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2- AM NOOXAZOLI NES AS TAAR LI GANDS The invention
relates to conpounds of fornmula wherein R1L is aryl or

whedosioosssyl , wherein the aryl and heteroaryl gPCUPB200$951377

be unsubstituted or substituted by one to three
substituents, selected fromthe group consisting of
cycl oal kyl, phenyl, phenyl oxy, benzyl, benzyl oxy,

hal ogen, | ower al kyl, |ower al koxy, heteroaryl,

pi peridin-1-yl or by |ower alkyl substituted by

hal ogen, or is aryl or heteroaryl wherein at |east one
hydrogen atomis _repl aced_b deuteriug% tritium R2

i s hydrogen, | oWel &EIPRYACE1™ 8° BERYY " eg

nstibstituted or
substituted by al koxy or hal ogen; or RL and R2 form
together wwth the NNatomto which they are attached

2, 3-di hydroindol -1 yl or 3,4-dihydro-quinolin-l-yl; R
is hydrogen or |ower alkyl or to a pharmaceutically
?HitabLF aciq 3ddition iflt thqreof. The invention

TRe U gRerLyefates 40 sRMROWR I UYL A | thei r correspondi ng
enantioners and/or optical isoners. In addition, al
tautomeric forms of %pnpou s gN forﬂﬂia | are al so
enconpassed by the p é§éﬁfnﬁﬁggif$ .12t has been
found that the conpounds!pR*f a | have a good

|
affinity to R |
wherein

R'  isaryl or heteroaryl, wherein the aryl and heteroaryl groups may be unsubstituted
or substituted by one to three substituents, selected from the group consisting of
cycloalkyl, phenyl, phenyloxy, benzyl, benzyloxy, halogen, lower alkyl, lower alkoxy,
heteroaryl, piperidin-1-yl or by lower alkyl substituted by halogen, or is aryl or

heteroaryl wherein at least one hydrogen atom is replaced by deuterium or tritium;

R*  is hydrogen, lower alkyl or is benzyl unsubstituted or substituted by alkoxy or

halogen; or

R' and R” form together with the N-atom to which they are attached 2,3-dihydroindol-1
yl or 3,4-dihydro-quinolin-1-yl;

R®  is hydrogen or lower alkyl

or to a pharmaceutically suitable acid addition salt thereof.

The invention includes all racemic mixtures, all their corresponding enantiomers and/or
optical isomers.
In addition, all tautomeric forms of compounds of formula I are also encompassed
by the present invention.
It has been found that the compounds of formula I have a good affinity to
the trace amine associated receptors (TAARs), especially for TAARI.
The compounds may be used for the treatment of anxiety disorders, depression,

bipolar disorder, attention deficit hyperactivity disorder (ADHD), stress-related
Pop/01.11.2007
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the trace am ne associ ated receptors (TAARs),
especially for TAAR . The conpounds may be used for

W@ b@snyssat nent of anxi ety di sorders, depressi oPCT/EP2008/051377

bi pol ar di sorder, attention defjcit hyperactivity
di sorder (ADHD), stress-relat e& Pop/0 1.1
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S T om B8R, SR Sl BRB PRI 20508
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repor oun ener
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unde irable s ect in the cas medi cane
reghtoghe éﬁ%@g[ﬂf fets gy the ﬁéﬁeezmefigﬁnﬁgwm at treating

at;gé‘els@nfalse asar hdresusabawa . as JeeribéDilRve tTheSefdﬁSt fs albélﬁible to

b e Bp SOy AR Tes LR e LAAR festate! il fdkprors
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The classical biogenic amines (serotonin, norepinephrine, epinephrine,
dopamine, histamine) play important roles as neurotransmitters in the central and
peripheral nervous system [1]. Their synthesis and storage, as well as their degradation
and reuptake after release are tightly regulated. An imbalance in the levels of biogenic
amines is known to be responsible for the altered brain function under many pathological
conditions [2-5]. A second class of endogenous amine compounds, the so-called trace
amines (TAs) significantly overlap with the classical biogenic amines regarding structure,
metabolism and subcellular localization. The TAs include p-tyramine, 3-
phenylethylamine, tryptamine and octopamine, and they are present in the mammalian
nervous system at generally lower levels than classical biogenic amines [6].

Their dysregulation has been linked to various psychiatric diseases like
schizophrenia and depression [7] and for other conditions like attention deficit
hyperactivity disorder, migraine headache, Parkinson’s disease, substance abuse and
eating disorders [8,9].

For a long time, TA-specific receptors had only been hypothesized based
on anatomically discrete high-affinity TA binding sites in the CNS of humans
and other mammals [10,11]. Accordingly, the pharmacological effects of TAs
were believed to be mediated through the well known machinery of classical
biogenic amines, by either triggering their release, inhibiting their reuptake or by

“crossreacting” with their receptor systems [9,12,13]. This view changed
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The cl assi cal biogenic am nes (serotonin,
nor epi nephri ne, epi nephrine, dopam ne, histam ne) play

WO p98/09836T rol es as neurotransmtters in the CREI/ERI008/051377

and peripheral nervous system[l]. Their synthesis and
storage, as well as their degrddation and reuptake
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Scal 1 zation, yram ne,
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dlsease subst ance abuse and eating disorders [8,9].

Pasregilatinmgoft [ ApavasThowp g fartab vtéé@ﬁrecﬂego gHObYIPUBeen
Hﬁé&@@shﬁé'd%ﬁf@ssk? %gycﬁes@ré%%rf:@éfic}f éﬁ&ﬁﬁ disorder,
|ghaf|n| nding sites int f humans
athgtapeher USﬁﬁ%ﬂan@ rsidiseqsc) mlgx@%rh@ad?ghsﬁ ea‘tlmﬁedlsorders,
Hﬁ%ﬁﬁ@Qis&gi'ef‘sael'nd%ér%"réTRRRTﬁ&n rh%v@?hi ﬁ‘b%@le-nh@l B8R the

nmedi at ed t hrough the wel nmach |ne cl assi cal
BrOGEnt ef theseriéssasepy ei ther triggering the| r rel ease,

i nhi BhELR%, &L s J5HRE Bf&eQ%o Mrease the knowledge about trace amine

associated receptors.
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GPCRs, the trace ani ne associ qt4e_d receptors (TAARS)
[7,14]. There are 9 TAARgenes in human (including 3
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Ref emeriaéd hmsdidg J1PHoewucdh, Exp. Yheraddd, Roth,0; R H.  (1999)

ll\fuer e?rrllasnrrrll, t G0r (2(!0@) llz"lrjar(]:e gmlne aslsoc1ated receptors form structurally and
functionally distinct subfamilies of novel G protein-coupled receptors. Genomics 85,
372-385.

Objects of the present invention are novel compounds of formula I and the
use of compounds of formula I and their pharmaceutically acceptable salts for the
manufacture of medicaments for the treatment of diseases related to affinity to the trace
amine associated receptors, new specific compounds falling into the scope of formula I,
their manufacture, medicaments based on a compound in accordance with the invention
and their production as well as the use of compounds of formula I in the control or
prevention of illnesses such as depression, anxiety disorders, bipolar disorder, attention
deficit hyperactivity disorder, stress-related disorders, psychotic disorders such as
schizophrenia, neurological diseases such as Parkinson’s disease, neurodegenerative
disorders such as Alzheimer’s disease, epilepsy, migraine, substance abuse and metabolic
disorders such as 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.

The preferred indications using the compounds of the present invention are
depression, psychosis, Parkinson’s disease, anxiety and attention deficit hyperactivity
disorder (ADHD).
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in Pharmacol . Sd. 26, 274-281;- A - 8 Branchek, T.A

and Bhakiblhalogen den¢tenddyring sskne fiuneng ewkpootise. as

targets for novel therapeutics: |egend, nyth and fact.

Curr Thg%.h'ﬂ-“agm’ 8fTREPheremr is ggﬁr%@éycﬁc Hﬁg BRAm, Bnthinifd from 6 to 10
al. (2001) Followng the trace of elusi've am nes. o
Prben atgays| formjag @ne or more rings, and wherein at least one ring is aromatic in

nature, for example phenyl, naphthyl, 5,6,7,8-tetrahydronaphthalen-1-yl or indan-5-yl.

The term “heteroaryl” as used herein is a carbocyclic ring system, containing from 5
to 10 ring atoms forming one or more rings, wherein at least one carbon atom is replaced
by a heteroatom, selected from the group consisting of O, N or S, and wherein at least one
ring is aromatic in nature, for example oxazolyl, pyridyl, pyrimidinyl, thiophenyl,

quinolinyl, pyrrolyl, furyl, imidazolyl and the like.

The term "pharmaceutically acceptable acid addition salts" embraces salts with
inorganic and organic acids, such as hydrochloric acid, nitric acid, sulfuric acid,
phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like.

A preferred embodiment of the invention relates to compounds of formula

R~y N\V/NHz
|2
R 0 A

wherein

R'  isaryl, wherein the aryl group may be unsubstituted or substituted by one to three
substituents, selected from the group consisting of cycloalkyl, phenyl, phenyloxy,
benzyl, benzyloxy, halogen, lower alkyl, lower alkoxy, heteroaryl or by lower alkyl
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Res. 106, 285-291; 11 McCormack, J.K et al. (1986)
Aut or adi ographi c | ocalization of tryptam ne binding

Neur S bolygRlo Bt S Shf ERLR L Gy BB E Hlorh freplaced by

sonedendogemoustitmace am nes fromrat striatal slices
in the presence and absence of a nobnoam ne oxi dase

Lahi Qi L 4. - : =) _
e R b8 o) i AT LBk AL R By Moy o
anphetgnine, phenyl et hyl am ne and rel ated drugs on '

8o niorftbgaifer viipdithetonptakkichttymecitiagbed B ilysgoindol-1

/. . 245, 199-210; 14 Lind ,
| sl Tien, rceramn

race danm ne associ ated receptors form
structurally and functionally distinct subfamlies of
aoiPed Prarpeetusicallysoiiphle dcid eddipposdt thegsebni cs 85,
372-385. (bjects of the present invention are novel
compounds of fornula | and the use of conpounds of

formul a | Pasferrechesmpqinals eblosmtiaczire those adstein Reisgaistlstituted
Ial%n | e e &Hv@&%ﬂgﬁ & ex%?le%l%%%ﬂ onj¥Rinkis:eat ment
f glseases relateéd to af tthe trace am ne

I nit to
s g herdeptiop s meehl-pstidro-csarmbdariasineal | | ng

S :  affind)0 4 5-difaks- Ihe
A S L S
(S ve Himagimyl- phenyl-amino)-methyl|-4,5-dihydro-oxazol-2-ylamine.

Further preferred compounds are those, wherein R' is phenyl substituted by
halogen and R” is lower alkyl, for example the following compounds
(S)-4-{[(3,4-dichloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(4-chloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(3,4-dichloro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(4-bromo-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(4-bromo-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(8)-4-{
(8)-4-{
(S)-4-{[(3-bromo-phenyl)-ethyl-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine

(3,4-dichloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(3-bromo-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

[
[
[
[
[
[
[
(S)-4-{[(3-chloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(4-chloro-2-fluoro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(4-chloro-2-fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-
ylamine

(S)-4-{[ethyl-(2-fluoro-phenyl)-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(2-chloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{[(4-chloro-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{
(R)-4-{
(R)-4-{[(4-chloro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

[
[(4-chloro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
[(4-fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

[
(S)-4-{[(2,4-difluoro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(2,4-difluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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and their production as well as the use of conpounds
of formula | in the control or prevention of illnesses
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di sorder, attention deficit hy@qractivity di sor der,
stress- related disorders, psychotic disorders such as
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thet preferred compotirgls are those, Wherem o1fs phpneyl substituted by
present invention are depressSion, psychosls,
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p cthvity disorder sed_herei the term
Y BRI e flAR T AE b AT U RE PG Pl
) ah R edvddrai rhegylonnin o emt thiyh i 435 dfhryd m -t xdzol - Z-ytamibe n

orrs,, faor exanpl.,e thyl ., et , . br |, isopropyl.
o Rl Ao RPN Sl B i S T4 B o PR Fabhine or
%) ef-@2rdediflabkosphaiybnpao anetigt ot pslidrb-okazol 2-ydanben
atons. As used herein, the term"| ower al koxy" denotes

a group wherein the alkyl residue is as defined above
and whi churitlser piéfachkcbriipaunals amxijigenwatein R'As phasdsubstituted by

i t.he t " kyl bsti tuted by hal "
Rt dde T et nletid, AEGREBBE e wpor ein ot
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Further preferred compounds are those, wherein R' is phenyl substituted by
CF; and lower alkyl or CF; alone and R” is lower alkyl, for example the following
compounds
(S)-4-{[ethyl-(4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[methyl-(4-trifluoromethyl-phenyl)-amino|-methyl}-4,5-dihydro-oxazol-2-
ylamine or
(S)-4-{[ethyl-(2-methyl-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine.

Further preferred compounds are those, wherein R' is pyridine-2-yl and R* is
lower alkyl, for example the following compound

((S)-2-amino-4,5-dihydro-oxazol-4-ylmethyl)-(6-chloro-pyridin-2-yl)-amine.

Further preferred compounds are those, wherein R' is phenyl, substituted
simultaneously by halogen and methoxy, for example
(S)-4-{[(4-chloro-3-methoxy-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-
ylamine
(S)-4-{[(4-chloro-3-methoxy-phenyl)-ethyl-amino |-methyl}-4,5-dihydro-oxazol-2-

ylamine
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exanpl e CF3, CHF2, CH2F, CH2CF3, CH2CH2CF3, CH2CF2CF3
and the |like. The term "hal ogen" denotes chlori ne,
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emm;ﬂ@ thr eef substi t Iuenlt S, ﬁel elct ed gaolm the gr ﬁupI
oa e : : ,
SO b R Geh R BRI BB K R o2
heténeoaryl or by |ower alkylsubstituted by hal ogen, or
@—ﬁf[%knzvy\ﬁ]—% %Iugroaﬁhelzn% SeEml%rc]) héﬁgyl?g% 1%yc?r5n Ax%zél-equ/l%%%ﬁje or

(S)-4-{[benzyl-(4-chloro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine.

Preferred compounds of formula I are further those, wherein R'is phenyl,
substituted by lower alkyl and R” is lower alkyl, for example the following compounds
(S)-4-[(ethyl-m-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[ethyl-(3-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine or
(S)-4-{[ethyl-(4-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine.

Preferred compounds of formula I are further those, wherein R'is naphthyl,
and R” is lower alkyl, for example the following compounds
(S)-4-[(methyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(R)-4-[(methyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
(R)-4-[(ethyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine.

Preferred compounds of formula I are further those, wherein R'is phenyl,
substituted by halogen and CFs3, for example
(S)-4-{[ethyl-(3-fluoro-5-trifluoromethyl-phenyl)-amino|-methyl}-4,5-dihydro-oxazol-
2-ylamine
(S)-4-[(3-fluoro-4-trifluoromethyl-phenylamino)-methyl]-4,5-dihydro-oxazol-2-

ylamine or
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deuteriumor tritium R2 is hydrogen, |ower alkyl or
i s benzyl unsubstituted or substituted by al koxy; or

WQR1008/0988R2 f orm t ogether with the N-atom to WhPCHEP1968/051377

are attached 2,3-dihydroindo|:|_y| or
3, 4-di hydro-quinolin- 1-yl; or "to a pharnaceutically

B TS RO b RSEAT LR BB oo
ybubse.i t ut ed phenyl and R2 is | ower alkyl, for

F)((Z?'ﬁlyle %?er;e 'c%%‘?ﬁoﬂ?d& %ﬁl’%’f{;’?% are(iR }ther those, wherein R' is indanyl,

alﬂd B i |ldwmtraﬂ<yb fmﬁthﬁlqﬁhafnl]lmwu(ﬁc)omﬂpound

LR TURRL A L gy oot
[ (et hyl - phenyl - an1no) nethyl]

-4, 5-di hyre'ferreg)gﬁlzn LuRadATLas Eyerftu?tﬁgr ef 5 E:ee(ij 1 s phenyl,
conpounds ar € t o Aer At A URE oSt Hhster §

mblshait@?gl@nhaﬂdam forsethp&rthalfdiy)lwmg @nnlﬁxmalpl e the
Eé)él g[n%e[t%gc(grgé; }{l opheﬁgl%yalrgln%]e{l}?t}}yl}a o~ dﬂTydro toﬁyﬁo}l 2 4ylam1ne

6r di hydr o- oxazol - 2 yl am ne _ _
};‘j &%Z g? %gellz;g) 'g}ﬁ'ﬁg‘%ﬂ ammo% lm%ﬁ]yﬁlpél],§—g?}ylgly()l—})ia%b152—%jflalgnine.
(S) 4 {[(3 4-di chl or o- phenyl)-lsopropyl-anino]-nethyl}

d I ' : .
(S BB P RS R R FUE Rynd theirmbpHRseHFAl Acspighls ot
yaiv lee- jrepared b)er;eﬂams Ikﬁo‘(vﬁ)n trefart, for example, by processes described below,

k, bronn hen¥ - et hyl - am no]
WS4 828PHSFdr 0- oxazol - 2- yl ani ne

(S)-4-{[ (83, 4-di chl oro-phenyl)-ethyl-am no]-nmethyl}-4,5
-dihyﬂnamﬂmgambm@oyh@nfhmmuh

(S)-4-{[ (3-brono-phenyl)-net hyl -am no] -met hyl }-4,5-di h
ydr o- oxazol - 2-yl am ne OH

NH
3 2

R

R 1
with cyanogen bromide

to a compound of formula

wherein the definitions are as described above, or

b) deprotecting a compound of formula
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(S)-4-{[ (3-brono-phenyl) -et hyl -am no] - net hyl } -4, 5-di hy
dr o- oxazol - 2-yl am ne

W@ 3)084948571 3- chl or o- phenyl ) - et hyl - ami no] - met hy| PEHEB2008$/651377

ydr o- oxazol - 2-yl am ne

(S)-4-{[(4-chl oro-2-fl uoro- phenyl) et hyl - am no] - net hyl
}-4, 5-di hydro-oxazol - 2-yl am ne
(S)-4-{[(4-chloro-2-fluoro-p I')’- met hyl - ami no] - et hy
I

}-4, 5-di hydr o- oxazol -2- yla 'A@ (S
4-{[ et hyl - (2-fl uoro- phenyl g*<am no]
-met hyl } - 4, 5-di hydr o- oxazel-n2°yl am ne

(S)-4-{[ (2-chl oro- phenyl ) - etgiyl - an1no] nmet hyl } -4, 5-di h
ydr o- oxazol - 2-yl am ne (R)-4-{

[ (4-chl oro-phenyl)-net hyl - am no]

forl¥’ tging bénsd di byrdylosubstred b2-aloapni ne (R) -
[ (4-chl oro-phenyl) - ethyI am no] - net hyl } - 4,
Fozaoé?ﬁ%%‘lrn?rggﬁ‘grr?( % met hyl - ani no] - net hyl } - 4, 5- di hydr o- 0
xazol -2-ylam ne (R)-4-{

[ (4-chl oro- phenyl)-lsopropyl-Q?NH@]-nethyl}-4,5-dihydr

0- oxazol - 2-yl am ne

(S)-4-{[(2,4-difluoro- phen %Téthyl am no] -met hyl }-4,5

- di hydr o- oxazol - 2-yl am n

[(2,4-difluoro-phenyl)- h | - am no

-met hyl } - 4, 5- di hydr o- oxazol - 2-yl am he(R) - 4-{

[ (3, 4-dichl oro-phenyl) - net hyl -am no] - net hyl } - 4, 5-di hyd
whemiathe ldef2aiyibandrnes (dRyrided{above, or

[ (3, 4-di chl oro- phenyl ) - et hyl -am no] - met hyl } - 4, 5-di hydr

F ( gxgﬁgéwe 1%‘*“2%%‘2 tl( 0! %uﬁlrdg Bg‘famae% Hrllto pharmﬁcelufc%lygc%ﬁptable
h@@a@mu&azdmrz ylan1ne (S) 4-{

[ (3, 5-di chl oro-phenyl) - et hyl - am no]

-nethgl} 4, 5-di hydr o- oxazol - 2-yl am ne or

(S) - Ebq fqmp@ugis @ fosmatloplaay by pr@pwyﬂnamcmqanﬁféwﬁwl}emogess
vﬁia'ﬂstJsQl'e%%é@ le&re)élna H\hfhethe FdlI scHéﬁE@f I @ArHeQfR AN ARterials

are those, wherein hen ub ted by hal

B oGl 1o FUE e ge e oot b memf fypliers
suhpe Wihdksch, Fluka, Acros, Maybndge, Avocado, TCI, or additional suppliers as
indicated in databases such as Chemical Abstracts [American Chemical Society,

4-{
5- di hydr o- ox

Columbuis, Ohio] or Available Chemicals Directory [Elsevier MDL, San Ramon,
California]), or are otherwise known in the chemical literature, or may be prepared as

described in the Examples section.
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(S) -4- [(3-chloro-phenyl am no) -nethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne (S)-4-

WQ ¢@809H86T 0- phenyl am no) - net hyl ] PCT/EP2008/051377

-4, 5-di hydr o-oxazol - 2-yl am ne_ (S)-4-
[ (4-trifluoronethyl-phenyl am no) -nethyl]

-4,5-dihydro-oxazol-%;g&g .ﬂ%Rgf‘é rES-
[(2,4-dif|uoro-phenyranrngé—fneé%%i?———

-4, 5-di hydr o- oxazol -2-yl anmi ne. Further preferred
conmpounds are those, wherei i;S phenyl substituted
by hal ogen and | ower alkyl,égﬁgégéZ i s hydrogen, for
exanple (S) -4- [(2-fluoro-4-nethyl-phenyl am no)

-nmet hyl ] -4, 5-di hydr o- oxazol - 2-yl am ne. Further

pr ﬂ%Lred conmpounds are those, erein Rl is\phenyl

s itu(t)ed by CF3 and |°V"etre9€rlti5%/£rpiﬁ£tiof;':3 ai)-éfré and R2

) al kyl #+ ferNexanpl e o\t Ng orerQ%@is
S) O hyl - (4-trifluoronet hyl - phenyl ) R=afn nf]
- hethy| } \Z; 5- di hydr o- oxazol - 2-yl am ne (S) O

-4-{[ et hyl -(;4-trifluoronethyl-phenyl) - aHNno] -1

-nmet hyl }- 4, 5-di hydr o- oxazol -2- ylam ne or (S)

oftidalyeddivd - (2- met hyl -4-trifl uoronet hyl - phenyl ), - am no]
Gpmehy Bldelyd& - di hydr o- oxazol - 2-ylanine. Furthef B -
picBY le?rBeeré®npounds are those, wherein Rl is reductive amination
pyridine-2-yl and R2 is |ower alkyl, for exanp]e the

foll owi ng compound ((S)

- 2-am no- 4, 5- di hydr o- oxazol - 4-yl net hyl ) - (6- chlyro- pyri
din-g-yl) -amne. Further preferred corrpourﬁs(are

th g V\gerei n RlRiz\s pr}enybducwmirhatiit ed o
N-R
R’ f L R’“’%(NYO
o T Ry O
IV R' I

Step A: Reductive amination of optically active Garner’s aldehyde (R’>=H; from L- or D-
serine; Garner, P.; Park, ].M. Org. Synth. 1998, 1X, 300) or a-methyl-substituted Garner’s

aldehyde (R’=methyl; from L- or D-a.-methylserine; Avenoza, A. et al. Tetrahedron
Asymm. 2001, 12, 949) with a compound of formula V-1 can be accomplished by a
reducing agent such as NaBH4, LiBH4, NaBH(OACc)3 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.

Preferred conditions for R' = aryl and R*=H are NaBH3;CN and ZnCl, in MeOH at r.t.
to 40 °C overnight.

Preferred conditions for R' = aryl and R’=alkyl are heating the aniline and the ketone in
MeOH at 80 °C overnight, followed by treatment with NaBH,4 in MeOH at 60 °C
overnight.

Preferred conditions for R' = heteroaryl and R’=H are NaBH(OAc); and HOAc in 1,2-
dichloroethane at 60 °C overnight.
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si mul t aneously by hal ogen and net hoxy, for exanple
(S)-4-{[(4-chloro-3-nethoxy-phenyl)-methyl -an no] - met h

wQ kGos@9Bsdi hydr o- oxazol - 2- yl am ne PCT/EP2008/051377

(S)-4-{[ (4-chl or o- 3- net hoxy- phE?yI) et hyl - am no] - net hy
|'}-4,5-di hydr o- oxazol - 2-

yIan1ne(S) 4-{[ (4-fl uoro- 3- met hoxy- phenyl ) - net hyl -am n

o] - net hyl } - 4, 5-di hydr o- oxazol -2- ylanm ne (R)-4-{

Plep Bt MlkytatioB OIﬁﬁtehxompophé o foramt KAl cambynadcompliblyddibydr&atment

Y\,% a Zf% %}Dl? Epar%)%f'&ea ?.lﬁg ry@e é)? keto ¢ 1n the I]ﬁ‘)reselfc)e of a. redlﬁcmrgeatgﬁnt such as
N}lBHfl,H:IHHhMBj{(@de)I‘ 12a(GN )ﬁﬂﬂslm a @(R)/ent such as MeOH, EtOH,

d1chl{oL e Q]:lio rl%:—%gﬂgl?)%ohe X%epPﬁE (#12))? eyl am thereof in the presence

r'o-oxazo am ne or
()R)n- aéti;l{/a[lt(rlg whtionod Qucﬂnms ﬁfﬁ(ly)rpl'terbpb(yhcea:c[d/d)r andcngdtingdtehys acid

[} Xazo Ian1 Pr ef re npounds
3! chfag %:l c%cﬁ 19r)f; empe 1S o teorég)I 0?’ 9I4§%p henyl |
Btdﬁatadtaohddlo&s fmlmtamhnmghy)f byndn]a)ﬂ Qoer: &Rctonfetlhmndyngmompound of

TN TN R M L W ——
irl the Hr&ertie vy NaBHaK Nzold-ZhClyinavie@El at 40 °C for 2hrs.

Preferred conditions for introduction of an ethyl group for R'=aryl: the corresponding
compound of formula I1I-1 is treated with acetaldehyde in the presence of NaBH3CN and
ZnCl, in MeOH at 40 °C for 2hrs.

Preferred conditions for introduction of an ethyl group for R'=heteroaryl: the
corresponding compound of formula I11-1 is treated with acetaldehyde in the presence of
NaBH(OAc)3; and HOAc in 1,2-dichloroethane at r.t. overnight.

Preferred conditions for introduction of an isopropyl group: the corresponding
compound of formula I1I-1 is treated with 2-methoxypropene in the presence of
NaBH(OACc)s3 and trifluoro acetic acid in 1,2-dichloroethane overnight.

Preferred conditions for introduction of a benzyl, p-methoxy-benzyl, p-bromo-benzyl or
p-chloro-benzyl group: the corresponding compound of formula I11-1 is treated with
benzaldehyde dimethyl acetal, p-methoxy-benzaldehyde dimethyl acetal, p-bromo-
benzaldehyde dimethyl acetal or p-chloro-benzaldehyde dimethyl acetal in the presence
of NaBH(OACc); and trifluoroacetic acid in 1,2-dichloroethane overnight.

Step C: Preparation of an alkyl-substituted compound of formula III may alternatively be
accomplished by reductive amination of a compound of formula V and Garner’s
aldehyde (from L- or D-serine; Garner, P.; Park, ].M. Org. Synth. 1998, IX, 300) in the
presence of a reducing agent such as NaBH4, LiBH4, NaBH(OAc¢)3 or Na(CN)BH3s 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.

Preferred conditions are NaBH3;CN and ZnCl, in MeOH at r.t. — 40 °C overnight.
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(S)-4-{ [benzyl-(4-fluoro-phenyl)-am noj
-nmet hyl } - 4, 5-di hydr o- oxazol - 2-yl am ne or (S)

WO 200gfosssazyl - (4- chl or o- phenyl ) - am no]j PCT/EP2008/051377

- et hyl } -4, 5-di hydr o- oxazol - ﬁam’ ne. Preferred
conpounds of formula | are further those, wherein Rl
i s phenyl, substituted by lé)W%[n gl kyl and R2 is |ower
al kyl , for exanpl e the fol IUWl—ng—corrpounds (S) -4-

[ (et hyI mtol yl -am no) -nethyl] NH,
-4, 5- dj hydr o- oxazol - 2-yl ani ne () - 4-{ O

[ et (3@t hyl -phenyl ) - ani no] N

- met -4, 5-di hyerageatizazol - %ﬁm he C%“Sétg)] 1 R®

- 4R{ Tt hy P(a= et AyT=phenyn ) gt.anino] > R>y\ |

Rirewy yl } -4, 5-di hydr o- oxazol - 2-) j| amline. Preferred R?
congbunds oflllfor mula | are further those, wherein Ris
naphthyl, and R2 is |ower al kyl, for exanple the
foll ow ng conmpounds (S) -4-
[ (et hyl - napht hal en- 2-yl -am no) -net hyl ]
-4, 5-di hydr o- oxazol - 2-yl anine (R) -4- F _
[ (met hyl - napht hal en- 2-yl - anmi no) - npNHy| ] deprotection
-4, 5-di hydr o- oxazol - 2-yl am ne ofQR) -4- for R? = benzyl
[ (et hyl - napht hal en- 2-yl -am no) > hyl ]
-4, 5-di hydr o- oxazol - 2-yl ani ne.R°Pijef erred conmpounds of
formula | are further those, rein_Rl is phenyl,
subst ituted by hal ogen and CF3R'for exanple (9S)

{éheth yl - (3-fluoro-5-trifluoronethyl-phenyl) -am no11

yimulansow deapgs diaggninolgphghpiogectisy grogps can be effected

Mtl?t %fﬁ@fa@ add blidnfds l}ﬁﬁloﬂi?sfcb‘ Y IR )%Wr%ﬁ‘%c adBlfklal crscoomn,

r o- oxazol - am ne or (

[Zéi%@O@é HQr - Istqlumemlﬁrr@mqwhw a gsthesmy bych-aa fithe]2. CHCls, THE,
MBI b H oA BYEfs@xazol - 2-yl am ne.
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 aminoalcohol to the corresponding 2-aminooxazoline of
formula I can be accomplished by treatment with cyanogen bromide in THF as solvent

and K,COjs as base at r.t. overnight.

Step F: In cases where R” is the protecting group benzyl, deprotection can be
accomplished by treatment with ammonium formate as reductant and palladium on
activated charcoal as catalyst in methanol as solvent at elevated temperature (75°C)
overnight. In cases where R” is the protecting group p-methoxy-benzyl, deprotection can
be accomplished by treatment with acids such as trifluoroacetic acid in the presence of a
nucleophilic scavenging agent such as anisole in dichloromethane as solvent at r.t.

overnight.

GENERAL PROCEDURE 2

If R' is a heteroaryl substituent such as pyrimidinyl or pyridyl the intermediate IIT can

also be produced as follows:
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Preferred conpounds of fornula | are further those,
wherein RL is indanyl, and R2 is |lower alkyl, for

W@ 2@ap9ssst he foll owi ng conpound (S)-4- PCT/EP2008/051377

[ (et hyl -i ndan-5-yl -am no)-mat_hi/ ]

-4,5-di hydr o- oxazol - 2-yl am ne. Preferred conpounds of
formula | are further thos nLein RL is phenyl,
substituted by heteroaryl, qug\élﬁ%%anpl e the foll ow ng
compounds (S) -4-{[nethyl - (3-o0xazol -5-yl -phenyl)

-am no] -nmethyl}-4,5-di hydro-oxazol -2-yl am ne or (S)

- 4. t hyl - (3- oxazol - 5-yl - phenyt) -am no]
-ethyl }- 4, 5-di hydr o- oxazol z & \eaMiteon The q&kﬁent
co of fornuN-R® and .tﬁeJ_r_p.lar_ncaceu i cral

accleptgbl e salts can\}Pe prepared by nethods Tkno in
thhe @rt, \Tor exanpl e,” by processes descﬁzi_ bé?‘@?ﬂ

whi ch procegges conprise a) reacting a corpound o 1I-2
formula Il with cyanogen bronide to a conpound of

baticailylaativeher ei n the definitions are as descri hed
gbwees aldahyds) depr ot ecting a conpound of fornullaffdr R2
BeMhy Bei¥99 or benzyl substituted by al koxy t{o @ oo -

. S philic substitution
conpound of formula wherein the definitions arle @@ Rrix (if R" is heteroaryl
descri bed above, or

Y

0
K/(N\fo
0
Ry O
R’ 1

Step G: Reductive amination of optically active Garner’s aldehyde (from L- or D-serine;
Garner, P.; Park, ].M. Org. Synth. 1998, 1X, 300) with a compound of formula VI can be
accomplished by a reducing agent such as H, with a catalyst such as palladium, platinum,
ruthenium or the like on a carrier such as charcoal or NaBH,, LiBH,, NaBH(OAC¢)s,
Na(CN)BHj3; in a solvent such as MeOH, EtOH, dichloromethane, 1,2-dichloroethane,
THF, dioxane or mixtures thereof in the presence of molecular sieves or 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.

Preferred conditions are Pd/C and H, in MeOH at r.t. overnight at atmospheric pressure.

Step H: Preparation of an heteroaryl-substituted compound of formula III can be
accomplished by nucleophilic substitution of 111-2 with an halogen substituted
heterocycle such as 2-fluoropyridine, 4-fluoropyridine, 2-chloro-pyrimidine, 4-
chloropyrimidine or further substituted analogs at elevated temperature in the range of
60-240°C in an inert solvent such as ethanol, propanol or isopropanol. This substitution
reaction can be achieved by conventional or microwave heating for several minutes to
hours.

Preferred conditions are microwave heating in a closed vessel at 180 °C for 30 min in

isopropanol.
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if desired, converting the conpounds obtained into
phar maceutically acceptable acid addition salts. The

w@oropossds of formula | nmaybe prepared i n accoPCHRRM08/051377

with the process variants as plﬁg_cri bed above and with
the follow ng schemes 1 - 4. The starting materials

?’ﬁgrnf %Fq{gﬁf squel}\;f&?hﬁl%g a%ﬂlecf 0{1 % ?I‘Odﬁlr s%@&&% dﬂpﬁgne%l Procedure
FiScheane Acr os, I\/aybridge Avocado TCl, or additional
suppliers as indicated in databases such as Chem cal
Abstracts [Anerican Chem cal Society, Colunbuis, OChio]

or Avail abl e Cheni cal GEIRERAEIPROCHIFUREWI er MDL, San
Ranon, California] ), or are otherwi se known in the
chem cal literature, or may be prepared as descri bed

Comipbendxefripinesla $ eat alonbGaNERAID BRICEKBURE 1 Schene 1
optically active uctive anmination Step A : Reductive
am nation of optically active Garner's al dehyde (R3=H,
fromL- or Dserine; Garner,SdBemeRark, J.M Og. Synth.
1998, 11X, 300) or a-nethyl-substituted Garner's

al dehyde (R =nethyl; fromL- or D a-nethylserine;
Avenoza, A. et al. Tetrahedron Asynm 2001, 12, 949)

vvi® compound of formula V-1 "can be acc i shed by
a cng agent sych' as NeBHe£ouRingHA, BH(OAc) 3 Gakylation
Na( in’a sélvent such as MeOH, Et + R2X >
dio t hane, 1,2-dl chl oroet hane, R4F, Ki ox or
m xt ur es 't her eof N 0 VI
L o NH,
OA( amide reduction OH E _\g\l
N. _O deprotection NH, o
\f cyclisation R
R\ o RL —N |
o) \6 VL ke

Step J: Amide coupling of chiral acid VII (the (S)-isomer available according to
Chattopadhyay et al Synthesis 2006, 8, 1289; the (R)-isomer according to Micale et al in J.
Med. Chem. 2006, 49, 3064) with a compound of formula V-1 can be accomplished by an
amide coupling reagent such as bis(2-ox0-3-oxazolidinyl) phosphinic chloride (BOP-Cl),
2-(1h-benzotriazole-1-yl)-1,1,3,3-tetramethyluronium tetrafluoroborate (TBTU) or 2-
(1h-benzotriazole-1-yl)-1,1,3,3-tetramethyluronium hexafluorophosphate (HBTU) or o-
(7-azabenzotriazol-1-yl)-n,n,n’,n'-tetramethyluronium hexafluorophosphate (HATU)
and a base such as triethylamine or ethyldiisopropylamine in a solvent such as THF,
DMEF, or dichloromethane at a temperature of -10 to 60 °C for 1 - 40 h.

