The homogenate was centrifuged at 48,000xg for 30 min at 4 °C and the pellet
resuspended in 20 ml HEPES-NaOH (20 mM), pH 7.4 containing 0.1 mM EDTA (buffer
A), and homogenized with a Polytron at 10,000 rpm for 10 s. The homogenate was then
centrifuged at 48,000xg for 30 min at 4 °C and the pellet resuspended in 20 ml buffer A,
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Li ndemann et al. [ 14]. The Expand Hi gh Fidelity PCR
System (Roche Di agnostics) was used with 1.5 nM M2+

wapraspea7sd i ed PCR products were cloned into pORI/EPZDERB0765

cl oning vector (Invitrogen) foggt owi ng the instructions
of the manufacturer. PCR producCts 10 were subcl oned

%fgcf R?&Q%CH%CB%&%OQOliﬁgﬁ 8 0((%[8 gll‘l?i%% ?6:9 Prgf%ln C({%ICEI’RI'B.UOH was

dﬁennﬁme@bbdfednehodmf Bxdmt:t(Rockfond tel Thd lncvreegenlaEN%Ehen

éﬁ%&%ﬁl{gé@ %{-t g QRkorﬁ% erﬁl)n g8 %g@?ﬁcﬁg i if:ﬁﬁ,‘s I@M)M 6 mM), pH

n gener a |on
D ilsctladtihg Mg@ndDecyednd QaClzI g mesnri—[EKZ@Bande(IZ InsMyelbgfer B) at 200

con g %ed% %Pﬂ%&éﬁ Q’e RE‘le%?%seXpreSSI on pl asm ds

i ning equences (descri bed above)
Mﬁth Llpofectan1ne 2000 (InV|trogen) accordlng to the
tructiaons

Il ag3dy;wds pteﬁorntﬁ h t%ﬁl% na[ Valuma ogl %‘?‘I N> ert)la an 1ncHglat10n

ran 1 Oon e Cu ure nmedil um was sup emant
ﬂlmaf@/fﬁi) nmmle(lsd@trgandauﬁmac Bl L Bet- tearauydro,olf hqrhthyl) -

ture er i 0 es
BB bl B deh Sl OB St B p B B g o sive

é hbhndZﬁI awurrpbﬂnm ¢6 ofpthe a:dsta]&eldedl ragiiol fjagdragnaentritidrh end AMpcific
A
Elnﬁ nmkhlgh f%)éesg]ntrﬁrarg]g or%ic’(s a%tflg Eb E?SR O/S¥)§ éheg]at%m&lgln\gi 18%1& specific
bmdtﬂge/vaslmﬁuécbastthf ennouMn‘fcﬁ:ﬂlmez (:EB B 4Luene]wdnbnleﬂiaphthyl) 2-
EC50

RhERLE Bolpd iR St e FpEabilt fr BE R BeSagditv.
Mbnifpfg]el@%gmmdpweatrtesg?emmjwﬁamr@e iof) amteburmbrrsq 1@CeM s3@M). The
B R Bl RRS i PRER e RERRS TR Baal S mongfferd
ol dHA A aﬁlldlr@eEi_lrﬁlte @ﬂeﬂn?/lgﬁﬁmt srpetfogatd ﬂfﬂtqiélcatit\?m(l‘(ll rrmﬁbzftmhs were
%Elgubaﬁdlubypr%@pfﬂgf‘téo @B'?&Fer @éflfard E‘bﬁtf“&em
Wﬁﬁlpﬁ{l@mﬂ gllmﬁkﬂdzractl@typbysolam‘%fbaé aﬂ?:aes:t ln hlih @ulydth\?ghrm%e 0.3%,
SR BB B RO PR bR Ay 55 B hcs
fFl)Igﬂts &ilefoH thgrlg 1v_v1%hézgivl tEREsAyittanehl AH TG t §?foc138cglc))wfdr|3 @ilters were not dried

ol kP hanciedt (SuTBER: biRb s o ga otB §hd found

f‘ﬂdﬁbaatwlﬂy sfms&f@dnteﬁ@y&e]r dp&lount BEuUSpREIRthtilAtidd Odlinter (Packard
EPES- Na &320 mv), pH 7.4 containing 0.1 nM EDTA
IBHPP’@Pt QPaBRY hompgeni zed with a Pol ytron at 10, 000

e ho en n 35 centrifuged .
L R R 5P g MR L R i DR SRy REPH F OHAKARY i the
rapgeopehdedM as sROwniin thngtﬁlﬁe bdpwWO 2008/ 092785
PCT/ EP2008/ 050765 -35 and hoaneni zed with a Polytron

3tel%%ar rﬁqned by (Pﬁg iet%m %ﬁe‘)t Pi er@gn((:g ’i?rtoﬂlgr @M)I'he

honpgenat e| NAYSYMEN  cent ri f LHWASHFAL48, 000x g | eQuse/mat

mn at 4 G resuspéended in HEPES-NaOH (20 mM), pH 7.0
d

i ncl ydi ng MyGbB1A 10 nmMi4and CaGlR4g Arotesn perg.miz4an
(2 M) (buffer B) at 200

5 0.0021 149 0.0019 256 0.0006

6 0.0038 150 0.0009 257 0.0074

7 0.0083 151 0.001 259 0.0088
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16 0.0048 160 0.0028 269 0.0083 17 0.0057 161 0. 0062
270 0.0016 18 0.0022 162 0.0025 271 0.0013 19 0.0018

wae®snInes/ 272 0.0013 20 0.0009 165 0.0012 2rGr/OP0YE50765

21 (S) 0.0008 166 0.0047 274 03P011 22 0.0011 168
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rat
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O U. UUZO
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17379(9019 2850817. 0045 1841t 33 0000907 1‘2@30.(0650%87
o 0027 rat| 34 0.0011 176 0.002 289 0.0017 35 0.0033
53004 28308 0008 36 0. P03,dB80 0. 0988 2920 638035
V\D 208 / 09785 PCT/|EP2008/ 053765 -37 37b (S) 0.0087
184 0063293 0. 0062 39a ( UUAWWW
0. 00‘888 48 00@@@22 186 é8@045 2@5@%5 0082 2929 (. db¥21g7
0. 0021 296 0. 0004 (60 0. 00471188 0.0038 298 (. 0004 613
0. 0086 189 000098 299 9gP042| BIH001 0089 2980 0. QAR43011
0.0023 78 0.0064 192 0.0019|302 0.0017 80 ($) 0.0008
193 0. 0043 3 11 (R 194 0. 007
0.00%3 81 @;30‘87 0064 igg 0. )o%é’%gge é@% 83’-6@?‘3)
00080196 u.ooee 3080000982 (SR)—0-0016-198
0. 0063 310 0. 00086 189 0.0008 299 0.0042
73 0.0089 190 0.0008 301 0.0023
78 0.0064 192 0.0019 302 0.0017
80 (S) 0.0008 193 0.0043 303 0.0011
80 (R) 0.0083 194 0.0073 304 0.0033
81 (S) 0.0064 195 0.0018 306 0.0027
82 (S,9) 0.0080 196 0.0066 308 0.0009
82 (S,R) 0.0016 198 0.002 310 0.009
rat
84 0.0017 199 0.0093 311 0.0042
rat
85 0.0011 201 0.0002 313 0.005
rat
86 0.0008 202 0.0017 314 0.003
rat
88 0.001 203 0.0039 315 0.0016
rat
89 0.0013 206 0.0032 316 0.0003
rat




rat

WO 208892783

r at

0. 0013 206 0.0032 316 0.0003

84 0.0017 199 0.0093 311 0.0042
201 0. 0002 313 0. 005

rat 85 0.0011

86 0.0008 202 0.0017 314

88 0.001 203 0.0039 315 0.0016 r arCBEP2008/050765

t WO 2008/ 092785

PCT/ EP2008/ 050765 -38 91 0. 0006 210 0.0014 318 0.002
Fat— 10100034211 00024321 00014 rat— 10300004
212 9. 0068 3022005 002 RH 105 0.00007 |21316. 003 3262
0.001 107 0.004 215 0.0024 328 0.0052 109 Q.00L4 21
0.002 330 0. 0008 110 0.0018|217 0.0Q15 332 0.0061
11T 00011 219 0. 0009 333 0. 0021 113 0. 00121220
0. 0084 337/ 099634 |1132bl 0016 2. 00232838 |0. P
114 0.0021] 222 0.0048 340 0.002 115 |0.001 223 0;49059
341 0. 0046 116 0. (0012 224 0/ 0063 342 0.0045| 118
225 119 0 37
8?% 888@% 227289008 %4@8%.c 56%12¢ o8§é%4
228 0.004 349 0. 0023 rat
105 0.0007 213 0.003 326 0.001
107 0.004 215 0.0024 328 0.0052
109 0.0014 216 0.002 330 0.0008
110 0.0018 217 0.0015 332 0.0061
111 0.0011 219 0.0009 333 0.0021
112 0.0012 220 0.0084 337 0.0034
113 0.0016 221 0.0022 338 0.0031
114 0.0021 222 0.0048 340 0.002
115 0.001 223 0.0059 341 0.0046
116 0.0012 224 0.0063 342 0.0045
118 0.003 225 0.0062 343 0.0028
119 0.0026 226 0.0054 344 0.0025
120 0.0014 227 0.0081 348 0.0036
122 0.0034 228 0.004 349 0.0023
124 0.0044 229 0-003 350 0.0064
127 0.0003 231 0.0025 351 0.0024
129 0.0029 232 0.0006 353 0.0014
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124 0.0044 229 0-003 350 0.0064 127 0.0003 231 0.0025
351 0.0024 129 0.0029 232 0.0006 353 0.0014 WO

WQo®8/Nh32¥85 PCT/ EP2008/ 050765
0. 0093 354 0.0003 132 0.0007
133 0.0022 236 0.002 356 0.004

-39 131 0. 0024PQ@BEP2008/050765
5 0. 001 355 0.0043
135 0.0009 237 0.0025

357 0-00668—1360—00382383000335860-0084—13%
0. 0025 240 000032 359 0396021 13899. Q0135242 | 0.2
364 0.0020, 139 0.0019 243 0/0094 365 0.0029| 140
0.0Q%,244 0. 90@hd7 367 0,001 141, §,10027 246 0. 00p§4369
0. 0009 142 O 0018|248 0.0029 370 0.Q037 143 0.0007
2490, 0075 371 0. 0096 144 070012 25G 0.0022 374
0.00688 14b5 @0%226 251280 0086 )-¥0%001 P26 0. 00404352
0. 0008 The r‘nnrpmmdq of formula | and the
pharigaceut | calpbgy accepbapl e salptm2of th655¢orrp0Lm@t}58 off
forrrula | can be used as nedicaments, in the form
r mace prep tion ph r ceut
pr egggatl on bggﬁé be= ad?’l;’% st o r e(bo%?al ly, ga 41&?’%
Ahl ot o ~rnat od '\l nt o AnpAAoc \arrl AN
sof t13gel at | n@OﬁwpsuI e524@;ol u1 i Or®32 emJI s$HOns |0r0.0021
suspen- sipns. The|adn ni st_rati on can, however, also
be gfifected pagially, 848 ih thpziorimaks | 00
supp03|tor|es or parenteral y, €.g. |in the flormo
I Ilj B(,ll OT1 UI uti [O1AE IIIB (,UIIJUUIIUIb UI I Of IIUI d ' Ccdll ue
prodé8sed wi PROPharmacétti cal | Y-008ert|, 3onor qarﬂ Q028r
organic carriers for the production of pharmiceuti cal
pr egaoati ons.p.doact ose, 2440 corp.ggbar dh agyderni vabpyves
thereof, tlalc, stearic acids|or its galts and the |ikle
can used 870 85 / z 765 -40 fofr
exar}gfe as gé\é)# arri 2%% C@aosgéts %g ted toa%q%gts,
rlr agees—an |l 2t i na ca '\cnl ac St ahl carri erls
M CATT I I u 3\o| AT T LILA Y3 = A% B B v ary U C AT OCUAT T 1T o1
for lsmft gel a.toorm capsofies are0.0009 exargbe, |vep@i3abl e
oils, waxes, fats,
143 0.0007 249 0.0075 371 0.0096
144 0.0012 250 0.0022 374 0.0006
145 0.0026 251 0.0086 D 0.001
146 0.0041 252 0.0008

The compounds of formula I and the pharmaceutically acceptable salts of the compounds
of formula I can be used as medicaments, e.g. in the form of pharmaceutical preparations.
The pharmaceutical preparations can be administered orally, e.g. in the form of tablets,
coated tablets, dragées, hard and soft gelatine capsules, solutions, emulsions or suspen-
sions. The administration can, however, also be effected rectally, e.g. in the form of

suppositories, or parenterally, e.g. in the form of injection solutions.

The compounds of formula I can be processed with pharmaceutically inert,
inorganic or organic carriers for the production of pharmaceutical preparations. Lactose,

corn starch or derivatives thereof, talc, stearic acids or its salts and the like can be used,
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sem -solid and liquid polyols and the |ike. Depending
on the nature of the active substance no carriers are

whowevea7sisual |y required in the case of soft REI/EPINF050765

capsules. 5 Suitable carriers E(pr t he production of

sol utions and syrups are, for exanple, water,

%‘%l %ﬁjgfl’e a%'SM&?Ea?her Y(?rgt%lgtkgl c%a edltalﬁ&g cfrg ee% iuk(cﬁhard gela‘fine capsules.
uitable carriers for su ories or exanpl e,

Braitaltcadaroers harsd geldtind ¢@_§ulv\aare,sfpr é)atrgﬂe, segrtabll¢ jlsi waxas, fats,

g n%ugoﬂd 918!1 Ylglll%l &)%ﬂ%lst ‘ﬂl%l thle hfé. D-Eﬁ?ncﬁﬁgogﬁ% eryattur%%f the active
Dreparatl ons can,’ Hof eover, "COnt al N° preservati

Suﬂsmbt:d: ng earsiers asd ladidviez esuslly watitredin &g emef soft gelatlne capsules.

sl?]flab c! (]:Calrr er§ forstggﬁgl) u thSIi ?fCS%lIRIroggégd s ]gve*or% 6}4’1} g’Xané) e{t\/\%ter,

p@emls,glmroé,rnegﬂxbld alhtasd theH k. Smtabhl aoiecofor aupfpogsttomés are, for

exag%ﬂz;ll(lz,m ﬁuragoerco egllﬁc::l] éﬂ%?\! uab%a?sl Lﬁﬁ)slth?ﬂ 5P riqu'YE%be%‘E%%?he like.

pharmaceutically acceptable salt thereof and a

t her @bephdromkéutichlgeparatarmnsicen, rapeowrs@ndmin phjsevutiah, solubilizers,

Etlé]l%g?gr? %\ge%ngl\%@xﬁ nélfuﬂnlﬁegssv&e%teﬁerg rc%(l:(g‘a’rgﬁts,f f?arvo}alill% Ea{(g for varying

dmrmmwnd $)r®$uré dmffstksamaslangi ﬁgemtsm'ramtramdmts dﬁielyyan also contain still
t abl Its and, if desired, one
%%ﬁglrega%o Blg'f}}g[?@e tcselb sFaélg% y val uabl e substances into
a galenical admnistration formtogether with one or
nor eMelsrmpeuicbu@lniyg i pempowat ofiferngula Thea pbatmaceutically
r .
Qgcgétgfélle g%t Jgfg:géo? ﬁl&% g ﬂ?ere\%&}uﬁﬁaﬂ?f {“}B%erlgfi Jsrg ?lég rgrsl Bg&?fcﬁtethe present
venttial, ansrooessips them prbductexanplc comprisesdatmgerg orgror more
v n : :
épqng(gaugiecﬁ %gﬁo)%ﬁle ?JI egln i r:;?f'a 1%ta¢eu?§%]QLQ%p‘?abhﬁfcrngiru{]acﬁ?% ?atlt)? and, if
déssred,dere oéﬁma))thefﬂermaﬁlywahlabla rsybamrtcm imtank gadenical
Linmit
el 00 At eeflr FRIRPor PRYE sk iR e
In the case of or aI admnistration t he dosage for
adul The oast rafeyredl irshvagioosiin @c@tangs with HisguesenOid@entipn are those,
f r
! ﬁghgg&rﬁrﬂg{ dlg(h ggllgg)? g{r@r:gcﬁg?al er\g)%g E}és?érrrndcfgﬂ {Q‘ﬂgﬁ)lh% t}l/n% tre@fment or
arc&erptcmmfelepamon tPghess,. Paﬂhesouhaa discastosmgety mmy atyention deficit

ﬁﬂ;g e dose or in divided doses and,
&é&&f:&g%d% e upg limt can al so be exceeded

vvhen this is found to be i ndi cated. Tabl et Formul ati on
Vet Tl dosagatanon)y withienwilnmedaehwvall, of cawse, Bavegorpg adfisted to

L e T e

dpagafosadulBT@n 126 f1O6 aBoutIB0l Mg fo St RAOABEPe6dEy & a3ompound
of general formula I or of the corresponding amount of a pharmaceutically acceptable salt
thereof. The daily dosage may be administered as single dose or in divided doses and, in

addition, the upper limit can also be exceeded when this is found to be indicated.
Tablet Formulation (Wet Granulation)

Item Ingredients mg/tablet

5mg 25 mg 100 mg 500 mg
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4. Mcrocrystalline Cellulose 30 30 30 150 5 5.
Magnesi um Stearate 1 1 1 1 Total 167 167 167 831

wOoRWeNNT8ri ng Procedure 1. Mx itens 1, 2, 3 BCHEBE20881050765

granul ate with purified water., 2. Dry the granules at
50C. 10 3. Pass the granul es t%rough suitable mlling
paul ORALundor AlEM 5 and gri x for Jbhree mgutes; 5o
conpress on a suitable press.” 15 CapSul e Fornul ati on
2t enl.dangpe ddhheditosis /& apsul e1% ng 25 19§ 100 ngp0500 nyls0
. of formula I 5 25 100 500,20 2. Hydrous
Pt R lg00 s Sha o 5T e Starch 2535 J0 200 &0
Fal cMiGodystallin2 Eell&losdvagnesi 3#m St ear d0e 1 2 205 Tot al50
00 3 25 Manufacturing Progedure 1., M x
%‘ten%g%?es%qgggeg?t?n a suitablule m xer for 30 m'lnut es.

2. Adodtal tems 4 and 5 and m 6% or 3 niicAutes. B7 Fill 831
into a suitable capsule. W 2008/ 092785

%{1 E’alqgl [Qgggig?e -42 E_xperi m_snt al The foll oyvi ng
evxzrrrpgﬂ—es—%—r—ust—rate the invention but are not intended

tolimt its scope. Exanple 1 (RS)
14- Metiniemg 1 phénpil 4408 gdinwale vithyazidkd Raieranm ne  NHZ

N O D?yt%)e g@«ﬁ%hés%f‘%ad?o' 2- phenyl - propan- | - ol

3. Pass the granules through suitable milling equipment.

4. Add item 5 and mix for three minutes; compress on a suitable press.

Capsule Formulation

Item Ingredients mg/capsule
5mg 25 mg 100 mg 500 mg
1.  Compound of formula I 5 25 100 500
2. Hydrous Lactose 159 123 148 ---
3.  Corn Starch 25 35 40 70
4,  Talc 10 15 10 25
5.  Magnesium Stearate 1 2 2 5
Total 200 200 300 600

Manufacturing Procedure

1. Mix items 1, 2 and 3 in a suitable mixer for 30 minutes.
2. Add items 4 and 5 and mix for 3 minutes.

3. Fill into a suitable capsule.
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To a stirred, cool ed suspensi on of
2-am no- 2- phenyl -propionic acid (488 ng) at r.t. in

WA BE80908511 ) under an argon at nosphere was addedI/EP2008/050765

portionw se LiAlH4 (244 ng). The ice bath was renoved
and stirring at r.t. was then continued for 20 h. The
m xture was 10 cool ed iniﬁn i ce b th, diluted with 5
M THE and H20 (0.23 m), ‘?ﬁ“ﬂ-&&ﬂal(o 23 m) and HO
He RAWiNg ¥8H9lRARH . RURE RS SNSRI YutdRIn&3hRhedd 16-1imkk 1§ 5cope.
30 mn stlrrlng at r.t., the mxture was filtered and
the cake was washed Mﬁth THF. The filtrate was
concentrated. The crude prdawete has purified by
col um chr oR$ PYNRIN-4-phérdyE-a,50&hy d - S8 -ylahRECL2 -
S G2l M0 1) ltq%iglﬁv v, Xy R
2- am no- 2- phenyl - propan-1-ol (26&Hy) as col orless 15
viscous oil. M5 (I1SP): 152.3 (f¥\Hl +) b)
(RS) - 4- Met hyl - 4- phenyl - 4, 5- di hydr - oxazol - 2-yl ami ne To
a stirred, cooled (0C) m of 2-am no
- 2- phenyl - propan-1-ol (26 ) and K2COB8 (292 ng) in
THE (5 m) under an argon at nosphere was added a
S0IRSH i20Amirdo-2Pheydnagpim-bradni de (292 ng) in THE (5

)...The ice bath was nmoved . and stirrin
Thb sudRTichaEd Sruensa of SRt e ikhiond Stk meag -t in
TEIF (1akenunderian a@(ﬁ%ﬁlkﬂ&ﬂleie das adlbé padioaous [pRiakE2amg). The
back extracted wt OAc. . The conbi ned | CS, Wer.e
R D PP Bl e 8l b UG SAAET ISP Bl R EKure was
caviekintandt €hth, ikt wigke 5 pil OTHIC 4n dNEISO p@m fhilgd N BMOH (0.23 ml)
%%L%g /(ﬁigé]%ﬂgxt/vg ragag%?u\(;gésgggl}a} algcf lzeiregl{ }Xﬁer 30 r(r%_r|12 stCl]r'rzlng atr.t., the
ﬁnitﬁfeszls—fﬂteBé&’ﬁdiMl | tgé cﬁcedfizab wasledoxaz OHE 2T lyd falfattevd{s20fcentrated.

e soli I 177.1 MtH] .+ n ..

gﬁ%\%@s Prastic &\5&5&@%@&0% fhrﬁ@#%ﬁhvﬁglf%&fﬁi&ﬂ% CHCL -
Al AR D09 1 A6 §ife Aahiino-dgihieMAt prépaierdd (PdceRgar £dolo3Rss
Ao PR St GHBE A2 PACHIY)- 4, 5. -
VAo OF h3A-3 BAERYT Y- 4, 5-di hydr o- oxazol - 2-yI ani n

e WD 2008/ 092785 PCT/ EP2008/ 050765 -43 NH2 N % O F
: ;henngIyC|ne

To a stlrred cooled (O°C) mixture of 2.am1no 2-phenyl-propan-1-ol (266 mg) and
K,COs (292 mg) in THF (5 ml) under an argon atmosphere was added a solution of
cyanogen bromide (292 mg) in THF (5 ml). The ice bath was removed and stirring at r.t.
was continued for 18 h. The mixture (white suspension) was taken up in EtOAc¢/H,O 1:1.
The aqueous phase was back extracted with EtOAc. The combined organics were washed
with brine, dried over MgSO,, filtered and concentrated. The crude product was purified
by column chromatography (silica gel; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to give
4-methyl-4-phenyl-4,5-dihydro-oxazol-2-ylamine (204 mg) as white solid. MS (ISP):
177.1 ([M+H] ")

In analogy to example 1 and starting from the respective amino acid or amino acid
derivative were prepared:
Example 2
(S)-4-(4-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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Exanple 3 5
(S)-4-(4-Fl uoro-phenyl)-4,5-di hydr o- oxazol - 2-yl am ne

WORES/09785 L" X0 F /  From L-4-fl uorophenyl gl ycPEGEEP2008/050765

Of-white solid. M (ISP): 1_84%_9 ([ MrH] +) 10 Exanpl e
4 (S)-4-
(2- Cnhl or o- phenyl ) - 4, 5- di hydr o- oxazq},- 2-yl am ne  NH2
Cl N 6111. L"X O FromL-2-chlo phenyl gl yci ne.
Li ght yellow solid. M (ISP): 1@/@ ([M-H +) 15
Example 5 (RS)-4-
(4- Chl or o- phenyl ) -4, 5- dl,ﬁ_hyd
N Cl From DL-4-chl orophesy"yci ne. Light yell ow
solid. M (ISP): 197.1F(§MH +) 20 Exan‘ple 6 WO
2008/ 092785 PCT/ EP2008/ 050765 -44 (RS
FronrEi4-( g pespmraiyliphserglyying, Gfayigge oxazol -2-yl amin
#1S (Bp)F2 Mo+ From

-(ng()t rﬁfmor oﬂr?et?hyl ) phenyl gl ycine. Of-white solid.
MS (1SP): 231.3 ([MrH +) 5ERmpl® 7 (RS)- 4-

(2,4-Difl uoK gy Plaf B¥loko Lbh@nﬂ Q}Sdéilﬁy&)&a&&kolzl ¥ﬂaﬁﬁh@e

NH

e

k/o
A

From L-4-fluorophenylglycine. Off-white solid.
MS (ISP): 180.9 ([M+H]")

pbxazol -2-ylamne -e H2

Example 4
(S)-4-(2-Chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
NH

Cl N 5(
\\“,\/O

2

From L-2-chlorophenylglycine. Light yellow solid.
MS (ISP): 197.3 ([M+H]")
Example 5
(RS)-4-(4-Chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
\

N

Cl

From DL-4-chlorophenylglycine. Light yellow solid.
MS (ISP): 197.1 ([M+H]")
Example 6



NH NO Ft " FromDL-2,4-difluorophenyl glycine.
Of-white solid. M (ISP): 198.9 ([ MtH +) 10 Exanpl e

W@ 2(0R8)2783%1- 0- Tol yl - 4, 5- di hydr o- oxazol - 2- yl anm neCT/EP2008050765
O From (RS) -a-amno- (2-nmnet h¥4 phenyl ) acetic acid.
Of-white solid. M (ISP): 177.3 ([ M+H] +) 15 Exanpl e
9 (S)-4-pcy A (r e ] ] > .
(2, 3- D fREbF o2 pHamryms e ghedl & i ot Zn e ing
N O 11 F F From L-2, 3-di or ophenyl gl yci ne.
Of-white solid. M (IS 199. 3 ([ M+H] +) 20 Exanpl e
10 (RS) -4-Biphenyl -4-yl di hydr o- oxazol - 2-yl am ne
WO 2008/ 092785 PCT/ EP2008/ ' 045 HZ N cxlo From
(RS) -am no - bi phenyl -4-yl -

cet i%i d. Of-white
solid. M5 (ISP): 239.1R[MH +) anple 11 5
(RS) - 4- ( 2- Fl uor o- phenyl ) - &, 5- di hyd¥- oxazol - 2-yl ani ne

From DL-2-(trifluoromethyl)phenylglycine. Off-white solid.
MS (ISP): 231.3 ([M+H]")
5 Example 7
(RS)-4-(2,4-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

From DL-2,4-difluorophenylglycine. Off-white solid.
MS (ISP): 198.9 ([M+H]")
10 Example 8
(RS)-4-0-Tolyl-4,5-dihydro-oxazol-2-ylamine

2
=

o)

From (RS)-o-amino-(2-methylphenyl)acetic acid. Off-white solid.
MS (ISP): 177.3 (IM+H] ")
15 Example 9
(S)-4-(2,3-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,
=X

\\“I\/O
X,

E
From L-2,3-difluorophenylglycine. Off-white solid.
MS (ISP): 199.3 ([M+H]")
20 Example 10
(RS)-4-Biphenyl-4-yl-4,5-dihydro-oxazol-2-ylamine



HZ N O C(F From DL-2-fluorophenylglycine. Of-white
solid. M5 (ISP): 180.9 ([ M+H] +) Exanple 12 10

W@ REpO%78%- Tri f | uor omet hoxy- phenyl ) - 4, 5- di hydrREDER20$/050765
2-ylamne HZ NO F~ O F From
DL-4-(trifluoromet hoxy)phenyl gi'ycine. Of-white solid.
ME (ISP): 247.3 ([ MtH +) 15 Exanpl eNgS (RS) - 4-
(3-Trifl uoromet hoxy-phenyl) -4, 5-di f o- oxazol - 2-yl am
ne FFFH -Ir N~ OO 5111, 1fF
DL- 3-(trifluoromet hoxy) phenykghycive. O f-white solid.
20 M5 (ISP): 247.3 ([ M+ pl e 14 (RS) - 4-
(3, 4-Di chl or ophenyl ) -4, it 0- oxazol - 2-yl am ne WO
2008/ 092785 PCT/ EP2008/ -46 HZ N O d C

From (RS)-amino-biphenyl-4-yl-acetic acid. Off-white solid.
MS (ISP): 239.1 ([M+H]")
Example 11
5 (RS)-4-(2-Fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

From DL-2-fluorophenylglycine. Off-white solid.
MS (ISP): 180.9 ([M+H]")
Example 12
10 (RS)-4-(4-Trifluoromethoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine
NH

N=
(e}

2

F
F
F>|\O
From DL-4-(trifluoromethoxy)phenylglycine. Off-white solid.
MS (ISP): 247.3 ([M+H]")

15
Example 13

(RS)-4-(3-Trifluoromethoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine

From DL-3-(trifluoromethoxy)phenylglycine. Off-white solid.
20  MS (ISP): 247.3 ([M+H]")
Example 14

(RS)-4-(3,4-Dichlorophenyl)-4,5-dihydro-oxazol-2-ylamine



10

15

From DL- 3, 4-di chl orophenyl gl ycine. O f-white solid. M
(1SP): 231.1 ([MrH +) Exanple 15 5

W@ RE30%782- Met hoxy- phenyl ) - 4, 5- di hydr o- oxazol - PE/ER290$1¢50765

NH Noc O 1 FromDL-2- mstho phenyl gl yci ne.
Of-white solid. M5 (ISP): -4 ([ M+H +) Exanple 16
10

(RS)-4-(2,5-D fl uoro-phenyl) -4, 5 'ﬁydro-oxazol-z-yl am
ine ~NHZ ONF F FromDL-2,5 %%I uor ophenyl gl yci ne.
Of-white solid. M5 (ISP); [ MtH] +) 15 Exanpl e
17 (RS)-4-
(2,3,4-Trifl uoro-phenyl )G <di hydr o- oxazol - 2-yl am ne
NHZ O ~\ NF F F From ¢

FiesppL- 51 hiclomRhep i Vs ¥ouh Gossrls Murb Es3gbs Bdobes

-47 Exanple 18 (RS)-4-
(3-Chl oro-2-fl uoro-phenyl)-4,5-di hydro-oxazol -2-yl ani n
e Example 15

(RS)-4-(2-Methoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine
NH

2
=X

o)

o)

|
From DL-2-methoxyphenylglycine. Off-white solid.
MS (ISP): 193.4 ([M+H]")
Example 16
(RS)-4-(2,5-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

From DL-2,5-difluorophenylglycine. Off-white solid.
MS (ISP): 199.1 ([M+H]")

Example 17
(RS)-4-(2,3,4-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

F
From DL-2,3,4-trifluorophenylglycine. Off-white solid.
MS (ISP): 217.3 ([M+H]")



5

10

15

20

NHZ O ~\ NF C From
DL- 3-chl or o- 2- f| uor ophenyl gl ycine. Of-white solid. 5

wOB0ghSP33 215.1 ([ M+H] +) Exanple 19 (RS)-4- PCT/EP2008/050765

(5-Chl oro- 2-fl uoro-phenyl)-4, _Szdjj hydr o- oxazol - 2-yl am n
e NHZ O\( NF C From

DL- 5- chl or o- 2- f | uor ophenyl 4N O f-white solid.

10 M5 (I1SP): 215.1 ([ M+H| +?J“éq<é\lﬁg?e 20 (RS)-4-

( 4- Br onuRShdrp1Ghldr b2 -diubye pberykias,61dilRrdrb-axnzod-2-Naktirz N
O Br From DL-4-bronophenyl gl ygjpe. Of-white solid.
M5 (I1SP): 243.1 ([MrH +) 1p Exéanple 21

(S) - 4- Bi phenyl - 4-yl - 4, 5-di hydrg- oxazol - 2-yl am ne and
(R) - 4- bi phenyl -4-yl -4, 5-di hydro- 20 oxazol - 2-yl am ne
WD 2008/ 092785 PCT/ EP2008/ 050765 -48 0 C NH Zi/-NHzZ
and (RS)-4-Bi phenyl -4-yl -4, ydr o- oxazol - 2-yl am ne
(exanmpl e 10) was separat ed

Cl
From DL-3-chloro-2-fluorophenylglycine. Off-white solid.
MS (ISP): 215.1 ([M+H]")
Example 19
(RS)-4-(5-Chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

Cl
From DL-5-chloro-2-fluorophenylglycine. Off-white solid.
MS (ISP): 215.1 ([M+H]")
Example 20
(RS)-4-(4-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH
N="

ON
Br

From DL-4-bromophenylglycine. Off-white solid. MS (ISP): 243.1 ([M+H]")

2

Example 21

(S)-4-Biphenyl-4-yl-4,5-dihydro-oxazol-2-ylamine and (R)-4-biphenyl-4-yl-4,5-dihydro-

oxazol-2-ylamine



10

15

20

chiral HPLC (Chiral pak AD, Et OH heptane = 15:85) to
yield (S)-4-biphenyl-4-yl-4,5-

waletvgdorsdxazol - 2-yl am ne (of f-white solid; MPCI/BP008/050765

239.3 ([MWH +)) and (R -4 5 o

bi phenyl - 4-yl - 4, 5-di hydr o- oxazo% 2-ylam ne (off-white

solid; M5 (1SP): 239. 3 ([MtH +)) In anal ogy t

exarrple 1 and startfin fromthe respective am 9@

or am no acid Atepivativezwere prepared. & x. 210

(RS) - 4- (4-Benz y- phenyl ) - 4n6- di hydro 3zol - 2-yl am

ne HzZN OXW OO 1 From

(RS) - am n 4- benzyl oxy-phenyl) - as c acid nethyl

ester. Wiite solid. M (ISP): 269.4 ([ MtH +) Exanpl e
2%)16Biphenyl-4-yl-4,5-dihydro-oxazol-2-ylamine (example 10) was separated by

A R U AT L
diageéiol-6xaacl-Z yrmiihy { ofﬁszhaé 501W1M$(1310)I 2803 ([MBrKI|'SPnd (R)-4-

%}@%ﬁnx{ 4(%%@5@9 Rk le Ko s S ISP 230 4IM+HI )

ne WO 2008/ 092785 PCT/ EP2008/ 050765 -49 NH2 O N co

-(3-benz hen acetic acid . .
Eje%f%é T e Emrlon ke SSBiadTe f%/élﬁ)f( We;iﬁﬁ)c 555 aﬂ%%myo acid
Eéﬁ*ﬁliﬁb@w@t’ép’ie ared:
(RS)-4-(3- Phenoxy phenyl ) - 4 5- |thro oxazol - 2-yl am ne

Example

(RS)-4-(4-Benzyloxy-phenyl)-4,5-dihydro-oxazol-2-ylamine

H,N
R 0
N

(O

From (RS)-amino-(4-benzyloxy-phenyl)-acetic acid methyl ester. White solid.
MS (ISP): 269.4 ([M+H]")
Example 23
(RS)-4-(4-Phenoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine

H,N
T 0
N

©
From (RS)-amino-(4-phenoxy-phenyl)-acetic acid methyl ester. White solid.
MS (ISP): 255.4 ([M+H]")

Example 24
(RS)-4-(3-Benzyloxy-phenyl)-4,5-dihydro-oxazol-2-ylamine



10

15

20

NH2 N O_ 'O From (RS)-am no-(3-phenoxy-phenyl)-acetic
acid nethyl ester. Wite solid. M (ISP): 255.4

W@ pavsioR273s Exanpl e 26 10 PCT/EP2008/050765

(S)-4- Met hyl - 4- phenyl - 4, 5-di h_yggr_o- oxazol - 2-yl am ne and
(R) - 4- et hyl - 4- phenyl -4, 5- di hydr o- oxazol -2-ylam ne O
O "NH/}-NHFN2 and \ I N2 (RS

- 4- Met hyl - 4- phenyl - 4, 5- di hydr o- ol%* 2-yl am ne

(exanpl e 1) was separated by chiryl HPLC (Chiral pak
AD, Et OH heptane = 15:85) to yield

(S)-4-net hyl -4-phenyl -4,5- 15 di bydr o- oxazol - 2-yl am ne
(off-white solid; Ms (I1SP): 177. [MtH +)) and (R -4
met hyl - 4- phenyl - 4, 5- di hyek sl ~2-yl ami ne
(off-white solid; M5 (I 4 ([MtH +)) In

anal ogy to exanple 1 an arting fromthe respective

B0 87 0 T o8k e P 5L NS UL RIS
ME- B pheswys ¢[34yH14, 5- di hydr o- oxazol - 2-yl am ne WO
2008/ 092785 PCT/ EP2008/ 050765 -50 NH2 N O From (RS)
-ami no -biphenyl - 3 -yl- at&mMeledeid. Off-white solid.
M5 (I SP): -4 ({-PNetds) pHiex | 243§ dRo-oxazol-2-ylamine
(RS)-4-Et h§1|$94- é)henyl -’7,1’5- d?lz?dr 0- gxazo)I( -2- ylyarri ne
~NH2 O N From (RS) - 2- ani no- Z'QE?WSH butyric acid.
Gff-white solid. M5 (1SP): 19130 ([MH +)

9N

From (RS)-amino-(3-phenoxy-phenyl)-acetic acid methyl ester. White solid.
MS (ISP): 255.4 ([M+H]")

1

Example 26
(S)-4-Methyl-4-phenyl-4,5-dihydro-oxazol-2-ylamine and (R)-4-methyl-4-phenyl-4,5-

dihydro-oxazol-2-ylamine

0 0
2—NH, N/>-NH2

©\‘ FN and

(RS)-4-Methyl-4-phenyl-4,5-dihydro-oxazol-2-ylamine (example 1) was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 15:85) to yield (S)-4-methyl-4-phenyl-4,5-
dihydro-oxazol-2-ylamine (off-white solid; MS (ISP): 177.3 ([M+H]")) and (R)-4-
methyl-4-phenyl-4,5-dihydro-oxazol-2-ylamine (off-white solid; MS (ISP): 177.4
(IM+H]")

In analogy to example 1 and starting from the respective amino acid or amino acid
derivative were prepared:
Example 27
(RS)-4-Biphenyl-3-yl-4,5-dihydro-oxazol-2-ylamine



Exanple 29 10
(S)-4-(3-Brono-2, 4-di fl uoro-phenyl) -4, 5-di hydr o- oxazol
WOZOWAOMS']G and (R)-4-(3- brono-2, 4-difl uor o- pPE&rEP008/050765
5-di hydr o- oxazol - 2-yl am ne_ %—@N HZN N~J NNJ F F
and q(Br Br FFa) (RS-
4- (3-Brono- 2, 4-di f | uor o- phenyl ) - 4, 5;di hydr o- oxazol - 2-y
| am ne 15 A sol ution of t hi um d| obropyl amde in
THE (2 M 5.05 nl) was | ed to\°B5C and” treated
with
(RS)-4-(2,4-difl uoro-phenyl) - di hydr o- oxazol - 2-yl am
ine (667 ny, exanple 7) in TME (6 nl). The reaction
5 0 hen treat ed
Eloh g Mombibh s ai Rk ey TEgsot
MSad8R)o23Ni iMirld] Was warned to r.t. then stl rred
overnight at r.t.. It was uenclheg with H20 and
extracted with EtOAc. 20 THS gani c | ayer was dried
over MySO4, (RY)i4Bthet4gahdndehs-diltydad-etazoFRe/laninde
product was purified by colum r omat ogr aphy (Si 02;
gradi ent: CH2Cl2 -> CH2C12/ % :5) to give
Y

(RS) - 4- (3- brono- 2, 4-di fl uor oyphenyl ) - 4, 5-di hydr o- oxazo

| -2-ylamine (61 ng) as |ight>yellow solid. WO

2008/ 092785 PCT/ EP2008/ 0507 -51- M5 (I1SP): 279.1
([MH +) b) | |
(S)-4-(3-Brono-2, 4-di fl uoro- yl)-4,5-di hydr o- oxazol

-2-ylamne and (R) -4-(3- brono-2,4-difluoro-phenyl)
Febm GRSJDthmirm—@mmﬂbﬁwyit aailn@ffsvhite solid.
f‘/B;)[Slf‘) ;’1 ?{ ﬁ 4-di fl uor o- phenyl) -4, 5- di hydr o- oxazo
am ne vvas epar ated by chiral HPLC (Chiral pak
AD, Et OH heptane = 10: 90) EgampleR8l (S)-4-(3-brono-2, 4-
di fl uor o- phenyl) -4, 5-di hydr o- oxazol - 2-yl am ne
(off-white solid; Ms (I1SP): 279.1 ([M+H +)) and
( RYS)44-(BBbsrmoo2;2ddludtd-phatyd)-phetilyl drobxbzali2hylaihireand 2 B))-4- (3-

E [Zt\/|>t/-||—|]a-|rrl) ;]ehﬁgtggﬁpwgt 5 nggyl) 4‘1\? d hyﬁrg oxazo?Z “ylamine

(4' - Fl uoro- bi,ghenyl - 4-yl ) -4, 5-di hydr o- oxtagol - 2-yl am ne
_C1, 70 7 Q

N/:Q NQ

F F
[ :1 and [ :1
Br Br

F F

a) (RS)- 4-(3-Bromo-2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

A solution of lithium diisopropylamide in THF (2 M, 5.05 ml) was cooled to -55°C and
treated with (RS)-4-(2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (667 mg,
example 7) in THF (6 ml). The reaction mixture was stirred at -55°C for 2 hrs, then
treated dropwise with 1,2-dibromoethane (0.58 ml). The reaction mixture was warmed
to r.t., then stirred overnight at r.t.. It was quenched with H,O and extracted with EtOAc.
The organic layer was dried over MgSO,, filtrated and concentrated. The crude product
was purified by column chromatography (SiO,; gradient: CH,Cl, -> CH,Cl,/MeOH 95:5)
to give (RS)-4-(3-bromo-2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (61 mg) as
light yellow solid.
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20

25

30

NNNH F 2 O To a stirred solution of
(RS) - 4- (4- br ono- phenyl ) - 4, 5-di hydr o- oxazol - 2-yl am ne

W@ 3@s819g785 15 exanpl e 20) at r.t. in 1,2-di net hBX/BP19831€50765

(4 M) under an argon at nDsph_e]g&E_ were added
PdC12(dppf) (24 ng), 10 % aq. 2CxB (1 m) and

f [ nic acid (186 ng). The m xture was
ﬁ/[esa(ltlgg' ??jggéhg[ﬁmst irring at that tenperature was
continued for 18 h. The dark brown m xture was cool ed
Eggs@ 43 Bﬂ(_):rrll(ytZ%ddlw ; g ot L hie

biemin -Adddifl Goior glamiyd st, Sr\;dr}wdmskmdl dividmire O and br| ne,
gsgg NERITS (M%%oéfﬂut)lr(l gengfg) igg %ﬂgpclng & o?t2 n}g%mln-g v?a}_s] separated by

de pro Ct was "umm C
(ISt TP (@thimhtak mmﬂ/hqata@eem 20)%@&&1@(53))4 tbbg:rmez 4-

8%%2)f04_g£?n1gtjl g%@dkr)(lé%hgzn | ﬁarxl e. (8ff %{eh}éﬁg,%g E@??Oﬁg 1

t'e ' so
((MAHH] ) ar%(lﬁxlafﬁ}bﬂ)rﬁd 2(4R$ﬂuéro phenyl)-4,5- dlhydro oxazol-2-ylamine

(G5 )y 5y i ool 2 i am

(RS) - 4- (4- br ono- phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am ne

was reacted with 4-chl orthenl%/lI ggroni c acid to give
(RS)-4- (4" -chl or o- bi phenyl 5 30

di hydr o- ¢R&z®!(4' Zilybmlphen)ﬂ)‘# lMJStdahﬁdﬂomkazN& llaﬁiﬁ)

273.1 ([ M+H +) WO 2008/ 092785 PCT/ EPZO'S 050765 -

I'n anal ogy to exaanFe / t he

respective anmi no acid ; : oderivative were
prepared: Exanple 32 (RS)-4-(2, 3-D hydro-benzo [ 1, 4]

o @xtifred ﬁjlyh()n oA RS -4di 4y pﬁiéﬁyll)@l 5-Zildadriorgzol-MH2amine (80 mg;

eI\)IZample 2(9 atr.t. 51n 1,2-dimethoxyethane (4 ml) under an argon atmosphere were
added PdCl,(dppf) (24 mg), 10 % aq. Na,COs (1 ml) and 4-fluorophenylboronic acid

(186 mg). The mixture was heated to 85°C and stirring at that temperature was

continued for 18 h. The dark brown mixture was cooled to r.t., diluted with EtOAc and
washed with H,O. The aqueous phase was back extracted with EtOAc. The combined
organics were washed with H,O and brine, dried over MgSO,, filtered and concentrated.
The crude product was purified by column chromatography (SiO,; gradient: CH,Cl, ->
CH,Cl,/MeOH 9:1) to give (RS)-4-(4'-fluoro-biphenyl-4-yl)-4,5-dihydro-oxazol-2-
ylamine (46 mg) as off-white solid. MS (ISP): 257.0 ([M+H]")

Example 31
(RS)-4-(4'-Chloro-biphenyl-4-yl)-4,5-dihydro-oxazol-2-ylamine

N NH
o~ )T
O

In analogy to example 30, (RS)-4-(4-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine was
reacted with 4-chlorophenylboronic acid to give (RS)-4-(4'-chloro-biphenyl-4-yl)-4,5-
dihydro-oxazol-2-ylamine. Off-white solid. MS (ISP): 273.1 ([M+H]")



From (RS) -amno- (2,3 -dihydro-benzo [ 1,4 ] dioxin-
6-yl) -acetic acid. Of-white solid. M (I1SP): 221.1

W@ poosoR2735 Exanpl e 33 PCT/EP2008/050765
(RS) - 4- Napht hal en- 2-yl - 4, 5-di _h%/fl_r 0- oxazol - 2-yl am ne
NH2 N 10 From (RS)-am no- naphtal en-2-yl -acetic acid.

b‘h%‘iogx/%) l@?a%ﬁg ll iagd stap{ﬁlg(ﬂrég)tl:le 1%§]§€cgive( ELIMII:JE)'] a@d @%%GHL Qcid

(1 RBptide Naphrtairah- 1- yl - 4, 5- di hydr o- oxazol - 2-yl am ne

NH2 N O 15 From (RS)-am ngﬁglgl h%gl en-1-yl -acetic

acid. Light yellow solid. l?ﬁ ). 213.1 ([ M+H] +)
ExanmdR8)-3523H3hydro-benzo[1,4]dioxin-6-yl)-4,5-dihydro-oxazol-2-ylamine
(4- Met hoxy- 3- net hyl - phenyl ) - 4, 5-di tﬂ\mjr 0- oxazol - 2-yl am
ne NH2 N_~ O 20 From (RS) -am no2

(4- met hoxy- 3- net hyl phenyl ) -acethT Aacid. Of-white
solid. M5 (I1SP): 207.1 (Qik M3 2008/ 092785

PCT/ EP2008/ 050765 - 53

( 3- Chl or 0- 4- et hoxyphenytQ

Y
@ e 36 (RS)-4-
- di hydr o- oxazol -2-yl am n

Erorrll\I |(_RIZS)—ei\lrgling))—(Z,C.’)a—(%Ihydro—benzo[1,4]dioxin—6—yl)—aceti(: acid. Off-white solid.
MS (ISP): 221.1 ([M+H]")
Example 33
(RS)-4-Naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine

From (RS)-amino-naphtalen-2-yl-acetic acid. Light yellow solid.
MS (ISP): 213.1 ([M+H]")
Example 34
(RS)-4-Naphthalen-1-yl-4,5-dihydro-oxazol-2-ylamine

15

From (RS)-amino-naphtalen-1-yl-acetic acid. Light yellow solid.
MS (ISP): 213.1 ([M+H]")
Example 35
(RS)-4-(4-Methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

N=
@)

~

@)

20

From (RS)-amino-(4-methoxy-3-methylphenyl)-acetic acid. Off-white solid.
MS (ISP): 207.1 ([M+H]")
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20

25

From (RS) -am no- (3-chloro-4-nethoxyphenyl) acetic
acid. Of-white solid. 5 M5 (ISP): 227.3 ([ MtH] +)

WEERPI2ESB7 PCT/EP2008/050765

(S)-4-(2,4-Difluoro-phenyl)-4, %dl hydr o- oxazol - 2-yl am

ne and (R)-4-(2,4-difl uoro- phenyl)

-4, 5-di hydr o- oxazol - 2-yl a N C-NH2 and

XC>NH2 F F F F 10 "hRfinle S

(RS) - 4- (BS)44-(3-Chlovo-d-phihoyy phetyB-465-dihyd oo-oxapb 2 -yPayinam

ine (exanple 7) was separated by iral HPLC

(Chiral pak AD, Et OH heptane = 10:2@”&0 yield

(S)-4-(2,4-difluoro- N=

phenyl ) -4, 5- di hydr o- oxazol -

solid; M5 (ISP): 199.1 (] ) and

(R -4-(2, 4-difl uoro-phenyd 75-di hydr o- oxazol - 2-yl am

ne(off-V\/nite solid ME (I :199.1 ([M+H +)) 15
Exanpl e 38(88 (24D|fluor03 [ 3H|

Fysime 0§$)y aning- érdiiwpcﬂ oyt plrenyl) anetrreacidNEt-wiiite solid.

sol ution of
%@a%g( 527\5:81\[“%162 di fl uor o- phenyl ) -4, 5-di hydr o- oxazol
-2 ylanmine (3.5 ny; exanpEeam@eBY in EtOAc (1 m) was

t 1, 1 I c .
S5k PRI SIS AR LR SROREP fituor
room t enper at uplenyl)rtjediltydir¢-omamolydsylaritine vol ati |l es

vvere removed by va gumtransfer and 5 m of

et hanol /water 9:1 ew_?dded in three porti onz_ the
reaction fI V,?L def stirring BN

% (1ight yellow

were renoved vacuumtransf%’?d The r ion fl ask
vvas rem)vel-j nmi he trltlatlon ap Frand the

suspend ethanol suspen S
kj% @@éuw’w? dibgioprrzol ?1 faél?megw By Wag separated
gcm NG (drgrafgaktags, B&@H/hé}ﬂzﬁﬁ:d: 5@9%%&@&(53912(723@d1ﬂuom-
PCT/ EP2008/ 050765 -54 th . ethanol, the f

sl b b2 5 (gl e NaRsyk M oedss.1 (1N 1)
g@en(z @J&ﬂu&bmhﬁm% ARGINES @ olPd- 9§nﬁ1@e°/eo$pwhumohd MS
ar non

LI ai

C e. Atgr a second extraction with
(1SP): 199.1 ([M+H] )
Example 38
(S)-4-(2,4-Difluoro-3-[°H] -phenyl)-4,5-dihydro-oxazol-2-ylamine
NH,
N=
L0
A
T

A solution of (S)-4-(3-bromo-2,4-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (3.5
mg; example 29.b) in EtOAc (1 ml) was treated with 1.2 mg of 10% palladium on
charcoal (1.2 mg) and triethylamine (20 uml) was stirred for 1h at room temperature
under tritium gas. The volatiles were removed by vacuum transfer and 5 ml of
ethanol/water 9:1 were added in three portions to the reaction flask. After brief stirring
the volatiles were removed by vacuum transfer. The reaction flask was removed from the
tritiation apparatus and the residue was suspended in ethanol. The suspension was
filtered through a 0.45um PTFE filter cartouche (J = 13 mm) and the filter was rinsed 5x



10

15

20

25

di chl oronet hane the organi c phase was dried over
pot assi um carbonate. Filtration, evaporation,

wa@le@sov2a183 on i n tol uene and evaporation to renRVBEEP2008/050765

residual triethylamn 5 furni_s?;pl the crude product,
whi ch was dissolved in 50 nl of ethanol. The total

%&bl a}lél tﬁpfl?—llg%%% Q—%la o'@[I getrbro'gl? EB ]ga%%éﬁgriggrﬂlieg%‘sbetween
dqc?hlom@’gﬁuhenq)m‘eatemplgs J:O% Bodiugbearlionat) A ftetvi second extraction with
ATTHRRO HEMGRE R %?éﬁllo%'[llase wgc@drfedgbvé? ﬁ&t%sﬁﬂh Eﬁﬂbbﬁate _E_i:ﬁltratlon,

acetonitrile; | Ow rat e:

ﬂfﬁE@mU@PLFHﬁSQIWé’@ 1@\?‘&56‘?%%“@(?"@?9%%%%" Iﬁfg}orfe 6‘1‘51 ugtriethylamin

ﬂﬁgkﬂ‘i&i i @rdd&%ﬂcj)-%ﬁﬁ/twmgl@ﬂ@ﬂdlb@ﬂmeﬁl 50 6h1 &F ethh A6l 0TS td@Mactivity

an %,sodi,um car bo

SR EL HE T e B L R R B SR G FT ot re-18

25mnti0 xof50ethimamobile pheset ABat 6Acds; v 130 mds adgd@@umidartamdte pH =
i cal i

ié;@;;@%&gﬁﬁ@ G c&wé tﬁ%_rfli_\%ﬁ ra]téelg ng?/ﬁm ﬁ% szlcﬁ%%wﬁeﬁlgpm_

epeieivas évwated Whﬁaéhqlﬁofstsciomm‘t adiden pe{ﬁtﬁ@nﬁ@bwggn

§i@ﬁl%%rﬁ@@ﬁ§ﬁé/and'rxb§cer ﬁﬂ@'ﬂé YRR cﬁ%h&% AYB&riBYERLSAR. ﬁ{%ally the
rding to HPLC ( I um

ral

OFarofuties et 0 o GeHael. T Rha A es PR gmCi and
’fl@tr@dloaheﬁlﬂubzmplﬂrlt}LNas R2®6 andps vEXRoTIIE; ﬁ)gradm HPLC and radio-TLC
(e feppedneidily Gho TS Bl it pRIM RePE epectgamgy The
O@NtiRmeenid pbllrlgf waver 99 % according to HPLC (column Chiralpak AD 10 um

Taol Inhy 7 0 J v
45t i Boble foge doml Sidn QERECherganG, AL HRe) SRARRAV: 220
heptane = 10:90) to yield

(S)-4-o0-tolyl-4,5-di hydro-oxazol -2- ylamne (light
yel low solid: Ms (1SP): 17W#xamplegRH +)) and
( @)‘ 400F51f’||-4/ 5 Ng%’rg—'oliaﬂﬂ 9- l%ﬁé%ld%thqm(ﬂﬁ 4,35 'dg%ro oxazol-2-

| ow so 25 I n anal ogy
to exanple 1 and starting fybmltlhe respectlve am no
acid or am no aci do derivative were prepared; Exanple

40 (RS)-4- H
(2, 3,5-Trif jgogo: enylz) 4, 5- dj hydro- N%-\yWIém'ne
WO 2008/ 092 CT/ EP2008/ 058 -5

(RS)-4-0-Tolyl-4,5-dihydro-oxazol-2-ylamine (example 8) was separated by chiral HPLC
(Chiralpak AD, EtOH/heptane = 10:90) to yield (S)-4-o-tolyl-4,5-dihydro-oxazol-2-
ylamine (light yellow solid; MS (ISP): 177.1 ([M+H]")) and (R)-4-o-tolyl-4,5-dihydro-
oxazol-2-ylamine (light yellow solid; MS (ISP): 177.1 ([M+H]"))

In analogy to example 1 and starting from the respective amino acid or amino acid
derivative were prepared:
Example 40
(RS)-4-(2,3,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine



N-~F O F F From2,4,5-trifluoro-DL-phenyl glycine.
Waite solid. M (ISP): 217.3 ([MtH +) Exanple 41 5

W@ RBBAO782- Am no- 4, 5- di hydr o- oxazol - 4-yl ) - benzRCTYER29081050765
methyl ester ONH -OO From.
(RS) - 4- (am no- net hoxycar bonyl - n%t hyl ) - benzoi ¢ aci d
methyl ester. Wiite solid. M (I§Q): 221.13 ([ MH +)
10 Exanpl e 42 (RS) 2
- 4- Thi ophen- 2-yl - 4, 5- di hydr o- ox
N-~ US If ~ O From DL- a=am
nmet hyl ester hydrochl ori de f-white solid. 15 M
(I1SP): 169.1 ([ MtH +) Exanp (RS) - (4-
(5-Chl oro-thiophen-2-yl) -4f5-di hydro-oxazol -2-yl am ne
NH2 N ~ C S O 20 From_(R@ _-am no-
Frong Rrer sifkugr orptepboylgcinegWavitesoligi d met hyl est er

hp pr 4 - white solid. M5 (I1SP): 203.3

CENET ) BN, (Ry
-4-Pyridin-3-yl -4, 5-di hydr Bx@n@lgdl - 2- yl ani ne WO

5 2008/ 09(2@53—@—(E—q—ﬁlﬁf)@@,Qﬁfilgﬁgg—qgtazo'l—i@yl;\—lﬁélzoﬁ‘& £id methyl ester

NH

0] C N# 2

From (RS)-4-(amino-methoxycarbonyl-methyl)-benzoic acid methyl ester. White solid.
MS (ISP): 221.13 ([M+H]")
10 Example 42
(RS)-4-Thiophen-2-yl-4,5-dihydro-oxazol-2-ylamine

NH,
N=(
0O

™

From DL-a-aminothiophene-2-acetic acid methyl ester hydrochloride. Off-white solid.
15 MS (ISP): 169.1 ([M+H]")

e

?%-Z-yl am ne NH2
tophene- 2-acetic acid

Example 43
(RS)-(4-(5-Chloro-thiophen-2-yl)-4,5-dihydro-oxazol-2-ylamine

NH,
N=(
0]

CIW

20 From (RS)-amino-(5-chloro-thiophen-2-yl)-acetic acid methyl ester hydrochloride. Oft-
white solid. MS (ISP): 203.3 ([M+H]")
Example 44
(RS)-4-Pyridin-3-yl-4,5-dihydro-oxazol-2-ylamine



10

15

CN)_ From (RS)-3-pyridyl-am noacetic acid
hydrochl ori de. Light yellow solid. In analogy to

Wex@ad2r8il and starting fromthe respective anPCGER20I050765

or amino acid derivative were;prepared: 5 Exanple 45
(R

- 4- Napht hal en- 2-yl net hyl - 4, 5-di hy,\q_qo oxazol - 2-yl am ne
HZ N 6Jo From(R) -2-am no-3 /<
- napht hal en- 2-yl - pr op| oni ¢ aci g ki ght yell ow vi scous
oil. M (ISP): 227.4 ([ Exanpl e 46

(R) - 4- Napht hal en- 1-yl net hyl - 4, 5- di hydr o- oxazol - 2-yl am
ne H-hiral NO \ \ FromN(R) -2-ammo- 3-naphth

AT A R Ty B TR
ErflarBed)a )t ehniplelil Ryd sar@ipzarh e Bék}adﬂlﬁ@amﬁiki%ad%r-a(tmﬁb acid

From . D-phenyl al ani ne. Light yellow solid. M5 (ISP):
ief?’ai“’f({g' SHATSAD 2008/ 092785 PCT/ EP2008/ 050765 - 57

Exanpl e 48 Example 45
(S)-4- Nath pal en
ne -

th -d r o- oxgazol - 2-yl am
aphthalen 2- ylr¥1ethyl 4,5- All:l] To-0xar0l2 ylamlr¥e

ol
el

From (R)-2-amino-3-naphthalen-2-yl-propionic acid. Light yellow viscous oil.
MS (ISP): 227.4 ([M+H]")
Example 46
(R)-4-Naphthalen-1-ylmethyl-4,5-dihydro-oxazol-2-ylamine

NHChiral
N=

o
From (R)-2-amino-3-naphthalen-1-yl-propionic acid. Light yellow viscous oil.
MS (ISP): 227.4 ([M+H]")

Example 47
(R)-4-Benzyl-4,5-dihydro-oxazol-2-ylamine

NH,
N
o)

From D-phenylalanine. Light yellow solid.
MS (ISP): 177.1 ([M+H]")



From (S)-2-am no -3-napht hal en-1-yl -propionic acid.
Of-white solid. 5 Ms (I1SP): 227.4 ([ M+H] +) Exanpl e

W@ 2008/8Y2785 PCT/EP2008/050765

10

15

20

- 4- Napht hal en- 2-yl net hyl - 4, 5- dj ;wdro oxazol - 2-yl am ne
Non( \NH2 lo From (5) -2-am no

- napht hal en- 2-yl - pr opi oni cEQm[g]i‘ gl ght yell ow

anor phous solid. M5 (ISP) j‘f ([ MtH] +) Exanpl e 50
(RS) - 4- BdAp#Naphntet dny I -yim&chgll- g dliloydrazatol 2-ylhmmene
N )NH2 O__ I~to 15 From a-net hyl - Dl - phenyl al ani ne.
Col orl ess viscous oil. M (ISP)/( 1.1 ([ MtH +)
Exanmpl e 51 (S)-4-

(4- Chl or o- benzyl ) -4, 5-di hydro-\ovLca/zoI 2-ylam ne NH2
N=( O C 20 From L-4-chl orop enyl al ani ne. Li ght

yel l ow viscous oil. M5 11.1 ([MH +) Exanple
52 WD 2008/ 092785 PCT/ EPRQQ8/ Q50765 -58 (S)-4-

(4- Met hoxy- benzyl ) - 4, 5-di hydr 0- oxazol - 2-yl am ne NHZ

N%(m@) 7-Ghfi P BInap Hﬂﬂl%hhlo %Egﬂfbyﬁ@dc@mﬁwhﬁéfsowmi te
ol NG EI splz1 ,.207. +)
M 6ISP) 2274 M

Example 49
(S)-4-Naphthalen-2-ylmethyl-4,5-dihydro-oxazol-2-ylamine

O N’

NH,

From (S)-2-amino-3-naphthalen-2-yl-propionic acid. Light yellow amorphous solid.
MS (ISP): 227.1 ([M+H]")
Example 50
(RS)-4-Benzyl-4-methyl-4,5-dihydro-oxazol-2-ylamine

N
spast
(e}

From a.-methyl-DL-phenylalanine. Colorless viscous oil.
MS (ISP): 191.1 ([M+H]")
Example 51
(S)-4-(4-Chloro-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH

N=
\\“’\/O

2

Cl
From L-4-chlorophenylalanine. Light yellow viscous oil.
MS (ISP): 211.1 ([M+H]")
Example 52



5 Exanple 53 (S)-4-

(4- Benzyl oxy-benzyl ) -4, 5-di hydr o- oxazol - 2-yl am ne NHZ
WOR{SMW2768% Fr om L- 4- benzyl oxyphenyl al ani ne. OF f PGRTEP08/050765

solid. M5 (ISP): 283.3 ([ MtH 10 Exanpl e 54(8) 4-

( 3- Fl uor o- benzyl ) - 4, 5- di hydr o- 0xazol - 2-yl ani ne

N=( O F Fr f t

anor phous s@?néll(-l@%f{}]g%%{ %W@g d?w(({ll ﬁ/& ﬁ]%iﬂsq I%’@‘ﬁ!ﬁa‘frrpl e
55 (S)-4-

(2- Fl uor o- benzyl) -4, 5-di hydroNea<azoI 2-yl am ne WO
2008/ 092785 PCT/ EP2008/ 0507651\-/59 NH N=( O F From
L- 2-f 1 uor ophenyl al ani ne. Li it yel | ow anor phous sol i d.

M5 (ISP): 195.1 ([ MtH] +) le 56 5
(S)-4-(2-Trifluoronethyl-b |')-4,5-di hydr o- oxazol - 2-
ylamne NH2 N=( O F \\,

_0

From L-4-methoxyphenylalanine. Off-white solid.
MS (ISP): 207.1 ([M+H]")

5 Example 53

(S)-4-(4-Benzyloxy-benzyl)-4,5-dihydro-oxazol-2-ylamine

NH

N=
\\“’\/O

A

From L-4-benzyloxyphenylalanine. Off-white solid.
MS (ISP): 283.3 ([M+H]")
10 Example 54

2

(S)-4-(3-Fluoro-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH

N=
\\“’\/O

2

E
From L-3-fluorophenylalanine. Light yellow amorphous solid.
MS (ISP): 195.1 ([M+H]")
15 Example 55
(S)-4-(2-Fluoro-benzyl)-4,5-dihydro-oxazol-2-ylamine



F From L-2-trifluoronethyl phenyl al ani ne. Light yell ow
solid. M5 (ISP): 245.1 ([M+H +) 10 Exanple 57 (S

WO 2008092765 [ 1, 3] PCT/EP2008/050765
di oxol - 5-yl net hyl - 4, 5-di hydr o- gxazol -2-ylamne O N/
I ~>-NH2 O O From (S)-2-am no-3-benzo[1, 3] dioxol- 5
-yl -prop ionic acid. Light yellow, rmr phous solid. M
(I1SP): 221.3 ([MtH +) 15 Exa 8(S) 4-
(3- Met hyl - benzyl) -4, 5-di hydroWEﬂ/ -2-ylamne NH
N=( O From L-3-net hyI phenyl Yel | ow anor phous
solid. M (ISP): 191.4 ([ M +) 20 Exanple 59 (S)-4-
(4- Met hyl - benzyl ) -4, 5-di hy xazol -2-yl am ne WD

2008/ 092785 PCT/ EP2008/ 050 -60 NH2 N=( O From
L- 4- met hyl phenyl al ani ne. Light yellow solid. M

FlloﬁE’L;Z(—ﬂﬁdmﬁhéI{thﬂlﬂ‘é lL)@hamlogv ﬁﬁg@hous sohdI I
-4-(2- nzy 4, 5- di hydr o- oxazo 2-yl am ne
&fg)z(léﬂ:f%g] %F ITLPE 2- chl or ophenyl al ani ne. Li ght
yel l ow oil . Example 56
(S)-4-(2-Trifluoromethyl-benzyl)-4,5-dihydro-oxazol-2-ylamine

From L-2-trifluoromethylphenylalanine. Light yellow solid.
MS (ISP): 245.1 ([M+H]")

Example 57
(S)-4-Benzol1,3]dioxol-5-ylmethyl-4,5-dihydro-oxazol-2-ylamine

Sopes

From (S)-2-amino-3-benzo[1,3]dioxol-5-yl-propionic acid. Light yellow amorphous
solid. MS (ISP): 221.3 ([M+H]")
Example 58
(S)-4-(3-Methyl-benzyl)-4,5-dihydro-oxazol-2-ylamine

From L-3-methylphenylalanine. Yellow amorphous solid.

MS (ISP): 191.4 ([M+H]")

20 Example 59
(S)-4-(4-Methyl-benzyl)-4,5-dihydro-oxazol-2-ylamine



M5 (ISP): 211.1 ([M+H +) Exanple 61 10

(S)-4-(3-Chl
WORDS/ 0078  /
yel l ow oi | .

