Carboxylic acid derivatives having a 2,5, 7-substituted oxazol opyri m di ne
ring The present invention relates to carboxylic acid derivatives
conprising a 2,5,7- 5substituted oxazol opyrimdine ring, and to

physi ol ogically conpatible salts thereof. Structurally simlar conpounds

are -alre ribed in the prior art (see WD 2009/ 154775 which are
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conmpounds consists in causing a desensitization of the EDG 1 signal 10

pat hway by activating the EDG 1 receptor (so-called superagonism, which is
t hen equivalent to a functional antagonismof the EDG 1 signal pathway.
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which is obligatorily required for the nmechani smof action of the EDG 1
receptor nodul ators described in WO 2009/ 154775. 20 The object of the
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syndrome (DFS). 25Furthernore, it was desirable to achieve a reproducible
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and X are defined as indicated bel ow. The nmechani sm of action of the

conpousHPreesach&@sratasyitpfwhich thaser tedlp sppme loager copmatasipalint iodawitba of
S1P gradient between blood and lymph fluid. This means that the affected

15 lymphocytes can no longer leave the secondary lymphatic tissue (increased homing)
and the number of freely circulating lymphocytes in the plasma is greatly reduced.
This deficiency of lymphocytes in the plasma (lymphopenia) brings about
immunosuppression which is obligatorily required for the mechanism of action of the
EDG-1 receptor modulators described in WO 2009/154775.

20
The object of the present invention was to provide compounds which are suitable
specifically for wound healing and in particular for the treatment of wound healing
disorders in patients with diabetes. In addition, it was desirable to provide
compounds which are suitable for the treatment of diabetic foot syndrome (DFS).

25 Furthermore, it was desirable to achieve a reproducibie activation of the EDG-1
receptor signal pathway which thereby permits, in pharmacological terms, a
persistent activation of the EDG-1 signal pathway. '

The present invention relates to oxazolopyrimidine compounds of the formula |,
30



5 the EDG 1 signal pathway and is thus in dianmetral opposition to the
mechani sm of action described in WD 2009/ 154775. The invention furthernore
rel ates to processes for the preparation of conpounds of the fornula I,
their use, in particular as active ingredients in pharnaceuticals, and
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circulation disorders, especially in ;Ré area of the small vessels, which
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(i munogl obul i ns) agai nst bacteria i aléﬁ restricted in the event of high
bl ood sugar val ues. 20 Accordingly, wounds and infections in patients with
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GPCRs fromthe Edg receptor famly, nane) Edg-1 (= Si P1), Edg-3 (= S1
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descrijed AR rdd; : : pur] ses of SIP are
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enzynecdrapii$ipg dfiersphi ngosi ne ki nases (SPHK) and degraded by different 5
pggsphat ases or |yases. A subject of the present invention is an

oxazol opyri m di ne conpound of the formula in any of its stereoisomeric
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physi ol ogical |y acceptable salt thereof, or a physiologically accegt abl e
sol vatanoan ieraasedrate vé miedjon, @gpecially in the case of iong-term hyperglycemia,

caused for example by poor blood sugar regulation. The causes include circulation

disorders, especially in the area of the small vessels, which lead to impaired oxygen

15 and nutrient supply of the tissue. Moreover, the cell division and cell migration rate of
kerafinocytes, fibroblasts and dermal endothelial cells is reduced. Additionally, the
activity of various defense cells (granulocytes) with reduced phagocytosis (engulfing
and destruction of bacteria) is restricted. The function of the antibodies (immuno-
globulins) against bacteria is also restricted in the event of high blood sugar values.

20  Accordingly, wounds and infections in patients with diabetes have 1o be cared for in a
particular way.

The Edg-1 receptor is a member of the endothelial differentiation gene (Edg) receptor
family of currently eight identified class A GPCRs (G-protein coupled receptors). This

25  family can be divided into subfamilies of sphingosine-1-phosphate (S1P)-activated
receptors (five members) and receptors activated by lysophosphatidic acid (LPA;
three members). The endogenous ligand S1P is a pluripotent lysophospholipid acting
on different cell types by activating GPCRs from the Edg receptor family, namely



N-A wherein 15 Ais chosen fromNH, 0 and S; X is chosen from

(G -C6)-al kanediyl, (C2-C6)-al kenediyl, (C2-C6)-al kynediyi, (C3-07)-
cycl oal kanedi yl and (01-C6)-al kanedi yl -oxy, which all are optionally
substituted by 20one or nore identical or different substituents chosen

fromf| ydroxy, wherein thge oxygen atom of _t he

(C1- %‘f\@?baﬁ/@%@ﬁoxy group is bonded to the group RECT/EPZOM/Q®2(9§osen
from (G -C6)-al kyl, (C2-05)-al kenyl, (C2-05)-alkynyl,

(C3-C7)-cycl oal kyl 2501H2t- and Het-CtH2t-, whereint is chosen fromO, 1, 2
and 3;Edgiing 3@%} Galoedrt= SHESErEdY-6rFNE 1R Ja kiigs (=vBd Pdi) mndrigdge8 the ring
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Het-- C, nd v are chosen from1 and 2, or R3 is a residue of
a E55at sg&uaﬁ% s'Ja]lY%?easfed, 3-nmenbered to 10- nenber ed, nonocyclic or

blcycllc ring which conprises 0, 1, 2, 3 or 4 identical or different ring
het er oat ons chosen 10 from N, O and S wherein one or two of the ring

nitr og’é subieskeT Bnpreseptingenijar sqmomzsivrrinaidirelcampound of theudbsmitadent and

one or;, f, a Ale GRE r. t [ oups, and
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c%%not be {((ae Co)-alkyl if Ais S, 15 R4 is chosen from hydrogen,

cAAMPKe N (CB C7) - cycl oal kyl - CzH2z-, wherein z is chosen fromo0, 1
and 2; R21 is chosen from (C1-00-al kyl, (C3-C7)-cycloal kyl - Cwl- 12w
and oxy, wherein wis 20 chosen fromO0O, 1 and 2; R22 is chosen from
hal ogen, hydroxy, (Cl-C4)-alkyl-, (Cil- Q4) al kyl oxy, (G -C4)-al kyl S(0) m,
am no, nitro, cyano, hydroxycarbonylQ”(Cl- C4)-al kyl oxycar bonyl ,
am nocar bonyl| aij{“ arg nosul fonyl ; 25
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wherein
15
A is chosen from NH, O and S;

X is chosen from (C+-Cg)-alkanediyl, (C2-Cs)-alkenediyl, (C,-Ce)-alkynediyl, (C3-C7)-
cycloatkanediyl and (C+-Cs)-alkanediyl-oxy, which all are optionally substituted by

20 one or more identical or different substituents chosen from fluorine and hydroxy,
wherein the oxygen atom of the (C+-Cg)-alkanediyl-oxy group is bonded to the group
RZ;

R' is chosen from (C4-Cg)-alkyl, (C2-Ce)-alkenyl, (Co-Cs)-alkynyl, (Cs-Cr)-cycioalkyl-
25  CiHor and Het-CHy-, wherein t is chosen from 0, 1, 2 and 3:

R? is chosen from phenyiene and a divalent residue of an aromatic, 5-membered fo -

6-membered monocyclic heterocycle which comprises 1, 2 or 3 identical or different



R31 is chosen from hal ogen, (G -&)-al kyl, (03-C7)-cycloal kyl, hydroxy,
(01-cA4)- al kyl oxy, oxo, (G -C4)-alkyl-S(0)m, am no, (Cl-C4)-alkylam no,
di ((G-C4)-al kyl)am no, (G -C4)-al kyl carbonyl am no,

(G -CA)-al kyl sul fonyl am no, nitro, cyano, (Cl-C4)- alkyl carbonyl,

SO e o)Ly e nesul gyl and oLl (L ez oseaed

7- menber ed, nDnocycllc heterocycle whi ch conprises 1 or 2 identical or
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or ~di fferent substituents chosen fromfluorine and (G -C4)-al kyl ;

wherein all al kyl, al kanediyl, C1-12t, CH2, CH2, CFl12w, Czt-122, al kenyl,
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al kenyl and a ynyl gfoups can be |1 near anched.
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can be 1, 2, 4, 6, or 1, 2, 3 or 4, or 1, 2 or 3. Exanples of alkyl
aflé met hyl , ethyl propyl |nclud|ng n- propyl and |sopropyl 30buty|
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i ncl udinagen-flexY) 1 ahd32: di net hyl butyl and i sohexyl. Double bonds and tri pl e
bonds in al kenyl groups and al kynyl groups can be present in any
positions. In one enbodi nent of the |nvent|on aIkenyI groups contain one
doubl esd r Opt enbodl ment
of th?lﬁggn%ﬁbwwﬁ %‘g éﬂx‘ﬁggé %ﬂgérz%ﬁiﬂ 3%80%%\&%%@&& [Feast three
caoborchaisengrand, Mssridbided t o t he renai nder of the nol ecul e via a 5 carbon
atom which is not part of a double bond or triple bond. Exanples of alkenyl
and al kynyl are ethenyl, prop-1-enyl, prop-2-enyl (= ally!), but-2-enyl,
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25
R*" is chosen from halogen, (C1-Cy)-alkyl, (C3-Cr)-cycloalkyl, hydroxy, (C1-Ca)-
alkyloxy, oxo, {C+-Cg)-alkyl-S(O)n-, amino, (C4-Ca}-alkylamino, di((C1-Cy)-alkyhamino,
(C4-Cs)-alkylcarbonylamino, (C4-Cs)-alkylsulfonylamino, nitro, cyano, (C1-Cy)-
alkylcarbonyl, aminosulfonyl, (C+-Ca)-alkylaminosulfonyt and di({C+-Cy)-