Preferred conditions are the use of bis(2-ox0-3-oxazolidinyl) phosphinic chloride and

diisopropylethylamine in dichloromethane at r.t. overnight.

Step K: The alkylation of amide VIII can be accomplished using a base such as NaH,
Cs,COs, KOH, LiOH, NaOMe or NaOEt in a solvent such as acetone, DMF, DMSO,
acetonitrile, toluene, EtOH or MeOH and optionally if appropriate a phase transfer
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in the presence of an activating protic acid such as
HC or a carboxylic acid or an activating Lewis acid

wQowh/ogsssZnCl 2 or Ti (O Pr) 4 at a tenperat ur ePOF/EPD08/051377

to 60 OC for 1-40 h . Preferreg conditions for Rl =
aryl and R3=H are NaBH 3CN and 6ZnCI 2in MOH at r.t.

Ea‘%%ﬁs%é&% {s“[ﬁrrar ? %1 onﬁfn?"b &Qlcfé%'rﬂ% 'd&%%e %Lﬁcﬁ’l R%crovfr‘l{ thner,

e ani Refon
Htanaﬁom@rrowdrdmog tpbtasshwﬂnl iodidd atoryt. t—rl é@tf@fém‘tl J\RAlhhs

i gh
PRTIE ARl B SYOR MG Shin A arprgepgmperatr
gvanmighti0OAc in 1, 2- di chl oroet hane at 60 0OC
overni ght. Step B: Al kylation of the conpound of

formula Il1- 1 can by acconplished by treatnment with a
Step tLaRédricfipn of ﬂretaedale alndehyHevat b}klﬁiranmﬁe bbl‘anbhetrahydrofurane

Eé{'%ﬂ% %2?1’% (%me 21 e@c%ﬁ%g%rllgx os'rus%h u\zfllne o ﬁé/b%lrt%b Hglnde etherate
It ieett soliverts arobrmltdtaah&droiurﬁnd |dmch<laoc OEbtlhanﬁher'ﬂﬂFHowed by acidic
di xane qr ' here in th resence.
Xévgﬁ? E?tq adg' (?JC{I'? %n% opim ﬁneogs H&av g? the gmo (;&l ﬁl;l’lol protecting
g1©iuﬁs drc1ch¢1wad¢up\kah iba gffemed WlthalndnsnabitldamcﬂmﬁlHQ 185SO,4 or H3PO4
a u f. < 60 0C .h ..

5 Eotannt ot e T ORI ARl HRAR S o ey foRichcid n o
grlvznmp sudhhe GHA € platg ITHF, dteqid UG H6r Had oud 0 649G 1 i s

d with 37 % aqueous utlon gro
i sadioahny g HRAAREY SrLC bRad SR Gs bonys AR 40 followed by
Redting Me@HINAH@ GoXhd ot a0, Preferred condi t| ons for
i ntroduction of an ethyl group for Rl= aryl: the

cor respondi ng
Step E: Cyclisation of the aminoalcohol to the corresponding 2-aminooxazoline of

formula I can be accomplished by treatment with cyanogen bromide in THF as solvent

and K,COjs as base at r.t. overnight.

Isolation and purification of the compounds

Isolation and purification of the compounds and intermediates described herein can
be effected, if desired, by any suitable separation or purification procedure such as, for
example, filtration, extraction, crystallization, column chromatography, thin-layer
chromatography, thick-layer chromatography, preparative low or high-pressure liquid
chromatography or a combination of these procedures. Specific illustrations of suitable
separation and isolation procedures can be had by reference to the preparations and
examples herein below. However, other equivalent separation or isolation procedures
could, of course, also be used. Racemic mixtures of chiral compounds of formula I can be

separated using chiral HPLC.

Salts of compounds of formula |

The compounds of formula I are basic and may be converted to a corresponding acid
addition salt. The conversion is accomplished by treatment with at least a stoichiometric
amount of an appropriate acid, such as hydrochloric acid, hydrobromic acid, sulfuric
acid, nitric acid, phosphoric acid and the like, and organic acids such as acetic acid,
propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid, succinic

acid, maleic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid,
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conmpound of forrmula Ill1- 1 is treated with
acet al dehyde in the presence O'NaBH 3CN and ZnCl 2 in

WOLRDBI09ESSAO OC for 2hrs. Preferred conditi ons POF/EP2008/051377

introduction of an ethyl group,for Rl= heteroaryl: the

correspondi ng conpound of fornmula Il1l- 1 is treated

i C in.t of . . -
e RRE S o Bia b8, B RANG € s AR b uforiOftia, saicpic
wi¢hed thedike chgiidallpribe free baspisdsbolyed onaroie rgaapsobyent such as

. i 0 f . f I J - i .
e Pyt GRE BRSO S ATRAANG et ROt e ard b acia
MNaBH(DAcIMiBir avldertr Thd worperaeretis mastaided petween 0 °C and 50 °C. The
1, 2-di roethan rnight., Preferr condi tions_for
feﬁ%ﬂ}lg gegt roe%%%t te%\ oglﬁaz §3Pl’lsg)b {)r L may Be §r_ot1)1§%tz (iltﬁ’oq LSILRES witR"a less
pellarmhrnbenzyl or p-chloro-benzyl group: the
\(/:Vlo[ Legg(n)'glgl %:2%%(%@@(8}? 5232 E)%/‘fhfeg%gu lé:l?mlpl)lllﬁdslof Ifosrngurle(te Ia}n%g be converted
> thre tborgpobding dted bhges by tfieaitﬁtehyi/vith;aeteait A stoichiometric equivalent of a

-. benzal dehyde di net hyl .agetal or . .

B O RTRaE BER ST RUAG o2 riF vty PGBl POt sombongigripgiom
bichdBhiit©Aa mdnanghd thiefiilkelor oacetic acid in
ar.at,{ on 1;

1, 2-di chl oet hane qverni ght .. St .C., Pre
an al kyl - sUBCerReds 2Bl B T b ars Uil e
digom sl is pebsysshel vable phipirm sdokgidal/ propeies. iSpecificallpat han

ad

Benp SRTRRY v Bruaghly o tad pRogp e g Resfy gt/ 8™
1R93Bice hkine3BEciated tehepts€SAABRS), efpeaialleTNARDg agent

such as NaBH4, LiBH4, NaBH(OAc)3 or Na(CN)BH 3 in a
$bé venpowsuls hveasiniesBish te@irChcodiantd witlo thet thetigeven hereinafter.
1, 2-di chl oroet hane, THF, di oxane or m xtures thereof

in the presence of Muatadals aad Methagslsoti c aci d such as

tglst%ctign %?"I"Rgﬁyelximcession plasmids and stably transfected cell lines

For the construction of expression plasmids the coding sequences of human, rat and
mouse TAAR 1 were amplified from genomic DNA essentially as described by
Lindemann et al. [14]. The Expand High Fidelity PCR System (Roche Diagnostics) was
used with 1.5 mM Mg** and purified PCR products were cloned into pCR2.1-TOPO
cloning vector (Invitrogen) following the instructions of the manufacturer. PCR products
were subcloned into the pIRESneo2 vector (BD Clontech, Palo Alto, California), and

expression vectors were sequence verified before introduction in cell lines.

HEK293 cells (ATCC # CRL-1573) were cultured essentially as described Lindemann et
al. (2005). For the generation of stably transfected cell lines HEK293 cells were transfected
with the pIRESneo2 expression plasmids containing the TAAR coding sequences
(described above) with Lipofectamine 2000 (Invitrogen) according to the instructions of
the manufacturer, and 24 hrs post transfection the culture medium was supplemented
with 1 mg/ml G418 (Sigma, Buchs, Switzerland). After a culture period of about 10 d
clones were isolated, expanded and tested for responsiveness to trace amines (all
compounds purchased from Sigma) with the cAMP Biotrak Enzyme immunoassay (EIA)

System (Amersham) following the non-acetylation EIA procedure provided by the
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acid or an activating Lews acid such as Znd 2 or
Ti(GPr) 4 at a tenperature of -10 to 60 OC for 1-40 h

WO 2(088/09886T ed conditi ons are NaBH 3CN and ZnC PCT/RPIREH$1377

at r.t. - 40 OC overnight. Sche 2 Step D

Si mul t aneous cl eavage of the ami no al cohol protecting

n f S
R AR MIRoBRh Sl Ml P ARG o R FCg ety By period of
CHEAs2Q@EOMe re i@t foo all pultsedurmn etsidieb.oni ¢ acid in a sol vent
such as CH2Cl 2, CHA 3, THF, MeOH, EtOH or HRO at O o0
60 OC. Preferred conditions are 2N HO in EtOH at
Mehibrand prepdrati®h fmdsradiolighhdinding di oxane at r.t.
?Vl? LI yenst Qre% eAfihi3al @ Ehgs hgt]g:% A0t eQ/\blﬁJlo § 82" and
A corresp onhdi nf am nooxazo e tormila 1 can be
e el oapitznsimgd 0 blyMt EIQ”EA et pel%tctdwb)cgeatrtfggmomrab r}rD(Mlerpnm foT Hme at 4

§(§ ﬁl%g)\aéﬁatwa%nlge %13 d %lefhwﬁﬁ 1(:%t co'i f)hos%ﬁe?tr %urgfhlled sa% ne and cell

Ses T toup
el Wheﬁbzmnmmdmdy ag mmkﬂlﬁhﬁdldmyd Illltlegtmmm stweﬂhmtﬂ use at -80
§amoR| fornpl e as nheduc .
activat cf "ﬁar%nosa TR e(ga %\(fm‘i Fl%l%%s ﬁatéf)]ﬁgo(r o8} (& spntaining

& mel deﬂ bopegatizadevifiv Eb)lyn‘om(ﬁT gbao, Iqlmemmse)sat 10,000 rpm
BISDS, T A pd REhRAES SRR P AP RO DM 12K g the peller

on gdt e
Basusjﬁnéadhh zasnltIHEPlES}Nram{: EX0i mMacpId 7141cdnltrﬁmpg OdendEEDTA (buffer

Ay AR5 SAPUA GG o B D AR ke v e
centrifuged at 48,000xg for 30 min at 4 °C and the pellet resuspended in 20 ml buffer A,
and homogenized with a Polytron at 10,000 rpm for 10 s. Protein concentration was
determined by the method of Pierce (Rockford, IL). The homogenate was then
centrifuged at 48,000xg for 10 min at 4 °C, resuspended in HEPES-NaOH (20 mM), pH
7.0 including MgCl, (10 mM) and CaCl, g protein per ml and (2 mM) (buffer B) at 200
homogenized with a Polytron at 10,000 rpm for 10s.

Binding assay was performed at 4 °C in a final volume of 1 ml, and with an incubation
time of 30 min. The radioligand [H]-rac-2-( 1,2,3,4-tetrahydro-1-naphthyl)-2-
imidazoline was used at a concentration equal to the calculated K4 value of 60 nM to give
a bound at around 0.1 % of the total added radioligand concentration, and a specific
binding which represented approximately 70 — 80 % of the total binding. Non-specific
binding was defined as the amount of [H]-rac-2-( 1,2,3,4-tetrahydro-1-naphthyl)-2-
imidazoline bound in the presence of the appropriate unlabelled ligand (10uM).
Competing ligands were tested in a wide range of concentrations (10 pM — 30 uM). The
final dimethylsulphoxide concentration in the assay was 2%, and it did not affect
radioligand binding. Each experiment was performed in duplicate. All incubations were
terminated by rapid filtration through UniFilter-96 plates (Packard Instrument
Company) and glass filter GF/C, pre-soaked for at least 2 h in polyethylenimine 0.3%,
and using a Filtermate 96 Cell Harvester (Packard Instrument Company). The tubes and
filters were then washed 3 times with 1 ml aliquots of cold buffer B. Filters were not dried
and soaked in Ultima gold (45 pl/well, Packard Instrument Company) and bound
radioactivity was counted by a TopCount Microplate Scintillation Counter (Packard

Instrument Company).



GENERAL PROCEDURE 2 If Rl is a heteroaryl substituent
such as pyrimdinyl or pyridyl the internediate |11

W@ 2008/298867 be produced as foll ows: Scheme 3 opt i REI/ER2008/051377
active Garner's al dehyde H from L-or D-serine
nucl eophilic substitution with -X (if RLis

het efﬁ@gken%td cBm oaﬁﬁs %\%w Vl% ert?li\/bo n%usg Qrtlc!i/%%rait%n TAARI in

active

the;ramgerdd, lovseerard) B! MMShownggﬂle tabte b@o@) with a

conmpound of forrrul a VI can be acconplished by

E%iﬁﬁleng agefiMpuch B&nifde W t hg tal /%‘xaﬁﬁ;&feh as Ki (uM)

pal | adijum p atl num rutheniumor the |ike on

carrier| siRMSEEAlchar coal o NABMAS/TALi BHA, NaBH{ OABRUse/Tat

I\I::l((‘J\I) BH 3 in a sollvent such as MeOH— Et OH

di chl orjooBbtm0e019, 2- dgThl or oeyheors, THF, 188 oxamen0ar/0.0049

m xtures thereof in the presence of m)l ecul ar sieves

or an dc roti g, acild su a

carboxyl Q}@gpgglo an dctivyati n@ Ee ac?%f1 su :t9‘0a037/0‘0036

Znrc—er T"f‘D“) 4-rat—a—tefperature o. 10te660-0C

for7 1- 400160147’660@3 rred onditi ondlare Pd/ Cl¥nd H.G087/0.0489

MeOH at| r.t. overnijght at atnospheric pressure Step

H 1? epab.@b%@p.o@@ an hey er Oafy'/%é%‘l%ﬁ tu ? WQ/0.00%

of formula Il can|be acconplis by nucl eoph|lic

substitution of =2 wthanm at ogen substituted
15 0.0224/0.0008 99 0.006/0.0032 139 0.0041/0.0016
27 0.0073/0.0016 100 0.0027/0.003 140 0.0026/0.0041
28 0.0023/0.0006 105 0.0038/0.0635 141 0.0034/0.0009
30 0.0163/0.0017 106 0.0041/0.0188 145 0.0082/0.0048
31 0.0013/0.0019 107 0.0039/0.0149 146 0.0031/0.0062
32 0.0028/0.0006 109 0.0025/0.0017 152 0.0032/0.0072
33 0.0022/0.0002 111 0.006/0.0587 157 0.0017/0.0021
34 0.0012/0.0047 113 0.0028/0.0062 158 0.0022/0.0004
37 0.0097/0.0018 117 0.0028/0.0182 159 0.0053/0.0014
40 0.0011/0.002 119 0.0011/0.0042 160 0.0013/0.0009
42 0.0264/0.0011 125 0.0023/0.0056 162 0.0077/0.0155
53 0.0187/0.0009 126 0.0016/0.0012 163 0.0029/0.0052
55 0.0288/0.0006 127 0.0046/0.0157 165 0.0014/0.0009
65 0.0019/0.0027 128 0.0047/0.0116 167 0.0051/0.0097
77 0.0004/- 129 0.0088/0.0027 175 0.0092/0.0083
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het erocycl e such as 2-fl uoropyridine,
4-fl uoropyridi ne, 2-chloro-pyrimdine, 4-

w@ 008028857 i m di ne or further substituted anal ORGI/EP2008/051377

el evated tenperature in the rapge of 60-2400C in an
i nert solvent such as ethanol, “propanol or

septropanol—TFhts—substitutton—reaction—canbe
aclBBeved by/Gc@Hvent|i oddl on 0HWA76NRA8 heating for
several| mnutes tolhours. Preferred conditions|are

m crowave heating in a closed vessel at 180 OC for 30
mn in isopropanol.Internediate IIl is then further

FRE Edrﬁﬁo&fﬂsto@fd?ﬁﬁﬂiéjpindl th@%h%%&&ht%ﬂ h&egﬁﬂl‘é s&ks of the compounds
Procedure 1 Schene 2. dﬁ Conmpounds of

ploormk [icag b usadss HEF@K@FT@BE%% igdhe formefphargegreniicalpreparations.

‘?M@ i)l‘lagrﬁ{a'c&ﬁlcglt §iPpatatiorfi T Be GOMRiBGd QFalGhe & 8h tClofnm W kablets,
(th S) -1 soner avail abl e accordlng t o 'Chat t opadhyay

@?Qatqg takdgst fragges lpodend spft godgipe capalesRplytipseymulsions or suspen-
Qgﬁso ')‘[‘Hk BOmiAstMifod! &n, q{ov\%‘veﬂ Rlso be gﬁi@ted&@&ﬂﬂy, Q08 théRrm of

a conpound formula V-1
ﬁlfﬂrieé,rfé@ab@ylt%rﬁl% mgd@ e M efgnicetigyeslutiansh as
bi s(2- oxo- 3- oxazol i di nyl ) phosphi nic chloride (BOP-Q),

2- (1 Th@@d}ﬁﬁgdﬂd@%@f&n{u@’ﬂ ()anlb’e yr@ceg’seﬁ ShhAIRL AN Aty YRR,
tetrafl uorobagrate (TBTU)

[ORSHETI T EIHG eraers fgr the lprcrd@tlsn pEPhamatHifictmspRagagons. Lactose,

bsnatdr 4P ORRRERNA 1S ré BRI st@dricQicids or its salts and the like can be used,
%é azabenzotrlazol-l-yi -n,n,n' ,n' -tetranethyl uroni um

REITPISr s sHe s pHEers forialitess,  coated tablets, dragées and hard gelatine capsules.
Suitable carriers for soft gelatine capsules are, for example, vegetable oils, waxes, fats,

semi-solid and liquid polyols and the like. Depending on the nature of the active
substance no carriers are however usually required in the case of soft gelatine capsules.
Suitable carriers for the production of solutions and syrups are, for example, water,
polyols, glycerol, vegetable oil and the like. Suitable carriers for suppositories are, for

example, natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

The pharmaceutical preparations can, moreover, contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

other therapeutically valuable substances.

Medicaments containing a compound of formula I or a pharmaceutically
acceptable salt thereof and a therapeutically inert carrier are also an object of the present
invention, as is a process for their production, which comprises bringing one or more
compounds of formula I and/or pharmaceutically acceptable acid addition salts and, if
desired, one or more other therapeutically valuable substances into a galenical

administration form together with one or more therapeutically inert carriers.

The most preferred indications in accordance with the present invention are those,
which include disorders of the central nervous system, for example the treatment or
prevention of depression, psychosis, Parkinson’s disease, anxiety and attention deficit

hyperactivity disorder (ADHD).



and a base such as triethylamne or

et hyl di i sopropylam ne in a solvent such as THF, DVF,
W@roodiogdssor omet hane at a tenperature of -10 t oPGDERI008/051377

for 1 - 40 h. Preferred conditjpns are the use of

bi s(2- oxo- 3-oxazol i di nyl ) phosphi nic chl oride and

o SOPLARIEL IR Ry TS TR R ot
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ﬁl%‘f‘e%f.aﬁletcﬁ&lg??ya'gg % m%l%?r]u?[ereg]ag?m %dlg Idﬁvu‘:{ed §od gs and, in

as a crown etra anmmoni

pdiiaesithnipod lidet @i alsothe exceileﬁéli Olerf ‘dms 11 feu?h!tl tblbs indicated.
Preferred conditions are sodi um hydride in

di met hyl sul f oxi d ight. Step
L : Reduction of e]{a;btét ]?gaglgﬁ?{t/)\%&%ﬁ?@ég@by bor ane,
bor ane-t et rahydr of urane conpl ex,

Bomahwraiierds hyl sul fi de conpl eng/tablet

sodi unbor ohydri de/ bortrifl uorllgg et h%% i Nob t 500 mg
sol vents such as tetrahydrofurane, dioxanhe or o

ethers foll owed by acidic workup that | eads in

hddi €romornd of feumukrieous cl edvage of 2bhe ami HY al coh2l0

r ot i dic woskup ca e effe d wt
g mﬁ%trt(gﬁagxg%g%uclﬁs HO ﬁ; rlOEBPOZL o%tog fs0
&r gabiadalidd such as CFSCCI]—I,6CHCI COO0H, HOAC for 30

-to fani id in a | vent ch as a 2,
QH%E\%%%}@%H@? or H20 at Qo%go 0C. %’rz%ferre1 0
condMeagogssimSteatateat nent wit hl borane/ THF for 2 hours 1

at 630%g fol l oned by heating.mith 4N HC for,g2 hoursgs;
at 6 '

Manufacturing Procedure

1.  Mixitems I, 2, 3 and 4 and granulate with purified water.
2. Dry the granules at 50°C.
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
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Step E : Cyclisation of the am noal cohol to the
correspondi ng 2-am nooxazoline of formula | can be

waewsnpssshed by treatment with cyanogen brom RBET/EP2008#51377

as solvent and K2CO83 as base g% r.t. overnight.
| sol ation and purification of %e conpounds | sol ati on

ggguegphfiqqg&%ﬂﬁpf t he conpounds and i nternedi ates
an be effected, if desired, by any
suitabl e separation or purification procedure such as,
tor diarphe], ¥ and ¥ mtd onablexmixerdoi dhminytygst al | i zat i on
5! UgRg FBLOTRRAYLARMX (b Maiyer chromat ogr aphy,
thi ck-Tayer chromatography, preparative |ow or
Bi ghFifriemsanugable qasdlechr omat ogr aphy or a conbi nati on
of these procedures. Specific illustrations of
sui tabl e separation and i$9 ' rocedures can be
had by reference to the &%g%%%?%ﬂ6 s and exanpl es
¢ Rjllowhel QunplieRMEhte thE eEnt@ibitakendt ifRRAEE0l1RRIt 6 scope.
i sol ation procedures could, of course, also be used.
Racem ¢ m xtures of chiral conppunds of fornmula I can
be separated using chiral HEBPEPey ts of conpounds of
f or mul a(R)-4Tfiet @;aamxi&liﬁé)-ﬁ@ﬂgﬂ]l-asldiw&o%aai&zaﬂﬁnine
maybe converted to a corresponding acid addition salt.
The conversion is acconplished by treatnment with at
he@st 2, 2 [5ieihe 1 QMR h ¥1hi®i MR - bz GHUiRP B Aibok At cRCk A - butyl ester
such as hydrochloric acid, hydrobromc acid, sulfuric
acid, nitric acid, phosphoric aci d the like, and
organi ¢ acids such as acetic acid, propionic acid,
glycolic acid, pyruvic acid, ox@k%d)acid, mal i ¢ aci d,

mal oni ¢ aci d, succinic (i:)\ N
VA
H o)

To a stirred solution of tert-butyl (S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate

(2.07 g) at r.t. in methanol (25 ml) under an argon atmosphere were added aniline (763
mg), ZnCl, (4.47 g) and NaBH3CN (1.55 g). The mixture was stirred at 40°C for 16 h,
then cooled to r.t. and concentrated to leave a yellow paste. This was taken up in EtOAc
and H,O. The aqueous phase was back extracted with EtOAc. The combined organics
were washed with brine, dried over MgSQy, filtered and concentrated. The crude product
was purified by column chromatography (SiO,; gradient: cyclohexane ->
cyclohexane/EtOAc 4:1) to give (R)-2,2-dimethyl-4-phenylaminomethyl-oxazolidine-3-
carboxylic acid tert-butyl ester (2.21 g, 88 %) as off-white solid. MS (ISP): 307.4
(IM+H]")

b) (R)-4-[(Ethyl-phenyl-amino)-methyl]-2,2-dimethyl-oxazolidine-3-carboxvlic acid
tert-butyl ester
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acid, maleic acid, funmaric acid, tartaric acid, citric
aci d, benzoic acid, cinnam c acid, mandelic acid,

worewsaysssul f oni ¢ aci d, et hanesul foni c aci d, PCT/EP2008/051377

p-tol uenesul fonic acid, salicylic acid and the Iike.
Typically, the free base is diSsolved in an inert

' et Iy | t
O B AN e e S U e
awboxytidded térmbaty esterd (80 s1g) went in MkthahelBe nd) underiag argon

' LN e 0C. T | salt
LR P B R ey aP e R s B BB BP0 .
$he¢ otixtore wastwaraet es 40 fOhad stgoing enthat Engeating veddbhiiouwed for

t-s. of . th i ouy? fifqrmul a.l y -
Eoh Ereapt S R 2 e RIBE AT TG b s ulee JEP4RS awrifiea by
veltimnathrémeasgraphy { HOG ratiattr ¢yclobexnne al eptlolodxame/EtOAc 4:1) to give

i l.e se such as sodi I_potassi um hydr oxi d .

S A B SRRy PP Pl i s R RSBl 0 gid ert
bingl dsided614Ting, Z70¥p asucudisrlass vibausilaMS @$R): $35ed ((M+H]")

phar maceutical ly usable addition salts possess

val uabl e pharmacol ogi cal properties. Specifically, it

baR) Beamifioddthyhahertyirendomnpoopas-1edl t he present

I nvention have a good affinity to the trace am ne

associ ated receptors (T , espagyally TAARI . The
compounds were investig i aucor'dance with the
test given hereinafter. Nhtegﬂals Met hods
Construction of TAARexpressign plasm ds and stably

TRt ORI TR ST T A —
atarboryi e cdAAR-Butiekser 6608Irh)i & d.t.fin dioxgen@s tl)DNAler an argon
gtsr’r?oesg ei:rglvxla agcfed%élcsroiut%%% (B%\/I in dioxane; 4.54 ml). The mixture was stirred
at r.t. overnight 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 MgSO4 and concentrated. The crude product was
purified by column chromatography (Isolute® SPE flash NH2 column, aminopropyl-
functionalized silica; CH,Cl,/MeOH 9:1) to give (R)-2-amino-3-(ethyl-phenyl-amino)-

propan-1-ol (297 mg, 84 %) as off-white amorphous solid. MS (ISP): 195.3 ([M+H]")

d) ((R)-4-[(Ethyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

Q)NACZ/NHZ

To a stirred solution of (R)-2-amino-3-(ethyl-phenyl-amino)-propan-1-ol (235 mg) at

r.t. in THF (10 ml) under an argon atmosphere were added potassium carbonate (334
mg) and a solution of cyanogen bromide (256 mg) in THF (5 ml). Stirring at r.t. was
continued for 18 h. The mixture (off-white suspension) was diluted with EtOAc and
washed with H,O. The aqueous phase was back extracted with EtOAc. The combined
organics were washed with brine, dried over MgSQs,, filtered and concentrated. The crude
product was purified by column chromatography (Isolute® SPE flash NH2 column,
aminopropyl-functionalized silica; gradient: CH,Cl, -> CH,Cl,/MeOH 9:1) to provide
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Li ndemann et al. [14]. The Expand H gh Fidelity PCR
System (Roche Di agnostics) was used with 1.5 mM My2+

w@rwspmssT i ed PCR products were cloned i nto pORI/EPZDE¥31377

cl oning vector (Invitrogen) f_o&{ owi ng the instructions
of the manufacturer. PCR products were subcloned into

ey Ve Pal 9 ,A o
@I ﬁ%@gﬁﬁgggng&expr esﬁ‘grl ]%g\r)&é dg?sox\%eogcﬁs%%bng(lﬂ mg, 54 %) as
vEnitfitesdlitbeMSr(@SR)N22000Udt N )i n cel | |ines. HEK293
cells (ATCC # CRL- 1573) V\%rgﬁ% iured essentially as
descri bed Li ndemann et al EE) For the generation
of st &®k-4( ﬂscmrspydqﬂedylcahinob4rmmhylHE}§2<ﬁByd:1©Ld»&zme:r-¢lamine
transfected with the pl RESneo2 expression plasm ds
cont ai ni ng the TAARcodi ng sequences (described above)
s (Sh-213- pixh etb yladrph en 2401 o (d etttwiil fok opdid )neads cab dxyitid atid tédadutyl ester
i nstructions of the manufacturer, and 24 hrs post
transfection the culture nmedi um \A@Q‘/suppl emented with
1 ng/m A18 (Sigma, Buchs, Switzerland). After a
culture period of about 10 d cI wer e isol at ed,

expanded and tested for@gon5| v ss to trace am nes

(al'l conpounds purchase with the cAWP
Bi otrak Enzynme i nmmunoass stem (Amer sham
foll ow ng the non-acetyl ati on ElI A procedure pr ovi ded

byanapreyde erearrled erertbad eR bl Ty danathrich
G5Bl ANEHboRyIteaRls @ea%gé%lﬁf alﬁhﬁé"ﬂot g SRenL &gqeﬂfyll@

passages were used for all subsequent studie

Reiyk a@ﬁ@omﬁ@pfbpmwbwnaﬁdcarwm ﬁ@@ et buwazsﬁ‘g Gaht wllgy solid.
sanfispesees yeiegfinsed wi th ice-cold phosphate

buffered saline wthout Ca2+ and My2+ containing 10 nM

EDTA and pelleted by centrifugation at 1000 rpmfor 5

B %) &t [(fsoBfopyl BReRBhhfho) MRS thiy1 €1 WaR BEHl- S, 6163iMé B arboxylic acid

I ce- col d phoSpnate buffered sallne and cell

tert-butyl ester

OYO
O\N/"" N7<
S

To a stirred solution of (S)-2,2-dimethyl-4-phenylaminomethyl-oxazolidine-3-carboxylic
acid tert-butyl ester (650 mg) at r.t. in 1,2-dichloroethane (15 ml) under an argon
atmosphere were added 2-methoxypropene (0.30 ml), trifluoroacetic acid (0.16 ml) and
sodium triacetoxyborohydride (674 mg). The mixture was heated to 40°C overnight. The
mixture was cooled to r.t., directly adsorbed on silica gel and purified by chromatography
(Si0,; gradient: cyclohexane -> cyclohexane/EtOAc 7:3) to give (S)-4-[(isopropyl-
phenyl-amino)-methyl]-2,2-dimethyl-oxazolidine- 3-carboxylic acid tert-butyl ester (659
mg, 89 %) as light yellow viscous oil. MS (ISP): 349.5 ([M+H]")

¢) ((S)-2-Amino-3-(isopropyl-phenyl-amino)-propan-1-ol dihvdrochloride

)\ H |_rCI
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pell et was frozen imedi ately by imersion in liquid
nitrogen and stored until use at -80 0C. Cell pellet

weR®sHsss7 suspended in 20 M HEPES- NaCH (20 nmMCT/pPRods/é51377

contai ning 10 mM EDTA, and ho_ngég_eni zed with a Polytron
(PT 3000, Kinematica) at 10,000 rpmfor 10 s. The

SRR RS pEST U LRER IS b B g

nMthqhhb “B: @ﬂwﬂhmm Fegt- Butyl ewhdr E60AmE binf diexana) 5 ndhander an argon

SARAROLSBL A0 BRI O M B0t A LB A i

ovannight. 4 he@uatrmde whecopetitatted zas?utbp eesitbet was d2iod m gibefF)er-amino-

) a, P r
%65?51%!5 Pﬁ%ﬁpconcg\r’ﬁ&%n ér??waérd errlr%eg6g60%§ (ﬁﬁm{ Phs off-white
arebipdoduesolidi. Vg EISPRAORBE M +HIL) . The honogenat e was
then centrifuged at 48,000xg for 10 mn at 4 0C,
resuspended in HEPES-NaOH (20 mM), pH 7.0 including
V@A) 21- (10 prdyyl -phehyCaiRo )gmpthat|ed, 5 dfedr oo xarott 2 (y2a mil:
(buffer B) at 200 honobgeni zed with a Pol ytron at

10,000 rpmfor 10 s. B; Ng assm performed at 4
OCin a final volunme o N an #Wﬂ_?an i ncubati on
time of 30 mn. The radioli

[3H]-rac 2 (I 2,3,4-tetrah dro I-naphthyl) 2-

zoI S centr t|on equ

LRGBS 1S s Bory oo Ty o L Ppg el
BihydBachloritdberat cdaated asdtd’hen;fam@én dmlrorgaiado gma ¢®rt-{ dtdpoopyl-phenyl-
%Qnoﬁ‘éaﬁgclg f ﬁ?ll ndl n)%z aammg ! el egfgm%eflg }(188? srﬁ)%dy MS

W8B):ded Bripd+&id "t he anmount of

[3H -rac-2-(I,2,3,4-tetrah Lénaphthyl) 2-

i m dazol i ne bound in the pré of the appropriate
unl abel (S¢d-[l(EgabghédyBaiino)- methyl] -4,5-dihydro-oxazol-2-ylamine

a) (S)-4-[(Ethyl-phenyl-amino)-methvl]-2,2-dimethvl-oxazolidine-3-carboxvlic acid
tert-butyl ester

To a stirred solution of tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate
(681 mg) atr.t. in 1,2-dichloroethane (10 ml) under an argon atmosphere were added
molecular sieves 4A (1.5 g) and N-ethylaniline (0.25 ml). After stirring for 15 min at r.t.,
sodium triacetoxyborohydride (1.68 g) was added in one portion, followed by acetic acid
(5 drops) and stirring at r.t. was continued overnight. The mixture was quenched by the
careful addition of 10 % KHCOj3 (15 ml). The biphasic mixture was stirred at r.t. for 20
min and filtered. The aqueous phase of the filtrate was back extracted with CH,Cl,. The
combined organics were washed with H,O and brine, dried over MgSOy, filtered and
concentrated. The crude product was purified by column chromatography (SiO»;

gradient: cyclohexane -> cyclohexane/EtOAc 4:1) to give (S)-4-[(ethyl-phenyl-amino)-
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Conpeting ligands were tested in a w de range of
concentrations (10 pM- 30 mM. The fi nal

walzessnsgssul phoxi de concentration in the assayP@EHEPRVE/051377

and it did not affect radioli g?qnd bi ndi ng Each
exper| ment was performed in duplicate. I ncubati ons

- 0
ORif i Famigga sy ?%Oflﬁﬁégk%#%&{vﬁé%cﬁﬁ ﬁe%ﬁ?%&tew S SACES
gtaagsvisidus efl. BFY (CSP)pBE5.S0aked| Hor at least 2 h in
pol yet hyl enimne 0.3% and using a Filtermate 96 Cel |
Harvester (Packard |Instrunment Conpany). The tubes and
bl (S) & Amims-8-(etheh phaghenhi® )t propsn-widlh 1m  al i quot s of
cold buffer B. Filters were not dried and soaked in
Utima gold (45 m/well, kard Inigtrunment Conpany)
and bound radi oactivity wasge¢lhited by a TopCount
Mcroplate Scintillation Cou?er kard | nstrunent
Company) . The preferred conpodnds show a Ki value (mV

R e T N R T R R b T
Oiazf)bdhﬂhl-l.’)acal‘b(ﬂdyﬂc ﬁdn@ tephhﬁu;rh@eautwac abhwertad ce(®) abhm@irmad Sthyl—
Rl EamERyEroBey S S B iser R R o) (vem)

pr eparations. The phar maceutical preparations can be
f.orm of abl e.ts,

dihyd
capsules solutlons |ons or suspen sions. The
adm ni stration can, /al Hf f ect ed
rectally, e.g. in the ig 05|tor|es or

parenterally, e.g. in the f m of 7I nj ection solutions.
The conpounds of fornula | can be processed with

ﬁhﬁfaﬂ'@ﬁ}'ﬁtblkkﬁﬂﬁlb y.d (B?—Qtammﬂiﬂ @am}}l@h@ﬁyl&ingﬁﬁ) -erépahr -6l 8as reacted

t he product.ion of ratj.o
b cbtosbh BradE S £ 60 GUFTVGPhyRE apRe Bgr Ty g dinydro-
5ieaarzgdmhemmrwhnte$olscalm (BPY: ;tzl@.e;d can be used,
Example 4

(R)-4-[(Isopropyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

©\N NYNHZ
p

The title compound was prepared in analogy to example 2 starting from tert-butyl (S)-(-

)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and aniline. MS (ISP): 234.3 ([M+H]")

Example 5
(S)-4-{[(4-Benzyl-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

a) (S)-2-Amino-3-[(4-benzyl-phenyl)-ethyl-amino]|-propan-1-ol
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for exanple, as such carriers for tablets, coated
tabl ets, dragees and hard gel ati ne capsul es. Suitable

w@2008/028887 f or soft gel ati ne capsul es are, for BPXHEP1088/051377

vegetable oils, waxes, fats, sgm-solid and liquid

pol yol s and the |ike. Depending on the nature of the
active substance no carriers are however usually

required in the case gf 3oft gel ati ne capsul es.