(S)-4-(2- Met

or o- benzyl ) - 4, 5- di hydr o- oxazol - 2-yl am ne
From L- 3- chl or ophenyl al ani ne. LPQIEP2008/050765
M5 (ISP): 210.9 _(%(MH—I] +) Exanple 62 15
hyl - benzyl ) - 4, 5- di hydr o- oxazol - 2- yl am ne

NH N=( O From L-2-nethyl phenyl gl ani ne. Yellow oil.
M5 (ISP): 191.4 ([ MtH +) WO 20(% 2785

PCT/ EP2008/ 050765 -61 Exanpl i«a
(3-Trifluoronethyl -benzyl) -4

e NH2 Ne(

3 (S)-4-

I hydr o- oxazol - 2-yl am n

WK

O F~/ FF Frgm
L-3-trifluoronethyl phenyl a yne. Yellowoil. 5 M
(1SP): 245.3 ([ M+H +) Exanmy] gl 64 (S)- 4-

(4-Trifl uoronethyl -benzyl) -4

e NH2 Ne(

, 5-di hydr o- oxazol - 2-yl am n
O FF

From L-4-methylphenylalanine. Light yellow solid.
MS (ISP): 191.4 ([M+H]")

From L-2-chloro

Example 60
(S)-4-(2-Chloro-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH

N=
\\“’\/O

2
Cl

phenylalanine. Light yellow oil.

MS (ISP): 211.1 ([M+H]")

10

Example 61
(S)-4-(3-Chloro-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH

N=
\\“’\/O

2

Cl

From L-3-chlorophenylalanine. Light yellow oil.
MS (ISP): 210.9 ([M+H]")

15

Example 62
(S)-4-(2-Methyl-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH

n=
\\“’\/O

2

From L-2-methylphenylalanine. Yellow oil.
MS (ISP): 191.4 ([M+H]")



F From L-4-trifluoronethyl phenyl al ani ne. Yellow oil.
10 Ms (I1SP): 245.3 ([M+H +) Exanple 65 (S)-4-

W@ 200109298 - benzyl ) - 4, 5- di hydr o- oxazol - 2- yl am nBCT/EP08/050765
N=( O F From L-4-fluor ophenngxf anine. Yellowoil. M
(I1SP): 195.1 ([M+H +) 15 Exanple 66 (RS)-4-

(2, 6- Di net hyl - benzyl ) - 4- meE%l ']? g di hydr o- oxazol - 2-yl
am ne WO 2008/ 092785 PCT/ 8 0765 -62 ONH2 N
Fr om ( RS)S)4-@+Irifluoromethyl-benzyl)-4,5-dihydro-oxazol-2-ylamine

- 3-(2, 6-di net hyl - phenyl ) - 2- net hyl -@Lopi onic acid
hydrochl oride. Wite solid. M Q( ): 219.4 ([ MtH] +)
5 Exanple 67 (S)-4- "N
(4-tert-Butoxy-benzyl)-4,5-di hyl:lw- oxazol - 2-yl am ne
~From L-4-tert-but oxyphenyl al ani ne. Light yellow
solid. M5 (ISP): 249.4 ([ 10 Exanple 68 4- (1
- Phenyl -ethyl) -4,5-di hydro: ol -2-ylam ne ON NH2
From 2- am no- 3- phenyl but i c acid hydrochl ori de.
Of-white solid. M (ISP)F 191.4 ([ MtH +) 15 Exanpl e

?%.ﬂéﬁ%t;fé*luer?lrla%r?hgfgn%?iy?-zEeE%nOﬁl-ydr o- oxazol - 2- yl ami n

5 WIS (ISP): 245.3 ([M+H]"

Example 64
(S)-4-(4-Trifluoromethyl-benzyl)-4,5-dihydro-oxazol-2-ylamine

F
From L-4-trifluoromethylphenylalanine. Yellow oil.
10 MS (ISP): 245.3 ([M+H] ")
Example 65
(S)-4-(4-Fluoro-benzyl)-4,5-dihydro-oxazol-2-ylamine
NH,

N=
\\“’\/O

F
From L-4-fluorophenylalanine. Yellow oil. MS (ISP): 195.1 ([M+H]")
15
Example 66
(RS)-4-(2,6-Dimethyl-benzyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine



HZN/ O NF C From

DL- 2- chl or 0- 6- f| uor ophenyl al ani ne. O f-white solid.
WOB0gBP33 229.4 ([ MtH +) 20 Exanple 70 (S) - 4-PCT/EP2008/050765

(3,4-Difluoro-benzyl) -4, 5-di h_yglzr_o- oxazol - 2-yl am ne WO

2008/ 092785 PCT/ EP2008/ 050765 63 F\ O F N( \NH2

From L- 3, 4-di fl uorophenyl al ani ng. O f-white solid. M

(ISP): 213.1 ([MrH +) Exanple[7H 5

(S)-4-(3, 4-Di et hoxy- benzyl ) - di ftydr o- oxazol - 2-yl am

ine zzz<o O N1 NH2 Frgm

L- 3, 4-di met hoxyphenyl al an |

(1SP): 237.1 ([ MtH +) Exa

(RS) - 4- (2- Phenoxy- benzyl ) - 4, 5- di hydr o- oxazol - 2-yl am ne

Nrd2n (RSQ-@nitkd-81R BLdidrefiphxiyybh enydialapropnicRidlijdesshloride.

il I\/P (1SP): 269.4 ([ MrH] +) Exanple 73 15
?‘%@éﬁe-sﬁ-li'z- Fl uor o- 5- net hyl - benzyl ) - 4, 5- di hydr o- oxazol - 2
MA @s)ne19.4 ((M+H]")

5 Example 67

i ght yellow gum M5

(S)-4-(4-tert-Butoxy-benzyl)-4,5-dihydro-oxazol-2-ylamine

WSO

From L-4-tert-butoxyphenylalanine. Light yellow solid.
MS (ISP): 249.4 ([M+H]")
10 Example 68
4-(1-Phenyl-ethyl)-4,5-dihydro-oxazol-2-ylamine

~ O

YN

NH,

From 2-amino-3-phenylbutanoic acid hydrochloride. Off-white solid.
MS (ISP): 191.4 ([M+H]")
15 Example 69
(RS)-4-(2-Chloro-6-fluoro-benzyl)-4,5-dihydro-oxazol-2-ylamine

H,N
>/—o

N
F

Cl
From DL-2-chloro-6-fluorophenylalanine. Off-white solid.
MS (ISP): 229.4 ([M+H]")
20 Example 70
(S)-4-(3,4-Difluoro-benzyl)-4,5-dihydro-oxazol-2-ylamine



F \ H2N From DL- 2-f | uor o- 5- net hyl phenyl al ani ne. Li ght
yellow viscous oil. M5 (I1SP): 209.1 ([ MWH] +) Exanpl e

wWQ 4008092785 PCT/EP2008/050765

10

20

(RS)-4-(2,6-Di fluoro-3-nethyl -pbenzyl) -4, 5-di hydr o- oxaz
ol - 2-yl am ne WD 2008/ 092785 PCT/ EP2008/ 050765 -64 F F
N H2ZN From DL- 2, 6-di f| ugr o- 3- net hyl phenyl al ani ne.
Of-white solid. M (ISP 27N {§ MtH +) Exanple 75
5 N=
(RS)-4-(2-Fluoro-6-tri f Fuoronet hyl \penzyl ) - 4, 5-di hydro
-oxazol -2-ylamine F F FF N---O 2N From

Blon2 1.3, a1dfflaroboiHenflalaaimen®tfhyhipdwiiygl al ani ne. Li ght

%g(liggy: 313§f:g[ﬁ+ﬁ5J). M5 (1SP): 263.0 ([ MtH +) Exanpl e
(RS)-4-(2, 6-D net hyl - benzyE}mﬂ%léqui hydr o- oxazol - 2-yl am
[ N F .DL- 2, 6-di | p | al ani Wi t
B L e

(2,6-D et hyl -benzyl) -4, ? di hydr o- oxazol - 2-ylam ne N

pega.

I NH,

From L-3,4-dimethoxyphenylalanine. Light yellow gum.
MS (ISP): 237.1 ([M+H]")
Example 72
(RS)-4-(2-Phenoxy-benzyl)-4,5-dihydro-oxazol-2-ylamine

NH2
N =
(e}
s

From DL-2-phenoxyphenylalanine. Colorless oil.
MS (ISP): 269.4 ([M+H]")
Example 73
(RS)-4-(2-Fluoro-5-methyl-benzyl)-4,5-dihydro-oxazol-2-ylamine
F

p
H,N
From DL-2-fluoro-5-methylphenylalanine. Light yellow viscous oil.
MS (ISP): 209.1 ([M+H]")
Example 74
(RS)-4-(2,6-Difluoro-3-methyl-benzyl)-4,5-dihydro-oxazol-2-ylamine



10

15

H2N WO 2008/ 092785 PCT/ EP2008/ 050765 -65 From
DL- 2, 6-di et hyl phenyl al ani ne. O f-white anorphous

WG 00849278V5 (I SP): 233.3 ([ MtH] +) I n anal ogy tBCEKR29p$/€50765

1 and starting fromthe respectjve anmino acid or amno
acid 5 derivative were prepared: Exanple 78 (RS)

- 4- Met hyl - 4- phenet hyl - 4, 5- di hydr o- oxazol - 2-yl am ne

NH2 N--~ O From

(RS) - 2- am no- 2- et hyl - 4- pheny ric acid. Of-white
solid. 10 M5 (ISP): 205.1 ([ Mt +) Exanple 79 (S)-4-
(2- Phenyl - propyl ) - 4, 5-di hyd oXazol -2-yl anmine ~NHZ
ON a) \
(S)-2,2-dinmethyl-4-((E)- ﬁ henyl - pr openyl ) - oxazol i di ne
-3-carboxylic acid tert-btityl 15 ester A solution of
diceh ID)ILZ,&-dﬂhﬁﬁ&!lseﬁq@ﬂierlf?@ﬂﬁ@ﬂaﬁﬁ@.t Off(whig%ond) in

1, 2-di nmet hoxyet hane m ) was cool ed under an argon
M%g@h%%%l i%/[JOH%)and treated dropwi se with an n-
butyl l'i thium solution (5. 9epdmpld76 M in hexane). The
reaction mxture was_stirred for 5 mn at 0 C then .
treat (3@)—ér@rﬁ}‘pg@—WIiliilp(gog)@ﬂml-ibéplzy@ﬂ,S—dlhydro—oxazol—2—ylam1ne
(R -4-fornyl -2, 2-di met hyl 20 pxazol i di ne-3-carboxylic
acid tert-butyl ester (1.5 /Rl in_1, 2-dinmethoxyethane
(15 mM). The solution was Wwart
refluxed overnight. After cooliqgsto r.t., the
m xture was quenched with watler and extracted with
Et OAc. The organic |ayer wag i Bd over MyS04,
filtrated and concentrated. Whe crude product was
i sol ated by colum chronmgtography (Si02; gradient:
cycl ohexane -> cycl ohexane/ EtQAc 1:1) to give (S)-2,2
Blom DL—2—ﬂuoro—6—triﬂuorr(])metl’llylphenylalanlin)e. Light yelllox(/jv viscous oil. o

' - 4- - 2- phenyl - propenyl ) - oxazol i di ne- 3-car bo
ngé@do E[é/ﬁﬂﬁﬁtyl ester (720 ny) as light yellow
viscous oil. M5 (ISP): 318Edarhpltibl +)

(RS)-4-(2,6-Dimethyl-benzyl)-4,5-dihydro-oxazol-2-ylamine

p or.t., then

N
J
H,N

From DL-2,6-dimethylphenylalanine. White solid.
MS (ISP): 205.1 ([M+H]")

Example 77
(RS)-4-(2,6-Diethyl-benzyl)-4,5-dihydro-oxazol-2-ylamine
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WD 2008/ 092785 PCT/ EP2008/ 050765 -66- D)
(S)-2-am no-4-phenyl -pentan-1-ol A solution of

w@ 3)08a9228%i met hyl - 4- ((E) - 2- phenyl - pr openyl ) - oxXBZDEP20081€50765

-3-carboxylic acid tert-butyl?§ster (700 ng) in EtCOH
r

(30 M) and CHC13 (15 ml) was treated with 10 % Pd/C

)y 1w I over ni ght .

P e SRR PRERE LT M B PR B G and

A\bH CI6R):238.8d[MTFhE ' r esi due was di ssolved in EtOH (10

m) and treated with 2N HO (15 nml). The m xture was

heated for 90 mn to 100C, then concentrated. The

Iresiathgy tovesand gk ¢ and ptairtmg fdNaGH eaprdtiexdmaotaed ovianhino acid
2 4: 1, The organic |ayer was dried over

%@%‘,’é%ﬁgﬁf%ﬁa& "and concentrated. The crude 10

product was purified by coExamplei8omat ogr aphy (Si 02;

gr adi ent : - Cl 2/ 9: to giye, .
0SS am noRobisir- GRS aPidb- i Staping o
waxy solid. M5 (I1SP): 180.3 ([M+H ~H, 15 c)
(S)-4-(2-Phenyl -propyl) -4, 5-di hmj;:()- oxazol - 2-yl am ne
In anal ogy to exanple | b O

(S) - 2-am no- 4- phenyl - pe 7] - s reacted with
cyanogen bromde to gi

(S)-4-(2-phenyl -propyl) -4, 5-di hydr o- oxazol - 2-yl am ne.
Efoim (RS )t B-aidny 2 - iseth it -pRéyMBu{yirBRYid. QBGwhitd JdH] +) )

e +
E@ﬁ)bﬁ%ﬂ%“%THh)S- di hydr o- oxazol - 2-yl am ne and
(R) - 4- phenet hyl - 4, 5-di hydr Bxamplazol - 2-yl am ne  NH2 NH2
N N ""t~0Q.an O 25 . .
(RS) - 4- pheni)%%n 2'53,}181-1%!7HWHYQa‘-“éX%l%ﬁlf-"zQ’i?F%‘rﬁ'ﬁ‘é%%
separated by chiral HPLC (Chiralpak AD, Et OH heptane
= 15:85) to yield o~
(S) - 4- phenet hyl - 4, 5-di hydr o- Qxamol - 2- yl am ne
(off-white solid; M5 (ISP): 191.3 ([ M+tH +)) and
(R) - 4- phenet hyl - 4, 5-di hydr xazol - 2-yl am ne
(off-white solid; M5 (ISP): 091.3 ([M+H +)) 30 Exanpl e
81
(S)-4- Met hyl - 4- phenet hyl -4
and (R)-4-nethyl-4- _
MWQt,Mm&hézﬂ%(!gmtﬂxe%aa%e&wb%fbﬁ@m‘é@&@@&zvﬁ@z&&%n_bum

PCT/ EP2008/ 0507
ester

i hydr o- oxazol - 2-yl am ne

A solution of diethyl 1-phenylethyl phosphonate (2.35 ml) in 1,2-dimethoxyethane (15
ml) was cooled under an argon atmosphere to 0 °C and treated dropwise with an n-
butyllithium solution (5.9 ml; 1.6 M in hexane). The reaction mixture was stirred for 5
min at 0 °C, then treated dropwise with a solution of (R)-4-formyl-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester (1.5 g) in 1,2-dimethoxyethane (15 ml).
The solution was warmed to r.t., then refluxed overnight. After cooling to r.t., the
mixture was quenched with water and extracted with EtOAc. The organic layer was dried
over MgSOy, filtrated and concentrated. The crude product was isolated by column
chromatography (SiO,; gradient: cyclohexane -> cyclohexane/EtOAc 1:1) to give (S)-2,2-
dimethyl-4-((E)-2-phenyl-propenyl)-oxazolidine-3-carboxylic acid tert-butyl ester (720
mg) as light yellow viscous oil.

MS (ISP): 318.3 ([M+H]")
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-67 NHZ NH2 N N f~ OO and
(RS) - 4- Met hyl - 4- phenet hyl - 4, 5- di hydr o- oxazol - 2-yl am ne

W@ eooanpd7es 75) was separated by chiral HPLC (CP(ET/EP:{;@&MOSOMS

AD, EtOH heptane = 10:90) to yield (S) -4-methyl -
phenet hyl - 4, 5- di hydr o- oxazol - 2=yl ami ne (of f - vvhlte
solid; Ms (ISP) 205. 3 ([I\/H-|—|]+)) 5 and
(R) - 4- et hyI 4- phenet hyl - 5- di hydr o- oxazol - 2-yl am ne
-2adring he aff : 205.1 ([ MrH] +)) Exanpl e

%és)luilo? (0& S)22 %)ﬁigﬁe S%EQ—%—pﬂerg/l gr%peg}flg 06(%%021181 ne; —c:ilrboxyhc acid
teet-luntgl] (s {A00(10.9) mﬁt@hﬁfﬂﬁlml) pnd @Hng (15 ml) was treated w1th 10 % Pd/C
2@50 m% an}é%yﬁh gefztgcll wzth)él‘%%m)one ovl\elzlﬁnl‘%ht lT'he catal\iyg was I?ﬂjtereg off,
wés}ﬁdmlﬁl}&?im{ axthieeﬂn;tkérﬁMeesjdaml&msé’lQecbm &g (10 ml) and

E%%\PP(ICI @:%1]1{1@8 HPLC Chl r%ﬁﬁaclzf F mlnq_vlti@‘% s
pnrrmpmlratedl 'Brededmdmhn@asaxlamoip 13 W Na@ﬁiaar(doéctr-avﬂad wethg@ij@;/MeOH

P); .205. 1 H
%/E)'flhe %gg}u: yerhee%/ r1e8ro(\)/%:)1§/ J]\/%§§4,glltratﬁd and coon)ggr%tcr)?te%_Tﬁe é:lrrlilde
ped(iof wasyhirified $¢ Icoldlmri\ﬂnr()irﬁt%)graphjz5812135gr8d1é{1ﬂ\/€l[—|]z€)2) >

).~ 4= [ & - (4-.Fl en et

Eﬁé@@ﬁﬁ@&%ﬁ&%ﬁgl(g)ﬁ %I“’“n‘ﬁ’ nepheﬁg}z %“%\ll 0{;'23/%2] mg) as off-white
vy sdliiBenzot hi azol - 2-yl sul fanyl - met hyl ) - 2, 2- di et hyl -

i diher 3 xylic acid 20 tert-butyl ester WO
b S RS 006/ Gs0ves -68 To a stirred
cool ed (0C) solution of
g)F%)S3—41_—(B¥ re(r)l)s(f 1%%%'4 g’dﬁlvgro oxaz i 2- Vi(azm ! di ne- 3-

In analogy to example 1b (S)-2-amino-4-phenyl-pentan-1-ol was reacted with cyanogen
bromide to give (S)-4-(2-phenyl-propyl)-4,5-dihydro-oxazol-2-ylamine. Off-white waxy
solid.
MS (ISP): 205.1 ([M+H]"))
Example 80
(S)-4-Phenethyl-4,5-dihydro-oxazol-2-ylamine and (R)-4-phenethyl-4,5-dihydro-

oxazol-2-ylamine

NH, 5
N= N=

©/\w'@o and ©/\)wo

(RS)-4-Phenethyl-4,5-dihydro-oxazol-2-ylamine was separated by chiral HPLC
(Chiralpak AD, EtOH/heptane = 15:85) to yield (S)-4-phenethyl-4,5-dihydro-oxazol-2-
ylamine (off-white solid; MS (ISP): 191.3 ([M+H]")) and (R)-4-phenethyl-4,5-dihydro-
oxazol-2-ylamine (off-white solid; MS (ISP): 191.3 ([M+H]"))

Example 81
(S)-4-Methyl-4-phenethyl-4,5-dihydro-oxazol-2-ylamine and (R)-4-methyl-4-
phenethyl-4,5-dihydro-oxazol-2-ylamine
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15

20

carboxylic acid tert-butyl ester (1.36 g; CAS
108149-65-1), 2-nercaptobenzothiazole (1.48 g) and

wao eooplaga1gd phosphine (2.32 g) in THE (80 nl) unBEF/ER2008/050765

argon at nosphere was added di gf hyl azodi carboxyl ate
(4.1 mM; 40% solution in toluene). The m xture (soon 5
turnlngtoayellowsusp EISIOI’], slowy vvarmr,{g‘upto

r.t.) was stirred for 2overnight, then di Puted
sat. aq. I\Ia20(1§\!/ e

with Et CAc and vvashed
aqueous phase g A 2\/ Xtragt ed v ElfAe”.  The
conbi ned orga washed w t dried over

MyS04, filtered and concentr at ed. e crude pr oduct

159 P S RO SRR A 5 e 7y wpenard

by vieral SRLL (:[[hualpak AD, EtOH/heptane = 10:90) to yield (S)-4-methyl-4-
| |. - ; Vs +
PRRESL oA RGPt S R %t S TR Mg 8P
hndyR)- Ay-eidtlml\félvplmlethsd éi5tdihjp)ro-oxazol-2-ylamine (off-white solid; MS (ISP):
- 4~ t hi azol e- 2- sul f onyl net hyl ) - 2, 2- di net hyl -
g@a ﬁ&iﬁﬁgl%?car boxylic acid tert-butyl ester 15 To a
stirred sol ution of Example 82

(S 4- (e t hi,azol | syl fanyl - [)-2, 2-di -

ot A R R Bt b e A P s S B pheny-
at 0C i n di chl or opmiphhngs-d80 dfd-pxazéhdglaninear gon

at mosphere was added 3-chl oroperbenzoic ﬂfld (2.29 )

in one portion. The (?‘n_% e (sl ow yw@ ng up to

r.t.) was stirred overntght. The m was washed

with 10 % aqg. sodi umb I[fite (80 sat aq.

Na2CC3 and brine, driefl over MgS04, 2§ flltered and
concentrated. The criyde proddct wasYisol ated by col um
chromat ography (Si QA gradi ent: cyelohexane ->

cycl ohexane/ Et OAc @ to give (9 ( benzot hi azol e- 2-

sul fonyl net hyl ) - 2, 2 nethyl oxazo el ne- 3- car boxyl i c
?ﬁ%gg 2t %Eq_rgf %)tr(%lplly eSt %ﬂ}y((%g OéﬁlZO -2- )ﬁamml(tefanﬁp l: I79d ) vltf/ass separated by

€KY 1Pl (E—f)hu%h{aﬂ A‘ﬂ tmoef/maﬁmél 2 wmytblylei’d @)m (@zt) ybhawl-
azol j di ne -carboxylic acid rt b&){\/{ ? F
glfqpy]r)é]dS tbdérq;axa(zo goyaniye &Qflf igoli S ISP) 205 1 ([M+H]")) and

(@4 /écs() QeﬁK@ithﬁgﬁ} )4, 2-dsHidt @BYA AR R him@ ( 8ff-white solid; MS (ISP):

i met - 0Xazo i ne-3-carboxylic acid tert-butyl
%%i%“\%/ kgh ng) in THE (12 M) under an argon

at rmsphere vvas added sl oW gxfAndleBsol ution of Li HVDS
in THE (1.1 . _The 30 m xture was warned to -40C and
stirring(®R4- Uﬂé"f Flueriprebemi-ethyllsh- - divdiuetrzpbe-vhonigen.
The m xture was cool ed again topy/8C and a sol ution of
4-f| uor obenzal dehyde (0.112 )_< |ﬁ THE (3 m) was then
added slowy via a syringe. [{]r| ng at -78C was
continued for 2 h, and then tthe reaction m xture was
slowy allowed to warmto OC ‘The m xture was

quenched by the addition of pat. aq. NH4C1(15 m) and

H20 (15 m ) and extracted w 35 Et OAc. The agueous
phase was back extracted wi Et OAc. The conbi ned
organi cs were WD 2008/ 09278 CT/ EP2008/ 050765

F

a) (S)-4-(Benzothiazol-2-vlsulfanyl-methyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid
tert-butyl ester
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-69 washed with brine, dried over MgSH, filtered and
concentrated. The crude product was purified by

w@0ostve78hr omat ogr aphy (Si 02; gradi ent: cycl ohBXERR2008/050765

cycl ohexane/ Et OAc  85:15) to gjye
(R -4-[(E)-2-(4-fluoro-phenyl)-vinyl]-2,2-di nethyl - oxa

'%8 lalsg (? c%oleasea‘?pg)gé{lultlgn%‘f I?)Bi ?&@r@&?&%@?%&é ?%M%Z)%Ldme 3-

c@rb@@jlc adld [t@ft-@)dtyﬂiles]l@‘r(cb Splge GRS )08t 49y4} 1), 2-mercaptobenzothiazole

Q 4%82 )dl E‘?hBP({nyPﬁh%éﬁl ?{%@2 % ﬁ%rkﬁo@él ) ‘a%dgr Jnee{réon g’[%c}é{)here was

O a strrre

{Red4lidthE)az@di¢abbtyloe 04 bhé;n%ﬂ% solitior in-t@]1@ne)i. irbe Mktuox@oon
fi (%lrlfr% 0 tyeﬂ‘oQ/\h g’us ;s?ogxgl rﬁ Crlmdln% ef) ts 1b t } X'as se(“?ttearfm( % 29\§ermght
ﬂtentdslptadwet}vﬁ@ﬁ&chjﬂdmbﬁec%vﬁh s@. RO aﬂ@())g Thlaeaqmmis Lphese was back
20 Pacty el{hga (?}f rTPe comﬂlglg{i togganbcg gv][e?c,gv%]s e% gfgﬁ?)rrlll%% ?C}ir%e(c)l over
WOz;,Cfdm«Rhatrrd&_toederttmt@i VEhe(dR)dedprofl et (whs plutiGedbpbe ngin)
b B TR, PSR ALSeSh v 5-
WengdtbRYol- 324 ulfankb n{dthvitHP 2)Jime)hyl-oxazolidine-3-carboxylic acid tert-butyl

éﬁt%r(ggwggf%fﬁ‘/ﬁowyfé%@@ ﬁhenyl) butan-1-ol To a
-4- [2 (4-fluoro-phenyl) - ethyl] 2, 2-di et hyl - oxazolidin
b A byj. 2 g B ﬁwl g%%%h ngm)c—ﬁga%@gsflic acid
F'yult 22U at 1miuospriect © wds

asdtdmyMesMrl—O .sol ution in dioxane (1.47 m). The
' 6 h., Th i Xt }
Tofoties 58uSt o 7S lslosp Ganl:2 e AE Etimehytin
oxuzolidihographukyliShd2 tergbag erdr(2.01-2 6 @G dHPEEb 2@kl (80 ml)
9: t i R),- 2- am -4- } } ) )
eadd b rdnihiiies BTunREd archlorapsisnagic a5id (3% 8 dn one portion.
The hdxtuf@ sKoMﬂSP?qvérnﬂi.ﬁé up tﬁ E.N]B-H]asl'éti)rreﬂﬁ)vfebniglﬂ) THe mixture was washed
- (4-.Fl uor @- phenyl.) - . .
b S0P hy P BRERYEh Ml dshe 2 Ny s brige sy g0
{iRred ammﬂtfﬁtgd f’ﬂ'hégjf@ctl@reﬂwt)wab ﬁﬁoﬁi}ed byodolivas cheacdtegraphy
anogen, br oni de i v -4 .
O e ek S Srsih R el R i o sive s Genzothiazole-2-
ydlﬁilﬂﬂyl’ﬂﬁethﬂ\hlztzedﬁfﬂth}(ﬂ-oxﬁ@liﬁir}SF?—:carBG%ﬁy.lf& aéi%tlh%ﬂﬁ]but})l )3$t£81.0(11671 g) as
anal 0Q) n arting fromthe respective
Hft%(gécﬁ\gs @?ﬁgpr#ﬁé]@#gﬂ%éen va?i ve was pr epafed:

Exanpl e 84 (RS) 4-

tert—bu‘g[l ester

To a stirred, cooled (-78°C) solution of (S)-4-(benzothiazole-2-sulfonylmethyl)-2,2-
dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester (0.484 mg) in THF (12 ml) under
an argon atmosphere was added slowly a 1 M solution of LIHMDS in THF (1.1 ml). The
mixture was warmed to -40°C and stirring at that temperature was continued for 30 min.
The mixture was cooled again to -78°C and a solution of 4-fluorobenzaldehyde (0.112 g)
in THF (3 ml) was then added slowly via a syringe. Stirring at -78°C was continued for 2
h, and then the reaction mixture was slowly allowed to warm to 0°C. The mixture was
quenched by the addition of sat. aq. NH4Cl (15 ml) and H,O (15 ml) and extracted with
EtOAc. The aqueous phase was back extracted with EtOAc. The combined organics were
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N( O From (RS) -am no-
(1, 2, 3, 4-tetrahydro-napht hal en-2-yl) -acetic acid.

wardospn7se solid. M (I1SP): 217.3 ([ MtH] +) 5 PEI/EP2008/050765

anal ogy to exanple 83, starting, from
(S) - 4- hydr oxymet hyl - 2, 2- di met hyl - oxazol i di ne-

#adlh %Mrﬁrg:éaﬁé oJeﬁ Mogg?jJt P{lltergci5 51?({ coqlggntya%(cp %h]te Qﬁgjg product was

Fespectiv
p@)ﬁeﬁ-by[ cZ)luI(nd, thammtogrphle;n@h%, ge{dlrfyllt ]cyclohexane -> cyclohexane/EtOAc

3 PSSR ZAPERS 2 TR EROGA P T iy -G Myine -

(e[rh&)hﬂl%)&CldB(r&ﬂvptyé eﬂﬁf (03P 43 a @lorless viscous oil. MS (ISP): 322.4

@/—I@WLO- 3- net hoxy- phenyl ) -ethyl]
i"hydr o- oxazol -2-ylamne NH2 N O 15 F From
4-f1 uoro 3- net hoxybenzal dehyde Of-white solid. M5

mBés 2785 PCT/ EP2008/ 050765 -71 NHZ H O 6 )
R <2 B S({lqu It é% QRélép Lké%{)]%x(xl tol}xl }1?:%(1%?—81 ygl 2? 9Bk Pg))((a\éolidine—

P& SACFas ey Gt1"0R
B-entbolaylicydcid tRyt- M}t(llh?ﬂtér (‘D(W) hyi‘ ). i2¢BagolrtBiakly Linder an argon

oxaz 9 <Iard :{ﬁrg? § 21)6;{)@ E’QZC é gf%‘éle %Agt}l%%g?sél %rre% a?} t.!ihder a
hydrpg‘@fmhmbpi&phfdné Hr& e nt@l)alyandasdﬂtetaa]rdff ot thk filtrate was

d Th ing vel l .
SR PO L LR el R L0 P e
s-andentlicaicebtertrbutylasteo (0. Tvey) as Liglet tpowd utowas]. ($ (ISPRd324.5
P[X/hgﬁWSm chr omat ography (Si 02; gradient:

e) (R)-2-Amino-4-(4-fluoro-phenyl)-butan-1-ol
To a stirred solution of (R)-4-[2-(4-fluoro-phenyl)-ethyl]-2,2-dimethyl-oxazolidine-3-

carboxylic acid tert-butyl ester (190 mg) at r.t. in dioxane (3.5 ml) under an argon
atmosphere was added 4 M HCI solution in dioxane (1.47 ml). The mixture was stirred
for 16 h. The mixture was concentrated. The crude product was purified by column
chromatography (SiO,; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to give (R)-2-amino-4-
(4-fluoro-phenyl)-butan-1-ol (78 mg) as off-white solid. MS (ISP): 184.1 ([M+H]"))

f) (R)-4-[2-(4-Fluoro-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
In analogy to example 1b (R)-2-amino-4-(4-fluoro-phenyl)-butan-1-ol was reacted with

cyanogen bromide to give (R)-4-[2-(4-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-
ylamine. White solid. MS (ISP): 209.3 ([M+H]"))

In analogy to example 1 and starting from the respective amino acid or amino acid
derivative was prepared:
Example 84
(RS)-4-(1,2,3,4-Tetrahydro-naphthalen-2-yl)-4,5-dihydro-oxazol-2-ylamine
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15

hept ane/ Et OAc 100: 0 -> 70:30) to give
(R) -2, 2-di net hyl - 4- phenoxynet hyl - oxazol i di ne-

w@2@antogylic acid tert-butyl ester (336 ng, GBOYERO&050765

col ourl ess viscous oil. M (IS¢ 85 10 308.3 ([MtH +)).
b) (S)-2-Am no-3-phenoxy-propan-1-ol To a stirred
sol ution of NH
(R) - 2, 2-di net hyl - 4- phenoxynet hyl - oxazol i di ne- 3- car boxy
lic acid tert-butyl ester (BOo'ﬁﬁ()at r.t. in dioxane
(5 m) under an argon atr $ was 15 added 4 M HC
sol ution in dioxane (2.4 The m xture was stirred
for 16 h. The m xture was” conCentrated. The residue
us t | rb
; I‘gln g gzéé ?n tg‘[?th:ylrdl% Saﬂ)h%lg%lr L2 tyz) da(ie\{/;h?%%g r@{f%\'hlte solid.
hﬁhyﬁﬁazﬁih(@d+ﬁhé conbi ned organic phases were dried
over sodi um sul phate and concentrated in vacuo. The
crude product was purified by colum chromat ography

(rSﬁr&k?gygo axtingple 83,GH2@1Q rom (Sm4mm@/hmﬂgﬂzgz dlbmettbylgjmmlidine—
czuiboxglm ar(]:gf t%ﬁ%l.tetﬂoé‘gé gllcgg e {Ifl\/ﬁ-sﬁ%gt Ve bnggalcise%){gle were prepared

(R) - 4- Phenoxynet hyl - 4, 5- di hydr o- oxazol 2-ylamne In
anal ogy to exanple IDb le 85
(S)-2-an1no-3-phenoxy-prop£ﬁ@?98§ was reacted with 25
cyanogen($)rH - geFluor@plienyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(R)-4-phenoxynethy|-4,5-dihydroN xazol - 2-yl am ne.

Col ourl ess gum Ms (ISP): 193. PMrH +)) I n anal ogy
to exanple 83, starting fro \

(S) - 4- hydroxynet hyl - 2, 2-di e - oxazol i di ne-
3-carboxylic acid tert-butyl gster and using the
respecti ve benzal dehyde were(prepared: 30 Exanple 88
WO 2008/ 092785 PCT/ EP2008/ 050765 -72 ((S)-4- [2-
(2,4-Difluoro-phenyl) -eth
-4, 5-di hydr o- oxazol - 2-yl am
2, 4-di fl uor o- benzal dehyde. f-white solid. M5 (ISP)
227.1 ([MH +) 5 Exanple 89 (S)-4- |[2-

F3yd 4 Dl ok elmeneal dteydy.] Whitetshlyd.] MS (ISP): 209.3 ([M+H]")

-4, 5-di hydr o- oxazol - 2-ylam ne 2

2 NH N F F From

Example 86
(S)-4-[2-(4-Fluoro-3-methoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
NH,

~

N

O/

F
From 4-fluoro-3-methoxybenzaldehyde. Off-white solid. MS (ISP): 239.3 ([M+H]")

Example 87
(R)-4-Phenoxymethyl-4,5-dihydro-oxazol-2-ylamine
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30

NH N F F From 3,4-difluoro-benzal dehyde. Of-white
solid. M5 (ISP): 227.1 ([MH +) 10 Exanple 90 (R)-4-

w@ 3004/0mi76h1 or o- phenyl ) - 4, 5- di hydr o- oxazol - 2- y| BEA/RR20084250765

\ ad d

(RS)-4-(3, 4-Dichl oro-phenyl ) - 4, ]5 di hydr o- oxazol - 2-yl am
i ne (exanple 14) was separat edNHby chiral HPLC

(Chiral pak AD, Et OH heptane o=—<2 80) to give

(R -4-(3,4-dichloro 15

phenyl ) -4, 5- di hydr o- oxazol - Iam ne. (-)-Enantiomner.

Of-white solid. M5 (ISP): 2 .1 ([ MrH] +)) Exanple 91
(S)-4-
(3, 4-Di chl oro-phenyl) -4, 5-di h-oxazol -2-yl am ne WD

2008/ 092785 PCT/ EP2008/ 050765 <73 H2 O X) NC dC

ARR)- 242 tﬁmférhﬁ?i th@ﬁ&mml&mmnnw m&%@xﬂ?&%ﬁﬂ ted-BULA B ter
I ne (ex %@vvas se ar ated Dby chir

?@ﬁuspgp%éqéuse@ ST HE P Rare oy e Do %ﬂdygethyl 3-

6§)zol4dlﬁ§oaﬂb&dy&tl4 @bOmeg; CAS 108149 63 9) in THF (20 ml) were added phenol
&9fe7nylz ydr Q- oxazo - é +) - Enant i oner

CaP R DS (Sapy ) G 95 1Tt B o R s (488 me).

9Re £B8ting yellow solution was stirred at 70 °C for 18 h overn1ght then concentrated in
(3- QICI ohéxyl am no- phenyl ) -4, 5- di hydr o- oxazal - 2-yl am n
wacugpphe srugle groduct was purified by column chromatography (S1 2 gradient:

heptane/EtOAc 100:0 -> 70:30) to give (R)-2,2-dimethyl-4-phenoxymethyl-oxazolidine-
3-carboxylic acid tert-butyl ester (336 mg, 63%) as a colourless viscous oil. MS (ISP):
308.3 ([M+H]")).

b) (S5)-2-Amino-3-phenoxy-propan-1-ol

To a stirred solution of (R)-2,2-dimethyl-4-phenoxymethyl-oxazolidine-3-carboxylic
acid tert-butyl ester (300 mg) at r.t. in dioxane (5 ml) under an argon atmosphere was
added 4 M HCI solution in dioxane (2.44 ml). The mixture was stirred for 16 h. The
mixture was concentrated. The residue was resuspended in saturated aq sodium
carbonate solution and the mixture was extracted twice with ethyl acetate. The combined
organic phases were dried over sodium sulphate and concentrated in vacuo. The crude
product was purified by column chromatography (SiO,; gradient: CH,Cl, ->
CH,Cl,/MeOH 9:1) to give (S)-2-amino-3-phenoxy-propan-1-ol (108 mg, 66%) as a
white solid. MS (ISP): 168.3 ([M+H]")).

¢) (R)-4-Phenoxymethvl-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1b (S)-2-amino-3-phenoxy-propan-1-ol was reacted with
cyanogen bromide to give (R)-4-phenoxymethyl-4,5-dihydro-oxazol-2-ylamine.
Colourless gum. MS (ISP): 193.1 ([M+H]"))

In analogy to example 83, starting from (S)-4-hydroxymethyl-2,2-dimethyl-oxazolidine-

3-carboxylic acid tert-butyl ester and using the respective benzaldehyde were prepared:

Example 88
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15

a) (RS) -tert-Butoxycarbonyl am no- (3
-cycl ohexyl am no- phenyl) -acetic acid nethyl ester 1o

wo@sler7sdn of PCT/EP2008/050765

(3-am no-phenyl ) -tert-butoxycatrponyl am no-acetic acid
met hyl ester (165 ng, CAS 180081-34-9) in MeOH (5 m)

was tr 0 t r

Cyel onaibHaly 6 DBt R P e el rgppine
NaBH3CN (111 ng) and stl rred ONHEHI ght at 40C. The
MeOH was distilled off. The Pegi due was taken up in
Et OAc and H20. The aqueous fhgse was back extracted
with Et OAc. The conbi ned orgarjics were 15 washed with
wat er, dried over MyS04, filtered and concentrat ed.
The crude product was purif]edcby colum

chromat ography (silica gel; adi ent: cycl ohexane ->
cycl ohexane/ Et OAc 14:1) tolg
(RS)-tert-butoxycarbonyl am n- ( 3- cycl ohexyl am no-
phenyl) -acetic acid methyl Ester (200 ng, 94% as

) 2R R0 U T 8 s 2R o1l

met hyl ester A solution of (RS)

-tert-butoxycar bonyl am no- fi%aiﬁ%l‘él ghexyl am no- phenyl)
-acetic acid nethyl ester in dioxane (5 m)
was tr e@)dd[Zvﬁ?)télhDﬁMOh‘@phhmylﬁleﬁWHH@S-@ﬂwﬂﬁo wkjzol-Andlamine
stirred at r.t. overnight, then goncent r at ed. The
crude product was purified b gol um chr omat ogr aphy
(silica gel; gradient: CH2C1Z N> CH2C12/ MeOH 9:1) to
gi ve (RS) WO 2008/ 092785 P FP2008/ 050765 -74

am no- (3-cycl ohexyl am no-phepgyl) -acetic acid nethyl
ester (126 ng, 87% as light{ yellow viscous oil. M
(I1SP): 263.0 ([MtH +)) 5 c¢) -2-Ami no-2- (3

- cycl ohexyl am no- phenyl ) -4 ol A solution of

(RS) - am no- ( 3- cycl ohexyl am ™ renyl ) -acetic acid

met hyl ester (120 ng) in THE (1 nm) was treated under
an argon atnosphere with lithiumchloride (78 ng),

Bouhi 8rh difnofoyletmzddel(y68. @ffywhitdlsdHdONE USB): BRJ. léii‘d+H] )
stirred at r.t. overnight. The mxture was filtrated.
The residue was washed with EtOH. The filtrate was
concentrated. 10 The resi deeampls%aken up in CH2d 2.

The solids ed The, filtrate
was concenth/at B BINIS R Gheed it o TP bP Sy
col uim chr omat ogr aphy (silica gradi ent: CH2Cl 2
-> CH2Cl 2/ MeOH 9:1) to giveO

(RS) - 2- am no- 2- ( 3- cycl ohexy no- phenyl) -ethanol
(87 ny, 65% as colorless visgcous oil. M5 (I1SP): 235.3
([MH +)) 15

21

Cl
Cl

(RS)-4-(3,4-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 14) was separated
by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (R)-4-(3,4-dichloro-
phenyl)-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. Off-white solid. MS (ISP):
231.1 (IM+H]Y)
Example 91
(S)-4-(3,4-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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d)
(RS) - 4- ( 3- Cycl ohexyl am no- phenyl ) -4, 5- di hydr o- oxazol - 2

W0 90081092785 | n anal ogy to exanple 1.b (RS) -2- anPCDER200§/E50765

- cycl ohexyl am no-phenyl ) -ethanpl was converted to
the title conpound. Colorless Viscous oil. M5 (ISP):
235.3 ([MrH +)) 20 Exanple 93 I_) 4- [ 2-

(3, 5-Difluoro-phenyl) -ethyl

-4, 5-di hydr o- oxazol - 2-yl am e\ NHZ F ', &F In anal ogy
to exanple 83, the title co und was prepared
starting from (R)-4-
hydr oxynet hyl - 2, 2- di net hyl - @ ol i di ne- 3-carboxylic

acid tert-butyl ester and 33825 difl uorobenzal dehyde

. Of-white solid. M5 (I1SP): 227.4 ([ MH] +) Exanple

94 (RS)-4- [3- (Tetrahydro-pytan-4-yl oxy)-phenyl]

€1S) 54- (8, iy el o fox plEedlyt) 24, yldaHidAe oMo R 0 08{RiR2 [8&ample 14) was separated

Dy O BRSSO B 32 S0p aftgd bd5gviaichloro-

yhay)) 4, pligivdird-oagl Roylatind. (MeEMtoasdre Offwhiie sdlidoMOTISP):

Egcie rlvieéj: gut oxycar bonyl am no- ( 3- hydr oxy- phenyl )
)3 methyl 5 ester (CAS 526217-60-7) in THE

(10 M) was treated under Bka 1ggm at nosphere with
tetrahydro ran 4- ol 24 m i, phenyl phos h' ne
(649 rrg?R%)ng %rﬁyrslehm!ﬁrelyp DB et é@lxgr%?fezrlsgor aFRe
and stirred at r.t. overni thJH The reaction m xture
was concentrated. The crose product was pur|f| ed by

(RS)-tert lo
but oxycar bonyl am no- [ 3- (
yl]-acetic acid nmethyl ester >N J, 829 as viscous
light yellowoil. M5 (I1SP): 386.8¢[MH +) b) (RS)-4-

0 ne I | enyl)-acetic acid methyl ester

A&aﬁmloﬁibf Qfabmnd pl@e dte&%tdoxycarbonylammo acetic acid methyl ester (165

et A 08 A ) BRs g updsrion azgapqtmgeplyre with

erldlexisie CO.0V &1}, lectcﬁlofriale (321t hg) aroNPBIMTN (Li1ghE) and stirred

x?elrlu% ;&'OL(? T]!YBM(eO%zvas (%st%le(c)l hﬁl‘é“rggiAue was taken up in EtOAc and
H,0O. The aqueous phase was back extracted with EtOAc. The combined organics were
washed with water, dried over MgSQ,, filtered and concentrated. The crude product was
purified by column chromatography (silica gel; gradient: cyclohexane ->
cyclohexane/EtOAc 14:1) to give (RS)-tert-butoxycarbonylamino-(3-cyclohexylamino-
phenyl)-acetic acid methyl ester (200 mg, 94%) as viscous colorless oil.
MS (ISP): 363.4 ([M+H]")

b) (RS)-Amino-(3-cyclohexylamino-phenyl)-acetic acid methvl ester

A solution of (RS)-tert-butoxycarbonylamino-(3-cyclohexylamino-phenyl)-acetic acid
methyl ester (200 mg) in dioxane (5 ml) was treated with 4M HCl in dioxane (2.76 ml)
and stirred at r.t. overnight, then concentrated. The crude product was purified by

column chromatography (silica gel; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to give (RS)-
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In anal ogy to exanple 87 were prepared: 20 Exanple 95
(R) - 4-

W@ 2008k09258%- phenoxynet hyl ) - 4, 5- di hydr o- oxazol - 2PgI/EPI0NE050765

NHZ O~ N O d Fromtert-_b? yl
(R) - 4- (hydroxynet hyl ) -2, 2-di ne - 3- oxazol i di necar box

R e T e

2008/ 082486il.PCT/ EP2008/ 050765 -76 Exanple 96 (R)-4-
f phenoxynethyl) 4, 5-di hydr o- oxazol -2
M%(-fé}!)) bééod ﬁﬁl{@%% F F5 Fromtert but yl
(R) 4 (hydr oxynet hyl ) 2 2 d| nmet hyI 3- oxazol i di necar box
I K 4 I h : White solid.

AAserltmnroé{lpﬁemnmw(étdyyﬂoheyqdzﬁnmm@dn}d) ﬁxaE@ICLdZnyﬂhalmstee (120 mg)
PR e S et Bt 58 e bmsphes vl choride (e
yddatre b@mhydrlﬁh U@mghﬁnb]EtO}W\hl 8 enlsaid dirred at r.t. overnight. The
mixture was filtrated. The residue was washed with EtOH. The filtrate was concentrated.
The residue was taken up in CH,Cl,. The solids were removed by filtration. The filtrate
was concentrated. The crude product was isolated by column chromatography (silica gel;
gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to give (RS)-2-amino-2-(3-cyclohexylamino-
phenyl)-ethanol (87 mg, 65%) as colorless viscous oil.

MS (ISP): 235.3 ([M+H]"))

d) (RS)-4-(3-Cyclohexylamino-phenyl)-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1.b (RS)-2-amino-2-(3-cyclohexylamino-phenyl)-ethanol was
converted to the title compound. Colorless viscous oil.
MS (ISP): 235.3 ([M+H]"))
Example 93
(R)-4-[2-(3,5-Difluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to example 83, the title compound was prepared starting from (R)-4-
hydroxymethyl-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester and 3,5-
difluorobenzaldehyde . Off-white solid. MS (ISP): 227.4 ([M+H]")

Example 94
(RS)-4-[3-(Tetrahydro-pyran-4-yloxy)-phenyl]-4,5-dihydro-oxazol-2-ylamine
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ME (ISP): 211.1 ([M+H +). Exanple 98 15

(R) - 4- (4-Bronp- phenoxynet hyl ) - 4, 5-di hydr o- oxazol - 2-yl a
WOor0ws/09¥48s O Br Fromtert-butyl PCT/EP2008/050765

(R) - 4- (hydroxynet hyl ) -2, 2- d|ne§§yl 3- oxazol i di necar box

yl ate and 4- bronDphenoI Wiite solid. Ms (ISP): 273.0

([ f 81Br}MeH +), 271.0 ([{79Br}MrH +). 20 WO

2008/ 092785 PCT/ EP2008/ 057657 -77 Exanple 99 (RS)-4-

[ 4- (2- Met hoxy- et hoxy) - plienyl ]

-4, 5-di hydr o- oxazol - 2-yl anf'ne <NH2 a)

(RS) tert - But oxycar bonyl api no- [ 4- ( 2- net hoxy- et hoxy) - ph

enyl]-acetic acid nethyl ester A sol ution of

(RS)-tert-but oxycar bonyl asgs - hyigr oxy- phenyl )

-acetic acid nmethyl ester (580 CAS 143323-49-3)

in DMF (4 M) was treated under an argon atnosphere

ol (RS) 2 tet- Buigay qaghorvlampno- [ 34(kesiahydrozpyran-Yi-ylesyd iphgnyl [ -acetic acid

&qgre (695 ng) and tetrabutyl ammoni um i odi de (66

stirred at r.t. overnight. Then it was
é@@hlélﬁé @f RS ufertHb it ycamensaming { Ehydioxrpierhcacetinacid methyl

G GACHBS BT S RPHEE 1 Al STl Bl NP MBS phere with

rate and concentr at gro u was

purhydrecysyn-doil (@4 mih ﬁr@mw@hamlwne( (=.6|4 inega, agé di-tert-butyl
gfoﬂ%a%%l)a&y@b@ ?‘%z HE stirt ecp% o(f‘@‘rﬁglgt{ ﬁthg%@acﬁo&}n&@lre was

(RS) -ter ut oxycar

[:anc@ztreﬁeql hoke/crate psqd)lct wmlfyed basekuing dupaaragrapy (silical gel;

?é %%?t ng‘g’%zfg% é@@‘))h t}:‘é?(ﬁﬁg%‘dj 150 Q5L eg§ Rl - 15 M5

[)mo((@amrmbu@n@{ ﬁd;@yr)ah eryran-4 -yloxy)-phenyl]-acetic acid methyl ester
%,4&}11985% rglgvgé%%g&hgye%@r&lne In anal ogy to exanpl es

Z\/FSS)[SR)eNﬁbﬂMmlylbér bonyl ani no-[4-(2 20 net hoxy- et hoxy)
-phenyl] -acetic acid nethyl ester was converted to

the title conpound. White solid. M5 (ISP): 237.1
m&w&m&m&n%—ﬂow) -phenyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to examples 92.b, 1.a and 92.d, (RS)-tert-butoxycarbonylamino-[3-

(tetrahydro-pyran-4-yloxy)-phenyl]-acetic acid methyl ester was converted to the title
compound. Light yellow solid.
MS (ISP): 263.0 ([M+H]"))

In analogy to example 87 were prepared:

Example 95
(R)-4-(4-Chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

NH,
O
(N

~o

cl
From tert-butyl (R)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
chlorophenol. White solid.

MS (ISP): 229.2 ([{*’CIM+H]"), 227.2 ([{*CIM+H]"),
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(R -4-(2,5-Difluoro-phenyl) -4, 5-di hydr o- oxazol - 2-yl am

WoeooBR9273s N F F WO 2008/ 092785 PCT/ EP2008/ 050FGBEP20§8050765

(RS)-4-(2,5-D fluoro-phenyl )'—4765—' di hydr o- oxazol - 2-yl am
i ne (exanple 16) was separated " by chiral HPLC

(Chiral pak AD, Et OH heptane = 15:85) to give (R -4-
(2,5-difluoro- phenyl)-4,5-di hydro-oxazol - 2-yl am ne.
(-)-Enantiomer. Light yell Bwamgeidd. M5 (I1SP): 199.1

([ M+Hj anmpl e 1.(9)-4- . .
o5 OB TR e eal gy dze-graggl fartamine
~H2 NF F NH,

(RS) - 4- (2, 5- Di f | uor o- phenyl P4 5- di hydr o- oxazol - 2-yl am
i ne (exanple 16) was separate by chiral HPLC

(Chiral pak AD, Et OH heptane =_15:85) to give
(S)-4-(2,5-difluoro 1o ?

phenyl ) -4, 5-di hydr o- oxazol - 2- m ne. (+)-Enantioner.

Li ght yellow solid. M (ISP) 99.1 ([ M+H] +)) Exanpl e
102

(R) - 4- Napht hal en- 2-yl - 4, 5-di th r6- oxazol - 2- yl am ne H2
N O 15

FiR®) -tdctfiaxpit (ke ahyzirgtynae iyl i Rydimethyk-dzelazdidrheraibogylate and 4-

b chiral HPLC (Chiral pak
TR R RSB B 7 i ve Lemrar
MR) (SR)n2@phd Hale} 2- yI - 4, 5- di hydr o- oxazol - 2- yl ani ne.
(+)-Enantioner. Of-white EQAIL&wVS (1SP): 213.3

([M+H +)) Exanpl e 103 20
( S) - 4- NapR}-#dlt-dihucteydhed o Hrnakthylohdd- dihadw- o2yl Zuglangne H2

NH,
0
L
N
N

o)

e

F
From tert-butyl (R)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
fluorophenol. White solid.
MS (ISP): 211.1 ([M+H]").
Example 98
(R)-4-(4-Bromo-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

NH,

~o

s

Br
From tert-butyl (R)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
bromophenol. White solid.
MS (ISP): 273.0 ([{*'Br}M+H]"), 271.0 ([{*BriM+H] ).
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N " vO
(RS) - 4- Napht hal en- 2-yl - 4, 5- di hydr o- oxazol - 2-yl am ne

W@ 2008092785 33) was separated by chiral HPLC ( OPCT/EPaS050765

AD, EtOH heptane = 20:80) to give
(S) - 4- napht hal en-2-yl -4, 5- di hydr o- oxazol - 2-yl am ne.
(-)-Enantionmer. O f-white e (ISP): 213.3 25
([ MFH +)) WD 2008/ 092785 P%%‘Egﬁggg/ 050765 - 79
Exanpl éR9)04[4-(2-Methoxy-ethoxy)-phenyl]-4,5-dihydro-oxazol-2-ylamine
(R)-4-(4-Brono-phenyl) -4, 5-di l\tl‘p(dr 0- oxazol - 2-yl am ne
Hz ( ~N Br 2
(RS) - 4- (4- Br onp- phenyl ) - 4,
(exanmpl e 20) was separate
AD, Et OH heptane = 20:80) t
(R)-4-(4- brono-phenyl)- 4
(-)-Enantioner. Of-white
([ I\/H—|] +)) Exanple 105
(S) 4- (4- Br ono- phenyl) 4, 5- 91\?@?106 oxazol - 2-yl am ne
O ~ N 10 Br ,

i hydr o- oxazol - 2-yl am ne
y 5 chiral HPLC (Chiral pak
gi ve
i hydr o- oxazol - 2-yl am ne.
id. M5 (ISP): 241.1

é&@ganpl e 20) vvas separat ed by chi raI HPLC (Ch| raI pak
AD, Et OH he§t ane = 80) to.give

{papluiop.of GR ntsrtptr%ﬁwalrboaylsmm%%hbdr@%&feﬁmil gqetifirid methyl
Estar- g@(ﬁﬂfg' @K@ r143ﬁ3f49\l\ﬂ| ih @MP'(JI thl) W& €datR) uindfdn lrgon atmosphere

%vg_thz?r @Dmefh‘/hme "Eﬁr@ﬁy 0)344n§ %ﬁsww%b%@éez(ﬁ%znghaaﬁq ne

RerabfitylamiMionium iodide (66 mg) and stirred at r.t. overnight. Then it was quenched
with H,O and extracted with EtOAc. The organics were washed with water, dried over
MgSOy, filtrated and concentrated. The crude product was purified by column
chromatography (silica gel; gradient: cyclohexane -> cyclohexane/EtOAc 4:1) to give
(RS)-tert-butoxycarbonylamino-[4-(2-methoxy-ethoxy)-phenyl]-acetic acid methyl ester
(434 mg, 72%) as viscous colorless oil.

MS (ISP): 340.4 ([M+H]")

b) (RS)-4-[4-(2-Methoxy-ethoxy)-phenvl]-4,5-dihydro-oxazol-2-ylamine

In analogy to examples 92.b, 1.a and 92.d, (RS)-tert-butoxycarbonylamino-[4-(2-
methoxy-ethoxy)-phenyl]-acetic acid methyl ester was converted to the title compound.
White solid.

MS (ISP): 237.1 ([M+H] "))

Example 100
(R)-4-(2,5-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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a)
(RS)-4-(2,4,5-Trifl uoro-phenyl)-4,5-di hydro-oxazol - 2-y

WO 200810227851 anal ogy to exanple 1, the title conpOURBRMMEES0765

obtained from2,4,5-trifluoro-D- 20 phenyl gl yci ne.
Of-white solid. M5 (I1SP): 217.1 ([M+H +) WO

%{%%)84 gzg%iﬁﬁ (gr%%ﬂ%;ﬁgo?éoﬁ%%ﬁo P)fazglq%—?r 1ne exam)]é)le 16|) Wfs separated

baohired HPLC (Chiralpak AD, EtOH/heptane = 15:85) to glve (R)-4-(2,5- d1ﬂuoro—

e L+ 2-y
]gl%‘cr")yr? %%hlé/d?? -I(;gg%; YL amf?llg I}aﬁgglglg{' ghgﬁ@'eﬁﬁgégld
MSNITSRE p2tk] ADI+HEOpr opanol/hept ane = 10:90) to give
(R-45 mol
(2,4,5-trifluoro-phenyl)- 4EX§ d)eh c}ro oxazol - 2-yl am ne.
(-) - Enant i (8yet-(2,5Ahifleoregihiedyl)- 4!,\5d(11|y8R)—0xa2&:]72 “lamine
([ MtH] 4)) Exanpl e 107 (S)-4-
(2,4,5-Trifluoro-phenyl)-4,5;
H O~NF FF 10
(RS)-4-(2,4,5-Trifl uoro-phen - 4, 5-di hydr o- oxazol - 2-y
| am ne (exanple 106) was sepdyated by chiral HPLC
(Chiral pak AD, isopropanol/hgpt@gne = 10:90) to give
(S)-4-
(2,4,5-trifluoro-phenyl)- 4 5-di hydr o- oxazol - 2-yl am ne.
(R9)-EBMDiINIBTO- ]iﬁéhiylt)el §@ih|ydro oMol Q«?B}mn@@e&aﬂiple 16) was separated

%w LT Bl T O byt 5589 dprapiadSl-bkaaaiiigero-

f{’% @&yl )DE5- T%ro Wxazof@lylamine. (+)-Enantiomer. Light yellow solid.

d\ Mr o- oxazol - 2-yl am ne

S | or - 2-f ' uor o- phenyl ) - 4, 5-di hydr o- oxazol -
@%ﬁ} i? E%hS) was separated by chiral HPLC

(Chiral pak AD, isopropanolghaplane = 1:9) to give
R
Chi o o 2-1 1 B DRERIen 2845 Wikudoo-oxeeab -y ingri ne.

(-)-Enantioner. Of-white 20 soli HZI\/B(ISP) 215.3
([MH +)) N=

sond

(RS)-4-Naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine (example 33) was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (R)-4-naphthalen-2-yl-4,5-
dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white solid. MS (ISP): 213.3
(IM+H]")
Example 103
(S)-4-Naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine

s

(RS)-4-Naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine (example 33) was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (S)-4-naphthalen-2-yl-4,5-
dihydro-oxazol-2-ylamine.  (-)-Enantiomer. = Off-white solid. =~ MS (ISP): 213.3
(IM+H]"))
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Exanpl e 109 (S)-4-
(3-Chl oro-2-fl uoro-phenyl) -4, 5-di hydr o- oxazol - 2-yl am n

W@ 200802088/ 092785 PCT/ EP2008/ 050765 -81 H2 NPEI/EE1008/050765

(RS) - 4-(3-Chl oro-2-fl uoro-phen 4) 4, 5-di hydr o- oxazol -2
-yl'am ne (exanple 18) was separat ed by chiral HPLC

(Chiral pak AD, i sopropanol 1:9) to give

(Giratp ERRIATS =

chl or o- 2- f | (R4 piBeomyb)phenph)-di Fgidhydecoeazol-2-Flaphiaen ne.

(+)-Enantioner. Of-white 5 s |_!3d M5 (ISP): 215.1

([MtH +)) In analogy to exa starting from

(S) - 4- hydr oxynet hyl - 2, 2- di mgt Ryl - oxazol i di ne-

3-carboxylic acid tert-butyl™ster and using the

respective benzal dehyde were prepared: 10 Exanple 110

(S)-4- [2- (2-Trifluoroneth henyl ) -ethyl]

-4, 5-di hydr o- oxazol - 2-yl am NH2 N F F From

2-trifluoronethyl benzal dehyde, White solid. M5 (I SP):

259.0 ([MtH +) 15 Exanple 1(S)-4- [2-

(128)51 U@B%Iﬁb@iﬂi‘h)}l) 4@-&[1}91 dro- oxazol lamme (example 20) was separated by
E? I&ggro ox am ne S'Qg

ghlm Goiatpah we T i beptang T&O t |g§p)(R>z40@1 gromo-phenyl)-

45 Milldrd)oxaZf)-2Exampiee  YI2ENRRAQ8/ 09T RBite solid. MS (ISP): 241.1

PCT/ P2008/ 050765
(IM+H]")

Example 105
(S)-4-(4-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
0~

N

Br
(RS)-4-(4-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 20) was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (S)-4-(4-bromo-phenyl)-
4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white solid.

MS (ISP): 241.1 ([M+H]"))
Example 106
(R)-4-(2,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
0=

N

F
a) (RS)-4-(2,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1, the title compound was obtained from 2,4,5-trifluoro-DL-

phenylglycine. Off-white solid.
MS (ISP): 217.1 ([M+H]")
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-82 (S)-4- [2- (3-Fluoro-phenyl) -ethyl]
-4, 5-di hydr o- oxazol -2-ylamine NH 2 N F From

w@2doBe7ehenzal dehyde. White solid. M5 (1 SP): ROPDER2008/050765

([MtH +) 5 Exanple 113 (S)-4:8([g-
(3,5-D fluoro-phenyl) -ethyl]
-4, 5-di hydro- oxazol -2-ylamine NH 2 NF F From
3, 5-di fl uorobenzal dehyde. White solid. M5 (ISP): 227.1
b (VRHU-2)4,5-ToiflER & drgineet hyl )
&

- anphe
SRR R AR W i Mol Wgap 20 vas

$dpMaledd by) chiisl BREAChirdlpsk ADS)sosrqpanolkpkanle=ethyd))to give (R)-4-

- dhhydr g- ox -2- vl am.n 2 / 785, . . .
Her iy GuBoaas> a8 {NERER, (eSOt nyhie solid
OIS 2. 50MEH] VB (1 SP): 205.3 ([ MrH] +) Exanple 116
5(S) -4- (2-p-Tolyl- eth - - di hydr o-
oxazol -2-ylamne 2 NH Kﬂr’%fnéﬁrﬁ gb-7t ol yl al dehyde.