30  alkyllaminosulfonyl;



10 conmpound is sufficiently stable and is suitable for the desired purpose
such as use as a drug substance. The prerequisite that a specific group and
a conmpound of the fornmula | are sufficiently stable and suitable for the
desired purpose such as use as a drug substance, applies in general wth

respe Lnitions of all ps in the conpo %% rmul a
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al kenyl and al kynyl groups apply correspondi ngly to dival ent al kyl groups
such as the groups al kanediyl, Cl1-12, CuH2,, CvH2,, OwM2w and C, 1-12, and
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?‘%ﬁgﬁﬁi "(&%&%ﬁ CH2- CH2-, -CH(CH3)-, -C(CH3)2-, -CH(CH3)-CH2-,
-CI 1 - 43) 2- CH2-, 25 -Ch12-C(CH3)2-, exanples of -di val ent

al kenyl groups are -CH:CH- CH2 CH=CH, -CH=CH CH2-, -CH2-CH=CH CH2-,

- CH2- CH2- Cy: Cé -, and exanples of dlvalent al kynyl groups
are - OGS chesen tem 0, 1 @E@chiﬂﬁfem ellusyherere.are indapeaderiyieach @}égr;cc- CH2-,
-CH2-CH2-CEC-. If a nunmber in a divalent group such as the nunber t in the
group OH2t, for exanple, is 0 (= zero), the 30 two groups which are

at t ac helderem theya::IoaII@irm’Iohtwﬂbajkmaﬂwlsg:obp@gndb;b@ﬁderﬁlye)f diatkother sennect ed
tg .one not r VI a SI The n ring carbon atons in a
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i nvent ﬁﬂﬂﬁ Rolelgl; I group,
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mbodi 30 h 5, 6
o W ein Bl AR Hz5 Cl e At /v b e AIKeBV b AKPTeEHY oo her
enbodi JRyHy I@nd-ﬁﬂkyﬁwe@ﬁ%ﬂlgkﬁﬁa@%déhﬂght{y bpegérvah@atanexﬁa@&éd@énﬂgfd?% . e.

cycloalkanedlyl groups, whi ch can be bonded to the adjacent ups via any
odé orothabsubsiguents barie entionslly Bxbsiitied kyf ong or Uwreylmgn@apbstauents

cycl opropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycl oheptyl. Exanples
of 10d|valent cycloalkyl groups are cyclopropane 1, 1-diyl,

cycl opstepenes bs@némsl suchy @oupanaibbtiretity| het@r}bcﬂm?q)ﬁ‘@n%@s Indmekyd or
cycl opent ane-1, 2- %clopentane 1, 3- di hexane-1, 1-di yI,

cycl orfékah@aiur%dicwexa akukarrers, g’ﬂ@pymkee“i/cm mbersdikwm u
cycl Oﬁ-&} I?”Iﬁﬁs?: Faf Heur EQ@&P?MEQ% %ééor%BSulg@ég@ﬁﬁoafﬁEﬂH%gi g;?ﬁgﬂem ly of

any other subs ituents, “¢yc oal groups™an oups are

o0 onaﬁdageﬁcfaﬂlystﬂdmtaubtlhm e ay obthe indieatddcmkaningdidnkiarenh each
(G-A)- stituents whjch can be | ocated in any positions, i.e
cycl oft38f] b%%ﬁga'éar?f RBUIRMI QN deother- dTanaxasiniathe @ SrapsiEt i t ut ed

by al k%ﬁéik?té'ﬁ%b %Eanfo%ﬁd@@?ﬁ%ﬂ)bﬁd#ﬁérént 2, 3or 4, or by 1or 2,

stituents or exanple by nethyl groups. Exanples of
aIkyI substituted cycl oal kyl groups and cycl oal kanedi yl groups are

h h I - -b h I d I I |,
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Exanpl es of cyclo groups, i'ch can represent g such as
(C3- cmtkwgr@@pﬁyamg@igroupsﬁ,cﬂlkmwrbcmdmombwwmdhmtthwﬁ amino

Y ey o bt orhen ) ARSUATR Y bandding B5 e BEtapeti gRfiNgoR, R Y Tt MY
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| ndependent|y_of one another and independently of any ot her 'substi tuents,

al kyl Trdoeps, Exproplesmf alfkgre gwashwﬁsethad lospRy! irpledipe n-arowsl amd iS@IH{@WI

glagup l; , L s and
T SRR, ot B Bl Ak, BRon ML s o P
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groups,.ca Qe upsg?stltuteg % fluorine substituents or

dimet y butyl and isohexyl. Double bonds and triple bonds in alkenyl groups and



substituted by fluorine substituents, for exanple by 1, 2, 3, 4, 5, 6,
8, 9, 10, 11, 12 or 13, or by 1, 2, 3, 4, 5 6, 7, 8 or 9, or by 1, 2
4, 5, 6 or 7, or by 1, 2, 3, 4 o0or 5 or by 1, 2 or 3, or by 1 or 2,
fluorine substituents. Exanples of fluorine-substituted groups of this type
are tny 2-fl uor oet hyl 2,2-trifluoroet

S5pent awpugggggﬁ§?ﬁ3 3,3-trifl uoropr?pyl 2,2,3,3, 3- E%?/%I?%OJ%O?%ZQ%

4, 4 4-trifluorobutyl, heptafluor0|sopropyl -CFIF- -CF2- - CF2- CH2-
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4, 4-didik socftﬁ?té{' r?eéadblébé éa'h%&m& !
2,2-dif I%@?ocgcl opr op IQnoe- 101, n W’yl@es of %I?T%M&nf té' %)eutagn?n whi ch

the al IRyanergmeegimeant of the irwenécmbﬂn a!&@@sd grewe ot alkyhylagronpichatajns at

2,2, 2- h tafl hox 3 trifl I
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substituents are optionally present on cycl oal kyl groups
cycl oaﬁﬂ@bﬁi@wxhar@ L 1BPR- ARy ceiepoireay! (Gfalyhe beb2ranyh %metm/tmopzz 3, 4,
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G oupsyriyi, Keut13agny| hexpapiyhyt hé=5nmghihalsanyéd aﬂ@dgf RpisduRengfgraupsat i c
het er ocr{?gl es 20 whi ch are optional]y substituted one or nore
subst i 3RV &W%C@mQ@@Pﬁfm%ﬁm@nysmtﬂqrmtpé@w'd%thaéi%fﬂs‘@ewvg 2, 3,

4 O"@r .500 odM it sf&.@f cnéé?tﬁfsté e2And’i% sjtntmﬁile‘gfﬁr fhe & S;F?%(ﬁo%%rﬁgag sulh 8Dk 2

enti c or dif stl uents can in-any posﬁh ons.
| n onea drdgpslitretamceo T htarmferequmte that &lseetilit groupiahdra edmpodndofiiest i t uent s
in a conpound of hef reater than two. Aromatic nitrogen
heterJ@H’B '@g tﬁ/r'?r{u‘:\!@ %ﬁ;rﬁﬂ{g% %gt%%?@ﬁ%awmpsg TEBASYEsE 88 8m on a
ring nidy %%Qta%er% A ol e,
i ndol e ro? benzoi m d%@ic?%'el rqé%%%?pg%gggﬁt@”%?ﬁﬁ@ﬂ%ngﬁ%ﬁtg??ueddﬂnﬂﬁtéhe
car borccanporndsmf/tbe famwgadh ring nitrogen atons. In one enbodi nent of the
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30  heterocycles carry a hydrogen atom or a (C4-Cy)-alkyl substituent. When it is stated
with respect to ring nitrogen atoms in aromatic heterocycles and any other

heterocycles that they can carry a hydrogen atom or a substituent, such ring nitrogen
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membered monocyclic rings or 8-membered, 9-membered or 10-membered bicyclic
rings, in another embodiment 5-membered or 6-membered monocyclic rings or 9-
membered or 10-membered bicyclic rings, in another embodiment 5-membered or 6-