Suitable carriers for ¢ production of solutions and
syrups are, for exanple, pol yol s, glycerol,
vegetabl e oil and the |i i t ahl. NUarrlers for
suppositories are, for exalple, Nnat or hardened

oils, waxes, fats, sem-liquid @r quU|d pol yol s and

the |ike. The pharmaceutical preparations can,

o a8tined solﬁﬁ(bﬁ af (TS)-QY-{EE&EBM&M pleélyl)sahﬂbinhlhé}%hﬁ:thyl} 2 2 d1methyl—
st abtlél} A | n f gl}ﬂé i ers, sweet

BURBHLAE o coFhoiybs st mgwrﬁ@ar‘e i gelfse e example
phasgu rbastartiug ftﬁl‘rﬁtertnlﬁﬁiﬂl (mg (agemfb&nplr 2 anﬁﬂne@hlypl ants.

They .can aI 0 CO

ot her. ther caI
OxZ0lpscarbe §‘Fé‘ﬁ3é‘s aﬁu aﬁmg ip GHAR Hméisﬁﬁb%rﬁan
@tfm(fsphéfbl as hdddd FRCIRdATHBRO @M in&ﬁbiaylea@mﬂﬂ)atrhe nfilife was stirred

there nd a therapeu aII |nert carrier_are a
Q¥erBi bkftah dhen %ﬂcsﬁltgage% & Vs taked qpsngﬁzrfi@&g?% 95:5and 1

Navadhemhe @qgamg h&sR ,wa%amxﬁa&/@a Mtﬁacm{@mgqeltnm oRnse. Il{e

nore cC ounas o an phar i cal

cRRBpEa B E e Nar<agahed o e #ver VgRsitiigisd SoHlgopgentrated.

TR¢ &rudt bﬁfdutchﬁaﬂﬁ{ﬂﬂetuwlcwa@tmma%gsmt(waﬁﬁa@ SIPE Dash NH,
I.Stra |on

| eni ca adnlr ?rn1to et her th one
F@P@nt HamopERY -Eaiqtignilized sihey gradigng: C Ph{ﬁd @gﬁsz/Meom 1) to
prefors- @ﬁ*uﬂd]gﬂ gﬁbérﬁs}sph&y@%@ragﬂcﬁnwo} prépaa- pbpﬁem'mg, 71 %) as

ntion incl ude disorders of the
E‘gﬂ‘ﬁ‘?séﬁmﬁ&? §° écffsbt/léﬂspgcﬁ%é%é%@ the treatment or

b) (8)-4-{[(4-Benzyl-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

()
1!|& N/““IWV/NHZ
)&O

In analogy to example 1.d (S)-2-amino-3-[(4-benzyl-phenyl)-isopropyl-amino]-propan-

1-ol was reacted with cyanogen bromide to give S)-4-{[(4-benzyl-phenyl)-ethyl-amino]-
methyl}-4,5-dihydro-oxazol-2-ylamine. Colorless gum. MS (ISP): 310.4 ([M+H]")

Example 6
(S)-4-{[(4-Benzyl-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

a) (S)-2-Amino-3-[(4-benzyl-phenyl)-isopropyl-amino]|-propan-1-ol
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prevention of depression, psychosis, Parkinson's
di sease, anxiety and attention deficit hyperactivity

wele@snesss7 ( ADHD) . The dosage can vary w thi n wi BPEI/EP29D8/651377

and will, of course, have to pﬁggdjusted to the

i ndi vidual requirenents in each particular case. In
the case of oral adm nistration the dosage for adults
can vary from about O ng to about 1000 ng per day
of a conpound of generalZformula I or of the
correspondi ng anount of \a
salt thereof. The daily duo
singl e dose or in divided sNand bﬁ addi tion, the
upper limt can al so be exceede enthis is found to
be i ndicated. Tablet Formnulation (Wt G anul ation)

It ﬁmldgsrgb efhn%e;slte S.angJ- ﬂqm4€l§en5ylf§ﬂ1eﬂ’§51)H@pﬁ&@l-ﬁ@li&ﬂgrn@thyl}—&}

nd o or act ose
O S s, S Doy R s g b PP ISHe B sgalgesép example
4.2 alvll clogdriag &bhi fea-Kealll (W) 43¢-430r@0l-B0- dlffa@thswl 3-

nesi um Stearate 1 1 .1 Total 167 67 831
RO Fﬂ@terﬁpééelaf@?éaalﬁnm‘%%.cp%te 0 §>%agwaoz [ihigenzyl-

glﬁ@@uha@lﬁowtﬁnmur -ipfdpRd- ML €olorkss eﬁa&(yrphb@s @liahmegsyt 299.5
HI")

may,, bAHadm ni stered as

b) (8)-4-{[(4-Benzyl-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

()
1!|& N/““IWV/NHZ
P

In analogy to example 1.d (S)-2-amino-3-[(4-benzyl-phenyl)-isopropyl-amino]-propan-

1-ol was reacted with cyanogen bromide to give (S)-4-{[(4-benzyl-phenyl)-isopropyl-
amino|-methyl}-4,5-dihydro-oxazol-2-ylamine. Light yellow gum. MS (ISP): 324.4
(IM+H]")

Example 7
(S)-4-{[(3,4-Dichloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
NH,

A

O °N

Y

&

o ©
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3,4-dichloroaniline. White solid.
MS (ISP): 278.2 ([{’CICIM+H]Y), 276.1 ([{'CI®CIM+H]"), 274.2
([{Cr°cM+H]")



3. Pass the granules through suitable mlling
equi pnent. 4. Add item5 and m x for three m nutes;
W@ 09pH0288S7 on a suitabl e press. Capsul e For nul apCDREPI0D&081377
I ngredi ents ng/ capsule 5 ng 2_52(%9 100 ng 500 1.
Compound of formula I 5 25 1007500 2. Hydrous Lactose
159 123 148 --- 3. Corn Sty %J%P% 35 40 70 4. Talc 10
15 10 25 5. Magnesi um St eara 2 5 Total 200 200
300 aOpPMHMBiphetylyigtivlandda)-methyl M, &-dilhehs-okazdl-2aylgmahe
in a suitable mxer for 30 mnutes. 2. Add itenms 4 and
5 and mx for 3 mngteg. 3. Fill into a suitable

capsul e. Experi nent & I ovm n %rampl es
afé % nténded to limt

illustrate the invention hy
its scope. Exanple 1
(R)-4-[ (Et hyl - phenyl - am no) - n&t hyl ] - 4, 5- di hydr o- oxazol

{r%r%%@i_tg%ﬁag%%e I l}le t1t|L|e co %Orlﬁl’lﬁl a/vnaé; tpﬁeiﬁareéixséazrgﬁg drlom tegt but}fl (R)-
5 bb)xlgrifd)r@l}édmjdineert]uyl@uoygdzo]e@celrboxylate and 4-aminobiphenyl. White solid.
MS (ISP): 296.1 ([M+H]")
Example 9
(S)-4-{[(4-Chloro-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine

cl

10 In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloroaniline. White solid. MS
(ISP): 242.2 ([{"Cl}M+H]"), 240.2 ([{*CIM+H] ™)

Example 10
15 (S)-4-{[(3-Benzyloxy-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

0
.. N\ 5
@)N/ Sa

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-benzyloxyaniline.
Amourphous colorless solid. MS (ISP): 326.3 ([M+H]")
20
Example 11
(S)-4-{[(4-Chloro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
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To a stirred solution of tert-butyl
(S)-(-)-4-fornyl -2, 2-di net hyl - 3- oxazol i necar boxyl ate

W@ 2008/p98857 at r.t. in nethanol (25 m) under anPGr/gP2v08/051377

at nosphere were added aniline g 63 ny), 2Znd 2 (4.47 Q)
and NaBH3CN (1.55 g). The nmixtuUre was stirred at 400C
for 16 h, then cooled to r.t. d concentrated to

| eave a yeI | ow paste. Thi Sohe, taken up in Et OAc and

H2O. The aqueous phase was b_aék extracted wth Et QAc.

The conbi ned organi cs wer 8hed with brine, dried
over MgSO t, filtered and cqncentrated. The crude

product was purified by col r omat ogr aphy (Si Q2
gradi ent: cycl ohexane -> cycl ghexane/ Et QAc 4:1) to

gi ve
(R) -2, 2-di net hyl - 4- phenyl am
carboxylic acid tert-butyl e
off-white solid. M5 (I1SP): 30
[ (Et hyl - phenyl - am no) -nethyl ¢
1- 2, 2-di net hyl - oxazol i di ne- 3- carboxyllc acid

Irezntaldgytty exapgpled Tioe @tles¢annpoachdsols qﬁremmc‘m‘tartmg from tert-butyl (R)-

595)—% yq Zr?al?%et]é)ﬂ 2 g ear%wu? car%%nqt ny, §691X %forloifng’ hﬂ? _L:ip’g_ht yellow

gt hyl - oxazol i di ne- 3-
(2.21 g, 88 % as
4 ([M H+) b) (R-4-

v &ac
gmhhMrSdl[SP()m&ﬂ() E@l@mm}ﬁ) asgam {émmﬁﬂér)e wer e added
acet al dehyde (0.67 m), zZznd 2 (1.30 g) and NaBH3CN
(0.45 g). The m xture was warned to 40 OC and stirring
at that tenperature was coBkdmpled2for 17 h. The

i F R Mafathopr fatrony alrb R ey Bt b piiopay oy lamine

; gradient: cycl ohexane -> cy rﬂHahexane/ Et CAc 4:1) to
give (R -4- [(ethyl-phenyl@ no) - et hyl |

-2, 2-di net hyl - oxazol i di ne- rboxylic acid tertbutyl
ester (614 ng, 77 % as coI Iejiw scous oil. M

(I1SP): 335.5 ([ MrH +)

Cl
The title compound was prepared in analogy to example 2 starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloroaniline. Colourless gum.
MS (ISP): 270.3 ([{*’"Cl}M+H] "), 268.3 ([{°ClIM+H] ")

Example 13
(S)-4-(2,3-Dihydro-indol-1-ylmethyl)-4,5-dihydro-oxazol-2-ylamine

1. Na-NH
N/ <_\g/ 2

In analogy to example 3 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and indoline. White solid. MS (ISP):
218.4 ([M+H]")
Example 14
(S)-4-[(Biphenyl-3-yl-ethyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine



c) (R -2-Am no-3-(ethyl-phenyl-am no)-propan-1-ol To a
stirred sol ution of

w@ Ros@9gseet hyl - phenyl - am no) - net hyl ] - 2, 2- di met Pg/I/EP2008/651377
l'idine- 3-carboxylic acid tertzbutyl ester (608 ng) at
r.t. in dioxane (5.5 nml) under”an argon atnosphere was
added HC solution (4 Min dioxane; 4.54 m). The
m xture was stirred at r over ni ot _gAd
concentrated. The resi dugya M’ak"@\ p in EtOAc and
washed with I N NaCH. /The¢ aqucnagjs l'ayfer was back
extracted with Et OAc i ned organics were
washed with brine, dried over MySq 4and concentr at ed.

Tehald 48 eRIElH G ith M@de Mﬂ(fdn‘ad/vﬁ)bréiﬁkéﬂ'@?artinig arr%{]n tert-butyl (R)-

chromat ogr aphy (I1solute(r) SPE flash NH2 colum,
&rﬁ-ﬁéfgrmg;lbAgéwmthsdrﬁawazeldn%mhowﬁte@HQérwwebzﬂahgr:lﬂ-)cqleﬂess
Qr'an;th)Bl SN Qs 3 Q%.%[!MPQ?*BY' -am no) - propan-1-ol
(297 ng, 84 % as off-white anorphous solid. M5 (ISP):

5 195.3 ([MH +) d) ((R)-4- [(Ethyl-phenyl-ani no)
-ngL?iylonlg)?’ 5-di hydr o- OXaZEJ«ﬁngﬁ'lé‘m ne To a stirred
(Sy4-2U AiDichlerg-phempll-ishipropy - aminedymeshplh - dihgtro-@88ol-2-ylamine
mg) at r.t. in THF (10 nm) undgs an argon atnosphere
wer e added potassi um car bon (334 ng) and a sol ution
of cyanogen brom de (256 nghJw THF (5 m ). Stirring
at r.t. was continued for 18 |h. |The m xture (off-white
suspension) was diluted wth c and washed with
H2O. The aqueous phase was b extracted with Et OAc.
The conbi ned organi cs were d wwth brine, dried
over MgSO t, filtered and ébncgentrated. The crude
product was purified by col unr®chromat ogr aphy
The aliat@hpoundRirasiPragdieNHZnaRlgh lexample 2 starting from tert-butyl (R)-

0 B SR- Gh  Bhst okt o 30 Sl rord e Colouriess
L@t sl (15 esnel > @ETOB)CI veENY| 3041 ([(7CIPCIMTHI), 302.2
(Bl ydr gz oxazol - 2-yl anine (142 ng, 54 9 as

Example 16
(S)-4-{[(4-Fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

15 F
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoroaniline. Light yellow
gum. MS (ISP): 224.4 ([M+H]")
Example 17
20 (S)-4-{[Ethyl-(4-fluoro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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off-white solid. M5 (I1SP): 220.1 ([ M+H +) Exanple 2
(S)-4-[(1sopropyl - phenyl -am no) - et hyl ] -4, 5- di hydr o- ox

W@ 2@BAOMB8yT am ne a) PCT/EP2008/051377

(S)-2, 2-Di net hyl - 4- phenyl am n_og; hyl - oxazol i di ne- 3- car
boxylic acid tert-butyl ester Th anal ogy to exanple La
tert-butyl (R)-(+)-4-fornyl-2,¢;dinmethyl-

oxazol i necar boxyl at e was reja,c{ed with aniline to give
(S)- 2, 2-di net hyl - AV

phenyl am nonet hyl - oxazol i di ng- S- carboxylic acid
tert-butyl ester. Light yellww.sqlid. M5 (I1SP): 307.3
([MtH +) b ) (S)-4- [(Isopropyl-phenyl -am no)-net hyl ]
-2, 2-di met hyl - oxazol i di ne- 3- oxylic acid tert-butyl
ester To a stirred solution

(S) -2, 2-di net hyl - 4- phenyl am n t hyl - oxazol i di ne- 3-car
boxylic acid tert-butyl ester (650 ng) at r.t. in

2- | or oet-hane (15 m der an a
it P o AT M s o P B FRBEREL Gyt -
ee)-¢H¢1nyl 8, il imealnd- s odizalindcaibag dh@xy b dr folordanitiee. (ghé yellow
eated to 400C overni ght. The

%t%ﬁg?ﬁsg@g{ﬁm]o? directly adsorbed on
silica gel and purified byEf,dmpiﬁasogr aphy (Si C2;

radi ept : hex ne-> cl.ohexane/ E 7:3) to .
gi(g}é&(e{g)él:ﬂu%/rﬁ @U{Hygﬁfﬁpﬂﬂ yﬁmmgfnn'ﬁ: yl}_—%%Acﬁlsﬁqro)oxazol—}ylamme
-2, 2-di met hyl - oxazol i di ne- 3-cavfgoxylic acid tert-butyl
ester (659 ng, 89 % as Ii \yellowviscous oil. M
(1SP): 349.5 ([M+H +) c¢)
((S)-2-Am no- 3- (i sopropyl - phenyl|-am no) - pr opan-1 - ol
di hydrochl ori deTo a stirred Lati on of (S) -4-
[ (i sopropyl - phenyl -am no) - netjhyl ]
-2, 2-di net hyl oxazol i di ne-

F
The title compound was prepared in analogy to example 2 starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoroaniline. Light yellow
gum. MS (ISP): 252.1 ([M+H]")
Example 19
(S)-4-{[Ethyl-(3-phenoxy-phenyl)-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine

N g
Oy

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-phenoxyaniline. Amorphous
yellow solid. MS (ISP): 312.3 ([M+H]")

Example 20
(S)-4-[(Benzyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

a) (S)-4-[(Benzyl-phenyl-amino)-methyl]-2,2-dimethyl-oxazolidine-3-carboxylic acid
tert-butyl ester




3-carboxylic acid tert-butyl ester (650 ng) in di oxane
(5 m) under an argon atnosphere was added HC
W@ 008098867 (4M i n di oxane; 9.33 m ). The m xt urBCTEB2008/051377
stirred overnight. The m xture,yas concentrated and
the residue was dried to give ? ) - 2- ami no-
3- (i sopropyl - phenyl - am no) - propan-| -ol di hydrochl ori de
(616 ny, quant.) as off- me phous solid. M
(1SP): 209.3 ([M+H +) d) %VL
[ (I sopropyl - phenyl - am no) net y
1- 4, 5-di hydro- oxazol - 2-yl ard nal ogy to exanpl e
Ld (S)-2-am no-3-(isopropyl -phe am no) - propan-| - ol
di hydrochl ori de was reacteggiath Cyanogen brom de to
give (S)-4- [(isopropyl ph am no) -nmethyl]
- 4, 5-di hydr 0- oxazol - 2-yl am ne as |ight yeIIow
Eﬁﬁﬁﬁﬂé@éd%w af (She, 2( dlsmth‘/lzlsa enylanyppnethyl-gag pfidiae-3-carboxylic
R te4f bl &t &ydr (@?ﬁﬁ | ex@ﬁ%ﬂsoj ARt hli; ﬁdéhl@ht&’@dn@ (Wﬁ‘ﬁ)oll,lnder an
-2-ylam ne a) phenyl
argon BHPW@PHVIW%% a@dﬂdb@nwéd%wé%ldww |aéet@ldpé7ﬂlék ttrlﬂu@rwcetlc
5 S34ed1d f‘?ll)aarﬁits'oElfu%j tr?a%ﬂé%tﬂ?ﬁlol%fdrfd% (57 10M&Y.The mixture was stirred at
(R-(+)- - 3-oxazol i necar boxyl a
[®81 tq@merﬁvrqowermght Iheszt@fﬂ wisskichinedspntd pmsiliga ﬁ@lrand purified
Bgdg{)e% g% lf@zE gram%hff h@ﬂt%@' %&ﬁ&&@/%ﬁé EYED R (S)-4-

ani |1 ne ) . After stirrin

{ Gt oo oy methgbic Mmeﬁha]c@%aész%m arepehraic gcid sgt-buty!
?S)Ster 2 opga%d@d%') Qs 2880 RPES ’vi@&)us fonl M@W)%7%(§Mﬂq{]a§' d

and'stirring at r.t. was conti nue
10 overni ght. The m xture was quenched by the

b) (S)-4-[(Benzyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1.c and 1.d (S)-4-[(benzyl-phenyl-amino)-methyl]-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester was converted to (S)-4-[(benzyl-phenyl-
15 amino)-methyl]-4,5-dihydro-oxazol-2-ylamine. Colorless gum. MS (ISP): 282.1
(IM+H]")
Example 21
(S)-4-{[(3-Fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

20  In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoroaniline. Light yellow
gum. MS (ISP): 224.1 ([M+H]")
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20

careful addition of 10 % KHCO3 (15 m). The biphasic
m xture was stirred at r.t. for 20 mn and filtered.

wab@sagpsebus phase of the filtrate was back exPCHEP®IS/051377

with CH2Cl 2. The conbi ned orgapjcs were washed with
H20 and brine, dried over MgSCU, filtered and
concentrated. The crude pr s purified by colum
chr omat ography (SiO; gr adlggaﬁfl:gle\g?/cl ohexane ->

cycl ohegRade(2E2- Dty ddo-1r) ddld -gineehy)54,54kihydro-oxazol-2-ylamine

[ (et hyl - phenyl - am no) - net hyl ] - 2N 2-di met hyl - oxazol i di ne
-3-carboxylic acid tert-but NH469 ng, 57 % as
orange viscous oil. M WS ([M:tH +) b)
(S)-2- Ami no- 3- (et hyl - phexgb~am no) - propan-1-ol In

anal ogy to exanple Lc (S) [ (et hyl - phenyl - am no)
-met hyl] -2, 2-di net hyl oxazeti di ne- 3-carboxylic acid

e I C £ -
E Y o R0 R AN yengred stape fom ey (9-0)-
tiforamyl\2, 2 dongh gi 3-oxdvBlifdcSPoxyla@5snd iddiink] Off)wit)e soB)l-MS (ISP):
- nyl - am no) - net hyl
%fSELE E[X%Tlﬁyﬁr 0- oxazol -2-yl am ne I n anal ogy to exanpl e
Ld (S)-2-am no- 3-(ethyl - phEmamhplagBno) - pr opan-1-ol was

reacted w,th cyanogen brqm de t hve .. .

(S < WEEL R RS T bl 45 ainuiry aregakalmine
2-ylanmine. Of-white solid. @J\7§R)H' 220.4 ([MeH +)

Exanpl e 4 N 2

(R) - 4-[ (1 sopropyl - phenyk- ai_no)=FRet hyl ] - 4, 5- di hydr o- ox

azol -2-ylamne The title=s ound was prepared in

anal ogy to exanple 2 start¥Wag’ fromtert-butyl (S)-(-
)-4-fornyl -2, 2-di net hyl - 3- oxazol i necar boxyl ate and

bmaralogey to BINpISPhe @BrcaB{uvdpfas-pyeraraigidreing from tert-butyl (S)-(-)-

4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 1,2,3,4-tetrahydro-quinoline. Off-
white solid. MS (ISP): 232.1 ([M+H]")

N

Example 24
(S)-4-{[(3-Fluoro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

o_\<NNH2
L

be

The title compound was prepared in analogy to example 2 starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoroaniline. Light yellow
gum.MS (ISP): 252.4 ([M+H]")
Example 25
(S)-4-{[Ethyl-(3-fluoro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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(S)-4-{[ (4-Benzyl - phenyl ) - et hyl -am no] - net hyl } -4, 5-di h
ydr o- oxazol - 2-yl am ne a)

W@ 3)08/A988/1 no- 3- [ (4- benzyl - phenyl ) - et hyl - am nol PET/Bp2N8/H51377

-ol To a stirred solution of (¢ 54-{
[ (4- benzyl - phenyl ) - et hyl -am nol™-net hyl }- 2, 2- di met hyl ox

e s T
t-er4-fomy2, 1-Rmqth)l- Meiuomydcaﬂ)ozyldﬂem_nﬂ lyflueaniline. nght yellow
‘gzﬁk(ﬂﬁéa%ﬁgﬁ%nder nd 4-benzylaniline) at r.t. in

i oxane n argon at nosphere was added HC
sol ution (4Min dioxane; A4E¥ampieP6 The mi xture was

stlrr the 0 tr d., The re

o (SRR TP e ot oGy BRI P iRiesy Ol b aine
aqueous phase was back extrgpt d\ r&h CH2d 2/ MeOH
95:5. The conbi ned or ganreg”wey e sfied with brine,
dried over MySO4, filtefed land cBncentrated. The crude
product was purified by chr omat ogr aphy
(Isolute(r) SPE flash NH2 mm,
am nopropyl -functionalized silica; gradient: CHO 2 ->
tHaGl oy ive ©kngpld B thotidg seenpound was prepared starting from tert-butyl (R)-

g@-z}- 5 4?% §111L&149b5e&§%%n1943m 3de SRR YA 1AM Rl -BliRBline.

as Col or [ ess anmor phous ’sol
V- Wh@P%o id2RES. (BSR)[ M2H) ([M+1)")
(S)-4-{[ (4-Benzyl - phenyl ) - et hyl -am nol - net hyl } -4, 5-di h
ydr o- oxazol - 2-yl am ne In anal ogy to exanple Ld
(S)-2- anino 3- [(4 benzyl-pEsnyp&QVsopropyl am noj - prop

ol %8}12 DL AR AR lThilhyh124 8y dro-oxazol-2-

met hyl } - 4, 5- dlhydro-oxazol-zhyhaa1ne Col orl ess gum
M5 (ISP): 310.4 ([M+H +) Exapgple 6
(S)-4-{[(4-Benzy|-phenyl)-bs@pfopyl-anino]-nethyl}-4,5
- di hydr o- oxazol - 2-yl am ne N

N/

o]
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-3-methoxyaniline.
White solid. MS (ISP): 272.3 ([{*’CEM+H] "), 270.3 ([{°CEM+H] ")

Example 28
(S)-4-{[(4-Chloro-3-methoxy-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

O

NH,
\
KEN
N

N

Cl
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a)
(S)-2-Am no- 3-[(4-benzyl - phenyl ) -i sopropyl - am nol - prop

W@ReooB/OYHSST anal ogy to exanple 5.a (S)-4-{ PCT/EP2008/051377

[ (4-benzyl - phenyl ) -i sopropyl - am no] - net hyl } - 2, 2-
di met hyl - oxazol i di ne- 3-carboxytic acid tert-butyl

Eféanreag(ﬁg{g& ?gagl[ln@?éirﬂ?e_ %eta%ﬂ%gﬁloutn(a Wit %%a?edzstﬁ‘tiﬁg ﬂ’o?ﬂ grt—butyl (R)-
(R 4-farmi-26odimedthd; Rexiizoletchipox@ate axd Zadhlorecantethoxyatikne.
ARSI NS HO8 SEMPINERIS 2005 1" Ca s

i sopropyl -am no] - propan-1-ol. Col orl ess anorphous

solid. M5 (ISP): 299.5 ([I\/E %%I-?F% g)

(S)-4-{[ (4-Benzyl - phenyl )-|§ 6 -am nol -nmethyl }-4,5

{8 hy[d4-@hdorazd hrebhoxly gtiengl) Hiso pasyail-agin 6 ometgitpd, 8- dilth dro-oxazol-2-
(S)-2-am no-3-[ (4-benzyl - pheEl I.é- i sopropyl - am no] - prop
anl - ol was reacted with cyd ﬁ'l;] f bromide to give

(S)-4-{ [(4-benzyl -phenyl)-iswpropyl am no] -

nmet hyl } - 4, 5- di hydr o- oxazol 02'\< | am ne. Light yellow

gum NS (I1SP): 324.4 ([ MW ”{Exarrple?

(S)-4-{[ (3, 4-Di chl or o- phenyl\ - et hyl - am no] - net hyl } - 4,

5- di hydr o- oxazol - 2-yl ami ne 1 anal ogy to exanpl e 30

the title conpound was prepafegy starting from

tert-butyl (R- (+ o

)-4-fornyl -2, 2-di net hyl - 3- oxazol | necar boxyl ate and
3,4-dichloroaniline. Wite solid. M5 (I1SP): 278.2 (L{
Brcritigqanpomnid was)preprrel in qnplogg FoexpaBd1 2 MeHjngfiom 2erbatyl (R)-

1 l—é_l—:?c?r ﬁ—%%dl ﬁtl{fﬂli@—?@‘ﬁgﬁﬁﬁ%@%oxﬂa e and 4—chll r_o—3—m_eg1%xye(1jniline. Oft-
gvg)xag@ﬁ e e e ey are

conpound was prepared starting fromtert-butyl (R)-

Example 30
(S)-4-[(Methyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

a) (S)-2,2-Dimethyl-4-[(methyl-phenyl-amino)-methyl|-oxazolidine-3-carboxvlic acid
tert-butyl ester

To a stirred solution of (S)-2,2-dimethyl-4-phenylaminomethyl-oxazolidine-3-carboxylic
acid tert-butyl ester (500 mg; example 2.a) at r.t. in methanol (10 ml) under an argon
atmosphere were added formaldehyde (37 % solution in H,O; 0.62 ml), zinc chloride
(890 mg) and NaBH;CN (308 mg). The mixture was heated to 40°C and stirring at that
temperature was continued for 2 h. The mixture was concentrated and the residue was
taken up in EtOAc/H,O. The biphasic mixture was filtered. The aqueous layer from the
filtrate was back extracted with EtOAc. The combined organics were washed with brine,
dried over MgSQy, filtered and concentrated. The crude product was purified by column

chromatography (silica gel; gradient: cyclohexane -> cyclohexane/EtOAc 85:15) to give
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(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
4- am nobi phenyl. Wiite solid. M5 (I1SP): 296.1 ([ MtH|

WG 20089881 € 9 PCT/EP2008/051377

(S)-4-{[ (4-Chl oro- phenyl )-mst_hy}_—am’ noj - net hyl } - 4, 5- di
hydr o- oxazol - 2-yl am ne I n anal ogy to exanple 30 the

t u epar
B R B R B T ok A T Al acd e
bl ebtealﬁﬂ@?rmgrﬂ& Yohes chnldsewscwlus dil. MS (($15P}21. Q@[MQH[*[){
37C1} MrH +), 240.2 ([{ 35C1}M+H +) Exanple 10
(S) - {[(3 Benzyl oxy phenyl) - et hyl - am no] - met hyl } - 4, 5-
o] naimb henelthyl B at blydrd exezdPpyleminet he
title conpound vvas prepared starting fromtert-butyl
(R - (+)-4-fornyl -2, 2- thyI 3NOX2‘:m_@| i necar boxyl ate
and 3-benzyl oxyanili ne. N ph uQ/coI orless solid. M5
(ISP) 326.3 ([ MtH +) Exarrp\le
S)-4-{[ (4-Chl or o- phenyl ethyl-amnkg thI} 4,5-dih
arplagy do exanpple [| srnA d I Shied-gigye td-4e Kanash - Phenyl etnping ) -gethyl |-

?%I?HMQQ 3%?&9&&@9&& EjerﬁBfi‘M &s09 vk 95‘&%%8 ub&ss M! | %@th;g-phenyl-

- 3- oxazol i necar oxy a

amgte) o“n@hﬂ '|4b5‘lé1hY111709W§329162‘|}’bW19@ rolavlsg $.8p) MS2E8) 3206

?[ ,\4? 254.2 ([{ 35C1}MWrH +) Exanple 12
S)-4-{[ (4- ChI or o- phenyl ) - i sopropyl - am no] - net hyl } -4, 5
- di hydr o- oxazol - 2-yl am ne ExanpleBle conmpound was

pr %@a%ﬁ&;/.:ﬂ}?%)%ﬁh%¥l)59etﬁ§1@£ﬂ no] jne%flﬁf—gl!SD&hgl&I%E%xazol—Z—ylamine

ter

(0]

2
\
kEN
~

N

)

Br
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-bromoaniline. White solid. MS
(ISP): 286.1 ([{*'BriM+H]"), 284.2 ([{’BriM+H] ")

Example 32
(S)-4-{[(4-Bromo-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-bromoaniline. Colourless gum.
MS (ISP): 300.2 ([{*'Br}M+H]"), 298.2 ([{"Br}M+H]")

Example 33
(S)-4-{[(3,4-Dichloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
4-chl oroaniline. Colourless gum M (I1SP): 270.3 ([{

WQZ@BN8s +); 268.3 ([{ 35Cl} MH] +) Exanpl e RGI/EP2008/051377

(S)-4-(2,3-Di hydro-indol -1 -yl ngg hyl) -4, 5-di hydr o- oxazo
| -2-ylam ne In analogy to exanple 3 the title conpound
was prepared starting fromtergsbutyl (R)-

(+)-4-formyl -2, 2-di net hyl - 3eexazol i necar boxyl ate and
indoline. Wiite solid. M5 ({SR): 218.4 ([ MtH +)

Exanpl e 14

(S)-4-[(Bi phenyl - 3-yl -et hyl - amg-fiv) - et hyl ] -4, 5-di hydro
-oxazol - 2-yl am nel n anal ogy tglexanple 1 the title
conpound was prepared starti romtert-butyl (R)-
(+)-4-fornyl -2, 2-di net hyl - 3=0%azol i necar boxyl ate and
3- am' nobi phenyl Col or | ess anogphous solid. M5 (I SP):

296. +) 15
{lsanamg{y[t? sxaAnI@F ¢ ﬁhleoﬁ@ RABRANAL WS BEFRIFRA SARNA SISyl (R)-

(A)a—@f&t‘ngbl@rpd%l%ﬂl?f gxdébﬁ‘ﬁ@c%oﬂl@tetahﬂ |3el &Qﬂﬂé%ﬂﬂ%ﬂ@a@olourless
repared 1 n _an g,\é 31; ?
gl@?ﬂt M,%QIW) @?3 TR QNP ) So6.1 ([{ POIMAHI ), 288.1

gﬁcﬁi(ﬁﬁn , 2-di met hyl - 3- oxazol i necar boxyl ate and
4-dic oroam line. Colourless gum M (1SP): 306.2

([{ 37C 137C1}M+H] +), 304Esample347C 135C1) MkH] +),

30 :
(5568)4214 H(ﬁ B’ﬁﬁg(]_}?%%% eMr?é)}ﬂl l"'%rr%;ﬁ_x)%ﬁz'ﬂpét l}lﬁ 5- dlhzldr)?l (}{X-aéz‘r(,)ISZ- éliamme
hydr o- oxazol - 2-yl am ne _<

¢

N

A,

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-bromoaniline. Colourless gum.
MS (ISP): 286.1 ([{*'Br}M+H]"), 284.2 ([{”*BriM+H]")

Example 35
(R)-4-[(Methyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

QI\{ACZ/NHZ

The title compound was prepared in analogy to example 30 starting from (R)-2,2-
dimethyl-4-phenylaminomethyl-oxazolidine-3-carboxylic acid tert-butyl ester (example
1.a). Colorless gum. MS (ISP): 206.1 ([M+H]")

Example 36
(S)-4-{[(3-Bromo-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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In anal ogy to exanple 30 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377

4-fluoroaniline. Light yeIIow%Jm M5 (ISP): 224.4
([ MH +) Exanple 17
(S)-4-{[ Ethyl-(4-fluoro- phenyl,\),_,-am nol] - net hyl }-4,5-di h

ydr o- oxazol -2-yl aniineln a gy to exanple 1 the
title conpound was prepare art| ng fromtert-butyl
(R - (+)-4-fornyl -2, 2-di net xazol I necar boxyl at e
and 4-fluoroaniline. Light gum M5 (I SP): 238.3

([MtH +) Exanple 18

(S)-4-{[ (4-Fl uoro-phenyl)-isep pyI -am no]-nmethyl }-4,5

- di hydr o- oxazol - 2-yl am ne Th tl e compound was

prepared in analogy to exanpl& 28tarting from

g Et)lp?(;rx LFI@wazs p&egTE%dhm] anglo& 502 %ﬁam e% % Is;. rtm from tert—gutyl (R)-
)Hl-lﬁ@*m_)émz dm@ethiﬁgh{azy]@dcgﬂvogﬂnﬁe an&.%(brg@;oanﬂ_h@g Qolourless gum.