O f - whi t e (Sed4-(204,5N5Fif{U0B)phedD 43 - dihihidl dxazoEXxshaplise 117

10

(R -4-(2,3,5-Trifluoro- phenylo)_-g,'_%- di hydr o- oxazol - 2-yl
\N

am ne

F

F
(RS)-4-(2,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 106) was
separated by chiral HPLC (Chiralpak AD, isopropanol/heptane = 10:90) to give (S)-4-
(2,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.
MS (ISP): 217.4 ([M+H] "))
Example 108
(R)-4-(3-Chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(3-Chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 18) was
separated by chiral HPLC (Chiralpak AD, isopropanol/heptane = 1:9) to give (R)-4-(3-
chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. Off-white
solid.
MS (ISP): 215.3 ([M+H]"))
Example 109
(S)-4-(3-Chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine



H2 )-NF F F
(RS)-4-(2,3,5-Trifl uoro-phenyl)-4,5-di hydro-oxazol - 2-y

wo 200802278 xanpl e 40) was separated by chiral HRUIZEP2008/050765
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(Chiral pak AD, i sopropanol/ hep§1ane = 10:90) to give
(R) - 4-
(2,3,5-trifluoro-phenyl)-4,5-di
(-)-Enantioner. Of-white
([MrH +)) Exanple 118 (S)-4{ Y\
(2,3,5-Trifluoro-phenyl)-4, I hydr o- oxazol - 2-yl am ne

WO 2008/ 092785 PCT/ EP2008/ 050(65F -84- ~Hz NF F F
(RS)-4-(2,3,5-Trifl uoro-phe -4, 5-di hydr o- oxazol - 2-y

| am ne (exanple 40) was se d by chiral HPLC
(Chiral pak AD, i sopropanol/heptane = 10:90) to give

(’9)- 44(3 Chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 18) was

trlfl 5d|h dr zol -

st orimb AR PR bk Ak T I FhEs; F US4
él{lMdﬂ};-ﬂ)l))rd phana)l- 41]5d11t;@1reaoamﬂe WBaningt &rJ-Engntianaen Off-white
%O%)@ 4- hydr oxymet hyl - - di et hyl - oxazol i di ne-

arboxylic acid tert butyl ester and using the
MSS(PERt 2 Vel genedl'dehyde were prepared: 10 Exanple 119
(S)-4- [2- (4-Trifluoronethyl-phenyl) -ethyl]
-4, 5-di hydr o- oxazol -2-ylamine 2 NH N F FF From
fr dfalddyuo eimeplb g Bendad tehmyde-4-1afdkowhidieyl 901-tihe thMB-oxazolidine-

I
g carb)oxyhc ac1d1 tel(t but)'f_l“ estez ancil using the respective benzaldehyde were prepared:

dr o- oxazol - 2-yl am ne.
ol!id. Ms (ISP): 217.4

Example 110
(S)-4-[2-(2-Trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

From 2-trifluoromethylbenzaldehyde. White solid. MS (ISP): 259.0 ([M+H]")

Example 111
(S)-4-[2-(2-Fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

_\< 2
N

From 2-fluorobenzaldehyde. White solid. MS (ISP): 209.3 ([M+H]")

Example 112
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15

Exanpl e 120 (S)-4- [2- (3-Trifluoronethyl-phenyl)
-ethyl] -4,5-di hydro-oxazol-2-ylamne NH2 N F FF WO

WQo®8/Nh32¥85 PCT/ EP2008/ 050765 -85 From PCT/EP2008/050765

259.1 ([ MtH +) Exanple 121 (

(21011 ALPIRLML PISRYT & 4 048 252682 SraMil

3-trifluoronethyl benzal dehyde. y%ite solid. M5 (ISP)
-4

e Hz
(RS)-4-(2-Trifluoronethyl -phenyl NH4, 5- di hydr o- oxazol - 2
-yl am ne (exanple 40) was sepajated by chiral HPLC
(Chiral pak AD, i sopropanol/h AMe = 5:95) to give (R
-4- (2-
trifluoronethyl-phenyl)-4, 5-difiydro- oxazol - 2-yl am ne.
(-)-Enantioner. Of-white solid. 10 M5 (ISP): 231.4
([ MtH] +)) Exanple 122 (S)-4
(2-Trifl uoronethyl - phenyl) - 4
e ~Hz NFF F F

- Tr [ -phepy! . i I xazol -2
ﬁ'ﬁ%?nﬁ]“g’% bee%%%%%?dggw }H\/\%s?"l% Igpéégfrfgt 22’3 %@”ﬁﬁ? | HPLC
(Chiral pak AD, i sopropanol/heptane = 5:95) to give (S
-4- (2 ample 113
trifIuoronethyl-phenyl)-aﬁiEﬂqwd%o-oxazol-2-y|anine
( +) - Enaf$hideie3,5- Diffuonbiphenyls-ethytl -4,5-dihydro-oxazol-2-ylamine

di hydr o- oxazol - 2-yl am n

F F
From 3,5-difluorobenzaldehyde. White solid. MS (ISP): 227.1 ([M+H]")

Example 114
(S)-4-(2-0-Tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine

o

N

From o-tolylaldehyde. Off-white solid. MS (ISP): 205.3 ([M+H]")

Example 115
(S)-4-(2-m-Tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
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15

M5 (ISP): 231.4 ([MtH +)) In anal ogy to exanple 87 was
prepared: 20 Exanple 123 (R

WO 20080708y | oxynet hyl - 4, 5- di hydr o- oxazol - 2- yl| anPCIEERID08/050765

2008/ 092785 PCT/ EP2008/ 050765 a3 86 NHZ O ~ O From
tert-butyl

(R) - 4- (hydroxymet hyl ) - 2, 2- di met hyl,- 3- oxazol i di necar box
yl ate and 4- nethyl phenol . 1_% solid. Ms (ISP):
207.1 ([MrH +). 5 In anal ogy fo\\gxanple 83, starting
fromthe respective benzal dehyge was prepared:

Exanple 124 (R)-4- [2- (3, 4-Di ghl oro-phenyl) -ethyl]
-4,5-di hydro-oxazol -2-ylaninef NH2 C C to From

3, 4-di chl or obenzal dehyde. Cg | ess gum Ms (I SP):
259.0 ([MtH] +) In analogy o gxanple 1 and starting
fromthe respective am no .a were prepared: Exanple
125 (S o ,
Faommipldrgiebssi ASENYite 15, IRGSPE283A5BYH BN ari ne

H2 "L"X C/ 15 From (S)-2-am no-3-phenyl -propionic
acid. Of-white solid. M5 (I1SP): 253.1 ([ MtH] +)

Exanpl e 126 WO 2008/ 09278FPwPIER$008/ 050765 - 87
(S)-4- (S)-4-(2-p-Tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine _
(4- Fl uor o- phenyls -4-met hyl'-'4, 5- lc\ilthydr 0- oxazol -2-yl am n
e H2 2

\
N

From p-tolylaldehyde. Off-white solid. MS (ISP): 205.3 ([M+H]")

Example 117
(R)-4-(2,3,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(2,3,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 40) was
separated by chiral HPLC (Chiralpak AD, isopropanol/heptane = 10:90) to give (R)-4-
(2,3,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. Off-white
solid.
MS (ISP): 217.4 ([M+H] "))
Example 118
(S)-4-(2,3,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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O\ N F a)
((RS)-4-(4-Fl uoro-phenyl) -4-net hyl -4, 5-di hydr o- oxazol -

wQ@2008am78%2 | n anal ogy to exanple 1, the titl| ePCORP290OSIO50765

was obtained from2-(4 5 fl uorg henyl ) al ani ne. Wite
solid. M5 (I1SP): 195.3 ([ M+H| L;)

(S)-4-(4-Fl uoro-phenyl)-4-nmnet hyl H4 5-di hydr o- oxazol - 2-
yl am ne 2
(RS) - 4- (4- Fl uor o- phenyl ) - 4-
-yl am ne was separated by 10
AD, Et OH heptane 2:8) to give
(S)-4-(4-fluoro-phenyl)-4-
met hyl - 4, 5- di hydr o- oxazol - hhe. (+)-Enantiomer.
Of-white solid. M5 (I1SP): 195.3 ([M+H +)) I n anal ogy
{RS) e &ypb el r8@Bicanghhsitiyd)-# j5Adjh fdroroxazol-2-ylamine (example 40) was

S) - dro 2-dinet hyl - 1 :
tsehiid W P RLEX o Raf AT r¥ise Tl hprens i PO da s 65+
(B3 peadfluse-fienzidlae Hmermasazoprz@fpmiﬁd: (Exeumpitie k2 7Off-white
gi)-4- [2- (3,4-D chl oro-phenyl) -ethyl]

29 dS di hydr o- oxazol -2-ylamine NH2 N C C 20 From

A siehl o1 gherdl)dehyde. Vi scous colorless oil. M

(1SP): 259.0 ([M+rH +) Exanple 128 (R)-4-

(4- Met hoxy- 3- net hyl - phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am
HEaﬂ/éﬂ)g&QG&/xﬁlﬂﬁE% RefingR26/a8 5 D3 hfaboxynfehyiHz, 2 - dlﬁ‘helh}ilQ)xazohdme—

3 nmet h -dih 0- 0xa
St el E Y c36) e R BE ARl by e VBErepared
(Chiral pak AD, EtOH heptane = 20:80) to give (R -4-
4-
Snst hoxy- 3- met hyl - pheny! ) - ESMRIGLS o- oxazol - 2-yI ami ne.
(-) - B3t 20T rifl (3 romtiyl §hedyl s @byl -4,5-dihydro-oxazol-2-ylamine

NH,

~

N

t Ryl - 4, 5- di hydr o- oxazol - 2
hiral HPLC ( Chiral pak
F

F
-

From 4-trifluoromethylbenzaldehyde. Off-white solid. MS (ISP): 259.1 ([M+H]")

Example 120
(S)-4-[2-(3-Trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine



M5 (ISP): 206.9 ([ MtH +)) Exanple 129 (S)-4-
(4- Met hoxy- 3- net hyl - phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am

wmeoose2780 ~ N 1. 10 10 PCT/EP2008/050765

10

15

20

(RS) - 4- (4- Met hoxy- 3- net hyl - phegyl ) - 4, 5-di hydr o- oxazol -
2-ylam ne (exanple 35) was separated by chiral HPLC

E%?ﬁ 5 aliRakK o v R SARERIRN v G218 OMst @s 8t ¥ { §M+AT

met hoxy- 3- met hyl - phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am ne.
(+)-Enantionmer. Of-white sgl |1d121|\/8 (1SP): 207.1
([MH +)) 15 Exanple 130 (RFW

( 3- Chl or R)44-(2Thidxygrqhethyl phehyB-485-dihgdd ee-ox@nb R -yRayina
ne H ~NC 1.10 H

(RS) - 4- (3- Chl or o- 4- met hoxy-fphenyl ) - 4, 5- di hydr o- oxazol -
2-yl am ne (exanple 36) vvasiz parated by chiral HPLC
(Chiral pak AD, Et OH heptane™ 2p:80) to give (R -4-(3
WO 2008/ 092785 PCT/ EP2008/ 05Q76%&~F - 89

chl or o- 4- met hoxy- phenyl ) - 4 I hyddr o- oxazol - 2- yl ani ne.
(-)-Enantionmer. Of-white id. M5 (ISP): 227.1

([ MtH] +)) Exanple 131 5

(I@) 41- 371riﬂhbmr1met14y1r;étehyi)@y4 Ftibpgio) o xhz6l-2iyhydnoteaxaplel 402 was

eI HPLE Cnlinal oD angammol emipon Q2 g g (0-4-2
ﬂifyjoadﬂtnﬂlhy( panyht45-388)ydwarexazol-2-ylamine. (-)-Enantiomer. Off-white
solid.

MS (ISP): 231.4 ([M+H]"))
Example 122
(S)-4-(2-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(2-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 40) was
separated by chiral HPLC (Chiralpak AD, isopropanol/heptane = 5:95) to give (S)-4-(2-
trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white
solid.

MS (ISP): 231.4 ([M+H]"))

In analogy to example 87 was prepared:

Example 123
(R)-4-p-Tolyloxymethyl-4,5-dihydro-oxazol-2-ylamine



separated by chiral HPLC (Chiral pak AD, EtOH heptane =
20:80) to give (S)-4-(3-

W@ 0081092745 met hoxy- phenyl ) - 4, 5-di hydr o- oxazol - 2PgI/BP300&050765
(+)-Enantioner. Of-white 10 8 lid. M5 (ISP): 227.1
([MrH +)) In anal ogy to exanple 83, starting from
(S) - 4- hydr oxynet hyl - 2, 2- di met hyl, - oxazol i di ne-
3-carboxylic acid tert-butylo ster and usi ng the
respective benzal dehyde wer é\pm epared: 15 Exanple 132
(S)-4- [2- (4-Chloro-2- quoroE-phenyI) -et hyl ]

-4,5-di hydro- oxazol -2-ylamineoN H2 N F Cl From
4-chl oro- 2-f | uor obenzal dehyde, ite solid. M5 (ISP):
243.3 ([MtH +) 20 Exanpl e 1 S)-4- [2-
(4-Fluoro-3-trifluoronethyl-phahyl) -ethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne WO 2008/ 092785
Pl EE’[ZQQ&%IO@QYﬁﬁh dr&8middy1) - 2Fdimethy-306Razolidinecarboxylate and 4-
4-11 uqro- trlflygromsthyl benzal dehyde. O f-white
ggfiphenel Rel- Whijsysolid77. o ([I\/H—|] +) Exan'ple 134 5
Mg)({gp)(@om qM;hﬂ{pﬂ)o phenyl) - met hyl - 4, 5- di hydr o- oxazo

yl am ne %) CEC

5 G819 ex gS&lsgﬁp%g gow{gﬁwsyectlﬁ? gfﬁlza eRydeavas prepared
hydrochlorlde

Example 124
(R)-4-[2-(3,4-Dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

Cl
Cl

10  From 3,4-dichlorobenzaldehyde. Colorless gum. MS (ISP): 259.0 ([M+H]")

In analogy to example 1 and starting from the respective amino acid were prepared:

Example 125
(S)-4-Biphenyl-4-ylmethyl-4,5-dihydro-oxazol-2-ylamine

H,
o
o P

&
&

From (S)-2-amino-3-phenyl-propionic acid. Off-white solid. MS (ISP): 253.1 ([M+H]")

15

Example 126



A sol ution of

5- (3, 4-di chl or o- phenyl ) -5-net hyl -i m dazol i di ne-2, 4-di o
W@e00g89083y; CAS 52715-57-8) in 3N NaCH (30 nl PCTNEB2008/050765

refl uxed overnight. The reactjgf_ m xture was 10

cooled to O, then brought to pH 1 by dropw se addition

of conce [

filter ed(g)zléﬁgle pherl;' eg%i);lé }l@dgo P%ZH[ ?ﬁd%@@%
dried in the vacuum resuspen in Et()—| (25 m),
collected by filtration, wa with Et OH and

diethyl ether and dried int Macuum to give

(RS) - 2- am no- 2- ( 3, 4-di chl or e%jphenyl )- propionic acid
hydrochl oride (1.35 g, 27% off white solid. 15 M5
(1SP): 266.9 ([ MtNa] +) b)
(RS) 4- (3, 4-Di chl or o- phenyl)

-4, 5-di hydr o- oxaz

( 31 3 Epianic agid
Of tt@ e)‘e‘e@lllpléll 20 NBcbhSBhid Qrés“olﬂaﬁl&d\/ﬁbﬂlf@ Jac)
5 ﬁR%r_oy )%@%n%hl\/%ue &?Eny ) - 4- net hyl - 4, 5- di hydr o- oxazo

MRBP)414533 dabi@htyor o- phenyl ) - 4- met hyl - 4, 5- di hydr o- oxa
zol - 2-yl am ne was separated by chiral HPLC (Chiral pak
AD, EtOH heptane = 15:85) to give (R -4-(3,4-dichloro

BH( SméleWPl)mﬂf BEédW)LAt %&?ﬂlmlaﬂ@dmaz&q ,?S—'g}énﬂgg g e3
nanti one e SO
élﬁm 4 ;uompﬁwg églzef%é W}@ggoe@qzef;éwéasnme s separated by

10 @ﬁ@dl‘ﬁﬁ 11(a§)ak49(D EtOH/heptane 2: 8) to g1ve (S)-4-(4-fluoro- Iphenyl) -4-
(3,4-D chl or o- phenyl ) - 4- met ydr o- oxazo

hdfé 4 5C§l1h@r|qF@<aRpl QCylamqu % Enant1omer Off white solid.

Mﬁ%p)41§533 dapighhpr o- phenyl ) - 4- met hyl - 4, 5- di hydr o- oxa
zol -2-yl am ne was separated by chiral HPLC (Chiral pak

AD, Et OH heptane = 15:85) to give

(Airafody 3o Sz OB RORRd RBRMYINGM (S)-4-hyd thyl-2,2-dimethyl-
4- rr%t hggfl? Igl hydr o- oxgﬁzgolqné-( 1 y rOXyr(ne)‘},Enantlrlngrrgr

15 Q}%‘Zohﬁpﬁé C@éw ic W(qrtsbw TS aed equ\nﬁmesﬁwe Ispapdehyde 3gs

f are
% (4 Chl or o- phenyl ) - 4- et hyl - 4, 5- di hydr o- oxazol - 2-
ylanine O Example 127
(S)-4-[2-(3,4-Dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

NH,

_\<N

AN

Cl
Cl

20 From 3,4-dichlorobenzaldehyde. Viscous colorless oil. MS (ISP): 259.0 ([M+H]")

Example 128
(R)-4-(4-Methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine



CNH2 \ N C In analogy to exanple 126
(RS) - 2- am no- 2- (4- chl or o- phenyl ) - propi oni ¢ acid was

W@ 2008/09278%] t O PCT/EP2008/050765

10

15

(RS) - 4- (4-chl oro-phenyl) - 4-net byl - 4, 5- di hydr o- oxazol -2
-yl am ne which was subsequenty separat ed by chiral
HPLC (Chiral pak AD, EtOH hepta 15:85) to give 15
(S)-4-(4-chl oro-phenyl)-4- 24, 5- di hydr o- oxazol -
ylamne. Off-white solid. Y1 SP): 211.1 ([ MH] +))
In anal ogy to exanple 83, starting from
(S)-4-hydroxynet hyl -2, 2-di ne | - oxazol i di ne-
3-carboxylic acid tert-buty 3t er and using the
respecti ve benzal dehyde weresgtepared: 20 Exanple 137
(S)-4- [2- (3-Fluoro-4-triflyoromet hyl-phenyl) -ethyl]
-4, 5-di hydr o- oxazol - 2y|amrre NH2 N FF FF W

G PSR T P GEe T - DL Gy toingfeyumple 35) was
sphiated Byﬁh(iﬂaBHPLCZEmr@lpal( A B}Gl)l/lﬁpamp FE201RB 1 Sive 4R)-4-(4-

hiftngs e S s RSP RS ks RetPal daine of ) cnangiopyep (O f-white

&l di chl or o- benzal dehyde. Light yellow solid. M

W%?@é% AoflpH] ) Examle 139 (9)-2- 2

5- di hydr o- oxazol - 2- yl anixaepl@129NH N
(S)-4-(4-Methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
0~

N

O
(RS)-4-(4-Methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 35) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (S)-4-(4-
methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white
solid.

MS (ISP): 207.1 ([M+H]"))
Example 130
(R)-4-(3-Chloro-4-methoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine

"
0~

Cl

\
O nin
NSt

(RS)-4-(3-Chloro-4-methoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 36) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (R)-4-(3-
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20

Cl 10 F From 2-chl oro-4-fl uoro-benzal dehyde.
Of-white solid. Ms (ISP): 243.3 ([MH +) Exanple

wWQA2@80R)78%- [ 2- (4-Fl uoro-3-net hyl - phenyl) - et Pgi/EP2008/050765

-4, 5-di hydro-oxazol -2-ylamne o2 N4 N 15 F From
4-fl uoro- 3- et hyl - benzal dehyde:” White solid. M5 (ISP):

é@%%ﬁ%%@%s@gglmlw%gﬁﬁigaﬁg—E—Brga_%/liggzZ—§—%nantiomer. Off-white

(oiidl 2, 2-Tetrafl uoro- et hoxy) - phenyl ]

@@}2? fg Jf%jirép oxazol -2-ylamine NH2 N F F F~GD

tetrafl uoro-et hoxy) - benzal dehyde.
CoI orless oil. M5 (1SP): SB&inQ)le {dmH +) 5 Exanpl e

Lert) G F e Tnshh 4 AT QeI Hadning.

F From 2-fluoro-3-trifl uoronetiNH,- benzal dehyde.
Of-white solid. M5 (ISP): .0 ([MrH +) 10 Exanple
143 (S)-4- [2- (3-Brono-pherylN -ethyl]

-4, 5-di hydr o- oxazol - 2-yl am n

Cl
O
(RS)-4-(3-Chloro-4-methoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 36) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to give (S)-4-(3-
chloro-4-methoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white
solid.
MS (ISP): 227.1 ([M+H]"))

In analogy to example 83, starting from (S)-4-hydroxymethyl-2,2-dimethyl-oxazolidine-

3-carboxvylic acid tert-butyl ester and using the respective benzaldehyde were prepared:

Example 132
(S)-4-[2-(4-Chloro-2-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

Cl
From 4-chloro-2-fluorobenzaldehyde. White solid. MS (ISP): 243.3 ([M+H]")

Example 133
(S)-4-[2-(4-Fluoro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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20

25

2 NH N 6 Br From 3-brono-benzal dehyde. O f-white
waxy solid. M5 (ISP): 269.0 ([MH +) 15 Exanple 144

W@ 3)08492782- (4- Chl oro-3-trifl uoromet hyl - phenyl PCFEP199$/§50765

-4, 5-di hydr o- oxazol - 2-yl am ne 2008/ 092785
PCT/ EP2008/ 050765 -94 N2 N+ F C F From
4-chloro-3-trifluoronethyl -benzal dehyde. Col orless
viscous oil. M5 (ISP): 293.0 H +) Exanple 145 5
(S) -4- [2- (3-Fluoro-4-trifl olr_{::‘ethoxy phenyl)
-ethyl] -4,5-di hydro-oxazol -2-yvamne N2 NF F O~
F F From3-fluoro-4-trifluoronethoxy-benzal dehyde.
Of-white solid. M5 (ISP): 2930 ([MH +) Exanple
146 10 (S) -4- [ 2-
(4-Fluoro-3-trifluoromethoxy
- 4, 5-di hydr o- oxazol - 2-yl u
F F

gnyl) -ethyl]
H2 N/ I FF OF

From 4-fluoro-3-trifluoromethyl-benzaldehyde. Off-white solid. MS (ISP): 277.0
([M+H]")
Example 134
(R)-4-(3,4-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

Q
{N%NHZ

Cl

Cl

a) (RS)- 2-Amino-2-(3,4-dichloro-phenyl)-propionic acid hydrochloride
A solution of 5-(3,4-dichloro-phenyl)-5-methyl-imidazolidine-2,4-dione (3.0 g; CAS
52715-57-8) in 3N NaOH (30 ml) was refluxed overnight. The reaction mixture was

cooled to 0° then brought to pH 1 by dropwise addition of concentrated HCI. The
resulting white slurry was filtered. The solid was washed extensively with H,O, dried in
the vacuum, resuspended in EtOH (25 ml), collected by filtration, washed with EtOH and
diethylether and dried in the vacuum to give (RS)-2-amino-2-(3,4-dichloro-phenyl)-
propionic acid hydrochloride (1.35 g, 27%) as off white solid.

MS (ISP): 266.9 ([M+Na] ")

b) (RS)-4-(3,4-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
In analogy to example 1 (RS)-2-amino-2-(3,4-dichloro-phenyl)-propionic acid

hydrochloride was converted to the title compound. Off-white solid.
MS (ISP): 244.9 ([M+H]"))

¢) (R)-4-(3,4-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
((RS)-4-(3,4-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 15:85) to give (R)-4-(3,4-dichloro-
phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. Off-white solid.

MS (ISP): 245.3 ([M+H]"))
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F From 4-fluoro-3-trifluoromethoxy-benzal dehyde.
Vi scous colorless oil. M5 (ISP): 293.0 ([MH +)

WEWRPIE8L47 15 PCT/EP2008/050765

(S)-4-Methyl -4-(4-trifl uoromatgly phenyl) -4, 5- di hydr o-
oxazol - 2-yl am ne WD 2008/ 092785 PCT/ EP2008/ 050765 - 95
O /-NH2 NF FF a)

(RS)-(5-Methyl -5-(4-trifluoronethyl-phenyl)-imdazolid
i ne-2, 4-di one A sol ution dixample 135

2-(tr| n _Et H2O.
T4 g Shy Skl PR Trsafvids pl e T gine
wi t h anmoni untar bonate (10.21 ¢ Oand NaCN (1.25 5 g).
The reaction m xture was heatws( tx)@—ﬁ@ C and stirred
for 3 hours. It was cool ef 0N and the sol ution was
brought to acidic pH b ¥\ se addition of 3N
HCl(ca. 80 m). Then, as bubbl ed t hrough the
solution for 90 m nutes toCr'em)ve the remaining HCN

g %"43(;3‘11 B?c‘iﬁor hteﬁﬁ)-‘él@&% M5 ity 6 F{gzomﬁ ylamme was separated by

remal ni ng aqueous 0 solutio

eharal élﬂléd(%lltalpaEtP@A@tOﬂﬁ]@emmfd% 1pBoda @m&éb%éﬁr&dégro phenyl)-

Q%(ftﬁ*}% d1lﬁf|af(9 H?ﬁzlggz 1n &Eﬁg@?&er 9OAdBR sohd.

exane '-> C xane gi ve
Nb&(ﬁ@l?) BAX. 3T Ubr onet hy| - phenyl ) -i ni dazol i di ne-2, 4-
dione (3.14 g, 57% as off solid. M5 (ISP):
276.3 ([MH ) 15 b) (RS)E €13
- 2- (4- t r (91400 Chiot drphempie dynhothylpt, Ddihydire ozaziot 2 {ytamine

anal ogy to exanple 134.a o o
5-met hyl -5-(4-tri-fluoromet hy pl\?/y;n[xll_'z)-l m dazol i di ne- 2
/:‘ hyI phenyl ) - propionic

,4- dione was converted t
20 ¢)

(RS)-2-am no-2-(4-trifluo
aci d. |vrs (ISP) 234. 1 WeH
A-trifl
eyt 1 %%gﬁ%ﬁw&f}?—ﬁ% Uxdrahatn)-preggorc ad s
céh'v@f’fbdlﬁr @S)(44e4 eHlbloughicampthiptletiyharsydihydfor &RESIN-Glagthdwhich

wgss subsequently separated by chiral HPLC (Chiralpak AD, EtOH/heptane 15:85) to give
(S)-4-(4-chloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. Off-white solid.
MS (ISP): 211.1 ([M+H]"))

In analogy to example 83, starting from (S)-4-hydroxymethyl-2,2-dimethyl-oxazolidine-

3-carboxylic acid tert-butyl ester and using the respective benzaldehyde were prepared:

Example 137
(S)-4-[2-(3-Fluoro-4-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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15

W@ 3)08492vB3 hy| - 4- (4-t

converted to the title conpound. Of-white solid. M5
(I1SP): 245.3 ([MrH +)) 25 c¢)

rifluoronethyl - phenyl) - 4, SPdi/RPII0L050765
oxazol - 2-yl am ne

(RS) - 4- Met hyl - 4- (4-tri f 1 uor omethyl - phenyl) 4, 5-di hydr o

%‘?% ﬁuoa?(li A%ﬁ'uﬁf a\{‘_ﬁﬁ eggegﬁ&&?g @gf)vglpltg el dHRBQISP) 277.0

Mﬂtﬂ r)et hyl -4- (4-tri fI uor onet hyl - phenyl ) -4

5- di hydr o- oxazol 2-yl am n% égPl‘{ - Enanti o-mer. Light
yellow solid. Ms (ISP): 15" H +)) WO

2008/ 0937-85 2RG bt BRARD8/phs0y1Hsthyl 196 5 ddanripb-@xd2b8-2-ylamine
(R) - 4- net hyl - N
(4-trifluoronethyl-phenyl)-4
e O NZN FFF 5
(RS)-4-Methyl -4-(4-trifluoronmewtiyl - phenyl) -4, 5-di hydro
-oxazol - 2-yl am ne (exanple 143%) was separated by
chiral HPLC (Chiral pak AD, Et ©H heptane = 10:90) to
give (R)-4-
nmet hyl - 4- (4-trifl uoronethyl - yl) -4, 5-di hydr o- oxazol
-2-ylam ne. (+)-Enantione *ovhite solid. M5
(1SP): 245.3 ([M+H +)) 10 In anal ogy to exanple 83,
Btoam Bi5Adjcliloerbenzaldehyde. Light yellow solid. MS (ISP): 2590([M+H] )
(S) - 4- hydr oxynet hyl - 2, 2- di net hyl - oxazol i di ne-
3-carboxylic acid tert-butyl ester and using the
respective benzal dehyde vveEmnmicem ed: Exanple 149 15

) 5 e G oMby aRPRDY ety 3 tttreopxase) gplamine

2, 3-di chI or o- benzal dehyde. Li ghNHyel |l ow solid. M
(1SP): 259.0 ([MH +) —\<
N

' B Hgldr 0- oxazol -2-ylam n

)

Cl

F
From 2-chloro-4-fluoro-benzaldehyde. Off-white solid. MS (ISP): 243.3 ([M+H]")

Example 140
(S)-4-[2-(4-Fluoro-3-methyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
NH,

~

N

F
From 4-fluoro-3-methyl-benzaldehyde. White solid. MS (ISP): 223.3 ([M+H]")

Example 141



Exanpl e 150 20 (S) -4- [2-
(3-Chloro-4-trifluoronethoxy-phenyl)-ethyl]

WO 2008/090785 dr o- oxazol - 2-yl am ne WO 2008/ 092785 PCT/EP2008/050765
PCT/ EP2008/ 050765 -97 NHZ N F O ~ F F From
3-chloro-4-trifluoronet hoxy-benzal dehyde. Light yellow

Vic$ GOUYS 201 |5 L SP) + .
(&2 TelpBidco-ee PR PSR S5 AR g oD 2 lamine
-ethyl] -4,5-di hydro-oxazol-2-ylanmiNtg NH 2 N Cl F F
F From 2-chloro-3-trifl uoronet @t benzal dehyde.
Of-white solid. Ms (ISP): 293. N MH] +) Exanple
152 10
(R) -4-(3-Trifluoronet hyl - phenyl )~4, 5- di hydr o- oxazol - 2-
ylamne NHZ F F F a)
(RS)-4-(3-Trifluoronethyl £P 4, 5-di hydr o- oxazol -2
-ylamine In anal ogy to gx I the title conmpound
was obtai ned from 2-(3-tTYfldoronet hyl -
phenyl)-DL-glycine. Of-white solid. 15 M5 (I SP):

%r%]fn g—(q,[lz\élj-z'_—qe-lt?aﬂuoro—ethoxy)—benzaldehyde. Colorless oil. MS (ISP): 307.0
(IM+H]")

5 Example 142

n

(S)-4-[2-(2-Fluoro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

From 2-fluoro-3-trifluoromethyl-benzaldehyde. Off-white solid. MS (ISP): 277.0
([M+H]")
10 Example 143
(S)-4-[2-(3-Bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

Br
From 3-bromo-benzaldehyde. Off-white waxy solid. MS (ISP): 269.0 ([M+H]")

15 Example 144
(S)-4-[2-(4-Chloro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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15

b)
(R -4-(3-Trifluoronet hyl - phenyl ) -4, 5-di hydr o- oxazol - 2-

W@ b@atoppssiND 2008/ 092785 PCT/ EP2008/ 050765 - 98PCT/EP2008/050765

(RS)-4-(3-Trifluoronethyl -phen 4) 4, 5-di hydr o- oxazol -2
-yl am ne was separated by chi raI HPLC (Chiral pak AD,
Et OH hept ane 15:85) to give (R)Nﬁ (3-trifluoronethyl -

phenyl ) - 4, 5-di hydr o- oxazol - m ne. (-)-Enantioner.
Of-white solid. 5 M5 (ISP):[ 2 .4([I\/H—|]+)) Exanpl e
- di hydr o- oxazol - 2-yl am n

153 (S)-4-
(3-Trifluoronethyl - phenyl) -4,
e NHZ O~NF F F
((RS)-4-(3-Trifluoronethyl -
2-yl am ne was separated by
AD, Et OH heptane 15:85) to
(S)-4-(3-trifluoronethyl - a F
phenyl ) -4, 5-di hydr o- oxazol - 2-yl am ne. (+)-Enanti oner.
Boim Wt@O%trlf@orWth@&)nzalﬂénydt CoMeldpswjigcoExaibpMé (1992: 293.0
é%}HHfr) (1 -Methyl-2-phenyl- ethyl) -4,5- dihydro-

azo 2-ylamine z 15 a) (R -4- (1 -Hydroxy- 1
- met hyl - 2- phenyl - et hyI) Example145

t gs) 4- Ei r? Fﬂléls g)r@ )ﬁ’ é Xé’tilyl? 4, 2 gl'hydro oxazol-2-ylamine

(R -4- acetyl 2, 2-di rret hyI oxazol Nidj ne- 3- car boxyl i c
acid tert-butyl ester (2.80 @CAS 167102-63-8) in
THE (40 nl) was cool ed under @nNargon at nosphere to 0C
20 and treated dropwi se with be¢nzyl magnesi um chl ori de
solution (IMin diethylether, 34.5 mM). The reaction

m xture was stirred at r.t. overnight, then quenched
with saturated aqueous NH4 50 mM) and extracted
with Et QAc. The organic |ay washed with H20 and
brine, dried over MyS04, filtered and concentrat ed.
The crude product was purﬁgl,u(éd by col um

chromat ogr aphy (silica gelF gr adi ent: cycl ohexane ->
25 cycl ohexane/ Et OAc 3:1) t§ gi ve

R 4-Alubrbydi@xyrdmdBsRybenZalabigny] Ot-Wiitd solid, 34S (ISP): 293.0
(IM+H]")

nyl ) - 4, 5- di hydr o- oxazol -
chiral HPLC (Chiral pak

Example 146
(S)-4-[2-(4-Fluoro-3-trifluoromethoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
NH,

~

N

Lr
o F
=
From 4-fluoro-3-trifluoromethoxy-benzaldehyde. Viscous colorless oil. MS (ISP): 293.0
(IM+H]")
Example 147
(S)-4-Methyl-4-(4-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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30

WD 2008/ 092785 PCT/ EP2008/ 050765 -99
di net hyl - oxazol i di ne-3-carboxylic acid tert-butyl

W@2108/092785 45 g, 89% as of f-white waxy sol i d.PGBEP2008/050765

(ISP): 336.4 ([MtH +) 5 b) (S)s2-Amino

- 3- net hyl - 4- phenyl - but an- 1| - ol stirred solution of
(R -4- (1 -hydroxy- 1 -nethyl-2 phenyl et hyl)

-2, 2-di nmet hyl - oxazol i di ne- 3- rb%xé} e acid
tert-butyl ester (0.50 g) 1 i) was cool ed
under an argon at nospher g -78C and treated
dropwise with IMIlithiupFbr$= (trinethylsilyl)amde in
THE (1.79 m). The sol fitF on was allowed to warmto
rot... Then 110 heyI chI O{O%lhl onof?lrmatde (O43_n1) was

K‘s&u‘%ﬁ o\ﬁ@f(tr%tﬁﬂ@lﬂ@tﬁm&tbpﬁ@ﬁ&{@@@g)&}ﬂ E@H%M"‘ﬂ@wo ml) were

sol uti on and extracted wth Et ) e organic
ededrrdra AN Em PrioprRhergwith @Wluweban%tﬁglo 21 g) and NaCN (1.25

Pm%iﬁbﬁ%&%rgw\éﬁh&"té@t@ 60° C and stirred for 3 hours It was cooled to 0°
-2, 2-di met hyl -4-(1- net hyl -1 - phenoxyt hi ocar bo

0
anéﬁ%wut&rh‘mbreuemép peigicpsl bsed@@wb%ﬂglﬁttl@n@éﬁhﬂyHCI ca. 80 ml).
TRES, NYUL K b uBBIEE thrBag P BleQoN@bh Q¥ S ﬂnn‘ﬁ'?ésqg réRsvelRe HSLAning
in the next reactlon step without further
PéN-ficati on. A solution of crude

R nd pdh BRIk RO vy RAMRAXY MORARRARY hibus

2- pheny yl)-oxazol I di ne- 3-carboxylic acid

t(éutlmbms)ﬁxtregtﬁe With7Zg0 Agg The arudsipuedist was pyyjfiagey column
LB W&h@@%@rg%)d]erﬁt ARBBENR - chaohexane/EtOAc 3:7) to give 5-

2,2 azo proponitrile
methyNSHdttyi upwmfgtéylrtden 10-irpedagp dmerﬂél dlea@fi bhe v %) as eff-white
vag refluxed for 30 min, then 20 cooled to r.t. and
then directly purified by col unmm chr omat ogr aphy
M (L1$a2’ged (| {@Tﬂhﬂent cycl ohexane ->
cycl ohexane/ Et OAc 10: 1) to give
(S -2,2-dimeth I-4 (1- nethyl 2- phenyl -
RA)I2-Arner2t Actrifle henyle-paepignicaeid- but yl est er

%19 %{ﬂz 154I egthéfﬁ;fllSo?i Yi@’ﬂﬁorcﬁﬁ’éthﬁ p%yl 1I§%azohd1ne 2,4-

A sol ution
che)le wasccmvnet@ §01 (RE) Cramond (4-riffirasaipethyl-phenylorepisiicicid.
a acid tert-butyl ester (250 ng) in
gﬁ@%@)' ?%@%Mg\{[ﬁ%eg%z m) was stirred at r.t.
overnight. The reaction m xture was concentrated. The
L8 DUEEY. HARAR ool i 4 T G P CHL BRI
bi wlc(gS)to Qxeamlmb(RS) aennw 24(4pim@uytormthylaﬂenyﬂ) lpmt)plomzzad was

8@ 88 gtk 90 p¥ e Wirllice Ml ! SP): 1779

Pution of
(\@)(—I&P)a&ﬁﬁ)( Mt&éi Byl - 4- phenyl - but - 3-en-1-ol (115 nmg)
in EEOH (5 mM) was hydrogenated at nornmal pressure

(bal I oon) over ni ght |n the presence of 10% Pd/C (10
@ ) ' dihpdiroaemdzol-2-ylamine

PI%}CAP Meltl%;l g1d(4 Jﬁﬁlo%lﬂgtﬁylpﬁ@e%vﬁtél %fhydro oxazol-2-ylamine was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 10:90) to give (S)-4-methyl-4-
(4-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine.

(-)-Enantio-mer. Light yellow solid.
MS (ISP): 245.3 ([M+H] "))



purified by colum chromatography (silica gel;
gradient: CH2C12 -> CH2C12/ MeOH 9:1) to give
W@ 3)08892183 no - 3- net hyl -4-pheny| but an-1-ol (57PEYEPAB8DH50765
as light yellowoil. M5 35 I%P) 180.3 ([ MtH +))
2008/ 092785 PCT/ EP2008/ 050765 ~~ 100 c)
(S)-4-(1-Met hyl - 2- phenyl - et hyl)
-4,5-di hydro- oxazol -2-ylanmine In analogy to exanple |b
(S)-2-am no- 3- net hyI 4- phdixpmphbeit48n- | - ol was reacted

wi th n m de t

() 4P EHRIRG ARl tFﬂ@lf'aenm B dingur gekagtamine
ylamne. Of-white am)rphous SO M5 (I SP): 205.1
([MtH +)) In anal ogy to exanp Ni;gartlngfrom
(S) - 4- hydr oxynet hyl - 2, 2- di Vi Noxazol i di ne- 10
3-carboxylic acid tertF ster and using the
respective benzal dehyde/mere prepared: Exanple 155
(S)-4- [2- (83,5-Bis-trifffuoronethyl-phenyl) -ethyl]

5 EQS)'—SZZI—%R?%Q r40(40§%gk%rgetﬁ¥laﬁerﬂ?l) -4 é\lﬁ%ﬁ/ oEazbl—F—afe m1§e (&ample

From 3 ['aor ome benza
o) whiseraraiod badcmm}m@()cm@mkw Y hepyancE S o give (R)-4-
g{éﬁwﬁ @(4 r1ﬂ%81&m&&la\ﬁ Oﬂ'ﬁ%flg% gfhgr{ifé)?n&gagglt ?Xf Eﬂﬂg n@é))Enantmmer
@ff@ ltﬁ(rblld\ 2-f 1 uor o- 5 tri fI uor onet hyl - benzal dehyde.

)(Og(tl%)s%ﬂﬁj f 277.0 ([MH +) Exanple 157

uor onet hyl - pyridin-3-yl) -ethyl]
10 -4,5-di hydr o- oxazol 2-yl am ne

In analogy to example 83, starting from (S)-4-hydroxymethyl-2,2-dimethyl-oxazolidine-

3-carboxylic acid tert-butyl ester and using the respective benzaldehyde were prepared:

Example 149

15 (S)-4-[2-(2,3-Dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
NH,
~
N
Cl
Cl

From 2,3-dichloro-benzaldehyde. Light yellow solid. MS (ISP): 259.0 ([M+H]")

Example 150
20 (S)-4-[2-(3-Chloro-4-trifluoromethoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine



5

15

WD 2008/ 092785 PCT/ EP2008/ 050765 _101 H2 NN F F
F From 6-(trifluoronethyl)pyridine-3-carboxal dehyde.

wW@008/09258% gum M5 (ISP): 260.3 ([ MH +) ExanptEERD88/650765

(S)-4- [2- (3-Fluoro-pyridin-4§y1) -et hyl ]

-4, 5-di hydro-oxazol -2-ylamine "NH2 N F N From
3-fluoro-isonicotinal dehyde. Lig yell ow solid. M
(I1SP): 210.1 ([ MtH] +) Exanpl»_ﬁg 210 (S) -4- [2-
(3-Fluoro-5-trifluoronethyl -phenyl) -ethyl]

-4, 5-di hydr o- oxazol - 2-yl am ne H2 NF\\ F FF
From 3-fluoro-5-trifluoronethyl)-benzal dehyde.

Col orl ess viscous oil. Ms (ISP): 277.1 ([MH +)
Exanple 160 15 (S)-4- [ 2-
(2,5-Bis-trifluoronethyl-ph -et hyl ]
-4, 5-di hydr o- oxazol - 2-yl apj {O 2008/ 092785
PCT/ EP2008/ 050765 - 102 NH 25 N F F

From 3-chloro-4-trifluoromethoxy-benzaldehyde. Light yellow viscous oil. MS (ISP):
309.3 ([M+H]")

Example 151
(S)-4-[2-(2-Chloro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

Cl
E
“F
From 2-chloro-3-trifluoromethyl-benzaldehyde. Off-white solid. MS (ISP): 293.1
(IM+H]")
Example 152
(R)-4-(3-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH

U

F
a) (RS)-4-(3-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-vlamine

In analogy to example 1, the title compound was obtained from 2-(3-trifluoromethyl-
phenyl)-DL-glycine. Off-white solid.
MS (ISP): 231.3 ([M+H]")

b) (R)-4-(3-Trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-vlamine
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FF FF From2,5-bis-trifluoronethyl-benzal dehyde.
Colorless viscous oil. M5 (ISP): 327.1 ([ MtH +)

WEX@RPIE8IL61 5 PCT/EP2008/050765

(S)-4-Methyl-4-p-tolyl-4,5-di hé(éjro oxazol - 2-yl am ne

H2 O~ N a)

(RS) - 4- Met hyl - 4-p-tol yl -4, 5-di hydr o- oxazol - 2-yl am ne

In anal ogy to exanple 1, the title conpound was

Orft) ad -0 d riflnoronith @ - phénylprdt hgihpdrengtayall Zuplanene W separated by

R Sl el B A PR T ki (-5 G rgrgmethy-

PIRS)yH4, B/E’mhryydlre 4X¢2010F}51f¢m141,65 {-dillnadtiomox a2t wiitedohdi ne

BRI Bgp o i O vl ek 20

-4- methyl 4-p-tolyl -4, 5-dilwdpde thazol 15 2-vyl am' ne.

g E-%\A;- Eﬂn i)n;é)%:? n%gfl u(i%)éne(t@fl P%fnylﬁjl S—P{Eygiro (Qazoll? ylamme

(4- Cnl oro- phenyl ) -butyl] -4, 5-Mihydro-oxazol -2-yl am ne
NHZ O\ N 20 a) 0 X

(S)-4-(2, 2-D brono-vinyl) - Ndi met hyl - oxazol i di ne-3-c
arboxylic acid tert-butyl esfer WO 2008/ 092785

PCT/ EP2008/ 050765 -103 To tirred, cooled (0C
solution of (R -4-fornyl-2 |me,§hyl oxazol i di ne- 3-
carboxylic acid tert-butyl te 4.30 g; CAS

95715-87-0 and triphenylphosphlne (9.15 g) 1in

di chl or onet hane % was added portionw se car

t &S -4n oﬁﬁl@@re@eéwl @?en h - dixdrorosazghe- g@mrr}eé@safp@a@ by
figral 21 (@@ﬁﬂ)eﬂ(b’ﬁﬁ a@mhéptarfeqrs #) ko %JB €5)0d-X3- Mﬁ&%e&yl-

concentrat ed in vacuo to ca en diluted wt

asexhed pH0dre-pxazelr 20dHBIES L Bdtiome bt solic

N@(ﬁgp/)ohgmp%h/ﬂ]ﬁ I'mesi due was stirred at 0 C for 15
mn, then the m xture was filtered and the filtrate

was concentrat ed in vacuo Exgmpilq
(S)-4-( 2’(g)—ql(E’—ﬁ\@&ﬁ?l‘—’i—@ﬁkﬁfl—ethyl)—4,5—dihydro—oxazol—Z—ylamine
NH,

A

a) (R)-4-(1-Hvdroxy-1-methyl-2-phenyl-ethvl)-2,2-dimethyl-oxazolidine-3-carboxvlic

acid tert-butyl ester

A solution of (R)-4-acetyl-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester
(2.80 g, CAS 167102-63-8) in THF (40 ml) was cooled under an argon atmosphere to 0°C
and treated dropwise with benzylmagnesium chloride solution (1M in diethylether, 34.5
ml). The reaction mixture was stirred at r.t. overnight, then quenched with saturated
aqueous NH4CI (50 ml) and extracted with EtOAc. The organic layer was washed with
H,O and brine, dried over MgSOy, filtered and concentrated. The crude product was
purified by column chromatography (silica gel; gradient: cyclohexane ->

cyclohexane/EtOAc 3:1) to give (R)-4-(1-hydroxy-1-methyl-2-phenyl-ethyl)-2,2-
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2, 2-di et hyl - oxazol i di ne- 3-carboxylic acid tert-butyl

ester (6.18 g, 92% as a colourless oil. M (El):
WQ@2080978{ 81Br } M C4Hg] +), 328.9 ([1gl Br 79 BrRG#/EP2008/050765

CAFQ]+), 326.9 ([179 Br}M 10 Hgl +). b)

(S)-4-[(2)-2- BronD 2- (4-chl oro=phenyl ) -vinyl | -2, 2-di nme

E}l%tﬁﬁ’%%%l ke %rbo%ﬁfc%f&yteh%u?ﬁ'e‘é’t& BY.ds Dub¥) E5HShite waxy

stlrre
$cbid- 4- (2, 2- dlbronD vi nyl ) -2, 2-di net hyl - oxazol i di ne-3-¢

tert-butyl ester (3.6 g) in dioxane
?ﬁgeﬁ%)5§54é'gﬁLg 4- chl orophenyl boronic acid (1.75
tris(di benzyli deneacet one)di pal | adi um (0) (290

: 2~f I o] 6 d
FAIR GO PIRSAIR, (376 M) and agueous

msmmd solutias o6 tH)F4- éuhmrosmenéthyl giphamyrh ethie2, mckmaﬁm

8?% Peéed rl%xtg ic aci r(? geat %V fes%&g é@gg gr%lsfﬁ é%él\%‘rr? 4V cooled under

emm@mnhnabQMemnovﬂf@mndThamdebmmmae@ﬁhwakh@mmnﬂned by
ft(r)llmuet \)flsclzl?/go Ie 99 r’[%ﬂh(yl %9 BZTheqso"I-lu %oennvtvas a eéveilzrtm 0 1) t.. Then,
p]lnmykdﬂhnoalnohefoﬂnsual(f)ﬁmyﬂ) et hgded: Afer shrmng iayr t. borazlods) ttle
regc‘uor]l r%%{%[?ro ee}s:qgl\%,r? ﬁ rd qtr%tﬁgf aqlz‘eg)St ng4G solutl(%‘l anc? e@tracted
with fE’t’(O:AS 11Bh§ Mlgbﬂ]lrt)layeﬂ‘lz& Washéd {3l GLingBirjed3b€d BLBO, and

(e Db RS S i AR phenprythipsngranyionr-2

ph@xzhzmlyl)cbmmladmar%mxbbmc aaditet-batyl edertaglpalestbow bid which was

B3 it 35 B3 FaHET A v e A heamyifieetohy 1 1 - 2, 2- di met hy
A-sohx@znadfi ctliideeR3- Z;El-rdbﬁxthb/ll 4 (aemaﬂh)ﬂelr phéjld)b(ydhlcﬁstb@hyloxy 2-phenyl-

0 Bty o SRR U B TG e 6} (s g mafgduene (5 mb) was

deatdyhdérnm z(rgor’i)gtmibs,phére]wﬁ\l‘i 8,0laudbig(d-mechPPrdéinirgited)(122 mg) and

Th ' t t r.t. for. 90 mn

SR Byt BR Ot ke Feabtiot Sinate Wt rUERL ST aymin. then

bodleeto o ﬁﬁdi tMﬁcﬂdud\iﬂﬁ%rlﬁécﬂ b]’g eblgrdnaﬂdo?mmgemhya(tsﬁda gél, gradient:

va The r.esi due ifie col,um

Ol r apronpanosiORe R Lins o Sl ek i ethyl-2-phenyl-

@inyi8-oxazo-lidine-3-carboxylic ac1ﬁ tert- lb)utykl) esterI (279 nllg]r, 59%) 21(s:I light yrellow waxy
pheny ut eny 2, 2-di met hy

&§@x§4%b£g ﬁéég @Q?g@ lic acid tert-butyl ester (824

AGol uPie%of &S - B2-Clirhetiyl-£$ 8- ndthyl- MohdryBPhyl) 388z &8idine-3-carboxylic

%%‘% &r %é%g%&?%%gbggﬁﬂ g&é’l[gg %mxarim ))was stirred at r.t. overnight.

(FEé re(aa)dorﬂm:ﬁﬂhrfeﬁ/va%-c()ﬂce@lMaﬁeﬂO Thb qude)pr&m@t dra&putificd byl@l@nn
lrrea s

t
oDy S e sy 51 S CHERYIeOM2 ) thifyfpL-2-amino-
mﬁ&luﬂpmryﬁbaasmxybl Q22 8¥®@) bs | ?ﬂtyell(ﬁﬁbﬂirMG&gP) 177.9
&g%b% L in dioxane (8 mM) was added 5 4 M HC
8 in di oxane (12.2 m). The m xture was stirred
AtsoR®iok off 08)-Bamird- 3Tﬁ1&h Mpliérgrl bas 3idaen o 1I15tnegj iMEEDH (5 ml)

et hyl acetate and addi t
%’6%1]%/ genated at norma pressure ?fjeﬁloon) overn1ght n tlcl)e presence %f 10% Pd/C

(10 mg). The reaction mixture was filtered and concentrated. The crude product was

purified by column chromatography (silica gel; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1)
to give (S)-2-amino-3-methyl-4-phenyl-butan-1-ol (57 mg, 49%) as light yellow oil. MS
(ISP): 180.3 ([M+H]"))



hydr oxi de sol ution. The phases were separated and the

organi ¢ phase was washed with saturated brine, dried
W@r@B/0%235683 um sul phate and concentrated i n vacuRCT/BP2/e50765

(BE)-(S)-2- anino-4-(4-ch|oro:qBﬁqyl)-hex-B-en-l-m

(524 ng, quant.) as a yellowoi'l. M5 (I1SP): 10 228.2

([137C IMtH] +), 226.2 ([135C JMH +). e)

(S)-2- Ami no-4-(4-chl oro-phenyl ) -hexan-1-ol To a

sk (S e -Nlothyt-2 arhenfl-ethyl)-4,5-dihydro-oxazol-2-ylamine

(E)-(S)-2-am no-4-(4-chl oro-phenyl)-hex-3-en-1-ol

(0.52 g) at r.t. in ethanol (30 m) under an argon

bt arodqyeo exanaige A (®e2-5mindPs /eth 186 phepyl-biikee-1-bbwas reacted with

B e R e

ﬂadmkhéﬁfwmﬁcameqma&saﬂmbentrated in vacuo. The

d by colum chromatography (Si02;
gréggg %&?§QR¥ LP OAc) to give
(S)-2-am no- 4 (4- chloro- phenyl ) - hexan- I - ol (nainly

|
? %ﬁ?ggyr{g f% r%pI(:JSEB %%i[ @n_&)a(gb—g— y. y({)iyﬁef%%if%me)thyl é)dﬁazohdme—
10 BYcaftbxylichcid tZPt(lA}tﬂhistar anpheny the-rbypegtivie benzaldehyde were prepared:
-4,5-di hydro- oxazol -2-ylam ne In analogy to exanple |Db
(S)-2-am no-4-(4-chl oro-phenyl)-hexan-1-o0l was reacted
wi th cyanogen bromni de to Exawgple 155

(5)-4-]2-(4-chl or hen ut ro-o0

O ISt R am ey haRs A eV oo RE £y afine
(1SP): 255.2 ([{37CLl} MtH +), 253NA,25 ([135C JMrH] +).
Exanpl e 163 (S)-4- \

(2- Phenyl - butyl) -4, 5-di hydr o- gxgRrol - 2-yl am ne NHZ O ~

N a)
(S)-4-((2) - 2-Brono-2- phenyl -
i di ne-3-carboxylic acid tert-
2008/ 092785 PCT/ EP2008/ 05076
exanpl e 162b (S)
-4- (2, 2-di brono-vinyl) - 2 t hytF oxazol i di ne- 3-
carboxyllc acid tert-butylFester fMas reacted with

hen Qronj ¢ aci give (9)-4-((2) -2- N
15 BB A OO Ty PerB et dhe ek s | M AP B+
xylic aC|d tert-butyl ester. Light vyellow crystalline
solid. 5 b)
(S)-2, 2-Di met hyl - 4- (( E) - 2-Tpremws 13%ut - | - enyl ) - oxazol i di
Nees$-4caL OMYbioC5-a¢fforbRfettiyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

l)-2,2-di net hyl - oxazol
30 butyl ester WO
105 In analogy to

NH,
~
N
F
F
F
F

20 From 2-fluoro-5-trifluoromethyl-benzaldehyde. White solid. MS (ISP): 277.0 ([M+H]")

Example 157
(S)-4-[2-(6-Trifluoromethyl-pyridin-3-yl)-ethyl]-4,5-dihydro-oxazol-2-ylamine



10

15

butyl ester In analogy to exanple 162c (S)
-4-((2) - 2-brono- 2- phenyl -vinyl) -2, 2-di net hyl -

W@x@8/0927838 ne- 3- car boxylic acid tert-butyl estePCIEB2008/050765

reacted with diethylzinc to giye (5)-2,2- 10

di met hyl - 4- ((E) - 2- phenyl - but -1'-"enyl ) - oxazol i di ne- 3-car
boxylic acid tert-butyl ester. | ourless oil. M
(I1SP): 332.3 ([MtH +). «¢) ﬁz

(E) - (S) - 2- Ami no- 4- phenyl - hexf 3

exanpl e 162d
(S)-2, 2-dimethyl -4- ((E) - 2- pheglyl - but -1 - enyl ) - oxazol i di
ne- 15 3-carboxylic acid terf-butyl ester was reacted
with hydrogen chloride to (BE)-(S)-2-

am no- 4- phenyl - hex-3-en-1 - el l ow crystalline
solid. d) (S) -2-Am no-4-ph -hexan- | -ol To a
stirred solution of F——F
(B) - (S)-2-ami no-4-phenyl - hexg3-en-1-ol (1.0 g) at r.t.

in 20 nethanol (50 m) under an argon atnosphere was
Bohohe 6- (16 oPamethyD pBridigg-3-chsoxakdehtder eCoh@dessgumr 865 @sP): 260.3
g%l wder a hydrogen atnosphere for 30 min. The

\¢n-1-ol In analogy to

t was filtered off and the filtrate was
concentrated in vacuo. TheExaagldlss was purified by

col um g¢h raphy .(,Si 02: i ent.. .
i chl ot ST ALHENAE WAt Yo ShE i oedibpdrgrpragel - viamine
phenyl - hexan-1-ol (mainly one epHper) (0.81 g, 80% as
a colourless oil. M5 (ISP): 9-(.314 25 ([MHH +) . e)
(S)-4-(2-Phenyl -butyl)-4,5-dhydr o- oxazol -2-yl am ne In
anal ogy to exanple Ib (S)-2-arfino -4-phenyl - hexan-1-ol
was reacted with cyanogen brdm de to give
(S)-4-(2-phenyl -butyl)-4,5-d| hydro- oxazol - 2-yl am ne
(mainly one 30 epiner). Wi#e ystalline solid. M
(I1SP): 219.4 ([MrH +). Inlanal ogy to exanple 163 were
prepared: Exanple 164 (R)-4-N[2-

L SR e g S os (s

PCT/ EP2008/ 050765 106 NHzZ N FF F From
(R)-4-(2, 2-di brono-vinyl)-g2.2 (ii hyl - oxazol i di ne-3-c
arboxylic acid tert-butyl eént y sequenti al

t r SxtdnfenB- Kb to- ﬂrtlﬁﬂmorbhmdmmemglb -pibiyErd$- ddordosrogazat 2eylamine
and dinethylzinc. Mainly one epi nﬁr Col ourless oil.

M5 (ISP): 273.3 ([ M+H] +).
53
F
F\ F

From 3-fluoro-5-trifluoromethyl-benzaldehyde. Colorless viscous oil. MS (ISP): 277.1
(IM+H]")
Example 160
(S)-4-[2-(2,5-Bis-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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5 Exanple 165 (S) -4- [2- (4-Trifluoronethyl-phenyl)
-propyl] -4,5-di hydro-oxazol-2-ylamne NHL NF F F

WO-2@®R1092785 PCT/EP2008/050765

(S)-4-(2, 2-di brono-vinyl) -2, .2_-1 'br_nst hyl - oxazol i di ne-3-c
arboxylic acid tert-butyl 10 eSter by sequenti al
treatnment with 4-(trifluoronmethyl)ghenyl boronic acid
and dinethyl zinc. Mainly one i/met. Col ourl ess oil.
MS (ISP): 273.3 ([ M+rH] +). Exang 166 (S)-4-

(3,4-D fluoro-phenyl) -4, 5-di hydyo- oxazol - 2-yl am ne Hz
O7~) NF 15 F a)
(RS)-4-(3,4-Difluoro-phenyl) -4
ine In analogy to exanple 1,
obt ai ned from DL-3, 4- di fd uo
solid. M5 (ISP): 199.3 ([F
PCT/ EP2008/ 050765 - 107 'b)F

Eg?m i5gl%é—?'ritPlllJrlorlill%trh?fl—Bgr?zgﬁe%lycfé’. 5Coq(|)rtfe>gg xr/igco%)é %ﬁ.o 5\/152 (Igﬂ’)ég}ll
([RB)H#A( 3, 4-Di f1 uor o- phenyl ) - 4, 5-di hydr o- oxazol - 2-yl am

i ne was separated by chir 5 C (Chiral pak AD,

Et OH hept ane 15:85) to gi \zjl‘le""“mp1""_![:2.1

(S)-4-(3, 4- dish!aumrearypagnydiyl-45-dihydro-oxazol-2-ylamine

di hydr o- oxazol -2-ylam ne. (+) -Enantioner. Of-white
solid. MB (I1SP): 199.1 ([Mﬂq_—l—%ﬂ"'zaarrpl e 167 (R)-4-

(2, 3-Di chl or o- phenyl ) - 4, 5- dithydr o- oxazol - 2-yl am ne NH
N C N

ifhydr o- oxazol - 2-yl am
it 1 e conpound was
enyl glycine. Of-white
WD 2008/ 092785

a) (RS)-4-Methyl-4-p-tolyl-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1, the title compound was obtained from DL-2-(4-
methylphenyl)alanine. White solid.
MS (ISP): 191.3 ([M+H]")

b) (S)-4-Methyl-4-p-tolyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-Methyl-4-p-tolyl-4,5-dihydro-oxazol-2-ylamine was separated by chiral HPLC
(Chiralpak AD, EtOH/heptane 15:85) to give (S)-4-methyl-4-p-tolyl-4,5-dihydro-oxazol-
2-ylamine. (+)-Enantiomer. Off-white solid.

MS (ISP): 191.3 ([M+H]"))

Example 162
(S)-4-[2-(4-Chloro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Cl

a) (S)-4-(2,2-Dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxvlic acid tert-butyl ester
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10 cc, a)
(RS)-4-(2, 3-Di chl or o- phenyl ) - 4, 5- di hydr o- oxazol - 2-yl am

WO p@shve78hal ogy to exanple 1, the title conpouPd/BR208/050765

obt ai ned from DL-am no- (2, 3- -dlioghl or o- phenyl) -acetic

acid. Light yellow solid. M5 (T'SP): 231.1 ([M+H +) 15

Chytimed ool (R QB g 54 i R paredidnesh

peboxylic acid tert-butyl ester (4.30 g; CAS 95715-87-0 and triphenylphosphine (9.15 g)
- 4- -D f 0= ph - 4. 5-di hydr.o- 22yl

PR Rl 04 A (IR bo opae QB SRl AT mhe

EtixOH dheptsaned 2t @)C fa 2§inri@ and then at r.t. for 2 h. The mixture was

R -4-(2,3-dj ch] or opheny! ) e, 5 . .

b A B PO it e (4ym and ggregrared i

20ub/® (dISR) um23Thregi M Wpstirrddxa ol BBm(rSYheh-the mixture was

f\iﬁéé:f':)’a 91&? I['ﬂe(ﬁlt(%ét% b/\%rs] ¥(|)1)1c_eﬁtr§t_eg Iifp %jc;,t(()) fooe)lgf?ozrgl(S)z—ZIX &,Qf‘aﬂg]r%moh%nyl)—

2 RS)iméthyR pSazDlidink Gr crrpivertiy hyid derbbdiyhyderd 6 38 2z 2i1% Pasyd @hourless

i s 8 Y hra HRPL.Cro(,Chi k 79 )

SR ruitesiid &t Sl%jr}l?locg—ilfgd {2520 (TR LN LR, 6.9 (117 Brim

C8)s14% (2, 3- di chl or o- phenyl ) - 4, 5-

di hydr o- oxazol - 2-yl am ne. (+)-Enantionmer. Wite solid.

MS (ISP): 231.3 ([ M-H +)) WD 2008/ 092785

POR) BPR AN/ Biofvh 3-(4-chdd8-phxaytplvinylll 692 {dShethyl-oxazolidine-3-

gadf' Ch Qr o- Qh ] és‘% 2" di hydr o- oxazol - 2-ylamne H2 O
exanple 1, the title conpound

Baa sobrtdssletod 60(8) (AS2;Adibhdrao ophRY,L-dime gyl okarelidine hatarboxylic

Xcelcli lte?tvybﬁt(})fl elzsgér (y% gs lmS(li’. oXan]ég(ZIS :r)’nls Q/rlt:'_aﬂdazzd E)((:ﬁfg)?(l)pehe%)zl%oronic acid

(1.75 g), tris(dibenzylideneacetone)dipalladium (0) (290 mg), tris(2-furyl)phosphine

(326 mg) and aqueous sodium carbonate solution (18.7 ml, 1 M solution). The mixture
was stirred at 50 °C for 90 min. The mixture was diluted with ethyl acetate and washed
with saturated brine, dried over MgSQy, filtered and concentrated in vacuo. The residue
was purified by column chromatography (SiO,; gradient: heptane/EtOAc) to give (S)-4-
(benzothiazole-2-sulfonylmethyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester (1.77 g, 45%) as a light yellow oil. MS (ISP): 420.0 ([{"CI*'Br}M+H]"), 418.0
([{"Cl”Br, *CI*'Br }M+H] "), 416.0 ([{*CI”CIM+H] ™).

¢) (S)-4-[(E)-2-(4-Chloro-phenyl)-but-1-envl]-2,2-dimethyl-oxazolidine-3-carboxylic
acid tert-butyl ester

To a stirred solution of (S)-4-[(Z)-2-bromo-2-(4-chloro-phenyl)-vinyl]-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester (1.04 g) in THF (8 ml) were added bis(tri-
tert-butylphosphine)dipalladium (0) (64 mg) and diethylzinc (4.99 ml, 1.1 M solution in
toluene). The mixture was stirred at r.t. for 90 min then was diluted with ethyl acetate
and washed with saturated brine, dried over MgSOy, filtered and concentrated in vacuo.
The residue was purified by column chromatography (SiO,; gradient: heptane/EtOAc) to
give (S)-4-[(E)-2-(4-chloro-phenyl)-but-1-enyl]-2,2-dimethyl-oxazolidine-3-carboxylic
acid tert-butyl ester (824 mg, 90%) as a colourless oil. MS (ISP): 368.5 ([{"CliM+H] ),
366.5 ([{CM+H] ).



(S)-4-
(3,4,5-Trifluoro-phenyl)-4,5-di hydro- oxazol - 2-yl am ne

Wo2008298N F F F 10 a) PCT/EP2008/050765
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30

(RS)-4-(3,4,5-Trifluoro- phenyll)o44 5-di hydr o- oxazol - 2-y
lam ne In anal ogy to exanple 1, the title conpound was
obtai ned from 3,4,5-trifl uoro- DL phenyl gl yci ne. Li ght
yeIIowsolld I\/IS(ISP) 2174([|\/Hr|—|]+) 15 b)

S pbhen) hyx-3-e5-dbhydr o- oxazol - 2-yl

?Qé?ﬁﬂfe splyien crfrﬁ SVt Rhear g ar R dimay-
bemphdinwdscasepaliaiad tdn‘ybaﬂyl estdr (824RhE) 4t@hl maligrakie ADmI) was added

%wg g@pﬁ?@ H} r“’?ﬁs L?o(? g 2 IZ eTh[e)m%tqare was stirred at 35 °C for 3.5 h. The

diiityu:tr\@asdhaz dilutad yvllthrcth}é acetaty aichamatle bawgr by ddditem &SN aq sodium
mel e 171

r0ﬁ1 g s&l J[1on l\ﬁle plhas S wegels%pg’ra ('f_ll]thg grgamc %ﬁase was washed with
gBuGhiddrmeddfiddumreo scphmmshbphéte&ndlcby«:hn(r-awdaz ohc2ty gam( ) -(S)-2-
@nno’:g g? 8f1 ?g %) enyl)chrex— —2 00184)10(5:.92 mg, quan]tg gas 937&‘1_(')‘/\72 oil.(Mgl}IISP):

PRS) ([4Y CBMBHIBY, 224 2f([ dutlpMpkBhy| ) - 4, 5- di hydr o- oxazol - 2
-ylam ne In analogy to exanple 1, the title conpound
was obt ai ned from 3-chloro-4-fluoro-DL- 5

ohenyl Amyrei- g4 -chlogbitphyefl ) -bexanakyl sol i d. MS (1 SP):

15. . }
ERp st il Pl Glama R shiaros PRy e Sosud s (52 9)
y.t. amethenol (30 ml) under fan argon atrrrllosphere was added 5 % Pt/C (180 rlng)2 The

4-1| u en xa v

bl ks 00 Lt P GO b Bt B BT P it Sas
AlereEofDH0G ﬁlﬁﬁ f&in@‘ifbgas&thdn&a@Id\m vacuo. The residue was purified by column

R uor o- . .
SRR QIR dteBE BBrng EyP AR thaive (S) 2 @mingytsidashloro-
WhériyD -1sathh-d -olNBa{d 1 5Bhe epdider A 0(15 Mg} 09) ) asksRitpless oll7 1S (ISP):
230.3 ([{"CliM+H]Y), 228.2 ([{CliM+H]").

f) (S)-4-[2-(4-Chloro-phenyl)-butyl]-4,5-dihvdro-oxazol-2-ylamine

In analogy to example 1b (S)-2-amino-4-(4-chloro-phenyl)-hexan-1-ol was reacted with

cyanogen bromide to give (S)-4-[2-(4-chloro-phenyl)-butyl]-4,5-dihydro-oxazol-2-
ylamine (mainly one epimer). Colourless oil. MS (ISP): 255.2 ([£"CiM+H] "), 253.2
([°CliM+H]").
Example 163
(S)-4-(2-Phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

a) (S)-4-((Z)-2-Bromo-2-phenyl-vinyl)-2,2-dimethvl-oxazolidine-3-carboxvlic acid tert-
butyl ester
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(R)-4-
(3-Chl oro-4-fl uoro-phenyl)-4,5-di hydr o- oxazol - 2-yl am n

w@20088927€3 X) N Cl 15 F PCT/EP2008/050765

(RS)-4-(3-Chloro-4-fluoro- pherp()) 4, 5-di hydr o- oxazol -2
-yI am ne was separated by chir HPLC (Chiral pak AD,

GHYﬁQQ%%d& F? %@(Sﬁ) %6%{-8]?g %g"ﬁﬁ”ﬁ e_'S’?;@{“%ﬁhﬁ/%-to%(%%[el?{ne-?)-

w:bme/hs atiddert- ﬂoBtyQ bsBR)was2adstell ittviiny)Bor@dic Exidipkize 19)34-((Z)-2-

%M?&héf"éli‘?’il’(}% r.2 o2 %1 I;]lr;)il—)o_xglzoéi_dg}eh arbo )%15 2 id tcért blu ayl ester. Light
elMO @p8linoTds PCT/ EP2008/ 650765 -110 H2 F CI a)

(RS) - 4- (4-Cnhl oro- 3-fl uoro-phenyl) -4, 5-di hydr o- oxazol - 2
-ylam ne In analogy to exanple 1, the title conpound

bh&S) ot -BlimedhvE-4-¢ (F )42 -phbrod duB- fdnyb raxablidigphaayibgkyl i el tert-

Yelio\(v waxy solid. 5 M5 (ISP): 215.1 ([M:H +) b)
F@Lds—(ﬂ Chl or o- 3-fl uor o- phenyl ) - 4, 5- di hydr o- oxazol - 2-
id ardoypy to example 162¢ (S)-4-((Z2)-2- bromo 2- phenyl vinyl)-2,2- d1methyl—

g%%é%fi%lé—%:car f)c ac1{l e él?typcis?er} S redc ?eé"gt@/ (? &t?]lpff%lqczto I%we (S)-2,2-
A, etlict] A (Eeﬁtmyﬂ&lﬁﬁ)znﬂbogaz‘«bhdlne 3-carboxylic acid tert- butyl ester.

éf@oﬁﬁf% Olllcgisg(&%)d?%j %@azo yI am ne. (-)-Enantioner.

Of-white solid. M5 (I1SP): 215.1 ([ M+H +)) Exanple 174

- di hydr o- oxazol -2-yl am n
b artdPogy @ exdkhplFleii @h-2,2- dlmethyl -4-((E)-2-phenyl-but-1-enyl)-oxazolidine-

3-carboxylic acid tert-butyl ester was reacted with hydrogen chloride to give (E)-(S)-2-
amino-4-phenyl-hex-3-en-1-ol. Yellow crystalline solid.

d) (S)-2-Amino-4-phenyl-hexan-1-ol
To a stirred solution of (E)-(S)-2-amino-4-phenyl-hex-3-en-1-ol (1.0 g) atr.t. in

methanol (50 ml) under an argon atmosphere was added 10% Pd/C (278 mg). The
mixture was stirred at r.t. under a hydrogen atmosphere for 30 min. The catalyst was
filtered off and the filtrate was concentrated in vacuo. The residue was purified by column
chromatography (SiO,; gradient: dichloromethane/methanol) to give (S)-2-amino-4-
phenyl-hexan-1-ol (mainly one epimer) (0.81 g, 80%) as a colourless oil. MS (ISP): 194.4
(IM+H]").

e) (S)-4-(2-Phenvl-butvl)-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1b (S)-2-amino-4-phenyl-hexan-1-ol was reacted with cyanogen
bromide to give (S)-4-(2-phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine (mainly one
epimer). White crystalline solid. MS (ISP): 219.4 ([M+H]").