30 membered monocyclic rings, wherein the 8-membered, 9-membered or 10-

membered bicyclic rings are composed of two fused 5-membered rings, a 5-

membered ring and a 6-membered ring which are fused to one another, and two



30 as well as m xtures of these fornms in all ratios. In one enbodi nent of
the invention, a conpound which can occur in two or nore stereoisoneric
fornms is a pure, or substantially pure, individual stereoisoner. The
preparation of individual stereoisoners can be carried out, for exanple,
by sepgppoP08EoRy M xture of isomergqby customary mﬁb?ﬂéméﬂm@éé@@' e by
chromat ography or crystallization, by the use of stereochemcally uniform
starting materials in the synthesis, or by stereosel ective synthesis.
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starting material or an internediate during the synthesis. The present
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addition salts wi.th inorganic and organic ac anpl’es of suitable acids
ar e hyodepgndersiyiaf dhe sembey of toe hetaroatates ipanstphoheterayicic gsalip lisile aci d,

ha fonic agid, oxal.c ig, acetic acid, .trifluoroagetic id,
TaPtar & Achdh gt fitienll, s 08 afofr Smacdipdt! BEmi et
mal ei cerabb@imetit t1r Whedsindhe ARG heltdrokidifas dankrowBntiai bRaimesson skilled in
the art. If a conmpound of the fornmula | sinultaneously contains an acidic

gr 03 3 Hetgreryshis prousoupichrire wetiapalbcsutstitutng, cm;mqi@pendamﬂwoﬁ arey athes, in
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by custiffareny soBsthadstsyorexaaipte kpawe, Bo4tdhe, pebgan 2skidrlaedr by 1t Iecagt, for
exanpl etg/y contacting the compound of the formula | wth an organic or

i #8r giRY her d- 6F bydssibstitugnio Whieh ape Ingiicaieein therdafipitian ofihexchange or
catio ! o] g j ' ug all salts of
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for use i.n pharmceuticals hut 5 jch can be used, for exanple, as
|t er TOETLA T BT ARG S POBO TR O SR BT e RV B! Grou
physi o pgtithnty c&¢ BERGARES i Hd S-position and/or 4-position and/or 5-position

25 and/or 6-position, and in a pyridin-4-yi group substituents can be located in the 2-

position and/or 3-position and/or 5-position and/or 6-position.

Examples of parent heterocycles, from which heterocyclic groups including aromatic
heterocyclic groups, saturated heterocyclic groups and non-aromatic unsaturated

30 heterocyclic groups can be derived, are azete, oxete, pyrrole, furan, thiophene,
imidazole, pyrazole, [1,3]dioxole, oxazole (= [1,3]oxazole), isoxazole (= [1,2]oxazole),

thiazole (= [1,3]thiazole), isothiazole (= [1,2]thiazole), [1,2,3]triazole, [1,2,4]triazole,



The present invention includes all solvates of conpounds of the fornmula I,
for exanple hydrates or adducts with al cohols such as (G -™4)-al kanol s,
active 10 netabolites of the conmpounds of the fornula I, and al so prodrugs
and derivatives of the conpounds of the formula I which in vitro do not

necessaA by1eB8B6OTE phar macol ogi cal agtivity but whi chciEpby /856208
converted into pharmacol ogically active conpounds, for exanple esters or

am des of carboxylic acid groups. 15 In one enbodi ment of the invention, A
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alkane , al kenedi d al ky % groups occurring in the group X can
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the al kanediyl -oxy group via any 25 positions. The adjacent groups can be
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In the case of a cycl group representing n one enbodi ment
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in anot her enmbodinment in 1,4-position wth 5 respect to each ot I n one
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(C3-C7)-cycl oaI kanedi yl , and i n anot her enbodi ment X is

(G -C6)-al kanedi yl -oxY, which all are optionally substituted as indicated.
I n one?.mrbpkésrtﬂmesmuesof ammatid heteextyglegr adictocamocéurgn itine Yompoands of
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group, in another enbodi nent a cycl ohexanediyl group. Exanples 25 of groups
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whi ch exenpl i fy the




group (C2-C6)-al kenediyl, -CEC (ethynediyl) and -CH2-CEC- and - CEC- CH2-
(prop-1- yne-1,3-diyl and prop-2-yne-1,3-diyl) which exenplify the group
(C2-C6) - al kynediyl, cycl opropane-1, 1-diyl, cycl opropane-1, 2-diyl and
cycl ohexane-1, 4-di yl whi ch exenplify the group

(C3- CWecamhmaﬂa'rredu yl, (methyl ene- oiy), - CH2- CH2- 0- PCT/EP2011/050298
5( et hane- 1, 2-di yl -oxy), -CH(CH3)-0- (ethane-1, 1- d| yl -oxy), -C(CH3) 2-0-

(1-net hyl - ethane-1, 1-di yl - oxy), -CH2-CH2- CH2-0- propane 1, 3-diyl -oxy) and
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fluorine and hydroxy. 1n one enbodi nent roxy substituents
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in anmﬂ@wdwh@yﬁet&trahydﬂm&iﬁeﬂylpxsn&amllda’iyf Qsothﬁkolie}myp@lxamwnﬁylom 1 or 2,
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e”bOd'd'TWHrOIBétH@zcﬂ@df@zdlhﬂj&:“o'lé?ﬁﬁtﬁiblypE%»dlﬁ%%f%ﬂhaézdlﬁ zhosen fromO0 and 1,

i n anot her enbodi nent (C3-C7)-cycloalkyl -CH2-, “in ‘anot her enbodi nent
Rl i s ditogirogyrazgiyl, éaﬂ-rémydrmwr‘amwhérs émdmnyeazo!m2;3sdlhlen:!moe<amlyl Wierein t
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gresentl ng RL is (C2- OSKwaI kyl, in another enmbodi ment (C2-05)-alkyl, in
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group Yy 5al kenyl
ana (S Eurot Aaihty D RE R SRR Bb RSy Cls Mforionttind 3. iy
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pr esent not her epbodi e
D5 oSN Gyl 2 PrabiREG: TS ENOTE S AR PRSI A 21 Aot her
enbodi . t GrRoup epresenting RL is a
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30 azabicyclo[2.2.11-heptyl including 2-oxa-5-azabicyclo[2.2. 1] hept-5-yl, which all are
bonded via a suitable ring carbon atom or ring nitrogen atom and are optionally

substituted as indicated in the definition of the respective group.



20 nenbered to 5-nenbered, in another enbodi ment a 4-nenbered, saturated
nonocycl i c heterocycle bonded via a ring carbon atom which conprises 1 or
2 identical or different ring heteroatons, in another enbodinent 1 ring

het eroat om which are chosen fromN, 0 and S, in another enbodinment from?O
and Swangoioaserher enbodi nent are4f atons. | n one pghyackhientps@gy oup
Het representing RL 25 is an oxetanyl group, for exanple an oxetan-3-yi
group. In one enbodi ment, the nunber of substituents which are optionally
present on a group Het representing RL is one, two or three, in another
enbodi mrent one or two, in another enbodi ment one, and in another enbodi nent

such aHgbguep idliorire, ehRuipe! bidihied.orlindiapelnasmodinteaimendt df@e Fhlnaibky|
substituent occurring on a representl%ﬁ@Rl is a nethyl group. 30
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1, 2 or rin gen atons, I'n anot er e |nen 'ng rogen

at éns, chMﬂw&nother enbodinent 1 ring nitrogen atom wherein one of the ring
nitrogen atons can carry a 5substituent R21 which is oxy, i.e. wherein one
of the ring nitrogen atonms can be oxidized to the N-oxide, and wherein the

phenyl I

opt 1 orar ey LR Frofipdg BRI oo altin Al Rifacss AL ARYS BdE one o
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101 dbrReHuIGH by cRBet €k @ HpUbhRarded R BBnlam, h HEOMASa BHOOMT mont R2 i s

Py di @@@wlgrow%\mhﬁyhgnrdxaggraué caaRbt @éd?i?‘a%aé‘s@@étﬁé(erﬁ cpubehidaient R21
which is oxy, i.e.  wherein the ring nitrogen atomcan be oxidized to the

N- oxi cR¥pmaiNcEwAmMadtic mﬂrmsw‘r aglima gihehyli groopt fov exbmpla Wben uireglsalfurone or

by i dentj cal i hst
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het er aayfl atoMiTH it e, arg/ o Frougesdt it ¢ahn O (O?'gf‘(falﬂf @héulfdxide

het er oat ons_chosen from N, 0 an wherein one of the rihg nitrogen atons
can cdPypPa w@ﬁ%g@vpaﬁfdmameaogamqr@émom@ anOW@eep f=shfode val ent