%@)M-Tgﬂ){ F/Et(%@n‘gg pﬁgn%r V&p e?fyzilf'-z (l[r{|79BriM+ t?yl} 4, 5-di

hydr o- oxazol -2-yl am ne I n anal ogy to exanple 1 the

title conpound was prepare ng fromtert-butyl
(R- (+)-4-fornyl-2,2-di rregﬁa;rfg@ﬁ%Zxazol I necar boxyl at e

and(S3-4pH e Bxromariphiengd)- emybamlitm]smythlyl}m;\’i didlyideb-o3o0l-2-ylamine
(1SP): 312.3 ([M+H +) Exanpl g2

(S)-4-[(Benzyl - phenyl - am noi_[(ref hyI] 4, 5-di hydr o- oxazo

| -2-ylam ne

NN

A,

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-bromoaniline. Light yellow
viscous oil. MS (ISP): 300.2 ([{*'Br}M+H]"), 298.2 ([{"*Br}M+H] ")

Example 38
(S)-4-{[(4-Benzyloxy-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

©VO\©\)N/HC\8/NH2

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-benzyloxyaniline. Light brown
viscous oil. MS (ISP): 326.3 ([M+H]")

Example 39
(S)-4-{[(3-Benzyl-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

)N/':...CZ/NHZ



a) (S)-4- [(Benzyl-phenyl -am no) - net hyl |

-2, 2-di net hyl - oxazol i di ne-3-carboxylic acid tert-butyl
W@2i08/03885a stirred sol ution of PCT/EP2008/051377

(S) -2, 2-di net hyl - 4- phenyl am noget hyl - oxazol i di ne- 3-car

boxylic acid tert-butyl ester (495 ng; exanple 2.a) at

fl% énaldéﬁ 1 E)gav\rg[%lg h ltng ?Ft {)2)@12[; é]l(néq%gg)repg{] {t%rﬁpg ?lrog}o{ért butyl (R)-
(0- %‘fomnh})l 2,% dlnﬂatlm;df%ambiumecamodyl@@ ahd _3Fbe)t12)dm1dhs@ diightbrown
ints&o%(s‘ %golgltyﬂgfghyl%r IQ/H(T%Z?‘ The m xture was

m t énper a e overmght The m xture was
d| rectly adsorbed on sili cEngelbleaﬁd purified by

5 - h% 2 %:A eny hylhlerpmg] methyl} -4,5-dihydro-oxazol-2-
CHCER PR RS el e

[(benzyl phenyl -am no) - net IyLaInime
-2, 2-di net hyl - oxazol i di ne- 3- C@r boxylic acid tert-butyl
ester (492 ng, 77 % as a eefolrless viscous oil. M
(1SP): 397.4 ([MrH +) b) (S 4-
[ (Benzyl - phenyl - ami no) - met hyl |
-4, 5-di hydr o- oxazol - 2-yl ami ne¥'l n anal ogy to exanple Lc
and Ld (S) -4- [(benzyl-phe
-2, 2-di met hyl oxazol i di ne- 3-
ester was converted to (S)-4- (benzyl phenyl am no)
-met hyl] -4, 5-di hydro- oxazol - 2-yl anmi ne. Col orl ess gum
Mearal @P)to e@apld 3¢ fhvtitld ce)nrexadmae pepared starting from tert-butyl (R)-

] ol
A T P S

10 CptdudeS@mpoMﬁj(I\‘AB)s 2@4 ép@debﬂ Starting fromtert but yl

(R - (+)-4-fornyl -2, 2-di msE *MT 1§4?xazol i necar boxyl at e
and 3-fiuoroanili ne Li ght Pow gum M (I1SP): 224.1
($M-H(4HFxani-me@idxy-phenyl)- 1sopropyl amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine
NH,
o
KﬁN
NJ\
( j\o/

F

am no) -nethyl]
oxylic acid tert-butyl

15 The title compound was prepared in analogy to example 2 starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoro-3-methoxyaniline.
Light yellow gum. MS (ISP): 282.4 ([M+H]")

Example 42
20 (S)-4-{[Benzyl-(4-fluoro-3-methoxy-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

o}
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(R -4-(2, 3-Di hydro-indol -1-yl nmet hyl ) -4, 5-di hydr o- oxazo
| -2-ylamne In analogy to exanple 3 the title conpound

weR®spssspar ed starting fromtert-butyl (S)-(- PCI/EP2008/051377

4-fornyl -2, 2-di met hyl - 3- oxazol 'f_ecar boxyl at e and
indoline. Of-white solid. NS% SP): 218.4 ([M:H +)
LSRR 46 Srgnls 30 heifeFomipsiens e TRt Gom hgrhuy! (0
t-oxédiaim)2-2y2-dimatleyl 43R0 s alingyrbosyletang I4eﬂtB)rb’r$emtE:ﬂtolxmmhne

g fromtert-butyl (S)-(-)
@8@&%&%119@%/{@ Igpfll%’g(‘lij4 h??tféf I i necar boxyl at e and
1, 2,3, 4 t et rahydr o- qui nol i ne O‘fv\,hite solid. M5
(ISP): 232.1 ([MrH +) Exagp
(S)-4-{[ (3-Fluoro-phenyl)-i sopl?opyl am no] -nethyl }-4,5
- d{$yadr(¢-Fhuxapal-m2thoxgphesyldmén d) Hinbthyld el dibydrovasazol-2-ylamine
prepared in anal ogy to exanplg 2 starting from
tert-butyl (R)- o
(+)-4-fornyl -2, 2-di net hyl - & oxazol i necar boxyl ate and
3-fluoroaniline. Light yellgqw gum M5 (I SP): 252.4
([ MtH +) Exanpl e 25 N
(S)-4-{[ Ethyl-(3-fluoro-phe -am no] -net hyl }-4,5-di h
ydr o- oxazol - 2-yl am nel n anal to exanple 1 the title
conpound was prepared startin ffomtert- butyl (R)-
(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
Bo hulstioed sslutiomef (Sli4ghbenzgl- (Blugor-nmdh dxly GBkenyl2-3cido | -methyl}-

Q,Lj!\étlﬂl;gdro )oxazofi‘—rEpylamme (150 mg, example 42) at r.t. in methanol (25 ml) were
added ammonium formate (30 mg) and 10% palladium on activated charcoal (48 mg).
The resulting suspension was stirred at 75 °C overnight and the mixture was then cooled
to room temperature, filtered, and the filtrate was concentrated in vacuo. The residue was
purified by column chromatography (SiO,; gradient: dichloromethane ->
dichloromethane /methanol 9:1) to give (S)-4-[(4-fluoro-3-methoxy-phenylamino)-
methyl]-4,5-dihydro-oxazol-2-ylamine (39 mg, 36 %) as a light yellow gum. MS (ISP):
240.1 ([M+H]")
Example 44
(S)-4-[(Methyl-p-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-methylaniline. Colourless gum.
MS (ISP): 220.2 ([M+H]")
Example 45
(S)-4-[(Isopropyl-p-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
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(S)-4-(3, 4-Di hydro-2H-qui nolin-I -yl nmethyl)-4,5-di hydro
-oxazol -2-ylamne In analogy to exanple 3 the title

W@ 09p/083&7 was prepared starting fromtert-but yPCY/RP2008/051377

(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl ate and
1, 2, 3, 4-tetrahydro-qui nol i ne. f-white solid. M5
(1SP): 232.1 ([M+H +) Exanpl n27

(S)-4-{[ (4-Cnhl or o- 3- net hoxyer(]enyI ) - met hyl -am no] - met h
yl }-4,5-di hydr o- oxazol - 2- vy ne In analogy to
exanple 30 the title conpoun % prepared starting

fromtert-butyl (R)- N
(+)-4-fornyl -2, 2-di met hyl - 3- ol i necar boxyl at e and
4- chl or o- 3- net hoxyani | i ne. solid. M5 (ISP):

272.3 ([{ 37CL}MH +), 270.3 Y[{ 35C1}MH +) Exanple
28

TR tide {c[mget(ﬁd wedasr8pared imavoglogh engrtanpdd hythrtang frooh tarebhyl (R)-
Q) % ‘fortm)il r}yfi égﬁ q— —oxazglu){ec%rg;'gnellat% a?l : tr}q%t%ygag%frﬁ)é.aaalogﬂess gum.
M (ISHu44. 4 (IR+H] )

(+)-4-fornyl -2, 2-di et hyl - E quaklnecarboxylate and
4- chl or o- 3- net hoxyani | i ne. ess viscous oil. M

(E!( SP): | (3)843 [ Bekyl-BTdb} dvtinp)-h)ethyd B4,53dih} dro3dxa@igINtiHhmpe
anpl e

(S)-4- {[(4 Chl or o- 3- et hox y_<phenyl)-|sopropyl am no]-m
et hyl }-4, 5-di hydr o- oxazol The title conpound was
prepared in anal ogy to ex%le 2 starting from
tert-butyl (R)-

N
(+)-4-fornyl -2, 2-di met hyl - 3- m necar boxyl at e and
4- chl or o- 3- net hoxyani | i ne. ite

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-methylaniline. Colourless gum.
MS (ISP): 296.3 ([M+H]")
Example 47
(S)-4-{[Ethyl-(4-fluoro-3-methoxy-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

O

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoro-3-methoxyaniline.
Light yellow gum. MS (ISP): 268.3 ([M+H]")

Example 48
(S)-4-(p-Tolylamino-methyl)-4,5-dihydro-oxazol-2-ylamine
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gum M (ISP): MS (1SP): 300.2 ([{ 37CL}M+H +), 298.3
([{ 35C1} M+H +) Exanple 30

W@ 3)0849gseMet hyl - phenyl - am no) - met hyl ] - 4, 5- di hyRCDER08%/051377

| -2-ylam ne a) (S)-2,2- D|nethyj134-

[ (et hyl - phenyl - an1no) - met hyl

1- oxazol i di ne- 3-carboxylic acigdutert-butyl ester To a
stirred sol ution of 0

(S) -2, 2-di et hyl - 4- phenyl am{nogwet hyl - oxazol i di ne- 3-car
boxylic acid tert-butyl ester[ (500 ng; exanple 2.a) at
r.t. in methanol (10 m) undernan argon at nosphere
wer e added fornmal dehyde (37 % golution in H2O 0.62
m), zinc chloride (890 ng) a aBH3CN (308 ng). The
m xture was heated to 400C an tirring at that
tenperature was continued for h. The nixture mas

0 r
G Bl MY RE it Re bREGR iy RS -(benzyt-
baglet-amimen hétbyl 14, 3- ddinyérma&zt)hbklaamne mmlmw mcﬁbﬁ)@@s gum,
b ics were washed with brine, dried
ovel%%fﬁ@{ﬁmred and concentrated. The crude
pr oduct was purified by coExamPlelzlﬁomat ography (silica
1€ cl oh X Et c _85;15 .
86 43&?1% T%Zl Eﬁ P?lj antl? g]yﬁpﬁgﬁ(}? ?nolg%aol 5—))lam1ne
-nEthyI] -oxazolldlne 3pca -oxyllc acid tertbutyl
ester (462 ny, a es,s '&%el:ibizml VS
(1SP): 3214([%%@ \Q
[ ( Met hyl - phenyl met hyI

PRl R wh PRIRLAL: BERRL Syt (0

éfbeﬂﬁ&yﬂnjyld Dtiarzavhyl - ovewzBlincanitboxylhtieand di ghenexytanBuneyColorless
ter -4- [ (et hyl - phenyl am no)
V1§C(}ur§] OWSZP%%? %JMJ P&]si

0- O0xa -2-ylam ne. Col orless gum
ME (I SP) 206. 1

Example 50
(S)-4-{[Ethyl-(4-phenoxy-phenyl)-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine

Oy

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-phenoxyaniline. Light yellow
viscous oil. MS (ISP): 312.4 ([M+H]")
Example 51
(S)-4-[(Benzyl-m-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

N
P
KEN

él
In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-methylaniline. Colourless gum.
MS (ISP): 296.4 ([M+H]")
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([M+ H +) Exanple 3 1
(S)-4-{[ (4-Brono-phenyl)-net hyl -am no] -nethyl }-4,5-dih

W@ elrosssaz ol - 2-yl amine NH2 N Br I n anal ogy to BPXEHEP10688/051377

30 the title conpound was prepgred starting from
tert-butyl (R)-

(+)-4-fornyl-2,2-dinethyl-3-0 I necar boxyl ate and
4-bromoaniline. Wite soli g’.‘a‘ﬁ@%?%sp): 286.1 ([{ 8

1Br } M+ H)-4+)(Me2lpd-1id-toly]-ameRr) }ivitthly 1| -4) 5-Bibeydyd-exa@a1-2-ylamine
(S)-4-{[ (4-Brono-phenyl) -ethylgzam no] - met hyl } -4, 5-di hy
dr o- oxazol -2-ylam ne In anacbgggyz to exanple 1 the title
conmpound was prepared starting fromtert-butyl (R)-
(+)-4-fornyl -2, 2-di nmet hyl - 3- pxazol i necar boxyl ate and
4-bronoaniline. Colourless gumi M5 (1SP): 300.2 ([{ 8
1Br}MtH] +), 298.2 ([{ 79Br}\rH] +) Exanple 33
(S)-4-{[ (3, 4-Di chl oro- phenyl hyl -am no] -net hyl }-4,5
- di hydr o- oxazol - 2-yl am nel n anal ogy to exanple 1 the
in ddatogyaopaumge 3@ shepitpanghuat avas pregafedemrtieg frotmuenttbutyl (R)-

- 4 | -2, 2-di et hyl - 3- |
-G i v M oi T SR G AR PR ¢ o Bricss gu.
REAIIP) pF0.BUSIABYCLY MHH] +), 290.1 ([{ 37C 135CL} M+H]
+), 288.1 ([{ 35C 135CL} M 4} .

(S)-4-{[Benzyl-(4-fluoro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoroaniline. Light brown
gum. MS (ISP): 300.3 ([M+H]")
Example 54
(S)-4-{[Benzyl-(3,4-dichloro-phenyl)-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3,4-dichloroaniline. Colourless
gum. MS (ISP): 354.2 ([{¥’CI”’CliM+H]"), 352.1 ([{’CI”°Cl}M+H]"), 350.3
([{Cr°cM+H]")
Example 55
(S)-4-{[Benzyl-(4-chloro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 34
(S)-4-{[ (3-Brono- phenyl) -net hyl -am no] - ni et hyl } -4, 5-di

wWhywBo9ssxazol - 2-yl anii ne I n anal ogy to exanpl ePGDEP1968/051377

title conpound was prepared stg%tl ng fromtert-butyl
(R - (+)-4-fornyl-2, 2-di net hyl oxazol i necar boxyl at e
and 3-bronoaniline. Colourlegs gum M (ISP): 286.1
([{ 8 1Br}M+H +), 284. 2 (44 79Br}MrH +) Exanple 35
(R) -4-[ (Met hyl - phenyl - Nmst hyI] 4, 5- di hydr o- oxazo
| -2-ylam ne The title con‘p un prepared i n anal ogy
to exanple 30 starting from R)

di met hyl - 4- phenyl anm nonet hy [ d| ne- 3- car boxylic
acid tert-butyl ester (exa La) Col orl ess gum M5
(I1SP): 206.1 ([ MH +) Exanplle 36

(S) - 4- {[ ( 3- Brono- phenyl ) - i sopt opyl - ani no] - met hyl } - 4, 5-
I:h mawng toxamople 20 Heaitenehtpound twae pﬁepmdutiﬁtlﬂ\@ﬁ’om tert-butyl (R)-

% ed I %gn tl%gy?) E))gazce)f(nengrbox%atséta%(ritéll crflgoroam[nne Colourless gum.
C

MIS)({SIP)f @r&ry RO HED, I8 b-131 O3GERakHBcar boxyl at e and
3-bronoaniline. Colourless gum M (ISP): M (ISP):
314.2 ([{ 8 1Br}M+H +), 312.2 ([{ 79Br} MrH +)

< n‘gl e 37 ) 5 Example 56 hy dih
érl, oxg[zg gmaﬁﬁﬁvﬁg}im %@xlgéﬁ Byirﬁg%all%‘ IY]PH’énel d

title conpound was prepared stnajting fromtert-butyl
(R - (+)-4-fornyl-2,2-di net - 3- oxazol i necar boxyl at e
and 3-bronoaniline. Light Now vi scous oil. M
(I1SP): 300.2 ([{ 8 1Br}MH ), 298.2 ([{ 79Br}MtH +)

3

In analogy to example 43 the title compound was prepared starting from (S)-4-[(benzyl-
m-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine (example 51). Colourless gum.
MS (ISP): 206.4 ([M+H]")
Example 57
(S)-4-Phenylaminomethyl-4,5-dihydro-oxazol-2-ylamine

In analogy to example 43 the title compound was prepared starting from (S)-4-[(benzyl-
phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine (example 20). Colourless gum.
MS (ISP): 192.3 ([M+H]")
Example 58
(S)-4-{[(4-Methoxy-3-trifluoromethyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine



10

15

20

Exanpl e 38
(S)-4-{[ (4-Benzyl oxy- phenyl ) -et hyl -am no] - net hyl } - 4, 5-

walrdvgaivsssoxazol - 2-yl ami ne I n anal ogy to exanpl BCI/EP1968/051377

title conpound was prepared stg%tlng fromtert-butyl
(R- (+)-4-fornyl -2, 2-di net hyl oxazol i necar boxyl at e
and 4-benzyl oxyaniline. Light brown viscous oil. M
(I1SP): 326.3 ([ MtH + pl e 39

(S)-4-{[ (3-Benzyl - pheny hyL NHpret hyl } - 4, 5-di h
ydr o- oxazol - 2-yl am negl n an é;ganple 1 the title
conpound was prepar ed_4 fro tert-butyl (R)-
(+)-4-fornyl -2, 2-di met Ayl - 3- oxazol i necar boxyl at e and

é‘i%leag&%rl[t?ﬁﬁn%ﬂg 3%)lr(ﬂéeﬁgtfeec%&ﬁ)%ng iv\%g 8Pe%a1%idlstari\1/1§g ﬁr&n%%f‘t—butyl (R)-
(8)4%M}ﬂ&;?ﬂmbﬂ@fnmzhblxeﬁalﬂvb&yiyﬂe)andétmyﬂhoayﬁﬂ o] - nmet h
quiuozl}?l%etg%ﬂ%{ﬁmg (9 égs(s:; 6112$c01¥s gr‘nge( @3 %@ SJ{%PI)i ng

ound” was' preéepare
fromtert but yl (m
(+)-4-fornyl -2, 2-di net hyl - E qugPlnecarboxylate and
4-f | uor o- 3- met hoxyani | i ne. RGPl ess gum NS (1 SP):
254RA4{[ (WHBb o) pleeglypheth4l-dmino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[ (4-Fluoro-3-nethoxy-phepyl)-isopropyl -am no] - m
et hyl } -4, 5-di hydr o- oxazol afine The title
conmpound was prepared in and;igy to exanple 2 starting

fromtert-butyl (R)-

Br

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-bromoaniline. White solid. MS
(ISP): 285.9 ([{*'BriM+H]"), 283.9 ([{”BriM+H]")

Example 60
(S)-4-{[Ethyl-(3-methoxy-5-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-
oxazol-2-ylamine

|= F

Q:l/

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-methoxy-5-
trifluoromethylaniline. Light yellow viscous oil. MS (ISP): 318.1 ([M+H]")

Example 61
(S)-4-{[Ethyl-(3-isopropyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
4-f 1l uoro- 3- net hoxyani l i ne. Light yellow gum M (ISP):

WQ38Ws8pM-H| +) Exanpl e 42 PCT/EP2008/051377

(S)-4-{[Benzyl - (4-fl uoro- 3-net Ep_xy- phenyl ) - am no] - net h
yl }-4,5-di hydr o- oxazol -2- ylam'nel n anal ogy to exanpl e
20 the title compound was prepared starting from
tert-butyl (R)- W
(+)-4-fornyl-2,2-dinmeth v om/azgu@ecar boxyl at e and

4-f | uor o- 3- met hoxyani | i Colourl ess gum N5 (1 SP):

330.4 ([M+rH +) > Exanpl/e 43

(S)-4-[(4-Fl uoro- 3- et hoxy- phenyl am no) - net hyl ] - 4, 5-di

hydr o- oxazol - 2-yl am ne To a stirred sol ution of

[Synakngy to example 1 the title compound was prepared starting from tert-butyl (R)-

e - - - - - . - .
s R Bl D e e AT R PR Light yellow
¥isgousog. Irﬂﬁt(h%’ﬁbl@@z@l\/%ﬁ] were added ammoni um f or mat e
(30 mg) and 10% pal | adi um on acti vated charcoal (48
nmg). The resulting suspension was stirred at 75 0C
overni ght and the nixture WeamplaéA cool ed to room
t I il , 3 i @V 3 . .
et ot BREY maRR-4RRol bR 8 S BRydro;prggol-2-yiamine
col umm chromat ogr aphy (Si CY; gr adNi?E\N_szi chl or onet hane

t

-> di chl oronet hane / net hesgl 91 gi ve
(S)-4-[(4-fluoro-3-neth gnyl no) - nethyl]

-4, 5-di hydr o- oxazol - 2-yl 39 ng, 36 %9 as a |ight
yell ow gum M (I1SP): 240.1 ([M+H +) Exanple 44

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-isopropylaniline. Colorless
viscous oil. MS (ISP): 248.1 ([M+H]")

Example 63
(S)-4-{[(3-Methoxy-5-trifluoromethyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-
oxazol-2-ylamine

F F

F N NH;
b VoS
\
0]
\

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-methoxy-5-
trifluoromethylaniline. Colorless viscous oil. MS (ISP): 304.0 ([M+H]")

Example 64
(S)-4-{[(3-Fluoro-phenyl)-(4-methoxy-benzyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

a) (3-Fluoro-phenyl)-(4-methoxy-benzyl)-amine
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(S)-4-[(Methyl -p-tolyl-am no)-nethyl]-4,5-di hydro- oxaz
ol -2-ylam ne In analogy to exanple 30 the title

W@ 09p/083&7 was prepared starting fromtert-but yPCY/RP2008/051377

(+)-4-forny|-2,2-dinethyI-B-OX%%plinecarboxylate and
4-met hyl ani I i ne. Col ourl ess gu M5 (I SP): 220.2

([ MtH +) Exanple 45
(S)-4-[(1sopropyl -p-tol yl - an1no)
xazol - 2-yl am neThe ti fke
analogy to exanple 2 st

‘h\1] 4, 5-di hydro-o
das prepared in
ng fromtert-butyl (R)-

¥Jl ?(Klp___xdnp S‘ﬁ' an%%&%ﬁ&élee@)%o%mat fvﬁu{ fn%ﬁ)ano%% n41) under an argon

étB)OS ¢re B@rﬁz@ddeé3tfb40yoalalma{@)22rmk)hmqle 4.3 g andd¥aBtxay (0.43 g).
ﬂle %Mh%’%ﬁ%m&ﬂad ﬁ{‘é’d gg%rthl %’E@bﬁd 29:1 I&ﬁ tcbltu%eﬁ'zr&'sed in vacuo.

conpound was prepare startlng romtert -
Thy regiduue may burifiel ki ¢pbarhy ich ®neatagropnec@sr lgmdydnaﬂ@pamd ->

?fdﬁﬁ‘iﬁﬁ@%% 0 BN E3Re M - Mukseie #che (617 ) asa

(igytyallgy Bl VS (1587 F232dr(OM3Het hoxy- phenyl ) - ani no] - net hy
| }-4,5-di hydro-oxazol -2- ylam ne In anal ogy to exanpl e
1 the title conﬁpund was prepared starting from

bk -4b1{if 3HFlyoR)-phenyl) - (4-methoxy-benzyl) -amino|-methylt-2,2-dimethyl-

ﬁ‘d&?%”@é&b fc LIRS
268.3 ([MH +) '

spxazol i necar boxyl ate and
ht yellow gum M (1SP):

A
L0

To a stirred solution of tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate

(600 mg) at r.t. in methanol (15 ml) under an argon atmosphere were added (3-fluoro-
phenyl)-(4-methoxy-benzyl)-amine (654 mg), ZnCl, (1.44 g) and NaBH3CN (0.52 g).
The mixture was stirred at 50 °C for 16 h, then cooled to r.t. and concentrated in vacuo.
The residue was purified by column chromatography (SiO,; gradient: heptane ->
heptane/EtOAc 7:3) to give (S)-4-{[(3-fluoro-phenyl)-(4-methoxy-benzyl)-amino]-
methyl}-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester (191 mg, 17%) as a
colourless viscous oil. MS (ISP): 445.5 ([M+H]")

¢) (S)-2-Amino-3-[(3-fluoro-phenyl)-(4-methoxy-benzyl)-amino]-propan-1-ol

In analogy to example 1.c (S)-4-{[(3-fluoro-phenyl)-(4-methoxy-benzyl)-amino]-
methyl}-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester was converted to (S)-
2-amino-3-[(3-fluoro-phenyl)-(4-methoxy-benzyl)-amino]-propan-1-ol. Light yellow
viscous oil. MS (ISP): 305.4 ([M+H]")



Exanpl e 48

(S)-4-(p-Tol yl am no- et hyl ) - 4, 5-di hydr o- oxazol - 2-yl am
woedon/098881 ogy to exanple 43 the title conpoundP@EEP2008/051377

prepared starting from(S)-4- [@)enzyl p- tolyl-am no)

-met hyl] -4, 5-di hydro- oxazol - 2-yl am ne (exanpl e 46).

Col ourl ess gum Ms (ISP): 206.3 ([ MtH +) Exanple 49

(S) 4- {[I\/Et hyl - (4 phenoxy phenyl) am no] ni et hyI} 4, 5-

’ P 8 a 2 4e5-8hvtlhre oxazol-

In% gon‘pound vvas prepared st artl ng fromtert but yl

%—%—F—‘P) 4-fornyl - 2, 2-di et hyl - 3- oxazol i necar boxyl ate

and 4-phenoxyaniline. ColoN ess viscous oil. M5 (ISP):
298.3 ([MtH +) Exanpl e \

(S)-4-{[Ethyl-(4-phenoxy- enyI ) -am no] - et hyl } - 4, 5-di

hydr o- oxazol - 2-ylam ne In m\ to exanple 1 the
title conpound was prepare st ing fromtert-butyl
(R- (+)-4-fornyl -2, 2- dé@l -3-oRazol i necar boxyl at e

and 4-phenoxyaniline. Li el ow viscous oil. M
(1SP): 312.4 ([ MtH le 51

5 (@naahogy(tBemWIe ﬂndt(GD )2anorﬁeb(3rt’e1dmy4p}1exzﬂy1}3(4}:lrtwlcbw-hma)d)-
gmmog &)rgﬁgnn? wg? Iéera(ét 9¥v1tth lygno%nglb?omlt ?glgl%{(%):—f—é [&)’)—_ﬂuoro—
l=tﬁ)rr‘/1® (f4emﬁw0X)’le2nz$'l)n:animyol nBetlof kA 5 dihedrar doxgll 2ylenmamd Light
3-mnet hyl ank li.ne. loyrlass gum ©Ms (ISP): 296.4
TR B 2263 M7
Example 65
10 (S)-4-[(Ethyl-m-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
NH,

&

k(N
N7

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-methylaniline. Colourless gum.
MS (ISP): 234.3 ([M+H]")
15 Example 66
(S)-4-{[Ethyl-(4-methoxy-3-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine

\
o v, N ~NH
Fp)'f <

FF
In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-

20 (+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-methoxy-3-
trifluoromethylaniline. Colorless viscous oil. MS (ISP): 318.1 ([M+H]")

Example 67
(S)-4-{[(4-Cyclohexyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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(S)-4-[(Methyl -mtolyl-am no)-nethyl]-4,5-di hydro- oxaz
ol -2-ylam ne In analogy to exanple 30 the title

W@ 09p/083&7 was prepared starting fromtert-but yPCY/RP2008/051377

(+)-4-fornyl -2, 2-di nmet hyl - 3- o_x%_ol i necar boxyl ate and
3-nmethyl aniline. Colourless gu M5 (ISP): 220.3

([ MtH +) Exanple 53

(S)-4-{[ Benzyl - (4-f{ o- phenyl ) - am no] - met hyl }- 4, 5-di
hydr o- oxazol - 2-yl a al ogy tuo.e le 20 the
title conpound was prepared arti g romtert-butyl
(R - (+)-4-fornyl-2,2-dinet hyl -\3- oxa%bl i necar boxyl at e

?nd fod uo)r%%i}ﬂ,lﬁpgqsein{'e c%mpo?l%g%s %repareustagthr?; Eromstgrq -butyl (R)-
(@)4%@&@2 Wimdtiyl 4~ o2 bligdcarboRe R lahd ardydlohexiinilyie} Off-white

5-di hydr 0-0xazol - 2- m ne I n anal ogy to exanple 20

f‘ﬂ\gl F/?/S( I§P)c-: @p%hﬁ/ﬁ*%dﬁ prepared starting from

tert-butyl (R)-

(+)-4-fornyl -2, 2-di nmet hyl - 3- oxazol i necar boxyl ate and

3, 4- di chl or oani I i ne. Col ouF 1‘%%121 Bm M (ISP): 354.2

([ {s)34 G Pitfots-Mrkludrom@Ryl-ghenlyl)-mdthylldnfabl Midthyl#4,5-dihydro-
358.)3 ?[{ 35C 135C1} Mt+H] %[;hExgr)rp &g ot Ll Y
(S) - 4-{[ Benzyl - (4- chl oroofﬁ?éh%)’}'ma‘ﬁFno] net hyl } - 4, 5- di
hydr o- oxazol - 2-yl am nel n anal ogy to exanple 20 the

title conpound was pr-epa startingfromtert-butyl

(R - (+)-4-fornyl-2,e%di | 8-@xagdliinecar boxyl at e

and 4-chl oroaniline. our’| eE'\s g M5 (ISP): 318.1

([{ 37} MrH] +); 316.1 ([{ 35C1}M+H +)

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoro-4-
trifluoromethylaniline. Light yellow viscous oil. MS (ISP): 292.3 ([M+H]")

Example 69
(S)-4-{[(4-Cyclohexyl-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

Q@ @Y“”

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-cyclohexylaniline. Light brown
viscous oil. MS (ISP): 302.3 ([M+H]")

Example 70
(S)-4-{[Ethyl-(3-fluoro-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine

- F
Py
F ) O
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Exanpl e 56
(S)-4-(m Tol yl am no- net hyl ) - 4, 5- di hydr o- oxazol - 2-yl am

WoeooBiossAal ogy to exanple 43 the title conmpounRCTEB2008/051377

prepared starting from(S)-4-[(benzylm tolyl-am no)
-met hyl] -4, 5-di hydro-oxazol - 2=yl am ne (exanple 51).

0 S
e iE yPR L  bdrobp o Gr B TR AR Rt -
(- if@ingdn?, 2- dinmda)mﬂ exadahmd@erbbxylh@ aod Fpituond- 4was
[ I am no)
B ey AL R B R o1S S P PSR 2720
Col ourl ess gum I\/IS (I1SP): 192.3 ([I\/H—|] +) Exanpl e 58
(S)-4-{[(4- Met hoxy-3-trifl gor onie%tf - phenyl) - et hyl -
i no] - met hyl }-4, 5-di hydr oox yl am nel n anal ogy to
ex e83ypi- § MebhlHe-ttiflubmneahydephed yhasnipo ppetlad - 4,6 aliliydrg-oxazol-2-
fromtert-butyl (R)- .
(+)-4-fornyl -2, 2-di met hyl - 3YBRYYSI i necar boxyl ate and
4- met hoxy-3- trifluoromnethyl ailine. Colorless viscous
oil. M5 (ISP): 304.0 ([ MWH—¢) Exanple 59
(R -4-{[ (4-Brono- phenyl) - yl -am no] - net hyl } -4, 5-di h
ydr o- oxazol - 2-yl ami ne I n angl ogy to exanple 30 the
title conpound was prepared arting fromtert-butyl
(R - (+)-4-fornyl -2, 2-di net hyl- 3- oxazol i necar boxyl at e
and 4-bronpaniline. Wite c@ V5

F
F

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-trifluoromethylaniline. Light
yellow viscous oil. MS (ISP): 273.9 ([M+H]")

Example 72
(S)-4-[(Methyl-o-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-methylaniline. Light yellow
viscous oil. MS (ISP): 220.3 ([M+H]")

Example 73
(S)-4-{[Ethyl-(3-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine
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(1SP): 285.9 ([{ 8 1Br}M+H +), 283.9 ([{ 79Br}M+H +)
Exanpl e 60

W@ )88 EL hyl - ( 3- net hoxy-5-trifl uoromnet hyl - phRC/EP20881951377

no] - met hyl } - 4, 5-di hydr ooxazol - .2-yl am ne In analogy to
exanple 1 the title conmpound was prepared starting
fromtert-butyl (R)- NH
(+)-4-fornyl -2, 2-di met hyl -6~\éxézol i necar boxyl ate and
3-nmet hoxy-5- trifluoronethyl aniline. Light yellow
viscous oil. M5 (ISP): 318.1 ([MtH +) Exanple 6 1
(S)-4-{[ Ethyl -(3-isopropyl - phenyl ) -am no] - net hyl } - 4, 5-
di hydr o- oxazol - 2-yl am nel n agal ogy to exanple 1 the

title conpound was prepared rtai ng fromtert-butyl
(R- (+)-4-fornyl -2, 2-di met h~ azol i necar boxyl at e
and 3-isopropylaniline. Light yéllow viscous oil. M

grgﬁf% %x%g%lé ?/Iglgg iffo o%ﬁ@(ﬁ{ﬁldﬁ/vea?%r(fpage% srt%r in frtoEn ‘ieft_—lﬁutgl (R)-

@ﬁn'@gdxbdmhetmlyﬁl amznlendcmrbamdh@gydﬁdr@mamn@zﬁmiﬁh@ Light
rti ng fromtert-butyl

%AH{!)tOkNeV(I&)B[IP&r%S Y‘?%%ggg%ﬁgqﬁ@ - 3- oxgzol i necar boxyl Z\t e

and 3-isopropylaniline. Colorless viscous oil. M

(1SP): 248.1 ([ MtH +) Exa A 83

(S)-4-{[(3-Methoxy-5-trifl uoro]?'ret%yl phenyl ) - met hyl - am

i nd$)-4re(RyHIYord; Bredy hyoetbolxanimlo]-nPetlyyladi5ndihydro-oxazol-2-ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-fluoroaniline. Light yellow
viscous oil. MS (ISP): 224.1 ([M+H]")

Example 75
(S)-4-{[Ethyl-(4-isopropyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

)@ @YN“

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-isopropylaniline. Off-white
waxy solid. MS (ISP): 262.3 ([M+H]")

Example 76
(S)-4-{[(4-Isopropyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

)@ @YN“



In anal ogy to exanple 30 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377
3-met hoxy-5- trifluoronethyl anggEx Col orl ess vi scous
oil. M5 (ISP): 304.0 ([ M+H] anple 64
rhgr}af g&[tég%rlwgﬁg t}gel)}gt% )TE;O%nWaQ ﬁf@f)agjea%@f u)lg ﬁgfnqgﬁt H[Ftyl (R)-
(8)-Hfmy¢-2;ﬂaém}dtl)yl(ﬂemblmmcyr-bbeﬂzlyla)ld 4apoprefidamline. Light yellow

dehyde (0.30 M) at r.t. in
h%ﬁglﬁl?fggp%o%% ﬁpﬂ%ﬁ argon at nosphere were added
3 fiuoroaniline (0.22 mM), zZnd2 (1.21 g) and NaBH3CN
(0.43 g). The m xture was E}tﬁlmrlrlec/l at 40 OC for 1h,
then cooled to r.t. and conce Zed i n vacuo. The
r es(Sue [ (Meshyduraphtletenblr vyt emim)- mMpM$dmnWO£ﬁbm-ylamine
gradi ent: heptane -> heptane/ EtOQAc 7:3) to give
(3-fiuoro-phenyl)- (4-ge oxy benzyl )-am ne (617 ng) as
a light yellow oil. D)1 2321 ([ M+H +) b)
(S)-4-{[(3-Fl uoro-pheny 4- net. Wenzyl ) - am nol -
t hyl } -2, 2-di net hyl oxazol né\‘ 3- boxylic acid
tert-butyl ester To a stlrred solution of tert-butyl
fﬂnaﬁo‘@y G ek LR P bo it c@ﬁ{ﬂ&lhd J7a9 ﬁ%%@%éd@?a@ﬁﬁg?ﬁf&\hl @Etcbutyl (R)-
at r.t. in nethanol (15 m) under an argon
éf)ﬁ’béq!rhmﬂé vaémﬂa}dﬁﬁedxz(zahrﬁacam@ﬁhmlaylﬂﬁ-l(laphthyl amine. Off-white

4- s\b -amine (654 ng), Znd 2 (1.44 g) and
10 m%ﬁ%%g%zg;[hﬁlﬁg)m xture was stirred at 50 OC for
16 h, then cooled to r.t. and concentrated in vacuo.
The residue was purified bﬁ col u%} chr omat ogr aphy
(Si 2; gradient: heptane
(S)-4-[(Ethyl-naphthalen-1-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

’\ [ S—NH,

15 In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and a.-naphthyl amine. Colorless
waxy solid. MS (ISP): 270.4 ([M+H]")

Example 79
20 (S)-4-[(Methyl-naphthalen-1-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

’\ [ S—NH,

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and a.-naphthyl amine. Colorless
waxy solid. MS (ISP): 256.1 ([M+H]")
25
Example 80
(S)-4-[(Ethyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
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hept ane/ Et QAc 7:3) to give
(S)-4-{[(3-fluoro-phenyl)-(4-nmethoxy-benzyl)-am no] -

woreaoRpdgss2, 2- di met hyl - oxazol i di ne- 3- car boxyl i CPGEYEB2008/051377

tert-butyl ester (191 ny, 17%54913 a col ourl ess viscous
oil. M (ISP) 445.5 ([ M+H +)7¢)

(S)-2-Am no-3-[(3-fluoro-phenyl)-(4-nmethoxy-benzyl)-am

i nol -propan-1-ol In a bgy to exanple Lc (S)-4-{

[ (3-fiuoro-phenyl)-(4 et HQXy- benzyl ) - am no]j -

met hyl }- 2, 2- di met hyl - oxgzoli diney3xgdittoxyl i ¢ aci d
tert-butyl ester was convert t ) -

2- am no- 3-[ ( 3-fiuoro-phenyl )~ 4-nmet hoxy-benzyl ) - an no]
-propan-1-ol. Light yellow viscous oil. M (ISP):
BO&adogy[td/exdmpdy dl xhq 8)e ebnfpound was prepared starting from tert-butyl (R)-

Sy DSy PR R R A AP G s ARBT LEgt brown

ﬁ&_)ougoﬁrmeq@){m if {(vorepr phenyl ) - (4- met hoxy- benzy!)
am no] - propan-1-ol was reacted with cyanogen brom de

to give (S)-4-{ [(3-fluorophenyl) -(4-nethoxy-benzyl)
-arri no] - net hyI} 4, 5-di hydEQg @g@l 2 yI am ne. Light
el | ow SP): 330.3
! Sph-4 lEgraarelcr Y phew HoySinel miet a6t arcsacalzs damine
| -2-ylam ne In anal o to exarrplelthetltle conpound
was prepared starti dgéo

[ oprtert - but M
(+)-4-fornyl -2, 2-di met hyl xaz'ol n§€ oxyl ate and
3-nethyl aniline. Colourles oI SP): 234.3

([MH +) Exanpl e 66 )

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-oxazol-5-yl-phenylamine.
Light brown viscous oil. MS (ISP): 287.1 ([M+H]")

Example 82
(S)-4-{[(3-Chloro-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine
NH,
P
KEN
N/

L,

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-chloroaniline. Colourless gum.
MS (ISP): 242.2 ([{’ClIM+H]"), 240.1 ([{*ClIM+H] ")

Example 83
(S)-4-{[(3-Chloro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
0

NH,
\
kEN
S

N

A



(S)-4-{[Ethyl -(4-nmethoxy-3-trifluoronethyl-phenyl)-am
no] - net hyl } - 4, 5-di hydr ooxazol - 2-ylam ne I n anal ogy to

We@2@apdsss1 the title conpound was prepared st aP€T/BBR008/051377

10

15

20

25

fromtert-butyl (R)-
(+)-4-fornyl -2, 2-di net hyl - 3- ox&Zol i necar boxyl ate and

fh {H%ﬁ%)ﬁ(( F%rggﬁlé 4 il%é‘t?ﬁ {%ﬁﬂnﬁ%@?ﬁgge@%ﬁ%? FIVESCOUSI (R)-
(8)4Jerﬁlﬁ}(lﬁsbglmhﬁﬂh}éﬂy‘bxqzh]@mﬂfhl)bowﬁaﬁawhd ardhdaopambnhyddleut]ess gum.