In analogy to example 163 were prepared:

Example 164
(R)-4-[2-(4-Trifluoromethyl-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine
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(RS) -4-(4-Chl oro-3-fl uoro-phenyl) -4, 5-di hydr o- oxazol -2
-yl am ne was separated by chiral HPLC (Chiral pak AD,

WEe@BlpIps ane 15:85) to give (S)-4-(4-chl oro- 3r¢T/BR2008/050765

phenyl ) -4, 5-di hydr o- oxazol - 2- ylogm ne. (+)-Enantiomer.
Of-white solid. M5 (ISP): 21 ([ MtH] +)) 20 Exanpl e
175 (R) - 4- H,
(3, 5-Di fluoro-phenyl)-4,5-di o- oxazol -2-ylam ne Ce
H2 N F F WD 2008/ 092785 PCT/ 008/ 050765 - 111 a)
((RS)-4-(3,5-Difluoro-phenyl)-4, 5-di hydr o- oxazol -2-yl a
mne In analogy to exanple Iy'the title conpound was
obtai ned from 3, 5-di fl uor o- Dg. phenyl gl yci ne. Yel | ow
solid. M5 (ISP): 199.1 ([ MH 5b
(R -4-(3,5-Difluoro- phenyl)
ne
(RS) 4-(3,5-Di fl uoro- phenyI)F4 5- di hydr o- oxazol - 2-yl am

O—l}ﬂ%):él f{g gad'@lto% pﬁﬁefﬁrﬂ ia methlﬁl-&ﬁ&t&ﬁ@%}%{%ﬁgm acid tert-butyl
Qspgr _sgcglegngl, tfqau@p@_vgﬂb%ytr)ﬂu@r@nethyl)phenyl boronic acid and

n a | ow

gfgln?fgﬁaligmm( %S%bﬁ%géglo?ﬂ)ass%ﬂ g QgPs zrés?g&[m%)
(3,5-Di fluoro-phenyl)-4,5-di hydro oxazol 2-yl am ne
- ~NHz NFF
(RS)-4-(3,5-Difluoro- phenyl?x)afnf,l%{%i hydr o- oxazol - 2-yl am
i ne Wsd-$2phil sifledrdagetbpli plenyl) 15 0piRl-@, 5 dihy di- grakolADylamine
Et OH/ hept ane 15:85) to give NH
(S)-4-(3,5-difluoro-phenyl) - 45
di hydr o- oxazol - 2-yl am ne. (+)xEwmantiomer. Wiite solid.
MS (ISP): 199.3 ([M+H] +)) Exanple 177 (R)-4-
(3-Cnhl oro-5-f1l uoro-phenyl) - - di hydr o- oxazol -2-yl am n
e H2

, 5-di hydr o- oxazol - 2-yl am
F

From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 4-(trifluoromethyl)phenyl boronic acid and
dimethylzinc. Mainly one epimer. Colourless oil. MS (ISP): 273.3 ([M+H]").

Example 166
(S)-4-(3,4-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
0

N

F
a) (RS)-4-(3,4-Difluoro-phenyl)-4,5-dihvdro-oxazol-2-ylamine

In analogy to example 1, the title compound was obtained from DL-3,4-

difluorophenylglycine. Off-white solid.
MS (ISP): 199.3 ([M+H]")
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)-e N20 F C a)
(RS) -4-(3-Chl oro-5-fl uoro-phenyl) -4, 5-di hydr o- oxazol - 2

WO 0084092785 | n anal ogy to exarrpl e 1, the title cPCRBRIVS/050765

was obt ai ned from 3-chl oro- Zor 0o- DL- phenyl gl yci ne.
Waxy vyel | ow solid. I\/S(ISP) 3 ([MH +) 25 b)
(R)-4-(3-Chl oro-5-fl uoro-pheny I)-4 5-di hydr o- oxazol - 2-

yl am ne WD 2008/ 092785 PCT/ EP2008/ 050765 - 112

PRS) -4 8D ap ephisnfl) dor dihpdrengtayeld)-Sladiiiy dr o- oxazol - 2
-yl am ne was separated by chiral HPLC (Ch| ral pak AD,

Et OH hept ane 15:85) to give (R)-4-(3-chl oro-5-fluoro-

ke izl 3,4-DiBuclioptengl) exadblyd ®-yxani-glanf(ing wEnseptiagaagyy. chiral

Eg%&t(c%?rilygié"@f Eﬁngkll\/%tegnle§P)85) t2 g?lve (5()[4N@_g | ﬂ)uo§o -phenyl)-4,5-

By G- oxazel52fylanone - (ph einanjiothe - Qffhiytdtesobidazol - 2- yl ani n

5N +
%ES()ISPZP @'bﬁﬁoﬁ% %)- fl uor o- phenyl) -4, 5- di hydr o- oxazol - 2

-yl am ne was separated by Exahipl@al67HPLC ( Chi r al pak AD,

Et OH hept a ve S chl or o 5 fluoro-
1o pheny! )&3 %?zd? ﬁ%}ﬂﬂ%ﬂ’o%% ‘215 ér%@f%gm “ylamine
(+)-Enantioner. Light yellow sqH,d. M5 (I1SP): 215.1

([ MtH] +) ) Exanple 179 (R)-4Zv5\

(2- Chl or o- phenyl ) - 4- net hyl - Ndi hydr o- oxazol - 2-yl am n
e H NOC 15 a)

(RS) - 4- ( 2- Chl or o- pheny! ) - 4- pesby®l- 4, 5- di hydr o- oxazol - 2
-ylam ne In anal ogy to exanp 147, the title conmpound

was obtained starting from 2™cF Ior o- acet ophenone.

v vk A A | 3 2_
H @18 to example 1, the tltle compound was obtalned from DL-amino-(2,3-

dichloro-phenyl)-acetic acid. Light yellow solid.
MS (ISP): 231.1 ([M+H]")

b) (R)-4-(2,3-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,3-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by chiral
HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (R)-4-(2,3-dichloro-phenyl)-4,5-
dihydro-oxazol-2-ylamine. (-)-Enantiomer. White solid.

MS (ISP): 231.1 ([M+H]"))

Example 168
(S)-4-(2,3-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
o
\N

Cl

Cl
(RS)-4-(2,3-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by chiral
HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (S)-4-(2,3-dichloro-phenyl)-4,5-
dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.

MS (ISP): 231.3 ([M+H]"))
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(RS) - 4- (2-Cnhl oro- phenyl ) - 4- et hyl - 4, 5-di hydr o- oxazol -2
-yl am ne was separated by chiral HPLC (Chiral pak AD,

WEe@BlppIgs ane 1:9) to give (R -4- (2-chl or o- pP&nEPI008/050765

-4- et hyl -4, 5-di hydro- oxazol -, 2.yl am ne.
(-)-Enantioner. Wite solid. (I1SP): 211.1 ([ MtH]
+)) 25 Exanple 180 (S)-4-

(2- Chl or o- phenyl) - 4- net hyll:ixffné)-l%}ﬁr?ydr 0- oxazol -2-yl ami n
e WO 2008/ 09978H-PElrepheoB)-a30ditisdro-dxk3el-Zglanidind LCl
(RS) - 4- (2-Cnhl or o- phenyl) - 4- et -4, 5-di hydr o- oxazol -2
-yl am ne was separated by ¢ al2 HPLC (Chiral pak AD,
Et OH/ heptane 1:9) to give (¥ -\-(2- chl or o- phenyl ) - 4-
met hyl - 4, 5- di hydr o- oxazol - 2-yam ne. (+)-Enantioner.
White solid. 5 M5 (ISP): 211 ([MtH +)) In analogy to
exanpl e 165, except that thg der of the

hydr ogenati on and deprotect N steps was reversed,
was prepared: Exanple 181 (S)| -4- [2-
(4-Trifluoronethyl -phenyl) -pfopyl]

Frflarkd shiyly Qfﬁp}%é( az@k tide YoaFb M WriobtiNnkd f_roml(@R H-chitér@Bhenyl
(S).-4-(2 Z-ﬂl ronp-vi nyl ) -2, 2-di net hyl - oxazol i di ne-3-c
&yeiBsyHight wellpy splift _putyl ester by sequenti al

Measmend7 MMyt ri f 1 uor onet hyl ) phenyl boronic acid
and i methyl zinc. Mainly one epiner, which is
different fromthe najor dpitmde bi%duced in exanple
165. Col 0'('S)L@%SA,@HF}'HRRRH%h%R&ID-Q;S-M@)lr&ﬂoiﬁ’ﬁa'zoﬂi tathine
([MtH +). 15 I'n anal ogy to exanple 164, except that
the order of the hydrogenati onja@xﬁ deprotection steps
was reversed, was prepared: le 182 (R -4- [2-
(4-Trifluoronethyl - phenyl) - pigp¥i ]

-4, 5-di hydro- oxazol -2-ylamnej] NHZ N

F
a) (RS)-4-(3,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1, the title compound was obtained from 3,4,5-trifluoro-DL-

phenylglycine. Light yellow solid.
MS (ISP): 217.4 ([M+H]")

b) (S)-4-(3,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3,4,5-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by chiral
HPLC (Chiralpak AD, EtOH/heptane 15:85) to give (S)-4-(3,4,5-trifluoro-phenyl)-4,5-
dihydro-oxazol-2-ylamine. (+)-Enantiomer. Colorless viscous oil.

MS (ISP): 217.3 ([M+H] "))

Example 171
(R)-4-(3-Chloro-4-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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F F F W 2008/ 092785 PCT/ EP2008/ 050765 - 114 From
(R -4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl ester by sequenti aPCT/EP2008/050765

treatment with 4-(trif|uoronqt@gl)phenyl boronic acid
and dinmethylzinc. Mainly one epinmer, which is
different fromthe nmaj or epiner,produced in exanple
164. Col ourless oil. M5 (ISE)_(\Q-ES 1 ([MH+). 5 In
anal ogy to exanple 184, excggg Nt hat the order of the
hydr ogenati on and deprotecti steps was reversed,
was prepared: Exanple 183 (S [ 2-
(4-Trifluoronethyl - phenyl) -
-4, 5-di hydr o- oxazol - 2-yl am
From
(S)-4-(2, 2-di bronp-vinyl)-2, f di met hyl - oxazol i di ne-3-c¢
ay (rx vk {3cChiok ¢t 4t faldro ptiyyl) -4 SsdiBydrbyoxaes e fhinate
treatnment with 4-(trifluoronethyl)phenyl boronic acid
and diethylzinc. Mainly one epiner, which is
53] iﬁaﬁrgeynb eiarnqﬂb e wiElp @dSm@@hrﬁEBWa@(BBIﬁiﬂ@&ﬂroMB clesasplfRioro-DL-
| ourl. s il. M5 (ILSP): 287.1 ([MtH +). In
B %W' %o %WYE@’ id- prepared: 15 Exanpl e 184
V) [d9P): b 5.1 ([#41i | uor omet hyl - phenyl ) - but yl ]
-4, 5-di hydr o- oxazol -2-ylamine NHZ O~ N F | F F
From
bR)R)44- (ﬂczlmbglr ?ﬁm;o\frbbhkgﬁkfl)) =425- ams}amgbiwbr M&fiﬂh% di ne-3-c¢
aci er u y sequ ntia

?1%5 ﬁ%ﬁ%lwtﬁqﬂw@tﬁhepﬂﬁéf%@%ﬂ ’Sﬁ%]n%’ WPHROHALSeaRaEed by

ﬁhl 21l @l erD %mhébtﬁféelS%D ﬁ?@%we Go)-eysl-BRSo-aifluoro-

|SP 287 Fm anple 1

pheny) 4,5-dihydro- oxazo -2-ylarnine. )Enanuomer White solid.

MS (ISP): 215.4 ([M+H]"))

2 4-

']
O~N F- 1 FF 1o

Example 172
(R)-4-(3-Chloro-4-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o
0

N

Cl
F

(RS)-4-(3-Chloro-4-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 15:85) to give (S)-4-(3-chloro-4-fluoro-
phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.
MS (ISP): 215.1 ([M+H] "))
Example 173
(R)-4-(4-Chloro-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(RS)-4- (3-Chloro-phenyl)-4,5-di hydro-oxazol - 2-yl am ne
WD 2008/ 092785 PCT/ EP2008/ 050765 115 NHZ N a) (RS)

WO 200840927185 2- ( 3- chl or o- phenyl ) -ethanol To a stPCT/BPER008/050765

sol ution of I|th|un1borohydr|qq in THE (10.5 m, 2 M
sol ution) under an argon atnosphere was added
dropwi se chl orotrinethyl sil ane 34 m). The
resulting 5 suspension was c d?to 0 C and
anino-(3-ch|orophenyl)-acetiQ\f id (2.0 g) was added
portionw se. The ice bath wasYfenoved and stirring at
r.t. was then continued for 16
guenched by dropwi se additio nmet hanol (15 nl) and
then concentrated in vacug-~Ufe resi due was suspended
in ethyl acetate and washed wilth 2 N ag NaOH. The
phases were separated and the aqueous phase was
eX(RSact @dChiliot & 36l dbyd- phema):eisadlﬁvdrait&az&rmi/la@ﬁmr gani c

S‘E%%aiﬁ?ﬁy\ptgtreg(ag{p enld\}gt\é g@e t%g%gg% ava’sj o%tameecll fd rom 4-chloro-3-fluoro-DL-
pIRS)ytabrcard neHdwWaxgkdler o- phenyl ) -ethanol (1.84 g

S N T2 o (Cisse W o, by

(RS) - 4- (3-Cnhl oro- phenyl ) -4, 5-di hydr o- oxazol - 2-yl am ne
5 Ilb

h. The m xture was

Ing snver t ed
) ch 0- pheny di hydr o- oxa 2-yl am ne
é@gﬁ é%{?ﬂm- AlHaO ms‘éélr? TR i v s pOUBG e parated by
Qﬂfz@ enaice.Chthl ok AARIEOH/MptddeSB)85) 198ivO (R)-4-(4-chloro-3-fluoro-
([{37C1} MtH] +),

H +) nal gy to
r 58 dEer @X%Zpgﬁtvlﬁamr g‘ﬁw‘ﬁ”ﬁ@“?%be@%f AVaibeRiet
& dsoF 2891 MMagi'd) 20 derivative was prepared:
Exanpl e 186 (RS)-

4- ( 3- Brono- phenyl ) - 4, 5- di HFdPWlok 420l - 2-yl amine  NH,

N B 25 31 1
15, 2 e o A o il

241.1 ([{79Br} M+H] +) . Exarrpl e WD 2008/ 092785
PCT/ EP2008/ 050765 - 116 \

Cl
(RS)-4-(4-Chloro-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 15:85) to give (S)-4-(4-chloro-3-fluoro-
phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white solid.

MS (ISP): 215.3 ([M+H]"))
Example 175
(R)-4-(3,5-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(S)-4-
(2,5-Di fluoro-phenyl)-4-net hyl -4, 5-di hydr o- oxazol - 2-yl

w@piose92783z N F F a) PCT/EP2008/050765

(RS)-4-(2,5-Difluoro-phenyl) - 411 t hyl - 4, 5-di hydr o- oxaz
ol - 2- ylamne I'n anal ogy to exan’ple 147, the titIe

'n%

gor i ne at ons
bearmldgyso edunnplng tfnh atlle lcompumd whwhtmnedrfrbynﬁ p-déluoro-DL-

olid. M5 (ISP) 213.3 ([ MtH] +) Db)
E’%)%L@w gﬂ% Yﬁ%u@r% phenyl) - 4- net hyl - 4, 5- di hydr 0- oxazo
MSA§)aidne((M+H]"
(RS)-4-(2,5-Difl uor o- phenyl) - 4- net hyl - 4, 5- di hydr o- oxaz
ol -2-ylam ne was separated by chiral HPLC (Chiral pak
MR)Et—(}:E*IHﬁuanmep}ﬂeth) 4, B dihiyvdep-oxazol-2-ylamine

ﬁ@ﬁé— ﬁ,%.;@ﬂ%%‘ %3%5 g%‘/ém ey ‘/laﬂ?e RS PR ss by chiral
BWiLGe(CMﬂalpdk AIVBM(DHFI)GptaZﬂ:SSIBSQ Fdvibg (B)-4-03, il gy-pthenyl)-4,5-
oxaz§16 aB.ml ne a(r ?l?n orrqer:n ItLC%t \X/egl?(P Ct11dVe am no

T
aC| oM nd ‘ach at re prepared

(gt e 198B([(VRE)T))

4- ( 3- Fl uor o- phenyl ) - 4, 5-dihydr o- zol -2-yl am ne NHZ
O\ NF From(RS) -2-am no]g‘}é!rkp% ﬁ%ﬁor ophenyl) -acetic
aci d. Wi t 6)sb(3,3 DifludtoNheyIPR)5-dib§ drot oXdzbt-2Hytamine
4-(3,5-D chl oro-phenyl)-4,5-

NH2 N From (RS) -2-am no-2-

PCT/ EP2008/ 050765 - 117 MS (USP):

235. 1([{37C1} MtH] +), 233. 1(] 135C1} M+H] +), 231.2

Exanpl e 189 (RS)-
' 0- oxazol - 2-yl am ne
3,\5-di chl or ophenyl)
-acetic acid. Wite solid. 08/ 092785
([{35C1} M+H] +) . E e

(RS)-4-(3,5-Difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated by chiral
HPLC (Chiralpak AD, EtOH/heptane 15:85) to give (S)-4-(3,5-difluoro-phenyl)-4,5-
dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.
MS (ISP): 199.3 ([M+H]"))
Example 177
(R)-4-(3-Chloro-5-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

a) (RS)-4-(3-Chloro-5-fluoro-phenyl)-4,5-dihvdro-oxazol-2-ylamine

In analogy to example 1, the title compound was obtained from 3-chloro-5-fluoro-DL-

phenylglycine. Waxy yellow solid.
MS (ISP): 215.3 ([M+H]")

b) (R)-4-(3-Chloro-5-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 190
(+)-(S)-4-(5-Chl oro-2-fl uoro-phenyl) -4, 5-di hydr o- oxazo

wo 208992188 ne NHZ O~ NF C 5 PCT/EP2008/050765

(RS) -4-(5-chl oro-2-fl uoro-phe 5)_- 4, 5-di hydr o- oxazol -2
-yl am ne (exanple 19) was separated by chiral HPLC

%@%{—g—@ﬁ)(ré—_@—ﬂ%rgﬂﬂgﬁﬂg 91[]56—diﬁy&l%:—gga)zolt—?—ywm%hgwas separated by
ciitab HRLZ (Ghiiatpek g O/ HeBardi I5y6d) oo gixazdl-4-23ywhlamdaefluoro-

ite Li o P).: 7 - } + 5, 1
el b Rty Yl Zlinat L s s bl o S
M9 US$IR) 2153 GMCAHDOY b- phenyl ) - 4, 5- di hydr o- oxazol - 2- yl ani
ne & (+)-(S)-4-(3-Chloro- ]ng?nn | 3
-4, 5-di hydr o- oxazol - 2-yl ani'he NHZ O O-~\ [\-/
and Cl | ($H4-1BChloro-5-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS) - 4- ( 3- Chl or o- phenyl ) - 4, 5- (ﬂé%gr 0- oxazol - 2-yl am ne

d

(exanpl e 185) was separ at ed iral HPLC (Chiral pak
AD, Et OH heptane = 15:85) to/yilel

(-)-(R)-4-(3-chl oro- phenyl)
-4, 5-di hydro- oxazol - 2-yl am ne
(I1SP): 199.0 ([{37C1}M+H +)
and (+)-(S)-4-(3-chloro-ph 5- di hydr o-

oxazol -2-ylam ne (light yellow sol'id; Ms (ISP): 199.0
(R 37 GLEMdTh 6)-fludrB HHn Q- 4(7- B &b} dlzb ) -Ylandine anadep@ited by

ST R, S BhoS SRORORLShis SRR vl 084 B chidio s Fuoro-
pHeriyt)dd, ydetiyalr @820l -2 31 ythie) (1e)-WEn (38 095h8Pellow solid.
UGS 298] ARP1Gpy) - 118 N KF

Example 179
(R)-4-(2-Chloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

light yellow solid; M
7.0 ([135C1} MtH] +))

a) (RS)-4-(2-Chloro-phenyl)-4-methyl-4,5-dihvdro-oxazol-2-ylamine

In analogy to example 147, the title compound was obtained starting from 2'-chloro-

acetophenone. White solid.
MS (ISP): 211.1 ([M+H]")

b) (R)-4-(2-Chloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2-Chloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (R)-4-(2-chloro-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. White solid.

MS (ISP): 211.1 ([M+H]"))

Example 180
(S)-4-(2-Chloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine



10

15

F F From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl ester by sequenti aPCT/EP2008/050765

treatment with 3-(trif|uoroanqg[)phenyl boroni c acid
and dinethylzinc. Mainly one epiner. Colourless oil
M5 (ISP): 273.3 ([MtH +). 5 EXx le 194 (S)-4- [2-
(3-Trifluoronethyl - phenyl) -
-4, 5-di hydro- oxazol -2-yianige Wz O~ N F F From
(S)-4-(2, 2-di brono-vinyl)-2_3di met hyl - oxazol i di ne-3-c

arboxylic acid tert-butyl ler by sequentia
treatment with 3-(trifluoro yl ) phenyl boronic acid
and diethylzinc. Mainly on i mer. Colourless oil

M5 (ISP): 287.1 (grél\/H-I—|]+). Exanpl e 195 (R)
() Phéh{ahknip fohigyylrdt gthylad. -diftsyehosazpkazdamineyyag senegated by
! SOL (EhicyfhsR AEIOHYhepiane 1:9) 0 give (S):4:(G-chlgrp:gheny)-4-
sthl-4ydinpdier owrelel-Yiomans dituthneptiemer. White solid.
vhril [ (5.0 g, 25.4 mmol) in nmethanol (50

ﬁFﬁﬁagébgbaggﬁﬁgégfylchloride 32.7 m, 38 mml) and '

hanatagytta example 16Bfekegpethab theraideraf therhlregengieen andydeprotection
i due was recrystallised from

gﬁ@%ﬁ%ﬁ%@@?gﬂgﬁ?gﬁo| (3:1) to 20 yield a white

solid (3.81 g, 61%. M5 (II5Pmpleldl. 9 ([ MHH +). WO

200 8185 FEFEATRREPRIT prS p aponin

suspensi on of (R)-2-an1no-S-QQggVJSulfanyl-propionic
acid nethyl ester hydrochl ori (0.50 g, 2.0 mol) in
tetrahydrofuran (10 m ) under™»an argon atnosphere 5
was added slowly |ithium al ygi’num hydride (0.153 g,
4.0 mmol ) and the m xture was stirred overnight at
roomtenperature. For work- water (1.5 m) and 2N
sodi um

From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 4-(trifluoromethyl)phenyl boronic acid and
dimethylzinc. Mainly one epimer, which is different from the major epimer produced in
example 165. Colourless amorphous solid. MS (ISP): 273.4 ([M+H]").
In analogy to example 164, except that the order of the hydrogenation and deprotection
steps was reversed, was prepared:
Example 182
(R)-4-[2-(4-Trifluoromethyl-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine

NH,



hydr oxi de solution (0.5 m) were added and the m xture

was stirred for 30 mn. After filtration the solvent
woR®se¥apdr at ed and the residue was purified bRCTBP20A$1050765

chr omat ogr aphy (col um: 1 sol ut,e Fl ash-NH2 from

Separtis; eluent: heptane/Et O&c— 1:1 10 to yield a

Etl(o%ll;:Lﬁ%g—l)(b,%wg@olmo—(ngyﬁ%—gimgtﬁyl%ngf%n(lé—§—P )arbolt%gc acid tert-butyl
es@r-qu-smyihlsméatramw wit hyirifhioberdethyldploengklbarohic2eid i n

fe}%ﬁﬁ/% 'Shg{l ?grnorﬁ'e)% nggraﬁrfl cSR% d%’ﬁr%ggﬂgm tBe Hba]orﬁ% Isler pro%uced in
m@@e (@&t GB]lougl,ess(mBQ\/Iﬁn(rlSIP) 278.1THE+EE "l ) under an

5 o tt(?gf'%%gr ?84"%%@:@9 gl g Ps% oréesrﬂ%'%\ uliyd%)%e%atl%ﬁ/ %{HJ @e%rotectlon

step&wseremsedSWasrprephred/er ni ght, then ethyl acetate and
wat er were added. The aqueé)u?ﬂyx?h e was back-

extracted with Et CAc. The ¢8 organics were dried
over (Sp302;(4fTiflerrechettytipheylbutyt|ad,e-dihythe ogaaodte-ylamine
product was purified by colum cfyomatography (colum:

| sol ute Flash-NH2 from Separtiosy €l uent: Et OAc/ MeOH=
95:5) to yield a light yello solid, (0.026 g, 26
%; M5 (ISP): 209.1 ((MH)+*). | Exanple 196 (R)-4-

(2- Fl uor o- phenyl) - 4- met hyl «<Z5= di hydr o- oxazol - 2-yl am n
e H NCF 25 a)
(RS) - 4- (2- Fl uor o- phenyl ) - 4-
-ylam ne In anal ogy to exanp
was obtained starting from g FI uor o- acet ophenone.

Vi scous colorless oil. M (I 195.1 ([MtH +) 30 b)

o R R A T S el . o

éa%)byﬂée@zenﬁhhjma@npmtefnw 3-(tiflver trpkthgl) hatiyhhatooicexazid- 2

%%é Lau] y%ﬁggﬁ ﬁ{e? Q/vlgyh %WJY%]H f@%é&h olir 1%'? lp}"at%uced in

e)dampietfhly IColyulesh chly dﬂ&(ﬁ??ﬂi@V AZ{Mi+&Hi ne.

En%(g%gﬁé ’%g%h‘( égﬂ_uz’és pr%l%re&]: MS (ISP): 195.1 ([MtH +))

15 (2- Fl uor o- phenyl) - 4- net hy| Exantpldl 84y dr o- oxazol - 2-yl ami n
- I_%) -4-[2-(4-Trifluoromethyl-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

yl - 4, 5-di hydr o- oxazol - 2
147, the title conmpound

F
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 4-(trifluoromethyl)phenyl boronic acid and
20 diethylzinc. Mainly one epimer. Colourless oil. MS (ISP): 287.1 ([M+H]").

Example 185
(RS)-4-(3-Chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine



N F
(RS) - 4- (2- Fl uor o- phenyl ) - 4- net hyl - 4, 5- di hydr o- oxazol - 2

W0 2008092785 was separated by 10 chiral HPLC ( ChPCEHEP2KS/050765
AD, EtOH heptane 1:9) to gi Ve |15
(S)-4-(2-fluoro-phenyl)-4-
met hyl - 4, 5-di hydr o- oxazol - 2-yl agi ne. (+)-Enantiomer.
Of-white solid. M5 (ISP): 1([MH—I]+)) Exarrple 198
(+)-(S)-4-(3-Brono-phenyl) - Ndl hydr o- oxazol - 2-yl anmi n
e NHZ O\ N 15 Br
(RS) - 4- ( 3-Brono- phenyl )-4,5 ydr o- oxazol - 2-yl am ne
(exanpl e 186) was separ at ed chiral HPLC (Chiral pak
AD Et()—l/heptane = 15 85) to yi eﬁd (+)-(S)-4-(3-brono-

R (white solid; M

61350 3 AR Do i R (44 B AR undera
{rgpn @Slﬁesphéﬁ ~Fsuddal plopwisk chlor@rididiydisilone a3omd)2The msilting

> T o gcelish o 0napt pmines Grehipmpabenylagtioge(f G g gas added
pestanpise. Ti88ye ab vae panta\teddmbyturufg at alt. BN @mitinaégik 16 h.
T T A A
&Blcellltﬁﬂed il 8tud. ’J(l[el\fﬂtﬂhie) Was P eAdOBINDARY Bbetate and washed with 2 N
%ﬁ/ 5% q%% gf’%z Rre. e SERST %t_%d eny aqhtg%uzs 91h§é dvef%s]egt(rgcte(il wEh ethyl

10 hamtaddhe (c@bnb(rfé)iﬂge(rﬁq ﬁhaséi wedrt driod p‘i’eemgcﬂmm sulphate and concentrated
a Va%l(()j ltohé/fgorg (ﬁg()af amiflo- go¥l@m WHSto l\;I)l_l’ltzen)'>fl)_lzethanofj( 194 g, quanctI ) as a yellow
viscous oil. MS (ISP): 174.2 ([{37C1}M+H] ), 172.2 ([{°CM+H] ).

b) (RS)-4-(3-Chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

15 Inanalogy to example 1.b (RS)-2-amino-2-(3-chloro-phenyl)-ethanol was converted to

(RS)-4-(3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine by treatment with cyanogen
bromide and potassium carbonate. White solid. MS (ISP): 199.0 ([’CiM+H]Y), 197.0
([°CliM+H]").

In analogy to example 185 and starting from the respective amino acid or amino acid

20  derivative was prepared:

Example 186
(RS)- 4-(3-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Br
25 From (RS)-2-amino-2-(3-bromophenyl)-acetic acid. White solid.
MS (ISP): 243.2 ([{#'BriM+H]"), 241.1 ([{”Br}M+H]").

Example 187



5

(RS)-4-(3,5-D chl oro-phenyl) -4, 5-di hydro- oxazol - 2-yl am
W0 p@spersspl e 189) was separated by chiral HPRQI/EP2008/050765

(Chiral pak AD, EtCOH heptane = 1]H'§:_85) to yield

(-)-(R-4-(3,5-

di chl or - Zok -2 ' [ te
sol i d: @%Hrk?%ypg) ﬂu%ig gﬂ 1?%1? ﬁﬂ;@#—ﬁ?ﬂrg—%%l&m&&nne
233. 1( [ 137C135CI | M+H] +), 231.2 35C1} M+H] +)) and
(9)-(S)-4 1o _{m

(3, 5-dichl oro-phenyl) -4, 5-di No- oxazol - 2-yl am ne
(white solid; M5 (ISP): 235<4([{37C1} MtH]| +),

233. 1([ 137C135C I MtH] +), 231 F.LBSCl} MiHI +)). In

anal ogy to exanple 163 were ar ed: Exan'pl e 202 15
(S)-4-[2-(3,5-Difluoro- pheﬁyl “propyl]-4, dlhydro oxa

hr mmgyltc eﬁmnp‘le ﬂeT tthdmﬂleydomlﬁﬁmdrwdsy)b%ﬁﬁdeﬂtdrtmg from 2',3%,6'-

at t | h b
s hifiRe s ropRtichelnis ot hs HEhERRRRNE « @81tk Ted Gulipd e jghium
élhﬁi?l)mnﬂkﬂ)&irﬂie(réd\ﬂbﬁbm) Wahtre EXlahpl e 203 (S)-4- [ 2-

@Slgr %{Pudfg%%g?gyl)z Slufa?/nl ]ne NZ O~ N FF W

2008/ 092785 PCT/ EP2008/ 050765 - 122 From

Ci||dln830

10 (R83a4 mammﬂudsﬂ@ Iﬁleﬁylde inumybpbedlwdxbexmmlcz flamihewgh separated by

g} §%?¥d1§5@ﬁ§r I{% ﬁtBﬁgh@%ﬁr% t(Q:%lth% % g 43 5ol “phenyl)-4-

Ry -Bi 5t dibi odro- ghaesiyd -y ladrinet (hy EndnBoleh yWhae exaz ol - 2- y|
/18 2%): b5 Mvem
In analogy to example 186 and starting from the respective amino acid or amino acid
15  derivative were prepared:
Example 188
(RS)- 4-(3-Fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

F
From (RS)-2-amino-2-(3-fluorophenyl)-acetic acid. White solid.
20 MS (ISP): 181.1 ([M+H]").
Example 189
(RS)- 4-(3,5-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,
8!

Cl Cl

From (RS)-2-amino-2-(3,5-dichlorophenyl)-acetic acid. White solid.
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15

20

F F a)
(RS)-4-(2,6-D fluoro-phenyl)-4-nethyl -4, 5-di hydro- oxaz

W®@PR008/09178311 ne I n anal ogy to exanple 147, the tPCT/BP2008/050765

conmpound was obtained starti ng f7rom 2',6'- 10
di fl uor oacet ophenone. Wite sol d. M5 (I SP): 213.3

37 37,135 35

S T D a1 et Ry R SRS

2-yl am ne
(RS) 4-(2,6-D fluoro-phen 4 nfgoﬂ -4, 5-di hydr o- oxaz
ol - 2-yl am newas separ at edylibx) p1q5 iral HPLC
(Chiral (BaKS)AE},(SEt}ﬂ]ﬂ/ohkﬂuameplﬂmﬁ]) -4,6- dilhiypdeo-oxazol-2-ylamine
(S)-4-(2,6-difluoro-phenyl)-4- |,
met hyl - 4, 5- di hydr o- oxazol - 2- ybmzne. (-)-Enanti omer.
Wiite solid. Ms (ISP): 213.3 H +) Exanpl e 205
(R) - 4-
(2, 6-Di fluoro-phenyl)-4-neth -5- di hydr o- oxazol - 2-yl
amne eH2 NFF 20 .
(RS)-4-(2,6-D fluoro-phenyl 5 - 4- et hyl - 4, 5-di hydr o- oxaz
CRS)24- V3- alnibrmzwhmr@@har}a) ¢4-diyydrofoxnadl - 2HRUGi{eCakanaplp ak) was

eﬁ?ra td% it ?{Pﬁg](g%%ﬁlggk %D $tOH/heptane = 10:90) to yield (+)-(S)-4-(5-

chelb oy 2 - Bo-gh byt 05 aXlagivb -0az0l anglaeine(WhitEsal itk MMESP): 217.1
%7&@1\&% 21%/[? d{l ?1\:/[+%I1]3)')3 ([ MrH] +) 25 Exanpl e 206

(2,4-D fluoro-phenyl)-4-nethyl -4, 5-di hydr o- oxazol - 2-yl
am ne WD 2008/ 092785 PCT/ EP2008/ 0 5 -123 Hz de),
NF Fa) (RS - Agh[ Pl"&%%‘ggg di fluoro

- POSIR)-H- (smmaﬂo@pshe@lyam 5l dihyde®okd zol-2 Idarhin e 8n@d) Q8Y-4t(8-Chloro-
exanpl e 147.a and 147

title ound was
obtai ned starti ngpl?etnéf}ﬁ‘l%dqﬂ'drﬁpf‘?zt?g'sygfﬂ%’t“&phenone.
Wiite solid. 5 M5 NH,
o \ o—\<N

N

07,

(RS)-4-(3-Chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 185) was separated
by chiral HPLC (Chiralpak AD, EtOH/heptane = 15:85) to yield (-)-(R)-4-(3-chloro-
phenyl)-4,5-dihydro-oxazol-2-ylamine (light yellow solid; MS (ISP): 199.0
([{’CM+H]Y), 197.0 ([{PClyM+H]")) and (+)-(S)-4-(3-chloro-phenyl)-4,5-dihydro-
oxazol-2-ylamine (light yellow solid; MS (ISP): 199.0 ([{*’Cl}M+H]"), 197.0
([°ClM+H]")).

In analogy to example 163 were prepared:

Example 193
(S)-4-[2-(3-Trifluoromethyl-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine
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15

20

b) (RS)-2-Am no-2-(2, 4-difluoro-phenyl)-propan-I-ol To
a stirred 2 MLiBH4 solution (16.22 m) at r.t. in THE

W@ w8925 ar gon at nosphere vvas added PCT/EP2008/050765
chlorotrinmethylsilane (5. 47 gover 2 mn. The white
suspensi on was cooled to d’ and

(RS)-(2-am no-2-(2, 4- dlfluoro pRenyl ) - propi onic acid
hydrochl oride (2.57g) was u- portl onwi se over 5
mn. The ice bath was renoved _amnd the conpact
off-white suspension was stirjred at r.t. for 20 h.
The m xture was cool ed agai nyto 0C and treated
carefully with nmethanol (15 4d). The m xture was
stirred at r.t. for 30 mn, |tered and the cake was
washed with MeOH. The filtra vas concentrated. The
crude product was 15 purified by col um chromat ography

fnh [ D4-gBb-dilHb AR ﬁﬁﬁ) 20 Hethyl o xFEHHR, %%oﬁylﬂe)aadtt@rt -butyl

giv RS) - 2- am no- 2- | uor o- phenyl ) - pr opan-| - ol

gsterdy sgqueptiohtreaimeny) vmh %§§1ﬂw%1@6té}§l>alalqny? hgopicgpid-and

a&getl%flﬁl[lMM&lﬂy&Qe@mer Colourless oil. MS ?ISP) 273.3 (IM+H]").

(RS)-4-(2,4-Di'fl uoro- phenyl) - 4- net hy - di hydr o- oxaz
ol -2-ylamine I n analogy to exanple 1.b

(RS) - 2-am no- 2-( 2, 4- difluchgnﬁ,lwml) propan-|-ol was

converted to the title conp VWiite solid. M

(1 SP) (S)443-(3- ”l(l[lﬂkmqlﬁ) Igfg—paynyl) butyl] -4,5-dihydro-oxazol-2-ylamine

(S)-4-(2,4-D fluoro-phenyl)-4- msmgyl 4, 5- di hydr o- oxazo

| -2-yl am ne {

(RS)-4-(2,4-D fluoro-phenyl)- t hyl - 4, 5-di hydr o- oxaz

ol -2-yl ami ne was separated b chiral HPLC (Chiral pak

AD, EtOH heptane 1:9) to giver(S) -4-

(2, 4-difluoro-phenyl) -4-

nmet hyl - 4, 5- di hydr o- oxazol - 2- mme. (+)-Enantioner.

Wiite solid. Ms (ISP): 213.1 ([ +) 30 Exanple 207

WD 2008/ 092785 PCT/ EP2008/ 050765 - 124 (R

FéonBes) 2z (& 3dlifromok vim {1l 2~ dinfetlaltl foxdr didineaz-ohrbdxyticawidrert-butyl

NHZ. O ~ N. S1 |~ . . .
%Sﬁsr.bg.%%%?&%fet&ﬂt%wl%?%<Hﬂu.oaafenls@e\yleg@%hk}?ramcr?&dmpi
aiathelzagd. Mdimll oyik egigteerColdorla@s 6il.i MSEESHUS§TENE MFH P,

(R) - 2- am no- 3- phenyl sul fanyl - propi oni c aci d net hyl
ester

Example 195
(R)-4-Phenylsulfanylmethyl-4,5-dihydro-oxazol-2-ylamine

a) (R)-2-Amino-3-phenylsulfanyl-propionic acid methyl ester hydrochloride

To a solution of S-phenyl-L-cysteine (5.0 g, 25.4 mmol) in methanol (50 ml) was added
acetylchloride (2.7 ml, 38 mmol) and the mixture was refluxed overnight. The solvent
was evaporated and the residue was recrystallised from ethyl acetate / methanol (3:1) to
yield a white solid (3.81 g, 61%). MS (ISP): 211.9 ([M+H]").



5

10

15

20

25

30

5 hydrochloride (1.0 g, 4.0 mmvol, Exanple 195a) in 1 M
bi carbonate solution (10 mM) was added a sol ution of

wa@l2eos@92785 but yl di carbonate (0.969 g, 4.4 nmol RCT/AP2008/050765

di oxane (10 m) and the mxtLirs was stirred at room
tenperature overni ght. The sol vents wer e evapor at ed
and the residue was partitioned between water and

et hyI acet ate The corrbl ned organl c layers were dried

If'g a%grcrlgtll] 91\1/&%91%1(? egg(%) CZ %% n% §'%hg1€yusr%2fa&£ Sp]fg]t) Ol ea%aldfvl%g’thgl ester
hyttibthlondd (O Dh @Lﬂ)rmlrr?:l)t 1ncuctmhydrqﬁeuaat( 0 enl) ﬁu,’(rjer wo kkgonptmosphere
s’?‘vg{ %c{rc%%] %@)v&yplgtlhyum ucr:rgP t gﬁé g(? P%?a( g %m%i% anv(\iletpeé mixture was
add@ﬁoveA‘hglﬁrat $¢om rtemgeratlmee Fox vorle up ofater atdintl) emdPN36dium

[Hg'cpromde e] ﬁu(‘? ng; 8¢l gn %e}erégéeedr %r{ wer% énWI tturr]e ﬁgs? %}g@@ielt % min. After
filttation elmle mlml:newaqo@/apd)mohd ahdehe¢ eesiddel e/ampsnﬁmdrbyf dobumby

&Prlo%ill& o&ra hy rmt o ﬁ{%ﬁl’_by%%g Iggl J?rggf/ée%g Etltngrga} t%)f 4]£‘®Ac 1:1
(c(MlHl)aﬁght Yeﬂéw cﬁl ((I 0f6; B®%)¢M)S (18D): 183.9 (M+H)")
((R) - 2- Benzenesul fonyl -1 - hydr oxynet hyl - et hyl)

-carbamc acid tert-butyl ester To a solution of
t) ) i44Bhdotsolfyaidinetyl-#,Stdbydbyonofl - dam{i@M 1. 14 ml

Bt SRR aBon R 220050: 2 R Bl b ¢ e /40 mmol

PR OD] ©.08¢igd0.aRibhmbdl) @sTHF (8 GhISQn@r ah. aEg)nr‘ﬂmllo);phelﬂe was added a

S Er P e BB go o Gio R VR ER0al? Bhemiptyre was

§’threed’0v)etmglet mﬁ en@i adetdtomativhet weeradded yilhe aqeéais @hasedvas back-

I %E:V%ﬁhg g’l m: hl uéegl (tr%gtlg%tdfl L fiflff‘{] ayex éﬁ?@d}, f ﬁJered and

estapotrat&dThdbrade 9ﬁ1dd1uewmfmnfﬂéa bp ldb]luﬁandlrbmaﬁiglra.pm (column:

T K T B T I A
{dlidy-t.026)g, 2@ 99; MS(((StHRBOQ(MHH) ")c) _

(R) - 4- Benzenesul f onyl net hyl - 4, 5- di hydr o- oxazol - 2-yl am

ne ((R)-2-Benzenesul fonyl-1-hydroxymnethyl -ethyl)
-carbamic acid tert- butyl Bahle (9 29 g, 30 0.92 mmol)

\évtaﬁaglofs% 92513&10 M?@ﬂnﬁ%g'ldb gy%%] loge{zlon y?zllnqmlen
PCT/ EP2008/ 050765 - 125 added 2d the m xture was
stirred at 60 C for 3 hours. e sol vent was

evaporated and the residue N taken up in
tetrahydrofuran (5 m). K2CE& (0.326 g, 2.36 mmol) and

cyanogen brom de (0.136 g, E’j/lfnml) wer e added. The

m xture was stirred overnig and afterwards
partitioned between et hyl ac te and water. The
filtered

th[rﬁlll‘@yog E:ﬂa{mlilple (l&' @]i’e tlﬂﬁi @ﬁqﬁd\hﬁhhas %teﬁnddost@ttlﬁg ftom 2'-fluoro-
%@I ﬁorlleI qhsc(ous cgorlgs’s 0%8 %. M5 (ISP): 241.1

MS (ISP): 195 1 ([M+H]")

b) (R)-4-(2-Fluoro-phenyl)-4-methyl-4,5-dihvdro-oxazol-2-ylamine
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In anal ogy to exanple 163 were prepared: 10 Exanple
208 (S)-4- [3-Methyl -

W@ 200809F78B110r onret hyl - phenyl ) - but yl ] PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne | ?HZ O%N F F From
(S)-4-(2, 2-di brono-vinyl) -2, 2-drnmet hyl - oxazol i di ne-3-c

PRSI oAb UL o8B0 R0 Dl AR S e b

anichl 11di G@@@@bﬂ&lﬁt@H/h@tmeyl Drte gopi(Red-(2adhwurphesd)-4-

%’g fgl- %I% (]ng i O%eny%gyl(a%‘%ﬂ( Fn%&% Vit otig) -4- [2-

MB, BSI)i h‘ij/idrd%xfdkdl 2-ylamine NHL N F F 20 From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c
arboxylic acid tert-butyl ester by sequential
treatnment with 3,5-difl uorExph@rhg/197bor onic acid and

di i sopro Maj nl ourl ess, Oi

VS (1 5 (A6 Eruprqypbral - P il 3y 5 e £ S e
(4- Fl uor o- phenyl ) -butyl] -4, 5-Hydro- oxazol 2-yl am ne
WO 2008/ 092785 PCT/ EP2008/ 0 65 126 NHZ O~ N F
From

(S)-4-(2,2-di brono-vinyl)-2
arboxylic acid tert-butyl
treatnent with 4-fl uorophen oronic acid and

di ethylzinc. Mainly one epiner. Colourless oil. M

ﬁ%ﬁ P g 1%1?&30(% BSLM)FHI lr&étgﬁtg?myd?o %}3?20 @yleﬁnmL Qas separated by

eMrﬁHﬂU@(@m—ah)ahz@ F20¥/laeyitave 1:NHB give (S)-4-(2-fluoro-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Off-white solid.
MS (ISP): 195.1 ([M+H]"))

- di mst hyl - oxazol i di ne-3-c
F by sequenti al

Example 198
(+)-(S)-4-(3-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Br
(RS)-4-(3-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 186) was separated
by chiral HPLC (Chiralpak AD, EtOH/heptane = 15:85) to yield (+)-(S)-4-(3-bromo-
phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 243.2 ([{*'BriM+H] ),
241.1 ([{”BriM+H]")).

Example 199
(+)-(S)-4-(3-Fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(3-Fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 188) was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane = 15:85) to yvield (+)-(S)-4-(3-fluoro-
phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 181.1 ([M+H]")).
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O~ N F F From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl 1o ester by sequene@EEP2008/050765

treatment with 3,4-difluorophenyl boronic acid and
di ethylzinc. Mainly one epinmer. Colourless oil. M
(I1SP): 255.4 ([MtH] +). Exanple 212 (S)-4- [2-
(6-Trifluoronmethyl-pyridin-2-yl) -ethyl]

-4, 5-di hydr o- oxazol - 2- yEsamples 202820N N F F 15 a)

(S) ;2,8 Digethylr4-(6-tnifl-uoronet hyl -pyri di.n-2- vl y
! §TAS PG blos ol egr PR Ry Tafifie L2 G Moo
To a sol uti on dithloes-phedyl)-¥,6-dihydro-oxazol-2-ylamine

(4S) - 4-ethinyl-2,2-di met hy|,- 1, 3- oxazolyj, di ne- 3- car boxyl
ate WD 2008/ 092785 PCT/ ER2008/ 050765 -> 127 (0.9 g,
4.0 mol) in triethylarink (8 m) ¥ere added
2-brono-6- trifluoronethyl)pygdidine[(0.9 g, 4.0 mmol),
copper (1) iodide (0.07 0.4 mo nd bis

(tri phenyl phosphi ne) {) fum (1 | oride (0.281 g,
0.4 mol) and the mXture wds stirred®or 1 hour at
(R M-{ B PqbEclddra-phenTh et S-dihydnd-oxasl -2 wapoinat edmpdd 189 was

R R P Enth P APL RSO Rn E ot SRR ()-()-4-3.5-
pighioko-ptery)-¢,6} dihydrotuxanaizoguapiey whike 6alid; MS (ISP):
ARGy 16028, R g 3 TR Srara k54
GQS-ZiCDi(ff_B?ilhyhylM,5—dihydro—oxazc_)l—Z—ylamine (white solid; MS (ISP):

55001 dbinsets0 T L Ny Sl M b er 7o

i snllagyitoBxamfiple 163 were prepared:

(S)-2,2-dinmethyl -4-(6-trifluoronethyl-pyridin-2-ylethy
nyl ) -oxazol i di ne- 3-carboxylic acid tert-butyl ester
(0.58 g, 1.56 nmmol) in nmethaaglefd® M) were added

anmoni fornate .(0. 98 ,..15.6 ). and pal | adi um.on
char coglg?"t' %@%’?’ED}&B(.’@SP .YD-PrﬂBﬂ%%f#@E%&a?@rw gyne
for 1 hour. After cooling the sohi,d was filtered off,
the filtrate O_\<N

F F
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3,5-difluorophenyl boronic acid and dimethylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 241.4 ([M+H]").

Example 203
(S)-4-[2-(3,5-Difluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

NH,
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15 was evaporated and the residue was purified by
col umm chromat ography (Si 02, heptane/EtQAc= 7:3 to

W@ @BM92183 | ght col ourless liquid, (0.538 g, 92PCH/EPNBB/050765

(ISP): 375.5 ((MrH)+.). c) (§)32-Anino
-4-(6-trifluoronethyl-pyridin-2=yl)-butan-I-ol 20 (S)

i t 0 - [ - vl
P s g At S B Ry BB fdert-buoy
esterdry seQuenBial tggatrbei@vithnd bydifhas ophswbbaredid agidetnilathethylzinc.

. . r [ t [+{(5N, 2.5 nl)
ﬂmééég%égplgﬁg ciigur?ﬁrsé( llljr@%vglgssﬁ)s ﬁ@&ﬂa@( 20 Cfor 2
hours. The sol vent was evapor at ed and the residue was
di ssol ved in dichl oronet haﬁnXa IS | ution of anmonia
in methanol (2N, 2 nm) was Ad®et"and the nixture was
evapor afSed-(@yebDifRbro-phkngl g 4hehhl- Abdilsjidro-oagmll-2-ylamine
Chr omat ogr aphy (col umm: Isol ute ash-NH2 from
Separtis; eluent: ethyl acet %/\F ()—I = 90:10) vyiel ded
a colourless liquid, (0.237 \7 M5 (ISP): 235.1
((MeH) +*). d) (S)-4-

[2-(6-Trif|uororrethyl-pyriﬁlin-s- ) - et hyl ]
-4, 5-di hydro- oxazol -2-yl anmi n O To a stirred mxture
of

(S) 2 am no‘4 (6 trlfluoromsthyl 'pyrldln 2 yI) butan I

m*%*%%éﬂ iRl e e 2186%%85?& ?56-
mﬂmbyoalcﬁoﬁlh@om Wide solithe mi xture was stirred for 18

Fﬁ? \Mah_% wand ethyl acetate were added. The
vvashed with water, dried over MgS04

organlc

and evapor at ed over Isol ute 35 Flash-NH2 sili cagel

18- 4%(Zh§4D1ﬂa@baptehym/@aﬁe&1y9@,51®hy@meimw Z t’llem;lmdwae separated by

FRERPAPIL SR, S0P ek P08, e 38 thiglygrg phen -
predpydd eddihFhangraeol22 glabiine. (-)-Enantiomer. White solid.

s\( 4+ ~phenoxynet hyl ) - 4, 5- di hydr o- oxazol - 2-yl
Mr?géelp)NéE% @M&ﬁ%o F Fromtert-butyl
(S)-4-( hydr oxynet hyl) - 2, 2-Ekamgild305- 3- oxazol i di necar box
ylate a(ﬁsl ZfA Bof{u r(r)] eprlllenyl)—gp gtﬂri E % dlhycﬁ'g%lflieslzo(ﬂZl—ylamine

o
\

N

F F

(RS)-4-(2,6-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (R)-4-(2,6-difluoro-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.
MS (ISP): 213.3 ([M+H]")
Example 206
(S)-4-(2,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
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M5 (ISP): 211.1 ([MtH +). 10 Exanple 214 (R)-4-
(2-Fluoro-4-trifluoronethyl-phenyl)-4-nethyl -4, 5-di hyd

WO 2008497683 - 2-ylanmine Hz Oe, NF F F F a) PCI/EP2008/050765

(RS)-4-(2-FIuoro-4-trif|uoroqu yl - phenyl ) - 4- et hyl -
5-di hydr o- oxazol - 2-yl am ne In~anal ogy to exanple 206,
the title conpound was obtai ne }ftartlng from
2'-fluoro-4'- 15 (trifluoro y )acetophenone Wiite
solid. M5 (I1SP): 263.3 ([ M- &
(R -4-(2-Fluoro-4-trifluorone
- di hydr o- oxazol - 2-yl am ne
(2-Fluoro-4-trifluoromethyl rnyl) -4-methyl -4, 5

- di hydr o- oxazol - 2-yl am ne L AVas separated by chiral
HPLC ( Chi ral pak AD, EtCPVhepHane 5:95) to give (R -4-
(2-

i) (lKST)QZAI‘&rhfnbfj un4-aifiiohy pheieNyldpidniaetit hydbcbtogidby dr o-

g}xqma F)lgag}nﬁlg ;%%g 521% [I%Tl?ﬂr}h% gg g%p(éurfrl\[ggszgate\ﬁlngc{: 3gr%1ng from
63 d{lﬂd&oﬁeu@hendmt hikdgati@met hyl - phenyl ) - 4- et hyl -

i hydr o- oxazol - 2-yl am ne WD 2008/ 092785

/ EP2008/ 050765 - 129 H2 de), NF FF F (RS
-4- (2-Fluoro-4-trifluoronethyl-phenyl) -4-nmethyl-4, 5

' as separated by chiral

e RROCRRENNH IRRAE I gyt o g ve

T&)a-sﬂrré@Z M L1BH4 solut1on (16 22 ml) at r t. 1n THF under an argon atmosphere was

rif th hen t yl -4, 5-di hydr o-
6‘55&368 Ozosﬂf%%ﬁgfan?% 9’ Ve .naﬁe mﬂvts SYELSIg Wanipoled to
id and (RS)-(2-amino-2-(2,4- difluoro-phenyl)-propionic acid hydrochloride (2.57g)

was added portionwise over 5 min. The ice bath was removed and the compact off-white

yI phenyl) 4- et hyl -

suspension was stirred at r.t. for 20 h. The mixture was cooled again to 0°C and treated
carefully with methanol (15 ml). The mixture was stirred at r.t. for 30 min, filtered and
the cake was washed with MeOH. The filtrate was concentrated. The crude product was
purified by column chromatography (silica gel; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1)
to give (RS)-2-amino-2-(2,4-difluoro-phenyl)-propan-1-ol (1.47 g, 73%) as colorless
viscous oil.

MS (ISP): 188.3 ([M+H]")

¢) (RS)-4-(2,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-vlamine

In analogy to example 1.b (RS)-2-amino-2-(2,4-difluoro-phenyl)-propan-1-ol was
converted to the title compound. White solid.
MS (ISP): 213.3 ([M+H]")

d) (5)-4-(2,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (S)-4-(2,4-difluoro-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.

MS (ISP): 213.1 ([M+H]")

Example 207
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M5 (ISP): 263.0 ([MtH] +) I n anal ogy to exanple 87 was
prepared: Exanple 216 10

W@ 3)08492745 Chl or o- phenoxynet hyl ) - 4, 5- di hydr 0- oXBZDEPR08/050765

amine NHZ HN O C Fromtert-hutyl
(S)-4-(hydroxynet hyl)-2, 2-di methyl - 3- oxazol i di necar box

yl ate and 4, ghl or ite-solid 1SR) ;. - 229. 3
([ 137C1} Mﬁéd %ﬁ&ﬁ@é@ﬁl‘?ﬂy@g@i gﬂérf‘%"g" ‘%%Z(flnzs gl)ﬁ%ﬂ‘%eéy
to exanple 163 was prepared: le 217 (S)-4- [2-
(2- Fl uor o- phenyl ) -propyl] P

-4, 5-di hydr o- oxazol - 2-yl am N~NHZ N F WO

2008/ 092785 PCT/EP2008/0507é§: o 130 From
(S)-4-(2, 2-di bromo-vinyl)-2, 2~df met hyl - oxazol i di ne-3-c¢
arboxylic acid tert-butyl esté¢roby sequentia
treatment with 2-fl uorophenyly bdronic acid and

di met hyl zinc. Mainly one epi White crystalline
solid. M5 (I1SP): 223.3 ([MrH +). 5 Exanple 218

HRR) 4 Beideyésuffonyl-2-tert-butoxycarbonylamino-propionic acid methyl ester

i phhseroretinlghenyl) 4,5 iy oxazel Tl agin. .
hf&&hléﬁ&%@lﬁ(lyg,-ﬂ} lﬁla'lfdl,rﬁ)ifah‘f{ﬂ)d DR} fiyl Mmﬁd}bgﬂatéscﬁ%@&hm@rml) was
O B R PR G e (10
the-hixtl@e Qradstirrddlat (bénfreniperaree bydrn e e tToRRENOTI were evaporated and

I scous colorl ess oil. : :
the residue was partmoned%etween water and ethyl acetate. The combined organic layers

were dried (MgSOy) and filtered and cooled to 0 °C. Then meta-chloroperbenzoic acid
(1.38 g, 10 mmol) was added slowly at 0 °C and the mixture was stirred for an additional
4 hours at room temperature. For work-up saturated sodium sulfite solution (6 ml) and
saturated sodium bicarbonate solution (6 ml) were added. After stirring the mixture for
additional 30 min it was extracted three times with ethyl acetate. The combined organic
layers were dried (MgSO4), filtered and evaporated. The residue was purified by column
chromatography (SiO,, heptane/EtOAc= 1:1) to yield a white solid, (1.068 g, 78 %); MS
(ISP): 344.0 (M+H)"); 244.0 ((M+H-BOC)™).

b) ((R)-2-Benzenesulfonyl-1-hydroxymethyl-ethyl)-carbamic acid tert-butyl ester

To a solution of lithium borohydride in tetrahydrofuran (2M, 1.14 ml, 2.28 mmol) was
added slowly at 0 °C a solution of (R)-3-benzenesulfonyl-2-tert-butoxycarbonylamino-
propionic acid methyl ester (0.52 g, 1.51 mmol) in tetrahydrofuran (3 ml). After stirring
at room temperature for 2.5 hours methanol was added (0.5 ml). The mixture was
partitioned between ethyl acetate and saturated ammoniumchloride solution. The
combined organic layers were dried (MgSQOy,), filtered and evaporated. The residue was
purified by column chromatography (SiO,, heptane/EtOAc= 1:1 to yield a white solid,
(0.292 g, 61 %); MS (ISP): 316.0 (M+H)"); 216.1 ((M+H-BOC)*).

¢) (R)-4-Benzenesulfonylmethyl-4,5-dihydro-oxazol-2-ylamine

((R)-2-Benzenesulfonyl-1-hydroxymethyl-ethyl)-carbamic acid tert-butyl ester (0.29 g,

0.92 mmol) was dissolved in ethanol (2 ml), hydrochloric acid in ethanol (5M, 5 ml) was



M5 (ISP): 245.1 ([ MtH +) b)

(R -4-Methyl -4-(3-trifluoronethyl-phenyl)-4,5-di hydro-
W@@8092785 yl am ne PCT/EP2008/050765
(RS)-4-N®thyI-4-(3-trifIuoroqu yl - phenyl ) -4, 5-di hydro

-oxazol - 2-yl am ne was 15 separated by chiral HPLC

%L%ydr ﬁld rt)l?é;m]é\[? re%agé{ingcﬁ) Sfaéb%Csfo?@nohps ghé/ Slvent was evaporated and
SA et hyt - 4
(t@-residdd wartalmt upyin-tptayylkgfurkng 5 ailhyKbCO; 4R 420 k- 236/inaril nand

%’f&gﬁg lﬁmé @rﬁgg P?b %@% %Greve{d%l%g l‘ﬁle%ixtur'e\:/%ag gt@@d overnight

{18) afterivhids phrtition8d betiwfeb othglheettayd aanﬁh/mwd Thdc@nblinhy drganic layers

» PR RianPr) Ber S B b s Fesifhnpepusined by g
clovamodgr@phyl (8i0.nBIvegMeSdpapad e@lylblyl achlhitedoliHR0O62 g, 28 %); MS
@g?kkgLQ%ﬁﬂﬁng-tC}Vheptane 5:95) to give

~“4-nmethyl -4-(3-

trr arfal agyrto metnimylé 1 @heonelprepbr&k: di hydr o- oxazol - 2-yl ami ne

(+)-Enantiomer. Colorless 25 viscous GI. M (ISP):

245.1 ([ MtH +) WD 2008/ 092785 PCT/ EP2008/ 050765 - 131
10 Exanple 220 (S)-4- [2- (2-Baidpld2Q8yridi n-4-yl) -ethyl]

- - di, hydr or ol-2-yl amn /D N The titl .
oA e YGRSt IT) ey E byt s bttt 3 viamine
conparabl e yield 5 anal ogous to tHe procedure

descri bed for Exanple 212 usi _<

4- br ono- 2- net hyl pyri di ne i nst of
2-brono-6-trifluoronethyl)p ine in step a). Exanple
221 (S) -4- [2- (3,4-Dichloro phenyl) - propyl ]

-4, 5-di hydr o- oxazol - 2-yl am

From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3-(trifluoromethyl)phenyl boronic acid and

15  diisopropylzinc. Mainly one epimer. Colourless oil. MS (ISP): 301.5 ([M+H]").

Example 209
(S)-4-[2-(3,5-Difluoro-phenyl)-3-methyl-butyl]-4,5-dihydro-oxazol-2-ylamine

20  From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3,5-difluorophenyl boronic acid and diisopropylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 269.5 ([M+H]").

Example 210
25 (S)-4-[2-(4-Fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine



10

15

ON Cd 10 4 a)
(E)-(S)-2- Am no- 4- phenyl - hex-3-en-1-0l In analogy to

W@ @a0de8l62a- d PCT/EP2008/050765

(R)-4-forny|-2,2-dinethyl-oxqqgk[dine-3-carboxy|ic

acid tert-butyl ester was treated sequentially with

tri phenyl phosphi ne/ carbon tetrabggn de,

3, 4-di chl or ophenyl bor oni ¢ aci @—di net hyl zi nc and

hydrogen chloride to give (E) ‘

am no- 4- phenyl - hex-3-en-1-ol. Yellow oil. D)

(S)-2-Ami no-4-(3,4-dichl oro-ptienyl ) -pentan-1-ol To a

stirred sol ution of

(E)-(S)-2-am no-4-phenyl - he en-1-ol (390 ng) at

r.t. in THE (50 m ) under argon at nosphere were

added 10% Pd/ C (280 ng) and zinc bromde 20 (36 ny).

R Ty Y5 A0 g 179 irferky-IARHOR, TYEROBAR acid fert-buni

ester byiskqueatiel igasmemneignt-flaveaphienyl\beeersc adivend disihgiranc. Mainly
ri fA : raphy (Si02;

é\?%s\e | glﬁ{':dog%ﬁ%g%?lg%{étg hmasrﬁfgréggﬁ@g%l@ ‘0 give (S)-2-

am no- 4- (3, 4-di chl or o- phenyl ) -pentan-I-ol (mainly one

epiner) (69 ng, 18% as a a@% ess oil. M5 (ISP):

252. 2([{37C1} M¢tH| +) , 250.5%%_ fSSCl}N%Fﬂ+), 248. 1

25 ([ { 38CH} [RHBj4iflupe-pbosyl b bat84, il yEdPe-088/0d30/18Hine

-132 ¢) NH

(S)-4-[2-(3,4-D chloro-phenylb—grépylI-4,5-dihydro-oxa
zol-2-ylamne In analogy to exagiple I b

(S)-2-am no-4-(3, 4-di chl oro- phgnyl)-pentan-1-ol was

reacted wth cyanogen bromdtg to give (S) -4-

[ 2- (3, 4-di chl oro-phenyl)-propyl]-4, 5-di hydro 5

oxazol -2-ylam ne (mainly oni mer). Colourless oil.

M5 (ISP): 277.1([{37C1} MtH] +)Y R275.0 ([f

37C135C1} M+H] +), 273.1 ([135C1}MtH] +). In analogy to
m%l g@@n_:_ _ TN ylik Zici _
?3’ ) & élﬁﬁ%bzr giﬁg%rgg y _)g%,tzyﬁfa%{ﬂ}l Bx£&ohdhe-3 é‘t)rbé(yhg Zicid tert butyl
esder5 byl shyutngialo igzioren® -wikha fi hrdiflunrgbheaylNborghic @id and diethylzinc.

Mainly one epimer. Colourless oil. MS (ISP): 255.4 ([M+H]").

Example 212
(S)-4-[2-(6-Trifluoromethyl-pyridin-2-yl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

HN o

a) (S)-2,2-Dimethyl-4-(6-trifluoromethyl-pyridin-2-vlethynyl)-oxazolidine-3-carboxvlic

acid tert-butyl ester

To a solution of tert.-butyl (4S)-4-ethinyl-2,2-dimethyl-1,3-oxazolidine-3-carboxylate
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35

From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl ester by sequenti aPCT/EP2008/050765

treatment with 3, 4-dichl oropheﬁyl boroni c acid and
di ethyl zinc. Mainly one epinmer. Colourless oil. M

ﬁ?g%&é’%@%ﬁﬁ%&%?}%&l [‘%%g &%e]]\(;krszl—ﬁ)gro)mo I n anal ogy
trilvexempthel) pE8lina ). g efpmadl), Eg_pp‘qy(lé iRRE: (097645 0.1 an_nol) and
kﬁ(tﬁb%ork?pﬁgﬁgﬁé)k?lga@gﬁlhl)' &neadl ('M%‘i 9 0% %{I'RLD 20 1A ThBSure was
{tByeddfo( 2 hauditopomoemipagatyre 2712l vewt 1yl evap@zehi dherev@-added and
ﬁ]e%‘%"%n S SPGS%I% %rg? 1ltqu(§ Mﬁo%@f’églte bpﬁe%?t%{g Q}as chilporated and

uoro oronic acrd

nu&ﬁddfcbyzaommn Nhiamhatograpley €0 nbeptatgtir®ess]:ditd yieMSin orange solid,

Rl e {S?‘?'ﬁ7$)ér<gﬁ§?ﬁ*'?”pL2n§?§‘ 4 5. di hydr o- oxaz

- 2- yI am ne WO 2008/ 092785 PCT/ EP2008/ 050765 133 NHZ

setrboxvﬁd asidltambotvl odter

Fa 5 LD SURTAAPIFR S, B P

3-@hitbioixdit e(citBtf:ﬁ brdtyl egteM G558 g;tlliénnml)riﬁtrlhmlmﬁo) (®&Sménelere added

tetraisopro anat
PRI fo l%ri)%? EJ(P §§3 ié& @ &glglpalllar% L)lmf08 rChircoFil (10% Pd, 0.58 g).
Thé rm;tth;el "8is| ryﬂlmgedrfmdkeh@& Bftaﬂ Jooliag tHelvelid adslGlderdd offyths éltrate
Stirri overni ght. The .