R capBena eRIEE A oyBFIr e Sup PR Lt nent s Ra2. Tn one

enbodi nent, a dival ent resi due of an 20aromatic heterocyclic group
representing R2 is chosen from furandiyl, thiophenediyl, oxazol ediyl,

t hi aon'lﬁjPEﬁseﬂbWPBT'%m%desp%%é&qlmﬂw fOFmﬁqufrﬁﬁam@mqun a5d the
pyrazigq u b addtH r\hmw g%a&a%@hw jrgh%@ragﬁned'y'

t hi azol edi pyri |ne|3’/-“a pyr a2|ne rom |ne
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diastereomers, in all ratios. Thus, compounds according to the invention which can
25 exist as enantiomers can be present in enantiomerically pure form, both as
levorotatory and as dextrorotatory antipodes, and in the form of mixtures of the two
enantiomers in all ratios inciuding racemates. In the case of a E/Z isomerism, or
cis/trans isomerism, for example on doubie bonds or rings such as cycloalkyl rings,
the invention includes both the E form and Z form, or the cis form and the trans form,
30  as well as mixiures of these forms in all ratios. In one embodiment of the invention, a
compound which can occur in two or more sterecisomeric forms is a pure, or

substantially pure, individual stereoisomer. The preparation of individual



30 aromatic heterocycle which group or residue represents R2 are bonded to
the oxazolopyrimdine ring and to the group X, can be in any positions. A
phenyl ene group representing R2 can be 1, 2-phenylene, i.e. the
oxazolopyrimdine ring and the group X can be bonded in 1, 2-position, or

ort ho W@QMp/oge,wﬁh respect to eachqgnother, it can pggkﬁzq{@@gb% Le,

t he oxazolopyrimdine ring and the group X can be bonde position,
or neta position, with respect to each another, and it can be
1, 4- ph | ene, i
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and pyridine-2,6-diyl, in another enbodi ment from phenyl ene,
pyridi ne-2, 4-diyl, pyridine 2,5-diyl, pyridine-3,5-diyl and
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respect to n one e od| nment, the nunber o i'ch can

opti ormlﬂ-fy)rmmgogzes&eaithennverrl@n@s@mh&:ﬁ&s@elrmoﬁ%,spnad|hg pﬁlysﬁ)iogqc@ity@r in

anoth % odi ment n_anot her enbadi meF&f_‘ , 2 or 3, in 20
B c

anot h PX‘Q Wﬁpcﬁpgﬁlezsaifsn’ﬁn'&?‘?}é‘?)“%ﬁﬁ ipArtcylar arbon atons in R2
whi ch (osrRRlceGAtAlY R cephbid Bé'l%‘tTrB%%heCé’érﬁ?ﬁo%dyﬂﬁgg?[rgfx%ﬂwﬁuﬁhO”e

enbodi nent of the’invention, R3 is chosen from
( C2- CaprdikevacidindrodR.-steh-a- a%mgroxycarmmgt@@updmbmngmm Fs

i n, anot,her and i n anot her
o Sty EHH breRRTSS STt e 8 Elisdt Sheaiiode o onn
i f A Tigvéntidn) agngtdiehe@ears, "Bk IiNedrth ARSI P Bs ammonjum salts, for
(C3-C7)-cycl oal kyl -Cl -12u- and Het - C,F12,-, in another enmbodinent R3 is

( C3- cBxamRieoblloks Bresifip gxamplas oerL@hcﬁaHérare@bdmmreatts RRtassitetsalisHov -

wher ei i ch ot her are chosen
from lﬁéﬁg%ﬁlﬁh%%%ﬁemg%%@%%ﬁ%/ma%?g'%e%qﬁﬂ% é}%odl ment uis 2. In
one erntbhda@immohsinlsalty) careldhaddigob editswith a\mm&n% ofl dvgaRR: |APRE ment, the
group (C3-C7)-cycl oaI Kyl - CuH2ur epresenting R3 is chosen from

cy8l oUSHYAS. (9 QErop ec@@h/@é@mw etbgreAmiRg. &Ef@maﬂ@éammaor ANHRLRAEAS t he group
oo REPLEREIEL AT S URILRNN 16 Sl ol QlEbe 0,
cycl opmotoriat€d stich aslan amaaoegrbopilomntltro@&] hetar@qa:daaﬂ o‘arohie present on
(G- CQuc% gcrloagjs rgd_ c%J %e use aclelgrdmg to the anvenhon in the form of their addition
salts with inorganic and organic acids. Examples of suitable acids are hydrogen
25  chloride, hydrogen bromide, phosphoric acid, sulfuric acid, methanesulfonic acid,
oxalic acid, acetic acid, trifluoroacetic acid, tartaric acid, lactic acid, benzoic acid,
matonic acid, fumaric acid, maleic acid, citric acid, and other acids known to the
person skilled in the art. If a compound of the formula | simultaneously contains an
acidic group and a basic group in the molecule, the invention also inciudes, in
30  addition to the salt forms mentioned, inner salts (= betaines, zwitterions). The salts of
the compounds of the formula | can be obtained by customary methods which are

known to the person skilled in the art, for example by contacting the compound of the



R3 is a residue of a saturated or unsaturated, 3-nenbered to 10-nenbered, .
nmonocyclic or bicyclic ring which conprises 0, 1, 2, 3 or 4 identical or
different ring heteroatons chosen fromN, 0 and S, wherein one or two of
the ring nitrogen atons can carry a hydrogen atomor a (01-C4-al kyl

subst iwgenh1fndeope or two of the rinpg 10 sul fur atongc PQ@%%@SBQ@SOr t wo
0x0 groups, and wherein the residue of a ring is optionally substituted on
one or nore ring carbon atons by identical or different substituents R31,
and i anofqen enbodi nent R3 is a r%iidge of a s tU{at @ﬁ;r unsat ur at ed,

3- ment 8P BHa Vilh SRTGRNIE T MHEAARG ATECLPAHT KR FPVERT Agdihint P chBRIPBes 0,
1, 2, &&bnée'cﬁ%@!ibﬁ@kc@én%@ frb@r ath el 88t THEhoahRIFPalgH 958ddd SiMshls O and
15 S, wherern one or two of the ring nitrogen atons can carry a hydrogen
at om oof the compoompsif kye fosawda | whisht owfing nievophysiwiogitat ¢rempatijlityudff ur

at ons .one .or o) f n. rein the residu f aringis
opt 1 ortiP bt € BiSe ie P isBRy BREE Frcrr e S Pele &t o

di 5f enghichsapsid tsedtisr 8&mpleNad NftefBORISERF chbifcd weiionelorfbNthe

het eroatons in the ring‘rePresenting R3is 0, 1, 2 or 3, in another 20
enbodi Rreraration; of mhysiplegically ageeptpiidsaltenbodi ment it is 0 or 1, in another
enbodinment it is 0, in another enbodinent it is 1, 2, 3 or 4, in another
enbodiment it is 1, 2 or 3, in another enbodinment it is 1 or 2, in another
enbodi Ties pradent nvkbntidh énoleddtalbsalfatekefrdonpoueigees end farehndR81.gan thus be
carboc%clic or heterocyclic. |In one enbodi nent, the ring heteroatons in R3

are c Plerhyidraies s agducts wibakehols i #fetit-Eratkanelpacdyes in anot her
e di ; . j j \ el i ng

i og g Aol b dng tnibounds S ME RIS ArFako Wy B 3Bl Plent s
occur sthercosagauraisesf tbe farandla dhychuimsdtro dat rexdt reebesariy ekiibitor i n 5- menber ed
aronatic rin i.n heterocycl es such as pyrrole or benzoi m dazol e, for

e xanpl RIATGIAHRIIC A RS0 T SaATEIcoRvBepd B PPRPPCAGRERIY BEHYE as
OCCUr Spd h i A pyridine, for
exarrpl%qﬂ?ﬁuﬁggf%*ﬁﬁgg%yﬂ%ﬁrﬁggfggrggg}r%ggg%tg?ﬁgjr%%v\hi ch conprises one
or nore ring sulfur atons, in one enbodi nent one of the ring sulfur atons

i s non-oxidized .or carries one or,twy 0X0 gro , al | her ring sul fur
e B REG e ad e T BPleR da s Sroeh RSB e G Puangbfte 11 ng

r epr es@bbiiindt, 38 chesQPREIRINHAANS, BY Aiihér ¥mBodiert saRehi RSm&Rr bon
atomor ring nitrogen atom In one enbodinment it is bonded via a ring

car bor2rd Smin anetapoemdedengdd) irelNH, in anethpoambedimantaA is Qgircandiber at om or
if Al Y .f&ng nitrogen atom and in 5 another enbodinent it is
bondedé{\r/‘ygd]éﬁ%'ﬁr@'sn%rogen atom The residue of a nonocyclic or bicyclic
ring representing R3 can be unsaturated and in this case contain 1, 2, 3, 4
or. 5, or 1, 2, 3 or 4, or 1, 2 or 3, or 1 or 2, or 1, double bonds wthin

t 179 r i Hge alanediyl iakegridangmikngsiivligiguphacairsradn theogronenk apametic, or it
can be; r L HS i - i (o) | 1 fhin the
g, Ir o Bl as areal ndaBl (P ResoRRL® LGB Eap iRt Ad ¢