?/Isdqlgy)dg% ngze N%Lpﬂr Z%Qqéﬂs ig%%+)to exanpl e 30 the

conpo pare fromtert-butyl
(R - (+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e
and 4- cycl ohexyl ani | i ne. LG solid. M5 (ISP):
288.0 ([MrH +) Exanpl e esz(;fa"‘“}‘mhl 88
()44t B3 Adpiropylephényl)intdthidraonigb hydetiphie it dihydrbhoxhza B-ylamine

no] - met hyl } - 4, 5- di hydr ooxazolNH 2-ylamine In analogy to
exanpl e 30 the t|t| e conpoug{ﬂ Was prepared starting

fromtert-butyl (R)-
(+)-4-fornyl -2, 2-di net hyl - oxazol I necar boxyl ate and
3-fl uoro-4- trifluororrethyl “Tine. Light yellow

viscous oil. M5 (I1SP): 292.3 MtH] +) Exanple 69
(S)-4-{[ (4-Cycl ohexyl - phenyl t hyl -am no] -nethyl }-4,5
- di hydr o- oxazol -2-yl am ne I n anakggy to exanple 1 the
title conpound was prepared starting fromtert-buty

[rRynalqeyyto gxanepl i thye, titlediommonyr W3s pxckztsdisHetag B@&Wﬁt@wl (R)-
anda 4oe¥¢ 20N gxydiRniI-b R olitd HBoxRARQWAd 3-cyclopropylaniline. Colourless

gum. MS (ISP): 246.2 ([M+H]")

Example 85
(S)-4-{[(3-Cyclopropyl-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

O

NH,
kﬁN
FS

N

5

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-cyclopropylaniline. Colourless
gum. MS (ISP): 260.2 ([M+H]")

Example 86
(S)-4-{[Methyl-(4-oxazol-5-yl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

N@\@\ N __NH
A

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-oxazol-5-yl-phenylamine. Off-
white solid. MS (ISP): 273.0 ([M+H]")
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viscous oil. M5 (ISP): 302.3 ([MtH] +) Exanple 70
(S)-4-{[Ethyl -(3-fluoro-4-trifluoronethyl-phenyl)-amn

W@hoos©o948y1 } - 4, 5- di hydr o- oxazol - 2-yl am nel n aneCDEP2008)051377

exanple 1 the title conmpound was_prepar ed starting
fromtert-butyl (R)-

(+)-4-fornyl -2, 2-di net hyl -ﬁ)-“p ﬁ%%lﬂ necar boxyl at e and
3-fluoro-4- trifluoronethylanitine. Of-white solid.

M5 (1 SB)-4-[38€hlorpfMehylam)in dx@kyhlyl-45-ihydro-oxazol-2-ylamine
(S)-4-{[Methyl-(3-trifluoronethyl-phenyl)-am noj]-nethy

| }-4,5-di hydr o- oxazol -2- ylam ne In anal ogy to exanple

30(Sh Hae[ (BiGH eroeigranelandn sasethiyd g2 -edn sthal- dxanglidinefi carboxylic acid

LR (R-
= | -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
3-trifluoronethylaniline. Light yellow viscous oil. M

(1SP): 273.9 ([MH +) Exafiples
(S)- 4-[ (Methyl - o-tol yl - ani hg) et hyl ] - 4, 5- di hydr o- oxaz
ol -2-ylam ne I n analogy to exanple 30 the title

conmpound was prepared startipg fromtert-butyl (R)-
(+)-4-fornyl -2, 2-di met hyl -3 azol i necar boxyl at e and
2-nmet hyl ani l i ne. Light yell oW vF'scous oil. M (1SP):

ﬂ?ﬁlaﬁog?[t%ﬂmm} 1 Btamuey1 (R)-(+)-4-formyl-2,2-dimethyl-3-
(S)-4-{[Ethyl-(3-trifl uaronet hyl -phenyl)-am nol-met hyl
})xq@,ognqu]fWaylétemﬁﬂcteé_wnh 3-chloroaniline to give (S)-4-[(3-chloro-

phenylamino)-methyl]-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester. Off-
white solid. MS (ISP): 343.2 ([{*’CIIM+H]"), 341.1 ([{*CM+H]")

b) (S)-4-{[(3-Chloro-phenyl)-(4-methoxy-benzyl)-amino]-methyl}-2,2-dimethyl-

oxazolidine-3-carboxylic acid tert-butyl ester
oAN( o 7L
K[ <
L
@ T

In analogy to example 20.a tert-butyl (S)-4-[(3-chloro-phenylamino)-methyl]-2,2-
dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester was reacted with p-anisaldehyde
dimethyl acetal to give (S)-4-{[(3-chloro-phenyl)-(4-methoxy-benzyl)-amino]-methyl}-
2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester. White solid. MS (ISP): 463.1
([{’CBM+H] "), 461.1 ([{°CBM+H]")

¢) (S)-4-{[(3-Chloro-phenvl)-(4-methoxy-benzyl)-amino]-methyl}-4,5-dihydro-oxazol-
2-ylamine
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yl am nel n anal ogy to exanple 1 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 200849486T ny | - 2, 2- di et hyl - 3- oxazol i necar boxy| BCHER2VI8/051377

3-trifluoronethylaniline. Li ghg7 yell ow viscous oil. M
(1SP): 288.0 ([ MrH +) Exanpl e 74

AL ) A s 58

anané mahﬂwrﬂﬂdumhﬁrcapmltdmesi aarfopnglcfalcnﬂrtﬁtt@tylbsltleyvvas

(ol LT 2 L ey SR ARSRLORH A1 9.5
dﬂh$ﬁl)0—o@24L1yKaﬁrM%¢ﬂWh1)e E»hanlSe(IS&B 348.3 ([{’CyM+H]Y), 346.1
g[ Qro o zoI - (4-isopropyl - phenyl ) -am no] - met hyl } - 4, 5-

2-ylamne In analogy to exanple 1 the
t|tIe compound was prepared starting fromtert-butyl

4R - mbRr

(1SP): 262.3 ([M+H +) Exanple 76

(S)-4-{[(4-1sopropyl -phenyl) - et hyl -am no] -net hyl }-4,5
- di hydr o- oxazol - 2-yl am nel ip-ghal ogy to exanple 30 the
title conpound was prepare skarti ng fromtert-butyl
(R - (+)-4-fornyl -2, 2-di met hyl - 3-oxazol i necar boxyl at e
and 4-isopropylaniline. Lightwyell ow waxy solid. M
(1SP): 248.3 ([MrH +) > Exanple 77

(S)-4-[ (Mt hyl - napht hal en- 2- m no) - met hyl ] - 4, 5-di hy
dr o- oxazol - 2-yl am ne cl

To a stirred solution of (S)-4-{[(3-chloro-phenyl)-(4-methoxy-benzyl)-amino]|-methyl}-
4,5-dihydro-oxazol-2-ylamine (97 mg) at r.t. in dichloromethane (10 ml) were added
anisole (0.31 ml) and trifluoroacetic acid (2.74 ml). The mixture was stirred at r.t. for 48
h and was then concentrated in vacuo. The residue was partitioned between ethyl acetate
and saturated aq. sodium bicarbonate solution, the phases were separated, and the
organic phase was dried and concentrated in vacuo. The residue was purified by column
chromatography (SiO,; gradient: dichloromethane -> dichloromethane /methanol 85:15)
to give (S)-4-[(3-chloro-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine (22 mg,
35%) as a white gum. MS (ISP): 228.1 ([{’CliM+H]"), 226.2 ([{**CiM+H]")

Example 88
(S)-4-{[(2-Chloro-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine

NH,

.

T

N

©/C|

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-chloroaniline. Colourless gum.
MS (ISP): 242.1 ([{’ClIM+H]"), 240.1 ([{*ClIM+H] ")



In anal ogy to exanple 30 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377
b- napht hyl amine. O f-white sogéd M5 (I SP): 256.1
([MH +) Exanple 78
(S)-4-[(Ethyl-naphthal en-1; 1?1 o)-methyl]-4, 5-di hyd
ro-oxazol -2-ylamne In anaFogy o exanple 1 the title
cotfyalii ¥enad- (5;6@y;&teedlh$dm napighélemmyﬂ)eamimﬂnyéth(zlﬂ%)% dihydro-
(+)-4-fornyl -2, 2-di net hyl - oI 1 necar boxyl ate and
a- napht hyl am ne Col orl 8’&20 Xy 80Fid. vB (I'SP):
270.4 ([MrH +) Exanpl e AS
(S)-4-[(Methyl -napht hal ¢
dr o- oxazol - 2-yl am ne | o)
title conpound was pre ed $tar g ffomtert- but yl
(R - (+)-4-fornyl -2, 2-drmet hyl - 3- oxazol i necar boxyl at e

5 afo le 311 RL Yol a a2 lstd ting ffoM tertlbutyl (R)-
g?/[% n 155?% %ﬁp}g%' foufid Sl PrepaidsttindMRofn' &)
(-6) 4-forinyECkHinmalp hataenlizecyiboaythtea)d e h§HtdtrahySrodhdphahalen-1-
| le 1 the titl

(ARSI 208 ORGP STy (1
(+)-4-fornyl -2, 2-di nmet hyl - 3- oxazol i necar boxyl ate and
b- napht hyl am' ne. Li ght br%/\gwml\)/lie%ous oil. M5 (ISP):
270.1 ([M+H +) Exanple 8

10 (S)4-fELhE( B 7;8-tktakpdi@- ndphyhal @h &) gm el medth yip #ydihy dio- oxazol-

5-di hydr o- oxazol - 2-yl am ne

no) - met hyl ] - 4, 5-di hy
ynh\ n'pIe 30the

2-ylamine

@ Qe

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 5,6,7,8-tetrahydro-naphthalen-1-
15 ylamine. Yellow viscous oil. MS (ISP): 274.4 ([M+H]")

Example 91
(S)-4-{[(3-Ethyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

20 In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-ethylaniline. Colourless gum.
MS (ISP): 234.1 ([M+H]")
Example 92
(S)-4-{[Ethyl-(3-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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In anal ogy to exanple 1 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377

4- oxazol - 5-yl - phenyl am ne. Li _gg%_ brown viscous oil. M

(1SP): 287.1 ([MH +) Exanpl e"82

(S)-4-{[(3-Cnhloro-phenyl)-netfjyl -am no] -ni ethyl}-4,5-d

i hydr o- oxazol - 2-yl anii ne | n—énal ogy to exanple 30 the

title conpound was prepare arting fromtert-butyl

(R - (+)-4-fornyl -2, 2-di net hyl - 3- oxazol i necar boxyl at e

and 3-chloroaniline. Colourléss gum M (ISP): 242.2

([{ 37C1}MrH] +), 240.1 ([{ 1}M+H] +) Exanple 83

(S)-4-{[(3-Chl oro-phenyl)-et i no] -net hyl }-4,5-dih

ggro- oxazol -2-ylam neln anal ogy to exanple 1 the title
FHedEdo @Erne & plag @ide eomapauindgvas Pasharesk farbing f/non”( Ryt=butyl (R)-

g%")lﬁlfo rﬂ/% fh%%e%h)q Our%ﬂérée’éa%gfgﬂ Ngﬂ?%aé'tg?)q ngé %oﬁl?less gum.
Mﬁcﬂ@mm 3l Mﬁf@h)l ([{ 3501} MrH +) Exanpl e 84

(S)-4-{[ (3-Cycl opropyl - pheﬁ)\%lﬁ g hyl - am no] - met hyl } - 4

, - di hydr o- oxazol - 2-yl am ne n° anal ogy to exanple 30

t he(9)i4t {[ e4- Edvyboheny Dwvasthyl-epan eemsthat t4, hditfydosroxazol-2-ylamine
tert-butyl (R)-

(+)-4-fornyl -2, 2-di net hyl - azoI I necar boxyl ate and

3-cycl opropyl ani | i ne. Col ou &ss gum NS (I1SP): 246.2
([MrH] +) Exanple 85

(S)-4-{[(3-Cycl opropyl - phenyl+et hyl - am no] - met hyl } - 4,
5-di hydr o- oxazol - 2-yl am ne

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-ethylaniline. Colourless gum.
MS (ISP): 234.1 ([M+H]")

Example 94

(S)-4-{[Ethyl-(4-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
NH

o—\<2

KEN
NS

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-ethylaniline. Colourless gum.
MS (ISP): 248.2 ([M+H]")
Example 95
(S)-4-{[(4-Chloro-2-fluoro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine
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In anal ogy to exanple 1 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377

3-cycl opropyl ani | i ne. Cblourl9&§_gun1 M5 (I SP): 260.2

([ MH] +) Exanple 86

(S)-4-{[ Met hyl - (4-oxazol - 5- ylpmhenyl) am no] - net hyl }-4
,5-dihydro-oxazol-2-y|an1ne}Lg anal ogy to exanple 30

the title conmpound was pre d starting from

tert-butyl (R)-

(+)-4-fornyl -2, 2-di net hyl - 3- i necar boxyl at e and

4- oxazol - 5-yl - phenyl ani ne. O fphite solid. M5 (1 SP)

273.0 ([ M+H] +) Exanpl e 87

(S)-4-[(3-Chl oro-phenyl am no thyl ] -4, 5-di hydr o- oxaz
ol -2-ylamne a) (S)-4- [(3-Chlgro-phenyl am no) - nethyll

- 2, 2-di net hyl - oxazol i di ne-3-carboxylic acid tert-but

gggrg,logyﬁo W@@} tl@eoméexmcgmgé/vqs PFERagqsh s}qrtmg from tert- butyl (R)-

(B)Lllfd'r)m)?'zfpﬂiﬂ%(éthﬁ ﬁo;@dzﬂﬁﬁé&)fﬂb‘o?éyla@’&ﬁamdhﬂkﬁ%a! RosdhAdiBe. Light
was reacted

repwariscoas ek Géﬁ)er;\]ﬂ Qﬁ{{ng}Mﬁgﬂ by 2 (o)

-2, 2-di nmet hyl - oxazol i di ne-3-carboxylic acid tert-butyl
ester. Offwhite solid. M5 ISP) 343.2 ([{ 37C1} M¢H]
+), 341.1 ([{ 35C1}MrH +) mmpe%

( S) (}%) ﬁ[{gﬁth%nef ;l)il- gghgﬁyl:)-)an{lﬂo }:h?ﬁyll ?Qlﬂ@ﬂlra 0% éﬁ‘@l ylitRine

i di ne- ar Boxyl‘i ¢ aci
tert butyl ester In anal ogy t@"exanple 20.a tert-butyl

(S) -4- [(3-chloro-phenyl amiig) -methyl] -2, 2-
dinethyl-oxazolidine-3-carg%ﬁylic acid tert-butyl
ester was reacted with p-ani §nghyde

A,

5.0 mg of (S)-4-{[(3-bromo-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-
ylamine (example 37) was dissolved in 0.5 ml of THF and treated with 9.4 pl of
triethylamine and 1.8 mg of Pd/C (10 %). After cooling to -78 °C the black suspension
was evacuated three times and purged with D,. After stirring for 1 h at room temperature
the black reaction mixture was filtered over Dicalite. The Dicalite-Pd/C-solid was washed
with 2x1 ml of CH,Cl,. The clear solution was concentrated and purified by silica gel
column chromatography (CH,Cl,/MeOH 96:4 and 1 % of NH4OH (25 % in water)). A
second purification was necessary in order to obtain product in 98 % purity, which was
obtained by an RP-18 column (H,O/MeCN 9:1 + 1% AcOH).

Example 97
(S)-4-{[Ethyl-(3- [°H] -phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

S



di met hyl acetal to give (S)-4-{

[ (3-chl oro-phenyl) - (4- met hoxy- benzyl ) - am no] - met hyl } -
WQ@2@898881 hyl - oxazol i di ne- 3-carboxylic acid tePCFBP20Y$/051377

ester. Wiite solid. M5 (ISP): §163 1 ([{ 37C1} MrH] +),

461.1 ([{ 35C1}MtH] +) ¢) (9)-

31 25 DA JaGaltes By f%véx oA OB AT Il %bromo-

B]N@YDdetbﬁ)mn{) Er(eshydhﬂér@hwgnyqa;olm‘y ﬂ@!ﬂ\?dk&afblén 2] Was dissolved
&ra. el oﬁ@hﬁwnh téeated difEA. Y oORAS lahth §r(1c%0 S3RPYIOB. This

acid tert-but ester was converted {
sqlBtmpVY s 9|t<) thedrifianokipkn Erep 9k wer%lpnﬁ“&srﬁlygé}sseal four
5 tlﬁres,dtdiylﬁjf/vﬂhQ azbN; a?chIb pdeith \Whi @ ($@Ch)dTh&@aétio33)nxture was

glfp_s e%(tégfxéﬁlp z],{gﬂrmt%r’rtﬁlﬁ Bfessurg [)% 8(% C[])'ir was obsgrvec% A%te% 1 hand

zmmyhdreacﬁordmbyuhremasxaaleﬂ w2thyllqaid Neardbtha tgtiinmrgasiwas taken
?%glﬂ)'t égvrv%sfte %tg%a)g?)’ﬁ%e Auspensio 1on nwas (élf;éas ei once %nﬁ the s?lvelrtacondensed
1 &L ynpgd Yohaek [solpd ya@maﬁ@y K ‘grpew)t dmmkofiMeQH and the solvent
10 Qa&mo?lag:s@% t&gg% atépli%ugéc )rgwsﬁiu@d% @lus@gﬁcgeq!rhﬁ 1 9 a1k ERDM and
iflu i i X

il ?rﬁé 8R4k KTy o pblagTiRg %ﬁﬂoa&% S?lﬁeﬁn B Sty edGt yith an
NABUO of thﬁem(]eswkd&ewwﬁfslruhaf dusstol@ﬂ@dthblaowaﬂsmthhe crude product
acet urated a car

PEo R B R B B SR AT 128 B erck
BPil8dF2and eloontc &(MatRO i:h+ude AQOHJ'Re(prre@aﬂ),lé 46@R (starting

tdefah @y col umm chromat ography (Si C*; gradient:
= gﬁé}]{agroﬁggt hane -> di chl or omet hane / net hanol 85: 15) to

| ve
?35? mfCi (7 3l of ths-ctranl pl o Vaneansgrtyated andipwfinddygyedbP-18
@dluﬁmydh%ﬂlﬁt% o R (@uen”e ﬁ{o/mcm Nirt186 QeOH) VEhd fr&fbins were
ana ysed f){, i{Pi sce coH]dlt1+ n§ b ) angi[tﬁlos%%acilons'_\ﬂqth zlpurlty of >98 %

were adjusted to pH ~10 with NH4OH (25 % in water). The combined fractions were

20 filtered over an RP-18 plaque and washed with water. This aqueous solution was
discarded. The product was eluted from the RP-plaque with EtOH and diluted to 25 ml.
25.0 mCi (46.4 %) of the product having 98.9 % purity were obtained.

Example 98
(S)-4-[(Indan-5-yl-methyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

25
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 5-aminoindane. White solid. MS
(ISP): 246.4 ([M+H]")
Example 99
30 (S)-4-[(Ethyl-indan-5-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 88
(S)-4-{[(2-Chl oro-phenyl) - et hyl - am no] - met hyl } - 4, 5- di

Whywso9ssxazol - 2-yl am ne I n anal ogy to exanpl e BOI/EPI®08/051377

title conpound was prepared st ting fromtert-butyl
(R - (+)-4-fornyl-2,2-dinet hyI oxazol I necar boxyl at e
and 2-chloroaniline. Colourless I\/IS (I1SP): 242.1
([{ 37C1}MrH] +), 240.1 ([{ 3 +) Exanpl e 89
(S)-4-{[Methyl -(5,6,7, 8-tetr onaphthalenl-yl) am
i no] - met hyl }-4, 5-di hydr ooxazol -yl am ne I n anal ogy

to exanple 30 the title copp\ou d was prepared starting
fromtert-butyl (R)-
(+)-4-fornyl-2,2-di nmethyl -3¢
5,6, 7, 8-tetrahydro-napht hal yl am ne. White solid.

M5 (ISP): 260.0 ([ M+tH +) EX& e 90
(S)-4-{[Ethyl-(5,6,7,8-tetrahydro-napht hal en- I-yI) am

noj - met hyl } - 4, 5- d|h dr o- oxazol - 2-ylam ne In _ana

{oangkogng PéxaInR Ipd the glecormppmdiaswaapidsiiiag f rgnateft?lwgyl (R)-
g/’)minf&%ﬂ 'ZbZJHﬁﬁIletlﬁ)ﬁz)?f oxazohnecarboxylate and 5-aminoindane. Off-white solid.

zol i necar boxyl ate and

di net hyl - 3- oxazol i necar boxyl ate and
SYP)SZQ %Jylé}é napht haI en- 1yl anine. Yell ow vi scous
oil. M5 (I1SP): 274.4 ([I\/H-ﬂxﬁgpﬁwrple 91

(82-4-&&3 Et hyl - phenyl ) - met hyl -am no] - et hyl } -4, 5-di h
y drSo-4oi &z &hlozo-+riraehienylamagt ngyamlao}sszfmﬁlwl}e%cﬂlhﬁtro oxazol-2-

t(lR;I_e conmpound was preparedyﬁ‘hﬁﬁgl ng fromtert-butyl

of
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-2-fluoroaniline. White
solid. MS (ISP): 260.1 ([{*’CIIM+H] "), 258.0 ([{**Cl}M+H]").

Example 101
(S)-4-{[Methyl-(3-piperidin-1-yl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-piperidin-1-ylaniline. Viscous
yellow oil. MS (ISP): 289.3 ([M+H]")



(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
3-ethylaniline. Colourless gum M5 (I1SP): 234.1 ([ MtH]
WG 2008098891 € 92 PCT/EP2008/051377

(S)-4-{[Ethy|-(3-ethy|-pheny|)6$p1no]-nethyl}-4,5-dihy

dr o- oxazol - 2-yl am nel n anal ogy to exanple 1 the title

conpound was prepared starting fromtert-butyl (R)-

(+) 4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl ate and
-ethylaniline. Col ourl essExgurple NB (1 SP): 248.3 ([ M+H]

((é Eﬁ%(h“éi“ﬁy‘?dl he}ﬁlylf'}enﬁat%mlf“’% Hoi ey groprazf Fytamine

ydr o- oxazol - 2-yl am ne | n anal ogiWH,0 exanple 30 the

title conpound was prepared rting fromtert-butyl

(R - (+)-4-fornyl -2, 2-di met hi o8- oxazol i necar boxyl ate

and 4-ethylaniline. Colourlesg gum M (I1SP): 234.1

([ MH] +) Exanple 94 SN

(S)-4-{[Ethyl -(4-ethyl-pheny])-am no]-nethyl }-4,5-di hy

dr o- oxazol - 2-yl am ne I n an# gy to exanple 1 the title

conpound was prepared star f tert-butyl (R)-

(+)-4-fornyl -2, 2-di met hyl - 3- oxa@necar boxyl ate and

4- et hyl aniline Col ourl ess gum (1SP): 248.2 ([ MtH]
+) Exanp

5 ns;}nahogyp@ axwlml dhottq GauRRAUSHERAS Py eRaf dshAtarting e et bytyl (R)-
§$)44 Fo15kyD 1yzdz" Qer‘ﬂ%Zl@ o;gazobﬁlle%ﬁrﬂb%%lﬂte%ﬂél.’aofgﬁeﬁcﬁn-qxﬁﬁmhﬁe Viscous
t' he t|t e congoun g)pared starting from

eadpyrless il MP RSP): 303.3 ([ M

Example 103
10 (S)-4-{[(2,6-Dimethyl-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2,6-dimethylaniline. Colourless
gum. MS (ISP): 248.1 ([M+H]").

15
Example 104

(S)-4-{[(2,6-Dimethyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
20 (+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2,6-dimethylaniline. Light yellow
gum. MS (ISP): 234.3 ([M+H]")



10

15

20

(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
4-chl oro-2-fluoroaniline. Light yellow viscous oil. M

W@ L®RP9sseT4. 0 ([{ 37CL}MrH +), 272.2 ([{ 35CLReHER2088/051377

Exanpl e 96 64 -
(S)-4-{[Ethy|-(3-[2I—|]-pheny|)-%rri no] - met hyl } - 4, 5-di hyd

r o- oxazol -2-ylamne 5.0

(S) - 4- {[ ( 3- br ono- pheny! )%’%’11’-1%%)%0] - et hyl }- 4, 5-di hy

dSo4eif Kediyl-23-oxhztrsryd- pherdiraingn @ 7ihethal - 45-dilpldve dxazol-2-ylamine

0.5 mM of THF and treated with 9.4 m of triethylamne

and 1.8 ng of Pd/ C (10 &4 \After olympg to -78 0OC

t he bl ack suspensi on was deydt'ed three times and

purged with D2. Aftef irring for h at room

tenperature the bl ac eaction mxture was filtered

over Dicalite. The Di'dalite-Pd/ Csolid was washed with

?r%%na'[ﬂgy_@? @%Aél%gﬁe 30 _tl’llﬁ_f’(ﬁlefdoﬁﬁfouﬁlﬂ hakdb aﬂé@%%a@ﬁﬂgﬁgﬁlrtéiéaﬂnyl (R)-
urified by silica gel colu chrq ogr ap ,

%—%?ng?sdm%m-%%@mca%w% a@@ﬁgavéa?w?lyg-v amine. Off-

shRgesslidoMd ise@abinwasHNgcessary in order to obtain

product in 98 % purity, which was obtained by an RP-

18 colum (H2CVMeCN 9:1 + 1% AcOH). Exanpl e 97

(S)-4-{[Ethyl-(3-] Example 106 _

3H] - phenyl ) - am nqo] - net hyl } - 4, 5- di hydr 0- oxazol -2-ylamn

ell )-é-{ELEtﬁYl-&?’rq&aF@tﬁ-&lnphqna ranpae]-medd! -4.55lihydrgfoxpagl@-ylamine

(10 9%9. 5.0 ng of (S)-4-{[(3-bronophenyl)-

et hyl - ami no] - met hyl } - 4, 5ydr H2-yl ani ne

(exanpl e 37) was dissol ved NO. 4\m/ of THF and

treated with 4.7 ml gtifriethy anin® and 0.4 nl of

MeOH. This solution Wg8 al so “added to the

tritiation-flask. The bl ack suspensi on was degassed

frouralagyrre sxanfiple  ¢lme tilat donhpaguiddvasireradedntartied fnant tert-butyl (R)-

Ew[)i—i—if&%y(l—%i—glﬁéth)ﬂl’)@o£a%8ﬁﬁéc%rl])o§gfl§tte%18 3‘—’@,%—oxazol—5—yl)amine.

Viscous yellow oil. MS (ISP): 287.0 ([M+H]")

Example 107
(S)-4-{[Ethyl-(2-fluoro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-fluoro-aniline. Colourless gum.
MS (ISP): 238.1 ([M+H]").

Example 108
(RS)- 4-[(Ethyl-phenyl-amino)-methyl]-4-methyl-4,5-dihydro-oxazol-2-ylamine
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allowed to wvarmto RT and a starting pressure of 808
nbar was observed. After 1 h and 20 mn, the reaction

WOoroos9s8smas cooled with liquid N2 and the triRCURPOSF051377

was taken back to the waste-stgrage. The suspension
was degassed once and the sol vent condensed to an
anpoul e. The bl ack solid was tregjed 3 tinmes with 1ni
of MeOH and the sol vent back-c ensed to the anpoul e.
The residue was suspended in X of Et OH and
filtered over 0.2 mmnylon, o ining a colorless

sol ution of the crude productywth an activity of 385
nCi, which was further dissolyed with EtOH to 50 ni.
The crude product was obtai n n 88.3 % purity, which
was di scl osed by radi o-TLC (3¢¥1d phase: Merck RP- 18
F254s, eluent: MeCWH 20 1:1 + 1% AcOH, Rf (product):
0.46, Rf (starting material) 0.38). 53.9 nC (7.7 m)
of (RShe, 24 Mainedth 8 of- plidnglaniBsme i exizbAdia e 3atadb axylit fdié ebrt-butyl
bé{ an RP-18 col um chromat ogr aphy (el uent H2Q MeCN 9: 1
¥, AcOH). The fractions were anal ysed by HPLC (see
conditions below), and those|fractions with a purity

of >98 % were adjusted to =1Q with NHACH (25 %in
wat er). The conbi ned fract filtered over an
RP- 18 pl aque and washed wi er. This aqueous

sol uti on was di scarded. Tie product was eluted from
the RP-plaque with EtOH and diluted to 25 m. 25.0 nCi
(46.4 %9 of the product ng 98.9 %purity were

obt ai ned. Exanpl e 98

g“g)zagﬁfrgcg L(f]gﬁ?% gf OﬂS‘) —@E%&T—ﬂ@4%ﬂﬁé@}l%&dﬁﬁi&iﬁ—icg%gi'iﬂfc%cid tert-
butyl ester (¥OO mg) at r.t. in methanol (3 ml) was added aniline (132 mg) and the
mixture was heated at 80 °C for 3 h. NaBH4 (93 mg) was then added and the mixture was
stirred at 60 °C for 16 h, then cooled to r.t. and concentrated in vacuo. The residue was
purified by column chromatography (SiO,; gradient: heptane/ethyl acetate) to give (RS)-
2,2,4-trimethyl-4-phenylaminomethyl-oxazolidine-3-carboxylic acid tert-butyl ester (181

mg, 46%) as a yellow oil. MS (ISP): 321.1 ([M+H]").

b) (RS)-4-[(Ethyl-phenyl-amino)-methvl]-2,2,4-trimethvl-oxazolidine-3-carboxylic acid
tert-butyl ester

St
G

In analogy to example 1.b (RS)-2,2,4-trimethyl-4-phenylaminomethyl-oxazolidine-3-
carboxylic acid tert-butyl ester was reacted with acetaldehyde to give (RS)-4-[(ethyl-
phenyl-amino)-methyl]-2,2,4-trimethyl-oxazolidine-3-carboxylic acid tert-butyl ester.
Colourless oil. MS (ISP): 349.5 ([M+H] ).

¢) (RS)-2-Amino-3-(ethyl-phenyl-amino)-2-methyl-propan-1-ol
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In anal ogy to exanple 30 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377

5- am noi ndane. Wiite solid. I\/BéISP): 246. 4 ([ MtH +)
Exanple 99 (S)-4-

[ (Et hyl -i ndan- 5-yl - am no) - met hyl s 4, 5- di hydr o- oxazol - 2
-yl am nel n anal ogy to exanpl e the title conmpound was
prepared starting fromtert-b NH( R) -

(+)-4-fornyl -2, 2-di nmet hyl - 3« zol i necar boxyl ate and
5-am noi ndane. O f-white solid. M5 (I1SP): 260.3 ([ M+H]
+) Exanple 100

(S)-4-{[ (4-Cnhl oro-2-fl uoro- yl ) - met hyl - am no] - et hy

5-di hydr | -2- ylam ne In anal ogy to exa
by e sihsogaL ié%fylﬁ Y e Sp kiR PR nBhy
bRiZbHdue )BLcaﬂR?xyhc ac1d tert- butyl ester was reacted with hydrogen chloride to give

(D it BHE DT o) e LB R Bl (Pisay esslo M (1SP):

6dd3 BRELHMH +) ; 258 0 ([{ 35C1}M+H +) . Exanple 101
(S)-4-{[ Methyl - (3-pi peridin-I-yl-phenyl)-an no]-net hyl
}-4, 5-di hydro- oxazol -2- ylam ne I n anal ogy to exanple
tép(rfsh% {(PEEHV?D?W%QHHO)\A@@M emeeﬁivmt ATy BEh-HXLB)-2-ylamine
er ut yI
(+)-4-fornyl -2, 2-di met hyl - 3- oxa Sk necar boxyl at e and
3-piperidin-1-ylaniline. Visc yellow oil. M5 (ISP):
289.3 ([ MrH] +) Exanple 102 %

In analogy to example 1.d (RS)-2-amino-3-(ethyl-phenyl-amino)-2-methyl-propan-1-ol

was reacted with cyanogen bromide to give (RS)-4-[(ethyl-phenyl-amino)-methyl]-4-
methyl-4,5-dihydro-oxazol-2-ylamine as a colourless gum. MS (ISP): 234.0 ([M+H]").

Example 109
(S)-4-{[Ethyl-(3-fluoro-5-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine

%_/\?\INH
.,

F
F F
In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoro-5-
trifluoromethylaniline. White waxy solid. MS (ISP): 306.1 ([M+H]")

Example 110
(S)-4-{[Benzyl-(4-bromo-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine



(S)-4-{[Ethyl-(3-piperidin-|-yl-phenyl)-am no]-niethyl

}-4,5-di hydr o- oxazol -2-yl aniine In anal ogy to exanpl e
W@A2G08094851 | e conmpound was prepared starting freCI/EP2008/051377

tert-butyl (R)

(+)-4-fornyl -2, 2-di met hyl - 3- ox%zol i necar boxyl ate and

3-pi peridin-| -yI aniline. Vi S&RUS colourless oil. M

(1SP): 303.3 ([M+tH +) Exangl € 103

(S)-4-{[ (2, 6-D nmet hyl - pheryln - et hyl -am no] -nmethyl }-4,5

- di hydr o- oxazol - 2-yl am ne Ijn anal ogy to exanple 1 the

title conpound was preparedygtarttng fromtert-butyl

(R - (+)-4-fornyl-2,2-di met hyl - 8 azol i necar boxyl at e

and 2, 6-di nmet hyl ani |l i ne. riess gum M (1SP):

248.1 ([MtH +) . Exanpl e 1%

(S)-4-{[(2, 6- D nmet hyl - phenyl g- met hyl - am no] - met hyl } - 4,

5- di hydr o- oxazol -2-yl am ne I n _anal ogy to exanple 30
%Ih@aéqgmt@ exere dn il erueand §as Pepafedgtar ipgrrom tert-butyl (R)-

E‘?)r& BT ani. H":‘)methyl 3- oxazohnecarboxylate and 4-bromoaniline. Colourless
+) fornyl di met Féjﬁ)t 3- oxaz | i necarboxyl ate and

guIg. Msrfé‘iﬂiyi@rﬁ([{umrﬁémt 361 (16uPgamIING (15P): 234.3
5 ([ MrH +) Exanpl e 105

(S)-4-{[ Mt hyl - (3-oxazol -5-yl - phenyl) am no] - et hyl }-4

, 5- di hydr o- oxazol - 2- yl am f&amplehldl ogy to exanpl e 30

the st)'4t{ ?z[ egm)?e WREn YRS HRT-GRA 8 %nSthl 14, 18iHy 4P oxazol-2-ylamine

ter
(+) - 4- for myl - 2, 2-di met hyl - 3- oXzol i necar boxyl ate and
3-(I,3-oxazo|-5-y|)arn'ne f\N ite solid. M5 (ISP):

273.3 ([MrH +) Exanple 10
NS

©/CI

In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-
10 (+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-chloro-aniline. Colourless
gum. MS (ISP): 256.2([{’CliM+H]"), 254.1 ([{°Cl}M+H]").