PRee BB R IPERRLE Badhubindi S GRR st Fe s
A¢daddiB O ot 13 e vield a ligheolexdsatiged, (w38 g, 99 %y MBKiREP): 375.5
g@/ﬁt@ . The conbi ned organi ¢ phases were washed with

ih nd then dried over sodium sul phate and
concentr at ed in vacuo to afford (RS) 1o am no-

%lfhuoro h | -. 11}1@?_i)butacc?tqmtrlle

(S) 2, 2 D1methyl -4-[2-(6- tr1ﬂuoromethyl pyridin-2-yl)-ethyl]-oxazolidine-3-carboxylic

acid tert-butyl ester (0.522 g, 1.39 mmol) was dissolved in ethanol (2.5 ml), hydrochloric
acid in ethanol (5N, 2.5 ml) was added and the mixture was stirred at 60 °C for 2 hours.
The solvent was evaporated and the residue was dissolved in dichloromethane. A solution
of ammonia in methanol (2N, 2 ml) was added and the mixture was evaporated over
Isolute” Flash-NHj silicagel. Chromatography (column: Isolute” Flash-NH, from
Separtis; eluent: ethyl acetate/ MeOH = 90:10) yielded a colourless liquid, (0.237 g, 73 %);
MS (ISP): 235.1 (M+H) ™).

d) (S)-4-[2-(6-Trifluoromethyl-pyridin-2-yl)-ethyl|-4,5-dihydro-oxazol-2-ylamine

To a stirred mixture of (S)-2-amino-4-(6-trifluoromethyl-pyridin-2-yl)-butan-1-ol
(0.224 g, 0.96 mmol) and K,COs3 (0.198 g, 1.43 mmol) in THF (7 ml) under an argon
atmosphere was added a solution of cyanogen bromide (0.152 g, 1.05 mmol) in THF (1

ml). The mixture was stirred for 18 hours, then water and ethyl acetate were added. The
organic layer was washed with water, dried over MgSO, and evaporated over Isolute”

Flash-NHj silicagel. Chromatography (column: Isolute” Flash-NH, from Separtis; eluent:
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viscous oil. M5 (ISP): 219.1 ([MtH +). b)
(RS) - 2- Am no

WO 200849783101 0- 2-tri f |1 uor onet hyl - phenyl ) - acet anPUEEP2008/050765

hydrochl oride A solution of ( %_-am’ no-
(4-fluoro-2-trifluoronethyl-phényl) -acetonitrile
7 [ fOr M C. aci tur, it b

S Rle Mh? R TR e de Brlpd B folld, (oss &, 39
%0; MSHISPTh2e0 XMurtd) ‘Was t hen concentrated in vacuo and

esi d in acetone whereby white
£$§%a¥oa%§’st9?)garﬁrq@§8%’%@%&?%@% s were collected by
filtration, washed wth dtatghe2i3nd dried in vacuo to
afford ( = 2-am no;2-(4-f| 23trifluor thyl. -
pheny! ) - SobEAEF R AP o by ey e
white solid. M5 (ISP): 273.1 28H([MtH +). c¢) (RS)
- Ami no- (4-fluoro-2-trifl uorforet hyl - phenyl) -acetic
acid 2-anino KEN
-2-(4-fluoro-2-trifluoromet hyl - phenyl)-acet am de
hydrochloride (1.39 g) was sugpended in 5 N aq
hydrochloric acid (15 nl) and m xture was heat ed
at reflux for 3 25 h. The m e was then
concentrated in vacuo, and the lresidue was resuspended
i n isopropanol and concentrated in vacuo again. The
Fesn due-baag  t8 ke thydposiymetiat 22,2 aichethybdtaxakolglimbchrpoxylate and 4-

L se L] aq NaOH, whereby white
@?‘3@%?%01':‘?%%#@&?8@%%.0&{ The crystals were coll ected
MAS @SBt 2HitT dM-BiAY )dried in vacuo at 50 C to afford
(RS)-am no- (4-fluoro-2-trdfluor t hyl - phenyl)
-acetic acid (0.75 g, 62%EX§§npae%hr£Ft e solid. M5 (ISP):
3ARI-37(29F1(1p A+t rihl uord A PhO B T-8 5m Y- EP2IDRIr0 53 d68- 2- ylamine
134 d) (RS) -2-An no-2-
(4-fluoro-2-trifluoronethyl - yl) -ethanol In
anal ogy to exanple 185.a (R¥) \ami no-
(4-fluoro-2-trifluoronethyl-ptienyl) -acetic acid was
converted to (RS) - 2-amno-% F
(4-fluoro-2-trifluoromethyl gnyl ) -ethanol - by
treatment with lithium boroRygri de and
chlorotrinethylsilane. Light |[yellowoil. M55 (ISP):
224.3 ([MrH +). €) FINF
(RS) - 4- (4- Fl uoro- 2-tri f | uor orfet hyl - phenyl ) - 4, 5- di hydr o
aP@R%%Qﬂ- C ZZFMBm—@ﬁﬂlﬁ&oﬁ{%ﬁlv@%eﬂx@) —@%ﬁgfﬂ{d@l, g—gihvdro—oxazol—2—Vlamine
%Hb) -Z-am no- 2- é4-TI uoro-Z-trifruor omet hyl -phenyl) '
reartadogylto exgarple 30 dlhq falde gagnpound was obtained starting from 2'-fluoro-4'-
(iFlo A A fildi@ioBnéride! WiHR/@a! hy! - pheny! ) - 4, S- di hydro
oxazol -2 ‘10 yl anm ne by treatnment wth cyanogen
MSdibe2@tl([potdssi um car bonate. Wiite solid. M
(ISP): 249.1 ([M+H +). I n anal ogy to exanple 224 and

starting fromthe respective al dehyde were prepared:
F}((;Ripﬁl—éZ -Phwrq4-trifluoromethyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

(B fr DL R HATPM BTSN oSS
was separated by chiral HPLC (Chiralpak AD, EtOH/heptane 5:95) to give (R)-4-(2-

fluoro-4-trifluoromethyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. (-)-

Enantiomer. Colorless viscous oil.
MS (ISP): 263.0 ([M+H]")
Example 215
(S)-4-(2-Fluoro-4-trifluoromethyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine



NHZ O~ NFF F C From
5-chloro-2-(trifluoronethyl)benzal dehyde. O f-white

W@ 00869278V5 (|1 SP): 267.1 ([137C JM+H] +), 265. OPCT/EP2008/050765

10

15

([135A IJMrH +) . 20 Exanple 22 ) RS) - 4-
(4-Chloro-2-trifluoronethyl -phényl)-4,5-di hydr o- oxazo
-2-ylamne NHZ O~ NF F F y From
4-ch|oro-2-(trif|uoronethylkpggiéldehyde. Wiite solid.
M5 (1SP): 267.1 ([137C IM-H[+)Y, 265.0 ([135C IM+H] +) .
25 Exanpl e 227 (RS)-4- Mt hyl >4-
(2,3,5-trifluoro-phenyl)-4, [
WO 2008/ 092785 PCT/ EP2008/ 0
I n anal ogy to exanpl e 206,
obtai ned starting from 2, 3, 5-
Wiite solid. M5 (ISP): 231.F/
(S)-4- [2- (2-Chl oro-phenyl)
(HS) (et Y] rotho 2= 610 YRty BAR h §12-4Yin@iiy €, 5 - dNiro-oxazol-2-ylamine

was separated by chiral HPLC (Chiralpak AD, EtOH/heptane 5:95) to give (S)-4-(2-
fluoro-4-trifluoromethyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. (+)-

dr o- oxazol - 2-yl am ne
b5 -135eH2 N FFF
g title conpound was
trifluoroacet ophenone.
FMtH] +) 5 Exanpl e 228

Enantiomer. Colorless viscous oil.
MS (ISP): 263.0 ([M+H]")

In analogy to example 87 was prepared:

Example 216
(S)-4-(4-Chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

NH,

X

o)

cl
From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
chlorophenol. White solid.
MS (ISP): 229.3 ([{*’CIM+H]"), 227.1 ([{*CIM+H]"),

In analogy to example 163 was prepared:

Example 217
(S)-4-[2-(2-Fluoro-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine

NH,
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OL N Chiral d a) (2S,5R -2-
[ 2- (2- Chl or o- phenyl) - et hyl ]

WO 200800980 pyl - 3, 6- di net hoxy- 2- et hyI 2, 5- PCT/EP2008/050765

di hydr o- pyr azine 1o A sol uti on
(R) (-)-2. 5-di hydr o- 3, 6- di met héxy 2-i sopr opyl - 5- met hyl

Frc éﬁczz S %12[ leg%o %1%1){{5’9 d{lme?ﬁyt) 8{1&'%@{1?[ I%L%r ?(%(ygg I\?[cfa hert- -butyl

wnla'rsequ@tlzbtrmtmeﬁt wih ﬁrﬂlio)ropbaeslylalntdedlcamd andedimiesttylpirec. Mainly

f +
bl e Ay e Ml s BRL BR8P 6. 56 ol
in tetrahydrofuran (10 ni) vvas added slowy and the
m xture was stirred overm]g(h 70 C. At room 15
tenperature saturated amoni uth %111 ori de sol ution was
added(RgntMehieyl i (8t wiflnov@nethekplienyt)et)5-ditryeleo-bkaaes 2vyildhine
et her. The conbi ned organic | rs were dried (MySO4),
filtered and evaporated. T 4% due was purified by
col utm chr omat ogr aphy (' Si hept ane/ EtCAc= 1:1 to
yield an orange solid, (1. %/g 72 %9; MS (ISP):
337.1; 339.1 ((MrH)+.). 2
(S)-2-Ami no- 4-(2-chl oro-ph )-2-methyl -butyric acid
nmet hyl ester To a sol ution F
(2S,5R)-2-[2-(2-chl oro-phenyl) £ hyl |
-5-i sopropyl - 3, 6-di net hoxy- 2- F
Fet(RY)- 43«1%@1@@&@@%%@?&%&4 g. d1l$vcﬁ>8 deRJl)z mmme

acet on| trile (1 wer e added = wat er
bt 749 %rt@aféémipke %Qér éle(tglerﬁcymporwé Vmwhﬁ%lae@v&grtgt& fmr@oP -fluoro-4'-

gvlﬁuafogﬁuthﬁsacé@pﬁeno%é Salwnpdotstiagspni um chl ori de

sol ution was add and the m xture was extracted with
WSt dfret H%JéHiﬁr ee times. The conbined organic

| ayers were dried (MyS04), filtered WO 2008/ 092785

PCT/ EP2008/ 05076 - 136 and evaorat %d Thelre?l due

@%M@g @Sgglélbeometamd%@nt{b 'dﬁﬁr)ardlbkazof 0. ifnile w32
ﬁes)irazed,ebﬁ qhetahﬂé’écd ﬁhaa@abﬁ@ngﬂyﬂﬁwﬁ%ﬁ%m girie (R)of-mpshyl-4-

@3 %Hﬁﬂ)@&%k - ﬁlflerJ hHths ﬂ%ﬂk&@k%@@ﬁﬁin@e(—()OEIQanﬂler 1cQorless

|n te rahydrofuran was added a sol ution
WCO(HSPIZ am no- 4- (2-chl or o- phenyl) 2-nmet hyl -butyric

86 @spyreddy fnvestien (0.23 g, 0.95 nmol) in
tetrahydrofuran m) and the m xture was stirred

for 2 hours. Sodi um sul phdt*ampi 2% on (2M 0.3 nm) was
added(se}—rlldl\/ltenﬁfl il ()Sttyﬁlﬁoi[@ﬁethyl phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-Methyl-4-(3-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane 5:95) to give (S)-4-methyl-4-(3-
trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. Colorless
viscous oil.

MS (ISP): 245.1 ([M+H]")
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10 filtered through Celite. The sol vent was evapor at ed
and the residue was purified by chronmatography

W@ ecwBHMTS8S | sol ute Fl ash NH2 from Separtis; el URCI/EP2008/050765

ethyl acetate/ MeOH = 95:5) tlglyl el d a col ourl ess
oil, (0.190 g, 93 %; I\/S (1SP)7°214.0; 216.0 ((M+H) +).

d (S) -4- [2-(2-Chloro-p yl]

- 4- et hyl - 4, 5- di hydr o- oxagsﬁ}%’)l ?ﬁﬂ1ne 15 To a stirred

m Xt ur €S)e4- [2 (2-Methyl-pyridin-4-yl)- ethyl ]-4,5-dihydro-oxazol-2-ylamine

(S)-2-am no-4-(2-chl oro- QQ nyl ) - 2- net hyl - but an-1 - ol

(0.190 g, 0.89 mmol) an (0.155 g, 1.12 mol)

in THE (10 m) under an arg Q{)tnnsphere was added a

solution of cyanogen brom de>0.119 g, 1.12 mmwol) in

THE (1 m). The mixture was &tirred for 18 hours,

then water and ethyl acetate were added. The organic

| ayer was washed with water, fed over MyS04 and

evapor ated over Isolute Fl ash N 20 silica gel.

Chr omat ogr aphy (col umm: 1sol u sh-NH2 from

Separtis; eluent: ethyl acetate/ MeOH = 90:10)

Fhefiteeornprund, Me(sBnpehH MsHYFFwastaibtainesbin cempaobiendeld
+

gl}]aé us@(o theg@o&hﬁ@dzeﬁgr g Sltgx;&hp?% é I(Zf'\{g'so e 4- ?%I‘OHII([;] 2-methylpyridine

m@@p@@f Zwbeoraprﬁeﬁmr@vaethblﬁmﬁ@@@m steZ)Ea)Exarrpl e 229

(RS) - 4-

(4- Met hoxy-2-trifluoromethyl - phenyl) -4, 5-di hydr o- oxazo

| -2-ylamine Z NH O ~ N F IxanpleZN, From

£ S R A B Pl

(R - 4-

(4- Brono- phenyl ) - 4- net hyl - 4 7( hydr o- oxazol - 2-yl am ne
WD 2008/ 092785 PCT/ EP2008/ 050%65 - 137 H 2 O e, N
Br a)

(RS) - 4- (4- Brono- phenyl ) - 4- ne{ hyl - 4, 5- di hydr o- oxazol - 2-
yl am ne

Cl
Cl

a) (F)-(S)-2-Amino-4-phenyl-hex-3-en-1-ol
In analogy to example 162a-d (R)-4-formyl-2,2-dimethyl-oxazolidine-3-carboxylic acid

tert-butyl ester was treated sequentially with triphenylphosphine/carbon tetrabromide,
3,4-dichlorophenylboronic acid, dimethyl zinc and hydrogen chloride to give (E)-(S)-2-

amino-4-phenyl-hex-3-en-1-ol. Yellow oil.

b) (S)-2-Amino-4-(3,4-dichloro-phenyl)-pentan-1-ol
To a stirred solution of (E)-(S)-2-amino-4-phenyl-hex-3-en-1-ol (390 mg) at r.t. in THF

(50 ml) under an argon atmosphere were added 10% Pd/C (280 mg) and zinc bromide
(36 mg). The mixture was stirred at r.t. under a hydrogen atmosphere for 16. The catalyst
was filtered off and the filtrate was concentrated in vacuo. The residue was purified by
column chromatography (SiO,; gradient: dichloromethane/methanol) to give (S)-2-
amino-4-(3,4-dichloro-phenyl)-pentan-1-ol (mainly one epimer) (69 mg, 18%) as a
colourless oil. MS (ISP): 252.2([{ClIM+H]"), 250.2 ([{’CI”Cl}M+H]"), 248.1
([{°CM+H]Y).
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In anal ogy to exanple 147, the title conpound was
obt ai ned starting from 4- bronoacet ophenone. Wite

W@ 008692785 M5 (1 SP): 255.1 ([ M+H| +) b) PCT/EP2008/050765

(R) - 4-(4-Brono-phenyl) - 4- nethﬁl
| am ne

154 , 5-di hydr o- oxazol - 2-y

(RS) - 4- (4- Br ono- phenyl ) - 4- et hyl - 4, 5- di hydr o- oxazol - 2-
ylan1ne was separated by chlral HPLC (Ch|ralpak AD,

%103 ﬂ% H%Q% e:?'zlg |1€\K§5r9 r?g g_( 31%&%1?\@}@ Sh%g Iiena[nl\/m]l Yy reacted

Emhwpdr@g%ﬂzr((nﬁ)iedo give (S) 4-[2-(3,4- d1chloro -phenyl)-propyl|-4,5-dihydro-
é@zc%?—npaﬁﬁ Epﬁél %\I nrgzeeﬁ)hr){er_) Cg[o% 10 M ?I%Pi 2;7 )ﬂ %HE/HH ),
2%&9€4$Cﬁ%BﬂdﬁﬁLﬁhéﬁyl ﬁCﬁthﬁ])A 5- di hydr o- oxazol - 2-

VSR RSE S oG (Sl ek

met hyl - 4, 5- di hydr o- oxazol - 2-yl am ne. (+)-Enanti oner.
Wi te solid M5 (1 SP) +) Exanple 232 20
(S)-4- [2- (3-Chloro- phen35/ErX) e?'v%ﬂ%
-4,5-dNBydro(enaDmhkﬂey%amﬂMbquHZS(ﬁhﬂ%b&ﬁﬂ&ﬂ&&ﬂ%&ﬁm
PCT/ EP2008/ 050765 -138 a)

(R) - 4- (Benzot hi azol - 2-yl sul f an
oxazol i di ne- 3-car boxylic acid
anal ogy to exanple 83a. from
(R) - 4- hydr oxynet hyl - 2, 2-d
carboxylic acid tert-butyl e
5 b)
(R) - 4-(Benzot hi azol e-2-sul fo thyl) -2, 2-di net hyl -
azol i di ne- 3- carboxylic acid aert-butyl ester In

nal ogy
PR S LR PR R el ol sdonliapiypr-bun
estayl s!eqhelmelala_ﬁtaanblmwlth 84ati¢hdotophénybibyoniestidand d1ethylz1nc
ataMahd &nisl I io sl SRS ((93: D 11((cyM+HT), 289.0
([{7cr>cyM+H]), 287.1 ([{P°ClIM+H]Y).

In analogy to example 163 was prepared:

NH .
-rfet hyl ) - 2, 2- di net hyl -
Nert-butyl ester In

| - oxazol i di ne- 3-
er. Yellow viscous oil.

Example 223
(S)-4-[2-(2-Fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

o{\Z
N

From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 2-fluorophenyl boronic acid and diethylzinc. Mainly

one epimer. Courless oil. MS (ISP): 237.1 ([M+H]").

Example 224
(RS)- 4-(4-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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10 ([MrH +)). ¢) _ _
(S)-4-[(E)-2-(3-Chl oro-phenyl)-vinyl]-2,2-di net hyl - oxa

WQ 008192785 3- car boxylic acid tert-butyl ester PEI/EP2008/050765

anal ogy to exanple 83c. from. 133 -

(R) - 4- (benzot hi azol e- 2- sul fonyl'net hyl') - 2, 2- di et hyl -
oxazol i di ne- 3-carboxylic acid yert-butyl ester and
3-chl oro- benzal dehyde. O f - {té 15 solid. MBS (1SP):
340.2 ([{37Cl}M+H] +), 338.2 35C1} MkH +) . d)
(BE)-(S)-2-Am no-4-(3-chl oro- )-but-3-en-I-o0ol In
anal ogy to exanple 83e. fr
(S)-4-[(E)-2-(3-chl oro-phen
oxazol i di ne- 3- car boxyl i ¢ aci
O‘f vvhlte sol i d. 20 e

% g@gd LA S, sty Vgt £ 1 7o
twerg addedwmmhﬁhfcﬂmmnm splugind é28.amlaf ybwlutmn in methanol)
%
g@ﬁgér%gm’ﬂﬁ)q]?%tég 0 ﬂgeﬁd Jﬁgrégﬁl)ug g bl ur eg%vést #fneed% r.t. for 1
hr&lmmlsxijdt)amy?st(&ﬁasl) 2B thdntadde@dmpﬂvmmddtshmrfg dontiptie at r.t.

%\%)% !%Rp %ﬁ'é‘*r&ﬁh?%nﬁ%@éﬁ% oured[ 3)nto kﬁ?t vgerl]tef (48P nzl}_ 61&(1 thné:’mixture was

aexasctéd giite wigh byl aietate. N,?Be cor8P)ned OANR phases were washed with
Fé&%%ng&%% H%)@a Rve%qgsh%m {L\[l_é/l? %eqlﬂ]d\@b'f'x]cer}tratéc? in v%luod‘to afford (RS)-
ajri- - fryehoe?- uﬁhmbmzﬂlyl ahdnyd) -86tanmrikn@l 48gy 8t %) exanplaege
- phenyl ) -butan-1-ol was
ng%c(??)oc} N?%T(}%E‘P) ﬂ%%gg@mﬁ imde to gi ve
(5)-4-[2- (3 chl or o- phenyl) ethyl] , 5- dlhydro oxazol -2

-vinyl]-2, 2-di met hyl -
tert-butyl ester.

A)samloe of EMS)aemjmst (&Fﬂumrg % trxﬁmotdmethelspimmy])vaeetahdnhjdé7 g) in
ﬁ@?ﬁc&cﬁ&%&%@ éﬁtuf%%c;/\f) Hl_% %Og!o%g cl’ﬁgrlde was Stlrl%g 9050% ?emperature for
Q(Brrﬁinlﬁecmizafrh was d}eﬁ{bntefrﬂtnamddmudmylangj hleamebiyl uelwds whispended in
erlc%toon)éaxl/vzhereby vyhﬁae crys?alsw_'%me% he crystaﬁ; were collected by filtration, washed
with acetone and dried in vacuo to afford (RS)- 2-amino-2-(4-fluoro-2-trifluoromethyl-
phenyl)-acetamide hydrochloride (1.40 g, 25%) as a white solid. MS (ISP): 273.1

([IM+H]").

¢) (RS)-Amino-(4-fluoro-2-trifluoromethyl-phenvl)-acetic acid

2-amino-2-(4-fluoro-2-trifluoromethyl-phenyl)-acetamide hydrochloride (1.39 g) was
suspended in 5 N aq hydrochloric acid (15 ml) and the mixture was heated at reflux for 3
h. The mixture was then concentrated in vacuo, and the residue was resuspended in
isopropanol and concentrated in vacuo again. The residue was taken up in water and
neutralised by dropwise addition of 1 N aq NaOH, whereby white crystals slowly formed.
The crystals were collected by filtration and dried in vacuo at 50 °C to afford (RS)-amino-
(4-fluoro-2-trifluoromethyl-phenyl)-acetic acid (0.75 g, 62%) as a white solid. MS (ISP):
237.9 (IM+H]").



F G From
3-chloro-2-fluoro-6-(trifluoronethyl)benzal dehyde.
wobioseIses i d. 5 MS (ISP): 284.9 ([137C1} MtH] HhCT/RBB0&050765
([ 135C1} M+H +) . Exanple 234 (RS)-4-
(4,5-Dichloro-2-trifluoronethyl”-phenyl) -4, 5-di hydr o- ox

Z XA Qg 4—;’Llll%]ZQrfﬂuoré:%c,EtPgl—gh%lnng—: ﬁt%@%gfr om
kodmmtbgyl‘i;ﬁe(d@ﬂ? 18BORD- 2(I'{ll]137(@1ﬂtl‘d¥b-|]2+t)m,ﬂu3&1mﬂhyl phenyl) -acetic acid

§v[aél§on%§$ (g@ﬂ 3 %‘m %9? & fﬁ%@%%@ﬁﬁ l'rl)ye Cph'%n@?% HA1 by

exa artin rom
treatcheot wahlhﬁuuad)(doh)dhrdle\aad |ck1]©rwalmqlill}é:p]ane diight yellow 011 MS

° Egﬁmg$3ﬁﬁ§ henyl) 4, 5-di hydr o- oxazol - 2-yl am ne NHZ
O~NOd d From am no- (2, 4-dichloro-phenyl) -acetic

O] _ ) 'fo!!i'il XlZl%ng
Ex:amhig tdﬁfnnﬁ@ -ltb-(RS) 2-amino-2- (4 fluoro-2-trifluoromethyl-phenyl)-ethanol
4- hen ro-0xazol
b SRR RS0 BT hs BN il e 0 S5 >
10 @amlne by treatment with cyanogen bromide and potassium carbonate. White solid.
MS (ISP): 249.1 ([M+H]").

In analogy to example 224 and starting from the respective aldehyde were prepared:

Example 225
15 (RS)-4-(5-Chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

From 5-chloro-2-(trifluoromethyl)benzaldehyde. Off-white solid.
MS (ISP): 267.1 ([{¥’Cl}M+H]"Y), 265.0 ([{*Cl}M+H] ™).

20 Example 226
(RS)-4-(4-Chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

From 4-chloro-2-(trifluoromethyl)benzaldehyde. White solid.
MS (ISP): 267.1 ([{*’CIM+H]"), 265.0 ([{*CIM+H]"),
25
Example 227

(RS)-4-Methyl-4-(2,3,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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NF C a)
(RS) - 4-(4-Chl oro-3-fl uoro-phenyl)-4-net hyl -4, 5-di hydro

WO 200an9d782- yl ami ne I n anal ogy to exanpl e 206, PETIEP2008/050765

title conpound was obtained stgcting from 4-
br onbacet ophenone. Wiite soli al 5 M5 (ISP): 229.4
([ MrH +) b)
(S)-4-(4-Chloro-3-fluoro-phe
oxazol - 2-yl am ne N
(RS)-4-(4-Chl oro-3-fl uoro-phelyl)-4-nethyl -4, 5-di hydro
-oxazol - 2-yl am ne was sepg d_my chiral HPLC
(Chiral pak AD, EtOH heptane b:9%) to give
(S)-4-(4-chloro-3 1o
fl uor o- phenyl) - 4- net hyl - 4, 5- di hycrr 0- oxazol - 2-yl am ne.
[ rrakapynd exameple 2@, fthenitild @misainiddvas MBtainedRyartid@ fofh 2,3,5-

+). I n_anal . to..exanpl e 185 and starting from
erde\E/l%'r;ﬂéasf%té)gF?r\l/Oenea%%e Sé)}:llﬁd or amino acid derivative
Wess(1§i)epailr eIM A8 ] Bxanpl e 237 (RS) - 4-
(2- Brono- phenyl ) -4, 5-di hydr o-o -2-ylamne NH2 O
~ N Br From am no-(2-bro Xﬁﬁ?ﬁ% acetic acid. Wite
sol i dS)-4NB-(2iCGRpto-2dkdiyl)-dthylf-48h&h}) M b dihydrédkadol-2-ylamine
([{79Br}M+tH +). 20 Exanpl es Zﬁﬁ & 239 WO 2008/ 092785
PCT/ EP2008/ 050765 -141 0 2
(+)-($)-4-(4-Chloro-2-trifjuokonet hyl - phenyl ) -4, 5-di hy
dro- oxazol -2-ylamine & (-) RN 4-

phenﬁr)lral

(4-Chloro-2-trifluoronethy
-4, 5-di hydr o- oxazol - 2-ylampne NHZ NHZ O~ O- F and F
Cl

N

\ s et hyl - 4, 5- di hydr o-

a) (25,5R)-2-[2-(2-Chloro-phenyl)-ethyl]-5-isopropyl-3,6-dimethoxy-2-methyl-2,5-

dihydro-pyrazine

A solution of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-isopropyl-5-methylpyrazine (1.0 g,
5.0 mmol) in tetrahydrofuran (23 ml) was cooled to -70 °C, then tert.butyllithium (1.7 M
in pentane, 3.26 ml, 5.55 mmol) was added and the mixture was stirred for 1 hour. A
solution of 1-(2-bromo-ethyl)-2-chlorobenzene (1.44 g, 6.56 mmol) in tetrahydrofuran
(10 ml) was added slowly and the mixture was stirred overnight at -70 °C. At room
temperature saturated ammonium chloride solution was added and the mixture was
extracted three times with ether. The combined organic layers were dried (MgSOy),
filtered and evaporated. The residue was purified by column chromatography (SiO,,
heptane/EtOAc= 1:1 to yield an orange solid, (1.22 g, 72 %); MS (ISP): 337.1; 339.1
((M+H)").

b) (S)-2-Amino-4-(2-chloro-phenyl)-2-methyl-butyric acid methvl ester

To a solution of (2S,5R)-2-[2-(2-chloro-phenyl)-ethyl]-5-isopropyl-3,6-dimethoxy-2-
methyl-2,5-dihydro-pyrazine (1.22 g, 3.62 mmol) in acetonitrile (12 ml) were added
water (4 ml) and trifluoroacetic acid (2 ml). The mixture was stirred overnight at 40 °C.
Saturated ammonium chloride solution was added and the mixture was extracted with

dichloromethane three times. The combined organic layers were dried (MgSOy,), filtered
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(RS)-4-(4-Chloro-2-trifluoronethyl-phenyl)-4,5-di hydro

WO 2008p99782- yl am ne (exanple 5 226) was separ aPE€HEPR2008/050765

chiral HPLC (Chiral pak AD, th—|/6hept ane = 5:95) to
yield (+)-

() SApbATGPYRE Rar L LRI SRR o g g o

E[QMMG:D‘HEHPS—)S to QlﬁlﬁLe()coacﬁrle%ﬁl}(wHHEﬁZ)%amjs (ISP): 242.1; 244.1

f ]IQEQ 4- (4-chl oro- 2-
it 3r onet hyl - phenyl ) - 4, 5-di hydr o- oxazol - 2-yl am ne
(white solid; M5 (ISP): 267.1 ([{37CI}MH +), 265.0
Mt 2

phenyl) -4, 5-dih
¥yd aeuspeaaoﬂl Oﬁhlﬂnhmnahmﬁu(n-l)ydrlﬁRIO a72¢,1.9 mmol) in tetrahydrofuran (10

X | rret h e d h Xazo
FAGAE DR 2 L5 RN PRSI sy Mg Qi
ﬁet}@}—eslﬁr (0.23 g, 0.95 mmol) in tetrahydrofuran (3 ml) and the mixture was stlrred

%oré)houri( éﬁ%t ho soliutlolqu(gm @?91*)11}5 wi a%ﬁgc{ eln t'hg nglxth Mvas

0- 0Xazo exa wasS Separate
fihered thrblﬁ’glmélﬁhl Thifl spbflemﬁ@as cebfdated phd e resiBuObhs Iblmfled by

ield (+)- ® .
%*Eff%!{gﬁpéaféﬁ%l%nﬁzlstomt? | ISPONER Ao Swarils §lusntsethyiggeipts’ MeOH
=9%5) 0 yizkdyd @hourkes{ @b @Ued €93 %)y M8 (I85: 01 8R)2162GIMEH) ).
([MeH +)) and
(-)-(R)-4-(4-methoxy-2-trifluoronethyl - phenyl) -

4) &) di- fﬁy‘(ﬂ Ghhxaphkn ) -vihalii Nemeflobld sudiheds - cmaml Mdamine

baatibed shutEa) Ehs s o rsaton - st 2 e bifn-1-ol 0190

() 85’ ol 4nd K.Z(SOD((DTHSOJ 0:12 bl it @HINER O Iyl vpdheeayilaygoh, dmosphere
Vs ST a PR EBh oF PR g it r LIS ool ipy TR gy The

aidalirewasl saiffed €orMNIgh NI, then water and ethyl acetate were added. The organic

layer was washed with water, dried over MgSO, and evaporated over Isolute” Flash-NH,
silica gel. Chromatography (column: Isolute” Flash-NH, from Separtis; eluent: ethyl
acetate/ MeOH = 90:10) yvielded the title compound as off-white solid, (0.070 g, 33 %);
MS (ISP): 239.2; 241.2 (M+H) ™).

In analogy to example 224 and starting from the respective aldehyde was prepared:

Example 229
(RS)-4-(4-Methoxy-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

From 4-methoxy-2-(trifluoromethyl)benzaldehyde. White solid.
MS (ISP): 261.1 ([M+H]").
Example 230
(R)-4-(4-Bromo-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
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(RS)-4-(4,5-Dichloro-2-trifluoronethyl-phenyl)-4,5-dih

W@ 0808z ol - 2-yl ami ne (exanple 5 234) was sepBCHERW0$I§50765
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chiral HPLC (Chiral pak AD, th—ll7hept ane = 5:95) to
yield (+)-

(S)-4-(4,5-dichloro-2-trifluor t hyl - phenyl ) - 4, 5-di hy
dro-oxazol -2-yl am ne (whiteg 1’d; M5 (ISP): 303.0
([{37C1} M+H] +), 301.0 ([{37 B a JMEH] +), 299.0
([{35C1} M+tH] +)) and Y
(-)-(R-4-(4,5-dichloro-2-trjx Iuoromethyl phenyl) -4, 5-
di hydro- oxazol - 2-yl am ne ( e solid; M5 (ISP):
303.0 ([{37Cl}M+H +), 301.0 ([{37C135C1} M-H] +) ,
299.0 ([135C1}M+H +)). Exa & 244 (S)-4- [2-

(4- Chl oro-phenyl) -ethyl]
a ARyl BrbnSo-gh - -nixiad of, 5 dihyesvoreoNplanfink N

by g el B o b

BroRhcugerd Eﬁoérmntehwmfeqaﬁajure descrl bed for Exanple 228

ﬁ/f @g@ @M: 3t hyl)-4- chl orobenzene instead of

§( % 2-chl orobenzene in step a). Exanple

245 20 (S)-4- Met hyI - [2- (3 trifluor orret hyl - phenyl )
h . N N F I

FF

b -Badim Al Rl 4 e e
G@)p@(m@rorh@p{lkﬁ%ﬁ’) 4- rﬁgtﬁyloél $(d|iﬂfy'd}d‘~o)<am }th’hﬁlien 8¢hsi Reparated by
ch1mf aPEI%PCl ?CK1r§lpg< AD, EtOH/heptane 20:80) to give (R)-4-(4-bromo-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. White solid.
MS (ISP): 255.1 ([M+H]")
Example 231
(S)-4-(4-Bromo-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

o
0=

N

Br
(RS)-4-(4-Bromo-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 20:80) to give (S)-4-(4-bromo-phenyl)-4-
methyl-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.

MS (ISP): 255.2 ([M+H]")
Example 232
(S)-4-[2-(3-Chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Cl
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anal ogous to the procedure described for Exanple 228
using 1-(2-iodo-ethyl)-3- trifluoromnethyl-benzene

WO p@BegisHf 1- (2- bronp- et hyl ) -2-chl orobenzene PCI/BPBP8/050765

a). 5 Exanple 246 (S)-4- [2- (33Chl oro-phenyl) -ethyl]

- 4- et hyl - 4, 5- di hydr o- oxazol - 2l ylamne NHZ O I N 6cl

-55] ?R)t ht( bgnz%(e 1 delsdl@nw égﬁwl) 22329 di'metﬁél )%Z(Sl Mm—cagboxvhc acid
optarne M Ccarparaore yr el ditdalr ogous (0

procedure descri bed for M USI ng

%{%}%g%x grttqﬂg %% gr rr%ﬁgr llénggrl]rg)e Iﬂgt%ﬂf“ ;2 %&gﬁ&l—gl‘(amhdme—&
&chompllie SCﬁﬁt-&uB"ﬂ 8ster. Yellow viscous oil.
(-)-(R)-4-(4-Fluoro-2-trifluoronethyl-phenyl)-4,5-di hy
dro-oxazol -2-ylamne & (+)-(S)- 4-

b ARSI 4+0B o @thtiaziofel Lroulmetrhathylplehgin)ethyl-oxazolidine-3-carboxylic acid

-4 1? dj hydro oxazol -2-ylamne NH2 NHZ O- O- F and F
e Bt o’ 2 2

[1RS)aloly(td efdnmpﬂe 8312 -ftomi fmpmbmbﬂmzopnemumnﬂ rettljI2ch-dimethyl-

%329%?’%&% ie %ﬁ‘ MR ssf DiRfins R ‘é\ﬁg%ﬂ 4133

steand

@Mm_

- fil - 2- [ - :
bty Ekants 350 Piaf W KPSl OFWHFOF%B?@@#%mﬂhﬂ-
@48 olidiff-Bhddtbigxylid acidreat-batyl ésﬁerandmﬂhmra%n_midiehyﬂar Offaghite
ek RSRES MRl SRS o RPAT R Bxanel e
(5-Fluoro-2-trifluoronethyl -phenyl)-4,5-di hydr o- oxazol

gﬁ(z}% (%nZ mlno—g—(()g %{ﬂ%?g %%envl)cllj—llltlg?%gOISéIOSCﬂGS - 144

In analogy to example 83e. from (S)-4-[(E)-2-(3-chloro-phenyl)-vinyl]-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester. Off-white solid.

e) (S)-2-Amino-4-(3-chloro-phenyl)-butan-1-ol
To a stirred solution of (E)-(S)-2-amino-4-(3-chloro-phenyl)-but-3-en-1-ol (155 mg) at

r.t. in ethanol (5 ml) under an argon atmosphere was added 5 % Pt/C (16 mg). The
mixture was stirred at r.t. under a hydrogen atmosphere for 20 hrs. The catalyst was
filtered off and the filtrate was concentrated to give (S)-2-amino-4-(3-chloro-phenyl)-
butan-1-ol (102 mg, 65%) as light yellow oil. MS (ISP): 202.2 ([{*’Cl}M+H]"), 200.2
([ CM+H]).

f) (S)-4-[2-(3-Chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1b (S)-2-amino-4-(3-chloro-phenyl)-butan-1-ol was reacted with
cyanogen bromide to give (S)-4-[2-(3-chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-
ylamine. Light yellow viscous oil. MS (ISP): 227.2 ([{"CiM+H]Y), 225.1
([{*CM+H]Y).

In analogy to example 224 and starting from the respective aldehyde were prepared:
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W@ 00869278V5 (1 SP): 249.1 ([ MtH] +). Exanpl e 250PGI/EP2008/050765
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(RS) - 4- (5- Fl uor o- 2- net hyl - phe_r%b)_- 4, 5- di hydr o- oxazol - 2
-ylamne NHZ N F From 5-fl uoro-2-net hyl - benzal dehyde.
Wiite solid. M (ISP): 1 H +). Exanple 251 10
(RS) - 4- Met hyl - 4- (2, 4, 5-1 r?‘fgﬁa%%”&‘[oi-\%heny| ) - 4, 5-di hydr o- 0
x dR6)-4-23(Ihdwrorz flubtno-6-Qiftuddofmettylfphenyl)-dspadibggrot exazol-2-ylamine
exanpl e 206, the title conpoundywas obtai ned starting
from2,4,5- trifluoroacetopheagné. Viscous col orless
oil. M5 (I1SP): 231.3 ([MH H_ A5 Exanple 252

(RS) - 4- (4- Brono- 3-f | uor o- phenyl J 4, 5- di hydr o- oxazol - 2-
ylamne NH2 NF Br a) ( .
- 2- Ami no- 2- (4- brono- 3-f| uor enyl) -ethanol In

anal ogy to exanple 224a-d 4- br ono- 3- f | uor obenzal dehyde
fasn Brobbtred - Segroenttrilubyom@bylyenialdehyde. White solid.

SRR R R, AL sl et

PCT/ EP2008/ 050765

Example 234
(RS)-4-(4,5-Dichloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

From 4,5-dichloro-2-(trifluoromethyl)benzaldehyde. Orange solid.
MS (ISP): 303.0 ([{*’CIM+H]"), 301.0 ([{*’"CI”CIM+H] "), 299.0 ([{*C}M+H] ).
In analogy to example 185 and starting from the respective amino acid or amino acid

derivative was prepared:

Example 235
(RS)-4-(2,4-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
o~
N

Cl

Cl
From amino-(2,4-dichloro-phenyl)-acetic acid. White solid.
MS (ISP): 235.1 ([{’Cl}M+H]"), 233.1 ([{¥’CIP°CiM+H]"), 231.2 ([{’CiM+H] ).

Example 236
(S)-4-(4-Chloro-3-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
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- 145 formc acid, hydrochloric acid, and Iithium
bor ohydri de/ chl orotri nethyl silane to give (RS)

WO 200840927185 2- ( 4- br onp- 3- f | uor o- phenyl ) - et hanol PCIVEP1008050765

viscous oil. M5 (I1SP): 236.1 1%TSlBr} MeH] +), 234.1
([{79Br}M+H] +). 5 b)

(RS) - 4- (4-Brono- 3-fl uoro- phenyl , 5-di hydr o- oxazol - 2-
ylam ne To a stirred, cool eg ) sol uti on of

(RS) - 2- am no- 2- (4- brom) 3- f {uoy0- phenyl ) - et hanol
(3.26 g) and sodium acetate §2.22 g) in nethanol (25
m) was added dropwise a sollytion of cyanogen brom de
(1.52 g) in nmethanol (10 m er 10 mn. The mxture
was then allowed to warmtosg~g.t. and stirring
continued for 16 h. The m xt & was 10 concentrated in
vacuo and the residue was resuspended in water and
HRES) Dasi-Chibyo-3 atl@ird iphBn@f-4 Iméth A, 5 Qe ydmd oy g1 R Hd@nine

olution. The m r s then extracted twi.ce. with
T s Gt anale 20 sl s e oG e SHSEEolt o
Broneshcorspherodd] Whikbphat e and concentrated in vacuo.
The si.du S Jlturated i n di chl oromet hane and t he
P@s@#@"é@&ﬁf% 4 washed with ether to give
(RS) - 4- (4 brorm 3-fluoro-phenyl)-4,5 15

d 1. O 3

O dsemoxa ZQY\IhZ J‘lamme

(IES')ZBBI hM%‘B)ﬂucE&%iHéhﬁ)Z%eﬂwD 4 5(cﬁ3}1 do- oxazol 2- ylamme was

§e§a%egiz chgraL{l—Iﬁﬁ{Zr{gﬁmglrpHZ #ﬂ?—_%’?&}&l@%@lﬁgé@% t(? give ?S) 4- (4y cLloro 3-

LRS- b Ghhnetl9t-2;5F dipd =Bk dli - yluﬁﬁmqmaﬂmﬁh@fﬁyﬂ )Of-white
5-di hydro- oxazol -2-yl ami ne (exanple 233) was

%‘é‘&ar ated by chiral HPLC (Chiral pak AD, i PrOH heptane

MSI9D) 22901 ([wi-etg)

]( ) - ﬁS) 4-(3-chl o Cﬁgfluoro6tr|fluororrethyl phenyl )

lnyang) %ﬁmgamnaﬁé%%@n farjing fops thepspee v gntige agig oy pagpyo acid

geggvaavé{vW@ﬂ&r%Fﬂ +), 283.1 ([{35C1} MtH +). Exanple

(S)-4- Met hyl - 4- (4-tri f 1 uors@Bwh3d/- phenyl ) - 4, 5- di hydro

- 0xazol - 2- yipanisne -kt md-phédyD-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Br

From amino-(2-bromo-phenyl)-acetic acid. White solid.
MS (ISP): 243.1 ([{*'Br}M+H] "), 241.1 ([{7’Br}M+H]").

Examples 238 & 239
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(RS) -4-Met hyl -4-(4-trifluoronethoxy-phenyl)-4,5-di hydr
W@2@Ra2085 2- yl am ne WO 2008/ 092785 PCT/ EP2008/ BEBUEBE08/650765

146 In anal ogy to exanple 147, ,the title conpound was
obtai ned starting from4'-

K}é‘i Qs{) -'é‘é@?@%ﬁ&lg?%ﬁﬁﬁﬁ%%@!Lg}%ﬁyl)-\4/1',53-81‘?&&0‘28Jza‘%51-?§/i5an%'n'e & (-)-(R)-
(S) - 4- NEurhlorb-24rifluoroimethydphi gy t;5pdibngro) oxhz8l- 2Uyhydno

- oxazol - 2-yl am ne NH NH

((RS) - 4- Met hyl - 4- (4- t i uor onet hoxy- phenyl ) - 4, 5- di hyd

r o- oxazol - 2-yl am ne s xsepa- ratedgnby chiral HPLC

(Chiral pak AD, Et OH hept duer 1Q; 90): t'a_gi ve (S)
-4-met hyl -4- (4- . -
trifluoronethoxy-phen 4,5-di h - oxazol - 2-yl am ne.

(+) - Enanti oner. Viscou colorlessioil. 10 M5 (ISP):

261.0 ([ MrH +) Exanpl e 255 (S)-4- [2-
(BS)H-(reColqrbenyifiuor@nethyl} phenyl)-4,5-dihydro-oxazol-2-ylamine (example

T B R BA BT O Ol 6 i .

6Bt al heldoiam2 ¢ofipaoatztie/] phehyd) -455dibpdberews - -gative (white solid;

S a8 B ol e P20 TRy B g -+-a-chloro-2
trif{{@rdmettph-phdmnyl)} 4, 2-dityidos-obemok-engamine §whie slid; BSAmFR)e267.1

5 -4 [ 2z o ro-phenyl) -ethyl]
5@,Ef@.ﬂ-ﬁfh%éé%ﬁ@@%@ﬁv-ne NHZ 01 N C 20 The
title conmpound, M5 (ISP): 225.3; 227.2 ((MtH)+.) was
obt ai ned i n conparabl e yi el us to the
procedure descri bed for¥§§3ﬁ%fgﬂ§%ggﬁsing
(()-(6)-}-(2;Netbibkyydrteifldofomethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine & (-)-
((:“R;TEe zgaqﬁ%&é@%}ﬁﬁ%%ﬁéﬁ _o%?eﬁ@q%&ggl%?}%qdi%;dro—oxazol—2—ylamine

NH, NH,
7 OF

F and : F
F F

0.

(RS)-4-(4-Methoxy-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example
229) was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (+)-
(S)-4-(4-methoxy-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (colourless
gum; MS (ISP): 261.1 ([M+H]")) and (-)-(R)-4-(4-methoxy-2-trifluoromethyl-phenyl)-
4,5-dihydro-oxazol-2-ylamine (colourless gum; MS (ISP): 261.1 ([M+H]")).

Examples 242 & 243
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I sopropyl - 5- et hyl pyrazi ne and
1-(2-brono-ethyl)-4-chl oro-benzene instead of 1-(2 25

wWhe@so9xshyl ) - 2- chl or obenzene in step a). WO PCT/EP2008/050765

2008/ 092785 PCT/ EP2008/ 050765 Lan 147 Exanpl e 257
(S)-4- [ 1- (4-Chloro-phenyl)- cyclopropylnethyl]

144)(:;%')94— Qly Qb??‘f&(r%a?—kni?lﬁ% I‘{(}F 8 lg/ 4%' %%'1 Zr?%]oexaéolzl}ylamine & (-)-
st i r(Red-&g-Didhboroe- triftuomhmngﬁybphspiﬂl) 48-dilBy dt6-oxpzdl 2-ylamine

mmol ) and i m dazole (0.90.,9, 13 nnoh% in
di chl oronet hane (25 m Y n er an asgOn at nosphere was

added slowy iodine ( g, 13 dqp ) and

[ 1- (4- chl or ophenyl) - cycloﬁ yhd - mei hlanel (2.00 g, 11
mol ). The m xture wa red f urs at room
tenperature, then di nethag m) was added

and mxture was extracted wth sat u ated sodi um
thiosulfate solution (1 0 m) lo and hydrochl oric acid
(RN 4-605+1§hlomh2-tofl gemine thyikpbenylad, Setfihgtio mrerol MyB@dine (example

206 SRPLE) Gy RS R R BB SUREE i o)
o464, 5-Tidh v ietrifimsorevthploplained - Andiltydeo-oesiottd e/lampime (white

Olf{dt ane@g%i\of&g‘{m@}@[‘fﬁfgtsg%%?{fﬁqféi))%klbv) 3990 (5 30

ol CF}M%)H INBA(EI-IR)-292,5adi¢Vbto)-2- tﬂﬂiuctr))n(eﬂﬁ)yl@herﬁyl) -4,5-dihydro-

or.o- pheny 3

S8 e P oYy B R e ok gBLAa, v
(M%Bf%]ﬂﬂi&ﬂ*)25%01{fCN%&bHT®)mas obt ai ned in
conparabl e yield analogous to the procedure described
for Exanple 228 using (R)-(-)-2,5-di hydro-3, 6-
di met hoxy- 2-i sopr opyl - pyr dziangplé et ead of

204F—) Ezéiftyé}_l]g)g di FK@){IE&%X@rlﬂlglnﬁ‘h’lg'ﬂ)gydiﬁygl%-OvaOI-Z-Ylamil’le
1-chl oro- 4- (1-i odonet hyl - cycl rHopyl ) - benzene i nst ead
of 1-(2-brono-ethyl)-2- chl or/oBenzene i n step a).
Exanple 258 (S)-4- [2- (3, 4- ?Iuoro-phenyl) -et hyl ]
- 4- et hyl - 4, 5- di hydr o- oxazol/2- yham ne NH, F 25 F WO
2008/ 092785 PCT/ EP2008/ 050765

Cl
The title compound, MS (ISP): 239.1; 241.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 228 using 1-(2-bromo-ethyl)-4-

chlorobenzene instead of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Example 245
(S)-4-Methyl-4-[2-(3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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was obtained in conparable yield analogous to the
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1-(2-iodo-ethyl)-3,4- difluor enzene i nst ead of
1- (2- br ono- et hyl ) - 2-chl or obenzene in step a). 5

FUEIRY SortBgurd Mg (80 2730, (M EHL Ly optaine in comparable yicld

alialqgoaumwélel‘pro@d&rel‘dlegcrﬁaedlfor Eéiample 228 using 1- (2 iodo-ethyl)-3-

uoro-2-tr1if | y :

bRk drtgandtaa ot LU ROTRDY CORE I ats iy .
chlral HPLC (Chiral pak AD, i PrOH heptane = 5 95) to
yield (+)- 10 46
(S)-4-(5-fluoro-2-trifluororme -phenyl ) - 4, 5- di hydr o-
oxazdlSy-2- (¢4 (arGhierof plinty 8 - sbyli-d; methﬁ 4,b-S)ydrad4Razol-2-ylamine
([MtH +). I n analogy to exanpleh@SZ and starting from
the respective al dehyde was —qpared Exanpl e 260 15
(RS)-4-(2,5-D chl oro-phenyl ) £4,%- di hydr o- oxazol - 2-yl am
ine NHZ ~ NC C From 2,5-A4i chl or obenzal dehyde.
VWhite solid. M5 (I1SP): 235.0¢([{37C1} MtH] +), 233.0
([137C135C1} MrH] +), 231.1 ( 5C1} M+H] +)). 20 Exanpl e
261 (RS)-4-
(2-Chl oro-4, 5-difl uoro-phen -4- et hyl - 4, 5- di hydr o- ox

@Epjtiﬂgé(}ﬁjnﬁ'(m&f MWSP).OZ@.N X 2 (FM+H)+') was obtained in comparable yield

analogous to the procedure described for Example 228 using 1-(2-bromo-ethyl)-3-

Exan} le

chlorobenzene instead of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Examples 247 & 248
(-)-(R)-4-(4-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine & (+)-(S)-
4-(4-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(4-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example
224) was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (-)-
(R)-4-(4-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (colourless oil;
MS (ISP): 249.1 ([M+H]") and (+)-(S)-4-(4-fluoro-2-trifluoromethyl-phenyl)-4,5-
dihydro-oxazol-2-ylamine (colourless oil; MS (ISP): 249.1 ([M+H]").

In analogy to example 224 and starting from the respective aldehyde were prepared:

Example 249
(RS)-4-(5-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine



F In analogy to exanple 206, the title conpound was
obt ai ned starting from 2-chl oro-4, 5-

walpdosogr7eacet ophenone. Wiite solid. WO 2008/ 09R2GTBEP2008/050765
PCT/ EP2008/ 050765 - 149 I\/B_(1|4§E>): 247.1 ([ MeH] +)
Exanpl e 262 (RS)-4-
(3, 4-Difluoro-phenyl)-4-nmethyl g, 5-di hydr o- oxazol - 2-yl
amne H O~N FF 51In Iogytoexarrple206
the title conmpound was obt ai d starting from 3, 4-
di f| uor oacet ophenone. Wi te spl\dr M5 (ISP): 213.3
([ MtH] +) Exanpl e 263 (RS) - 4-
(4- Chl oro- 3- et hyl - phenyl ) - thyI -4, 5-di hydr o- oxazol
-2-ylamne Hz de, N 10 O In anal ogy to exanpl e
Peay 5ifhoro2t (Itleﬂwnpmdryﬁ)bﬂmldﬁrby@ htit gtllamtsohid. f r om

acet ophenone. Wite solid. M5 (I SP):
%C@%ﬁ ?ﬁﬁ—ﬁ EI?ﬁtlg}flglrrpl es 264 & 265 15
( ) (R) 4- (2- Br onp- phenyl )Emn@lmﬂﬁ)ydro oxazol -2-yl am n
& () o
 Cas et sl E RPNy rgpogre Rgtomine
(:1:r
(RS) - 4- (2 Br ono- phenyl ) - 4, 5- "F(dro oxazol - 2-yl am ne
(exanmpl e 237) was separ at ed chiral HPLC (Chiral pak
AD, i PrOH heptane = 5:95) to yeld (-)-(R) -4-(2-brono-
F
From 5-fluoro-2-methyl-benzaldehyde. White solid.
MS (ISP): 195.1 ([M+H]").
Example 251
10 (RS)-4-Methyl-4-(2,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

F

In analogy to example 206, the title compound was obtained starting from 2,4,5-
trifluoroacetophenone. Viscous colorless oil.
MS (ISP): 231.3 ([M+H]")
15 Example 252
(RS)-4-(4-Bromo-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH
0
N

Br
a) (RS)-2-Amino-2-(4-bromo-3-fluoro-phenyl)-ethanol

In analogy to example 224a-d 4-bromo-3-fluorobenzaldehyde was treated sequentially

20  with ammonia/tetraisopropyl orthotitanate/trimethylsilyl cyanide, hydrogen chloride in
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20 phenyl) -4, 5-di hydro- oxazol -2-yl am ne (white solid;
MS (I1SP): 243.1 ([181Br}M+H +), 241.1 ([{79Br}MH +)

W@ ph8/092785 PCT/EP2008/050765

(+)-(S)-4-(2-brono-phenyl)-4, 4$| hydr o- oxazol - 2-yl am n
e (white solid; M5 (I1SP): 24 ([ f 81Br}M+H +),

Aiuc ORI 2y MIB0RR Q5B BT FERRREA ASRAER: sive

(BS) Shhuire-3~(#{buemo- 33ﬂemy>kphe¢ylﬁ’eﬁhwﬂol.4(,eﬁewd ivhyalrsmilo Nz @$P): 236.1

g%}}%mgﬁ&%rlg%%wgr henyl) 4- met hyl - 4, 5-di hydro

-oxazol 2-ylamine 5 In anal ogy to exanple 206, the

To Sl@)ureczz:@otbd(({) R@Hjok)tidn)of (RS) —2—am1no—2—(4—bromo—3—.ﬂuoro—phenyl) .
gtl?)an(ﬁ (g%6 CP s%d%ﬂf} lage 1@ _(?.95 leln)n_léthgr%ll’&% flﬂ)’ v%ésdejdlagéi (riroo_pwise a
(dR&)erAef(c&aﬁgen tboerbidel (UGR @) phanthhhel4 1 fretlhyter 40 Hridi Fhyedmoxture was
Ehoé)élar o\ l am %teaaﬁ? haen%lts alﬁrén ] atnglgt}?é/ { t I'16rhajl"he mmCEure was

cﬁjceﬂt{z(t&i Uhi'aan@arﬁi the residue was resuspended in water and made basic by

%c!lfcr 1869 o 8 Fﬁ/p %%%om%”%t (g%mdré sgl.ugio r qolg%t(l?r%%é (e[x%afq_fwlce

wich pdhéordGiéthibbe ) - conibindder@intio pbasp:hﬁﬂytld)rled et/hyslo]ilum sulphate

-4, 5-di |

%%%061&%%’}!3%}%1101%%%0 IThﬁ é%s cﬁl %'}HTHZ[EW ghlf)r%%thane and the

ﬂsbﬁlﬁigﬂ etystaly mh@hwab ktheytoedite (RSDIall CGigbrasnd-8-fluoeo-phenyl)-4,5-
r(o éj{a%od ahli}la?gl 63'4);78 35‘5%”@21 white sohcﬁll\qg (ISP): 261.0

(J[l{ 1} VOXBI} 2 258®p(|{6?13tl}Mpy{ Jazi ne instead of

(R -(-)-2,5-di hydro- 3, 6-diret hoxy-2 20

i sopropyl - 5- et hyl pyr azi ne&g 1253

1-)-85) br- @rCh Rk 62} luoto @hiriTluordaecheRphdnybt £8dildfdrd-okZzol-2-ylamine
bromo- et hyl ) - 2- chl orobenzene in step a). Exanple 268

(RS) - 4-
(4- Chl oro- phenyl ) -4-ethyl -4

i hydr o- oxazol - 2-yl am ne

cl
(RS)-4-(3-Chloro-2-fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(example 233) was separated by chiral HPLC (Chiralpak AD, iPrOH/heptane = 5:95) to
yield (-)-(S)-4-(3-chloro-2-fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-
ylamine (white solid; MS (ISP): 284.9 ([{*’Cl}M+H]"), 283.1 ([{°Cl}M+H]").
Example 254
(S)-4-Methyl-4-(4-trifluoromethoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine

_\'(: 2

E>Fr°

a) (RS)-4-Methvl-4-(4-trifluoromethoxy-phenyl)-4,5-dihydro-oxazol-2-ylamine
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\(NHZ NCd a) (RS)-2-Am no
-2-(4-chl oro-phenyl)-butyronitrile A solution of

W@ 200809238 pr opi ophenone (5 g) in MeOH (20 nml ) MEBEP2008/050765

treated under an argon atnosphere and at r.t. with 7M
NH3 in MeOH (33.9 m). Then, tetraisopropyl 5

LB Res il Ihr e Bla oo Bip PR o R Sfipd o
ttriflretomydtsodyydcemphmae. (V3scdls adlyrlesmsiladded and

| gD 4nued at r.t. overnight. The
Iri/fega(g@)b%&\{rﬁm%@ \?vas poured in ice and extracted with
Et OAc. The organic layer was dried over MySO4,

) (S)-4- Methyl-4-(A-triflaor -Gy G498, §3— )_(a?Z_o?—Q]— rl"a,o_'nen
t(RS)-AeMethybadtitaflustoemtivaxtyhdehyl] @, 3-dihlyéro-puezdlf 2-yhimioawas sepa-
%)ty%{r 133?%}{1%; ﬁgg&g{tﬁg%ﬁgtalﬁ g'p’ gﬁoﬁﬂ?e%&e'l%:‘ébﬂd §v@&) - methyl-4-(4-
{riRS)or @nathiorp-pRer(yd)-4 b bl el ploeazd] )2- Jarmyreo it Y -Enhetimderd Vigcous

(30 M) was refluxed overnight, then cool ed
and washed with Et OAc. The aqueous | ayer 15
Wess(1§R)n2€int ((M-eld] ") The crude
(RS) - 2- am no- 2- (4- chl or o- phenyl )s;utyric acid
hydr ochl oride (3.0 Q) masq%?gﬁ)l‘% %t he next reaction
st ep (8)-uhauy-Hlustohgienpl)retlhiyl G-dtrmethyl-4,8)dihydro-oxazol-2-ylamine
(RS) - 4- (4- Chl or o- phenyl ) - 4- et hyl . 4, 5- di hydr o- oxazol - 2-
yl am ne In anal ogy to exanpl eaﬁz((yl b and ¢
(RS) - 2- am no- 2- (4- chl or o- phe I\) -butyric acid 20
hydrochl ori de was converted tq4 the title compound.

Wiite solid. M5 (ISP): 225.1 A MtH +) Exanpl e 269
(RS) - 4- Met hyl - 4-
(2,3,4-trifluoro-phenyl)-4,
Hz Ade), NF F F 25 1In
title conpound was obt ai ned

trifluoroacetophenone. O f-white solid. W 2008/ 092785
POT &R0 086 060 FEH(ISR): 2523 ((M+H) ™) was obtained in comparable yield

analogous to the procedure described for Example 228 using 1-(2-bromo-ethyl)-4-

el

i hydr o- oxazol - 2-yl am ne
ogy to exanple 206, the
tarting from 2, 3, 4-

fluorobenzene instead of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Example 256
(S)-4-[2-(4-Chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

NH,
g!

Cl
The title compound, MS (ISP): 225.3; 227.2 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-
dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 1-(2-bromo-ethyl)-4-chloro-benzene instead of 1-(2-

bromo-ethyl)-2-chlorobenzene in step a).
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M5 (ISP): 231.1 ([ MtH] +) Exanple 270 (S)-4-
(5- Chl oro-2-fl uoro-phenyl) - 4-net hyl -4, 5-di hydr o- oxazol

wo 20plogatshe ~Hz N F Cl 5 a) PCT/EP2008/050765

(S)-4-(5-Chloro-2-fluoro- phenyl)7 4- et hyl - 4, 5-di hydr o-
oxazol - 2-yl am ne I n anal ogy to exanple 206, the title
conpound was obtai ned star "-chloro-2'-

fl uor oacet ophenone. Wite Igsgoﬁ%ééiﬁg (1SP): 229.3

([ Mt$)}4-) 1-149 Gb)oro-phenyl)- cyclopropylmethyl] 4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-Chl oro-2-fl uoro- phenyk,) -met hyl -4, 5-di hydro

- oxazol - 2-yl am ne o
(RS) - 4- (5-Chl oro-2-fl uoro- ph n)> ) -4-net hyl -4, 5-di hydro
-oxazol - 2-yl am ne was sepa- rajed by chiral HPLC
(Chiral pak AD, EtOH heptane/5:95) to give

(S)-4-(5-chl oro-2-

fl uoro-phenyl)-4-nethyl-4,5 @ ydr o- oxazol - 2-yl am ne.
(+)-Enantioner. Wiite solid. T M5 (ISP): 229.1 ([ MtH] +)
15 Exanple 271 (RS)-4- Mt hyl 4-

{ r- el 260 2 RiadletRe Qi aI8PY) bedache di hydr o- oxazol - 2-y!

am ne a)
IR@)SMB@ aolm«w%@fatr@hgnmhqsn@m@(%)ﬁ% Byl 3) miobeangyimidazgledp 0 g, 13
WS A @@9biAndth@tl @8 nll) u ARG QY. Jnoat%%ﬁ%lr@w%add@d sllawiy iodine

stirring the reaction m xture overnl ht” I nst ead

-3 & 13anmpb apil { | é4-cbloperheayascloproayhenethanal (2. ﬂ@ gf lrldmnol)
'f’hg H‘hﬁﬁﬁ: vgasEé;tmgH ffé%&r)@&%@%ﬂ@@ﬁture GhEn WhiRomethafe (75 ml)

W%Sf)ddatd (and wt@rfowzs Etigited M@tmapmtﬁ«j/ pgdiymythiosylfate sduigerh(100 ml)
XﬁH Ry R £y F ﬁﬁ“S@%l) Zﬁler}gaﬁl& Iag@r s&‘e&@fea %%mgsm and

obtai ned I n ana to exa
cx&pomdt dhe sesidug waﬁ/ws@msb)d in pgrer ang fﬂwrl@ql 5 rempvam@ﬁotyg)}fe
ém%ﬁglgl%%ﬁ{%%x%d g%ﬂ{e'r 0ds £ H}a‘t&ﬁar{de(ﬁé’ B&Idu¥Svas purified by
S prepare WO 2008 092785
p@qmgm@@o}gﬁt@g@pbg (510, 1wgtane/EtOAc= 9:1) to yield a light yellow oil, (2.30 g,

72 %); MS (EI): 292.0 (M ™).

b) (S)-4-[1-(4-Chloro-phenyl)-cyclopropylmethyl]-4,5-dihydro-oxazol-2-ylamine
The title compound, MS (ISP): 251.1; 253.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-

dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 1-chloro-4-(1-iodomethyl-cyclopropyl)-benzene instead
of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Example 258
(S)-4-[2-(3,4-Difluoro-phenyl)-ethyl]-4-methyl-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 272 (RS)-4-
(5- Chl oro- 2- net hyl - phenyl ) - 4, 5-di hydr o- oxazol - 2-yl am n

W@204BiA927€5 N Cl From 5- chl or o- 2- net hyl benzal dePgTiEP2008/050765

Wite solid. Ms (1SP): 213.1 (1%§37CI}M+H] +), 5 211.1
([135C } M+H| +)) . Exanpl e 273 4- Vet hyl -

- i n
£ fpehid e S RPN @%Mﬁ% b %fﬁl?éﬁ%ﬁamgﬁeld
amddgogy ta thegxarrghe R8@istidor ixampie 238 Bingdt-(Biodolghyl)-3,4-
%%Lﬂ%%&?ei:n)%glﬁ%ﬁoag%gp}%Q?lﬁggém_—é{;ﬁyﬁ—%l—éhqj()roﬁ/?nz(ﬂ:}lgﬁ) s.“tepza 1. 3
(4- Chl oro-2-fl uoro-5- rret hyl - phenyl ) - 4- et hyl - 4, 5-di hyd
ro- oxazol - 2-yl am ne e title conmpound was
obtained in analogy to exa]%‘fnéﬁezgg starting from
4- ¢ HHOH(8)-2- 5fFlwoo - Trifluet diyikthat: pharyhes sakthy ddiokezad-@lylainine
M5 (I SP): 2434.1 ([M+H +) Exanp|e 275 (S)-4- [ 1-
(4- Cnhl or o- phenyl ) - cycl obut yl hyl ]
-4, 5-di hydr o- oxazol - 2-yl am HZ O0-\ 1111IN 20 C a)
1- Chl or 0- 4- (1-i odonet hyl - cycl pbut yl ) - benzene WO
2008/ 092785 PCT/ EP2008/ 0507 54 To a stirred
sol uti on of trlphenylphosp (4.91 g, 18.7 mmol) and

i mdazole (1.28 g,
(RS)-(S)-4-(5-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example

249) was separated by chiral HPLC (Chiralpak AD, iPrOH/heptane = 5:95) to yvield (+)-
(S)-4-(5-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid;
MS (ISP): 249.1 ([M+H]").

In analogy to example 252 and starting from the respective aldehyde was prepared:

Example 260
(RS)-4-(2,5-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

o—\{qz

Cl

Cl
From 2,5-dichlorobenzaldehyde. White solid. MS (ISP): 235.0 ([£"CiM+H]"), 233.0
([{7cciM+H]Y), 231.1 ([{P°CiM+H] ).

Example 261
(RS)-4-(2-Chloro-4,5-difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

In analogy to example 206, the title compound was obtained starting from 2-chloro-4,5-

difluoroacetophenone. White solid.
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18.7 mol ) in dichloronethane (40 m ) under an argon
at nosphere was added slowy iodine (4.75 g, 18.7
WOoreBNI2Asx [ 1- (4- chl or ophenyl ) - cycl opropyl ] - neER¢IEERL008/050765

(3.07 g, 15.6 mol). The nlxt%5e was stirred for 2
hours at room tenperature, then di chl oronmet hane 5 (100

S m xture was extracted with saturated
g%%%%%f%ﬁ?%@ﬁ??@?@ solution (100 m) and hydrochloric
acid (1 N, 50 mM). The orghmhqﬂéaybr was dried over
MySO4 d pated., The res us egl
et her éﬁg) 4%?? ? b egmio ophen mekhsy(ll)I t?bm?%ygro gxazgle fj lathine

tri phenyl phosphi ne oxi de. The e r was evaporated and
the residue was purified by | um chr omat ogr aphy

(Si 02, heptane/ EtQAc= 9:1) t Neld a col ourl ess oil
(2.50 g, 52 10 %; Ms (El):~306.0 (M+'); 179.0
((M1)+). b) (5-4- [

1- (4- Chl or o- phenyl ) - cycl obut t hyl |

-4, 5-di hydr o- oxazol - 2-yl anfheYThe title conmpound, M5
(I1SP): 265.0; 267.1 ((N%FD+ ) Pvas obtained in

conpar abl e yi gous to the procedure d scrlbed
Pb@m%%ﬁ F%“@§82@§a@@ é&SWQP%un weS@Bﬁy&ﬁéﬁgﬂeg gm 3,4-
Qiﬂﬁﬁ@%d&@é‘t}é Heﬁo%@pwﬁ}ﬁbé'soﬁ’d’r azine instead of

dro , 6-di met hoxy-2- isopropyl -

(Ralils b’

1-chl oro-4-(1-i odonet hyl - quahfpaiiesl ) - benzene i nstead

of 1-(2-brono-ethyl)-2-chlorobenzene in _step a).