sat ur athede grogpoarivet] as cyciuatitdrendiyd grodpsrmntresénting 6 abtbat ieshdeahtd the

anot her ,enbodi ment it is aromat] one enpodi men t he residue of the
et AIEBSThrRURB s & S ORI SN ATORBS BSOS it BN FASRDT pr | ses
ring irg;rbwoeﬁwécﬁm ,t&n\e%@g%ﬂraﬁan-aomera%mdﬂh-%&k@;r?% ( akgp) - al kyl

subst Ue_l’_lt , one SL!C rrng ni t rogen atom or two 'suc nit rrogen 15 atons
cad bepgidsrenil hed adjseentagrbogs oambe tidreledunitee sameomrbonatorawysti t uent s R31

anot her MBS APRGHT Semein 196 oy X5 T RS aordtEreBhBaFheRorEardon 3PS 4 1 1
2%2 giezﬂe a;{rbnlz_dh@@em, alker@d aRd dlyrRaR BREUSTBRAINRGIn theQrodp X WhRROL her
directly connects the group R“O—C(O) to the group R? or, in the case of the group
alkanediyl-oxy, to the oxygen atom of the alkanediyl-oxy group, consists of 1, 2, 3 or
30 4 carbon atoms, in another embodiment of 1, 2 or 3 carbon afoms, in another
embodiment of 1 or 2 carbon atoms, in another embodiment of 1 carbon atom. in the

case of a cycloalkanediyl group representing X, in one embodiment the groups



20 The ring which can represent R3 can be 3-nenbered, 4-nenbered,
5-nenbered, 6- nenbered, 7-nenbered, 8-nenbered, 9-nenbered or 10-menbered.
I n one enbodinent, R3 is 4-nenbered to 10-nenbered, in another enbodi ment
4- nmenbered to 9-nmenbered, in another enbodi ment 4-nenbered to 8-nenbered,

i n anopfeepofvbgdhPent 4-nenbered to r?TJZ)rn::rrber ed, in anpél?@épﬁgpﬁgﬁgg@ 5- 25
ered,

menbered to 7-nenbered, in anot her enbodi ment 5-nenber ed in
anot her enbodi nent 6-nenbered, in another enbodi nent 8-nenbered to 10-

nb t nbo 9- nenb dto 10- |
enbod R By B R Bt %W%%%@dﬁ%ﬁ’ﬁ@t%@smgﬁ A6t M bARINETE A3 i ng
het er QRis@tih of N 4%&:[%?13@@!1 "BsHect BPehéh Bﬂ@clh%ﬂdihe:‘ dmBHGHeH e Andi nent

bicyclic. 30 In one embodi ment, a bicyclic group representing RS is at
| east prstiaroer &a-positaywih mespsct theach sthiueinainagher ergbodipresd énflizhg 53 can

umsat AR B b PR o B R oetBne Pt BPihln 2 g BBt St o due o o
saur akegedtab esareythet g badRMBYHIRRNAIX :sms@ﬂtfr&ﬁ@tk-msﬁah@hbaw qe,on ring
carbon_atons and rin mtrogen atoms as specified wth respect 'to R3. As

far asCapkenadiyie(Caly)-esgralkengdin angi (terCatkanadivioxyespamthen such groups

SR8 ¥ SEBOSRRAR TNy han ol (e RERREbRaB) afl O PR R RefSE kR chr-can
be boridegiother emnbodinfemt @@frbwk -8 odtk ame nglr €CoRLj-opadalkassdigitdddiedcas

specified with respect to . in one _enbodi nent, optional substituents R31

on a &EINRLINEH 'rg?'a%6”?@&#@@%(‘?%6%6&15@‘@@@%ﬁnﬁr(@qu)%?aﬂfﬁéilsdﬂd
o, i hoeR o ARRARTBAHIRE Y ShaRIRI LAY XL B0 H1ouP 2

bond w e rirng which can | es of
cycl oadikemdiyiare (@@,eﬂigﬂwmwhgdneﬂMImdmm@he:rwrhb@amenlfrem/d(h Cyxl opent - 2- enyl

vcl otk [Cahu- e EHHaTS RiyPr G R ShdpPematereMbadizgent
cycl olpgrhy( éqwlaikaqmm%ﬁet(c%ﬁpﬁiken%w %%bﬂ?er bodiRfnE Xak PACRE 06&4 enyl .

Exanpl es of residues of rings, fromwh IS c osen I'n one'é i ment of

t he i rallsangdyl, waaxmotbgzcembpdpwm A B Gy ealke nediyicinoaresthgnt embydﬂnm@lwoy l,
P e B S A AL R 09

t et r ahyidiERtENip8 oAl suﬁsﬂi‘hﬁt@b)é%ﬁﬁ@%éﬁa@ﬁ/|ln bHé'éﬁ%d&&nbﬁié?@Y@s‘;&pyr an-4-yl,
azetidinyl including azetidin-1 éﬁ pyrrolidinyl, piperidinyl

i m dazalkargdiyligrogp peeaingyin X isor o@uWkan%VL@’Dug incasttiodd embogiiment

i opreResCslancathAiun eetiihalentbalichid o fChRRkEmidrols; HouTe)
i ncl UcbmloﬁimmoﬂheZ%lCS)Wer@drwbndfl@z*@’é)W}méHWPFm%sWepr@érdi;ﬁng §ré’| and

pyridi pyri dazin i ncl dlng pyri dazin-3 wherein in all of them

i #9of a{pz@%@&mn%ﬁ@ Loralledi Sroeps: .rmgnﬁmer egdwdiment(Geabskarry a
Do A R (L OTATH) s SR B TRELETE, oBLLomnLl Y
subst |ayamaﬂ$r|%3ﬂyl cEoab msmeeemmgnxm h (GE~Gabreycioalkaﬁé@1yl goupPM asalbee, a ring
i;lnf ggﬁrﬁ 8crirllmce%rt] ab(%s-(gﬂ -CYC o%ll?aenediyl gro'upc ?r? alrjigth%rr%?nebrgdngén? a sulfur atom or
cyclopropanediyl group, in another embodiment a cyclohexanediyl group. Examples
25  of groups X from which the respective group representing X can be chosen in the
afore-mentioned embodiments, or from which X can be chosen in anocther
embodiment of the invention, are methylene, ~-CH(CHa)- (ethane-1,1-diyl), -CH>-CHy-
{(ethane-1,2-diyl, 1,2-ethylene), -C(CHj3),- (1-methyl-ethane-1,1-diyl), -CH,-CH2-CHo-
(propane-1,3-diyl, 1,3-propylene), -CH,-CH(CHj;)- and -CH(CH3)-CH,- (propane-1,2-
30 diyl, 1,2-propylene), which exempiify the group (C:-Cg¢)-alkanediyl, -CH=CH- (ethene-
1,2-diyl), -CH=CH-CH;- and -CHy-CH=CH- (prop-1-ene-1,3-diyl and prop-2-ene-1,3-
diyl) and -CH=C(CH3)- and -C(CH3)=CH- (prop-1-ene-1,2-diyl) which exemplify the



one or two oxo groups, i.e. can be present in the formof a sul foxide or
sul fone. I n one enbodinent, R3 is chosen from phenyl and a residue of a
saturated or 30 unsaturated 3-nenbered to 7-nenbered, nonocyclic ring, in
anot her enbodi nent from phenyl and a residue of a saturated or unsaturated

5- rrenw@ggggggaomanber ed, rmnocycl iggring, in anot hepC?w{@B%O%%ered

phenyl, pyridinyl and a residue of a saturated 3-nenbéere
nonocyclic ring, in another enbodi ment from phenyl, pyridinyl and a resi due

2%35@@%%3?—8%?—3&%%5 - auTRaThat BB Fhci L e
menhgfeed 3- dTPIW@JdpPZIg‘n@QH 31@@@@!&&&&5@99'%@@&0%% CdrS RIEMEAnd a

re5|due of a saturated nber'ed to 7-nenbered, “no I'c ring,” Wherein
i n_al Icycinpsepantyd di-tiyhtayclopeopaneot wedivieand tmg:!@lma!m‘les‘eé dlylcwha@hl dentical or

differ 0 from 0~and wher ei n wo of
t he rl‘%gmrﬁ f¥ gbehﬁltoz'to (?9 v C%@%ﬁ‘%ngd%dg%&eq QT'S% vi§ines ’Ey(}) ]
sulsst i (etredte- ARCiRSXYO! -CMEIR)-O-h@thdrg 1 audnwbx@t @(@Wﬁp@%ﬁfrﬂetﬂgﬁ Or two
0X0 groups, and wherein t phenyl, 10pyridin and reésidue of ring are

opt i orfhegedubeivi-owykdCh- Q.)’F\E%h W@@Wﬁﬂé’adﬁbﬁ%ﬁ%—@ﬁw%&%&l or

oyt ai 50 1B R A o RREREND B ol R kSTt s

opt i onakhicl gsmlhxw ammmy@ubswutemawmddﬁﬂécﬂ o = Tz o] Tt dhé eRRIimeHbxXtist uent S
R31. 1 In gne e nment. of the inventian, the number z is chosen fromoO