Example 112
(S)-4-[(Ethyl-o-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

15
In analogy to example 1 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and o-toluidine. Colourless gum. MS
(ISP): 234.3 ([M+H]").
Example 113
20 (S)-4-{[(2-Fluoro-4-methyl-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine
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15

(S)-4-{[ Ethyl -(3-o0xazol -5-yl -phenyl)-am no] - net hyl } - 4,
5-di hydr o- oxazol -2-ylam ne I n anal ogy to exanple 1 the

W@ 2aoB@9ssshpound was prepared starting from terPEhuP20DS/051377

(R- (+)-4-fornyl-2,2-di methyl -:3-oxazol i necar boxyl at e
and 3-( |, 3-oxazol -5-yl)am ne. Viscous yellow oil. M
(1SP): 287.0 ([MrH +) Exanple }f7

(S)-4-{[ Ethyl-(2-fluoro-phen afi no] -nmet hyl }-4,5-di h
ydr o- oxazol - 2-yl amine In anajody to exanple 1 the
title conpound was prepared styarting fromtert-butyl
(R - (+)-4-fornyl -2, 2-di methyl)- 3- oxazol i necar boxyl at e
and 2-fluoro-aniline. Colourfess gum M (I1SP): 238.1
([MH +) . Exanple 108 (R F
4-[ (Et hyl - phenyl - am no) - rre] -4-met hyl -4, 5-di hydro-o
xazol - 2-yl am nea)

(RS)-2, 2, 4-Trinet hyl -4- phenyl am nonet hyl - oxazol i di ne- 3

I;tgq?r[ix:l)qoggfﬁl) Is:?an%:lle gO ttheertgtfebc%%‘}/plouga%v%g p;re%agedségalrtrirrlg g’om tert-butyl (R)-
(-BS)-féhmby@rmy HimZetityl B~ b¥dz OBk ddiitboR¥ @ ah i diMerrd-4CakeBRlaniline. White
aci dﬁgrtbgt&@l-este@gl(soq ng) at r.t. in methanol (3

WYY SRHE- Mad &P 2t W¥HHB2 ng) and the mixture was

heated at 80 OC for 3 h. NaBH4 (93 ng) was then added

and the m xture was stirred at 60 OC for 16 h, then
cooled to r.t. and concentf@m®e 1 vacuo. The resi due

B L

2,2,4-trinmethyl -4-phenyl am N@Fﬁ!ﬂhyl -oxazol i di ne-3-carb
oxylic acid tert-butyl ester (18gdH£rg, 4699 as a yell ow

oil. M5 (I1SP): 321.1 ([M+H +
%_/\%

.

F

In analogy to example 2 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-fluoro-4-methylaniline. Light
yellow waxy solid. MS (ISP): 266.0 ([M+H]")

Example 115
(S)-4-{[Benzyl-(2-fluoro-4-methyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine
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b) (RS)-4- [(Ethyl-phenyl-am no) -nethyl
1-2,2,4-trimethyl -oxazolidi ne-3-carboxylic acid

W ensotassy| ester I n anal ogy to exanple Lb PCT/EP2008/051377

(RS)-2, 2, 4-trinmethyl -4-phenyl aég nonet hyl - oxazol i di ne-3
- carboxylic acid tert-butyl er was react ed Wi th

B 05t LIS s o

CHatifarntyd2t2- dmmeylhylésbwolu@chmoxﬂe@and |2FﬂudV6}4( llnSFh)ylamhne

?é%?és Eﬂ'ﬁﬂm&)h?s Iﬁf) ﬁW+Hr]r1)no) 2- et hyl - pr opan

-l-olln anal ogy to exarrpl e Lc (RS) -4-

[ (et hyl - phenyl - am no) - methy

-2,2,4-trimet hyl oxazol i di n]g "k)-l%%lr%oxyl ic acid

t e(rRS)J(AH{ -Chbirephemyd )-ethat bmidh ofi héthipl dif mgehyl-a 51 dihy dke- dxazol-2-
gi ve lami

(RS) - 2- ani no- 3- (et hyl - pheny?8H'ho) - 2- met hy! - propan- | -
ol. Colourless oil. M5 (ISP): 20843 ([M+rH +) . d)
(RS) -4- [(Ethyl-phenyl-am nopP—\net hyl

1- 4- et hyl - 4, 5- di hydr o- oxazol ~2<N/ am ne I n anal ogy to
exanpl e Ld

(RS) - 2- am no- 3- (et hyl - phenﬁ m no) - 2- met hyl - pr opan-| -
ol was reacted with cyanoge omde to give (RS) -4-
[ (et hyl - phenyl -am no) -neth - Aret hyl -

4, 5-di hydr o- oxazol - 2-yl am ne™@s a col ourl ess gum N5
(1SP): 234.0 ([M+rH +) . Exanpl e 109

e \ e e .
Pl gt o MOt MR M8 .-
3R dntpinecthyltdyezdlidinee3 corpoayl vchcatsrtprapasted a@d 4uchiongraniline.
rt- 5 7 5
C R R RS Bty TN ke AN ana
3-fl uoro-5-
Example 117
(S)-4-[(2-Fluoro-4-methyl-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine

NH
%_/( |
N
HN
F

In analogy to examples 20 and 43 the title compound was prepared starting from tert-
butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-fluoro-4-
methylaniline. Waxy white solid. MS (ISP): 224.4 ([M+H]")

Example 118
(S)-4-{[(4-Chloro-benzyl)-(4-fluoro-3-methoxy-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine
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trifluoronmethylaniline. Wiite waxy solid. MS (ISP):
306.1 ([M+rH +) Exanple 110

W@ 3)080988fBenzyl - (4- br ono- phenyl ) - am no] - net hy| BEHEB2008/651377

ydr o- oxazol - 2-yl am nel n anal ogy, to exanpl e 20 the
title conpound was prepared startl ng fromtert-butyl
(R - (+)-4-fornyl -2, 2-di net n,yl - 3- oxazol i necar boxyl at e
and 4-bronpani |l i ne. Col ou ess gum M (1SP): 362.2([{
8 1Br}MtHl +), 360.1 ([{{79Br}M+H +) . Exanple 111
(S)-4-{[(2-Chl oro-phenyl ) et hyl -am no] - net hyl } -4, 5-di h
ydr o- oxazol - 2-ylaniine In to exanple 1 the
title conpound was prepared|st fromtert-butyl
(R - (+)-4-fornyl-2,2-di | - 3- oxazol i necar boxyl ate
and 2-chloro-aniline. Colo s gum M (ISP):

256. 2([{ 37CL}MrH] +), 254.1 ([{ 35C1}M+tH +)

le 112
a%a?ceemmple 29 freyitlegenwyndwiap prapavedstagiing apeL. eyl (R)-
t+>24 YOI NS - h%@mlﬁeyazbeneeémleteu fﬂnercﬁginh&h&s/mw dnd 4-

prepared starting fromtert-b éféﬁé 5
(hll?fobfﬁ%ﬂld?}ll}’de@e&Dﬂréf%%}l nghtds@blwguﬁle %Bayﬁ@ﬁ HlarfeiM+H]Y),
964?[ L{nSél}N,el.H]C@I ourless gum Ms (ISP): 234.3 ([ MH +)

(S) 4 {[(2 FI uor o- 4- net hy | Exsrwls/139- net hyl - ami no] - met hy
| }-4, 5 !4h éim%g[ﬂﬁg RimiXd Pkl ln4 381 ya9y- o&%o?wmhﬁle

30 the it e conp was prepa ed starting from
tert-butyl (R)-
(+)-4-fornyl -2, 2-di net hyl i a azoI i necar boxyl at e and

2-fluoro-4-nmethylaniline. e

NH
i .Cl

a) (S)-4-[(2-Chloro-phenylamino)-methyl]-2,2-dimethyl-oxazolidine-3-carboxvlic acid
tert-butyl ester

ot
©/u

In analogy to example 1.a tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-
oxazolinecarboxylate was reacted with 2-chloroaniline to give (S)-4-[(2-chloro-
phenylamino)-methyl|-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester.
White solid. MS (ISP): 343.2 ([{’CIIM+H]"), 341.1 ([{*Cl}M+H] ™).

b) (S)-2-Amino-3-(2-chloro-phenylamino)-propan-1-ol

OH

NH,

NH

©/m
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waxy solid. M5 (ISP): 238.1 ([MtH +) Exanple 114
(S)-4-{[(2-Fluoro-4-nethyl -phenyl)-isopropyl -am no] - me

W@ booBN98%56- di hydr o- oxazol -2- yl am ne | n anal ogRCT/BP2008/051377

exanple 2 the title conmpound was_ prepared starting
fromtert-butyl (R)-

b 80 Rttt S SR R Br SR LR PRI L 2 Fy -

QXaB@Dldan-Becaﬂ)((xB/m:H]ld teyt- Emahq:};tee wh3 Beacted with hydrogen chloride to give

) N3y !
PR %%rc%fo%é Wé%m% oty LR s O eEs, 2052
A0” €Ny T 208 A IE IMwEE )prepared starting from
tert-butyl (R)-

(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e and
2} () vol ograpet-plyd reyhyininiinae - myfhgid eis d ot or-begsl-divlamihs
(ISP): 314.1 ([MrH +) Exanpl g,116

(RS) - 4- {[ (4- Chl or o- phenyl ) -ethyl - ani no] - met hyl } - 4- net h
yl - 4, 5-di hydr o- oxazol - 2- yIQE ne In anal ogy to exanple

109 the title conpound was pfepared starting from
(RS)-4-fornyl - NH
2,2,4-trinmethyl -oxazolidi ne-3-[cardpoxylic acid

tert-butyl ester and 4-chlorg iline. Colourless gum
WY (ISP) 270. 3([{ 37C } MtH]

268. 2 ([{ 35C1}MtH|
+1‘? analogy tgg)l(aemp g' z d (S)-2-amino-3-(2-chloro-phenylamino)-propan-1-ol was
reacted with cyanogen bromide to give (S)-4-[(isopropyl-phenyl-amino)-methyl]-4,5-
dihydro-oxazol-2-ylamine as a colourless gum. MS (ISP): 228.1 ([’CiM+H]Y), 226.1
([ CM+H]).
Examples 120 & 121
(S)-4-{[(4-Chloro-phenyl)-ethyl-amino]|-methyl}-4-methyl-4,5-dihydro-oxazol-2-
ylamine and (R)-4-{[(4-Chloro-phenyl)-ethyl-amino|-methyl}-4-methyl-4,5-dihydro-

oxazol-2-ylamine

© ©

(RS)-4-{[(4-Chloro-phenyl)-ethyl-amino]|-methyl}-4-methyl-4,5-dihydro-oxazol-2-
ylamine (example 116) was separated by chiral column chromatography (Chiralpak AD,
EtOH/heptane = 1:10) to yield (S)-4-{[(4-chloro-phenyl)-ethyl-amino]-methyl}-4-
methyl-4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 270.3([{’CliM+H] ),
268.2 ([{>’Cl}M+H]")) and (R)-4-{ [(4-chloro-phenyl)-ethyl-amino|-methyl}-4-methyl-
4,5-dihydro-oxazol-2-ylamine (white solid; MS (ISP): 270.3( [{’CliM+H]"), 268.2
([{PCM+H]Y).
Example 122
(S)-4-{[Benzyl-(3-fluoro-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine
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(S)-4-[(2-Fluoro-4-nethyl -phenyl am no)-nethyl]-4,5-dih
ydr o- oxazol - 2-yl am ne I n anal ogy to exanples 20 and 43

W@ b@snyasse conmpound was prepared starting fronPCT/EP2008/051377

tertbutyl oy

(R-(+)-4-fornyl -2, 2-di net hyl %2 oxazol i necar boxyl at e
and 2-fluoro-4- nethylaniline. V\axMHV\hi te solid. M
(1SP): 224.4 ([ MtH +) Exanple

(S)-4-{[(4-Chl oro-benzyl)-(4-fl uo.g 3- met hoxy- phenyl ) -
am no] - met hyl } - 4, 5-di hydr ooxazo yl am nel n anal ogy

to exanpl e 20thet|tlec was prepared starting
fromtert-butyl (R)- ﬁqN

(+)-4-fornyl-2,2-dineth - ox&20l i necar boxyl at e,

4-f| uor o- 3- net hoxyani |l i ne and | or obenzal dehyde

di met hyl acetal. Light yellow FMS (I1SP): 366. 1([{

37C1} MrH] +), 364.2 ([{ 35C1gMtHE +) . Exanple 119
(S)-4-[(2-Cnl oro-phenyl am no) - get hyl ] - 4, 5- di hydr o- oxaz

ol -2-ylamne a) (S)-4- [(2-Chl oro-phenyl am no) - net hyl |
hPard afjyrre tiaphplo 2@ g tithhi mm;&undmtasp;dpiamdam'rdng fot+-tbuthydtyl (R)-

t X e ert t
By Py a2 SR S B ese d bowyt at o
wifhioreaetheldniking hV i2eazis kcolodassiolili NS {%P)g3asel ([M+H]")
(S)-4-[(2-chl orophenyl am no) -nethyl ]
-2, 2-di net hyl - oxazol i di ne- 3-carboxylic acid tert-butyl
ester. Wiite solid. M5 (| SRampddBR32 ([{ 37Cl} MtH +),
341.

35C1
(S)- -GS finiing ‘*}c%ﬂ%{ﬂs‘% BXT?HLﬁ;YF‘BFﬁhﬁB)(ZpW%grPYPd& “fiy])-amine
anal ogy to exanple Lc ( 4- [(2 chl or o- phenyl ani no)
-met hyl] -2, 2-di net hyl @LI ;u,,nf_YNH

Cl

N
U

a) ((S)-4-[(2-Chloro-pyridin-4-ylamino)-methyl]-2,2-dimethyl-oxazolidine-3-carboxylic

acid tert-butyl ester

O 0O
; Y
NN N
] )3” A

To a stirred solution of tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate
(500 mg) at r.t. in 1,2-dichloroethane (10 ml) under an argon atmosphere was added
2-chloro-4-aminopyridine (255 mg). After 30 min stirring at r.t. were added sodium tri-
acetoxyborohydride (523 mg) and acetic acid (0.11 ml). The reaction mixture was
stirred overnight at 60 °C, then cooled to r.t., diluted with CH,Cl, and washed with 10 %
aqueous Na,COs. The aqueous phase was back extracted with CH,Cl,. The combined
organics were washed with brine, dried over MgSQs,, filtered and concentrated. The crude
product was purified by column chromatography (SiO,; gradient: cyclohexane -> cyclo-
hexane/EtOAc 3:2) to give (S)-4-[(2-chloro-pyridin-4-ylamino)-methyl]-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester (179 mg, 26%) as colorless amorphous
solid. MS (ISP): 342.1 ([M+H]")

b) ((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)-(2-chloro-pyridin-4-yl)-amine
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3-carboxylic acid tert-butyl ester was reacted with
hydr ogen chloride to give

W@ 3)08/2983%/1 no- 3- ( 2- chl or o- phenyl am no) - pr opan- | PGI/EP2008/051377
Wiite solid. M5 (ISP): 203.2 ({,i 37 Y MH +); 201.2
([{ 35C1}M+H] +) . c) (9)-4-
[ (1 sopropyl - phenyl - am no) - net hyl |
-4, 5-di hydr o- oxazol - wa ne In ,@Ey to exanple Ld
(S)-2-am no-3-(2-chl oro % propan-|-ol was
reacted with cyanogenCl rom dl=J to Pve (S)-4-

I I
Ln( pg%f@%m ¢ nycyfr@hflzé ésI(?aCQBI%HWCIégs 4-yeminoygnethyl]-2,2-

ﬂﬁrﬁﬂ)yl &Zﬁ)lf]b-léﬂe[ 3- cé’%@iﬁl%ﬂd t&dt-budd @stér Wh cod®&rtddMibhthe tille
es

(PN PRI OBRGSHERY 327 S RYHHHM o) - met hyl } - 4- et hy
| -4, 5-di hydr o- oxazol - 2- yl am ne and

(R -4-{[ (4-Chl or o- phenyl) - ethyl am noj - met hyl } - 4- et hy
| - 4, 5- di hydr ooxazol - 2-yl| drfafwle 12

(RS) 4 {[((é) @(boﬂ‘&ylaﬁﬁ{wh?eﬂsﬂﬁ% cﬁlwd}gloxﬁﬁimy%lbmﬁlmt h

di hydr o- oxazol - 2- yl am ne (exanple
separ at ed by chiral coI um ch NSt ogr aphy ( Chi ral pak

AD, EtOH heptane = 1:10) tg Weld
(S)-4-{[ (4-chl oro-phenyl) - gl\[z -am no] - net hyl } - 4-

nmet hyl - 4, 5- di hydr o- oxazol - |lam ne (white solid; M

(1SP): 270.3([{ 37C}M+H +), 1968.2 ([{ 35CL}M+H +))

and (R)-4-{

[ (4-chl oro- phenyl) -et hyl -am nmet hyl } - 4- net hyl -

4, 5-di hydr o- oxazol - 2-yl ami ne (white solid; M5 (ISP):
Bi7naBigy{to 87Ol H] the)title2681pRuld Wa8piEbatet] stakfing) from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and o-toluidine. Light yellow gum.
MS (ISP): 206.1 ([M+H]").
Example 125
(R)-4-{[(4-Chloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 3 the title compound was prepared starting from tert-butyl (S)-(-)-
4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-N-methylaniline. Colourless
gum. MS (ISP): 242.1 ([{’Cl}M+H]"), 240.1 ([{*°CM+H] ™).

Example 126
(R)-4-{[(4-Chloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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Exanpl e 122
(S)-4-{[Benzyl -(3-fluoro-4-trifl uoronethyl-phenyl)-am

wojosmessky | } - 4, 5- di hydr ooxazol - 2-yl am nel n aneCDEP2008)051377

exanple 20 the title conpound Was prepared starting
fromtert-butyl (R)-
(+)-4-fornyl -2, 2-di net hyl - 3- oA@zollnecarboxylate and
3-fluoro-4- trifluoronethyl | i ne. Viscous colorless
oil. M5 (ISP): 368.1 ([MH{ +h Exanple 123
((S)-2- Am no- 4, 5-di hydr o- oxazol - 4-yl nmet hyl ) - (2-chl or o-
pyridin-4-yl)-am ne a) ST
((S)-4-[(2-Chloro-pyridin-4-yllg
hyl - oxazol i di ne- 3- car boxylic
a stirred solution of tert-bu
(R -(+)-4-fornyl -2, 2-di methyl - u-oxazolinecarboxylate
égoo ng) at r.t. in_1,2-dichloroethane (10 m ) und

ANRIQETIO SXHRRIB élafetltxbea%ona&a@é vous PRENSF St AArEipg Fr@ﬁwrtdbtﬁél (8)-(-)-

4283 1) 2-dh&RYI- ﬁ@xﬂbﬁn&%ﬂfo&&lﬁ& aah 4%Hloro‘ﬁﬁﬂ1ﬁe 34988 ellow gum.
sodi Umtriace ox bor q dride.(523 gggt acetic acid
irre

M$. 19P)ad36-2 (iheCh br?5f’nl>€{{urcé}Mﬁ d over ni ght
at 60 0C, then cooled to r.t., diluted with CH2Cl 2 and
washed with 10 % aqueous Na2CCB The aqueous phase was
back extracted wi th CH2d Xxampde Bdhbi ned or gani cs were
wag r

s TG S T R R I
chr omat ogr aphy (Si O2; gradlehnnncyclohexane ->

cycl ohexane/ EtQAc 3:2) to give ) -4-

[ (2-chl oro-pyridin-4-yl am nojy-gmethyl ]

-2, 2-di met hyl oxazol i di ne- 3-¢aryoxylic acid tert-butyl
ester (179 ng, 26% as col orl &Ss anor phous

m no) - met hyl | - 2, 2- di net
d tert-butyl ester To

HN

F
In analogy to examples 20 and 43 the title compound was prepared starting from tert-
butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoro-4-
trifluoromethyl-aniline. Viscous colorless oil. MS (ISP): 278.1 ([M+H]")

Example 128
(R)-4-{[(4-Fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
NH,

S
SN

F
In analogy to example 3 the title compound was prepared starting from tert-butyl (S)-(-)-
4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoro-N-methylaniline. Light
yellow gum. MS (ISP): 224.4 ([M+H]").
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15

solid. M5 (ISP): 342.1 ([MtH +) b) ((9S)
- 2- Ami no- 4, 5- di hydr o- oxazol - 4-yl net hyl ) - (2-chl oro- pyri

waelzews49sgs) - ami nel n anal ogy to exanple Lc andl PGI/EP2008/051377

(S)-4-[(2-chloro-pyridin-4-yl afrg no) -net hyl ] -2, 2-

di met hyl - oxazol i di ne-3-carboxylic acid tert- butyl
ester was converted to the title conpound. Wite
solid. M5 (I1SP): 227.3 ([MtH +) Exanple 124
(S)-4-(o-Tol yl am no- net hylBxathple ti%hydr o- oxazol - 2-yl am

B?%L r{z(gaélﬁ§¥ Pﬁ’eny?() IS | %g?f]g'aglgt I’(l) lmel(téssl? 4%05r8)9(51r0 0X4201-2- -ylamine
(+)-4-fornyl -2, 2-di met hyl - zol i necar boxyl ate and
o-tol ui di ne. Light yeIIow I\/B(ISP): 206. 1 ([ MtH|

+) . Exanple 125

(R) -4-{[ (4-Chl oro- phenyl) - mef hy)kamno] nmet hyl } - 4, 5-di
hydr o- oxazol - 2-yl am ne I n analfogy to exanple 3 the

title conpound was prepared ting fromtert-butyl
(S)-(-)- 4-fornyl-2,2-dineth - oxazol i necar boxyl ate
and 4-chl oro- N-net hyl ani |i ne. | ourl ess gum M5

(ISP): 242.1 ([{ 370 YM+H +):¢240.1 ([{ 35CL} MrH +)
( R%ﬁg{rf(% 4&1%% vge}s oprg}i1 ared | 1n analo tcz gxrerll r‘Poﬁ 2 start1n>gI fionﬁr tert- bu‘R/l (S)-(-
rf@rrmda%&dnzetwla}nom nemabcu@katet @décd#prc@nmnter@olpuﬂwé gum.

M%n?ﬁ@g{{@tﬁw&ﬁ) %Qrzt( pEfyiemtert-butyl (S)-(-
4-for oxazol | necar boxyl at e and
4-chl oroaniline. Li ght yellow gum M5 (ISP): 256.2 ([{

37CA }MrH] +); 254.1 ([{ S%MHsoﬂ . Exanmpl e 127
(S)-4-{[Benzyl-(4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-trifluoromethylaniline.
Viscous colorless oil. MS (ISP): 350.3 ([M+H]")

Example 131
(S)-4-{[Isopropyl-(4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine



(S)-4-[(3-Fluoro-4-trifluoronethyl-phenyl am no) - net hyl

] -4, 5-di hydr o- oxazol -2- ylam ne In anal ogy to exanpl es
WQ@QR00a498848 the title conpound was prepared st aPCT/RBR008/051377

fromtertbutyl i

(R-(+)-4-fornyl -2, 2-di net hyl - %6 oxazol i necar boxyl at e

and 3-fluoro-4- trifluoronethyl I i ne. Viscous

colorless oil. M5 (ISP): 278. 4@ +) Exanple 128

(R -4-{[ (4- Fl uor o- phenyl ) - met am no] ni et hyl }-4,5-d

i hydr o- oxazol -2-yl aniine I njan ogy to exanple 3 the

title conpound was preparedistarting fromtert-butyl

(S)-(- 4-fornyl -2, 2-di net Hyl N8- oxazol i necar boxyl at e

and 4-fluoro-N-nmethylanilin i ght yell ow gum M5

(1SP): 224.4 ([ M+H +) . Exa 129

(R -4-{[ (4-Chl oro- phenyl ) - i sBpropyl -am no] -nethyl }-4,5

- di hydr o- oxazol - 2-yl anii ne g |:t itle conpound was

prepared in anal ogy to exanplee 2 starting from

tert-butyl (S)-

)i diral agyry Ievamﬂe ditlmeet] theydonp casnd 2ols ipnepeardstaryih g frenaed-butyl (R)-

-chl [ urI S m [, SP).: 27 g
G R R 2 G BB B i By ot fyfiine.
VBYoub-do] dBkeszgil. MSHIBP): BDZA@(MPMW - phenyl) - ami no] - met hy
| }-4,5-di hydro-oxazol -2- ylam ne In anal ogy to exanpl e
20 the title conmpound was prepared starting from

t ert butyl (R- (+) Example 132

({S?#ml)bi’,[z W@Pﬁ%’??hwl?l??é“/ a)r(r?lrzlg %7 r—éP,g—xd}ﬁllyadtrg—o?czrl]zdol—Z—ylamine

o
\

N

HN

F

In analogy to examples 20 and 43 the title compound was prepared starting from tert-
10 butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-trifluoromethyl-
aniline. Waxy white solid. MS (ISP): 260.1 ([M+H]")

Example 133
(S)-4-{[Ethyl-(4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-
15 ylamine

o
\

N

/\N



Vi scous colorless oil. M5 (I1SP): 350.3 ([ MtH +)
Exanpl e 131
W@ 3)084098851 sopr opyl - (4-trifl uoronethyl - phenyl ) - Befi/ARJ0081851377
thyl }-4, 5-di hydr o- oxazol -2- yl aji neln anal ogy to
exanple 2 the title conmpound was prepared starting

rt- o (+ -
SRR sp <SG M S Elmnasmd s ResnarlayTiag ol bt (V-
G+ -4 Hf S rinyd2oheinyrth | - bxazelinevadosylsteeoll drtriflssramdthyl MBiline.

?E?‘E%f“f’f"?f%#?lé M%ﬁé%?ﬁ%ﬁ%%ﬁ% grzn no) - met hyl ] -4, 5-di h

ydr o- oxazol -2-yl anmine I n anal ogy to exanples 20 and 43

the title conmpound was preﬂaxggneqe Ic314arti ng from

tertbutyl P

( RYS) {4+ ) [Methydr (mttifld o onakthet phehy B-amdiaa phiettetiad, babilyy dad-@xazol-2-

and 4-trifluoromethyl aniling. \axy white solid. M

(1SP): 260.1 ([ M-H ~+) Exanpl?&1%3

(S)-4-{[Ethyl-(4-trifluoronethylngphenyl)-am no] - et hyl

}-4, 5-di hydr o- oxazol - 2- yl am n anal ogy to exanple 1

the title conpound was prepa Nstarting from

tert-butyl (R)-

(+)-4-fornyl -2, 2-di met hyl - 3xgxazol i necar boxyl ate and

4-trifluoronethyl-aniline. scous colorless oil. M

(1SP): 288.0 ([ MtH +) Exa 134

(S)-4-{[Methyl-(4-trifluor hyl - phenyl ) - am no] - net hy

| }-4,5-di hydro-oxazol -2- yl ap ne
F F

F
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-trifluoromethyl-aniline.
Viscous colorless oil. MS (ISP): 274.0 ([M+H]")

Example 135
((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)-(6-chloro-pyridin-2-yl)-amine

z
= \ ”/"""»<il\7/NH2

c” N O

In analogy to example 123 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-amino-6-chloropyridine.
Colorless viscous oil. MS (ISP): 227.4 ([M+H]")

Example 136
(S)-4-{[(2,4-Difluoro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

%_/\?\INHZ
A
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In anal ogy to exanple 30 the title conpound was
prepared starting fromtert-butyl (R)-

W@ 2008494861 ny | - 2, 2- di net hyl - 3- oxazol i necar boxy| B BER29d8/051377

4-trifluoronethyl-aniline. \ﬁ_sxf‘g_us colorless oil. M
(1SP): 274.0 ([ MtH +) Exanpl e 135

- | - -di hyvdr o- | -4- ) - -C -
b P st 2 S B e R P s S B st o
t-t4-dormoiRdudicn atld - 3poepalimdadoaylticngd RriedifluerdanthineyViscous
+) - f W12 2 di hyl - 3- oxazol i necar boxyl at e
écﬁéﬂ?-g8%@%-(%?%478%()(%%%?%& Col orl ess viscous oil.
M5 (ISP): 227.4 ([ M+rH +) Exanple 136
(S)-4-{[(2,4-D fluoro-phenyl)-is opyl - am no] - net hyl }
-4, 5-di hydr o- oxazol - 2-yl amr]élxr?e prlle gﬁgl ogy to exanple 2
t [i®)-4-i{ [Beazda2dedifidomaphgnybpaniad | -sialitl}-Ag-dihpdro-oxazol-2-ylamine
tert-butyl (R)-
(+)-4-fornyl -2, 2-di met hyl - 3- ox g\@“ﬂ%car boxyl ate and
2,4-difluoroaniline. Viscous c o,\l ess oil. M5 (ISP):
270.4 ([ M+H +) Exanple 137
(S)-4-{[Benzyl - (2, 4-di fl uqr o-phehyl ) -am no] - net hyl } - 4,
5- di hydr o- oxazol - 2-yl am' nal ogy to exanple 2 the
title conpound was prepared s timg fromtert-butyl
(R - (+)-4-fornyl -2, 2-di net hy, oxazol i necar boxyl at e
and 2, 4-difluoroaniline. Visc colorless oil. M
(ISP): 318.3 ([ MrH +) Exanpl egl138
(R -4-{[ (4- Fl uor o- 3- net hoxy- phenyl ) - net hyl -am no] - et h
id dnaliogy-tdiexapnaiplo 2 dixatztbd cozapound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2,4-difluoroaniline. Viscous

colorless oil. MS (ISP): 318.3 ([M+H]")

Example 138
(R)-4-{[(4-Fluoro-3-methoxy-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-

ylamine

N
O
@

A S
SN

H,

F
In analogy to example 30 the title compound was prepared starting from tert-butyl (S)-(-
)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-fluoro-3-methoxyaniline. Off-
white solid. MS (ISP): 254.1 ([M+H]").

Example 139
(R)-4-{[Ethyl-(4-fluoro-3-methoxy-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine



ylam ne In anal ogy to exanple 30 the title conpound
was prepared starting fromtert-butyl (S)-(-

w0 200800888y | - 2, 2- di net hyl - 3- oxazol i necar boxyl at BCHEB2008/051377
4-fluoro-3-net hoxyaniline. Ofyhite solid. M5 (I1SP):
254.1 ([MtH +) . Exanple 139
(R -4-{[ Ethyl-(4-fl uoro-3-netfoxy-phenyl)-am no] - net hy
| }- 4, 5-di hydr o- oxazol - 2- ybafi hel n anal ogy to exanpl e
1 the title conpound was epmpared starting from
tert-butyl (S)-(-) 4
4-fornyl - 2, 2- di net hyl - 3- oxazgl-1 necar boxyl ate and
4-f | uoro- 3- net hoxyani line. Light yellow gum M (ISP):
268.4 ([MtH] +) . Exanpl e 14
(R -4-{[ (4-Chl or 0- 3- mret hoxy-phenyt) - net hyl - am no] - met h
yl }-4,5-di hydro-oxazol -2- ylafne In anal ogy to

exanple 30 the title conpound was prepared starti ngb
r Yl te exmple 1 the title compound was prepared starting from tert-butyl (S)-(-)-

ﬁ-%r'nﬁyl)z,zdcafrﬁétﬁ}'ll3—3x%bﬁhé€§$ﬂ&&la§'a%alzﬂ>&dr8?ﬁﬁ{ew&rﬁﬁﬁe. Light
and 4-chl oro- 3- nmet hoxyani L ine. Wite solid. Ms (1SP):
oW M8 VISP ):NeR (IYL-HI 7. 3 ([{ 35C1} M+H| +)
5 Exanple 141
(R -4-{[ (4-Chl or o- 3- net hox -phenill ) - et hyl - am no] - net hy
| }- 4, 5-di hydr o- oxazol - 2- Vixamphel40h anal ogy to exanpl e
1.4\h i y i ) cazol-2-
t(eﬂr)tz?é[f(ft; Hh?o(lg)oj_'?ﬁ_ Hity YR P SRARAhn5ih 8-t et 1f-1.8Mihydro-oxazol-2

ylamine

N
o)
(N

s
SN

5.

Cl

H,

10 In analogy to example 30 the title compound was prepared starting from tert-butyl
(S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-3-methoxyaniline.
White solid. MS (ISP): 272.3 ([{’C}M+H]"), 270.3 ([{*CM+H] ).

Example 141
15 (R)-4-{[(4-Chloro-3-methoxy-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

N
o)
(N

\N/\

5.