Ex amRY-4 AsChlypro-3-methyl-phenyl)-4-methyl-4,5-dihydro- oxazol-2- -ylamine
(R) - 4- (3-Chl or o-4-fl uoro-phenyl yx4- net hyl - 4, 5- di hydr o-
oxazol -2-ylamne Hz Oe N G a)

(R)-4-(3-Chl oro-4-fluoro-pheyN - 4- net hyl - 4, 5- di hydr o-
oxazol -2-ylam ne I n anal ogy tQ exanple 206, the title
conmpound was obtained starti rom 3- chl or o- 4-

fl uor o- acet ophenone. Vi sco orless oil. 25 M5
(ISP) 229.4 ([MrH +) b)
{(R (3-Chl oro-4-fl uoro- phenyl) 4- met hyl - 4, 5-di hydro
rbgggliqﬂy 19 X3 mpke 4@0, the title compound was obtained starting from 4-chloro-3-

ﬁB&)yia%e& hé;mn@rwmteféoﬁero phenyl ) - 4-net hyl - 4, 5- di hydro
- 0xa separated by chiral HPLC

M@rﬁ@%ﬁ E)?aiKY(C{MHE{()J—Vhept ane 1:9) to give
(R)-4- (3-chi or o- 4 VO 200332786 £G4 EP2008/ 050765 -

f | (:a.n(B) rérromophay hyd.5-dity dee-pyarob 2 okanior 8(yt (@irir{@: Bromo-
(-)-Enantioner. C‘F)ﬁen%'éf,? dﬁﬁz‘&% Bxazol-2- -ylamine

NH, ,
(0] (0]

©/Br Br

(RS)-4-(2-Bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 237) was separated
by chiral HPLC (Chiralpak AD, iPrOH/heptane = 5:95) to yield (-)-(R)-4-(2-bromo-
phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 243.1 ([{*'Br}M+H]|"),
241.1 ([{”BriM+H]") and (+)-(S)-4-(2-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(white solid; MS (ISP): 243.1 ([{*'Br}M+H]"), 241.1 ([{"’Br}M+H] ).



M5 (ISP): 229.1 ([ MtH +) Exanple 277 5
(R)-4-(3-Chl oro-4-fl uoro-phenyl)-4-nethyl -4, 5-di hydr o-

wW@r@s09278s ylamine H2 ON NC F PCT/EP2008/050765
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(RS)-4-(3-Chl oro-4-fl uoro- phe_q g)_- 4- et hyl - 4, 5-di hydro
-oxazol - 2-yl am ne was separ at by chiral HPLC

(Chiral pak AD, EtOH hepta : gi ve

(S) - 4- (3-chl or o- 4- Wahiphd 20¢°

f | uor &) #hE@rghlpret5ifiohy-phdnyd)-dinhetbylet, Hxditnydire-dxydohdiytenine
(+)-Enantioner. Of-white 10 s I—f.d' M5 (ISP): 229.1

([ MtH] +) Exanples 278 & 279 4 2
(-)-(R) -4-(5-Fl uoro-2-net hyl
| -2-ylanmine & (+)-(S)-4-(5-
-4, 5-di hydr o- oxazol - 2-yl am ne
(RS) - 4- (5- Fl uor o- 2- net hyl - ph
-yl am ne (exanpl e 250) was 2 (gt ed by chiral HPLC
(Chiral pak AD, EtOH heptane = 10: 0) to yield

)y ORS(-R) 3Ackloro-5-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

| uor o- 2- et h 4, 5-di ydro xazol an ne .
i o el Ty digspdind i yppRife Gyt F8R P 2ntoro-s'-
flogroaSrephefibnd. | White s@idret hyl - phenyl ) - 4, 5- di hydr o- oxazo

-2~ yl.am ite solid; I\/S(ISP): 195.1
Msfﬁliﬁ):r?}_&@%ﬁ%i@mso (R) - 4-

(4-Chl oro- 3- et hyl - phenyl ) - 4- net hyl - 4, 5- di hydro oxazol

Ef(sxl4q@—aﬁlo¥g?52 uoosré %%emﬁ?élprg;:rt/hElpg 8%811 Q (C)) 70?(?201— -y anlali?he N

(IRS)4 43 Cﬁ}dEBJSOﬂlﬁer prRhiiyl4- pbel i b -dth i foxhz ot 5ylainimedi sepa-
0X zo

rate h1ral HP%@ (%?urgl%aﬁ%% %tOH/heptane 15:850) to give (S)-4-(3-chloro-5-

ﬂuoro—phenyl)—4—methyl—4,5—d1hydro—oxazol—Z—ylamme. (+)-Enantiomer. White solid.

MS (ISP): 229.1 ([M+H]")

nyl) -4, 5-di hydr o- oxazo
or o- 2- net hyl - phenyl )
H2 NH2 and F "a / F 15
) -4, 5-di hydr o- oxazol - 2

Example 267
(S)-4-[2-(2-Chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

o~

N
Cl

The title compound, MS (ISP): 225.1; 227.1 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-
dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 1-(2-bromo-ethyl)-2-chloro-benzene instead of 1-(2-

bromo-ethyl)-2-chlorobenzene in step a).

Example 268
(RS)-4-(4-Chloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine
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263) was separated by chiral HPLC (Chiral pak AD,
Et OH heptane = 1:9) to give (R -4-

W@ 2008/00298%- 3- et hyl - phenyl ) - 4 nmet hyl - 4, 5- di hy dPGF/BRA2%050765

-2-ylamne. (-)-Enantioner. ¥\§1|te solid. M5 (ISP):
2251 ([MH ) Example 281 (é
(4- Chl or o- 3- net hyl - phenyl ) - 4- rret,\pl_yl -4, 5-di hydr o- oxazol
-2-y|arrine NH2 N C 10

(RS) - 4- (4- Chl or o- 3- et hyl - ph n )-4-nmet hyl -4, 5-di hydro

- oxazol - 2-yl am ne (exanpl e was separated by
chiral HPLC (Chiral pak AD, Et heptane = 1:9) to give
(S) -4- (4-

chl or o- 3- net hyl - phenyl ) - 4- ms -4, 5-di hydr o- oxazol - 2-
yl am ne. (+)-Enantioner. ZLE? soI id. M5 (ISP): 225.3
([ MtH] +)) 15 Exanple 282 (R)-

£3(R%) D Antirey-0-(p R8I Jphén e blawkoritrfle di hydr o- oxazol - 2-yl

m ne. N.F F . .
3é§f;lt1&?ng§44d‘é?fﬁ’ﬂ>tfml%9fﬁﬂeﬂ‘§/ 198040 MR I(2me). wiasrgreg- Bidgy an
@lgor -aMh B anexanmmeth2B2)INH sV s@paBabedl) bYhedittadisopropyl

@#ot&t Jezge Eﬂ) %l)’%\[f)as aIE:[Ele%_I(/irop Es%n%he react1<2n mmtg}evv(\?as stirred for 1 hr

@Iﬂfftl li[(hléﬁ tﬁhﬁeﬂméﬂylﬁlvﬁﬂidhyb F% 0By damddle@a@d(amﬂn Zvay kaMimed at r.t.
tioner te solid. éé} %
w@m tf)”ﬁiev@%@gwef%?%s PRYPEBDISO 8RO ASES Wlﬂa%fPAc The

Hi@'lz@felz&as cﬂrﬁi)d‘ dver M SO4, f1ltered and concentrated. The crude (RS)-2-amino-

en -4, 5-di hydr o- oxazol - 2-yl
ér@.ﬁ ﬁgF())lr ):gu‘;yr n12r11 (4 95 55 was used in t e next reac%on step v%thout

ﬂﬁﬁ}p&nﬁé’atﬂma f | uor o- phenyl ) - 4- net hyl - 4, 5- di hydr o- oxaz
ol -2-yl am ne (exanple 262)

b) (RS)-2-Amino-2-(4-chloro-phenyl)-butyric acid hydrochloride
A solution of (RS)-2-amino-2-(4-chloro-phenyl)-butyronitrile (4.9 g) in 5 HCI (30 ml)

was refluxed overnight, then cooled to r.t. and washed with EtOAc. The aqueous layer

was concentrated. The crude (RS)-2-amino-2-(4-chloro-phenyl)-butyric acid

hydrochloride (3.0 g) was used in the next reaction step without further purification.

¢) (RS)-4-(4-Chloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine
In analogy to example 206.b and ¢ (RS)-2-amino-2-(4-chloro-phenyl)-butyric acid

hydrochloride was converted to the title compound. White solid.
MS (ISP): 225.1 ([M+H]")
Example 269
(RS)-4-Methyl-4-(2,3,4-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

In analogy to example 206, the title compound was obtained starting from 2,3,4-

trifluoroacetophenone. Off-white solid.
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5 was separated by chiral HPLC (Chiral pak AD,
Et OH heptane = 1:9) to give (S) -4- (3, 4-

waledose78s phenyl ) - 4- net hyl - 4, 5- di hydr o- oxazol - PE/ER200$1€50765

. (+)-Enantioner. Wite soli I\/B(ISP): 213.3
([MtH +)) In analogy to exan‘plg 87 were prepared: 10

e,28
P .5 o a1

ne NHZ O~ N O 4 Cl xafpbn2i0ert - butyl

i
%I at e(si ng 38@4 gj}%’loc?] POFWELGHO‘%KY‘V@? a@ gﬁl) IO%AZ% / gyrlgmme
(

I SP): 265.0 ([137C1l}M+H +), 263NH,

[{37C135C1} M+H] +), 261.0 ([ 1} MtH] +) ). Exanpl e 285
(S)-4-

(3, 5-Di chl oro- phenoxynet hyl )
ine NHZ HN O 20 C \ d
PCT/ EP2008/ 050765 - 158 Fro
(S)-4- (hydroxyrret hyl ) -2, 2-
I 5

N

5-di hydr o- oxazol - 2-yl am
b8/ 092785

rt-butyl

yl - 3- oxazolldlnecarbox

a AUG D
(I{ ér&ﬁ@}t%iﬂmﬁl& 20@ tlﬁ(ﬁiﬂfﬂ]d(ﬁn}ﬁﬁﬁld(v&)soétamed startmg from 5 chloro 2-
3-Trifl yoronet h (t)‘l?cpoxyrret hyl ) - 4, 5- di hydr o- oxazol - 2

%)ré)ﬁ?el]i(g) noks. Y\/ 1te
MS (ISP): 229.3 ([M+H]")

b) (RS)-4-(5-Chloro-2-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-Chloro-2-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was sepa-
rated by chiral HPLC (Chiralpak AD, EtOH/heptane 5:95) to give (S)-4-(5-chloro-2-
fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. (+)-Enantiomer. White solid.
MS (ISP): 229.1 ([M+H] ")

Example 271
(RS)-4-Methyl-4-(4-chloro-2,5-difluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

a) (RS)-4-(4-Chloro-2,5-difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

In analogy to example 147.a, but stirring the reaction mixture overnight instead of 3 hrs,
the title compound was obtained starting from 4-chloro-2,5 —difluoro-acetophenone.
Off-white solid.

MS (ISP): 247.1 ([M+H]")

b) (RS)-4-(4-Chloro-2,5-difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
The title compound was obtained in analogy to example 206.b and 206.c. Off-white
solid.

MS (ISP): 247.1 ([M+H]")

In analogy to example 252 and starting from the respective aldehyde was prepared:




N O/ FF F Fromtert-butyl
(S)-4-(hydroxynet hyl ) -2, 2-di net hyl - 3- oxazol i di necar box

wQb@se2assl 3- (trifluoromethyl) phenol. Courl eRGI/BP1008/050765

10

15

20

M5 (ISP): 261.0 ([MrH +). 10 _|1§3qnal ogy to exanple 162
was prepared: Exanple 287 (S)-4: [2-

(3-Chl oro-phenyl)-butyl] - - dl bypdr o- oxazol - 2-yl am ne
NiZ O~ N O 15 From Bratiphl 5%

(S) - 4- ( ZRY)}-dH(BChimrov2-methyl-Dh2nyl)-Hpt diliy drox@aodl Hylasride c
arboxylic acid tert-butyl ester Jpy sequenti al

treatnment with 3-chl orophenyl o6ronic acid and

di ethyl zinc. Mainly one epinern Colourless oil. M

(1SP): 255.3 ([{37C1}M+H] +), 2B3.3 ([135C1} M+H] +)).

Exanpl e 288 20

(S)-4-(3-Phenyl - propyl) -4, 5- dr o- oxazol - 2-yl am ne

O NHZ N WD 2008/ 092785 PCf/ EP2008/ 050765 - 159 The

Fidnh 8-chtpumethyNBngdl Ry de. 0bitd salid MM GSP): @@ 1 okt alnedH] "),
j l.esyield analogous to the procedure
%ngﬁ?ﬁéggﬁoﬁ] xanpl e 228 using

(R -(-)-2,5-di hydro-3, 6- Example273

di nmet - 2-1 s0pr |- pyrazine instead o .

(R) - ( [}%ﬁé%—flé\_/lﬁt?‘-ﬁeé—?g%ié:t%ﬁylomépﬁg&y@)_—%_g—(ghy({ro—oxazol—2—ylam1ne

i sopropyl - 5-met hyl pyrazi me and ( 3- bggno- propyl )

-benzene instead of 1-(2-§ 0 2

et hyl ) - 2-chl or obenzene R P .0 Exanpl e 289 (S)-4-
(4-Cnhloro-2,5-difluoro-phgnyl ) -4-net hyl -4, 5-di hydr o- ox
azol-2-ylanine O F///F-NH2 N

The title compound was obtained in analogy to example 268 starting from 3’,4°,5’-

trifluoro-acetophenone. White solid.
MS (ISP): 231.3 ([M+H]")
Example 274
(RS)-4-(4-Chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

2
¢ =~

o)

The title compound was obtained in analogy to example 268 starting from 4-chloro-2-
fluoro-5-methyl-acetophenone. White solid.
MS (ISP): 2434.1 ([M+H]")
Example 275
(S)-4-[1-(4-Chloro-phenyl)-cyclobutylmethyl]-4,5-dihydro-oxazol-2-ylamine

NH,
8!

Cl

a) 1-Chloro-4-(1-iodomethyl-cvclobutyl)-benzene




10

15

20

25

Cl F (RS) -4-(4-Chloro-2,5-difluoro-phenyl)
-4- et hyl - 4, 5-di hydr o- oxazol - 2-yl am ne 10 (exanpl e

WQ@Zmp/090a85 separ at ed by chiral HPLC (Chiral pak BCI/EP2008/050765

Et OH/ heptane = 5:95) to glveltsetltle compound. (+)
“Enantiomer. Wite solid. M5 (PSP) 2471([|\/H-|]+)) I n

%g glsgc¥?l %@ugﬁgﬁﬂrﬁh%%ghﬁk gﬁ bi Egl 7’1%@( lﬁfr}d mEgzbzole (1.28 g,

(ERS)nnq,el) in dichloromethane (40 ml) under an argon atmosphere was added slowly

fo%]uﬁ:l (51 059 ﬁ?\lﬁlﬁ{mgsl gfl(&'ﬂ'ﬁ_f %Xﬂllgpcgawgrl?_ncédéprgi);w gﬁe?heg%? (Z§) 67 g, 15.6
cbIDJoTlme Bixttuiefwasetione fdry2 hdvenztabdahymecraitire,ttbers dichldromethane
= ) ) )
E@g)(mliv\)(aﬁa e% a%d%lL %’%}/\%@ e ragteEX vgﬁpqg?ugaﬁé a(r)dgy{)nxtg%oospl_fite solution
{10amhln andxll‘ﬂZdro@llenNaaBl(l Ny G(Drml) The organlc layer was dried over MgSOy,
4- b | deh . i | SP) :
SrpbgPBated The LSRR BRI in IOkt §nd oS foalan Tt
ﬁrﬁﬁleﬁ)?l@ios}pmﬂd] okjde. Thé cthef fwhy Q&Bpaﬁlﬁaﬂ} d‘leth&)emd\ﬂ@was purified by
2%08 mp- c%%grggtogggﬁ f? 89,%/e8é1912&§0Ac éqg to ylellgpa colour?ess oil, (2.50 g, 52

%OS)/ISZ{EBhé@ﬁy(D ENAUD;\I79.04(M-1di hydr 0- oxazol - 2-yl ami ne NH,
O~ N a) ((R -1-1odonethyl-propyl) -benzene

b) (S)-4-[1-(4-Chloro-phenyl)-cyclobutylmethyl|-4,5-dihydro-oxazol-2-ylamine
The title compound, MS (ISP): 265.0; 267.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-

dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 1-chloro-4-(1-iodomethyl-cyclobutyl)-benzene instead
of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Example 276
(R)-4-(3-Chloro-4-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

a) (R)-4-(3-Chloro-4-fluoro-phenyl)-4-methyl-4,5-dihvdro-oxazol-2-ylamine

In analogy to example 206, the title compound was obtained starting from 3-chloro-4-
fluoro-acetophenone. Viscous colorless oil.
MS (ISP): 229.4 ([M+H]")

b) ((R)-4-(3-Chloro-4-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3-Chloro-4-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane 1:9) to give (R)-4-(3-chloro-4-




5 To a solution of triphenyl phosphine (15.4 g, 59
mmol ) and imdazole (3.99 g, 59 mmol) in
waelc@Riog7ésret hane (150 rr1) at room t enper at ur e REFERWIEOS0765
portionwi se iodine (14.9 g mol ) at such a rate
that the tenperature of the re étlon m xture did not

O r t .
so‘?uf on\;@f %‘% h-%_fl bﬁ%h (fr-o bu %ﬁz%e_yl\é%ﬁ?%?%Eg%qﬁ)?n&m%ﬁ_whne
€A8. 16460- 75-6) in dichloronethane (50 m) and the

88 tlrred at 10 room tenperature
ovsx¢T g%‘%@ﬂrﬁﬁbﬁﬁ"} Xture was then concentrated in vacuo
and the resi due was resusri“eaadgadielﬁ et her and the

iR ELHR R Par BT e b ie widfiger e

triturated in heptane. The resiNH,ing crystals were

removed by filtration and tkesfiltrate was

concentrated in vacuo. The due was purified by

col utm chr omat ogr aphy (Si 02 heptane/EtCﬁc) to yield a

colourless oil, 15 (6 38 ¢ b)

(2R, 5S) - 2- Isopropyl , 6-di xy-5-((S)-2-phenyI-buty

I)-2,5-dihydro-pyrazine A soNat réein of

(R-(-)-2, 5-dihydro-3,6-dineﬂhoxy 2-isopropyl -5- nethyl

ﬁira2|ne gg.ZS g, 23.1 nnnl%li tetrahydrofuran (3
)-4rds Chisgp daflgQyo-ragnid)-4r methyhé éuﬂlwc}rpt%mh%yﬂa@lwwas

&%afa‘?ed%nﬁl HPECJ(CHJ[ralpZIQA@ mﬂ{)he‘ﬁ@a%echeg gﬁQ@S)t@@?) chloro-4-

m xture was stirred hour. A sol ution
{legp-rhengdhvetyl- 4ér@by<|h)0 %@ﬁzle%éla{nﬁn%d+@ Enzatl%nﬁﬁwmf white
bdhdt etrahydrofuran (30 M) was added dropwi se over 30

and the mxture was stirred overnight while being
Msl(&@dz%%l (U rhiEVowl y from-70 C to room tenperature.
The reaction was quenciegdnpiés i byon of saturated
agueous anmoni um chl ori de solution and the 25 m xture
wds- @itk Getlerant rpetbyreny B> gihyart-exizal an laeige & (+)-(5)-4-(-
separ at ed, 26 Wi by ed
over NaZSmﬂglﬁgﬁgcﬁ#ggﬂt@g&zga%ﬁq{/h CE%B%ZRIeB?%sn?%Ee was
purified by colum chrg;ngﬂ*ographyo 12,
heptane/ Et OAc) to yiel d &light yell oil (4.69 g,
64%; Ms (ISP): 317.0 MH—|]+) 30YC) (2S,4S)-2-Amno
- 4- phenyl - hexanoi ¢ aci hyl * Est oA N
PCT/ EP2008/ 050765 - gﬁ:ffﬁo a sol
trifluoroacetic acid {3 m) inFwater (440 nml) was

ed g QRS- §em9t‘1‘1$l phe]qgl)rﬁ gl dﬁlﬁ/@l% U%z?[‘Z%amlrrJle (exalmplie 250) was

2-1sopro

$e}>a@t bydﬁﬂwbHBLﬁ;ﬂﬁhzralmék(W @!'—Dld/hepmns ﬂﬁﬁa?(b) to giield (-)- (R) 4-(5-
ﬁ&@lrooﬂhh}rﬂl&l fph@gyﬁ) m5)d1h9_(ﬂ% dga%&l - aﬂ@t‘?‘e (Wb e sSﬁid MS (ISP): 195.1

over ni room tenperature t

el ﬁndi(ﬂs-éi)u‘lf &3- @doaqiér@aﬁﬁh‘/lmmm% dléim@n@vtaéol 2-ylamine
18- & €1 9 XY ML8] s extracted with ethyl

g%eltun'tagtoeH Stgﬁasgg]s)ﬁeﬁe Wss?epar ated and the organic

phase was vvashed sequential ly W|th water and with

saturated brine, then drigd oyessNa2SO4, filtered and

concentrated in vacuo. The re ue was
(R)-4-(4-Chloro-3-methyl-phenyl)-4- methyl—4,5—dlhydro—oxazol—Z—ylamine
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purified by colum chromatography (Si02,
Et OAc/ heptane) to yield a yellow oil (2.78 g, 85 9%;

wWOB0gNSRE3 222.1 ([MHHl +). 10 d) (2S, 4S) - 2- Am POI/EP2008/050765

- 4- phenyl - hexan-1-ol To a sugggﬁﬁgon of |ithium
al um num hydride (121 ng, 3.1 ) in
tetrahydrofuran (8 nm) was ad a sol ution of
(2S,4S)-2-am no -4-phenyl -h oi’c acid nethyl ester
(320 my, 1.45 mol) in tetrghydrofuran (10 n) and the
m xture was stirred for 16 1»"hours. The reaction was
quenched by dropw se additi ok of ethyl acetate, then
acidified to pH 5 by additof hydrochl ori ¢ aci d
and then nmade basic by addi Ngh~of saturated aqueous

sodi um bi car bonat e sol ution. '|'he m xture was taken up
in ethyl acetate/tetrahydr of{ir an (1:1), the phases

(/EEDe4—@fp]hlfolﬁtb@m?ﬂﬁl—b?@y@tgﬁrmtﬁylﬁtﬁaglyﬂﬂtﬁO)éé@gﬁb%migll_ﬁ (example
sequentially wth er. an saturated brine, e

5 i cerprasba el R A el Mgy Ok astoneandsS) o give ()4
CLALBY-B-3h @) 1-pReny B CUR ethyl G5 G S el 6xMEAIS2 -Pld dihd. €d)-BMantiomer.
&%gg&t@gr aphy (colum: Isolute Flash-NH2 from

el uent: dichl oronmethane/ MeOH) to yield a
ggdl?vy:md.L([Mﬂﬁ]w, 42 %; M5 (1SP): 194.4 ([ MH +).
e

(S)-4- ((S)-2-Phenyl - but yl YExample@8ly dr o- oxazol - 2- yl ani n
e To (§;—§I(klf(f}ﬁ6ibo—§19&ltl?ﬂ—[fhgnﬁ)—4519&%5'1—@,9—cﬁlflydro—oxazol—Z—ylamine
(2S, 4S) - 2- am no- 4- phenyl - hexan-1-0l (270 ng, 1.40

nmol ) and sodi um acetate (229 12 2.70 mmol ) in

nmet hanol (20 m) was added nopwi se a sol ution of
cyanogen bronide (180 ng, 1.8Nmmol) in nethanol (2
m) over 10 min. The m xtuf'ef was then allowed to warm
tor.t. and stirring was co ued for 16 h. 30 The

m xture was concentrated in o and the residue was
taken up in ethyl acetate and washed sequentially

wi th saturated aqueous sodi urklbi carbonate sol uti on and

i t.h t.ed ' . Th ' h | ed
A r-GE R el BR el EsRERT Se B AR ¥E R ol Png (example
P& ivchs 8epuastebiy clfitad PR (€hialpak ady, &pO¥/lfepednermi:9) to give (S)-4-(4-
l,sol F -N f tis; el | )
Brcmaneb Bt Ry e P ERAh B cgitol PR imines g -gnapgiomer.
Whsk)soli219. 3 35 ([ M+H] +). WD 2008/ 092785
2 7 - 162 Ex le 293 (S)-4-
E}EFF{)I% gﬁgﬁﬁﬁhﬁ?ﬁ ) -4, 5-di ﬁggrg- oxazc()l 22-y| ani ne NHZ
O~ Example 282
(R)-4-(3,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(3,4-Difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine (example 262)
was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 1:9) to give (R)-4-(3,4-
difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine. (-)-Enantiomer. White solid.
MS (ISP): 213.1 ([M+H]"))
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N The title conmpound, M5 (ISP): 219.4 ((MtH)+.) was
obt ai ned in conparable yield 5 anal ogous to the

wee@setrse descri bed for Exanple 292 starting PECDREP2008/050765

(S) - 2-phenyl -butan- 1-ol (CAS 1%2342-47- 6). Col ourless
oil. M5 (I1SP): 219.4 ([MH +). anmpl e 294 (RS)-4-

(2, 4-Di chl oro- phenyl ) - 4- -di hydr o- oxazol - 2- yl
amne O /-NHZ\ N 10 gleé%ﬁ!%e title conpound was
obt ai ne(($)-|4F(3dﬂBifb@;!o{pbeE)ﬂ}&ﬁ’f)hﬁhﬁ]ﬁﬁSsllllaﬂro-l’mgaioﬂdmlamme
2',4' -dichl oro- acetophenone. l_\‘ white viscous oil.

VB (1SP): 245.3 ([ MrH +) 15 fxangsl es 295 & 296
(-)-(R)-4-(2, 4-Di chl or o- pheiyl\),- 4, 5- di hydr o- oxazol - 2-y
I

amne & (+)-(S)-4-(2,4- Dichforo-phenyl)
4, 5- di hydr o- oxazol - 2-yl am nd NH2 NH2 "~ \/ O and Ci
a d

(RS)-4-(2, 4-Di chl oro- phenyl lgdl hydr o- oxazol - 2-yl am
i ne (exanple 235) was 20 sep rat ed by chiral HPLC
(Chiral pak AD, EtOH heptane = 5:95) to yield (-) - (R

(#s)-4-23, $'D1ﬂuoro henyl% 4- methyl -4,5- d1hydro oxazol 2- ylamme example 262)
di chl or o- phenyl Eé dr o- oxazol -

o yeqarale 1Bt HEhe (@hlr§1p§19#@| Erghe yémggsl B e §-4-04
ﬁﬁ%@?&%ﬁéﬁ}%—%ﬂ%‘r_ﬁﬂtﬁﬁl 24,2 dthydrd-bs38CilyMikthe) )+)afthntiomer. White

ﬁﬁhélhl or o- phenyl ) - 4, 5- di hydr o- oxazol -2-yl ani ne (white

SR z;gs 0 ([{37CI}MH +), 233.0
13 3135(:15 231.1 ([135CL}MrH +)). 25 WO

mzvsgrm@fr EF’E@CIHPIG% 65 - 163 Exanples 297 &
298
(-)-(R)-4-(2,5-D chl oro-phenyl) -4, 5-di hydr o- oxazol - 2-y
lamine & (+)-(S)-4-(2,5- ﬁ@m%?%ﬁ%henyl)

-4, 5-di oy &@mﬁ%rozp%ln%g}lﬂ@thwzl,g\lh%ydro -oxazol-2-ylamine

O

NH,
\
kEN

o)

Cl
Cl

From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 3,4-
dichlorophenol. White solid. MS (ISP): 265.0 ([’CliM+H]"), 263.0
(7Cr’cyM+H]Y), 261.0 ([{°CM+H] ).

Example 285
(S)-4-(3,5-Dichloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
0

KE\N

o)

A



~('/NN C and 0 C I r C 5
(RS)-4-(2,5-D chl oro-phenyl) -4, 5-di hydro- oxazol - 2-yl am
W0 p@spe2rssipl e 260) was separated by chiral HPRQI/EP2008/050765
(Ch| ral pak AD, Et OH heptane = 1\'3895) to yield
(-)-(R-4-(2,5-

q%li‘ 1ot WP&%F@‘) hyégcg(ygi Hﬁ%{ 9 g@m -k g;g’lgﬂﬁcér%hwlﬁe and 3,5-

{c@l@?@ﬂ@ﬁ@lmf@%pn BI(13P) 635 LY M}MH)I) ) 6. 1
g{i cﬁf orlz)l\f)[f;%grgy ?1%%35&}}% rl)-)o'xazol -2-ylamne (white

solid; M5 (ISP): 235.0 10 ([{37Cl}MrH +), 233.0
([137C135C1} MrH] +), 231.1 4] 13 M-H +) ). Exanpl e

299 (RS)- 4- ]éx[amp§e 6

(2, 5- B)eh BT aflpbeomydthyldphenbigrhetyl3-4cH- gt d - oxaaa by Rayine
amne 0 C / -NH2 N C 15 Thg title conpound was

obt ai ned in anal ogy to exanpl 71 starting from
2',5" -dichl oro- acetophenone. f-white viscous oil.

MS (I1SP): 245.3 ([ M+H +) Exangl es 300 & 301
(-)-(R-4-(2,3,4-Trifluoro-pbenyl)-4,5-di hydro-oxazol -
2-ylamine & (+)-(9S)-4-(2, 3, 4420

Tri fl uoro-phenyl) -4, 5-di hyoxazol -2-ylam ne NH2 NH2
\~FandF 1FF FF
(RS)-4-(2,3,4-Trifluoro-phenyl J- 4 5- di hydr o- oxazol - 2-y

FRI% ﬂﬁ?t b& &ﬁ(g%lﬁgﬂya}ox%ﬁthyﬁep chﬁltn@ﬂilypy d%ﬂidlﬁtne'c’!f’r’agxylate and 3-
éChl ral pak Al epta g I\X
trlﬂu?lpgmqhyl)phenol Courless oil. MS (ISP) 261.0 ([ +H

10 frRandd tt{)&g £ 96 PRSIk ardd:5- di hydr o- oxazol - 2 yl am ne
(whi Iy AT DS O 008! 002968

PCT/ EP2008/ 050765 - 164 ([MrH +)) and

(+) (S)-4-(2,3, 4 trlfluorOE,ﬁHﬁ;pé/igT4 5- di hydr o- oxazol -

2-yl ami ne (whit
(S)-4-[2-(3- Chloro -phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

o—\{qz

cl

15 From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3-chlorophenyl boronic acid and diethylzinc. Mainly
one epimer. Colourless oil. MS (ISP): 255.3 ([£7CiM+H]Y), 253.3 ([{’CIM+H]Y)).

Example 288
20 (S)-4-(3-Phenyl-propyl)-4,5-dihydro-oxazol-2-ylamine

O\\gz



solid; M5 (ISP): 217.3 ([MtH +)). In analogy to

exanpl e 252 and starting fromthe respective al dehyde
wospyrpared: 5 Exanple 302 (RS)-4- PCT/EP2008/050765

(4-BronD-2-trifIuoronethyl-phq@g[)-4,5-dihydro-oxazol-

2-ylamne NHZ O~ NFF F f From

SRPEAE A4 NS gl I6hY B WHEA Sorfhe e

{1 TP oMby ced £ dexaritit 6013DAN(E) 228-usirgs (R)-(-)-2,5-dihydro-3,6-
5. L6-fl - - ) .
SRR L3-8l PE Ml o LIVID-2.5- iy roeg 6-fimeihony 2

soppeulRg mdiy 1P rSEhe aidilB-Brontetbrdpy|)f bdnkfne. ihsteaisof 1-(2-bromo-
N i onmparabl e yield anal ogous to the
° %5%@éﬂ§?%“’8§%5?§é§q#%f Exanpl e 228 usi ng
(R -(-)-2,5-di hydro-3, 6 1%Example 289

?kﬁ%ﬁg-ﬁ%{ :ll%ﬁsoggé—?igf\_{,l%):rg%/pgﬁ%z | l?%—oli}zgt_%%ﬁi‘g—cﬁltlydro—oxazol—Z—ylamine
i sopropyl - 5- et hyl pyrazi ne and -20chl or o- 6-f | uor o-
1-(2-i odo-ethyl) -benzepe in ad%emHz
1- (2-brono-ethyl)-2-chlor e in step a). Exanple
304 20 (S)-4- [2- (2,4-D o- phenyl ) -ethyl ]
- 4-net hyl - 4, 5- di hydr o- &azol -2Fylanine N2 O\ N C
S)\WD( 20BRIr0 D%/ 8Bkl EERPOB AR 665 - dthyd RP o X1 81- R ivldng
g)@pvffmd, NB (1 SP): 2?3.@90275.%( Mk Y+.%Ovvas Yerfine
10 gprmpked ) wag@ﬁﬁrgfeélﬂqyéhyp]eﬁ{gLC (Chiralpak AD, EtOH/heptane = 5:95) to

give the title compound. (+)-Enantiomer. White solid.
MS (ISP): 247.1 ([M+H]"))

In analogy to example 252 and starting from the respective aldehyde were prepared:
15
Example 290
(RS)-4-(2-Fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

From 2-fluoro-6-trifluoromethyl-benzaldehyde. White solid. MS (ISP): 248.9 ([M+H]").
20
Example 291
(RS)-4-(4-Bromo-2-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,
o~
\
N
Cl
Br

From 4-bromo-2-chloro-benzaldehyde. White solid. MS (ISP): 278.9
25 ([{¥'Br’CliM+H]"Y), 276.9 ([{*'Br’Cl or ”Br’’Cl IM+H]"), 274.9 ([{Br°’CliM+H]").
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anal ogous to the procedure described for Exanple 228
using 2,4-dichloro-I-(2-iodo- ethyl)-benzene instead

W@20080928%Hr ono- et hyl ) - 2- chl or obenzene i n st ep BOT/EB2008/050765

Exanpl e 305 (R)-4-Methyl-4- 60 -
(3,4,5-trifluoro-phenyl) -4, 5-u1i Rydro-oxazol -2-yl am ne
O FC-NH 1 \N FF a

(RS) - 4- Met hyl -4-(3, 4, 5- trll?i ué’ro 2henyl) 4, 5-di hydro-o
xazol - 2-yl df)- né(f{)ebeahqaiyd}bﬁMM SbehyckeﬂammléAdylbmlml ral
HPLC (Chiral pak AD, Et OH hept aney,s 1: 9) to give the
title 10 conpound. (-)-Enantiongr. Wite solid. M
(I1SP): 231.1 ([ M:tH] +)) Exanpl 6 (S)-4-Mthyl -
(3,4,5-trifluoro-phenyl) -4, 5-dijhydr o- oxazol - 2-yl am ne
O F/NH2\ N F 15
(RS)-4-Methyl -4-(3,4,5-trifl o- phenyl ) -4, 5-di hydro-o
xazol - 2-yl am ne (exanpl e 27 was separated by chiral
HPLC (Chiral pak AD, EtOH heptane = 1:9) to give the

Btk 116881'91@@111 rdot) @%{eiorrer V\hite solid. MBS
% Rp-sgluign eﬁrr;gxgnﬁpfwgw (24 ﬁ’ét h%/mnm%bﬁﬂ imidazeks (Fy49-e4 5% mmol)
1@d1tmgf&naﬁﬁ?eqll5@ﬁﬂj AFHHe telQpetlatLﬁ'H?vas Nidel p%rtﬁo%s}we iddime (14.9 g,

oro - l'uoro - - yl - phenyl’)

g%mmlm sugh srfﬁﬁ H}ﬁ@ Flt?_témaﬁ@itufz%f/%ﬁ?%félon axavipflid ot gise above

YREC SIRPARE %&ﬁr@%a&t‘ﬁkﬁ ahdddRLdel i Jf@kp@l‘bh‘él%rl butan-1-ol (7.34 g, 41
Et OH/ hegt ane = gi ve e titl npound.

unelgaant f40ef>- 6)‘/@>ggych,l\mopeetlgaéqe|(a0 mi);aqgﬁh(e pgp)ure wasgthen stirred at

fdMt Hntpekature overnight. The mixture was then concentrated in vacuo and the

residue was resuspended in ether and the resulting crystals collected by filtration. The
filtrate was concentrated in vacuo and the residue was triturated in heptane. The resulting
crystals were removed by filtration and the filtrate was concentrated in vacuo. The residue
was purified by column chromatography (SiO,, heptane/EtOAc) to yield a colourless oil,
(6.38 g, 60 %).

b) (2R,5S)-2-Isopropyl-3,6-dimethoxy-5-((S)-2-phenyl-butyl)-2,5-dihydro-pyrazine
A solution of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-isopropyl-5-methylpyrazine (4.25 g,
23.1 mmol) in tetrahydrofuran (30 ml) was cooled to -78 °C, then n-butyllithium (1.6 M

in hexane, 15.1 ml, 24.2 mmol) was added and the mixture was stirred for 1 hour. A
solution of ((R)-1-iodomethyl-propyl)-benzene (6.30 g, 24.2 mmol) in tetrahydrofuran
(30 ml) was added dropwise over 30 min and the mixture was stirred overnight while
being allowed to warm slowly from -70 °C to room temperature. The reaction was
quenched by addition of saturated aqueous ammonium chloride solution and the
mixture was extracted with ether. The organic layer was separated, washed with saturated
brine, then dried over Na,SO,4 and concentrated in vacuo. The residue was purified by
column chromatography (SiO,, heptane/EtOAc) to yield a light yellow oil (4.69 g, 64%);
MS (ISP): 317.0 ([M+H]").

¢) (25,4S)-2-Amino-4-phenyl-hexanoic acid methyl ester
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Exanpl e 308 WO 2008/ 092785 PCT/ EP2008/ 050765 - 166
(S)- 4-

W@ 2008l09258%- 2- f | uor o- 5- met hyl - phenyl ) - 4- net hyl - BCBER100/a50765

ro-oxazol -2-ylamne O /-NH2. .,\ N C F (RS
-4-(4-Chl oro-2-fl uoro-5-net hyl -'phenyl )

Té1 a'l‘c?l‘u'ﬁXL ?trﬁhﬁ)r&}{%ﬁg aﬁ(?a( ﬁé{%ﬂ%&&rﬁgp (22?( mi)g%%%'dgd 3170@/\/156 over

was Ssepara
Ef ot he@uam oﬁ(Z'R, )2-tsopropylgs, Gehmhtéot(}’ -6H€S)edippouhdutyl)-2,5-

: - Enant. Y it i.d. . .
?fi&ﬂﬁ%ﬁ&@ géPn%% %\%éﬁn}#&%lﬁ 3_58!)15191’116: Iz/% Iglbsﬁle m%ﬁﬁfegwas s.tlrred‘
()ﬂe{h/%hhal)ryelphelmpél)auﬂe rrenhyddedyasSic diy iy dition oX sat otat@l-agluaoas sodium
bt it oty Fad Bud B S AT By s wer
depaetdioanyl-tha oshophdasneas wmhd:@seqodzntdlly Wh(v&aﬁﬁ)andzzﬁﬂl @turated

E\E}n%’fgen) %ﬂe@ anak%z%b%t R FEAIR (i (:eon%gnt\’\qed PISR. %ﬂe remdue was
pdraﬂrdimxoﬂxhan @hmmhg/fhph}il(,%ﬂ En9Ac/bemxae ab yRid/d patonepil (2.78 g,

Qe N tert-butyl
%%%‘l)uﬁ(sﬁﬁ%%ﬁi f\w/[yIF;[]og] 2-di met hyl - 3- oxazol i di necar box

yl ate and 4 bronophenol. Wite solid. M5 (ISP): 273.1
é{ (]Z%Zlg}—}zl}ﬁ-m c) 4- p%envl:&qeggg[n]:i%?l} MtH] +)) . 20 Exanple 311

To a suspension of lithium aluminum hydride (121 mg, 3.18 mmol) in tetrahydrofuran

(8 ml) was added a solution of (2S,4S)-2-amino-4-phenyl-hexanoic acid methyl ester
(320 mg, 1.45 mmol) in tetrahydrofuran (10 ml) and the mixture was stirred for 16
hours. The reaction was quenched by dropwise addition of ethyl acetate, then acidified to
pH 5 by addition of hydrochloric acid and then made basic by addition of saturated
aqueous sodium bicarbonate solution. The mixture was taken up in ethyl
acetate/tetrahydrofuran (1:1), the phases were separated and the organic phase was
washed sequentially with water and with saturated brine. The organic phase was then
dried over Na,SO4 and concentrated in vacuo. The residue was purified by
chromatography (column: Isolute” Flash-NH, from Separtis; eluent:
dichloromethane/MeOH) to yield a yellow oil, (116 mg, 42 %); MS (ISP): 194.4
([M+H]").

e) (S)-4-((S)-2-Phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine
To a stirred, cooled (0 °C) solution of (2S,4S)-2-amino-4-phenyl-hexan-1-ol (270 mg,

1.40 mmol) and sodium acetate (229 mg, 2.70 mmol) in methanol (20 ml) was added
dropwise a solution of cyanogen bromide (180 mg, 1.68 mmol) in methanol (2 ml) over
10 min. The mixture was then allowed to warm to r.t. and stirring was continued for 16 h.
The mixture was concentrated in vacuo and the residue was taken up in ethyl acetate and
washed sequentially with saturated aqueous sodium bicarbonate solution and with
saturated brine. The organic phase was dried over sodium sulphate and concentrated in
vacuo. The residue was purified by chromatography (column: Isolute” Flash-NH, from
Separtis; eluent: heptane/EtOAc/MeOH) to yield a light yellow solid. MS (ISP): 219.3
(IM+H]").
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(RS) - 4-
(3- Chl oro-2-fl uoro-phenyl) - 4-net hyl -4, 5-di hydr o- oxazol

wo 20ghgetshe N H2 F cfco C WO 2008/ 092785  PCT/EP2008/050765

PCT/ EP2008/ 050765 - 167 The title conpound was
obtai ned in anal ogy to exanpl e 268 starting from

3-chl oro-2- fluoro-acetop ite solid. M
(1SP): 229.1 ([ MH] +) Exar%ag{bgiﬁ%g

(R) - 4- (4- Ci{Bp4-¢cRRz Rk yl-butt] rg5- dih bdrdi dxpaole2-plaadnd - 2- y
lamne Q/\-NH2 C NH
(RS) - 4- (4- Chl or o- phenyl ) - 4- et layl’- 4, 5- di hydr o- oxazol - 2-
yl am ne (exanpl e 268) was sepgrated by chiral HPLC
(Chiral pak AD, EtOH heptane = %:95) to give the title
conpound. (-)-Enantionmer. Wit¢e solid. 10 M5 (ISP):
225.1 ([ M+rH] +)) Exanpl e 313
(4- Chl or o- phenyl ) - 4- et hyl -
O N-NH2 C
Tﬁeshtlé]fccﬁﬂpgﬂdofvps (@Q@nmb 44(1@1&@%“) éva@o&hﬁw E@c&ﬁ%%le reld

yl am ne (‘exanp 15 separat ed chi ral

pehpgoxs &a@emceéﬂmeﬁ@&eéﬁ@ EX&@I@B@%% Séararlg oPh) t4- PllleélYl -butan-
@Qﬂrp@mgm@wr én@erdu%s%roﬂ MSU@P%QHM( NYBHIHSP) © 225. 1

([ MtH] +) ) Exanple 314 (+)-

(5- Chl oro- 2- net hyl - phenyl ) - 4 5 d| hydr o- oxazol - 2-yl am n

e NZ O~ N C Example 294

i hydr o- oxazol - 2-yl am ne

(RS)-4-(2,4-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
Q
P—NH,
N

Cl Cl
The title compound was obtained in analogy to example 268 starting from 2’,4’-dichloro-

acetophenone. Off-white viscous oil.
MS (ISP): 245.3 ([M+H]")

Examples 295 & 296
(-)-(R)-4-(2,4-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine & (+)-(S)-4-(2,4-
Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH, 5
O O
(N B

©/m c

cl cl
(RS)-4-(2,4-Dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 235) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (-)-(R)-4-(2,4-
dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 235.0
(["CiM+H] "), 233.0 ([{7CIPClIM+H] ), 231.1 ([{P°CIM+H]Y)) and (+)-(S)-4-(2,4-
dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 235.0
(["CyM+H]"), 233.0 ([{7CIPClIM+H] "), 231.1 ([{P°CIM+H] ).
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(RS) - 4- (5- Chl or o- 2- net hyl - phenyl ) - 4, 5- di hydr o- oxazol - 2

WO 20084092785 (exanpl e 272) was separated by chi rBCT/EP0@8/050765

(Chiral pak AD, Et OH heptane = 1%395) to yield

CH or o) ot - ph B |- 2-yl ani

C or o- me - en 3 - XaZO am ne
(white sol i d;yI\/ISp(IS)Ff’):EgﬁP]%L (KD H 5 211 1

(L{ (}%gg%)%#g—lgg)l):hloﬁ'ﬁpEmmﬁ)aﬂ,éshBﬁEo&Xﬁﬂ(ﬁ MYDBOGEX 0OR(B5H- (2,5-
() (R —a (o BIERSrePRRNAF& S ibydrP szl 2 AP - oxazol

-2-ylamine & (+)-(S)- 4ﬁNHBrom) 2- ch &r o- phenyl )

- 4, 5-di hydr o- oxazol - 2-y ne NHZ N X \/ C and C

Br Br

(RS) - 4- (4- Br onp- 2- chl or @ny*¥- 4, 8- dichydr o- oxazol - 2-
yl am ne (exanpl e 291) 5 separ@atefd by chiral HPLC
(Chiral pak AD, EtOH e = 5:88)40 yield (-) - (R

I S i B4 S Ao Ryl 2 Slaruige (S pledoos wes

gephratee] Iadhiic] HIVBC((CBE’)lea]QKB) 8tOKI[HeP faBe 375313 My ek (-)-(R)-4-(2,5-

%@%ﬂé%& M %rcf g’%ﬂ g)rxaz?o chl:ilne} (MTH]e +2)lid %ZS (IgP)( [ZES 0

+3)7€I}3)+f4} msbroc(mﬁ@sc:nﬂme} mesnyﬂ O APV Y I rand 0% pEl-4-(2,5-

AP R SR g T iR b e Sl 45 295.0
%[M)‘ze!}?t/)sﬂ;HE7Q39 X0 (@I TYBE-B5 L) ) 294 H] (1)°)CL Exatip))e 317

(2-Fluoro-6-trifluoromnethyl -phenyl) -4, 5-di hydr o- oxazol
-2-ylamne NHZ O~ NF FExE le 299

(RS) - 4- Q-6-trifluar I ydro
- oxazof 1@4/: %ﬁ?@%@@lﬁw % 3 a@ﬁgf)ewakgafp
chiral HPLC (Chiral pak AD, EtQO d)ept ane = 5:95) to
yield (-)- 2—NH, _

(5)- 4(2f|uor06tr|flu W - phenyl ) - 4, 5- di hydr o-
oxazol -2-ylam ne (white st id MS (I SP): 248.9

([ M:H +). cl

The title compound was obtained in analogy to example 271 starting from 2’,5’-dichloro-

acetophenone. Off-white viscous oil.
MS (ISP): 245.3 ([M+H]")
Examples 300 & 301
(-)-(R)-4-(2,3,4-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine & (+)-(S)-4-(2,3,4-
Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH
O O
&

N N

(RS)-4-(2,3,4-Trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 17) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (-)-(R)-4-
(2,3,4-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 217.3
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Exanpl e 318 (RS)-4-
(2-Chl oro-4-fl uoro-phenyl)-4-nethyl -4, 5-di hydr o- oxazol

WO 20gbogatehie  N~-NH2 cfco 20 F G The title conPOURPRONEES0765

obtained in analogy to exanpl 306 starting from
2-chl oro-4- fluoro- acetophenong Of-white solid. M5

E)Irl\ggl)él %)Zgl?dzé )%(Sg/ltl}_qf.’) 4_}3 i@ﬂ%@ Zpglgéylggz‘%e élg%ﬁjo ox%Zol%?lamme (white

ST ER209B) 2)5703765/I+H] 169 (9) _
42_1~rpaik?Tg?/ 68 le%%;ﬁ? ? 2 Ji!r}cgslﬁ r)tllgg Ryl %e%és%%&%ﬁe%l&éh?gg W ﬂy%red:

(S)-4-(hydroxynet hyl) -2, 2- di met hyl - 3- oxazol i di necar box
yl ate and 4 net hyl - phenol . ge oI | d. M5 (ISP):

207.3 ([MtH +). 5 Exan'pl

(-)- ((R)S)—4-(QABerrmtrﬁlﬁdrUﬁfeﬂryﬂ}bhay;}l) 44,cﬁh¢ﬂrbycsira@ol®<ﬁzmline
-2-ylamine & (+)-(S)-4-(4- Bro,mjp-s fl uor o- phenyl)

-4, 5-di hydr o- oxazol - 2-yl am ee(NHZ NHz /\/ and F F Br
Br 1o

(RS) - 4- (4- Br onp- 3- f | uor o- phe yF
yl am ne (exanpl e 252) was
(Chiral pak AD, Et OH heptan
(-)-(R)-4-(4- _
br ono- 3-f | uor o- phenyl ) - 4, 5- df 'hydr o- oxazol - 2-yl ami ne
Fuumh #tbremboi BrifBrémnSRyt-batildehyde] Y\ailiBrsp ik HVE)(ISPA5BL1D

Ekg{l %giWE% o@gqﬁw{ﬁ ro phenyl ) -4, 5-

di hydr o- oxazol - 2-yl am ne (BEsanipde 303l i d; M5 (I SP): 261.0

(1 81&5 4%'_92 ()_?hlor g—ﬂ%oro pfl[aliﬁ ;Mﬂ d l‘?ydro oxazol-2-ylamine
o—\< A

¢4, 5- di hydr o- oxazol - 2-
ted by chiral HPLC
20:80) to yield

The title compound, MS (ISP): 243.0; 245.1 ([M+H] ") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-
dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 2-chloro-6-fluoro-1-(2-iodo-ethyl)-benzene instead of
1-(2-bromo-ethyl)-2-chlorobenzene in step a).

Example 304
(S)-4-[2-(2,4-Dichloro-phenyl)-ethyl]-4-methyl-4,5-dihydro-oxazol-2-ylamine

o—\fqz

Cl

Cl
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Exanpl e 322 (S)-4- [2- (2-Brono-phenyl) -ethyl]
-4, 5-di hydr o- oxazol -2-ylamne NHZ O- N Br The title

waompomTes M5 (1SP): 191.3([ M Br+H +*); 269. 1; PQIELPIIS/S076

([ MtH +') was 20 obtained in ggparable yi el d
anal ogous to the procedure des bed for Exanple 228

1Ry O sorapauns MAISRS 2B LioTB Ay .| waneliaird iy romppapebl vied
amd o gad tcofhe(ﬂﬁ)ee@ube—d&,s&ibed for Example 228 using 2,4-dichloro-1-(2-iodo-

oS [\ne and
gﬂhw q)egzei%e?lés%agg)tg a %SA %Rﬂ %#ehl(?rﬁé? ﬁé %%’stte%zi).
1- (2-brono-ethyl)-2- chlorobenzene in step a). WO
2008/ 092785 PCT/ EP2008/ 05 63 130570 Exanpl e 323 (R
- 4- Benzyl sul f anyl et hyl - 4, -Hﬁhy ro- oxazol -2-ylamne 0
cr S NRHRMetHylet-(3,4 Bﬁrlﬂmmthedyl)i‘ﬁ dih$Bya-oR4281-2-ylamine
([ MtH +.) was obtained in conpa Ie yi el d anal ogous
to the procedure described f e 195 using
S- benzyl - L-cyst ei ne i nsftez nyI-L-cysteine in
step a). In analogy to ex e 87 was prepar ed:
Exanpl e 324 10 F
(S)-4-(4-Chloro-2-fluoro-pkenoxynet hyl ) -4, 5-di hydr o- ox
azol-2-ylamne NH2 ON O Y CF Fromtert-butyl
(1) -4 Metydriotdyhetnfugrosphenyd) et-eiy d3- oaaglo? -yiee texpogle 273)

%5%;5 aﬂﬂﬂ b%r ch%r?ﬂ 8pbLc %Cfl ?l@ABhERﬁJ{/& %hgz = Lf@l tb’%wel\(ﬁe title

247. 137C1} Mt 245 35C1
compound (-)-Enantiomer. White solid

MS (ISP): 231.1 ([M+H]"))
Example 306
(S)-4-Methyl-4-(3,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

Q
F N/>§NH2

F
(RS)-4-Methyl-4-(3,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 273)
was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 1:9) to give the title
compound. (+)-Enantiomer. White solid.
MS (ISP): 231.1 ([M+H]"))
Example 307
(R)-4-(4-Chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

QO
N
Cl F

(RS)-4-(4-Chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(example 274) was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to
give the title compound. (-)-Enantiomer. Waxy white solid.
MS (ISP): 243.3 ([M+H]"))

Example 308
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((S)-4-Cycl ohexyl -4, 5-di hydr o- oxazol -2-ylam ne NHz N

We 200809383 i t | e conpound was obt ai ned i n anal ogpCT/BP2008/050765

exanple 1.b starting from (S)_- §-6qm' no- 2-
cycl ohexyl -et hanol . Wite soli 20 M5 (ISP): 169.1
(I an 5
R AR TR M) 20 B0 B R s P ytamine
(RS) - 4- (4- Br ono- 3- chI or o- phenyl ©4, 5- di hydr o- oxazol - 2-
yl am ne WO 2008/ 092785 RCT.EP 08)-6@@765 171 NHZ N |
I CI  Br From 4-brono- 3-Cj 0- Bénzal dehyde Wi te
solid. M5 (ISP): 278.9 ABr 37C1} MH +), 277.0 ([ f
81Br35C1 or 79Br37CL }MH +), 274.9 ([f
fﬁmwbﬂﬁﬂoro ﬁnﬁﬂfyﬁ%h@n R4k &)=4}5-dihydro-oxazol-2- ylamme

{ﬁi (&;a%s ag]tgtgjydéhg hIX[PLé (%hualpal((:l rA% OE)% H/Leptaﬁ/e = 5:95) to
glsé th% t(tﬁ: dniPoahl o0 Eﬂﬁﬂﬁbhﬁeﬂ’v\ﬁixb)&slhué,séhcﬂl hydr o- oxazol

nmne ~ 1o In anal ogy to exanple

M’%&S@h%‘ﬁt? INé”_cIElPr)pound was obtained starting from
3, 4- di chl or opr opi ophenonegxalifpld syosol i d.

(RS)-4-(4-Methoxy-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

0
P—NH,
N
~o

The title compound was obtained in analogy to example 271 starting from 4-methoxy-

acetophenone. White solid.
MS (ISP): 206.9 ([M+H]")

In analogy to example 87 was prepared:

Example 310
(S)-4-(4-Bromo-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

O

g[\N

o)

s

Br
From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
bromophenol. White solid. MS (ISP): 273.1 ([{*’Cl}M+H]"), 271.1 ([{Cl}M+H] ).

Example 311
(RS)-4-(3-Chloro-2-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

Q
N/>~NH2

Cl
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b)
(R)-4-(3, 4-Di chl oro-phenyl ) -4-ethyl -4, 5-di hydr o- oxazol

WO 200g0gaT8he 15 PCT/EP2008/050765

(S)-4-(3,4-Dichl oro-phenyl) - 4- ﬁt/hyl 4, 5-di hydr o- oxazol
-2-yl am ne was separated by iral HPLC (Chiral pak

29 o LD el 8 U5 PR ! SSSaRY P f o>

finenopdcetoPBBA@@. White solid.

( i o- phenyl ) - 4- et hyl - 4, 5- di hydr o- oxazol
@@?@m’ﬁnﬁrl Wg%gg/ 092785 PCT/ EP2008/ 050765 - 172 H2
O- ~-NNO «{ Example 312

RS) - 4- il - 4, 5-di

ST R T R A R e g
AD, Et OH heptane 1: 9) to giv title conmpound. (+)-
Enantionmer. Of-white soli d TQEN%_(,{I@P): 258. 8

([ MtH] +) Exanpl es 329 & 3
(-)-(R)-4-(4-Brono-3-chla henyl) 4, 5-di hydr o- oxazol
-2 yIam'ne&(+) (S) 4014 rormSchIoro phenyl)

g}S)é‘, 94{ g% oro- p en 2194 e%h)xlélagndlhydro oxaz'(;&2 2- ylamlne (exampfe 26%5 was

ée?Sba-téH—‘t(}ActhaDHIPL@ (Chiralpak pive By HAepEnd =6 95)ao gaziod tiile
| am ne e 326 eparat ed by chiral HPLC
% P?%dpé%gﬂn;pn mfﬂ{easﬁ = 20:80) to yield (-) -
MR (1SH): 24%4t ([M+H]"))

br ono- 3- chl or o- phenyl ) - 4 oxazol 2-yl am ne
(white solid; Ms (ISP): { 81Br 37C1l} MtH] +) ,
277.0 ([ (5)-3XBréb- BI&'B 4,5 Mt drb-oxdZt-29y 101k
79Br 35C1}(I\/2H—|]J(+)) an%lﬁen?]E gl B drbox Pylbhine

(+)-(S)-4-(4-brono-3-chl oro- 4, 5- di hydr o- oxazol

“2-ylanine (white solid; 1 )39)1H 278.9 ([ f
81Br 37CL} MFH +), 277.0 ([ Br"‘BSCl or 79Br37CL
PMEH +), 274.9° ([179Br3 H +) ).

(RS)-4-(4-Chloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine (example 268) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to give the title
compound. (+)-Enantiomer. White solid.
MS (ISP): 225.1 ([M+H]"))
Example 314
(+)-(S)-4-(5-Chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,
o~
N

cl
(RS)-4-(5-Chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 272) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (+)-(S)-4-(5-
chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 213.1
([{’CBM+H]Y), 2111 ([{CEM+H] ).