and 1,CN9§eARB¥ R od@H@ﬁ%Ha @“i“@"ﬁCHsﬁrQ.rrﬁﬂ%&(Cé’h%@r ne@notheris 1. In one
d
& '%mﬂé?ﬁf‘%"&?*ﬁ“‘*aﬁ%? B o PO S T CHERGR S B BBy
ﬁt gyl frmnp@pzyh@ andl;@ﬂ—%{[)l—:@m ;anqbrr?ﬁytbtheg en’mwnb ghemt)temmm j:e)ﬁtadgf@pm
rogen t and e ., _in.apothe enbodj men S ro
a%ot hg'?’ EFH% Fifﬁs‘?\rte @ﬁtqr@){l éf’bgﬁ)‘eéjlﬁ{”d'qaﬁe%rﬁﬂ%’@rw@%@ﬁ ﬁé&‘gerRﬂ%f@ ii‘"met hyl ,
and i RIS the EhRad Pzénﬁnd?ﬂa éﬁbsamént ﬂh'é r?@b hich are
(C3-C7)-cycl oal kyl group present in -cyc oaI ky I n"anot her

enbodiapsionally DT@e@ym ¥prsohyd, 3 @54, lim aonﬁneemlminbdment 6f 2 bha, inarestheon, t he

r.om Q,.and n t |nen i.t is.0, in another
ﬁdl%\,\h{)& 3 "ﬁ aﬂﬂweér%?]ﬂﬂdr'r@ﬁ pt T, a'ﬁ‘{:@ e"c?'@ geimst the SlipUBr esent
in RZJxi§ncﬁt<‘s’irb@ﬁbm@d/@W@Ibguﬂuentsrbm@hhﬁrmmaﬂﬂé%Bt &é’ Xy pneycl oal kyl, in
anot her enbodi nent cycl opropyl. In one enbodi nent, I's chosen from

(G- czgmawmer&rtaemwnberrpfm&fwsmwmm X not gre@ter-taad 2airkyl , in

anot h i ) n_another enbodinment it is

met hy ?Jno:f % n ano nérnoéggeaggn%\%ﬁ { ?ﬁ%ﬁe bo@mgandr{éo @r%%g‘a}?e?l‘?eof t he

i nventhya!moxy Sebstitlnitiis vesdent BA2nwhdieitud @aﬂﬁinl &A1 InyX. Hh%?@ém@@dfn%tgr oup
are chosen from hal ogen, hydroxy, (Cl-C4)-alkyl-, (G -C4)-alkyl oxy-,

g élﬂ CAYIEPXRY SUbSyeRts aéWﬁbP*’%iem on &ﬁdv%y%tﬁms whichrese thart @‘rao@@utnte% L rom
51 om oA God o b Bk In oA eHbAIRAL 1Bl s BROH RS BB O or ™

errbodwrc&@esﬁmd;mnfthemarben atdrh év theegrobpd Ce-Qs)-alkane@i)-oxl Hich Rsbnded
chl orine and

(G - i n_another e di rent fromfluorine,
(G - 83;” f R Yger}/a iR W%&mgﬁgﬂﬁm%ﬁtwhﬁwe&%&mm@mt% e
subst i daeeh atord G upnienc g‘}l’dﬁ SRSkt
anot her errbodol man%héiglg)r 2 0193 he anﬁg%i%txg%@gﬁ@é&%and ?thb d’&@%ﬁ J‘)&%
erbodiirgein this fst-nmntinestérnbeditenRalk paWDmatomsewbmhlareaiolt Yinlgceretle on t he
group R2, are defined as definition  of thus are
Choserra oRIdRT Bloah % ey bt d by Rhe o e leapuc oy Aot (i - oa) -
al kyl -spff8)iflentbmhdtsn ﬁbtﬁﬁrfﬂjorﬂém hM@ﬁPW&%% lbond in the group (C,-
(G - 04& al kyl oxycar bony

6)—aikened:yl can have E configuration or Z configuration. in one embodiment it has

E configuration, in another embodiment it has Z configuration.

30
In another embodiment of the invention, the number t is chosen from 0, 1 or 2, in

another embodiment from 0 or 1, in another embodiment from 1, 2 or 3, in another



15 am nocar bonyl and am nosul fonyl, and any further substituents R22 which
are optionally present on the group R2, for exanple 1, 2 or 3 further
substituents R22, or 1 or 2 further substituents R22, or 1 further
substituent R22, are chosen from hal ogen, hydroxy, (G -C4)-al kyl oxy-,

(G - Avcpdp&sd®)7 . amno, nitro anggcyano, wherein Fa@goEg;Li@ﬁI”@g

i ndependently of each other are optionally substituted y one Or nore
fluorine substituents as generally applres to al kyl groups. In one

mbod bst |
R andTimerh BHET o or B et e o hpS i ioh paths SRty %He oo
gener gh o@r@férﬁbédrﬁ%n@fRR%?chds@h f@rﬁ(mr ea)lam&l %C%')lcweér‘k%rte%%r@

such substit uent R22 are chosen from

( CL- CAyetbklot dryanotigaambodimett freofGrr Cah@'ﬁﬁ@%(@ﬂ@rh@}@l@ikyh&d@ﬁ in

enbodi tionally-pre on the group
R and oo THERL R M M e Al Ean BB B Rio Pt Rl REE ™2 T the

geser alychielkyPCHAN apbl iRZAotidentociimlat R' of H3+- S48k M BAb IdmtimeRER! or 1
such substituent R22, are not |ocated on ring carbon atons within the group

R2 whi'e KCi-67haydealkyl @rﬁlth@%@@rﬁI%Fﬁom B’ﬁnt el greup irangtebonded to the

| t, th
Purt natod et B 8 O R PR R e e EEH s Ehasdh OB SBRE Y TE L o o
exarrplamoiher&ambocﬁh‘famﬂies (S1HIs}- B)t'(ll@ﬂkﬁl -CRA2, rroan@th@r efhtodirmber RS 180g,L t uent s

1 fur r substituent R22. _are chosen from hal ogen,
hydr o>&('/ é“ rpPkey embadimgnt Byé?nHet Crilamebeein g SRBAOM Corh

hqbogec{},d 2 ﬁ ﬁher(egrb&ﬁ% ?%’B H@f‘ o wﬁ%r)e(na'@&%@aéln fir rﬂ PRI Bef,

enbodi nent al ogen oXy- |h Manot her
enbodramﬂnerfemhmdirmwg it tCE- OA)amnIt}kM embmbmmtrﬂ iig HaétJ Entdﬂ@e

nmbod | d d h h |1
eUbet [Pt Gl SFoRBRT GO B rSHEsEan X (o (S2Cel Ak abioal ment of & he
i nventdaodifidht | rez e@péw ik aRviral Bﬁ%dirﬁ@tk@%?o%ﬂﬁ)ﬁ il Qs e%{agﬁ%%?a' kyl,

hydroxy, (G -C4)- yl oxy, oxo, am no

al kyl eﬂﬁ%cs)@ﬁ%@mm;: andye (Carfa)ealky(roll gEUp wpgantitigoRy amw@meca)eo C4) -

atey 1 RSB SRR ERUSHR & el R ACLor Sk S ARBBe - embodi mont

from @&ﬁ@@ﬁes?é&tw@@ 1iblk¥lemidBmen, @?G&L@ﬁLMIoaIW@Vr%Y prelseht (pHR? @ kyl oxy,

oxo, al kyl-S(0 , am no, (Cl-04)-alkylam no al kyl ) am no,

cyano (%Tﬁa).@ygpathyyrm augthew)ntm ) %@aﬁkq&m’@alkrﬂn@ anotherembodlment

d' S D R A SR T S R Tl
(CI %et&bb;dseﬁ(rﬁ@ R is am-mnmi()@ed@éﬁme%eﬁﬁﬂ nig, arfbithér@mbEddimetit KaYJ,) am no,
éano and am posul f on in anot her embodi ment from hal ogen, (C-C4)-

a

91 meBSted oy enambRiac ThomsbR; mEGHITR)L AHKTPBIDpIeb S raldho,

(C1- G4y, %) % ui fonyl, in
anot her en@é d?%ﬁét}"?fh'é @)ggﬁg?})ﬁa:é]lﬁ% (E‘% ?B%?l?tog?{i\&ﬁ'c ﬁ% - E'lgiiyd():'];%al kyI
hydr oxgentical eCéﬁeeéMylr@(ryetemomamnrmaoth@ erfbpemhdopt! arimgbemndatom,

di ((C1-C4 %ﬁ? no, anof her enbodi nt f r hal 0 (ClC4 al kyl,
(54 e af SediT o) S b, P R BPp S SO TAIRaNg SreAB 10 n anot her
embodiArither! &ABLAM G Ae d n%l)m K ) é%rrﬂ ' and
(C1-CA4)- a€la kyl oxy, 1 n anot ﬁ&) errbghr Xréer?r?é@eﬁhaaﬁg@éﬁﬁé%fre -irnlg’)liﬁl and
(ed- 4y aaldecpltanw graup, Iomexarple ambxatansay! droom il ey embodicherdr thee,