Cl

H,

In analogy to example 1 the title compound was prepared starting from tert-butyl (S)-(-)-
4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-3-methoxyaniline. Oft-
20  white solid. MS (ISP): 286.1 ([{*’Cl}M+H] "), 284.3 ([{**CI}M+H]").
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4-fornyl -2, 2-di net hyl - 3- oxazol i necar boxyl ate and
4-chl oro- 3-net hoxyaniline. Ofwhite solid. M5 (I SP):

W(28(6)8/.09?(8§’{ 37C1}M+H +), 284.3 ([{ 35C1}M+H +PCT/EP2008/051377

Exanpl e 142
(S) - 4 {[(4 Chl or o- benzyl) (4 ¢l or o- phenyl ) - ani no] - met
hyl } - 4, 5- di hydr o- oxazol - % ne In anal ogy to

exanpl e 20 the title corrpoun was prepared starting

f r(SM{{[E(ﬂ{Glﬂolltoylbel(zﬂ))—M chloro- phenyl) -amino]-methyl}-4,5-dihydro-oxazol-2-
(+)-4-fornyl-2,2-di met hyl - [égl xazol i necar boxyl at e,

4-chl oroani l i ne and Achl or 095 AY4f dehyde di net hyl

acetal. White gum MS (1 SP)NH,354. 1([{ 37Cl} MtH +),

352. 2([{ 37C 135C1} MrH] )—< 350.2 ([{ 35C1}MrH +)

Exan'pl e 143

(S)-4-{[ (4-Chl oro- benzyl) 4f|

hyl } - 4, 5- di hydr o- oxazol -
the title conmpound was pre e

Qr o- phenyl ) - am no] - net
ogy to exanple 20

staciting from

0

tert-butyl (R)-

(+)-4-fornyl -2, 2-di net hyl - 3¥oxazol i necar boxyl at e,
4-fluoroaniline and Achl or obenzal dehyde di net hyl

ﬂfeﬁ{e@ﬂ t(%@% lé 88 ﬁ&ﬂ@u cow;%)o(lhé@as Fb?gre%%a{rtﬁg ﬁ:al}n'\{'é'ﬁubutyl (R)-
(R)4- @WM&E?gémqﬁh)ﬂtﬂ 9xa,zghmq¢@1)bomglauqy4 Fhlor@gundineypadd- oxaz

%lo%&h@aﬁﬁe‘ﬂgéﬁ‘dﬁ{éﬂm gé/efte{lo\/\ﬂﬁge'r-gl\lng ﬁs ﬂ@?)sgs%% hEcenrpUnfh,

was prepared start romt
BEUTMCL Zl}MﬁHiTétWLZ(:%{ o aYgH] nhcar boxyl ate and

N- met hyl - p-t ol ui di ne. Col ourless gum M (ISP): 220.1
([MH +) . Exanpl e 145

Example 143
(S)-4-{[(4-Chloro-benzyl)-(4-fluoro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 4-fluoroaniline and 4-
chlorobenzaldehyde dimethyl acetal. Colourless gum. MS (ISP): 336.2( [{CiM+H] "),
334.2 ([{°ClIM+H] ).
Example 144
(R)-4-[(Methyl-p-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
NH,

\N/
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(S)-4-{[(2,4-D fluoro-phenyl)-ethyl-amno]-nethyl}-4,5
- di hydr o-oxazol -2-ylam ne In analogy to exanple 1 the

wao '2(!0!8/9983®Trpound was prepared starting from terkPChHEPNS/051377

(R- (+)-4-fornyl-2,2-di methyl ;3- oxazol i necar boxyl at e
and 2, 4-di fl uor oani I ine. Viscous colorless oil. M

trkgtloe i Sxamit: DY i) @S cktepared starting from tertcbypyt (5)-()-
B-folinimgl ¢ > d ometl gt 3-@xazb indcab oixplarakl déynettioyl @x tobgid me3Q0olourless

d starti f
%ertﬁdgdkﬁ)c%ﬁ?&pﬂﬁﬁi prepared starting from

(+)-4-fornyl -2, 2-di met hyl E%(-amghezhétSi necar boxyl at e and

%[ @_‘éﬂ[ﬁ{g&"ﬁ@i@m quﬂ’fl\{\aﬁ)g’l aml h}’ﬂ 4 y%ll‘{ydro Oxazof'—%—y}amme

(R -4-{[ (4-Chl or o- phenyl ) - methyl Nalm no] - met hyl } - 4- net h
yl - 4, 5-di hydr o- oxazol - 2- yl a n'{l n anal ogy to exanpl e
109 the title conpound was pr ed starting from
(S)-4-fornyl- 2,2,4-trinmethyl -¢xazolidi ne-3-carboxylic
acid tert-butyl ester, 4-chbggo-aniline and

f or mal dehyde. Wiite solid. (1SP): 256. 1([{

37C1} MrH] +), 254.1 ([{ 35Ci ] +) . Exanple 148
(S)-4-{[(4-Chloro-benzyl) - (&4Ydi chl oro- phenyl) - am no]
-met hyl } -4, 5-di hydr o-oxazol -2- ylamne I n anal ogy to
exanple 20 the title conpound was prepared starting

rt- | ~
A 51REeF 60 e 54 s smmopng v spsmpaspatipgfrapter-bu (0-
Gt)44<ﬂd>r¢1mldrbdimildﬂh)rié—amjomm@laldnoaﬂem@aﬂdelhéﬂcﬂaoroamhne Viscous
colorless oil. MS (ISP): 256.1 ([M+H]")

Example 146
(S)-4-{[(2,4-Difluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

_<NH2
%\N
N
F
F

In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2,4-difluoroaniline. Waxy white
solid. MS (ISP): 242.1 ([M+H]")
Example 147
(R)-4-{[(4-Chloro-phenyl)-methyl-amino]-methyl}-4-methyl-4,5-dihydro-oxazol-2-

ylamine
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di met hyl acetal. White solid. M5 (ISP): 390.0([{
37C yMrH +), 388.1([{ 37C 135C1}M+H +), 386.([{ 37C

wa3eeuddgesH +), 384.1 ([{ 35C1l} M+H +) . ExanpPEI/EB®08/051377

(S)-4-{[ (4-Brono-phenyl)-(4- c_préé)_r o- benzyl)-am no] -neth
yl }-4,5-di hydro-oxazol -2- ylanihe In analogy to
exanple 20 the title conpound wag prepared starting
fromtert-butyl (R)- 0 ’

(+)-4-fornyl -2, 2-di nmet hyl - 3- ol i necar boxyl at e,
4-brompani | i ne and Achl or oberZal dehyde di met hyl

acetal. Wite solid. M5 (ISP~ 398.0([{ 37C 8 1Br} MH]
+), 396.0([1 37C179Br, 35 8. 1Br }MrH +), 394. O [{
35C 179C1}M+H +) . Exanple

(S)-4-{[(4-Chl oro-phenyl) - yl -am no] -ni ethyl }-4-nie
t hyl - 4, 5-di hydr o- oxazol -2- yfam ne In anal ogy to

exanple 109 the title conmpound was prepared startin
1 Yl qaw)to gxangiplen) P2 the title compound was prepared starting from (S?—4—formyl—

2,’2%»ﬁflﬁéthﬁﬁixgi’dlfd@ﬂ%a?—‘&ﬂb@kﬁﬁ'a%i‘cpt@ftb&ﬁw est@r,aCHloro-aniline and

tert-but ester, 4-chloro-aniline and fornal dghyde.
Sty WA 251, (| g HI ).

fasmaldeByda. Whitgsolid.op$ (1SP5@50(( It
([{ 35C1}M+H +) . Exanple 151
((S)-2- Am no- 4, 5-di hydr o- ﬁﬂJlé fygy! met hyl') - (6-chl or o-
pyridin-2-yl)-ethyl-amne a
(By4-1{4-Chla@ntteneyl p V. #diidhl oypleny haminel methyl}24, 3-ddlydeoioxazol-2-
yl - oxazol i di ne- 3- car boxyl i c ??'ng tert-butyl ester In
anal ogy to exanple 123.a teft-but
(R -(+)-4-fornyl -2, 2-di mstl%Wz-S-

o} \N

%“UC

Cl
Cl

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 3,4-dichloroaniline and 4-
chlorobenzaldehyde dimethyl acetal. White solid. MS (ISP): 390.0( [{’CliM+H]),
388.1([{7CI°ClIM+H] "), 386.0([{CIPCIIM+H] "), 384.1 ([{°Cl}M+H] ™).

Example 149
(S)-4-{[(4-Bromo-phenyl)-(4-chloro-benzyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

Br
In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 4-bromoaniline and 4-
chlorobenzaldehyde dimethyl acetal. White solid. MS (ISP): 398.0( [{CI*'BriM+H] "),
396.0([{'CI”Br, *CI*'Br IM+H] "), 394.0([{*°CI”°CiM+H] ).
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oxazol i necar boxyl ate was reacted with
2-am no- 6-chl oropyridin. Light yellow solid. M5 (ISP):

WQ@2BSB988FM-H] +) b) PCT/EP2008/051377

(((S)-4-{[(6-Cnhl oro-pyridin-2- % - et hyl - am nol - net hyl }
-2, 2-di net hyl - oxazol i di ne- 3- carboxylic acid
tert-butyl esterTo a stirred solution of (S) -4-

[ (6-chl oro-pyridin-2-ylam no) -nethyl]

-2, 2-di net hyl oxazo- Iidindb@nqﬂﬁhﬂkylic aci d

tert - Yhngst ef

) 4RGSR Rhsrt P 7 indlebenth D msthvihislipdrosoxazol 2
wer e added nnlecular S|eve5y%nﬂné~ 2 g) and

acet al dehyde (044 m). After 30 gin stirring at r.t.,

sodi um tri acet oxybor ohydri de {1/ 02 g) was added,

foll owed by acetic acid (0.1 ). The m xture was

stirred for at r.t. over night], then diluted with

CH2Cl 2 and washed wi th sat.~gf. Na2CO3. The bi phasic

m xture was filtered. The aqueous phase of the

filtrate was back extracte th CH2Cl 2. The conbi ned
organi cs were washed with e, dried over MySCU,
filtered and concentrated. The crude product was

purified by colum chromatography (Si C*; gradient:
bywiabigytapemmple ¢§tthetigle anebbt waSErem@)edtS@rtgng/feom (R)-4-formyl-
§§)4 ﬁl et%)(l%xg%lfaﬁlﬁe ]é’ﬁéﬁﬂb%kx}l kd tl%rtel;lﬁglle 1%?”4 alloro anéhne and

oxazolidi ne-3

fcmmad@ Y@d Wigteesplid. 2\48, (kiy): 2438 104 @QMn“Iébdugﬁlyle(l P?ﬂ/}MrHH] ).
MS (ISP): 370.3 ([M:H +) c)
((S)-2-Am no- 4, 5-di hydr o- oxazol - 4-yl net hyl ) - (6-chl oro-
pyridin 2-yl)-ethyl -am ne Bxamphaldgy to exanpl e Lc and

(ég)s%] |A61r11%10p4ySr Idc}‘lydr(éo :117)01 4- tY#]mFthglr%l( lorg- tlﬂlr}ld}n -2-yl)-ethyl-amine
2 2- di met hyl - oxazol i di ne- 3- carboxyllc acid tert-butyl

S’(Itsﬁ3 évvwgi}lﬁo?r%vpes&%de l’(lj Zt\gart %%L&ﬁgthﬁlaﬁngmq?h l oxaz%hdme 3-carboxylic
ac1d tert-butyl ester

O 0

Y

A\ N
BONEO

In analogy to example 123.a tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-
oxazolinecarboxylate was reacted with 2-amino-6-chloropyridin. Light yellow solid. MS

(ISP): 342.3 ([M+H]")

b) (((S)-4-{[(6-Chloro-pyridin-2-yl)-ethyl-amino]-methyl}-2,2-dimethyl-oxazolidine-3-

o
SO

carboxvlic acid tert-butyl ester
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Exanpl e 152
(S)-4-[(2,4-D fluoro-phenyl am no) - net hyl ] -4, 5-di hydr o-

W@2@3098827 yl ami ne I n anal ogy to exanpl es 20 anelCEBP10h&051377

title conpound vvas prepared st%[ti ng fromterthbutyl
(R-(+)-4-fornyl -2, 2-di net hyl oxazol i necar boxyl at e

, o L Ui ‘
?P %ﬁﬁrré% g(gilﬁ&‘? Fﬂﬁ;}]—ﬂlél— E&?—%&X@ﬁgﬁ%@—%aﬁﬁﬁoﬁ&&h‘%] —i\,@— dimethyl-

@)Zomdmﬁ( 3 cabbig vl awidorepteriylicter @B mopyat +.anm hd}dinebmetjane (20
{nli“} él%cfjel FM g{‘:%)n a)él%%%;he;e %ér@ghge?:lle ol %%Eos%éleg ? Ae(xazr@I £d?
acetdideﬂnudg/[%@ EQ)D After 30 min stlrrlng atr. t sodlum trlacetoxyborohydrlde (1.02
é) w&as Oadd%? g}?/looa/\rf]e y acet c¥cl us C§[ Ih essurce): X*\}%&? f(%ﬁ? r.t. over
B81gRt, then| d\V}H’fﬂd W])th Blh@bl aad]y&éhed with sat. aq. Na,COs. The biphasic mixture
%SQ fﬂherég{l ?1513 FM O er%/\?arg){)lazk al:trr]agt% wrlrt%]t (E‘Mé% Ahe

r'o- ox zo ‘am ne A anal 0g

tdlebllnlecﬂ b%anmm@m&dashatwph bpac, e;thesltoerett Mg@Oﬁ,lfxblﬂTed and concentrated.

%Esr E_:rj[l_%g tg%{olr%}llgsfe &%Lszgudlﬁedtbﬁ Pngnrb g:(}érgn]atorge%p Iyé&O)ﬁ %radle 8yclohexane
3» Bycthhekdref @A 8506, to/gise (st Hob-ohloes pyddin - 2-Mb-efHybRjrino| -

350. +) Exappl e ;15 S

vefhl- R U o BT o hvingd shy) s AL et as
yikdo14 yElal biy. M ${ISRpAG0.32{MyHdMi ne I n anal ogy to

exanple 20 the title conpound was prepared starting
fromtert-butyl (R)-

OS2 fAanimpt 4,2 dihvd ravekdryl -4 3draxhzio! (6 robbab hyxidira? €]) -ethyl-amine
4- chl or o- 3- met hoxyani | i ne and

7
Sy

o N O

In analogy to example 1.c and 1.d (S)-4-{[(6-chloro-pyridin-2-yl)-ethyl-amino]-methyl}-
2,2-dimethyl-oxazolidine-3-carboxylic acid tert-butyl ester was converted to the title

compound. Light yellow viscous oil. MS (ISP): 255.1 ([M+H]")

Example 152
(S)-4-[(2,4-Difluoro-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine

_<NH2
\
N
HN
F
F

In analogy to examples 20 and 43 the title compound was prepared starting from tert-
butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2,4-difluoroaniline.
Waxy colorless solid. MS (ISP): 228.1 ([M+H]")

Example 153
(S)-4-{[(3,5-Dichloro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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20

benzal dehyde di nethyl acetal. Wiite solid. M5 (ISP)
348. 1([{ 37Ci}m+H] +), 346.0([{ 35C }MrH] +) . Exanple

WA 3H8/098857 PCT/EP2008/051377

(S)-4-{[ (4-Chl oro-benzyl) - (4-chl oro- 3- net hoxy- phenyl ) -
am no] - ni et hyl } -4, 5-di hydr ooxazol - 2-yl ami ne In

anal ogy to exanple 20 the title ggmpound was prepared
starting fromtert-butyl (R)- 2

(+)-4-fornyl -2, 2-di met hyl - 3- oxazyl i necar boxyl at e,

4- chl or o- 3- met hoxyani | i ne and chl or obenzal dehyde

di net hyl acetal. Cblourle§§lgu MS (I1SP): 384.2 ([{
37C1}MrH +), 382.3 ([{ 37C 1B5C1} M+H] +), 380.2 ([{
35C1} M+tH] +) . Exanple 157

(R -4-{[ (3, 4-D chl or o- phenyl t hyl - am no] - net hyl } - 4,
5-di hydr o- oxazol - 2-yl am ng angl ogy to exanple 30

the title compound was prepared starting fro
{ré@pfalqﬂytt? gxample 2 the title compound was prepared starting from tert-butyl (R)-

(45))4lfor}n>4 'zfpﬂi@%thﬁ 2o giz0BA X boRy19%aza 3 NgeRoRMIRt Riscous
-di chl oroani |l i ne. leour ess gum M (I SP):

and
ﬁsrl%se[l{Méf@fmplzﬂl (BYL+HI76. 1 ([{ 37C 135C1} MkH| +),
274.1 ([{ 35C1}M+H +) . Exanple 158
(R-4-{[(3,4-D chloro- phel%:) et hyl -am no] -nethyl }-4,5
-dihydro oxazol - 2-yl am nel to exanple 1 the
&) 5t f1 I
B s A A v lamine
and 3 4-di chl oroani |l i ne. Cblourl Hgum M5 (1 SP):
292.1 ([{ 37 }MH +); 290.0 (FT\37C 135C1}M+H +),
288.1 ([{ 35C1}M+H +) . Exanple 159

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3,5-dichloroaniline. Viscous
colorless oil. MS (ISP): 350.1 ([M+H]")

Example 155
(S)-4-{[Benzyl-(4-chloro-3-methoxy-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine

NH
ﬂ(\N

N/\©

O/

of

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 4-chloro-3-methoxyaniline and
benzaldehyde dimethyl acetal. White solid. MS (ISP): 348.1([{*’Cl}M+H]"),
346.0([{”ClIM+H] ).
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15

(R -4-{[ (3, 4-Di chl oro-phenyl)-isopropyl -am no] - net hyl }
-4, 5-di hydr o- oxazol - 2-ylam ne The title conpound was

WEe@parssd’ i n anal ogy to exanple 2 starting froPCT/EP2008/051377

tert-butyl (S)-(- - 86 .

)-4-fornyl -2, 2-di net hyl - 3- oxazoq I necar boxyl ate and
3,4-dichloroaniline. Colo M5 (I1SP): 306.1

([{ 37CL}M+H +), 304.1 (ﬁ’gag‘s}% %g](:l} MeH] +), 302.1
((B]-435@1C b 1d-benzyl)- (Bxchihpbe3 - hethoxy-phenyl)-amino]-methyl}-4,5-dihydro-
(S)-4-{[(3,5-Di chl oro-phenyl);net hyl - am no] - net hyl } - 4,

5-di hydr o- oxazol - 2-yl am ﬂ’éfyzf’iiz'g’ﬁaﬁ%ﬁy to exanple 30

the title conpound was prepdted starting from

tert-butyl (R)- O
(+)-4-fornyl -2, 2-di met hy * oxazol i necar boxyl ate and
3,5-dichloroaniline. Wiitq sqgli MS (ISP): 274.0
([MtH +) Exanple 161 N

((S)-2-Am no-4, 5-di hydr o- oxazol~4ytinmet hyl )-(6-trifluo
romet hyl - pyri din-2-yl)-am | n_anal ogy to exanple 123
the title conmpound was prepare® starting from
tert-butyl (R)-

Cl

+) - 4- - = 3- r
bAoA Pty 20 MBS R FRE bHABRERN b Bbuy w0
ot -4-faring 2, 3¢ dinhashyl \d- e aknasitbox e 4-8Hpro-28tetboyjanilide and 4-
+ . 37 +
CHPRRRIFIHRG, dimeti el Coourlss e MS(3R): 3342 (8GN I
3203 OXAZBICIPMyHEN), Bo&2 ([h°aHa-0ig)y )t o exanpl e 30 the
title conpound was prepared starting fromtert-butyl
(S)-(-)-4-fornyl -2, 2-di et hyl - 3- oxazol i necar boxyl at e
and 2- am nonapht hal ene. Wisaepdol137d. M5 (1 SP): 256. 3

( @d\ﬁﬂ [ (;;)I—Did'f:l)((naoqgi‘leeny})@%ethyl— amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

In analogy to example 30 the title compound was prepared starting from tert-butyl
(S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3,4-dichloroaniline.
Colourless gum. MS (ISP): 278.1 ([{’Cl}M+H] "), 276.1 ([{’"CI°Cl}M+H] "), 274.1
([{°CM+H]).
Example 158
(R)-4-{[(3,4-Dichloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
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20

(R) -4-[ (Ethyl - napht hal en- 2-yl - am no) - net hyl ] - 4, 5-di hyd
ro- oxazol -2-ylamne In analogy to exanple 1 the title

W@ 09p09sss7 was prepared starting fromtert-but yPCT/EP2008/051377

(S)-(-)-4-fornyl -2, 2-di met hyl _-%&7-_0xazol I necar boxyl at e
and 2-am nonapht hal ene. O fwhite solid. M5 (ISP):

7 | :
Clghedorp it | v R B nesrard oy np am g (90
frodrome 1203 Himeth 8- dokazdlinerdne)late2ny| Satvilicblonoamila co Gplaudless gum.
SIATEE228) 1SV SOBRYR o8 BEARRS st AP o).

ert-
(S)-(-)-4-fornyl -2, 2-di et hyl - 3- oxazol i necar boxyl at e,
4- am no- 2-fl uorobenzonitrid e and. henzal dehyde di net hyl
acetal . Col ourl ess gum Nél‘x(ar@&ﬁ %§§368. 1 ([MH +)
Bxja4qdl (8,41Bichloro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(3,5-Dichloro-phenyl)-gt hyl -am no] -nmethyl }-4,5
- di hydr o- oxazol - 2-yl ami ne | nal ogy to exanple 1 the
title conpound was prepare% arting fromtert-butyl
(R- (+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e
and 3, 5-di chl oroaniline. Lightg | ow viscous oil. M
(1SP): 288.0 ([ MrH +) Exanpl €[ 166
(R -4-{[Ethyl-(3-fluoro-4-tri or onet hyl - phenyl ) -am n
o] - met hyl } - 4, 5-di hydr o- oxaz -ylam ne I n anal ogy to
exanple 1 the title conmpound s prepared starting
fromtert-but ( )-(-33; '
Zh¢ bﬂmmmtm%wzrsﬂtrhgﬂre inmoalogl iheearmboX yheing feomd tert-butyl (S)-(-
?—ﬁf{oﬁﬂ‘}lgz,f'—'d'ir{ktfh'yll@—r(&%ﬁim@a%xlyla'ﬂseand 3,4-dichloroaniline. Colourless

gum. MS (ISP): 306.1 ([{’ClyM+H]"), 304.1 ([{’CICl}M+H]"), 302.1 ([{>CiM+H]").

Example 160
(S)-4-{[(3,5-Dichloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

Cl Cl
In analogy to example 30 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3,5-dichloroaniline. White solid.
MS (ISP): 274.0 ([M+H]")
Example 161
((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)- (6-trifluoromethyl-pyridin-2-yl)-amine

F N H O
FF
In analogy to example 123 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-amino-6-trifluoromethyl-
pyridine. Colorless viscous oil. Light yellow viscous oil. MS (ISP): 261.5 ([M+H]")



Waxy white solid. M5 (ISP): 306.0 ([M+H +) Exanple
167

W@ R)08IFBFEL hyl - (3-fl uoro-5-trifl uoromnet hyl - phePgI/EP2$/051377
o] - met hyl } - 4, 5-di hydr o- oxazol - ,2-yl am nel n anal ogy to
exanple 1 the title conpound V\%S prepared starting
fromtert-butyl (S)-(-)
4-fornyl -2, 2-di et hyl - 3- oan{(zaapllenle%zar boxyl ate and
3- atR)rb{ B4 éthylonaphendot-2-iyl-hodaa) e eth@d o0+ dihgd so-gxarol-RMslamine
(ISP): 306.3 ([MH +) . Exanpkg 168
(R -4-{[|sopropyl-(4-trifl uq;r_c(rrei hyl - phenyl ) - am no] - ne
t hyl }- 4, 5-di hydr o- oxazol - 2- Mami ne Chiral The title
conpound was prepared in analiogy to exanple 2 starting
fromtert-butyl NN
(S)-(-)-4-fornyl -2, 2-di et hyl - 3- oxazol i necar boxyl ate
and 4-am no-benzotrifl uori de. ourl ess gum M
(I1SP): 302.4 ([MH +) . Exapple 169
(R -4-{[(4-Chl oro-2-fl uoro- yI ) - et hyl - am no] - net hyl
}-4,5-di hydr o- oxazol -2- ylamre In anal ogy to exanpl e

?n 5%%@?6 lle)@an@ BBO HRditka niYoRRaiad padpardish@tihg #5m tert-butyl
ert-buty

5 o fypmy 2o by > ssisR laepT et bR aipiogaRhhalene. Wit
birihhvey @s2- bigoret-anihi ne. Col ourl ess gum M (ISP):

274. 2 (([{ 37Q }{\/I+H] +), 272.3 ([{ 35C1}MtH +)

. Exanmpl e 170

Example 163
(R)-4-[(Ethyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine

N
@

H,
N

In analogy to example 1 the title compound was prepared starting from tert-butyl

L

N

(S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-aminonaphthalene. Off-
white solid. MS (ISP): 270.4 ([M+H]").

Example 164
(R)-4-{[Benzyl-(3-fluoro-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine



(R -4-{[ (4-Brono-phenyl)-(4-chl oro-benzyl)-am no] - met h
yl }-4,5-di hydro-oxazol -2- ylam ne I n anal ogy to

W@ 2988520 the title compound was prepared stRCT/EP2P08/051377

10

15

20

fromtert-butyl a0 .
(S)-(-)-4-fornyl -2, 2-di net hyl %9 oxazol i necar boxyl at e,

RV R O S e

¢9); (- B9Go 010112, 3AChatB Br 3- 0850l iBech Broxy ket -an)ino-3Kuc@dpdnzonitrile

) e ] +
bt bk TR el e 15 5P M
-nmet hyl } -4, 5-di hydr o- oxazol - 2-ylam ne In analogy to
exanple 20 the title conp Xrglgn eI°,65prepared starting
fromtert-butyl P
( 9)9)-4-{] 3¢6- Dixrhiyrio- pheRy ki enteytl fayrlin 3 e ey}l 4, relilayrdporoxhal -, ylamine
3,4-dichloroaniline and Achl orob al dehyde di net hyl
acetal. White solid. M5 (I1SP):,380.20([{ 37C } MtH +),
388. 1([{ 37C 135C1}MrH +), 386.\X[{ 37C 135C1} MrH|

+), 384.0 ([{ 35C1}M+H +) . nple 172
(S)-4-{[ (4-Brono-benzyl)-(4-br - phenyl ) - am no] - net hy
| }-4, 5-di hydr o- oxazol - 2- aninel n anal ogy to exanpl e

20 the title conmpound was pr red starting from

tert-butyl (R)-

(+)-4-fornyl -2, 2-di met hyle3* { i necar boxyl at e,

4- bronoani | i ne and Abronobenzal dehyde di net hyl acetal .
Todrslady de sxaguipte 1 US> (it Spmpoydd voxs [prerdrerBitgrijpglfrom) tert-butyl (R)-
fLﬁ‘)QAl—%r[n{ﬁ—Z;ZBHi?l?e%rl)}lMtgﬂaza'l)inecél%%xﬁat@ lhd 52Bat M antline: Light yellow

viscous oil. MS (ISP): 288.0 ([M+H]")

Example 166
(R)-4-{[Ethyl-(3-fluoro-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine

In analogy to example 1 the title compound was prepared starting from tert-butyl (S)-(-)-
4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoro-4-trifluoromethylaniline.
Waxy white solid. MS (ISP): 306.0 ([M+H]")

Example 167
(R)-4-{[Ethyl-(3-fluoro-5-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine
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Exanpl e 173
(S)-4-{[ (4-Brono-benzyl)-(4-chl oro-phenyl)-am no]-neth

WQ LGosa9Bsi hydr o- oxazol - 2- yl am ne I n anal ogy RPGI/EP2008/051377

exanple 20 the title conpound yps prepared starting
fromtert-butyl (R)-

(+)-4-fornyl -2, 2-di met hyl - 3- qazol i necar boxyl at e,

4-chl oroaniline and Abro zal dehyde di net hyl
acetal. Colourless gum SP): 398.1([{ 8

1Br37C } M+H] +), 395.9([{ 79Br37C, 8 1Br35C }MtH]
+), 394.0 ([{ 79C 135C1} MrHNExanpl e 174
(S)-4-{[Benzyl - (2-net hyl -4-tcifl uoronet hyl - phenyl ) - ani
i no] - ni et hyl }-4, 5-di hydr oox§ - 2-ylam nel n anal ogy
to exanple 20 the title cow was prepared starting
fromtert-butyl (R)

+) - 4- t
bt iyt Barg e £ 5 gt TRl o
oifbrmWR,1- H&%thyl%éxﬁoh{lé\ﬁtﬂﬂoxﬁ)iteEmdI’szhﬁ1nb75ﬂuorobenzotr1ﬂuor1de.

- 4-{ [ Et hyl I |+Iuoromsthl henyl )-am n
éﬁ%ﬁ%%ﬁu}ny éQﬁpﬁfﬁt&Eé (g%la 2-yl ani ng I ﬁ anZII Z)gy to
exanple 1 the title conpound was prepared starting
fromtert-butyl (R)-

(+)-4-for rrylu- % 2S di) met hyl -B2BWA 8 necar boxyl at e and

2 (Res-iMboptoplr (ufttiflas eimdthyll pHenkl) Renind]- SR eHy$} - £,6] diliy &6 Soxazol-2-
oil. M5 (ISP): 302.4 ([ WH yl;)migganpl e 176

NH2 Chiral

k/N

'\

F
The title compound was prepared in analogy to example 2 starting from tert-butyl
(S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-amino-benzotrifluoride.
Colourless gum. MS (ISP): 302.4 ([M+H]").

Example 169
(R)-4-{[(4-Chloro-2-fluoro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-

ylamine

cl
In analogy to example 1 the title compound was prepared starting from tert-butyl (S)-(-)-
4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 4-chloro-2-fluoro-aniline. Colourless
gum. MS (ISP): 274.2 ([{¥CiM+H] "), 272.3 ([{°Cl}M+H]").
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(S)-4-[(2-Methyl -4-trifluoronethyl-phenyl am no) - net hyl
] -4, 5-di hydr o- oxazol -2- ylam ne In anal ogy to exanpl es

WQ@QR00a498848 the title conpound was prepared st aPCT/RBR008/051377

fromtertbutyl

(R -(+)-4- fornyl-2 2-di met hyl - % oxazol i necar boxyl at e
and 2-nethyl-4- trifluoro I i ne. Viscous

col orl ess oiI. M5 (I SP): gﬁﬁﬂﬁﬂ%FKL +) Exanple 177

( BR)}-4-{{ (@t Broprooplydny{)24nabil drpl beszy1)-afrling|F oty H y4,5-dilgdyd-pxazol-2-
am no] - net hyl } - 4, 5- dlhydrOOXﬁ;ol 2-yl am nel n anal ogy
to exanple 2 the title conp fvas prepared starting
fromtert-butyl (R)-

(+)-4-forny|-2,2-dinethyp—ﬁ oxazollnecarboxylate and
2-methyl -4- trifluoronet Nini line. Viscous colorless
oil. M5 (I1SP): 316.4 ([N%EQ + anple 178

((S)-2-Am no-4, 5-di hydr o- ox®zo yl met hyl ) -ethyl - (6-t
rifluoromethyl-pyridin-3-y anfecia)

(R-2,2-Dimet hyl -4-(6-trif romet hyl - pyridin-3-ylcarb
anoyl ) - oxazol i di ne- 3- carbo*ylic acid tert-butyl ester
To a sol ution of

ﬁ)alc%y(t% g%agno;))(lp ?§ AR déagrg%gf)gaa val BP&%!%B@%@ RoX@aUdtyl
(]S)c(h] éffgrmyjlffahén'(l@hm; omgha@t@,d@xglamﬂp@o@oamhne and 4-

EﬂleJ%eoxo&g%é%h)eﬂw 59&{!@3{{% tn s gﬁ,FW’@éh( IO 6M+H

oxazol | I nic oride
3961%51 )ClaRd “tCINB dﬂ‘Mﬁ‘éﬁfbé?‘l@& hyClaGlind+H0 )388g, 3

mmol ). The

Example 171
(R)-4-{[(4-Chloro-benzyl)-(3,4-dichloro-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-

2-ylamine

qet
5

cl
In analogy to example 20 the title compound was prepared starting from tert-butyl
(S)-(-)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 3,4-dichloroaniline and 4-
chlorobenzaldehyde dimethyl acetal. White solid. MS (ISP): 390.0( [{’CliM+H]),
388.1([{"CI”CliM+H] "), 386.0([{’CIPCIIM+H] "), 384.0 ([{°ClIM+H] ™).

Example 172
(S)-4-{[(4-Bromo-benzyl)-(4-bromo-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-

ylamine



10

15

m xture was stirred overnight at roomtenperature. For
wor kup sodi um bi carbonate solution (5 nl) was added

W@ pasHdssst he m xture was extracted w th di chl orCIEPIvE81651377

twi ce. The conbi ned organic Iayfrs were dried (MgSO4)
and filtered. After renoval he sol vent the residue
was purified by col um chromﬁtography (S
hept ane/ Et OAc= 4:1) to Yb d ‘a white solid (O 36 g, 46
%, M5 (ISP): 390.3 ([ M+ . b)) (R -4-

[Ethyl -(6-trifluoromethyl - pyrldin-S-yI)-carbanDyII

-2, 2-di met hyl - oxazol i di ne->~g<cardgxylic acid
tert-butyl ester To a stirred solu éon of

(R -2,2-dimethyl-4-(6-trif romet hyl - pyri din-3-ylcarb
anoyl )- oxazolidine-3-carbdgylic acid tert-butyl ester
(0.20 g, 0.51 mmol) in dinmeghyl sul foxide (4m) under
an argon atnosphere was added sodlun1hydr|de 28

b 5glegnde pxagmple 24 herfitleiqopwonad vas prapatedrseyting rmnﬁert butyl (R)-

(-0d225RANS, A QinBSh 13- 0 L BlkndokyI ¥R S4-BAGRG AR ddaes-

mxture was stirred overnight at roomteggeratu €y
bepnagbepzgdehyyle Wé%eﬂé)d@é‘ﬁalaﬁ@] ouessigunt M (TR 443D Acked+H] )
ggyg¢ﬁthgﬁﬁm49@geg§@@ @@@H@Lﬁ{ he conbi ned organic

| ayers were dr and f| tered. After renoval
of the solvent the reS|due was purified by colum
chronatography (Si 2, hephggﬁﬁﬁgpﬁp— 1:1) to yield a

g ellow oil (0.15 9 709, Ms (ISP): 418.2 ([ M+H]
+)( )-4-d)(4-Bromo-benzyl)-(4-chloro- phenyl) -amino]- methyl} -4,5-dihydro-oxazol-2-

(S)-2-Am no- 3-[ et hyl -(6- trl& Hﬁﬁgnethyl pyridin-3-yl)-
am nol -propan-1-ol To a stirred solution of (S) -4-

[ (i sopropyl - phenyl - am no) -Met hyl ]
-2,2-dinethyloxazolidine°_§-carboxylic acid tert-butyl
ester (0.15 g, 0.36 mol "™ tetrahydrofurane (4 nm)

under an argon at nospher e \was. added
bor ane-t er ahydr of urane conp ex
Br

Cl

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate, 4-chloroaniline and 4-
bromobenzaldehyde dimethyl acetal. Colourless gum. MS (ISP):
398.1([{*'Br’ClIM+H] "), 395.9([{”Br’’Cl, *'Br’Cl }M+H]"), 394.0 ([{°CI*°CI}M+H]").