Examples 315 & 316



Exanpl e 331 (RS)-4-
(2, 3-Di chl oro- phenyl ) - 4- net hyl - 4, 5- di hydr o- oxazol - 2-yl

wW@ri0s@92786 H2 CI cfco CI 20 The title conpoundP@EEP2008/050765
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obtained in analogy to exanpl 71 starting from
2 3-di chl oro- acet ophenone. e solid. MB (1SP):

%Eﬂg?%gﬁcy ?ﬁm&%}%ﬁﬁ%}ﬁ% ﬁ%g%vog%égfz Hlamipe & (4)-(9)-4-(4-

et hyl) - 4, 5Brcdnh—)ldﬂ‘lﬂbro@&&np])—%ﬁilﬁdrmexazﬁl-z’!-l‘)ﬂdmln&'he

title conpound was obtaingd in analogy to exanple 1

starting from (+)-ethyb-(Sj-2 o—(

am no- 4- cycl ohexyl but e. Of-wkjge solid. 5 M5

(1SP): 197.1 ([ MtH] +) Exan(pleaISBB (S) -4 [2-

(2,5-D chl oro- phenyl)

-4, 5-di hydr o- oxazol - 2- mne ~N O~ N d d The

title conmpound, MsS (1SP}: 258.9; 261.0 ([MtH +.) was

obt ai ned i n conparabl e yleld 1o anal ogous to the

f:RS:) e (tBeordeLechl roeplfcoyl) Bxadihlydra2@®zak 21ytpmine (example 291) was
p)arat@%d) chgraF'HBX% é%h ralg)ak AD), BIOH heptan = 5:95) to yield (-)-(R)-4-(4-

biRmd- Q)ChR;rE—pﬂllehyld-ﬂcﬁ—&lhﬁdm—mtdﬂeXyl-aﬁnne (white solid; MS (ISP): 278.9

OB RAG 0o PO BHEBE Qe oL Mkt ) aza-2 4 B G M +HIY)
@m br)eiBd-4et4hlyloynd22 chlove-phemd B AS-dihydbepxaz)l-2-lamaraivdae solid;

S OB AP AR A RS o
FUilhylehtd- Yxazol - 2- yl ami ne
Example 317

(-)-(S)-4-(2-Fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(2-Fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example
290) was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 5:95) to yield (-)-
(S)-4-(2-fluoro-6-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid;
MS (ISP): 248.9 (IM+H]").
Example 318
(RS)-4-(2-Chloro-4-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine

Q
N/>~NH2

F Cl
The title compound was obtained in analogy to example 206 starting from 2-chloro-4-
fluoro-acetophenone. Off-white solid.
MS (ISP): 229.1 ([M+H]")
In analogy to example 87 was prepared:

Example 319
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~NHZ ON F F From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl 20 ester by sequeneCEEP2008/050765

treatment with 2, 4-difluoroph %I boroni c acid and
di et hyl zi nc. Mai nl y one epinmer. Colourless oil. M

e Ep200s) 03016 P oS B A8 ggol 2vpine

(2,3,4-Trifluoro-phenyl) - bUt(}L@

-4, 5-di hydr o- oxazol - 2-yl am NHZ ON F F F 5
From

(S)-4-(2, 2-di brono-vi nyl )-ZVLEdl met hyl - oxazol i di ne- 3-c
arboxylic acid tert-butyl estér by sequential
treatment with 2,3,4-trifluor nyl boronic acid and
diethyl zinc. Minly one epi Colourless oil. M
(1SP): 273.1 ([I\/H—|]+) Exarrple 336 10 (S)-4- [2-
1g345Tr|f pheny) ?ﬁ éd}

LpIE ted- hwlr éroqmyzrfy iethyI-gyoxagglidneparbpxitaty gpd 4-
frSlmphendd: wmeeam WIBYISP):202:301 MBty) - oxazol i di ne-3- ¢
arboxylic acid tert-butyl ester by sequential
treatment with 3,4,5-trifluorophenyl boronic acid and

di et hyI zi nc. l\/al ni y Ongxﬁﬁbllg?f,z() &abpurl ess oil. I\/S
273. 1 H +) anal ogy to exanple

(1SP): I n
arld-Gat-{4 ﬁgorﬂpérﬂlthe nhégﬂéréﬁ Jiby drodersgelelagnine & (+) (S)-4-(4-
prepared:  BYSAB!3eARR4- -phenyl)-4,5-dihydro-oxazol-2-ylamine

NH, NH,
o—( o—(
0 \

N N

: and
Q\F F
Br Br

(RS)-4-(4-Bromo-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 252) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to yield (-)-(R)-4-(4-
bromo-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 261.0
([{*'BriM+H]"), 258.9 ([{"’Br}M+H]")) and (+)-(S)-4-(4-bromo-3-fluoro-phenyl)-4,5-
dihydro-oxazol-2-ylamine (white solid; MS (ISP): 261.0 ([{*'Br}M+H]"), 258.9
([{"BriM+H]").
Example 322
(S)-4-[2-(2-Bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

o—\(z

N

Br

The title compound, MS (ISP): 191.3([M-Br+H]™); 269.1; 271.1 ([M+H]") was
obtained in comparable yield analogous to the procedure described for Example 228
using (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-
dihydro-3,6-dimethoxy-2-isopropyl-5-methylpyrazine and 2-bromo-1-(2-iodo-ethyl)-

benzene instead of 1-(2-bromo-ethyl)-2-chlorobenzene in step a).
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(RS) - 4-
(4- Fl uor o- 2- net hyl - phenyl ) - 4, 5-di hydr o- oxazol - 2-yl am n

wW@20dBtA9276€5 ~ N F 20 From PCT/EP2008/050765

4-fl uoro- 2- et hyl - benzal dehyd Wiite solid. M5 (ISP):
195.1 ([ M+H +) WD 2008/ 092785 IZQZT/ EP2008/ 050765 - 175
Exanpl es 338 & 339

(+)-(S)-4-(4- Bronmo- 2-tri fl uoronet hyl - phenyl) -4, 5-di hyd
ro- oxazol - 2-yl am ne & (-)-Ex@npleld23

2- |
oy Gle L B8R S by deo-oggzol-povlaming

FFFF Br Br5

(RS)-4-(4-Brono-2-trifl mstm enyl ) -4, 5-di hydr o-

oxazol - 2-yl am ne (exanpl¥” 302) VAS separat ed by

chiral HPLC (Chiral pak AD, EtC]—Vhep = 20:80) to

Th@hﬂ!e éor)lgound MS <IISP) 223.2 ([M+H]") was obtamed in com%arable yield
R) - 4- r ono- 2- f I uor onet hyl - pheny dro-o

%@i@gouz 1q/thgrireeed peealesiithed der EW@&% 1@1‘111& S ble(ﬂ épiysteme instead
Fis el 1838k ihleh o) 309 1 ([179Br} W ) and

En gztpﬁ¥mmlgﬁ6wsh§¢parﬁﬁeny|) 4, 5- di hydr o- oxazol - 2-y
Iamne(colourless Vi SCOUSg OI\/S(ISP) 3110([
f 81Br§9I\/H-H] + 309.1 ([ 798r}|%|—|] +) I n anal ogﬁ/

exampl Chitpsogr o athrenexangihgl) :Mied 539111040X3{ZQ 2-ylamine
(3-Fluoro-phenyl)-butyl] -4,5-di hydro-oxazol -2-yl am ne
NHZ N F 15 From 0—

(S)-4-(2, 2-di brono-vinyl) - di net hyl - oxazol i di ne-3-c¢
arboxylic acid tert-butyl egter by sequenti al

treatment with 3-fl uorophenyl coronic acid and

di ethyl zinc. Mainly one epi fCol ourl ess oil. M
(1SP): 237.3 ([ MtH +).

cl
From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
chloro-2-fluoro-phenol. White solid. MS (ISP): 247.2 ([{*’Cl}M+H]"), 245.2
([{°CM+H]).
Example 325
((S)-4-Cyclohexyl-4,5-dihydro-oxazol-2-ylamine
NH,

A

D

The title compound was obtained in analogy to example 1.b starting from (S)-2-amino-2-

Wz

cyclohexyl-ethanol. White solid.
MS (ISP): 169.1 ([M+H]")

In analogy to example 252 and starting from the respective aldehyde was prepared:

Example 326
(RS)-4-(4-Bromo-3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 341 20
(+)-(S)-4-(5-Chloro-2-trifluoronethyl-phenyl)-4,5-dihy
wole@soxagdl - 2-ylamne NHZ ONF F F d PCT/EP2008/050765
(RS)-4-(5-ChIoro-2-trifIuorongg? - phenyl ) -4, 5-di hydro

-oxazol - 2-yl am ne (exanmple 2 was separated by
chiral HPLC (Chiral pak AD, Et Ogjheptane = 20:80) to
yield (-) WD 2008/ 092785 PCTg-EP2008/ 050765 - 176
(S)-4-(5-chloro-2-trifluoro yl - phenyl) - 4, 5-di hydr o-
oxazol -2-ylam ne (off-white solid; M (ISP): 267.1

([137C1} M+H +), 265.0 ([{35 H +). Exanple 342 5
(S)-4-(1-Phenyl -cycl opropyl d)-4,5- dlhydro oxazo
2-ylamine NHZ O\ N The titlg conpound M5 (1 SP):

217.1 ([ MtH was obtai ned in conparable yi el d
Eroah ddoomot ochlneo-pergolldhiyds. Wakierspld dMISAISPEX2I®H e 257

d1RG7 my | OR[ORYL )7 790y 35
PR TN e Sl e RS N RS R
10 I'n analogy to exanple 87 was prepar ed: Exanple 343
(S)-4-
(3-Ch|oro-phenoxynethyl)-J?%?H%%§ﬁ}o-oxazol-2-y|anine
N H2 NRO)-4168,4D@hldogrhengh)t4-&bylyd,5-dihydro-oxazol-2-ylamine
(S)-4-(hydroxynet hyl)-2, 2-di met hy] - 3- oxazol i di necar box
ylate and 3- chl or o- phenol . uéless oil. M5 (I SP):
229.2 ([137C1l} M+H] +), 227.2 [§§5C1}N%ku+)). Exanpl e
344 20 x
(RS) - 4- (4- Chl or 0- 2- et hyl - phenyl ) - 4, 5- di hydr o- oxazol - 2-
yl am ne

Cl
Cl

a) (S)-4-(3,4-Dichloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine

o
\

N

Cl
Cl

In analogy to example 206, the title compound was obtained starting from 3,4-

dichloropropiophenone. White solid.

b) (R)-4-(3,4-Dichloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine

(S)-4-(3,4-Dichloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine was separated by
chiral HPLC (Chiralpak AD, EtOH/heptane 1:9) to give the title compound. (-)-
Enantiomer. Off-white solid.
MS (ISP): 259.0 ([M+H]")
Example 328
(S)-4-(3,4-Dichloro-phenyl)-4-ethyl-4,5-dihydro-oxazol-2-ylamine



Z NHO-~N C a) 4-Chloro-2-ethyl-benzal dehyde WO
2008/ 092785 PCT/ EP2008/ 050765 - 177 The title
W@ 209p/0wT85 was obt ai ned starting from PCT/EP2008/050765
4- chl or o- 2-f | uor o- benzal dehyd sequenti al
treatment with N-butylam ni ne/g toI uenesul phoni ¢ acid
and et hyl magnesi um chl ori de/ ma nese(l1) chloride
according to the procedures rfbed in Synthesis
1999, 2138-2144 and WD 2007[08%557. Yellow oil. 5 b)
(RS)-4-(4-Chloro-2-ethyl-p
ylam ne I n anal ogy to exanpl e)52, the title conpound
was obtained starting from 4 or o- 2-
et hyl - benzal dehyde. Light ye (gol id. M5 (ISP):
227.1 ([{37C1} M+rH] +), 225.1 (05{3 Cl}M+H +)). 10
Exanples 345 (-)- (R)-4-Methyl™-
(H5)34-63,4DifHl 0@ phdplyb M bthy K 4,5- diwmdr(ﬁamazﬂhmi&reysbaa Repr@ated by

%%1 {H@%M‘Pﬁ’&k?\é?’%@w hsntansdr Y- Birdisys tde somppaidy 1

Kaatlonzery OafvivhRe bdlidanal ogy to exanple 206, the title
c n bt ai ned starting from1l-(2,3,6- 15

> Pﬁ@?ﬂb?g\%ﬁéﬁﬁ%et hanone. Wite solid. MS (1SP):
231 3 ([M:H +) a) Examples 329 & 330

R) - 4- Met hyl fl h
o- (O))—(é?z)z)é* (42B y 3,{@10 p%‘lenyl r4|5 di ())fcrh(')o (F))xaezl(’)]ly2 ylamlne & (+XCES) 4-(4-

(RS) - 4- Met hrslrmﬂo(s%}%fé ﬂHeh?i)ULOJ eﬂﬂhfdmkazoﬁz%da%hydr 0-0
xazol - 2-yl am ne was separate ch| ra

(Chiral pak AD, |Pr0—|/hg "he = 5 %5_)< t-0 yi eId
(-)-(R-4-methyl -4 20

(2,3,6-trifluoro-phenyls 4 5-di,hyd o oxazol - 2-yl am ne

(white solid; NS(ISP)@fl 1° ([ +). Exanpl es 346

Cl Cl
Br Br

) - 4, 5-di hydr o- oxazol - 2-

10 (RS)-4-(4-Bromo-3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 326) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to yield (-)-(R)-4-(4-
bromo-3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 278.9
([{*'Br’CliM+H]"), 277.0 ([{*'Br*Cl or Br”’Cl }M+H]"), 274.9 ([{”*BrClIM+H]"))
and (+)-(S)-4-(4-bromo-3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid;

15 MS (ISP): 278.9 ([{*'Br’’CliM+H] "), 277.0 ([{*'Br”’Cl or ”Br’’Cl }M+H]"), 274.9

([{”Br°C}M+H]")).
Example 331
(RS)-4-(2,3-Dichloro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
Q
)—NH,
N
Cl
Cl

20  The title compound was obtained in analogy to example 271 starting from 2,3-dichloro-
acetophenone. White solid.
MS (ISP): 245.3 ([M+H]")
Example 332



(+)- (S)-4-Methyl -4-

(2,3,6-trifluoro-phenyl)-4,5-di hydro-oxazol - 2-yl am ne
wWOZIN8/p2785 ~ F F 25 PCT/EP2008/050765

(RS)-4-Methyl-4-(2,3,6-trifl uqrg?-_phenyl ) -4, 5-di hydro-o

xazol - 2-yl am ne (Exanple 345. was separated by

chiral LGl SRR AR P SRR, Mot 25 Ribknd ©
(S)-4-nmethyl-4-(2,3,6-trifluorgo h?glngyl ) -4, 5-di hydr o- ox
azol -2-ylamne (white solid; /‘8’( P): 231.1
([ MtH] +) . Exanpl es 347 & 348 $\DN008/ 092785
PCT/ EP2008/ 050765 - 178
(-)-(R) -4-(4-Fl uoro-2- mgt hyyt'- phenyl ) - 4, 5- di hydr o- oxazo
[-2-ylamne & (+)-(S)-4 Fl uor o- 2- net hyl - phenyl )
-4, 5-di hydr o- oxazol -2-ylamne NHZ NHZ /\/ and (?"*'
The tifte fompound was obtained in analogy to example 1 starting from (+)-ethyl-(S)-2
(RS) - 4- (A%- Fl uor o- 2- mstfhy - ph(g- yl)-4,5-di hydro-oxazol - %
TR T ?Wﬂ%ﬁ%ﬂge@f‘ 4csafidseparated by chiral HPLC

5 Mgk paki AN+ EN'QH hept ane = 10:90) to yield (-) -
(R -4- (4-
f1 uor o- 2- met hyl - phenyl ) - 4, Bagpg%- oxazol - 2- yl ani ne
(white @@l [Q;(ZMﬁ){ch@%iphlﬂyﬁ?—%thy(][-mjdl r80%azol-2-ylamine
(+)-(S)-4-(4-f1 uor o- 2- net hyl - phenyl ) - 4, 5- di hydr o- oxazo
| -2-ylam ne (white solid; NBéLg z 195.1 ([ MtH +).
In anal ogy to exanple 252 and ;stwrting fromthe
respecti ve al dehyde was prepa N 10 Exanple 349
(RS) - 4- (4- Brono- 2-f | uor o- phenyl ) - 4, 5- di hydr o- oxazol - 2-
ylamne NHZ ONF Br From
4- br ono- 2- f | uor o- benzal dehyde
261.0 ([{81Br}MH +),

Wa'lte solid. M5 (ISP):

Cl
The title compound, MS (ISP): 258.9; 261.0 ([M+H] ") was obtained in comparable yield
10 analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-
dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
isopropyl-5-methylpyrazine and 1-(2-bromo-ethyl)-2,5-dichloro-benzene instead of 1-
(2-bromo-ethyl)-2-chlorobenzene in step a).
In analogy to example 163 were prepared:
15
Example 334
(S)-4-[2-(2,4-Difluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

F
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
20  ester by sequential treatment with 2,4-difluorophenyl boronic acid and diethylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 255.1 ([M+H]").
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15 258.9 ([179Br}M+H +)). In anal ogy to exanple 1 was
prepared: Exanple 350 (9S)

WO 200Be9ezg3 oxynet hyl - 4, 5- di hydr o- oxazol - 2- yl am PET/EPI0%/050765

NHZ 20 From O benzyl -L-serine nethyl ester. Colourless
oil. M5 (I1SP): 206.9 ([MrH +) 'I'n anal ogy to exanpl e
252 and starting fromthe respective al dehyde was
prepared: Exanple 351 25

(RS) - 4- (3- Chl or o- 4- net hyl -Exaempld 3354, 5- di hydr o- oxazol -2

L G e

M5 (ISP): 213.1 ([137Cl}M+H +), N211.0
([ 135C1} M+H] +) ). Exanpl e 352 \
(¥)-(R)-4-(5-Chloro-2-trifluor
dr o- oxazol - 2-yl am ne NHZ
(RS)-4-(5-Chloro-2-trifluoro
- oxazol - 2-yl am ne (exanpl e
chiral HPLC (Chiral pak AD,
yield (+) !
(R)-4-(5-chloro-2-trifluoronethyl-phenyl)-4,5-di hydro-

broaiz 63)-44 3 2-almirnemol 6hfl) \RkH- dienetlyd- cxatdlidineMs crbsR)lic aRgltert-butyl

t hyl - phenyl ) - 4, 5-di hy

NFF F d

thyl - phenyl) - 4, 5-di hydro
was separated by

heptane = 20:80) to

B et LMy Bl R

VRindy Dné pioreo-Gritewtesy oibt gl (JSBA; 573di Hytirtd} dxazol - 2- yl am
i ne

Example 336
(S)-4-[2-(3,4,5-Trifluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

-n
-n

F
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3,4,5-trifluorophenyl boronic acid and diethylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 273.1 ([M+H]").

In analogy to example 252 and starting from the respective aldehyde was prepared:

Example 337
(RS)-4-(4-Fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,

F

From 4-fluoro-2-methyl-benzaldehyde. White solid. MS (ISP): 195.1 ([M+H]")
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~NHZ ON OF F 15 Fromtert-butyl
(S)-4-(hydroxynet hyl ) -2, 2-di net hyl - 3- oxazol i di necar box

wQk@se2asd 2, 4- difl uorophenol. Col ourl ess oi | PCIVBP2008/050765

(1SP): 229.2 ([ MtH +). Exanpl_§7§§4 (S)-4-

(2- Fl uor o- phenoxynet hyl ) - 4, 5-di'hydr o- oxazol - 2-yl am ne

WD 2008/ 092785 PCT/ EPZOQ%HQSIQJ% &33¢80 NH  ~ON O F
Fromtert-butyl

(O34 Myﬂwmqﬂﬂtiﬂybboﬁtﬂyleﬁhmthﬁ—8'}lnydazokdzdl habaribok (-)-(R)-

I | .
{1 Spy: BFFoiq oS &4%”51%@ Pl e
prepared: 5 Exanpl e 355 i) - 4- [2-

(3-Chl oro-2-fl uoro-phen I) but yl
-4, 5-di hydr o- oxazol - 2- amne NHf\/ ~N F C From

(S)-4-(2, 2-di brono-vi , 22 foxazol i di ne-3-c¢
arboxylic acid tert-b est er eq=uent| al

treatment with 3-chl org=2-fl uorophgnyl boronic acid
and diethylzinc. to Mainly one emrner. Col ourl ess

%ﬁ—kﬁﬁfcﬁs? bl TEIX?J%I' g étgél }%Wﬁ"ﬂ Fgﬂ’ydro oxazof& “ylamine (example
BB Ghis Gemfaﬁted byud’ﬂml piry(Qhifalptale |AID, EtOH/heptane = 20:80) to yield (-)-
(ﬁ)’—?—'(g—iblg 69 R oromgth¥1 f%enyﬁ -4,5-dihydro-oxazol-2-ylamine (colourless
viscous oil; MS (ISP): 311.0 ([{*'Br}M+H]"), 309.1 ([{*Br}M+H]")) and (+)-(S)-4-(4-
bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (colourless viscous oil;
MS (ISP): 311.0 ([{*'Br}M+H]"), 309.1 ([{”Br}M+H]")).
In analogy to example 163 was prepared:
Example 340
(S)-4-[2-(3-Fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

NH,

F
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3-fluorophenyl boronic acid and diethylzinc. Mainly
one epimer. Colourless oil. MS (ISP): 237.3 ([M+H]").

Example 341
(+)-(S)-4-(5-Chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)-4-(5-Chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (example
225) was separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 20:80) to yield (-)-
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~NHZ ON C F 15 From
(S)-4-(2, 2-di brono-vinyl) -2, 2-di net hyl - oxazol i di ne-3-c¢

wW@eengd7sx acid tert-butyl ester by sequenti aPCT/EP2008/050765

treatnment with 3-chloro-4-flu qr phenyl boroni c acid
and diethylzinc. Miinly one e |rrer Col ourless oil.

@é&;iﬁ% (%g‘ flé‘;(go{‘l‘f Zf%}ggh- 15'96)-'-)1 5- do'lﬁ}dr% (;x[a}ol 2-ylamine (off-white

§abds W9 (2SK)3260n1 ¢ 6@5Mmbboz6p1@éh{yiql}rﬂwwn} 4, 5-di hydro
- oxazol - 2-yl am ne WD 2008/ 092785 PCT/ EP2008/ 050765

181 NH, ON dC1F From

(S) 4- (2, 2-di brono- vi nyl ) -Exagwdk 32t hyl - oxazol i di ne-3-c

OBl bhen Bt s SRtttk aprBhdorbad AL TR, aci g

and diethylzinc. Minly one_e Farer. Col ourl ess oil.
M5 (1SP): 273.3 ([137C1} MrH A, 271.3 5

([1350 IMFH] +)) . Exanpl e 358(S)-4- [ 2-

(5- Chl or 0- 2-f 1 uor o- phenyl ) - buty}]

-4, 5-di hydr o- oxazol -2-ylamne /INHZ O~ N F C From
(S)-4-(2, 2-di brono-vinyl)-2,2 nmet hyl - oxazol i di ne-3-c¢
arboxylic acid tert-butyl 1o ¥Ster by sequenti al

"FB@ﬁHé‘&%p&dﬁd“ My ﬁ@ﬂ’)o er7 A(fhyer) W%@Qbﬂ%tafﬁ@& ‘é}f‘&cﬁnﬁ‘sﬁh}qe yield

and di et hy ZIl nc. one epl ner. Col ourl ess ol |
Velegogpyo tf@mocrde{q@@nl}em EisamPiﬂS Nusiifg 3sehepmH|clopyopy))-
hacanal Pekad 6f [qX@r@ﬂ@roﬁﬁéhyWa&c%W fhethanol in step a).

In analogy to example 87 was prepared:

Example 343
(S)-4-(3-Chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

O

N
\
k[N

o)

Q.

From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 3-
chloro-phenol. Colourless oil. MS (ISP): 229.2 ([{Cl}M+H] "), 227.2 ([{Cl}M+H] ).

Example 344
(RS)-4-(4-Chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,

Cl

a) 4-Chloro-2-ethvl-benzaldehvde
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Exanpl e 359 15 (RS)-4-
(4- Chl oro-2-cycl opr opyl - phenyl ) - 4, 5- di hydr o- oxazol - 2-y

WO 200802278NHZ O ~ N Cl Starting from PCT/EP2008/050765

4- chl or o- 2-f | uor o- benzal dehydel VWhite solid. M5 (I SP):
239.1 ([{37CL}MH +), 237.1 ([135C1}MH +)). In

PR o AT LG L9881 24020 S 2000

556 (VISR H?%@CWA’[EM@M@E@?&@ tolud@ﬁul@h@huc aaitl and zthiyhiagnesium

8053 D L IR YRR Sl ML g 199

513(8R;144-a(18VP@@@QY/()wE(S@’le)eﬂdxysﬂdl hydr o- oxazol - 2- yI am ne
NH 2 Chiral From D 2-am no-5-phenyl - pent anoi ¢ aci d.

Li ght yell ow anorphous solid. M (ISP): 205.3

b (RHj4+)4- Ehhmmeetﬂﬁa)hkﬁvlo 8)>-dibhydifo-$:BeolzIHytanendry| -

fll‘m r%gggry t? et f}1%@112 Sf" th tltlle yo%[?ou%)élavgaglobgau)[e tarﬂng {N H%l 4—Ciﬂoro—2—

étﬁ)rl—lélen(zﬂdnlz}gdleahg]mtweﬂe\tvlsylhd - IS 2ESH) reey Hy([ £ 6 ide H ] &), A25. 8-

I| Cld tert-butyl ester To a stirred
g@alv Blﬁéng ‘tert-butyl

(R-(-)-4-fornyl -2, 2-di neﬂihymp&semzol [ necar boxyl ate

15 (2 i h I d

19, (2 Bl Shahibad R TRORASFD, £ bt ols ot 215
m xture was stirred overni gm>7at 60 C Then at room

t enper at ur e <

N

F F

F
a) (RS)-4-Methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihvdro-oxazol-2-ylamine
In analogy to example 206, the title compound was obtained starting from 1-(2,3,6-
trifluoro-phenyl)-ethanone. White solid. MS (ISP): 231.3 ([M+H]")

a) (-)-(R)-4-Methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-Methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine was separated
by chiral HPLC (Chiralpak AD, iPrOH/heptane = 5:95) to yield (-)-(R)-4-methyl-4-
(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 231.1
(IM+H]").

Examples 346
(+)-(S)-4-Methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

O

HN
L
Fe AF
L
(RS)-4-Methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (Example
345.a) was separated by chiral HPLC (Chiralpak AD, iPrOH/heptane = 5:95) to yield (+)-
(S)-4-methyl-4-(2,3,6-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS
(ISP): 231.1 ([M+H]").
Examples 347 & 348
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NaBH4 (0.495 g) was added and the m xture was stirred
for additional 4 h. This was taken up in

waelc@Blog7édret hane and aqueouos sodi um bi car bonak@&I/EP2008/050765

solution. The aqueous phase _ng_back extracted with

dichloronethane The conbi ned gani cs were dried over
0, e C endt I, I 0

oS MBS 3 RO AP DAL BETDBL S MBS 4

| solute FI aElIuoNHZ rhetbyh-;Sepah) t4, 5 dibgidve nkazoh2plamiet et hy|

acetate= 1:1) to give

(S)-4-(benzyl am no-neth ) £2, 2-di yﬁ oxazol i di ne- 3-

carboxylic acid tert-&Qu yI ester N72 g, 61 %9 as

colourless oil. M5 (ISP): 3213& ([ H +) WO

2008/ 092785 PCT/EPZOO

(S)-4-[(Benzyl - et hyl - nethyl , 2-di met hyl - oxazo

['idine-3- carboxyllcaC|d ert- but yl ester To a stirred

sol ution of

(I5))-444- Ehlmzwﬂantﬂlwl-ptmnhmébé -Ajg-ddh-edzols R -ybaraine ( éxdinpde B7) was

:S:T%taﬁa?g( c%ita HF##ZSEE}H} lﬂa%AaD?%é(gﬁg&ifa erme]O ﬁ)tg t ngeld(l p(R) 4-(4-
Adoed?- mﬁd’t}dﬂpdieinyﬂ)}é 5(cﬂlh)?d]foFbx)azolaamﬁumel(vﬂﬁteg))hctrMS (ISP): 195.1

) h X r

DR PN o PG D TR TR R g 2 pfamine
mweunmkduwﬁ(MﬁB EﬁdﬂéﬁHﬁﬂ ). t. and part|t|oned bet ween
A ao ?Cgang) rle % tr|t191n fro?rpgiedl Ch(':t?Vre% E NGas -Itgeared
cotbi ed® 6rgani % wer'e g eersver EE prep
fiItered and concentrated The residue was purlfled
by col um chromat ography (,col umm; |lsolute 10 Fl ash- NH2
from Separtis; eluent: d%?ﬂﬁ#%%ﬁ@l acetate= 1:1) to
gi ve (S)(R-S§I-4—(B—1{1bﬁtb23/-|ﬂuefd’4yheny&1m B@ihydieioiyidl-2-ylamine
-2, 2-di et hyl - oxazol i di ne- 3- carpoxylic acid tert-butyl
ester (160 ng, 18 % as coI@Lieés oil. M5 (ISP):

293.5 ([MtBu+H +) c) (S)-4-{ [XBenzyl -ethyl - ani no)

-met hyl | -4,5-di hydr o- oxazol Z-ylanine 15 To a
stirred sol ution of
(S)-4-(benzyl am no- et hyl) - di met hyl - oxazol i di ne- 3-

carboxylic acid tert-butyl ester (155 ng) in ethanol
(2 m) under an argon atnosphére was added HC
Eﬂdntutltb@nm()SZ Mibm-ednaaldeltyde 2Whitakglid. TVIE (ISiPX1261 © (\WABriM+H]"Y),
§Qﬁ Baégqg %'for 2 hours and concentrated. The
es h en up in Et OAc and washed with I N NaCH.
hanabspyeo usanhjsly e rwavpsephsdk extracted with Et OAc. The
conbi ned organi cs were ma§%§g¥ﬁ0y¥§th brine, dried
over MyS04 and concentr at ed. ‘e’ Yesi due was di ssol ved
i n met hanol (S{-2-Benkylarginshdli- 461 dkyairatokatol 2-ylghinas
added. Under ice cooling cyanogen brom de (51 ng) was
added and stirring was c nage r 18 h. The m xture
was directly adsorbed on iIicaNﬁéI and purified by
col um chronmat ography (Isolute(r) 8PE flash NH2
Pﬂtnmlbenzﬂnwameotﬂwh Féétb@t(t&ﬂéﬂésé el Ms' (m@t 268 adivent|h)
->" CH2C 2/ Cﬁ to provid
(R) 4 [(ethyI phenyl - antno) - met hyl
11 dhaPoodith¥eR10% 87 A ¢ far¥ing MoRe tHeZOspeBtive4bdekd dRas prepared:

Example 351
(RS)-4-(3-Chloro-4-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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15

colourless oil. M5 (I1SP): 234.3 ([ MH] +) Exanpl es 363
& 364 30

W@ 20080%7834- ( 4- Chl or o- 2- et hyl - phenyl ) - 4, 5- di hy dPGF/BR#2$50765

-2-ylamine & (+)-(S)-4-(4- Chllv\%o 2- et hyl - phenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne 2008/ 092785

PCT/ EP2008/ 050765 - 184 NH, N4 \\ O- N and C CI
(RS) - 4- (4- Chl oro- 2- et hyl - pheawx(f) 4, 5- di hydr o- oxazol -
yl am ne (exanpl e 344) was arated by chiral HPLC
(Chiral pak AD, EtOH heptane = 10:90) to yield (-) -
(R -4- (4-
chl or o- 2- et hyl - phenyl ) - 4, 5- 0- oxazol - 2-yl am ne
(white solid MS (1SP): 227.1 5 ([{37C1}M+H +), 225.1

35
E[{ égﬂg 040( %hyf;[;@ngldg{lﬁﬂﬁ Witiisisglig.. MSEISP): 213.1 ([{7ClIM+H] "),
glnh(ng 1 yR-ylamne (white solid; M5 (1SP): 227.1
([ 137C1} MtH| + 225.1 ([1 35Cp%l }£+)) In anal ogy to
exanpl e 252 and starting fFPOMPAGPZ espective al dehyde
ém Wﬁﬁ—?g ChldiQ- XM r8nRR1- RS} y1f4,5-dihydro- oxazol 2-ylamine
| uoro- 2- et hyl - phenyl) 4, 5-di hydro oxazol -2-yl am n
e NHZ O ~ N F From 3-fi uor ox2//fet hyl - benzal dehyde.
Li ght yell ow solid. I\/S(ISP)Q/QSS([I\/H—|]+)) 15
Exanpl es 366 & 367
(-)- (R -4-(4-Brono-2-fl uoro- ) 4, 5- di hydr o- oxazol
-2-ylanmine & (+)-(S)-4-(4 Br 2% f1 uor o- phenyl)
-4, 5-di hydr o- oxazol - 2-yl arfiine™ NHZ NHZ \\ O- \~\ F
?@g F 515 @hlo@f) 2-trifluoromethyl- phenyl) 4 5-dih gdro oxazol 2-ylamine (example
&l

o~

rom)- 2-f| uor o- nyl ) dr o- oxazal - 2-
s ée;(aéggg;l-,by U P h1ralpak AD EtOH/heptane = 20:80) to yield (+)-

(R)-4-(5-chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine (off-white
solid; MS (ISP): 267.1 ([{*’CIIM+H] "), 265.0 ([{**Cl}M+H]").
In analogy to example 87 were prepared:
Example 353
(S)-4-(2,4-Difluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

O

G

From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 2,4-
difluorophenol. Colourless oil. MS (ISP): 229.2 ([M+H]").

Example 354
(S)-4-(2-Fluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
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15

20

20 separated by chiral HPLC (Chiral pak AD,
Et OH heptane = 10:90) to yield (-) - (R -4- (4-

Whewa09228% | uor o- phenyl ) - 4, 5- di hydr 0- oxazol - 2- yPEREP2908/050765

(white solid; M5 (ISP): 261.0 186[-{ 81Br} M+H] +), 258.9
([179Br} MtH] +) ) and
(+)-(S)-4-(4-brono-2-fluoro-pheryl ) -4, 5-

di hydr o- oxazol - 2-yl am ne (V\/nld—%/ solid; M (ISP): 261.0
([{81Br}M+H +), 258.9 ([{79B(}M+H| +)) WD 2008/ 092785
PCT/ EP2008/ 050765 - 185 Exangl es 368 & 369
(-)-(R)-4-(4-Chl oro-2-cycl oppopyl - phenyl ) - 4, 5-di hydr o-

oxazol -2-ylam ne & (+)-(S)-4 F
(4- Cnhl oro- 2-cycl opropyl - ph) -4, 5-di hydr o- oxazol - 2-y
lamne NHZ NHZ ~ O- /\/ and G C 5

S te4‘t Bétygﬂ)ﬂlr erar&dfﬁle )Opyldlﬁ@ﬁili}hlb)dxﬂzcﬁrdﬂiebé’x‘%féylzl% and 2,4-

zol am ne % was separgt ed by chira

e bRn et ik DO TR ebnE (BT501 86 “t oyt ol d
{rn ana((@y‘té EXample 162 were prepare
(4-chloro-2-cycl opr opyl - pheny I% 5-di hydr o- oxazol - 2-y
lanine (white solid: M5 (1BPWPle39 1 ([{37C1} MeH] +)
237. Lghlady
(4 - ((S§ 44%(5(%[%%%% g)ﬂ)zuog gh%rlloyrl)olp))l)llty}] -4,5-dihydro-oxazol-2-ylamine
phenyl ) -4, 5- di hydr o- oxazol - 36'—?’ ‘ne (white solid; M
(1SP): 2391([{37CI}|\/H—|]+) 0@371([135C1}|\/H—|]+))
In anal ogy to exanple 87 was pifepared: Exanple 370
(R) - 4-
(4- Cnl or o- phenyl sul fanyl net hyl ) -4, 5- di hydr o- oxazol - 2-y
lamne NHZ O~ N S 15 C mtert-butyl
(S) 4- (hydr oxynet hyl ) - 2, 2-di | - 3-oxazol i di necar box

e and 4- chl oro-thi ophenol . Wite crystals

%qogp; S)- @ﬂ%Zth(er@l}quf dl)metlzp}dg)xgzohciﬁr{eg%glqbwﬂﬂc.pyl)d tert-butyl

bdtera} kAN tihI0r @XABR v@iﬂ?%hfé%izsﬁ@frb Gyf B&BhicReid and diethylzinc.

respecti ve al dehyde was 18[ P ed: 0,
Mainly one epimer. Colourless oil. MS ( SP). 2732 ([{'CiM+H]Y), 271.3

([°CM+H])).

Example 356
(S)-4-[2-(3-Chloro-4-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine

o—\<2

N

Cl
F

From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 3-chloro-4-fluorophenyl boronic acid and diethylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 273.1 ([{’Cl}M+H] "), 271.1
([{°CM+H]).
Example 357
(S)-4-[2-(3-Chloro-5-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 371 (RS)-4-
(3-Fluoro-2-trifluoronethyl -phenyl) -4, 5-di hydr o- oxazol

WO 2o0pl0gat8he NHZ O~ NF F F F WO 2008/ 09278BCT/EP2008/050765

PCT/ EP2008/ 050765 - 186 From

3-fluoro-2-(trifluoromethyl)- bgnzal dehyde. Yell ow

solid. M5 (1SP): 249.3 ([MH +) \n, I n anal ogy to

exanpl e 332 was prepared: 5 Ex&r(‘pl e 372 (R -4- (2-

Q/cl ohexyl - ethyl) -4,5- dihydrov oxazol -2-yl am ne NHZ
~ (N Starting from(+) ethyl -J(S)-2

am' no- 4-cycl ohexyl butyrate.” Wiite crystals. M (I SP):

197.2 ([MtH +)). 10 Exanpl es 373 & 374

(-)- (R -4-(3-Chl oro-4- net hyl enyl ) -4, 5-di hydr o- oxazo

| -2-ylamine & (+)-(S)-4-(3& F

%_len‘P %A(i}?ﬂﬁ@%gﬁgﬁfgﬂb %ﬁdéﬁé{iﬂl}nonﬁﬁilfﬂW?—lcél%leﬁ@cﬂetert—butyl
¢3RS by se@nCh togaomantrieitthgichloneyflyordplsng bgrdni@aobde@dldifzh‘/llinc

[

ﬁ%ﬁ%?’? T N e St i L e I
({TRIMH] QB

chI or o- 4- et hyl - phenyl) 4 - oxazol - 2-yl am ne
(white solid; M5 (ISP): I%%lphfgwm }MEH +), 211.0
([{ 35(61—}4[\,[|2H]5+@1)loma21 ﬂuoro -phenyl)-butyl]-4,5-dihydro- oxazol 2-ylamine
(+)-(S)-4-(3-chl oro-4-nethyl - pheryl ) - 4, 5-

di hydr o- oxazol - 2-yl ani ne (whi te<sol id; Ms (ISP): 213.1
([{37C1} M+H] +), 211.0 ([1 35C |—|]+))

cl
From (S)-4-(2,2-dibromo-vinyl)-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl
ester by sequential treatment with 5-chloro-2-fluorophenyl boronic acid and diethylzinc.
Mainly one epimer. Colourless oil. MS (ISP): 273.1 ([{’Cl}M+H] "), 271.1
([{°CM+H]).
In analogy to example 344 was prepared:
Example 359
(RS)-4-(4-Chloro-2-cyclopropyl-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH,

cl
Starting from 4-chloro-2-fluoro-benzaldehyde. White solid. MS (ISP): 239.1
([{7CM+H]Y), 237.1 ([{PCIM+H] ).
In analogy to example 1 were prepared:
Example 360
(S)-4-Cyclohexylmethyl-4,5-dihydro-oxazol-2-ylamine
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20 Exanmple 375 (S) -4- [2- (3-Chloro-phenyl)
-5,5,5-trifluoro-pentyl] -4,5-di hydro-oxazol -2-yl am ne

woRs/ o285 N F FF C a) PCT/EP2008/050765

rac- 2-(3-Chl oro- phenyl)-5,5, 5- gglfluoro pent anoi ¢ aci d
WO 2008/ 092785 PCT/ EP2008/ 0507l - 187 To a stirred
sol ution of mchl orophenyl acetic acjd (2.38 g, 14
nmol ) i n tetrahydrofuran (S}d_pmvvas added at -78 C
|'i t hi um dii sopropyl anide sgfuvion’ (31 m 1Min THF, 31
mrol ). After stirring the dgxture for 20 mn
1-io0do-3,3,3-trifluoropr e (4.38 g, 20 nmmol) was
added and the rrixture was~af'l oned to warmto room

ajure 5 \Wat.er
g R O T e b
NﬁMﬁﬁﬂel&Mﬁé}@Xﬂiacted twice with ethyl acetate. The
conmbi ned organi c | ayers m@ge dr %grover MySO4 and
evaporated and the resid ified by colum
chr omat ogr apRy4{(SiPhenyl-prepylpac- Ehsam):oy&zdl)z-tyhmdhel d a
colourless oil, (1.75 g, 47 &@' NS (El): 264.9 (M*).
10 b)
rac- 2- ( 3- Chl or o- phenyl ) - 5@5&5 trifluoro-pentan-1-ol To
a stirred solution of
2- (3-chl oro-phenyl)-5,5, 5-1 i fluoro-pentanoic acid
(.75 g, 7 mmol) in tetrahydrofuran (40 m ) under an
argon at nosphere was added sl [ithium al um num
hydride (0.4 g, 11 mmol) and m xture was stirred

£ ter

i e A IR AL el B g s
b'@r(és%)dw divét-iihe mi xture was stirred for 30 min.
After filtration the sol ve]%;{tnﬁ@ evaporated and the
resi due was purified by c%r omat ogr aphy (Si 02,
hept ane(SE4cKBenzyl- &thybalym&i)dnethyﬂ‘r%dihydso okdzpl-2 l’l?ﬁﬁlng ,
75 %; M (EI) 311.0 ((M+QAC) +)\n, C)
rac-1-Chloro-3-(4,4,4-trifluo e{]clodorrethyl butyl) - be
nzene 20 To a stirred solutio rlphenylphosphlne
(1.56 g, 6.0 nmol) and |mdé\zole (0.41 g, 6.0 mol)
i n dichloronethane (16 m ) under an argon atnosphere
was added slow y iodine 1 g, 6.0 nmol) and
2-(3-chl oro- phenyl) -5, 5, i fluoro-pentan-l-ol (1.26
g, 5.0 mml). The m xture was stirred for 2 hours at
10604t Geperdahinoemethial 12, 2Hdohé tbyloomat dladire-3-carboxylic acid tert-butyl

ester

To a stirred solution of tert-butyl (R)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate
(2.0 g) at r.t. in methanol (20 ml) under an argon atmosphere was added benzylamine
(0.935 g) and the mixture was stirred overnight at 60 °C. Then at room temperature
NaBHj, (0.495 g) was added and the mixture was stirred for additional 4 h. This was taken
up in dichloromethane and aqueouos sodium bicarbonate solution. The aqueous phase
was back extracted with dichloromethane. The combined organics were dried over
MgSO,, filtered and concentrated. The crude product was purified by column
chromatography (column: Isolute” Flash-NH, from Separtis; eluent: heptane/ethyl
acetate= 1:1) to give (S)-4-(benzylamino-methyl)-2,2-dimethyl-oxazolidine-3-carboxylic
acid tert-butyl ester (1.72 g, 61 %) as colourless oil. MS (ISP): 321.1 ([M+H]")
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(50 M) was added and m xture was extracted with
saturated sodiumthiosulfate solution 25 (50 m) and
wWoyasoedBDri c acid (1IN, 25 m ). The organi c | apEr/ERAS8/050765
dri ed over MyS04 and evapor at g The resi due was
suspended in ether and flltere to renove insol uble

- .‘n Qdac1d tert-
Mﬂhept ane/ Et OAC— 9 1) to y| eI d al |ght yel | ow

Yt o Do g5 S b B2 0 LT e -

catb&aytic hyidtot-bxal edterZSQ(D any) aer.t. Theethiahblg 16 odbonlthd anon

| SP 21 1

TS 250, SRR A cx .
Ehanmtter% v irg t¢ El) °C and Shrﬁmg Iahghdt entpebature was continued for 17

t hox 190 Jstead of

€R’;{$ (mixt%r gvaa ol d(? P(y r3t EX& £t eﬁw% %@Q}lm%gndé solution
RCTABR2008¢t0 Hitks Gﬁe coembB8d orgmprla))p?yd wrenteict ph@yivigsDn Eltered and
?(gng:f”ilt.r%tﬁ‘fl'(;h&rgs.i%liﬁ s ZPutrlﬁefl Ib?j (()Z(r)lcl),l n (T‘h(g mato tgﬁeiﬂhykgc%lu?l)n Isolute”
Blastr-&iie frars Belaﬁtigfelu]:n( ﬂelbmmﬂethgl dtyﬂa)e-—Zl- thiogyiveliSn2 dhleenzyl-ethyl-
in. st S t here

SPspr B B TRH SR Ry S TR Byi S L] exenrop me 18
%, a5e@lbi‘1ys§bd. OKABP): 2935 (a[MnBuN-IIZ) 0-~ I N HChiral O

01 From O Benzyl -L-threonine. Wite solid. M5 (ISP):

221.4 ([MtH +). 10 Exanple 377 (S)-4-
OASThE [@Bendyk ethyl-axinwitrhath 114, 5ditly drpdsazaxB ziahie yl am n

To aHtereg solu‘[1 10N o%) 4- (%lenzy?ammo -methyl)-2,2-dimethyl-oxazolidine-3-
carboxylic acid tert-butyl ester (155 mg) in ethanol (2 ml) under an argon atmosphere

was added HCI solution (5 M in ethanol; 2.0 ml). The mixture was stirred at 60 °C for 2

hours and concentrated. The residue was taken up in EtOAc and washed with IN NaOH.
The aqueous layer was back extracted with EtOAc. The combined organics were washed
with brine, dried over MgSO, and concentrated. The residue was dissolved in methanol
(2 ml) and sodium acetate (79 mg) was added. Under ice cooling cyanogen bromide (51
mg) was added and stirring was continued for 18 h. The mixture was directly adsorbed on
silica gel and purified by column chromatography (Isolute® SPE flash NH2 column,
aminopropyl-functionalized silica; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to provide
(R)-4-[(ethyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine (25 mg, 22 %) as
colourless oil. MS (ISP): 234.3 ([M+H]")

Examples 363 & 364
(-)-(R)-4-(4-Chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine & (+)-(S)-4-(4-
Chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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y C \ From O p-chl orobenzyl -L-serine. Light yellow
oil. M5 (ISP): 241.2; 243.3 ([MtH +). 15 Exanple 378

W@ R)08492785 ( Di et hyl - phenyl - si | anyl ) - met hyl ] PCT/EP2008/050765

-4,5-dihydro-oxazol-z-ylaninqlrZZ O \\ Chiral IN The
title conpound, M5 (ISP): 158.2 ([MPh+H + ), 235.1

([ MrH +.) was obtained iy conparably yield anal ogous
to the procedure descmFQéé for Exarple 228 using
(R-(-)- 20 N N

2, 5-di hydr o- 3, 6- di net h@xy- 2-isopropyl - pyrazi ne instead
of (R -(-)-2,5-dihydr 6

di met hoxy- 2-i sopr opyl t hyl pyr ne and

chl oromet hyl di methyl phenylsilane instead of

1-(2-brono-ethyl)-2-chlorobenzene in step a). Exanples
ARS)-4E(4A0h k008 GbA78ENACT, ERYAB)-050768-ylaming Gexample 344) was

> ) ¢ . '
A L R A R A BRI IR BN Feld (-4
tldotdab@dlyb-@lgcmﬂbé,Sgbbxphrp—qxazol—}ylamine (white solid; MS (ISP): 227.1
g[ Zg@gﬁ@@%zﬁg?g@@%&ﬁ]9)?5%8'(4)2-(95Lﬁ(‘l@l‘ﬁoﬁo@é\-%thyl-phenyl)-4,5-
diRydup-Pheoly?-ynsnd (wiyitirolidxds 61SP2- 327 drfil RECIaAs]] ), 225.1

5 + C
ﬁg)eﬁﬁﬁgggg*-4,5-dihydro-oxazoI-Z-yIanine (CAS

Bo88O%y86 esImide 252 and starting from the respective aldehyde was prepared:
(RS) - 4- Phenet hyl - 4, 5-di hydr o- oxazol - 2-yl am ne (CAS
103522-08-3) E:

4, 4- Di phenyl - 4, 5-di hydr o- dizarglle 365y am ne ( CAS
132798- gg 7 (E_: i i Y 5 .
(RS) - 4- BERAN GE wery medvb Phrmguto- SRudrgroszgh nimine
(CAS 103521-92-2) 10 G NH,
(RS)-4-CycIohexyI-4,5-dihydr%?$xazol-2-ylan1ne (CAS
63204- 74-0) WD 2008/ 092785 I'EP2008/ 050765 - 190
Clains 1. The use of a compoynd of fornula (Rn X R2
YN \>NH 2 2

F

From 3-fluoro-2-methyl-benzaldehyde. Light yellow solid. MS (ISP): 195.3 ([M+H]")).

Examples 366 & 367
(-)-(R)-4-(4-Bromo-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine & (+)-(S)-4-(4-
Bromo-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

NH, 5
o

©/F F

Br Br
(RS)-4-(4-Bromo-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (example 349) was
separated by chiral HPLC (Chiralpak AD, EtOH/heptane = 10:90) to yield (-)-(R)-4-(4-
bromo-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 261.0
([{*'BriM+H]"), 258.9 ([{"’Br}M+H]")) and (+)-(S)-4-(4-bromo-2-fluoro-phenyl)-4,5-
dihydro-oxazol-2-ylamine (white solid; MS (ISP): 261.0 ([{*'Br}M+H]"), 258.9
({"BriM+HI").
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5 01 wherein Rl is hydrogen, deuterium tritium
| oner al kyl, |ower al koxy, |ower alkyl substituted by

wh20089227185 | ower al koxy substituted by hal ogen, POIEEPRZPE$1050765

phenyl optionally substitutqqsgy hal ogen, or is
phenyl oxy, benzyl, benzyl oxy, | ower al kyl, 10

-0 (CH2)0-O | ower al kyI %ﬁy%é)&l Eyl cycl oal kyl or

t et rahydr opyr an- 4-yl oxy, erein the substituents for
n>)-R)rdy4-Kbldrhe- e;ahxpropqutheﬁydbﬂmdlhyﬁnosoyazdﬂehyﬂ,amlﬁ:é-& -(;+)-(S)-4-

- CHRCHR -, 1 CH2 R-. s -, - - ..
-S5O 20t Ch%%si‘ﬁﬁ?l’“’%ﬁ(ﬂ 'g%%%’%%’faé%lr%ﬁa?’dl&-
or SiRR -CH2-; nayNMe |ndepqﬂ?@ntly from each
ot her hydrogen, Iomer%:fkyl or al kyl 15

substituted by hal oge "R2.is hy phenyl or
| ower al kyl; Y is pheny pft hy ophenyl ,
pyridinyl, cycloalkyl 2 3,4-t hydr o-

napht hal en-2-yl, 2, 3- ydrobenzo 1, 4] dioxin-6-yl

or benzo [ 1, 3] diooneB yl; nis0, 1, 2 or 3; 20 o

| or, of i-C suit

S0Pt PPl BRSPS B eppte 350
Wbsasepma&tdd:qzmhua]fHHL@é@hea;lpaleABt EDHheptaae bi l090Y rtco:;aleld( )-(R)-4-

\E/d::cr:]l“ﬁt li,OOEI S g}t%r%%glt é&%gla ﬂle ﬁlaos §)93§Zbﬁ%—9/ija&mn8f‘§fl € sohd MS (ISP):
b_%spb( eﬁ’cuMﬁeb]r aexsy. 1a(1[{€%ﬂitMeh1 dehindit)- @pe(zachlom tzy;yclopropyl-

St ess- r ed. di s rder 0
B8 aEr PSR A an BEPERAG: MY EPSRIERET e
Emwk(%?cthHﬂ]$base neurodegeneratlve di sorders,

psy, m graine, subst ance
§%H?§¥§ﬁ8eﬁ%?%5§ Spﬁggggders, eating di sorders,
di abet es, dlabetlc conplications, obesity,
dysli pi demia, WO 2008/ 092785 P P2008/ 050765 - 191
di sorders of energy consunpt"®¥° ¥nd assinilation,
di sor ders4-andhicabfpheaylsalifangtm&bdly-4,3-aiNgarabiizel-2-ylamine
honeost asi s, disorders of sleep gnd circadian rhythm
and cardi ovascul ar di sorders—2.° The use of a
conpound of formula I accordi{pgvto claim11, wherein
Xis a bond. 5 3. The use of conmpound of formula I
according to claim2, whereig’Y is phenyl,
substituted by one or nore hal ogen atons. 4. The use
of a conpound of formula I ordi ng to claim3,
wherei n the conmpounds are
Cl

From tert-butyl (S)-4-(hydroxymethyl)-2,2-dimethyl-3-oxazolidinecarboxylate and 4-
chloro-thiophenol. White crystals. MS (ISP): 245.2 ([{*Cl}M+H]"), 243.2
([°CliM+H]")).

In analogy to example 252 and starting from the respective aldehyde was prepared:

Example 371
(RS)-4-(3-Fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(S)-4-(2-chl oro-phenyl) -4, 5-di hydr o- oxazol - 2-yl am ne

W@ R©®/092485 (4-chl or o- phenyl) -4, 5 PCT/EP2008/050765

- di hydr o- oxazol - 2-yl am ne (R§ :4-
(2,4-difluoro-phenyl) -4, 5 Rydro oxazol - 2-ylam ne
{’r?n%33’[u%% r%o@%ﬁ&&i%ﬁ%ﬂﬂ@e@éﬁz&ldehy(dﬁsgeuoy solid. MS (ISP): 249.3

ﬂﬂbﬁbhlorophenyl) -4, 5-di hydro-oxazol - 2-yl ani ne 15
(RS) 4-(2,5-difluoro- phenyl) 4, 5-di hydr o- oxazol - 2-yl am
ine (RS) -4-(2,3,4-trif|uoro-phenyl)
I afiyhy dxaon@x d3oWvadprgpani:ne  (RS)
-4- (3 chl oro-2-fl uor o- phe
-4, dlhydro oxazol - 2- ylaﬁ%ﬁ?ﬂiiﬁs -4-
-chl or o- 2- f(Ruar(@-Olebrhekyl-etldyl)-8,5-dihydro-oxazol-2-ylamine
- di hydr o- oxazol -2-yl am ne (RS) y4- (4-brono-phenyl)
-4, 5 -di hydr o-oxazol - 2-yl am
(S)-4-(3-brono-2,4-difluoro- iyl ) - 4, 5-di hydr o- oxazo
-2-ylamne (S) -4- (2,4-difluoro-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (Sy - 4-
(3, 4-dichl oro-phenyl) -4, 5-djhydro-oxazol-2-yl am ne
(S) -4-(2,5-difluoro-phenyl
-4, 5-di hydr o- oxazol - 2-yl am (S -4-

2

éﬂrt %qmn gmgféﬁﬂm S)ﬂ%ﬁ%lﬂgﬂ%ﬂ%@?&ﬂéﬁ ht§/ dzvy}oi tgx gtgls_ @{SyﬁISP)

%@:'f@ -4- (3-chl oro-2-fl uoro- phenyl)

- 4, 5-di hydr o- oxazol - 2- yb§ghp@s3k§§374
trifluoro-pheny

- 2, 3,

- &; )&Rdﬂh(;ﬁd%lomcézrmth@ Blheawf)rﬂeéi -d#)y draroxazol-2-ylamine & (+)-(5)-4-(3-
(3, 4- dICh|O h /i

- oxazol - g%$£gqx%é¥r§wag{iy%ﬁﬂl93)8 %%Y? amine
-4-nethy| 4, 5 dlhydrg- azol - 2-y| 2ne 30
(S)-4-(3,4-difluoro-phenyl)-4,5- dith \(dr o- oxazol - 2-yl am

ne (S) -4- (2,3-dichloro- phenyl) >4,

5-di hydr o- oxazol - 2-yl a e (9 (4-chl or o- phenyl)

-4, 5 -di hydro-oxazol i;j+an1ne (
-4-(3,4,5-trifluoro-phepylg cl

-4, 5-di hydr o- oxazol - 2-yl am ne (9S)
(IéS)(Zﬁ(ﬁmhﬂfr@'44mE{H}*PE)HerB/Ue4‘¥Jd)ihydro oxazol-2-ylamine (example 351) was
-4, 5- ydr. 0- oxazol - 2-

SR b6 Fh a6k Db RYH hep g A il 1 88)-4-C-
1855- m@né{ﬂ/l2191@%&1@&252&%(&’@6)5%’810%!31%95 Gohitesoi@2ME BISP): 213.1

([f@ﬁmwm ozlé,gagigplgwﬁﬁrﬁ) 4ad () (9)z-(3-chloro-4-methyl-phenyl)-4,5-

éh%y&ﬁy 9%&0152%5%@(&{1?@5\61&1 MS (ISP): 213.1 ([{’Cl}M+H] "), 211.0
I h qro oxazol - ylan1ne (S) -4-

(i%@HP%? L'dhenyl) -4-methyl -4, 5
- di hydr o- oxazol - 2- ylan1ne]b&5§ae37g (3-chl or o- phenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne '5

4- (8-l kb Chrraythenyl) 5.5 W@W@Dcﬁ(@abé] -42-dihygrorpazol-2-ylamine
o~

Cl

a) rac-2-(3-Chloro-phenyl)-5,5,5-trifluoro-pentanoic acid
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(S) -4-(2,5-difluoro-phenyl)
-4- et hyl - 4, 5-di hydr o- oxazol - 2-yl am ne (RS)-

Wa2(08409278%r 0- phenyl ) - 4, 5- di hydr o- oxazol - 2- y| anPCHEPRB)/650765

4- (3, 5-di chl oro- phenyl) -4, 5-di E};dro oxazol - 2-yl am ne
(+) - (S) -4- (5 -chloro- 2. f1'uor o- phenyl) -4, 5

ST AR 2PNt s g

(15 raB)was 4ddddatf-TRIUE bthpure dyb@propylmatd&ybhﬂpn %31 ml lM in THF, 31

- di - g 2- i A

bR S et B Ban ) 1ad e 5 piiropropage (43815 20

(B)oly #as @?dedfahdl dtecmpdmmetWa)s all@hwedbto warm to room temperature overnight.
h . .

BRI S95R R ol %5 RapdliRteady (dnh. Thagion mixure

v e)@&a@@dttwr!te Wﬂlh(}ithwl ptreary | ”ljheltolrﬂmh@.dl ordarBe Hllyhy oheoe dxxalzaver

i\dég%gy 8n§] exaa&)ora(teds gn tﬂiﬁ res}i(ﬂ% wag p(l gsd g}acolu RS t%%r” %h?f (Si0,,

0Xazo
hépthnazjﬁ@ﬁpheﬁhw o yiedd weblbyﬂesépﬂ,'s(l 75 g, 47 %); MS (EI): 264.9 (M™).
- di hydr o- oxazol - 2-yl am ne (RS) -4-
(2, 4-di chl oro-phenyl) -4, 5 -di hydro-oxazol -2-yl am ne
bRac-24¢3-ChlocdHpbend B5 Hlouwitlophreaiythn - 1-4l- et hyl -

azo

Toa TS SRR HEHORR MendPngaranypiesbimtyngs sif (7> 8 7
(RD)1) trAtetT&lh)beﬁlﬂaI( @045 -vhdéef dnuogan qﬁhmsp]hf)re was added slowly lithium
%lghg?%%%rgng? ﬁf( ? %01 6 hnéﬂ%l))andgﬁe m(thuPe was stirred for 17 hours at room
ﬁ:ﬁtbemtdfeofm(\adtdﬂ-uﬂwyﬂeﬁ('ﬂl ﬁleRﬁ)ZN sodium hydrox1de solution (0.5 ml)
%v%e(a%ldfs%?rlld: !j;le %518'[ he%stkﬁeéiﬁ@f ?(Sj m41¥ q%?er ?ﬂ(trazuon tﬁe Xoh?ergt Was

"ahip byatddoareid Z edstd2ie Waa plrie by column chromatography (SiO,,

égﬁé%q/]gfg) Chl |1?n[ ﬁ e}%elgillﬁ%)%[ourfgpseoqy(? 254 g,n}%t P )Y lMS (E%).%Il E‘W l\%_JrOAc)+').

- 4- et hyl - 4 (2 3, 4- trlfluoro phenyl)
di I

Td |ahyde@scﬂuarzmbf thk@ﬁphtﬁmeSXl 56 g, 6. O mmol) and imidazole (0.41 g, 6.0

m PBO(TB%gm (_lg _rté g %{]élnl'ell?grg%) Ql%gﬁlhe}e was added slowly iodine
6145 gttty bl X ahddo - 53 thilofd- pl@érq})pﬁe Bytkifluoro-pentan-1-ol (1.26 g, 5.0

d
@Oﬁh dt]éy@gﬁ%&?eggaé %Hrﬁ%?od%gi?@ﬁﬁ/?t O FEPRG LY S ghep ﬂlﬁ;]all%omethane
CBOaiD|Wa2 ayd@ndndemixt} waé Cthe&té’dhlnﬁf Srt@rated sodium thiosulfate solution

ESg): rg?%&rg)ggl?éné agééﬂﬁ gﬁv m%)nge organic layer was dried over MgSO, and
Ehpbrade T8e Ed%idﬁ%@va@b@pyﬂlded-lﬂ ethfer and filtered to remove insoluble
‘Erg)lhgxgp@?ﬁpg ooﬁ(ifé_ éjh? rgt}%? E)E‘rfl_tedSand the residue was purified by
C(ﬂhﬂl)‘ldiheorﬁ%t@g&bh?(Sdb%fﬁefi&ne/(E't())Ac OR) to fhield a hght ?rello_w liquid, (1.73
éé%d%fjl(ﬁﬂ ?3%0&%?%5) -4, 5-di hydro-oxazol - am ne

(+) (S) 4- (2, 4-di chl or o- phenyl ) - 4, 5- di hydr o- oxazol 2 y

am) 2V\8 % ?(/)(1)) gr?v )SSFS)%T{H u%(r)(()) %é:r(l)tgl 74655 dth:Cl[I'O 0 ol— -V amine

The title compound, MS (ISP): 321.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 228 using (R)-(-)-2,5-dihydro-3,6-
dimethoxy-2-isopropyl-pyrazine instead of (R)-(-)-2,5-dihydro-3,6-dimethoxy-2-
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(S) -4- (2,5-dichloro-phenyl)
-4, 5-di hydr o- oxazol -2-yla (RS) -4-

W@ 20080907851 or o- phenyl ) PCT/EP2008/050765

- 4- et hyl - 4, 5- di hydr o- oxazol - %rglan1ne (+) - (S -4-
(2,3,4-trifluoro-phenyl) -4,5- 3 I'hydr o- oxazol - 2-yl am ne

Bropi ﬁ&dér?%h% fazihad gal'cél[haﬁlé%s-£-%@)ﬁ?ﬂ_?%&o-1-1odomethy1-buty1)-
bSrzeid mstwa®of 1-(Bbomphrethyl)}2-chlorobenzene in step a).

et - - di_hydr o- -2aylamne (S) -4-
%ﬁe_ﬂ%‘%lj‘%w Jo giﬁgrrr]lg‘e;] LR v?égﬁt%!pal%a.
-4-et hyl - 4, 5-di hydr o- oxazol -2-ylam ne O (R) -4-
(4- br ono- 2- chl or o- phenyl )
_ 4, 5-di hydr 0- oxazol - 2-yl anPR&PI3%0 _ () -a-
(4- br ono- 2REM (R )et-Baerydxy-ethyl)-4,5-dihydro-oxazol-2-ylamine
-4, 5-di hydro- oxazol - 2-yl am ne (BS) -4-
(2-chl oro-4-fluoro-phenyl) o~

- 4- et hyl - 4, 5- di hydr o- oxazol ylan1ne 10 (+) - (9
-4- (4- br onp- 3- f | uor o- phenyl ) [ Chiral

-4,5-di hydro- oxazol -2-yl anmi e TRS) -4-

(4- br onp- 3- chl or o- phenyl

-4, 5-di hydr o- oxazol - 2-yl ne (S) -4-

(3, 4-di chl or o- phenyl )

Fepng Onlenzgl B-thltehymeowcblxtazdnd MS/(18H: gel.4 (IN+H])S) - 4-
(4- br ono- 3- chl or o- phenyl )

-4, 5-di hydr o- oxazol - 2-yl am ne
(RS) 4- (4- br ono- 2-f | uor o- plremple 37, 5- di hydr o- oxazol - 2-

ylan1ne
(S) - 4- (4 ](nodb“’ﬁ Sy losk ey 4> Wil dng oraroliaaBring.
| am ne. 5 The use of a conpouﬁqﬁﬁf fornula I
according to claim2, wherein{Y' henyl substi tuted
by CH3, CF3, OCH3, OCF3 or -phé*ﬁ"yl 20 6. The use
of a conmpound of fornmula I acgording to claimb5, which
conpounds are (RS) -4- ( fl uoromet hyl - phenyl) -4,
5 -di hydro-oxazol - 2-yl am (RS)
-4-0-tolyl -4, 5-di hydro-8xazol - 2-yl ami ne (RS)
Frbnf O-pIchidroleanayiel-baiae: plgenydlpw oil. MS (ISP): 241.2; 243.3 ([M+H]").
-4, 5-di hydr o- oxazol - 2-yl am ne (RS)
-4 (4- met hoxy- 3- net hyl - phenyl)

5- di hydr o- oxazol - 2- yI arixapl$78

§f) biﬁ%f@@l%’éﬂﬁq}en EeiRa ey ar S5 ATt Hmine

(S) -4- (2-trifluoronethyl-phenpyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (S)™\ chial

- 4- (4- et hoxy- 3- net hyl - phenyNy"
-4, 5-di hydr o- oxazol - 2-yl am

(S) -4-nethyl-
(4-trifluoronethyl-phenyl)

- di hydr o- oxazol - 2-yl am ne &:EL
(S)-4-(3-trifluoronethyl-p |)-4,5-di hydr o- oxazol - 2-

YHERAT Ry Bhung: 013 P 1584 Ry 8L 1% oL H Hevap fained in

edmpahbly lyield z(rﬁﬂdgbuﬁ touthe q)[’(&]‘elfwﬂe-c]@ktemyﬂ for Example 228 using (R)-(-)-

%§ qiléﬁf(i{hyd lwéﬁ?ﬁyu%gsgﬁqqn% pyrgﬁgﬁs}éﬂ;ﬂf (R)-(-)-2,5-dihydro-3,6-

clichh daly@hyeR- Mﬁﬁqiyl- Z-rytthfipn@zing ahd €hlbﬁ)met14yl dimethyl phenylsilane

ey of B bEzpp iy ParppbobegaBniitich . °

Examples A - G
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WO 2008/ 092785 PCT/ EP2008/ 050765 - 194 7. The use of
a conpound of fornmula I according to claim2, wherein

wor20og/op1ehyl  substituted by phenyl, which i s PCI/EP2008/050765

optionally substituted by hal agn- 8. The use of a
conmpound of formula | according’to claim7, which
conpounds are 5
(RS) - 4- bi phenyl - 4-yl -4, 5-di hydr o- oxazol - 2-yl am ne
Agitionidiyphe fiyllowvdngy knalyrbeanpordrde wexapopardd yd Bivi\Ré ligands using
0 b yl) -4,
él%gz%urgsr %I{aﬁ))g()%p‘f %8861 de@ﬂ%lyalbgf}e use of a conpound
af (Sf)e<Jr Riodreyl -1, Sadlhyzﬂrdfmcgzdldz ylhaim (ZZASV\héf)ﬁi 65-¥)i s phenyl

e R

o0 3-4- BéhzyIFh,é dllsyeirofoxazcﬂdnyiammﬂ: (ﬁfASf&Sﬁ&ﬁﬂ 6b- B) accordi ng

R P R o SRR s R R 88 ez -2

Ey M dnDiphenyl 9)5- di&wdﬁ)—otdzok b—ylfh-nl[mt rmg«;m@awm

| dr,o 0xa.
E3R) bSOt S ROR el dhine ey P2t 2
Gd{RS) et-Cydulaaxgl-4,3- cllh)a?m)maZ((lRSy)lamme (CAS 63204-74-0)
4-(4-fluoro-2-trifluoronethyl-phenyl)-4,5-di hydro-oxaz
ol -2-ylamne (RS) -4- (5
-chloro-2-trifluoronethyl-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne 20
(RS)-4-(4-chloro-2-trifluoronethyl -phenyl)-4,5-di hydro
-oxazol - 2-ylam ne (RS)
-4-(4,5-dichloro-2-trifl uoronethyl -phenyl)
-4,5-di hydro-oxazol -2-ylamne (+) - (S -4-
(4-chloro-2-trifluoronethyl-phenyl) -4, 5
-di hydro-oxazol -2-ylamne (+) - (S) -4- (4, 5
-di chloro-2-trifluoronethyl-phenyl) -4, 5
- di hydr o- oxazol -2-ylamne (-) - (R -4- (4, 5
-dichloro-2-trifluoronethyl-phenyl) -4, 5
- di hydr o- oxazol -2-yl am ne 25
(+)-(S)-4-(4-fluoro-2-trifluoronethyl-phenyl)-4,5-dihy
dr o- oxazol -2-ylam ne (RS) -4- (5
-fluoro-2-trifluoronethyl-phenyl) -4, 5
-di hydr o- oxazol -2-ylamne (RS) -4- (5
-fluoro-2-nethyl -phenyl) -4, 5
- di hydr o- oxazol -2-ylamne (+) - (S) -4- (5
-fluoro-2-trifluoronethyl-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (RS)
-4-(4-chl oro- 3- et hyl - phenyl)
-4- et hyl -4, 5-di hydr o- oxazol - 2-yl am ne 30
(RS) - 4- (5-chl oro- 2- net hyl - phenyl ) - 4, 5- di hydr o- oxazol -2
-ylam ne (RS) -4-(4-chloro-2-fluoro-5-nethyl-phenyl)
-4- et hyl -4, 5-di hydr o- oxazol -2-ylam ne (S) -4-
(4-chl or o- 3- net hyl - phenyl ) -4-nethyl -
5- di hydr o- oxazol - 2-yl am ne (RS) -4-
(4-brono-2-trifluoronethyl-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (S)
-4-(4-chl oro-2-fl uoro-5-net hyl - phenyl)
-4- et hyl - 4, 5-di hydr o- oxazol - 2-yl am ne
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(+)-(S)-4-(5-chl oro-2-net hyl -phenyl) -4, 5-di hydr o- oxazo

WO 208992188 ne WO 2008/ 092785 PCT/ EP2008/ 050765 PCT/EPE08/050765

(RS) -4-(4-fluoro-2-nethyl- §
-4, 5-di hydr o- oxazol - 2- ylan1ne ? ) (S -4-
(4-brono-2-trifluoronethyl-phenyl) -4,
5- di hydr o- oxazol - 2-yl am ne (+)
(S)-4-(5-chloro-2-trifluoro phenyl ) -4, 5- di hydr o-
oxazol -2-yl am ne (RS) -4-(ZE%€%%ro 2- et hyl - phenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne 5

( hyl - phenyl ) - 4, 5- di hydr o- oxazo
F @QOﬁa i &jg %hloro 4- et hyl - phenyl)
-4, 5 di hydr o- oxazol - 2- ylan1ne (RS) -4-
(4-chl oro-2-cycl opr opy phenyI)R
-4, 5- di hydr o- oxazol - gHYI- \*i§§_NH
-4-(4-chl oro- 2- et hyl - phe
-4, 5-di hydr o- oxazol - 2-yl amrhe (RS)
-4-(3-fl uoro-2-net hyl - phenyl)
Wﬁmgﬁpihydro-oxazol-2-y|anine 10
(S) 4- (4-chl oro-2-cycl opropyl - phenyl ) - 4, 5- di hydr o- oxaz

| am ne

BRS) is @@gﬁm isEEsTisng, fifymoloyisealkyl lopisealipyy lover gkl ybstituted

- OXagPhaldsehl R)We? §lk@§y suﬁa@tuted by halogen, halogen, phenyl optionally
-4-(3- chloro-4 met hyl - pheny

- 4, ssubshipEdRYdens - %-lypléﬁﬁym bepzylyprazyleEy, o O-lower alkyl,
CO”DQB“’Q@%f (fDQBW ﬂk)ll I@HC&H@M'RQI t ld%t'll@fl 3y t%traPMH%}%}rQn% yloxy,

Is CHR a . The use of a ‘compound
of fUhﬁﬁﬁlnathF S%@&earslf@r tlb lén%}i bﬁ the sapgercdiffersApounds
are (S) -4- (2-chloro-benzyl) -4, 5

xdi hArednaxaaoR - 2cy R re, OCH § —CHZOCHR CHZCHZCHf— -SCH,-,

(S)-4-(3- trlfluoronethél-ben%%{ dlhydro oxazol - 2-
yl aniHWe) 8Hz0 CHSCH, H,N(R)CH;-, —cycloalkyl CH,- or SiRR’-CH,-;

(RS)-4-(2-fluoro-5-nethyl -benzyl) -4, 5 di hydr o- oxazol -2

Ryt ama8e dndlepditRnil$ Goff cadh GEHEP ALMG lé@r'ﬂ—l&yﬁoﬂ lower alkyl
accordi ng to cI n11 wherein Xi s éH and Y is

phen?%sugﬁﬁjby Nyse of a conpound of fornula I
according to claim 13, which conmpounds are (R

RA- pReRetdavh, phenfd-odildwanaikyhxazol - 2-yl anmi ne (S)
-4- pheﬁefﬁyl 4, Sﬁd|hydroﬁg§azol 2- ylanlne (RS)

-4 net hyl - 4 am.n
¥S) St SRRy P Ry St ST YREk ne
30 (RPhthdAerpbanet Nyihydrobeftidiydidiodn a2 @l or Depicd MBhdHoXdb)5-yl;
-4- [2-(4-fluoro-phenyl) -ethyl]
-4, 5- di hydr o; oxazol - 2-yl am ne (S) -4-
flo- (ﬁ%f P’&o?rg’-’s- met hoxy- phenyl ) - et hyl ]
-4, 5-di hydr o- oxazol -2-ylamne ((S)-4-
p2- (B224brd; f |1 uor o- phenyl ) -ethyl]
-4, 5-di hydr o- oxazol -2-yl am ne (S) -4-

! i ggtaéf;] yé arl%gce%tlpepﬁff%lt%ble %ld Xd&ltlon salt for the manufacture of

medicaments for the treatment of dlseases related to the biological function of the trace
amine associated receptors, which diseases are depression, anxiety disorders, bipolar
disorder, attention deficit hyperactivity disorder, stress-related disorders, psychotic
disorders, schizophrenia, neurological diseases, Parkinson’s disease, neurodegenerative
disorders, Alzheimer’s disease, epilepsy, migraine, substance abuse and metabolic

disorders, eating disorders, diabetes, diabetic complications, obesity, dyslipidemia,



10

15

20

25

30

35

35 (S)-4- [2-(2-trifluoronethyl-phenyl) -ethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne WO 2008/ 092785

WOMBEP2808/ 050765 - 196 (S) -4- [2-(2-f| uor oPE@HEPZINY/050765

-ethyl] -4,5-di hydro-oxazol - Zlghanlne (S) -4-
[2-(3- fluoro phenyl) -ethyl]

i:hg {ﬂggé}’%g %ﬁggf&%ﬁ élﬁ)nl aq!ss;ﬂﬁ {t?)n, dforders and malfunction of body

tefyeraditfeyldmoeostasiz, 011302@1@([; ahslepp an@$)rcaddan rhythm, and cardiovascular
%%r% };Sol yl-ethyl) -4, 5 -di hydro-oxazol-2-ylamne 5
?-ﬁ-(Z- mtolyl-ethyl) -4,5-dihydro-oxazol -2-yl am ne
(S) -4- (2-p-tolyl-ethyl) -4, 5
2 ditreyge of oxampduRl oflfarmule [ @&)prdiag to claim 1, wherein X is a bond.
[2-(4-trifluoronethyl-phenyl) -ethyl]
-4, 5-di hydr o- oxazol -2-ylamne (S) -4-
p.2Th&userdf falcampormed hﬁfmmh@dﬁcyordgtghy Iclaim 2, wherein Y is phenyl,
I (R -4- [2-
PR
-4, 5-di hydr o- oxazol - 2-yl am ne 10
Qsa}?%s %fe(g’oép%d%ﬁg&rl@h %é’éoﬁhﬁ by éllu],nr %fg/FIgérQ Sf%%nds are
GSétéhyZ ]:hlotp 5hd1yhy/ﬁi3®hlqoda<z1okaz®l )Zhdmnme (S - 4-

g LTl LIS SRRhDL SUREROR LAY BGIK] . -ethy! ]

[RS)EB43, Allisﬂdhﬂ)rd—phenyﬂ) HdF(ilhBirhde-aM‘le%yllammeet hyl ]

é %géj% tan e g’?lgn dhe hyﬂf{ ;19 t(ﬁéafcfl@ imine

QMS)54 @, Mmhh)roph@wl) 42551111}&/1&0&9)(4251 @SJaine
;is)(f éfﬁ dg{uoor% hen CH g SP(F Enc}/ro oxa%(grbyyl%mme
[BS)E44%,B Harlﬂuﬁr{)ﬁﬁtdmy]) éphdrh)yldjo OI&tzbylz]ylamme

d
(00 L RBEP Py Prl Sl amine
(RS F-cdlpbo- mﬂmy)dcupheng@zm,ls cﬁhgdramxaml 26Bymindk-
RS R TN
[9-4-8- bl‘(ﬁﬂdD—Zﬂlhdﬁﬂybl)o pl@ddyw-él 5- dlhydro -oxazol-2-ylamine

S§ 4(53? Jé H%/fgl{ogo 3 ﬁ%o%/%\r'fglf) E%%a%ogf%(eﬁéﬂne et hyl ]

(SA 45(314401}(1&1610(;)&1&2[}@ -4&&1“1@@110%21261& -yla#hrine

(ST 0Bl dhssul 1o og R e g e - et M

_53-4—?4—&(112@@11%;}&); g Btmwc}znfnmg?mmie?el ) -ethyl]
PR S PRy afhgreest 2 Hamine

ST ?? AL A ]

U RyaRBo s 25 R Reor B g arkne ©

-4-23, ¢ldichi ro Ihien1f 4 e bt Bydih whemxhol -2efl hiyiide

4’5[&? ﬁ@%ld(%&b 3 ﬂyzr nbe[tzlwii]él)agndﬁlyd@ 0123201 2-ylamine

I-éhy:dﬂQ‘Ifﬁ))bﬁ@@hﬁﬁ}fl)/—hﬁﬁﬂlhﬁir()%xaﬂﬂ 2-ylamine
oy 3y aor ey ighne !
=4-B4- Eﬂllurdzf phémyl)r4, Fld;lgrdmkmn mlmeﬁmle) -et hyl ]
Doy 0 chae Ry P Bt eeing 1

B¢ ey ely-o-flaag: @her%fl)ﬂl ardimelrd®xh ) -24ylamine

(
[
€
E
(
(
€
E
(
E
E ‘é@dF |9%{ g(;%lﬂ%réf_%%,gfdﬂﬁyéiro—oxazol—Z—ylamine

EENRS r\S’JASQ Moé I-@b& h‘ﬁ\)é& NN
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(S) -4- (2-phenyl-butyl) -4, 5
- di hydr o- oxazol -2-ylam ne (S) -4-

WO 2008492783 f | uor onet hyl - phenyl ) - propyl | PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne 19%5) -4-
[2-(4- tr| fI uor onet hyl - phenyl ) -Butyl ]

5§ 4? ?j ?ﬂgl?rléﬁinél% %h@ﬁ?%&a@%%ﬁ%ﬁine
G%_‘E(i}*tﬂﬂym @-fbwanz (pheIBLl)y‘{l éf‘dllm;&ir_@fx@ﬂ?l-%ylamine
AL R L e a3 b sbiag
RO HERR0QIB O BRetGD -4,5- dﬂ&fﬂrdﬁ S)iazoll-Z ylamine

[iS)( 3 égqbdl j loupq{ea}zflgqeénwl%rdrdo oQaQX % lan}]}ne

(2-4-8, Sdﬁlddrm@hen)ﬂhermét)lyl-bﬁl{dyhﬂdro oxazol 2-ylamine
I%)( ﬂﬂ?l ug%)p ﬁrgfnﬁélfzc’[l%)ﬁ m ngzol(Z lamlne
GMS)54dBJ5y(ﬂddeﬂ)(p]Z®iyl)24 §’-|dﬂimdrre0(4ﬁ)ol -24damine

ﬁ) é’:"j d44 i]Sd ¢ rl(())rl’(l)gé( glilghenﬁerfygmg X d¥h)]§1r? §5(az£?l 2-ylamine
(2~ (-4 (%dﬂmopjﬂlmmyl))él- @-kidp'yll‘d oxazol-2-ylamine
Eé:—‘gi dlh}.% enqeﬁiyy 4%%1?1}/(1‘1&) 3xaz§l 2- grl%mme
H‘D,_' &) dld-fﬁjﬂltr:ogllado}?hﬁqﬂ);g 5 wll?)rdljdt)]-e)xaz(o‘B)Z ylamine

ST o Y Yt g viapine
[2~(S2-4- {mﬂ&hma@k?yle?—b;it—leihifdro—oxazcjlﬁ—ylamine

E?é 4?%? %ﬁ%/tg Hogo- %ﬁgﬁiﬁ m%kﬁ{% ? %lil{y%)ro oxazol-2-ylamine
GRIS)FFETI’@}ZH 4535305 hyﬂil‘(ﬁe{phaﬁﬂ -4 2~ JihpddonexazdlR-ylamine

4aﬁ4‘ h%oré%?ﬁ%ﬁ)r Ef 219{][5{,])/41 ﬁg%éﬁ & sz l?h'ﬁ% IE j)_ oxazol -2

(Rs)nzetbyididhlcﬁoebﬂwﬁba Baidzdlo-@xaybladvyhaening S) - 4

r : .
kS4B R P SR st Gl st 3 filpes sl 2gmine
[BS)(4¢1- bttﬁﬁ@-phhleymyh)i dlbﬁd’iyldxazol 2-ylamine

%S)r%ﬁ &5 p%éeﬁ%ff oro % 4?5 Xlkygn ro- oxazélsg ylamme

61%5)54- M- bkﬂiﬁ@-ﬁoﬂﬁﬁﬂﬂlphgn —&m—(ﬂlﬁ d%-oxazol-2-ylamine

iSRSt e Ay g v o-oxazol -2
t-A4)- &) dii- [y Broan © RO - 255511@13r6¥%xai05)2 vldmire( S)

(ﬁ £ he%krgg Ffﬁlg?r& Phwﬁ’&f})metﬁ}qrélgS %{hyﬁ%f)%az% ’ﬁlmlammgzs
(RJS()aQ aletidA vl @r8, 4’1&1f(Lﬁ)ro -phenyl)-4,5-dihydro-oxazol-2-ylamine

Sézi Lég%Flﬂlﬁ?g’i ﬂg%’fé‘lig €y li/)!f? Sﬁl{%’h‘)@ 42§t )ilo4oxazol 2-ylamine

IQS')(42nfkt@l-@lm40&ﬂ)0ﬂ@hliﬁ)d|1ﬂuorsiﬂh¥h)}l) 4 5- dlhydro oxazol 2-ylamine

%S)r% }Blllﬂﬁ‘ (g %Xéj roorggg)lglgz -4;5- (XlLygn ro- oxazol 2 ylamlne
A, bt Hehyel-0-Mad phed Y4 -andtha 4§H1hyﬂro oxazol-2-ylamine

(

.