(G- C4rrdn‘%‘b ryof su%cgtuen s \A%%hoaarlekc}gtibngw E%)%nt on a group Het representing R
is one, two or three, in another embodiment one or two, in another embod_iment one,
and in another embodiment such a group Het is unsubstituted. In one embodiment, a
(C+-Cas)-alkyl substituent occurring on a group Het representing R' is a methyl group.
30
In one embodiment of the invention, the number of ring heteroatoms in an aromatic

heterocycle representing R? is 1 or 2, in another embodiment it is 1. In one



and (Cl-C4)-al kyl oxy, wherein in all these enbodi nents all al kyl groups

i ndependently of each other are optionally substituted by one or nore
fluorine substituents. 30l n one enbodi ment, the optional substituents R31
on the residue of an aromatic ring representing R3, for exanple on a phenyl

gr oup \Wo py11/088yF7 9roup representi nggR3, are chosen cq?g
(C1-CA)-al kyl, (C3-Cr)-cycloal kyl, hydroxy, (Cl-C4)- akay ot%?ﬂggg@z%
(al - O -al kyl -S(O)m am no (C1-A)-al kyl am no, di ((Ct-C4)-al kyl)an no,
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(G-C4)-alkyl, (C3-C7)-cycloal kyl, hydroxy, (Cl- yl o
(G- MO!thGR'?Iai%(‘@)lﬁ\anoﬁiﬁrrﬂﬁanWﬂ ml&wmm‘tmeneﬁtom A‘Gﬂl)othdarkyl ) am no,
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1 . 303 ' th
Toa et Pl ikl B 6, B POl o
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al |t hesprampedbsRides & bné'o'ﬁ%or@rr%%rbﬂﬁ%ﬁ?rﬂg%ﬁ}t Y¥nidal S@SHeE%rlﬂer are

optionally substlztut ed one or nore fluorine substl tuents In one
enbodi suhistituenteRopdn @nathegmmdam@nt SRZRSB dimalent residielobamaramatt 6 at ed or

R3 f hal
(& C é‘%%#‘ﬂ%%%éé%%ew@fa R F A phSyoen BT e BT Ry, oxor
(CI ChietatdetdbmE(cBbBen frdf NOO éﬁasq\)he@ézh)ﬁr@%ﬂﬁe rifg(Kifrd &t btarth& hham no,
(G-C4)-al kél car bonyl am no, (Cl- Ch) - ,,29al kyl sul f onyl am ho and cyano, in

anot heﬂ?aféh% VEFRSIEN atpfswmrsa@%tﬁuero 2'cand avheyein thezli@igntogsidoalddyn,

Y (&gl fateroRl i@ bk o By < Wl NReq bff e Aol kAT Abon atoms by,
(O Chipientida lor d(f@ent@obs@mmaﬁg?ylln olnyéch"rﬁwdm(e@t :—Qéi)va&;ldﬁ)’émm’e angnoxo, in

t her enbodi nent from hal ogen, 1- GA) - al kyl , hydrox C4) - al kyl oxy
0 CMIAHICIIRTREY ClisH oY P TEREESED ”9 r%rﬁﬁh%@ﬂ ﬁ@m Ry iowi@lﬂ@y! al kyl ,

hydro X

(1. R eP R ol KRB E v BaBREUE oy BRCER and Pemedivy

hydr oxl;n ar@mbnemlamtdnmm frenbhdtandinl, tmibplyemcbyl(tﬁlaﬂédtgl byhdlnvahgr ein | n all

t hese odi nents all. alkyl groups independently aof each other are

opt + orPATP2BH Ry A Rpedyl B paBes Spstadient BomITEransy esi due

of ar in

e e P B BBV W he? '

ar@st heempatiowinidiom foandyt éhiophanediyl, puddinediyl and pyrimidinediyl, in another
embodiment from furandiyl, thiophenediyl and pyridinediyl, which are all optionally

substituted as indicated with respect to R?.

The ring carbon atoms via which the phenylene group and the divalent residue of an
30 aromatic heterocycle which group or residue represents R? are bonded to the
oxazolopyrimidine ring and to the group X, can be in any positions. A phenylene

group representing R? can be 1,2-phenylene, i.e. the oxazolopyrimidine ring and the



S5substituent is present. In one enbodinent of the invention, the ring
het eroatons in Het are chosen from N and O, in another enbodinment from?O
and S, in another enbodi nent they are 0 atons. |In another enbodi nent, the
nunber of ring heteroatons in Het is 1. In one 10enbodi nent, two ring

oxygernyes our1 /ogediet are not present pn adjacent ring mOPEPRAS/bFRGNOL her
enbodi nent two ring heteroatons chosen fromO and S are not present 1n

adj acent ring positions, in another enbodi ment two ring heteroatons are not

t i dj t ri iti. R it t i He
hydr oGEAURICHTERS Roudatih Taanes G g e sapitiam Vit eshRekP &, opt | onal
subst idnd@drs it @AnbeND 3 HHaNQERIR, LBaferBkazBlopgtinidife (RgEhd Mlakyrbupubshi t uent s.

I n one enbodi nent, optional substituents on ring nitrogen atons and ring
car bobeak@fed in Hetoaition( ar meta abriipn swith resneshics each abolbesrarstiit went , t he

nunber, _of ,opt.i I bsti . i . 3. 4.0r 5 1in _anagther
erboatio i Eergte., BHGE SBIchy ARTR G Ao e ghous o b opy SRt e
enboditm@piosition! oRpararpditiir) evitrerspdinedach. artidhec #Nohe chaifdiemt @ any
suitable 20 ring carbon atom ,ln one enbodiment, Het is bonded via a ring
car boPNENYIRNGHITEHP representig Be dnehessndromilg3tibeayisaesand Hétphenylene,

4- - .. B- - . ] i t, Het
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7- menipdreeglenien aknbdthese gobpslbeimgtofionatybebstitued s imgidaesedithiresgaat her
enbodimt 4- menber ed. Ex?%pl es of Eet, 25 fromwhich Het is chosen in one
enbodiiféht I 9?%88&1@@%94‘*: ¢ GAPSRN BREY @i 9T Nose @ iagrpns penyiene,

t oy i ; . ; -\l . . -3-vy]| ,
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t et r ahydr opyra cluding tetra opyr an- , tetra opyr an- 3-yl and
t et r aldpylr pyydiae-345-ylyl, pyxidyen)6-digtand] pygmiabiepars-aivylin aostman- 3- yl and
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inclu g tetrahydrot hi ophen-"2-yl and tetrahydrothi ophe y
t et r atd/ohdil hinanpthanambedmedt iigm pyridingd 4dhil opyidime-2.5¢tiyl, pyridine-3,5-

t t hi d t dr ot hi -4-yl, [1,4]dithj I
81 adllg RIS Aieah 1) ot Bt ey Rer PR viehs: pariine s pathd

azet i Gyfidaerd 5-@yir potidiees6-diy enddbyrainy e sodiydivhidh 21 ¥le apgoriir ol i di ny1-
3-yl, piperidinyl |ncluding piperidinyl-2-yl, piperidinyl-3-yland

pi per isgibsiittded a8 indicatpd myfth respedldiody - 42 epamnibadiment dbanugber ofind

- 4- incl udi Lidi n=2avl, 0olj>dj n; 4; y1 and
R R e
t hi azd,i4dbms 4n whotieg anfitbaioleint it N2 53 yt 4, modngiedd enibodinedntdi 2oy 3, in

mpr phol i n-2-yl and norphol in-3-yl, thionorphoiinyl including _,

t BPomsiioieeh %n@ow%a ar. dmgPpHr iemndimentyhi Ringgarban ataps inkal | v

subst inMERQO%%EﬁgH%ﬁ%H%‘%m RS grgd}écgte.n X9 subject of the invention

are all conpoun mul a I'n~one or nmore structural elenents
such as groups, substituents and nunbers are defined as in any of the

the sURENA ERRUAERbS" i ENeae 1 ESiOREEM Fiorb o as-BRHmd e s oAk et 5,
\32;3{ ﬁgat?}agdrgsg-g%aﬂkw,i iRRPoferRoAdiniERl R°IPRSI-ELRAKGIMRPGhGmEE S and/ or
25 embodiment R’ is (C,-Cs)-alkyl, and in another embodiment R® is (C4-Cy)-alkyl,
provided that R® cannot be an alky! group if A is S. In another embodiment R® is
chosen from (Cs-Cy)-cycloalkyl-C,Hz - and Het»Cngvi, in another embodiment R* is
(C3-Cr)-cycloalkyl-CyHz,-, and in another embodiment R? is Het-C Ha,-, wherein in
this embodiment u and v independently of each other are chosen from 1 and 2. In
30  one embodiment u is 1, in another embodiment u is 2. in one embodiment vis 1, in
another embodiment v is 2. In one embodiment, the group (C;-Cr)-cycloalkyl-C Ho-

representing R* is chosen from cyclopropyl-CuHa-, cyclobutyl-CyHa-and cyclopentyl-



15 specific neanings of the elenents are a subject of the present
invention. Also with respect to all such conpounds of the fornula!, al
their stereoisoneric fornms and m xtures of stereoisoneric forns in any
ratio, and their physiologically acceptable salts, and the physiologically

acceptygigl 20§p/bg?g¢§ of any of them ake a subject of p&q/é)@g@fﬂpgbg%fnti on.