Example 174
(S)-4-{[Benzyl-(2-methyl-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine
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solution, 1.8 m, 1.8 nmmol ). The m xture was stirred
at 60 OC for 2 hours. After cooling to room

W@ 29pe9sssur e hydrochloric acid (4N in water, 2PCi/EPWO$051377

added carefully and the m xturg, was stirred again at
60 OC for 2 hours. After cooling aqueouos sodi um

. , I
R E AL o ol R TP pHEbI g PRRAF B @Dy -
aelet-dereyl 'Bh?edimmﬂtuylfﬁedxaw@rmamd)obcﬂy‘emd\ﬂsnethw 4ed (MySO

. Ater l

rlmg%%e%ﬁﬁﬁ%ﬁ ‘fllséo sc&%ﬁg %11 p/fS 68493:/ Q%ﬂ%?@ 2,
di chl ororrethane/ I\/EO—I: 9 1) to y| eI d a V\,hl te solid
(0.04 g, 42 %, M5 (ISP): am ﬁ; . d)

(S)-2- Am no- 4, 5-di hydr o- oxa 261¢ yIrrethyI) et hyl - (6-t
(S)f4 { rtotré2-mydthylyd- iridl vor3methly)- phatyl pemihe |-anahylt #eddihydro-oxazol-
m xture of
(S)- 2-ani no-3- [ et hyl - (6- t ri¥ V&8 %iet hyl - pyri di n-3-yl)-
am no] - propan-1-ol (0.04 g, O.18Hmmol) and K2CO3
(0.025 g, 0.18 mmol) in THF ( —r\ﬁ) under an argon
at nosphere was added a sol utiqQn of cyanogen brom de
(0.025 g, 0.18 mmol ) in THF ( m). The m xture was
stirred for 1 hour, then W cetate and water were
added. The agqueous phase was [pack extracted with
Et OAc. The conbi ned organi c#ZwWere washed with brine,
dried over MpSH4, filtered 8§ concentrated. The crude
product was purified by colu chr omat ogr aphy (Si Q2
Et CAc/ MeOH = 9:1) to give thextitle conpound as white
solid (0.02 g, 46 %, Ms (ISPF: 289.0 ([ MtH +)

Elxe?nwgg?/ t(:)L Z)?ample 1 the title compound was prepared starting from tert-butyl (R)-

(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-methyl-4-
trifluoromethylaniline. Viscous colorless oil. MS (ISP): 302.4 ([M+H]")

Example 176
(S)-4-[(2-Methyl-4-trifluoromethyl-phenylamino)-methyl]-4,5-dihydro-oxazol-2-

ylamine

HN

FTLF

In analogy to examples 20 and 43 the title compound was prepared starting from tert-
butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 2-methyl-4-
trifluoromethylaniline. Viscous colorless oil. MS (ISP): 274.4 ([M+H]")

Example 177
(S)-4-{[Isopropyl-(2-methyl-4-trifluoromethyl-phenyl)-amino]-methyl}-4,5-dihydro-

oxazol-2-ylamine
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((S)-2- Am no- 4, 5-di hydr o- oxazol - 4-yl nmet hyl ) - ( 6- met hoxy
-pyridin-3-yl)-nethyl-am neThe title conmpound, NS

W@ 2®R)9882B6. 9 ((M-H) + ) was obtai ned i n conmpaPGIER2008/051377

yi el d anal ogous to the proced_u§ _described for Exanple
178 usi ng 5-am no-2- nethoxypyridi ne instead of

3-am no-6-(trifluoronethyl)pyri din|e in step a) and

i odonet hane i nstead of iodoet a.r{/e Fn step b). Exanple
180 \Y

(S)-4-{[ (4-Chl oro-benzyl) - (8- oro-4-trifluoronethyl -
phenyl ) - am no] - net hyl } - 4, 5- 1 di lydr o- oxazol - 2-yl am ne
In anal ogy to example 20 theNitle conpound was

prepared starting fromtert_jt (R -
(+)-4-fornyl -2, 2-di net hyl -Szol I necar boxyl ate and
3-fluoro-4- trifluoronethylangtine, using

4- chl or obenzal dehyde di net hyllacetal in the second
reaction step. Viscous coloflpg§&s oil. M5 (ISP): 401.2

([ MtH +) Exanple 181

[ Sl ey Aoexeonpe 3-thid tijedromn pxazoras preflanest diyrking &ohyterttRutyl (R)-

il Bthyl - L gl Ao w1 ) e ; i
AT S b R bk RS ettt o 5. car
oxltoremeibiydniliert Visutug colesleesroil TH S ISRt 3it6. o0 MofH] ")
tert-butyl
(R -(+)-4-fornyl -2, 2-di met hyl - 3- oxazol i necar boxyl at e
(2.29 g, 10 mmol) in net hdimnpld®¥8m ) were added a
tjaon of -ethyl am ne.i n. nmefhan ( m nmol.
Rl 2 AR RaCh 3 RN ARG hyt e Mo P P31
aaimeer ature for 90 mn nol ecul ar sieves were filtered
of f and pal | adi um on charcgl was added (0.3 g). The
m xture was hydrogenat ed ove ni ght at atnospheric
pressure and roomt enper at urNé) The

E\N/\

e
~ N
F——F

F

a) (R)-2,2-Dimethyl-4-(6-trifluoromethyl-pyridin-3-ylcarbamoyl)-oxazolidine-3-

carboxvlic acid tert-butyl ester

To a solution of (4S)-3-(tert.-butoxycarbonyl)-2,2-dimethyl-1,3-oxazolidine-3-
carboxylic acid (0.49 g, 2 mmol) in dichloromethane (6 ml) was added 3-amino-6-
(trifluoromethyl)pyridine (0.324 mg, 2 mmol), bis(2-ox0-3-oxazolidinyl)phosphinic
chloride 0.764 g, 3 mmol) and N.N-diisopropylethylamine (0.388¢g, 3 mmol). The
mixture was stirred overnight at room temperature. For workup sodium bicarbonate
solution (5 ml) was added and the the mixture was extracted with dichloromethane twice.
The combined organic layers were dried (MgSO4) and filtered. After removal of the
solvent the residue was purified by column chromatography (SiO2, heptane/EtOAc= 4:1)
to yield a white solid (0.36 g, 46 %), MS (ISP): 390.3 ([M+H]").

b) (R)-4-[Ethvl-(6-trifluoromethyl-pyridin-3-vl)-carbamovl]-2,2-dimethyl-oxazolidine-

3-carboxylic acid tert-butvl ester

To a stirred solution of (R)-2,2-dimethyl-4-(6-trifluoromethyl-pyridin-3-ylcarbamoyl)-
oxazolidine-3-carboxylic acid tert-butyl ester (0.20 g, 0.51 mmol) in dimethylsulfoxide (4
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catalyst was filtered off, the filtrate was evaporated
and the residue purified by colum chromat ography

W@ 310809885t OAc/ MeOH= 95:5) to yield a col ourl esRCT/EPRIDSI051377

(2.45 g, 95 %9, M5 (ISP): 259.0. ([MtH +) . b) (S)-4-{
[ Et hyl - (2trif|uororrethy|-pyri di n-4-yl)-am nol

?{T)‘ﬂ%ﬁ‘%:r%y la?geS a er )(ﬁ ﬁ%%?%lﬁ!e% ?dcﬁ]l?m hyaial R98d 6.58%hfol) and the
(Bjturde \@ztsrsylhadfmo?f@enh?/ loddethade (BOIwl,-Octdanolol dvased8ed amdbthe
O S80S UYL B0l s B B sagond o
mighje wasckxMadled thrscowmepvyith ethiyl/dcetang. Aibe @@mBmediorgamcdayers were

drie SQY[g H 28R rfl?[@l%aolkftér rel%‘oll i ﬁ}jpgs%ﬁ}egp t gﬂdJS 8% %Eflﬁe(il by

in' a mcrowave ov
ademtchr(élﬁﬁ)togiapha(ﬁlOQJ lhapdteagﬁitO(A]::g)l)vtasﬂehﬂdbghta{nlﬁ)W hr]a (0.15 g,

?(},%L ﬁg@lgg\/[%md) The residue was purified by

togr phy," ‘¢col umm: Isolute (r) Flash-NH 2
(_Separtls), el uent: Et OAc/MeOH = 95:5) to yi eld a

r —Xeli loQ.gY 2 | lsfl’—(é(—glfﬁ’lororgéth% /Qdm '\3‘5y1§ Iar%? o] 1[)r9)%ar£13 1-ol
'Q"S)a-sﬂrrédh‘sdiot-iﬁa {)fe(ISD}-yll— K {s@ptopi - phuoryb ami doy maapli] 12 ddimaeth yi
AR BT R4t Bl hter 907 i gl eipipgorane (4
Hﬁbﬁlﬁdﬁlr hn a&oﬁ aﬂnn’qihh;d wasazlded bomaee- t&alqailrbfmxgdei oon@d:éxc[l M

t - byt t 0 ' .
i sichd et 1) St B By i B! ot 2% st oting 0
YeRen mhoi&datamh}tdln@chﬂﬂrld dcide(4has edter; P ad) ats &lled Galfeﬁﬂly&nd the
the res

at .
g}l%ggq ‘Q}aescf%frﬁg ag%ﬂ ﬁbm{%ﬁ gﬁlé)ur gﬁ%ﬁ iﬂo ks a%lfeogm%ugnﬁwdromde
fmﬁﬂﬁﬁﬂ@MX@N addedriptiMasic pitad] e dikinee Whxdxtiraetetalsree times with

por aifg?ggﬁ(ge}lrﬂegs bféﬁlﬁic(lerl))ers':vlvear% '&}1'9'5' (Ig[g§b!;)la%a§¥1?tle'red. After
removal of the solvent the residue was purified by column chromatography (SiO,,
dichloromethane/MeOH= 9:1) to yield a white solid (0.04 g, 42 %), MS (ISP): 264.2
([M+H]").

d) ((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)-ethyl-(6-trifluoromethyl-pyridin-3-
yl)-amine

To a stirred mixture of (S)-2-amino-3-[ethyl-(6-trifluoromethyl-pyridin-3-yl)-amino|-
propan-1-ol (0.04 g, 0.15 mmol) and K,COs (0.025 g, 0.18 mmol) in THF (2 ml) under

an argon atmosphere was added a solution of cyanogen bromide (0.025 g, 0.18 mmol) in
THEF (1 ml). The mixture was stirred for 1 hour, then ethylacetate and water were added.
The aqueous phase was back extracted with EtOAc. The combined organics were washed
with brine, dried over MgSOQy, filtered and concentrated. The crude product was purified
by column chromatography (SiO2, EtOAc/MeOH = 9:1) to give the title compound as
white solid (0.02 g, 46 %), MS (ISP): 289.0 ([M+H]").

Example 179
((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)- (6-methoxy-pyridin-3-yl)-methyl-amine
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Isolute (r) Flash-NH 2 from Separtis; eluent: ethyl
acetate/ MeOH = 95:5) yielded a light yellow liquid,

W@ 2008998857 86 % ; M5 (I1SP): 265.3 ((MtH) + ) . BQT/EP2008/051377

((S)-2-Am no- 4, 5-di hydr o- oxazol - 4-yl net hyl ) -et hyl - (2-t
rifluoronethyl -pyrim din-4- yT% -amine To a stirred

m xture of (S)-2-am no-3-
[ethyl-(2-trifiuororrethyl-pf/r' i din-4-yl)-

am no]-propan-l-ol (0.185 g, Q.7 nmol ) and K2CC3
(0.145 g, 1.05 mmol) in THF (%) under an argon

at rmsphere was added a sol uti onl of cyanogen brom de
(0.111 g, 1.05 nmol) in THF (Y n)). The m xture was
stirred for 2 hours, then nethapol (1 m) was added.
The sol uti on was evapor at ed ove? I solute (r) Flash-NH

Ene it (RAG0ynd ITSE PSP T P NI QLA I oblpprgble ipld
an e OBy twﬂelpdwduteedesmheé f@lo‘t?:mumhw?&suslmgﬁwmw Pow
%&hgmpﬁéﬁﬁsteggo%iaMog— éﬁhﬁo%%%ﬂ%rl)(p@%@e i st)ep a) and

{od8nethapmiimstead ob iagiohthd noinostezlo). - 4- yl et hyl ) - et hyl - (4-t
rifluoroniethyl-pyriniidin-2- yl)-amne The title

compound, M5 (ISP): 290.0 ((MtH) + ) was obtained in
conparabl e yield anal ogousExtampﬂehBOpr ocedure descri bed

E?$ B ﬁg%hﬁ% 1 us))/:alg nf%z ro. élqll'lﬁg?romaeth¥l phenyl)-amino]-methyl}-4,5-
4-chloro-2-(tri fI uor oditiydyd-pparol-Paythnniaei N step b).

Exanpl e 183

((S) - 2- Ani no- 4, 5- di hydr o- oxazol - ;\@“H'et hyl ) - et hyl - ( 4-
trifluoronethyl-pyrimdin-2- \

In analogy to example 20 the title compound was prepared starting from tert-butyl (R)-
(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate and 3-fluoro-4-
trifluoromethylaniline, using 4-chlorobenzaldehyde dimethylacetal in the second reaction
step. Viscous colorless oil. MS (ISP): 401.2 ([M+H]")

Example 181

((S)-2-Amino-4,5-dihydro-oxazol-4-ylmethyl)-ethyl-(2-trifluoromethyl-pyrimidin-4-

yl)-amine

a) (S)-4-Ethylaminomethyl-2,2-dimethyl-oxazolidine-3-carboxvlic acid tert-butyl ester

To a solution of tert-butyl (R)-(+)-4-formyl-2,2-dimethyl-3-oxazolinecarboxylate (2.29

g, 10 mmol) in methanol (10 ml) were added a solution of ethylamine in methanol (2M,



10

15

20

25

30

35

yl)-am ne The title conpound, M5 (I1SP): 276.0 ((MH) +
) was obtained in conparabl e yield anal ogous to the

WQe@seoksse descri bed for Exanpl e 181 using netbgI/BPI00&051377

i nstead of ethylamne in step @ and
2-chloro-4-(trifluoronethyl)pyrimdine instead of

4- chl 27 fil th i t b) . }
f 6 DisRaoD b PSS A A e ed s §rhese for 90 min
maiﬂeézﬁlaﬂl_zibﬁs N\El’ﬁ ﬁlte[rédk]\l off Sﬁ)d miiblldtuﬁm !&haﬂ&bilm‘aﬂh&ﬂ@]/ (0o gy The

. owater, w t
e P kg g ot ey S5 b a5 {6 oo pppertyre The
7Qal2Q we iltertell W, tha fitirate Bat ecipbaed dhlthamestdoe purifibd BEcolumn

il G ESTa Nl Thr b4 8Tt 0 Gl R B 05 0

1S (isit)epsa0 (M +Mherei n the aryl and heteroaryl groups
may be unsubstituted or substituted by one to three
substituents, selected fromthe group consisting of

b) (S)-4-{[Ethyl-(2-trifluoromethyl-pyrimidin-4-yl)-amino]|-methyl}-2,2-dimethyl-

oxazolidine-3-carboxvylic acid tert-butyl ester

A solution of (S)-4-ethylaminomethyl-2,2-dimethyl-oxazolidine-3-carboxylic acid tert-
butyl ester (0.310 g, 1.2 mmol), 4-chloro-2-(trifluoromethyl)pyrimidine (0.183 g; 1.0
mmol) and N,N-diisopropyl ethyl amine (0.34 ml, 2.0 mmol) in isopropanol (3 ml) was
heated in a sealed vessel in a microwave oven for 30 min at 180 °C. Ethyl acetate (20 ml)
and silicagel (1 g) was added and the mixture was evaporated. The residue was purified by
flash chromatography, column: Isolute® Flash-NH, (Separtis); eluent: EtOAc/MeOH =
95:5) to yield a light yellow oil, (0.362 g, 90 %); MS (ISP): 405.5 ((M+H) ™).

¢) (S)-2-Amino-3-|ethyl-(2-trifluoromethyl-pyrimidin-4-yl)-amino|-propan-1-ol

(S)-4-{[Ethyl-(2-trifluoromethyl-pyrimidin-4-yl)-amino]-methyl}-2,2-dimethyl-
oxazolidine-3-carboxylic acid tert-butyl ester (0.339 g, 0.84 mmol) was dissolved in
dioxane (6 ml), aqueous_hydrochloric acid (4N, 6 ml) was added and the mixture was
stirred at 60 °C for 3 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-NH; silicagel. Chromatography (column:
Isolute® Flash-NH, from Separtis; eluent: ethyl acetate/ MeOH = 95:5) yielded a light
yellow liquid, (0.19 g, 86 %); MS (ISP): 265.3 (M+H)").

d) ((S)-2-Amino-4,5-dihydro-oxazol-4-vlmethyl)-ethyl-(2-trifluoromethyl-pyrimidin-4-
yl)-amine

To a stirred mixture of (S)-2-amino-3-[ethyl-(2-trifluoromethyl-pyrimidin-4-yl)-
amino]-propan-1-ol (0.185 g, 0.7 mmol) and K,COs (0.145 g, 1.05 mmol) in THF (5 ml)

under an argon atmosphere was added a solution of cyanogen bromide (0.111 g, 1.05

mmol) in THF (1 ml). The mixture was stirred for 2 hours, then methanol (1 ml) was
added. The solution was evaporated over Isolute® Flash-NH, silicagel. Chromatography
(column: Isolute® Flash-NH, from Separtis; eluent: ethyl acetate/ MeOH = 95:5) yielded
the title compound as light yellow oil, (0.084 g, 42 %); MS (ISP): 290.0 (M+H) ™).
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cycl oal kyl, phenyl, phenyl oxy, benzyl, benzyl oxy,
hal ogen, | ower al kyl, |ower al koxy, heteroaryl,

W@R@sends$sh- 1-yl or by |ower al kyl substituted BYI/EP2008/051377

hal ogen, or is aryl or heteroagyl wherein at |east one
hydrogen atomis replaced by deuteriumor tritium R2
i s hydrogen, |ower alkyl i zyl unsubstituted or
substituted by al koxy or ﬁ%ﬁggégﬁﬁbr Rl and R2 form
t(SyetArainom,bhliltyeoxatoba tlimetttyl edthyln@ytrdluerahethghgtimidin-2-
2, 3-di hydroi ndol -1 yl or 3,4-dihydro-quinolin- 1-yl;
Héﬂ' n%ydrogen or lower alkyl or a pharmaceutically
suitabl e acid addition salHNthereof. 2. A conpound of
formula | according to clai , Wherein Ris
unsubstituted phenyl and R2%S |ower alkyl. 3. A
compound of formula | accordifgg~to claim2, which
compounds are (R) -4- [(ethyl_-lphenyl -am no) -methyl]
-4, 5-di hydr o- oxazol - 2-yl am ng ([5) r4-
[ (et hyl - phenyl - ami no) - net hyl | -
-4, 5-di hydr o- oxazol - 2-yl am ne orf ('S)-4-

- o +. . . .
OB AT Do SENREHL') wog obtaimed in ogyparable yied

fesieaous e thedeered Hiflesaibed domixpmphh b leisingR -rioghény |
&ﬁﬁﬁ&&ﬁ&gﬁ)ﬁﬁﬁ@{nggl?ﬁeaﬂ% 4%161%—1—&@50%%&11%@&% in step

compound f'or mu according to claim4,

Bbrpounds

are(S)-4-{[(3,4-dichl oro-phenyl)-nethyl -am no] - et hyl }
-4, 5-di hydr o- oxazol - 2-yl am ne

(S)-4-{[ (4-chl oro- phenyl ) -Estample ¥% no] - net hyl }-4, 5-di h

z’/(g5—9—'@3{1%%,5—%ﬁl¥}’c§gjo§§zol—4—ylmethyl)—methyl— (4-trifluoromethyl-pyrimidin-2-

yl)-amine

The title compound, MS (ISP): 276.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 181 using methylamine instead of
ethylamine in step a) and 2-chloro-4-(trifluoromethyl)pyrimidine instead of 4-chloro-2-

(trifluoromethyl)pyrimidine in step b).

HPLC conditions:

Solid phase: Zorbax XDB C18, 150x4.6 mm, 5 um

Eluent: [A]: 50 mmol ammonium formiate/formic acid pH=3, [B]: MeCN, [C]: water
with 5 % of B




(S)-4-{[ (3, 4-dichl oro-phenyl)-isopropyl -am no] - net hyl }
-4, 5-di hydr o- oxazol - 2-yl am ne
W@ 3)084948571 4- br ono- phenyl ) - met hyl - ami no] - met hy| BEHEB2008$/651377
ydr o- oxazol - 2-yl am ne (9S) -4-{_99_
[ (4- brono- phenyl) - et hyl - am no]

-hyl } -4, 5-di hydro- zol -2yl am ne
Fgé“%}{{ [ (:%{nir-1 di c%qor o?[p enyl[)%] et hyl -am no] -nmethyl }-4,5
- di hydr o- offazol - B3yl anilne 80
(S)-4-{[(35br orm[(phenyllo) - rret8layl -am no] -net hyl }-4,5-di h
ydr o- oxazofl - 2-yl am ne
(S)-4-{[ (3ibr onptphenyll) - et WPI - gwisnhe:Pemhyl } - 4, 5- di hy

ro-o0xa -2-yl am ne
?%%-Ct 9?‘[22?§P§h| or o- phenyl ) - et hyl - ami no] - net hyl } - 4, 5-di h
Qdemm-26%@zol - 2- yl am ne
biS) f2bhdFn! O Redrddtigne AT Maehibd s fThMbalE 6 hin
(S)-4-{[(4-chl oro-2-fluoro-phenyl)-nethyl-am no] - net hy
| }-4,5-di hydr o- oxazol -2- ylamne (S)
-4-{[ethyl-(2-fluoro-phenyl) -am no]
-met hyl } - 4, 5- di hydr o- oxazol - 2-yl am ne

(S)-4-{[(2-chl oro-phenyl)-ethyl-am no]-nethyl}-4,5-dih
ydr o- oxazol - 2-yl am ne (R)-4-{

[ (4-chl oro-phenyl) - et hyl - am no]
-met hyl } - 4, 5-di hydr o- oxazol - 2-yl am ne (R)-4-{
[ (4-chl oro-phenyl ) -et hyl -am no] - net hyl } - 4, 5- di hydr o- ox
azol -2-ylamne (R)-4-{
[ (4-fluoro-phenyl)-methyl -am no] - net hyl }-4,5-di hydro-o
xazol - 2-yl am ne (R)-4-{
[ (4-chl oro-phenyl)-isopropyl -am no] - et hyl }- 4, 5-di hydr
0- oxazol - 2-yl am ne
(S)-4-{[ (2, 4-di fluoro-phenyl)-ethyl-amno]-methyl}-4,5
- di hydr o- oxazol - 2-yl am ne (S)-4-{
[ (2, 4-difluoro-phenyl)-nethyl-am no]
-met hyl } -4, 5-di hydr o- oxazol - 2-yl am ne (R)-4-{
[ (3, 4-di chl oro- phenyl) - et hyl - am no] - et hyl } - 4, 5- di hyd
r o- oxazol - 2-yl am ne
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(R)-4-{
[ (3, 4-di chl or o- phenyl) - et hyl - am no] - net hyl } - 4, 5- di hydr

W@2@Ra28857 2- yl am ne (R)-4-{ PCT/EP2008/051377

[ (3, 4-di chl oro-phenyl)-isopr o_p%b-_am noj] - met hyl } -4, 5-di
hydr o- oxazol - 2-yl am ne (S)-4-{
[ (3, 5-di chl or o- phenyl ) - et hyl - am no]
- et hyl } - 4, 5- di hydr o- oxazol - 2-yl am ne or
(S)-4-{[ (3, 5-di chl oro-phenyl - yl -am no] -nethyl }-4,5
- di hydr o- oxazol - 2-yl am ne. é@iﬁjgonpound of formula I
according to claiml1l, wherein RL is phenyl substituted
by ;hal d R2 is hydrogen. 7. A conpound
of lfgrcﬁg‘%guﬁﬁgg)grrng?aﬂg to claim®6, which conpounds are
(S) -4- [(3-chloro-phenyl ani no) -nethyl]
-4, 5-di hydr o- oxazol - 2- y'am (SN 4:NH,
[ (2-chl oro- phenyl ani no) - rﬁét hyl
-4, 5-di hydr o- oxazol - 2-yl am’ne ( - I
[ (4-trifluoronethyl-phenyl am no) -nethyl]
-4, 5-di hydr o- oxazol - 2-ylam ne or (S) -4-
heretr di f | uor o- phenyl ani no) - net hyl ]
-4, 5-di hydr o- oxazol - 2-yl am ne. 8. A conpound of
ormyl.a;l ' ' j ' :
R berr s BARtapi Ok nTh N dd DS o e P PEBlubsttured
hy dr ogebstituted byamgda titreo$ublstrugntsaselecwd dmmal theggrowp cdraisting of

8, ' ' - 4-

[(2- lcﬁo%}k&?,iﬂ%T,Spyqeﬁ\élég%yle%zr}gl,#g?zﬂ%t lﬁei}?%en, lower alkyl, lower alkoxy,
- 4, Shefetogdit, pipecatzodl -2 oy bp hivee alkylsubgtitoteddyunatbgeh, or is aryl or

f I ' t j - ej ' e
o R R 4 0o

is lower alkyl. 11. A conmpound of fornula | according
RO cisdiydrogen, lowwerihkyt onpsdgngs uasubsii@fed or substituted by alkoxy or

- 4'{{115%1%'-6 4-trifluoronethyl-phenyl) -am no]

-nmet hyl'%-4,5-di hydr o- oxazol - 2-yl anine (S)-4-{ [nmethyl -
ﬁ-tri{luororrethyl‘-phen ) -am n‘o]]q ' '
mechi] form, tegedh¢rpuitotheRbaeim po which they are attached 2,3-dihydroindol-1

yl or 3,4-dihydro-quinolin-1-yl;

R®  is hydrogen or lower alkyl

or a pharmaceutically suitable acid addition salt thereof.

2. A compound of formula I according to claim 1, wherein R' is unsubstituted

phenyl and R” is lower alkyl.

3. A compound of formula I according to claim 2, which compounds are
(R)-4-[(ethyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-[(ethyl-phenyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
(S)-4-[(methyl-phenyl-amino)-methyl]|-4,5-dihydro-oxazol-2-ylamine.

4. A compound of formula I according to claim 1, wherein R' is phenyl

substituted by halogen and R” is lower alkyl.

5. A compound of formula I according to claim 4, which compounds are
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ylam ne or (S)
-4-{[ethyl-(2-nmethyl-4-trifluoronethyl-phenyl) -am noj

WO pwBlgdsy? 4, 5- di hydr o- oxazol - 2-yl amine. 12. APCURPIOSICS1377

of formula | according to cl au&l wherein R1L is
pyridine-2- yl and R2 is Iovver al kyl. 13. A conpound

0 AL cthoAGHRUGh Mleth - oty 11)sinF HIRRURE-I-Framine
(Q-a i hohldr&-plety detbyloxa ol ~etiryl gt Shgihyd fotexahdle?-glapyng
gég ﬁgy 4)d1%hf1‘g1]on§1 n&q 15(%’1(2?)2‘{%%&9] é"f gﬁ@ J"Fl lcﬁhs)Jdb ox%zotl 2 dylamme
69) etk t(&lbwuelrghebyl) -hu&ltlm;g@mmnbnnﬁtyh}e%? d111)51.roAX@mlrﬁe)dmdme
g.{)—éf—?[r(% —p%%ﬁ)q —d{hyg—altn?noﬁ l—I% trﬁlyl}—d' 4 5—‘3@1}78 -547BRYN Pa?mne
(B)4-4<3, ﬂ{dklrddndoeplmngl-) rmhyl'haxrylnq)) hewriHy)}-fretdilyidr ek n] -2rgarhine
{%}4 ﬂ[(? di hXSﬂhen%B( e n&l ha([)r)l(lXQEHle&e t%})lf)fdr% r%X%Zo(jl 2- n}é%rﬁme
(P-4{ 53dblrdityldrphenﬂé}zﬁiyl 2minyd | anethel } - 4 5 dlhydro oxazol-2- ylamlne

§)4 ﬁr(é[cgf(l)ﬁo grq gfhglle etugl%o)f nqgltﬁﬂg 4)5R51nﬁ %/) oxazol[]?—%rfamme

3)44——{ [I(&I-@hbwr(SS—ZFﬂaIdTlowepﬁEBmyb amitd)ythethph} #ic]- ditgt vy b}azdl-B-ylamine
gSj;JE{[g{l—ﬁ or?—égiqorgrp%e%m eﬁ}({)yx >;1m1ﬁ%]nmle hyl} éh? dﬂ}ydro oxazol-2-
ylamiidey | } - 4, 5- di hydr o- oxazol -
(S)-4-{[ethyl-(2-fluoro-phenyl)-amino] —methyl}—4,5—dihydro—oxazol—Z—ylamine
(S)-4-{[(2-chloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{[(4-chloro-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{
(R)-4-{
(R)-4-{[(4-chloro-phenyl)-isopropyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

[
[(4-chloro-phenyl)-ethyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
[(4-fluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine

[
(S)-4-{[(2,4-difluoro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(2,4-difluoro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{[(3,4-dichloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{[(3,4-dichloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
(R)-4-{[(3,4-dichloro-phenyl)-isopropyl-amino|-methyl}-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[(3,5-dichloro-phenyl)-methyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine or
(S)-4-{[(3,5-dichloro-phenyl)-ethyl-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine.

6. A compound of formula I according to claim 1, wherein R is phenyl

substituted by halogen or CF;, and R* is hydrogen.

7. A compound of formula I according to claim 6, which compounds are
(S)-4-[(3-chloro-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-
(S)-4-
(S)-4-[(2,4-difluoro-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine.

[
[(2-chloro-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine
[(4-trifluoromethyl-phenylamino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
[

8. A compound of formula I according to claim 1, wherein R is phenyl

substituted by halogen and lower alkyl, and R” is hydrogen.



10

15

20

25

30

35

yl am ne
(R)-4-{[ (4-chl oro- 3- net hoxy- phenyl ) - met hyl - am no] - met h

wQ kGos@9Bsdi hydr o- oxazol - 2- yl am ne PCT/EP2008/051377

or(R)-4-{[ (4-chl oro- 3-net hoxy ﬁ‘?enyl) et hyl - am no] - net
hyl } -4, 5- di hydr o- oxazol -2- yla 16. A conpound of
formula | according to claiml1, wherein Rl is phenyl,
substituted sinultaneously by hal ogen and met hoxy or
by hal og&m andpcﬁizndi of flyemdy [ accdvdingtcdmpodirdhidf cdnoperuidas

E %g@lfﬂl( B84 18“8?“ F‘gﬂ%rpé/f%oxy %ﬂetlﬁﬁ)rgl)%ud]ﬂfdrgr&aéo@z idintne.

- met hyl } - 4, 5 di hydr o- oxazol -2- ylam ne (S)-4-{
[ benzyl - (f-f 031%{10% ARg Ry f%c% {dlrﬁ% to claim 1( §5helzfu{R is phenyl

- met hyl } - 4 I'0- 0Xazo

fubsniaydd lé}llCﬁal'drxdrlowphaékW oy Cﬁmlmms] and R* is lower alkyl.

- et hyl } - 4, 5- di hydr o- oxazol - 2-yl am ne. 18. A conpound

of formula | according to claim1l1l, wherein RL is

phenyl , Blub"stémpd)lﬁﬂ:l Wofmmbﬂ aaidﬂjrilngamdallﬁlli%WhM\EDmpounds are

@ky \%\Lﬁ:t ryg(é%] trtl e Co H%uﬁg @r g’ul’llkn%} Ime%ﬁygl? 4%' d1gy(5r% gxa%oln} -ylamine

S()e4 h[ylhet]mylt(Qltylﬂuamrml)yl—phehﬁy-la]nmo -methyl}-4,5-dihydro-oxazol-2-
5- dl hydro oxazol -2-ylam ne (S)-4-{

[’ ]{nﬁyﬁ (3 et hyl - phenyl ) - am no]

GS’)BI iy thlyt-42 -Daethhyidir dluoxameth yl 2pheinghytam@nof-n{e®jyl} -4,5-dihydro-oxazol-
5 ai_%et hyl - (4- et hyl - phenyl ) -am no]

ﬁ% f1- 4, 5- di hydr o- oxazol - 2-yl ami ne. 20. A conpound

of forrrul al according to claiml1, wherein Ris

napht hyl

12. A compound of formula I according to claim 1, wherein R' is pyridine-2-

yl and R* is lower alkyl.

13. A compound of formula [ according to claim12, which compound is

((S)-2-amino-4,5-dihydro-oxazol-4-ylmethyl)-(6-chloro-pyridin-2-yl)-amine.

14. A compound of formula I according to claim 1, wherein R is phenyl,

substituted simultaneously by halogen and methoxy.

15. A compound of formula I according to claim14, which compounds are
(S)-4-{[(4-chloro-3-methoxy-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-
ylamine
(S)-4-{[(4-chloro-3-methoxy-phenyl)-ethyl-amino |-methyl}-4,5-dihydro-oxazol-2-
ylamine
(S)-4-{[(4-fluoro-3-methoxy-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-
ylamine
(R)-4-{[(4-fluoro-3-methoxy-phenyl)-methyl-amino]|-methyl}-4,5-dihydro-oxazol-2-
ylamine

(R)-4-{[ethyl-(4-fluoro-3-methoxy-phenyl)-amino]|-methyl}-4,5-dihydro-oxazol-2-
ylamine
(R)-4-{[(4-chloro-3-methoxy-phenyl)-methyl-amino|-methyl}-4,5-dihydro-oxazol-2-

ylamine or
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and Ris lower alkyl. 21. A conpound of fornula I
according to claim 20, wherein the conpounds are (S)

WO 2008f098881 hyl - napht hal en- 2-yl - am no) -nmet hyl ] PCT/EP2008/051377

-4, 5-di hydr o- oxazol - 2-yl am ne ,(R) -4-
[ (et hyl - napht hal en- 2-yl - am no)~ - net hyl ]

[(iig—?hﬁf%jér:lgé t—ﬁ—ﬁ%ﬁéﬁ_— %pgm:e%l—%b&é@—]%eﬁlyl}—4,5—d1hydro—oxazol-2-
yldmaeadi hydr o- oxazol - 2-yl ami ne. 22. A conpound of
formul a C i ' ej ' heny
subst  uld Gy Pd o Eh BidordFRIa T ST s phensi
$1ﬂ15tit(1dt<§a:l dim?ha:rmodislm by helogéraamd @2thowh er by halogem andrifosiprigyl.
are (S)-4-
[ethyl-(3-fluoro-5-trifluoronethyl-phenyl)-am no]
- et hyl } 14 Asconhroyahid f 6ocandd F aesdimgriond(i®)l 6,-wihich compounds are
[63:fhuorg-4-4ri flLuor enet hyl - phenyl am -nethyl] Y
_(é)fg%_{gl?eﬁ%/ﬁr(g_%u)?é% gl m t?mi/q( g%erﬁ}y] %rrrl}/rto;)mgﬁgrl% 4r,ged1h¥rdJo oxazol-2
fletnlind - (3-fl uoro-5-trifl uoronethyl-phenyl) -amn noj
L}-4, 5-di hydr o- oxazol 7 2-yvlam.n 4. A ound

SOt l PR FE el 2R P Ton G ot G MR o
(S b hipenzyhiid cRdro-phémoesmaloyrhethP@h-4,5Adibgpdmpeonadole?-ylamine.
formula | according to claim24, wherein the conpound
i's

18. A compound of formula I according to claim 1, wherein R is phenyl,

substituted by lower alkyl and R” is lower alkyl.

19. A compound of formula I according to claim 18, wherein the compounds
are
(S)-4-[(ethyl-m-tolyl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(S)-4-{[ethyl-(3-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine or
(S)-4-{[ethyl-(4-ethyl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine.

20. A compound of formula I according to claim 1, wherein R is naphthyl

and R* is lower alkyl.

21. A compound of formula [ according to claim 20, wherein the compounds
are
(S)-4-[(methyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine
(R)-4-[(methyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine or
(R)-4-[(ethyl-naphthalen-2-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine.

22. A compound of formula I according to claim 1, wherein R' is phenyl

substituted by halogen and CFs.

23. A compound of formula [ according to claim 22, wherein the compounds
are
(S)-4-{[ethyl-(3-fluoro-5-trifluoromethyl-phenyl)-amino|-methyl}-4,5-dihydro-oxazol-

2-ylamine



(S) -4- [(ethyl-indan-5-yl-am no) -nethyl]
-4, 5-di hydr o- oxazol - 2-yl am ne. 26. A conpound of

WO 20081098851 according to claiml, wherein R is PGERDPI0)8/051377
substituted by heteroaryl. 27_.10’L’I\_conpound of formula I
according to claim 24, wherein the conpounds are (S)

(SH R gt R AR U PDRIN L cBIRY oz 2

fletimd or( 3- oxazol - 5-yl - phenyl ) - am no]

el iyl 45 5 di dr g : 106, 128,18 O oxazol.
et S B B S AT o et PLR B Bro-oxazol
pryboeiss conprises a) reacting a conpound of fornula I1
wi th cyanogen bronide to a conmpound of fornul awherein
the definitions are as described in claim1, or b

depr ot eci4. igcommomdaed fanofla f arcondiag foaraiR2l, pdhieregn Beiszydanyl, and

£. benzy ubstituted by al koxy to a conmpound of
golrsn%vlwga\ll/\lﬂz'r ein the definitions are as described in
claim1, or if desired, converting the conpounds

obt ai ned2§. R pho%rnqao?%’lrtrrllu Y i g coracﬁr(l:ge %tc"ilemne%l, wherein the compound
10 s

(S)-4-[(ethyl-indan-5-yl-amino)-methyl]-4,5-dihydro-oxazol-2-ylamine.

26. A compound of formula I according to claim 1, wherein R' is phenyl,
substituted by heteroaryl.
15

27. A compound of formula [ according to claim 24, wherein the compounds

are
(S)-4-{[methyl-(3-oxazol-5-yl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine
or

20 (S)-4-{[ethyl-(3-oxazol-5-yl-phenyl)-amino]-methyl}-4,5-dihydro-oxazol-2-ylamine.

28. A process for preparation of compounds of formula I, which process
comprises

a) reacting a compound of formula

OH

2
R\
|

N

2
25 R Il

with cyanogen bromide

to a compound of formula
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acid addition salts. 29. A conpound of fornula I
according to claim1l, whenever prepared by a process

W@2008/09886Ed i n claim28 or by an equi val ent neP¢DEP208)051377

A medi canent contai ni ng one or gpre conmpounds of
formula | and pharmaceutical | y "accept abl e exci pi ents.
31. A nedicanment as clainmed in glaim30 for the
treat ment of depression, anxi di sorders, bipolar
di sorder, attention deficit ractivity disorder,
stress-rel ated di sorders, psythotic disorders,

schi zophreni a, neurol ogi cgl-Ndl seases, Par ki nson's
di sease, neurodegenerative @fsorders, Al zheiner's
di sease, epil epsy, mgraine, substance abuse and
nmet abol i ¢ di sorders, eating disorders, diabetes,
dhelsat the delimpbicat kodsscribdesictapndy st i pi demi a,

di sorders of energy consunption and assimnlation,

di so f [ dy tenperature
hone%gggé?ggﬂggggpggﬁédg?ﬂg%gg% and circadi an rhyt hm

and cardi ovascul ar disorders. 32. A nedi canent
according to claim 31, contaidi .0ne or nore
conmpounds as cl ainmed in clai \%-27 for the treatnent
of depression, psychosis, P ng son's di sease, anxiety
and attention deficit hyper ivity disorder (ADHD)

33. The use of a conpoundRGFﬁfornula | according to
claim 1for the preparation df a nedi cament for the
treatment of depression, anxiety disorders, bipolar

ﬂjrﬁg%gﬁ;g'beﬁ'}% gf‘ﬁélﬁglrsglﬁﬁthﬁ{eh b%ﬁ%{k?gt ivity disorder,

stress-rel at di s ers, psyc

to a compound of formula

H -1
wherein the definitions are as described in claim 1, or

if desired, converting the compounds obtained into pharmaceutically acceptable

acid addition salts.

29. A compound of formula I according to claim 1, whenever prepared by a

process as claimed in claim 28 or by an equivalent method.

30. A medicament containing one or more compounds of formula I and

pharmaceutically acceptable excipients.

31. A medicament as claimed in claim 30 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,
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di sorders, schizophrenia, neurol ogical diseases,
Par ki nson' s di sease, neurodegenerative disorders,

W@L@heD8seT ' s di sease, epil epsy, mgraine, SubsPENER2008/051377

abuse and metabolic disorders,, gqti ng di sorders,
di abetes, diabetic conplicati ol , Obesity,

SU LB IEmtrad) B0 R EOTBHTEG . G0egth nd
tratfpectatnurtd oldp mpstrasichomisosdatisordérs of deqp anddtircadian

i r}cl:r%dgimacp arr(!l}x;/alwsgal Ia(%gor(dgr%pli ovascul ar di sorders. 34.
e |hvenct| on as ﬁerel n bef ore descri bed.

32. A medicament according to claim 31, containing one or more compounds
as claimed in claims 1-27 for the treatment of depression, psychosis, Parkinson’s disease,

anxiety and attention deficit hyperactivity disorder (ADHD).

33. The use of a compound of formula I according to claim 1 for the
preparation of a medicament 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.

34, The invention as herein before described.

X%