Eﬁ ﬁé%%?lﬂglgf 2}58:[&@12%0%3%%!% el h%l}% &yp-difydro-oxazol-2-ylamine
[12s)(B¢4- bktﬁﬁ@-ZFﬂ'BﬁfﬁéLﬁhenﬂl)uM ]ilhydro oxazol 2-ylamine
E
€
E
[

%5>(43??cﬁ1dgﬁrhgo eazsl 4 Iﬁﬁ@anﬂ/#)'i lmlrg)rqxazol 2-ylamine
4,(®) di hydarh Bbmy)-¥ b aithyio- 03(52({13)yl§m1ne

% (S Wk abeng - a0 gyl viamine
- 4,

(3-chl oro-5-fl uoro-phenyl) - butyl]
5-di hydr o- oxazol - 2-yl am ne or
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(S)-4- [2-(5-chloro-2-fluoro-phenyl)-butyl]
-4, 5-di hydr o- oxazol - 2-yl am ne. 15. The use of a

wa@opoTes of fornmula | according to claiml, wWhEr/BP2008/050765

Xis OCH2 30 and Y is phenyl. § The use of a
conpound of formula | accordi n to claim15, which

- |
oD o5 L it o
G%)(%(%:deh@rphéwoﬂyﬂemh@rﬂybA 5-dihydro-oxazol-2-ylamine
E—ﬁ)l_@%g%&y 4 gﬁr&gr% 811'4%”%1&%1%)50)&%)1 2-ylamine
GSQ,-éErrﬁttHy;Mr(d maztuora-memﬁ A45-By POOS08 27 @5 mine

F@é@gﬁg@géo?g%pgg% )P(lerll‘?‘fz)ta % (rgf%thyl -4,5-dihydro-oxazol-2-ylamine
(9; B{dillghr- ph@)yb)szleth'&l- WSaiﬁl‘ythfolc(XSjol -24ylamine
(4580 90 BRERPHUTBLI Ly b 3= NS S ifEZ iy am ne
4)-6) di- WUKO&II-I(BRailhjreaphyhydbﬁélrﬁedihydro—oxazol 2-ylamine
(23474 By b 090 SHBRPAVTRNON s S G122 -
() (S3-4( el-bliamm 8- fhfmean@hynn;él Myl Jihykir6- ammmzr ﬂamxra:zol 2-yl
j nd of
g:{:gg 84 }%ml}l 1) cﬁhg?rr% e?églg%u ¢ @g%ﬂ.‘m%nd Yis
henyd,4- dv&zﬂnh)‘re+phehjflé.l4€ﬂh‘}dw&dlhyﬂr(( S}azol 2-ylamine
h d azol | am ne.
- RHE R s st T B R SR o
CRSQI-4¥(4ﬂ:broM‘ﬂ@JQeﬂL[DréﬂpheH)ﬂ%}dihydib(—:b)hizd)lsz plaetiyd or Wher ei n
ounds, ar e
PR R Ein o) DRI RAIBIS - 1 ar ne
or (R) -4- (3 - phenyl propyl ) -4, 5
dr 0z oxazol Th.
SOl T bFo P B S T AR ASEORYTE b TNt S TURGy s Phen
HibstitusédH2 CH;, -GG CEosr OCHZPBERyl. and Y is phenyl,
wherein the conpounds are (R
- 4- phenyl sul fanyl net hyl -4, 5-di hydr o- oxazol - 2-yl am ne
6.Rhe e benzanpsudd afifyimsh Myitcodding to claim 5, which compounds are

- L G SaR e Ry KerR DN - Sonongral 3-0vainss - 2-y1 ami
ERF4-0RDIyt-4;5-dilydrbl xagolpheamlisul f anyl met hyl ) -4,
T T L
(I(Q‘)QAI\J(AR)I(BH%W Tietiodpkynyl CHB-dibydrSidRR ol GHlamaied Y is
?@54[% tf’li’wfz& %h?{fg’gg&gwgr?yﬁ?mwm opr opyl net hyl | - 4, 5- di hy
RD-DxaBeM E)xylpaehﬂ)?—4(5$a1hy&ko[dxaz<ﬂ4% t}lhhﬁ)ﬂieo phenyl)

53y4c l(ZO'P lr(r)rr%%t l)henyl) 4, g drﬁ/y o oRAZ0N- 3| ylam}/  am ne
(S)-4-(4-methoxy-3-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-methyl-4-(4-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-methyl-4-p-tolyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-methyl-4-(3-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-methoxy-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-methoxy-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(S) -4- (1-phenyl-cycl opropyl nethyl) -4,
5-di hydr o- oxazol - 2-ylam ne (S)-4- [(benzyl-ethyl-

wapegoa0)2785ret hyl | -4, 5-di hydro- oxazol - 2-yl am neCTEP200$350765

-4- [ (dinethyl-phenyl -silanyl )9 met hyl] -4,
5-di hydr o- oxazol - 2-yl am ne. Ol ﬁl The use of a

n
7 TR ‘rc“ifg&aqt‘ﬁ(%dﬁ& fbm"?ql%‘f gd o g‘Po 85.?# g‘y‘ﬁqer&ﬂ %ﬁ%ﬁer&l
substiomeklyt pheyB3whidhyisopiveralp sbstifutgd bl)r lalogenor 1, 2, 3, 4-
t et rahydr onapht hal en, whi ch conpounds are (RS) - 4.
(2, 3-di hydro-benzo [ 1,4] dioxin-6-yl)
8 ATte- ke bf/a:lcqmp(xtazkxbf ferytilaaaerdigRE) claim 7, which compounds are

- h 27 y! | -2-yl 35
E@?Aﬁglﬁl 14ﬁ‘}é\ll é% dllhy’d? % %Z%%ﬁ']a %ngazoly gmylngm ne WO
N eBbph2MB5!- ‘ﬂ@ﬂ’% E%ﬁ%b%@?@@lamm&@g (R

t hal
L RT bR Batery P ey oxapolZatmaren-
-yl met hyl -4, 5-di hydro oxazol 2-ylamne (S

RIS S R TR LR g oo

sdqsﬁ&tﬂedﬂly}d@@lrb)oabp haldged @nd @, h8ogeB)and CHs, halogen and cycloalkyl or
a hth 2 yl - 4, 5-di hydr o- oxazol - 2-yl am ne (S)

b’é’lhﬂ (ﬁgoFo pyridin-4-yl) -ethyl]

-4, 5- d| hydro oxazol - 2-yl am ne (S) -4-

_& ’[,(Qh% dlts‘#) l uo%gé()oglgr_ 5 rp‘n%/ I?ng %ccor Jg 204cla1mhél thereln the compounds
hi2- ( 2- methyl pyri d| n-4-yl) -ethyl]

o TR e TR el S
€9)tad-aldoro- AGQQBoxyAplmmpouMﬂqﬂrd -okdvol-a-ylanAinaccor di ng
51 BB bR sy B 4 U
sreye 44 n-flliok é-erteifitipronidih R heaylhvich-dihedro-phesly?-yamihewer

L TPCREENE WA T T
(BS)ehl peilopheniitlyiorofhettdy]-phietiy ta 6~ dik adrol oxdzolH Apliafigne
(RS)-4-(4,5-dichloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4,5-dichloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(-)-(R)-4-(4,5-dichloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-fluoro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-3-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(5-chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-3-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(RS) -4- (4-chloro-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne 20

W@ RBpR7¢2, 4- di f| uor o- phenyl ) - 4, 5 di hydr o- oxazpCF/RP30EOS50765

ine (S) -4-(2,3-difluoro-phe )é
- 4, 5-di hydr o- oxazol - 2-yl am ne ""(RS) -4-

4 - 2- vyl am
(5 1 ADLRLOBAN s 5 A DYA 952y i e
¢4)-6) di- ty biroon @R arif he@nydtlayli phenyl {-RS) dihydro-oxazol-2-ylamine
gni)_—é_%lél?i,f Cﬁl((r))rloo%( g@%ﬁorgﬁl%w#heny%él 5-dihydro-oxazol-2- ylamlne
(K§8)4-(44-€lﬂoml2@ﬁqd Z>hf:1h}d|b|4;5 -ghehyloxadql 22-damymlr o- oxazol

| ai R | .
I RN T T TN,
(RS)- ‘5(3 dhlb;&ﬂﬂonﬂhﬁz;dienﬁ)w 3idlhlyér0( Syazol-2-ylamine
(I%)(AI’S&AP ro o clofaliopgloé é’—ldzhg rq—ﬂz(azol—Z—ylamme.

(85 %(@Cﬁlbt{ﬁﬁ&ﬂpfﬂ}@hyﬂlﬁl) -44; dlﬁydrdidxyziﬂd—}dxmz‘mzl -2-ylam ne
1594 Burogh crnd sy S oa el 5 BRAZS - 2-y1 a
(-4- (AS)hleﬁrQ—Zyﬂe}ﬂnoﬁ)iylH}ﬂ’[mybh%hyl[@ydro oxazol 2-ylamine

hyd
(B0RF S s ey AR 45 iip-orsn 2 waingr
@%(£9ﬂ8%4%ﬁhﬁﬁﬂ@ﬁﬂb Gﬁﬂdﬁ&dro—dﬁﬁo]( S)yIa-nﬂﬂe.

(2,4,5-trifluoro-phenyl) -4,5-dihydro-oxazol -2-yl am ne
(S) -4- (3-chloro-2-fluoro-phenyl)

1 & Thedishiyith @nopa@mdl of 2Zeryhdani aeordify to-daim 1, wherein X is CHR and Y is

E’ 315 trifluoro-phenyl) -4,5-di hydro-oxazol -2-yl am ne
"Y:4. (3, 4- di chl or o- phenyl )
4 nmet hyl - 4, 5- di hydr o- oxazol -2-ylamne 5 (S) -4-

hl or o enyl . . .
A IRERS PE RS R dorapedy biecardjpig i siuim y high compounds are
(-4 ditilbtbenzphensdihydé-omzod 2 Ymhiiae oxazol - 2- yl am ne
ﬁ)%(?gfrh%xgmg@ggh%&%l) pﬁr gwgro gzol 2-ylamine or
ERS) (4 TR Lioross-pheimt i benz ) -85 el ibydib @xax@d 20V ladind ami ne (S)
-4- (3,4,5-trifluoro-phenyl)
-4,5-di hydro oxazol -2-ylam ne 10 (S) -4-
(3 “Thle|ueé Of dedrhpraimd-diiemyil) [ according to claim 1, wherein X is CHRCHR’
g di.h dlro oxazol -2-ylam ne (S) -4-
%Ilfi 3 f | uor o- phenyl )
-4,5-di hydro oxazol 2-ylamne (S) -4-

E%) egllsef: l or O rc]l f]fq)r[t}wlgl gclﬁg {1%) tooc 2?1r2n013 wh¥ h compounds are
(1) 5pdeﬂraﬂdﬂqr smalz/afo BXMmey[hG}mné S) -4-

(G FobrsToRAmot b praales Yigings) - 4.

(&)mh@mm kzrhyf 455hﬁ19'dwdi’x@zd3>9a}21@ﬂmr%- yl am ne (RS)-
(SZQ 4(?63 g}zlflﬁ]fma%ly%ﬁé@]p Q%gigzoo yezlr%nez ylamne (S)
¢R5) B b Ryt et s T diR Y dhioCo % elzDlvkadriié anmi ne
(S)-4-[2-(4-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-3-methoxy-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
((S)-4-[2-(2,4-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
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(RS)- 4-(3-fluoro-phenyl)-4,5-di hydro-oxazol - 2-yl am ne
(RS) -

W@ 2¢08/0%788 chl or o- phenyl ) - 4, 5- di hydr o- oxazol - 2- RCEEP2968/050765

20
(+)-(S)-4-(5-chloro-2-fluoro- pﬁgnyl) 4, 5-di hydro oxazo

gg) # gincf)lngrfaé ﬁ)“YQ eQ]I%)I]rnll% dl%%;rgmf%(ng ??ﬁ%llf% phenyl )
454 41{31 t3¢fludyo- ﬂlendl)lfﬂﬁdﬁb%x@mﬂm&xwdfﬂ ylemirer) - ('S)

S? rdﬂﬁporg g)%n%{y}l efh 1 AESG r(%lq'i)Jay &Qaz&f?%/%ml%eyl am ne
eSdHl_wyZ}pftzkykgdnyl) o ry;lﬂar:irmevaﬁl I2 Ylammedl hydr o- oxazol - 2-
R L o Ao S A
Q@F@WPGOLYbXMbH- 2-djHydni-ngazol- R—&)amme

iﬁ’:ég_ﬁdr Oﬁluoo(r%f){lgtz {agelzniﬁ) 81:1}[](%&'756%%4)7&%) oxazol-2-ylamine
(#- @fbfﬁ}{mmnyﬂn)?thyﬂphm@yéthyﬂl -45%-dihydro-oxazol-2-ylamine
Ig) Q)f gﬁloé%g zh%ly rgﬂ?ﬁ %@ adh)ﬁCﬁaroc))( a%f’)%azz‘t’)lfnnén yl am ne
@) 4-[2- (3 4- dlchloro phenyl) ethyl]-4,5- dlhydro oxazol 2-ylamine

hl 3-f1 5: di.-hydr o-
é&j g% 42d?l oE%lélor(z ?r{y?) Qtﬁ(]gyé}bg 81:}[18 )}/33% ?2 y%rrlugg ro
Gﬁkhmi(@ﬂomﬁ)hﬂﬂhqtbmﬂhybphaﬁﬂ) -ethyl] 4 5 -dihydro-oxazol-2-ylamine

(ﬁ ‘gﬁdp% H?r (%‘tré %crrtoéle }}ygo%l:\gréﬁ)hfetgél)] )4 5 dihydro oxazol-2-ylamine

(#A- @[D(BJS Blidhlarofpdrepyierity) | -4,8,dihydro- oxazol 2-ylamine

5 P B B AR bh o e B e x93 e

@9-4-[2-(4-fluoro-3- methyl phenyl)-ethyl]-4,5-dihydro-oxazol-2- ylamlne

RER PRBIOB OB T S R gialof Py hmine

(S-4H-0r-Gubrof 3wl @orphethyl -phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

S S DS R SR

¢4; b1 D hyliloao- 6-)tﬁﬂ@d)roﬁteyli}ﬂlmhﬂﬁyl) -ethyl1]-445-d{tbdro-oxazol-2-ylamine

(%h%%f?a ﬁgéré)z -Itrl% %Sg%_fl-?%(y (pﬁgljlylpﬁtlwﬂt%%dlwdro oxazol-2-ylamine

(HA-4d-01- ﬂu8r053dﬂ1ﬂ1hdt6frﬁtmﬁt§2ﬂ)}ﬁ|el)lyl) -ethyl]-4,5-dihydro-oxazol-2-ylamine

S BT hat AT el SR LIS e
f§?4—{24-(3 lélﬁzﬁdghgflﬂuﬂrrogﬂeﬂw ;ﬂi&ﬁﬁyle)hy_l 1-4,5- déhyd_r(:1r _oxazol—Z—ylamine
ESj;JgEﬁf—g# 6h12rqs3 &{15‘\!?{8%%&)%11}5%) -t ﬁ%{]ﬁ—ﬁh})@,ro—oxazol—Z—ylamine
ES')d4 hl}LﬁfeﬂIy@-)Qa;Z}thlZethiflMEl’-l&lhyﬂﬂasbxazél 2-ylamine

83 ég n:ﬁ{}ﬁ?rg)h% @%ﬁﬁogleé]&’l‘ﬁbﬂyl)(ﬁéyl 1-445-dihydro-oxazol-2-ylamine
(- éﬂ-{lj(ﬁﬂh@lfo%-@ﬂqﬂ}lmtb}net}{’ﬁ @Bél’(}&’j etfyl] 51,5-dihydro-oxazol-2-ylamine
(R £ B Rty R renry st &b yaroseldzgrmine
33[‘21 ne(4- tﬁloro ﬁ)ﬁ)nyi)%ut(fl? #5-dihg Bt PbRrzph yanilne

am n
5§ %K%PE%YL$BW§h‘§ﬁﬂlljyd¥a O5a7g) ﬂyvé%%lr@xazm 2-yl ani ne
(5839 2>-f4- trﬁfﬁlo'i’oﬁﬁbﬁlm -Bh&ryP ?6&/]) -4,5- dlhydro oxazol-2-ylamine
Agrr?tl45d|hplroo %’%
(S)-4-12 trifluoromethyl-phenyl)- utyl ]-4,5-d1 ydro oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-propyl|-4,5-dihydro-oxazol-2-ylamine

(S)-4-[2-(3-trifluoromethyl-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
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(+) - (S) -4- (2,3,4-trifluoro-phenyl)
-4, 5-di hydr o- oxazol - 2-ylam ne 15 (S) -4-nethyl -4-

W@ 2008/0%78% i f | uor o- phenyl ) -4, 5-di hydr o- oxazol - PE/ER290$1¢50765

(RS) -4- (3-chloro-2-fluoro- pgeé yI)
-4- et hyl - 4, 5- di hydr o- oxazol ylamne (S) -4-

DL STPNE o omo 5 s i
(%-%fb@S-ﬂifhfdrMep)ﬂbbyty) ]-4,5-dihydro-oxazol-2-ylamine
Eﬁ’:‘%l%%ﬁgé% %gﬁ l}]u%}(]li// |4%n311ﬂ§dro ($Razol-4- @amme

(9 ;ﬁﬁ{ﬁihy«ﬂufh}omaaphehymbytyﬂml hrelilp@lré-aS)zol-2-ylamine

siiz%‘t}[_ﬁf ﬁuaro fnlgﬁ%ﬁﬁ olpr }:;)1}‘/ él)z50<]‘11h§dro oxazol 2- yl(ansme (S) -a4-

(#- 49[b(‘ﬁ)4 3hdhll010¥phepﬂélpyd>];)yl 1-4,5- dlhydro oxazol 2-ylamine
ﬁ ég ? kﬂjX %1(:91%(% }gli”b%h?ﬂ @edﬂgy%s 2) oxazol 2-ylamine
654 ZE{ZJ(Z}ﬂdOI@—}ﬂmybFb@ylﬂ/—léléﬁdlhgdro(@azeléfz ylamine
h . .
o BT B BRGR st prehal- 45 iplro-opagol-2- g,
(8- @{bfﬁ)e]ﬂoﬂhbbﬂ?@l)pﬂhﬂﬂ/—%ﬁ dihydro-oxazol-2-ylamine
-4, |
(e PR RSO B RN 5 -l wtranongrs) a-daming -2
yﬂ)aﬁ’ﬂhé?a olilord-Shenyth-ethvl] -kZlFmBmy]ZAl Sldlh)YdIe{dX@IQHZ}ylarﬁmé
-di Z | f |
S AT T T
(SR)m[J—(ABchl?fb Pheriyd)-&thid| 46[331hy@ﬁ|r&alzﬂg:$laﬁ’ﬂne v
T ; | en ower a n

I RLE ot R Db haam R B elobal B 66 202
)-4| pbﬂthﬂaﬁephetm/h)l buytylg i, 3- abllyércﬁﬁxaioawlatrmﬁa sal t,
{Q éf S? %@}%glﬁedﬁ ar)e4p§,] gﬁv?iso O)zflzgl 2-ylamine
(S Hhy @) @-pixagDbu@t)y4, sdinelr¢ 8y zol-2-ylamine
ESjEégLé_—f %.%1'?1[0%50— ?gﬁ{glg%—ghgliy&:—%ﬁﬂ] 54?57-&{}1%3}0[] gxa(zcli‘? %—ylamine
GSA;ZEZZitbyﬁﬁdhld}bmhyl}emyﬂm ‘Aeetly] {43Sihydro-oxazol-2-ylamine
- &- = 0oX
gsj’-zé_[%]ﬁé (¥ é)gg%ng Iéygrgﬁgﬁér)dro(—%azol 2-ylamine
(A-511-01, iy-ld'lc‘hl(ﬁ'ﬁqjmﬁﬁb xethyx agalmlggyb@mmz(mmle4

- oXYy- en ro- am ne
Eféjépfﬂal—flgg%gr— e]nl)j dlgﬁc@r/q Pyzolz2 ? gl%mme y
€Dy Dl foz 0l fhudry- Eﬁﬂﬁym)%b(l‘@l) |-4,5- dlhydro oxazol-2-ylamine
(Sﬁ Lépdnff;@gg}/ éolilé:gg(lt) pé V{baﬁ?%b)él 5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-5-fluoro-phenyl)-butyl|-4,5-dihydro-oxazol-2-ylamine or
(S)-4-[2-(5-chloro-2-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine.

15. The use of a compound of formula I according to claim 1, wherein X is OCH,

and Y is phenyl.

16. The use of a compound of formula I according to claim 15, which compounds are
(S)-4-(4-fluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3,4-dichloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
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10 (S) -4-nmethyl-4-(4-trifluoromethyl-phenyl)
-4, 5-di hydr o- oxazol - 2-ylanm ne (S)

W0 2008092783 f | uor onet hyl - phenyl ) PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne | ).
-4-met hyl -4-p-tolyl -4, 5-di hydro-oxazol - 2-yl am ne (S)

KSi:égE%dl c'élfoorgja Bbﬁnge%)ﬁm%hglhy%éég%kgl 2-ylamine
(S)-4-th- thtrinto}piaenZonymlefhlee‘t Beki ey -ophay2 ylamine
+) - .

-2 SRR SR A5 Lt i
€9; 45(2144d}ﬁﬂlomeq>hau®¢ynﬁtwl)am5nﬁhyc&d—oxézcddﬁximmmk wof

1, NH2 R2
@m ﬁP‘“@ P er%élg%tﬂg% 4%2(1%&5% g)?agafe% YPanﬁlenmyl or | ower
al kyl ; or a pharmaceutically suitable acid addition
?fll he se b a[hcojlg) rﬁou% n ?%rnhuela I gcco}dln ciain’i lai %hﬁ:éein X is CH,OCHR

dr o-'oxaz
@Yd&ﬂﬂleph]ewhhremtyﬂecdmﬁedndh;sdro oxazol 2-yl am ne or

hl h
ggﬁd)1 szlé )rglaegh 1%250 a&ﬁ&nroﬁcg%/azoﬁ%)%bm% conpound of
fornulaI-Daccordlngtofornulal inclaiml, NH2
R | -D 2008
e Rens08) Gt o Juiule! FSORIB AR Il vesin i gy
amtﬂY@ﬁenhlaiNhg@mmedompohm@d(yl or is haI ogen and
al kyl is 1,
S5 Er4 el T teRehe ) R & 281 4 adai 11 o
g4 (3-\pheﬂi}é4pﬂolb}ﬂl)94 catippdibdsxazsl €-ylamine.

19. The use of a compound of formula I according to claim 1, wherein X is -SCH5-,
-S(0),CH,-, or -CH,SCH;- and Y is phenyl, wherein the compounds are
(R)-4-phenylsulfanylmethyl-4,5-dihydro-oxazol-2-ylamine
(R)-4-benzenesulfonylmethyl-4,5-dihydro-oxazol-2-ylamine
(R)-4-benzylsulfanylmethyl-4,5-dihydro-oxazol-2-ylamine or
(R)-4-(4-chloro-phenylsulfanylmethyl)-4,5-dihydro-oxazol-2-ylamine.

20. The use of a compound of formula I according to claim 1, wherein X is
-CH,N(R)CH,-, cycloalkyl-CH,- or SiRR’-CH,- and Y is phenyl, which compounds are
(S)-4-[1-(4-chloro-phenyl)-cyclopropylmethyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[1-(4-chloro-phenyl)-cyclobutylmethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-(1-phenyl-cyclopropylmethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[(benzyl-ethyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
(R)-4-[(dimethyl-phenyl-silanyl)-methyl]|-4,5-dihydro-oxazol-2-ylamine.

21. The use of a compound of formula I according to claim 1, wherein X is described in
claim 1 and Y is naphthyl, pyridyl, cyclohexyl, 2,3-dihydrobenzo[1,4]dioxin or 1,2,3,4-
tetrahydronaphthalen, which compounds are
(RS)-4-(2,3-dihydro-benzo[1,4]dioxin-6-yl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-naphthalen-1-yl-4,5-dihydro-oxazol-2-ylamine
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(RS) -4-(3-chloro-4-nmethoxyphenyl)
-4, 5-di hydr o- oxazol - 2-yl am ne (S)

WO 2008892783 or 0- 4- net hoxy- phenyl) PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2- ylanlne é
(2-fluoro-4-trifluoronethyl - nyI) 4-nethy|-4, 5

gé(%¥$§ﬁ%$%géo?n§?%%%g%ﬁgyﬁ%3§%ﬁ012 ??QP%-dihydro-oxaz
() -Lnyprahalee 130methyl-4,5-dihydro-oxazol-2-ylamine .
2 BB oo e LT )4, v

(BS)ehl bR,042etrahfdroronpimbilepd 2-pghdibylhydeb-oxazol-2-ylamine

' I -2 yh ani :
) S PR SRy " heny1 )
96123 hldow-pprakdold- 2 -yihaht b dikydyo- oxz(ZS) —y&l&mlne
trif t
ﬁ ég? . é Qrgiué)zré ; ypr m1ﬁl'gy\(fl§'_p Hleﬂyjé} dllhydr(a Exazé)l 2-ylamine
(e mi-a2- meﬂ&yﬂ-rplyﬁﬂlme‘t—(yﬁedﬂhW] 4;5hdahydr)) 0¥4z0l8-ylamine or

Esql)i]{%r}%lf%)(%%ﬁ t%I‘ﬁcm o&r%y(gotorxla%?l larnlI%ehyl phenyl ) - 4, 5-
di hydr o- oxazol - 2 yl am ne (+) - (S) - 4-

4-f1 uoro- 2- Lt n
&%I%glodn%ounilaz oﬁ)rnﬁu F rﬁCﬁ%I)(/i1p(g%§% 1)4'21)113 cla1m1
-f 1l uoro- 2- trlfluoronethyl phenyl)h#@ 5

- di hydr o- oxazol - 2- ylanlne (Q@ Nﬁ( (5

-fl uoro- 2- net hyl - phenyl ) 0
- di hydr o- oxazol - 2- ylaqhq S) -4- (5
-fluoro-2-trifluoronethyl - nyI) _41A?

- di hydr o- oxazol - 2-yl am ne 20

(\RSeift- (4-chl or o- 3- et hyl - phenyl) 4- et hyl - 4, 5-di hydro
xazol -2-ylamne (RS) -4- (5

RC hl or o- B hadegersiforgme hyie halqgen gtom may be the same or different;

di hydro

R4 (4- ch?%?o %b%&%%#%q%nﬁg%ﬁg% phenyl)
n4. nethy$142913|hydro oxazol -2-ylamne (S) -4-
gﬂa ﬁl@elrﬁ{ageﬁlcgﬂ;} Mﬂablg I&%@ﬁld)iltloﬁ S)HFtVM!:h éompounds are.

r o- oxazol | am ne (RS

(A Lo Sha b MRy D bAaming, 5

gﬁ)hﬁ}’@[ thgféilagﬁén@ Fgf(';l})gl?o %§azol 2 Yl;iﬁglﬁyl )-4-methyl -4, 5

)h%réﬂf érdeﬂw)zmphznxl éﬁrqhbydreﬂxazol( lamgne (5
(32'11 s 9: ddrdseb ! E%L:ré)qr@%yc!hhydr? ox)ézol 2-ylamine

dr o- oxaz 'am ne
(Bﬁﬁ)f%/ (Ji)‘i*'@hcill(?féplh%ﬂy )p‘hé—ﬁlg«h»dro -gxazpl-2-ylamine

I@S)'WE’Z 5: d‘i’ﬁﬂﬁ%& gn)\'{ @@ (Iil;\ﬁ?/c(r'fi)oxaz{l@ ylaﬁ’nne

bOM)ZtH umomt
Sﬁr‘h%lﬁ 8=tofuomer pirenyl) ahvd dél‘/d(OpraZOk %)‘/lamlme( 5

Ig} 81%8%;1 g (_ﬂulég(g %FE‘M%% ’Smgﬁwwoxazdbl 25ylam1ne

(R&yi 215 elzulomﬂzéhi@@pbmm -4,ptrblydrp-oxaml di- Hgming- oxazol - 2-
b£o+ o-phé ) 24: dlﬁfdrgl&?%g 22}'1%51@" phenyl) -4, 5

-oxazol-2-yla
(&i 4( (33 thr@(p-@ Mdlﬂgptwphemybn@fb )chhydro -oxazol-2-ylamine

g ) Hj{l) F%fq.gﬁ]o r opy lhgcﬁbrb%ﬁ g(ﬁ%) ylalq’une

Jeli- @@d@h@famenﬂ)w%mhm@ro oxag)l-2-lamine
-sgi{bidg rdﬂh%rggo?&éﬂz/) %nclﬁhidrgscmeéol 2-ylamine

r o- oxaz
(Sw—(%@nﬁpbmb) 2,5 pdrb-oqpheniy2-ylamirs- di hydr o- oxazol - 2
-yl am ne WD 2008/ 092785 PCT/ EP2008/ 050765 -204 (S)
-4- (4-chloro-2-cycl opropyl - phenyl)

-4, 5-di hydr o- oxazol - 2-yl am ne
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(RS)-4-(3-fluoro-2-trifluoronethyl-phenyl)-4,5-di hydro
-oxazol -2-ylamne or (S

WO 2008892783 or 0- 4- net hyl - phenyl ) PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne., ;5 26. A conpound of
formula | -E according to forrru2l Il inclaiml, NH?2

- i i CF3 CH3,
L duRall enthor SulhyRo beafp S8Rl 5 O B
(el penldent-Ryflubrepheath4,6tdileydriyodn o @aylamower al kyl or
. i . h : i | 2;
Pl S o R S e GG R mdihe | O 2 b @
60 rp Gurdchiure-pheByl) 44metht-¢ it binalrbemaxdl - yldmirs

' rQ- ol 1 2- vl amni )
P o R R P TN s Ay gy el 2 lagnins - oxazol - 2-
{9) et né-ddftuor¢-RBEny %4 52dihydroraxadol rleylaglindoenzy| )

5. di _ L2 yhamine, 27 A d of
[T YRR HAREG) 45 IS vl TP O o
&) -N(DchlpR-phanybRL, 51dilFydr@0xadob2eilamiRe i s hydr ogen,

A | ower al | ower kyl .substituted b
L e M St P el ooen or is
(4 ¢ ohlovdréitliono-phenyduihStdihwrotoxaiad2-ylaminemay  be t he

OB PRy . S ol SR o oo
) bst3,5difedroyphbat pgendihRB ot sxatdr-dgmime phenyl or
el il R 2008 oo o TR e 20s
€3) eli-{ 2-oll o phenylyd -adetiydfio dihgldroaseazol - 2-ylamine
(RS)-4-(3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)- 4-(3-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2,5-difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)- 4-(3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine

(RS)- 4-(3,5-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(3-chloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(3-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(3,5-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2,4-difluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-methyl-4-(2,3,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-bromo-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,4-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-3-fluoro-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-methyl-4-(2,4,5-trifluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-3-fluoro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(2,5-dichloro-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(2-bromo-phenyl)-4,5-dihydro-oxazol-2-ylamine
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(R) -4-phenethyl-4, 5-dihydro-oxazol -2-ylam ne (S)
- 4- phenet hyl - 4, 5-di hydr o- oxazol - 2-yl am ne 5

W@ R0t hyl - 4- phenet hyl - 4, 5- di hydr 0- oxazol - PE/ER290$1¢50765

(S) -4-nethyl-4-phenethyl -4, 5- gghydro-oxazol-z-ylanine
(S) -4- [2-(4-fluoro- phenyl) hyl ]

E%:‘%‘@f‘lﬂé%{ g f@?é?& ?h réry)yll tn)ﬁjﬁﬁ_élei Wéf(}—oxazol—}ylamine

CRI)SA- d‘leﬂy}diﬂe(zcﬁ)ﬁhzrdﬂucﬁeyihamlhé 5-dihBJrodexazol-2-ylamine

i
L LA gt
[IQS)(ﬁBrr_ltfﬂml-f4l-(l46¢fd)erphb5‘ry1hf)uore{pﬂlyh}]l) -4,5-dihydro-oxazol-2-ylamine
E@)?%gie??@]qa@?%%rﬁuqroéj en)gllrgl (& iﬂﬁdro oxazol-2-ylamine
(9A; 45(3}t:llﬂyctr -fooaz- @herﬂﬁl)ﬂlamt}nyd -4,% B)hydtb oxazol-2-ylamine
E
(

Sﬁ 4%?4 CIHHIO 9 SPCPE eslt lg)r%—r]ﬁleethargjl,5_—%l_nydro—oxazol—Z—ylamine

r 0- OvaO
%)(43(4 bnmn@-Zpdmmphenﬂﬁmya flihydro-oxazol-2-ylamine

I%) (43’9}55] é’lld our8rpo eBY]% ff%ni %E cf??dro oxazol-2-ylamine

64} (B)dl—(fiybldmhbl((&phényik)—y batihyuro-ckbzol-2-ylamine
Eg-(sﬁ%g-@%ﬁ#}ﬁl%%)—;ﬂ%ferg%L—%{S?’digﬁgrlgl—q(}/x%& PYRRGhe 2- vl am ne
¢-e)i- (By i CQ—bﬂaﬁhﬂre-@)hyh}dmﬁlﬁedih(/cﬁ))—oxézol(zzylprrﬁmi yl - et hyl)

%)(44(%:i Igl%/ﬁ%ﬁogf) CP ;—[4?%%‘['&1%??,?%i@;ﬁ{gf(f}'{ézol—}ylamine

¢4)-&) di- (Eyijll{nﬂﬂnx(&z)qiheaylwzlamﬁm@dro( &azeld2-ylamine

(G- gt O AR B -4 B prgagol-2-ylamine

%)(43(34—€lﬁlbfﬂ’4|20hmf@bhﬁyy|l))—4’rﬁ¢thyﬂ4] 5-dihydro-oxazol-2-ylamine

R R D B R T g fRhicl-2-ytamine

(-4 (R di-(aylshoanrae3-ahere-phyhd)v Bedil ro-dkazol-2-ylamine

2 B e SRR e i

[S) (43¢ I-khlofe4 Jhiokd-pheroi pamhdihyl-phdibydyo-oeidol b lylamine

- B Y B T v SR Bt b risol 25y lapine

61%5)54-—(14—519611‘1@-3%1&&@- phnyll) algd-aiyd@BoXa2p-Z-ylamine

Vé?%? oy gé’ig,}la%‘f gg&@% oxagol-2-ylamine

Ji)- (- 4GM Blfo(i?ncﬂ-i%fdhl&b%ﬁhﬁﬂ)ﬂﬂdlhﬁdﬂ@y&aazol 2- ylamlne
b

AR e ML SO C—

S@réﬁféﬂbf'dtﬁi(ﬁ-(l ford Pherdyl YU B0dined roSxadol I2ylamine.
(1, 1,2,2-tetraf|uoro-ethoxy)-phenylf et hyl

4, 5-di hydro-oxazol -2-ylamne (S) -4-

A 1%1 SOV Sornfinlh [-Baiceswidptb fomany I )n cgithy] ]

, 5-di hydr o- oxazol - 2-yl am ne 30(&@

- (3- brono- phenyl ) -ethyl]

, 5-di hydr o- oxazol - 2- ylan1n§2( - 4-

E
(
E
e
[
}-

b

—

[2-(4-chloro-3-trifluoroneik abe yI) -et hyl ]
- 4, 5- di hydr o- oxazol - 2-()a
[2-(3-fluoro-4-trifluorometNfoxy- phenzhg -et hyl ]
-4, 5-di hydr o- oxazol - 2-ylam ne (S)

R2- (4- f 1 96ith- 8F QG 46X Ter RS- phemi| ) - et hyl |

RS (o b ot akad oA A (S -4
n4, 5- di hydrdookazol - 2-yl ami ne 35 (S)-4-

[2-(3-chloro-4-trifluoronethoxy-phenyl) -ethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne

3-
2
4
2
4
2
4
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WD 2008/ 092785 PCT/ EP2008/ 050765 -206 (S) -4-
[2-(2-chloro-3-trifluoronethyl-phenyl) -ethyl]

WO 2008/09078% dr 0- oxazol - 2-yl am ne (S) -4- PCT/EP2008/050765

(1- et hyl - 2- phenyl -et hyl ) - 56
- di hydr o- oxazol - 2- ylan1ne (S) 4

ana él%egt-rhggftg:af@r Lfida le%&d %ﬁ%l sall g@ﬂylg%mﬁ&mds are
[IQS)(%(E Itrutbmemethryl ph‘trryi)e‘h’é{dﬂyyldrmmdl)z vanhg| ]

5; di.h - | | 5 (9)-4-
Elgsp(%&3%’?2%@??&3oorxéﬁ%t%{/)[lﬁ&g eenyl ) -ethyl]
(R 54-(H -ryftirae mx dooe) ~pReyll aib rsh {dBp -0xdzol-2-ylamine
Efis’-)(s {[8{_ h|ye :o%pﬁ %nM}yl Eh?lil yll,]rj]—edih)zdés)—o_x?&ol—Z—ylamine

0xazo
(R-phbeanlyl-4Bedibydro-okazB- Z—ydallm}mbr 0- oxazol - 2-yl am ne (S)

0 L BT b - am
(9-4-4- tmﬂlfdrumethly‘bplngdyl)p‘hé{dydiy)dre-bmz;dl J-ylamine

é A%%PI rg}?({ 80(r)érare YL]yDFeﬁé/ en’lefhyd]f‘o O(Xaih_li ylamine

654 ZEHIétHWdF(Gl toXlanodm&h ylHsrenple- 4(58)11h—y41=o oxazol-2-ylamine

AT PRI BB Sro PGt Zovtamine
(2-4- &eﬁiydi-lélﬁi uﬂyle4 Mﬁi‘[}’jﬂlﬂ) oxprobayldmine

é 4(5 I§1 % azo %h%)Pe}leBng 4ﬂ5 blhyéro oxazol-2-ylamine

6RE)54- (314 h}éd’[(ﬁ(-}/@(ﬁﬂhjo-r(ﬁﬂyﬂh&hph&ﬁlyl)(@ -dirdro-oxazol-2-ylamine

é éﬁoéi Lét; glogq;gn% ﬂ)uQrci}"fl%ﬁ,}rln%hefgl) (433 dg;l_ydro oxazol-2-ylamine

[2-(3, 4- dlfluoro phenyl) butyl ]

fég A? %)dl nydro (ﬁ%ﬁ 11 %Z %:c(grangl to f(grn)lulazl1 in claim 1,
-4, 5- dlhydro oxazol -2-ylam ne (S) -MH, [ 2-

(3, 4-dichloro-phenyl) -propyll, N;{

-4, 5-di hydr o- oxazol - 2- ylamneR

[ 2- (3, 4-di chl or o- pheﬁ? QU

-4, 5-di hydr o- oxazol - 2- (S) -4-

[ 2- (2-f1 uor o- phenyl) butyl] I-C

wheridi hydr o- oxazol - 2-yl am ne 20 (S)-4-
LZ (2-chl oro- phenyl) -ethyl]

4- et hyis hadmgen, ignd oo kavsllkalyl anine  (S) - 4-
ana éﬁarﬁﬁl gf Qalﬂ’&hﬁ{%‘)l)e acﬁtala)i ltlon salt whlzh compounds are

r0- 0Xazo llam ne (S)

%)(%b@lhle@)ﬂdl- ﬂh‘bﬁylll})ydr@pﬁz}qo] 2-ylamine

ne (S)-4-
ﬁ 4‘§ ﬁ{i%?roy‘i zﬂés 'a%ﬁrfdPo 835%%}3? arin® Sk (S)-
Rﬁ)n‘bﬂ]ﬂll&tofblldiehy]d‘#ﬁl)o%%rﬂdwd@ pkarel-Ae/lantigy. - 4-
[ 2-(4-fluoro-phenyl) -ethyl]
- 4- et hyl - 4, 5- di hydr o- oxazol -2-ylam ne 25 (S)-4-
24 mr@pmeddlfFﬁtprémgla) D aacprdifg to formula [ in claim 1,
-4, 5-di hydr o- oxazol - 2-yl am ne (9) 3¢

[ 2-(2-chl oro-phenyl) -ethyl]
-4, 5-di hydr o- oxazol - 2-yl am ek W’ij4

[ 2- (3-chl oro- phenyl ) - but yl
-4, 5-di hydr o- oxazol - 2(§I)a (S -4- ((S
- 2- phenyl butyl) -4, 5 -di hydro-oxazolp 2-yl amine (S)

-2-phenyl -butyl) -4, 5 -dihydro
Wb?ﬁ§bl 2-yl am ne 30 (S)-4-
[ 2- (2-chl oro-6-fl uoro-phenyl) -ethyl]
-4, 5-di hydro- oxazol -2-yl anmine (S) -4-
[2-(2, 4-di chl oro-phenyl) -ethyl]
-4- et hyl - 4, 5-di hydr o- oxazol - 2-yl am ne
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(S) -4- [2-(2-bronp-phenyl) -ethyl]
-4, 5-di hydr o- oxazol - 2-ylam ne (S) -4-

WO 20082958li chl or o- phenyl ) -ethyl] PCT/EP2008/050765

-4, 5-di hydr o- oxazol - 2-yl am ne ZOgS) -4-
[2-(3-fluoro-phenyl) -butyl]

4, 5- di hydro- 21 \il.am - 4- .
FZ_ (3-c hﬁ)é éﬁrafégg@(%fcg %Fsé @%lﬁgér?yﬁ% (agagha)ojgen and cycloalkyl, or is halogen
- 4, 5-di hydt@Cblkazol - 2-yl am ne WO 2008/ 092785
CT/ EP20 - .
Fz- (3- ch’fg%l?%‘%%‘z‘fﬁ’%?ﬁ%g %‘&%law{’ but yl ]
n4, 5-di hgdr deokazol -2-ylamne (S)-4-
g)fj‘ré é&a&fﬁﬁ% :tg@l% ;(%llzlt% %%@@Pagan;’{%))éfso rlﬂtthegip ilr_le compounds are
[25)(6{:bhlore4 2néthaombepte gt Jikpirbydxhzol-2-ylamine
: Laydr 9- oxazol -.2- i ng. 5 28, conpound of
O e Rk I A e
B -N(2-QuoroRt-yrifl udBomethet-ehenyRl-4-nsethgwis¥- ddlyldyd - pxd zola1ylamine
yl, gupstituted b l,ogen or, hal ogen erejn.the
Bt TR RO p O R R P SRR lOF SR 10
85)i46 (hyldoog2nrifl phvenydthybrpheoxed, Sadikydrp-oxazoel2-@amine 2
3, pr.a r.gaceut i.cal I,t-abl e, aci d Ition
gga%) t_4,_ (éi\}lﬁlillghoqg %Hpﬁlg%rﬁalset}gf?—é}h%?é;{&_ 5 —(?ledro—oxazcﬁ— -ylamine
(RS)H4-(p5-aighhern e yrifeiolnyin thydphémyl ) -4,5-dihydro-oxazol-2-ylamine

E%I_— ?4:5{‘?4;5%ﬁéﬁ%—;&éﬂ%érﬁﬁegheyl—&Ezzlgf_l)dle,5—dihydro—oxazol—Z—ylamine
¢-E)i- {8y ei- O D Erhbidre 2~ yiflaotorgethd -phenyl)-4,5-dihydro-oxazol-2-ylamine
et B e
¢-4)- &) di- oy flu @oexaifblor@mythahphenyl )¢ H) - dillldro-oxazol-2-ylamine
E@_) %{/—ggﬁﬁg{g)gg—g %H@%F‘%my}]—fgﬁ%@ -4,5-dihydro-oxazol-2-ylamine

¢RS) (B¢ 5 A lioroo2-piheimd xphieei N 5) dihydro-oxazol -2-ylamine

(SOt Do TR omEn RO RGNy 5 syl g-dsenis -
RY) A (v-ble oy-3-rdéthyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
RVAETS Sgbr bR o iR PR obRg 1o
{18) pa & chlotdr2 dludk 65 ImethiNHEh enf Rt eth yl - 4(5- dihy 419 - dxalbl-2-ylamine
(S)-4-(4-chloro-3-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-2-fluoro-5-methyl-phenyl)-4-methyl-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-bromo-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(5-chloro-2-trifluoromethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(+)-(S)-4-(4-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3-chloro-4-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(4-chloro-2-cyclopropyl-phenyl)-4,5-dihydro-oxazol-2-ylamine.
(S)-4-(4-chloro-2-ethyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(3-fluoro-2-methyl-phenyl)-4,5-dihydro-oxazol-2-ylamine
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wherein 25 R is hydrogen or halogen; nis 0 or 1; or
a pharmaceutically suitable acid addition salt, which

weomwpoerTes i s WO 2008/ 092785 PCT/ EP2008/ 050765 PEROB00$)50765

-4-benzyl oxynet hyl -4, 5-di hydr% oxazol - 2-yl am ne. 30.
A conmpound of formula | in cldimi1, wherein Xis

(ST g BB 0 S FOTROMTSSN 55

(RS) -4-By-fludro-7-Brifl Rivemgthyppbeyl )-4,54]ihro-oxazol-2- ylamlne or

sﬁ ?(chﬂo%&‘?éﬁ&hé %leﬁ@%séjﬂdf%%%g’%ﬁ%ﬂ@ formula I

CH28(O)2CH2 or -CH2SCH2- and Y is phenyl, which

un r
R RINIE Ry FBetcrgring S ot B - 21y i
e (R -4-benzenesu|fony| met hyl - 4, NH,

5- di hydr o- oxazol - 2-yl am ne , N=
(R) - 4- benzyl sul f anyl net h B>dj h{dr o- oxazol - 2-yl ami n
e or (R -4- (4-chlor® Ifanylrrethyl) - 4,

5-di hydro- oxazol - 2-yl am ne. 15 RB2. A genpound of
formula | |n claiml, wherein X is -CHZN(R) CH2-,
vheteoal kyl - CH2- or SiRR -CH2- and Y is phenyl, whi ch

gonpounds paf, gelg@ OQCE{ . (4-chl or o- phenyl)

-cycl opr opy di hydr o- oxazol - 2-yl am ne

RS) - 4- [ishy@wg@mmmylpm&w)alkybym obut yI met hy! ]

E{i' Shglng%qg ?%{pﬁﬁﬂzkﬁﬂ {é%h 2&@( hi/(firbgen, lower alkyl or lower alkyl
5-di hydrwb@u@lz byhajdgeni ne 20 (S)-4- [(benzyl -ethyl -

am no) -nethyl ] -4,5-dihydro-oxazol-2-ylamne or (R
%lggl omet hyl - phenyl -silanyl) -nmethyl] -4,
d| ydr o- oxazol - 2-yl amine. 33. A conpound of formul a
I inclaiml, wherein Xis described as in claim1 and
§r ¢ harpmeeittisplly suspbledyid addifienshalsxyhich corgpelndsarobenzo

L5 f3-cBbRxb 0. bs i8Ry bED R onapht hal en.

ounds "are. di hydr o-benzo [
fLS)Aq (-’drrdlamomsm bengy 4, dih’xylmgxamb%af ine r - y| ani ne
§;§§%4_ Elffﬂﬁé‘l%hﬁli‘@étl‘?ﬂ b%fl%/){q 241,,55& cﬂx QXA Qllnu?e ylani ne

- napht hal en- ro- oxa 2-yl am ne
(R

%é-pDaHHIBJlﬁldedﬁéméldlﬁlpwédréin%-tg espelngr gxasnd r,2-yl am ne

(S) - 4- napht hal en- 1- yl et hyl - 4, 5- di h)iths o- oxazol - 2- yl ani
ne (S

2 N=
- 4- napht hal en- 2-yl net hyl - 4, B< di 8- oxazol - 2-yl ami ne
(R); R

I-F
wherein
R'  ishydrogen, lower alkyl, lower alkoxy, lower alkyl substituted by halogen, lower
alkoxy substituted by halogen or is halogen, wherein the substituents for n> 1 may

be the same or different;

R/R’ may be independently from each other hydrogen, lower alkyl or lower alkyl
substituted by halogen;

R*  is hydrogen, phenyl or lower alkyl;
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(RS) -4-(1, 2,3, 4-tetrahydro-napht hal en-2-yl)
-4, 5-di hydr o- oxazol - 2-ylanm ne (S)

WO 20papdtshal en- 2-yl - 4, 5- di hydr o- oxazol - 2- yl am PEI/EB)008/050765

-4- [2-(3-fluoro-pyridin-4-yl),zethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne 2:9@ (S)-4-

2-( romet hyl -pyridin-2-yl) -ethyl]
gl4 SSQ L dégaooxazol 2-yl am ne WD 2008/ 092785
PCT/ EP2008/ 050765 -209 (S) 4-
pra plzarrretpmical@ymitdbhq-aqid)ald)iitioetshly,l v]fhich compounds are

Ig) ljilL‘?ﬁexy étﬁﬁghgx%hgg‘yﬁgﬁuﬂédr E)Sz ;)iélzol -2
(%)Fﬁhphmth}fs—AS dhpdve@sgolf bylapriepar ati on of a conmpound
B b E phel i BERR RS- SRORE PRy 1 W n° °
@aﬁhog:&ryl%miwnd@yl QSadlhxﬂrpwmbldfylﬁmmml a (Rl) n XR Y
S T T R S
€0 ﬂ‘bblih‘tiﬁuom &muﬁelmloxym}@nplhathmcé,ﬁtdmmrb yoxaod €ptlamire
A 3 y
R i Btk T
Sdr4’1{/23‘(3)4d)¢hmb~phely)l'l}}ﬁihmﬂ -4,3-gihydro-oxazol-2-ylamine

b R T AR
05)y4-8avi h@uoroShhendl) (2h B8}- dJSfdhh}airo -plasalyl- )’lamme

é 45{? ﬁﬁdg%ﬁ%ﬁglﬁmﬂ%ﬁg& E?dhrocf)rxgg%ng ]in-hbe- yl am ne
(83)289 2 -3,8 Z;fﬁlaﬂof[ihﬂm)rl)}e}hlyﬂ 22V ):hhydro oxazol-2-ylamine
Eés?zéjfb%g’gg%%%%hh F%Q anglzg?iz)y?afllgedl hydr o- oxazol - 2-y
(-2 m-(dRB)eth)-,3- dnhychbmx_azdllzﬂyiamr[rhenyl )
RSN B A

(R Drifkaz omeryl blenyhleethyl | -4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(R)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-2-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[2-(3,5-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-chloro-4-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-3-methyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

2-(4-fluoro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

[
[
[
[2-(3-fluoro-4-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
[
[

(S)-4-1{2-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-ethyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-fluoro-3-trifluoromethyl-phenyl)-ethyl | -4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[2-(2,3-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-4-trifluoromethoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

2-(3-fluoro-4-trifluoromethoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

[
[
[
[2-(4-fluoro-3-trifluoromethoxy-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
[
[
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WO 200889158 0- 2, 4- di f| uor o- phenyl)

(RS) -4- (4-brono-phenyl) -4, 5
- di hydr o- oxazol - 2-yl am ne (S)

-4, 5-di hydr o- oxazol - 2-yl am ne
(S)-4-(2, 4-difluoro-phenyl)- 42‘9 di hydr o- oxazol - 2- yl ani

1S 10, O0RA092 1A LOHLARANEAIBRRER s TSyl o tamine
(3)4 ¢ Umefty]-B-mhehllueghyl) ﬁt‘ﬁedlﬂnlydro oxazol-2-ylamine

ﬁ ég ?hoylg{)ﬁ) 8. l)f@l%zfo%l ﬂlyﬁ%g@l) gtﬁkzrl&lffzdlhlydro oxaz?]S% ylaimne
(53 M| B{3- ﬂubﬂoubitlmﬂqm“renyt}yyl ph¢r54)dett1yldif405 d»hadml oazyl-2vylangne
%ﬁgzg 2: Z%S rsotrl(‘ljglug It et%yl yﬁ)he%l.gflﬁ = ?]n%(JS%Cngydro—oxazol—Z—ylamine
(R;8B[5B4- r;lnlbtojph‘mybhlaltyll ¥4,5-dihyddi-byedob2-okaziot - 2- yl ani ne

P R b PR o 2 b ()

(D-4-12- C@trﬁmpﬂmel‘hyl phenyl)-propyl]-4,5-dihydro-oxazol-2- ylamlne
5-di S

AR g G PR 80 F AT S et 2 umins ne

(]S)—{—&—_(?a—ﬂr&ﬂt(o’ioﬁledﬂybbhmyb) ]prkb@yiN’M)S dihydro-oxazol-2-ylamine

SR GRSl Rendh At Shagresarosal waming (s

£H-4-(B(35 51-1ﬂerr64plhen}d} phenylikg,s- dlhydro oxazol-2-ylamine

é ég Hj (I();' ¥ %l %?éa rl_l%ﬁ—éﬁbrﬁgﬂl,g—edilgy%)ro—_of'(ézol—Z—ylamine

GSA H1 8 Hfl do-phxaamz D H b2yl dhdihedrof Kazeld2-ylamine

(T EPLPhaliost BB ASBOMN Al pageol goamine
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(S)-4-[2-(3-chloro-2-fluoro-phenyl)-butyl|-4,5-dihydro-oxazol-2-ylamine
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- di hydr o- oxazol - 2-yl anmine (S) R 0
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-4, 5-di hydro- oxazol -2-ylamne (S) -4- (5
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04- n¥On 12 3- di hydr o- oxazol - 2-yl amine (RS) - 4-
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gi? - 4- et hyl - 4- (3,4,5-tr|&£go o- phenyl) .
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n isOorl;

or a pharmaceutically suitable acid addition salt, which compound is
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10

15

20

25

(-) - (R -4- (4, 5
-dichloro-2-trifluoronmethyl-phenyl) -4, 5

WO diospol7es oxazol - 2-yl am ne (+) - (S) -4- PCT/EP2008/050765
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(g(} éﬁ?f ?20%1&1{ 1- &&Hgfnoﬁ%he\fﬂéﬂfg%; allh?rdro (qo.xeéol 2-ylamine or

(S)I—4j(‘)2 oy oheetlhathyl pASAdihydredgxagol-2- ylamme
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9%[(%( ﬁ%%%? ‘ﬁj é}!a@ﬁ{i a(fﬁﬁgﬁpciu)nd of formula I, which process comprises
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dr o- oxazol - 2-yl am ne WO 2008/092785 PCT EP2008/ 050765
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)-4-42,3,43riflppror- pimﬂaﬁewryhhyldemzmzpl -2#ylamine
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(S) -4- [2-(2-fluoro-5-trifluoronethyl-phenyl) -ethyl]
-4, 5-di hydro- oxazol -2-ylam ne (9S) -4-
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(%)54' o, hﬂd@bhdbrﬁ)@nkﬁjfl) 2- ik duyi-te - dilw)re bxazol-2-ylamine

421) @(fﬁ@%d g ‘5(%?2? %gylbfﬁlfnﬁﬁ;ﬁdﬂo gjazol 2-ylamine
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(S)-4-[2-(4-fluoro-3-methoxy-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
((S)-4-[2-(2,4-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[2-(3-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,5-difluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-0-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine

2-(2-trifluoromethyl-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine

[
[
[2-(2-fluoro-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
[

(S)-4-(2-m-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-p-tolyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-ethyl]|-4,5-dihydro-oxazol-2-ylamine
(R)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-2-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-3-trifluoromethyl-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine

[

[

(S)-4-[2-(3-fluoro-4-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

(S)-4-[2-(3,5-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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(S)-4-[2-(2-chloro-4-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-3-methyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-1{2-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-ethyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-fluoro-3-trifluoromethyl-phenyl)-ethyl | -4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[2-(2,3-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine

[
[
[2-(3-fluoro-4-trifluoromethoxy-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
[2-(4-fluoro-3-trifluoromethoxy-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
[
(S)-4-[2-(3-chloro-4-trifluoromethoxy-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-chloro-3-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-(1-methyl-2-phenyl-ethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-fluoro-5-trifluoromethyl-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-fluoro-5-trifluoromethyl-phenyl)-ethyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2,5-bis-trifluoromethyl-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-trifluoromethyl-phenyl)-propyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-trifluoromethyl-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-trifluoromethyl-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,5-difluoro-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,5-difluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-difluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-fluoro-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine

[
[
[
[
[
[
[
[
(S)-4-[2-(3,4-dichloro-phenyl)-propyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3,4-dichloro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-chloro-phenyl)-ethyl]-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-chloro-phenyl)-ethyl]-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-phenyl)-ethyl]|-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(4-fluoro-phenyl)-ethyl|-4-methyl-4,5-dihydro-oxazol-2-ylamine
[

(S)-4-[2-(4-chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
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(S)-4-[2-(2-chloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-((S)-2-phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-((R)-2-phenyl-butyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-chloro-6-fluoro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2,4-dichloro-phenyl)-ethyl|-4-methyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-bromo-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2,5-dichloro-phenyl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-2-fluoro-phenyl)-butyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-4-fluoro-phenyl)-butyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-chloro-5-fluoro-phenyl)-butyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(5-chloro-2-fluoro-phenyl)-butyl]-4,5-dihydro-oxazol-2-ylamine.
(S)-4-(4-fluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3,4-dichloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3,5-dichloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(4-bromo-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(3-chloro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2,4-difluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-(2-fluoro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine.
(S)-4-benzyloxymethyl-4,5-dihydro-oxazol-2-ylamine.
(S)-4-(3-Phenyl-propyl)-4,5-dihydro-oxazol-2-ylamine
(R)-4-(3-Phenyl-propyl)-4,5-dihydro-oxazol-2-ylamine.
(R)-4-phenylsulfanylmethyl-4,5-dihydro-oxazol-2-ylamine
(R)-4-benzenesulfonylmethyl-4,5-dihydro-oxazol-2-ylamine
(R)-4-benzylsulfanylmethyl-4,5-dihydro-oxazol-2-ylamine
(R)-4-(4-chloro-phenylsulfanylmethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[1-(4-chloro-phenyl)-cyclopropylmethyl|-4,5-dihydro-oxazol-2-ylamine
(S)-4-[1-(4-chloro-phenyl)-cyclobutylmethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-(1-phenyl-cyclopropylmethyl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-[(benzyl-ethyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(R)-4-[(dimethyl-phenyl-silanyl)-methyl]|-4,5-dihydro-oxazol-2-ylamine.
(RS)-4-(2,3-dihydro-benzo[1,4]dioxin-6-yl)-4,5-dihydro-oxazol-2-ylamine
(RS)-4-naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine
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(RS)-4-naphthalen-1-yl-4,5-dihydro-oxazol-2-ylamine
(R)-4-naphthalen-1-ylmethyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-naphthalen-1-ylmethyl-4,5-dihydro-oxazol-2-ylamine
(S)-4-naphthalen-2-ylmethyl-4,5-dihydro-oxazol-2-ylamine
(RS)-4-(1,2,3,4-tetrahydro-naphthalen-2-yl)-4,5-dihydro-oxazol-2-ylamine
(S)-4-naphthalen-2-yl-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(3-fluoro-pyridin-4-yl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(6-trifluoromethyl-pyridin-2-yl)-ethyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[2-(2-methyl-pyridin-4-yl)-ethyl]-4,5-dihydro-oxazol-2-ylamine or
(S)-4-(2-cyclohexyl-ethyl)-4,5-dihydro-oxazol-2-ylamine.

and pharmaceutically acceptable excipients.

36. A medicament as claimed in claim 35 for the treatment of depression, anxiety
disorders, bipolar disorder, attention deficit hyperactivity disorder, stress-related
disorders, psychotic disorders, schizophrenia, neurological diseases, Parkinson’s
disease, neurodegenerative disorders, Alzheimer’s disease, epilepsy, migraine,
substance abuse and metabolic disorders, eating disorders, diabetes, diabetic
complications, obesity, dyslipidemia, disorders of energy consumption and
assimilation, disorders and malfunction of body temperature homeostasis,

disorders of sleep and circadian rhythm, and cardiovascular disorders.

37. A medicament according to claim 36, containing one or more compounds as claimed

in claim 35 for the treatment of depression, psychosis, Parkinson’s disease, anxiety and

attention deficit hyperactivity disorder (ADHD).
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