20 An exanpl e of conpounds of the invention which with respec
structural elenents are defined as in the specified enbodi nents of the

i ti f' iti h el N d ch t of th
| nventG i ndfeuthun HEE e ierrseRivar s %@%m@@aaw@qa@ﬁ e 11 o
(O - caamabmem(@srs%os@ﬁwﬁlcwb i, ARY. BRoEMRE 1, vBRgei n U and v are

chosen from1 and 2, or R31s a resi a satur unsaturat ed, 3-
menber@glapenty-Garber ed, nmonocyclic or bicyclic ring which conprises 0, 1
or 2 identical or different ring heteroatons chosen fromN, 0 and S,

wherein one or two of the ring nitrogen atons can carry a hydrogen atom or

a 60 -|hmadipbdmdat Rt kedHosandraf (@%@%y&lbamw LOHs ULbHTHAlOM, C3p carry

one or_fwo 0x0 groups, and wherein t fesidue of a ring is optionally
subst i Rutsedirasiduhef @ﬁam’f@drqfn@sﬁm@tﬂﬁi atoambeyed talébimembermd, di f f er ent

P e RIS R GG baRpSRER Y P& Rkt Sty > T
het er destetaatovis dhosompions Rs Oland 89 wheh&ih @desn 1gbosaRe ringMiflogéh éﬂfﬂn§ and
whi ch is bonded via 5a ring carbon atom wherein the residue of

het er FACFATY 8 NYBEesHaRtPP @U@é@rﬁd@&%%bﬁ%@@ﬂf aner@ng detwd @%ﬂhed‘ﬂnﬁdl fferent

Subst i groups
% R e R RaR e Ol 0 FEe A hemhifihe Bpudat adShdc ot

t he f aptidnally sobstitotegimyn speor ficrd rmghaabor atame by tidenticay endifferestr

definitions of ﬁ&{uctural el enents, 10 Another such _exanple are conpounds

of t heSYhsH - ianddRprefheriRmbodimant & é%ﬁéfawsue&fﬁssatwat%ﬁﬁfxture of
t f t abl | t
S ere%r?éégﬁrrg'tﬁ sQr‘r%ﬁnstf; 8y 10 éﬁ’me?étﬂ rﬁ%ﬁ'oe R Fﬁgbﬁ‘?h % faeptable salts

t her eof ogl ca y accepta t hem
wher eigonmpriges @, ’t:t?o:ﬁiem 4 idemtiOalaovdlifferext risg bbtaeatofm&ohcﬁ@n mmk@rmm yl,

- -al kanedi y1 | k | - R1 h f
(5 o9 EheHT Spdor BS of e 680 kol atie A ipres herirehon ARREPERACK:
choserc firAry Qubdtiteet 3nd BReio? twH T e hﬁ@@uwuheémh%@e&rwhé% AT

wherei n 't he phenﬁlene and the 20pyridinediyl are optionally substituted on
one orgratpe, anchyharain dreresidwnsl dyingdeaptially substituted on one or more

ring carbon atoms by identical or different substituents R*'. In one embodiment, the
number of ring heteroatoms in the ring representing R%is 0,1, 2 or 3, in another

20 embodimentitis 0, 1 or 2, in another embodiment it is 0 or 1, in another embodiment
it is O, in another embodiment itis 1, 2, 3 or 4, in another embodiment it is 1, 2 or 3,
in another embodiment it is 1 or 2, in another embodiment it is 1. The residue of the
ring representing R® can thus be carbocyclic or heterocyclic. In one embodiment, the
ring heteroatoms in R® are chosen from N and O, in another embodiment from N and

25 S, in another embodiment from O and S, in another embodiment they are N, wherein
ring nitrogen atoms can carry a hydrogen atom or a (C4-Ca)-alkyl substituent as
occurs in saturated or partially unsaturated heterocycles or in 5-membered aromatic
rings in heterocycles such as pyrrole or benzoimidazole, for example, or not carry a
hydrogen atom or a (C4-Cy)-alkyl substituent as occurs in aromatic heterocycles such

30 as imidazole or pyridine, for example. In a residue of a heterocycle representing R®
which comprises one or more ring sulfur atoms, in one embodiment one of the ring

sulfur atoms is non-oxidized or carries one or two oxo groups, and all other ring sulfur



or different substituents R22; R3 is chosen from (Cl-C6)-al kyl,
(C3-C7)-cycl oal kyl - C6H26- and Het-C, H2v-, wherein u and v are chosen from1
and 2, or R3is a residue of a saturated or unsaturated, 3- nenbered to

10- menber ed, nonocyclic or bicyclic ring which conprises 0, 1 or 2 25

i dent iga) 2951/@356¢7ent ring heteroatens chosen from h{acq{@pg%ﬁ/g\g@gégi n one

or two of the ring nitrogen atonms can carry a hydrogen-a
(C1-C4)-al kyl substituent and one of the ri ng sul fur atons can carry one or

t d wh th i d f t |1 bstituted
on_ one BRI AIIERT LIRS saiis 6] 2 rishiavels obPybia @r?%}ﬁpnrga%%ﬁéj Bin't s
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resi due of a saturated, nbered to 6-nefnbered, nonocy c?mt terocycl e
whi ch &empin oas exnbam@ehétte?r bended viacsting Catmmatoo, a:mdn@trwn@mimmmans

bonde r carbo t.he residu a hetergcycle is
optioﬂ% %%@s\f?%ﬂ%o% 08@80 © nﬁ ;SNE!nYi?c?aﬂn%P%@Wé?t@m 80048t i t uent s
chaseraridthar Ebeinfentaing boRde &k ki mﬁcﬁﬁe@b{orﬁtﬂﬁ‘é rédi@upsf and nunbers are
defined as in the general definition,of t ounds of the formula I or

in anymepeeydliced biswsbering nerresenting R’ wasrhg wnsawra&etéandum thimsasé structural

el ene nother ,s a re 6o ny of
Cheir STiREoR b A T oF a2 s Br 4 Br TaPRA0pT 1t B doftee BesiauMii o
ratio,thenthgt dved phay #i ahpgf ®eltlp rmgse!@é ahdreaisabt fo-aesaafic, aidcdBe

physi ol og| cally acceptabl e solvates of any of them 10 wherein Ais 0; Xis

choserr%? tHisied @Pd%}m%ﬂ%@ﬁ@éﬁ?foaﬁ?@" petodhie bprdmwinipkbgyingrIN Peechosen from
( Qo C%B{)éim rﬂnﬁne(rgéid%)oﬁ%@hﬁ |¥r]es f@gﬁ RW@?J:@E%}GQ dg%rgﬁg%gn from 0 and

1, 15 ehylene ich I ona subs rMror e ring
car boremitbmsem&oodnimntlmalsatwathdf faaden@nsﬂtmtemmmn%k afSnatic.ghesen from
erein and v

e crarBrdirent Sermatue e k%gmgé@baggg%g%r&w% REoN B i at od.
3- menbanaded q@%%m%sggﬂn ey ﬁm%vmc%éds r%ya%yp’%m@gw%es 0, 1

or 2 20 identical or di nt t er oat ons osen
vx/ner e| (Ceng-akyltswbstitienhenei s&ghmrtg mitfegeatators ardwocachying fdijrdgegen at om or

o o R e BB AL S S G IR 7

subst Idmhﬁg cAfbdgtoifs FRhE rshﬁrr@pfeasremng wqga %3' @leslb% ea1'n é}fot%if ferent

substituents R31, provided that R3 cannot -alkyl 1 f S
embodiment 1, 2, 3, 4 or 5, in another embodlmenﬂ 2 30r4 in another

embodiment 1, 2 or 3, in another embodiment 1 or 2, in another embodiment 1.

20  The ring which can represent R® can be 3-membered, 4-membered, 5-membered, 6-
membered, 7-membered, 8-membered, 9-membered or 10-membered. In one
embodiment, R® is 4-membered to 10-membered, in another embodiment 4-
membered to 9-membered, in another embodiment 4-membered to 8-membered, in
another embodiment 4-membered to 7-membered, in another embodiment 5-

25 membered to 7-membered, in anoth'er embodiment 5-membered or 6-membered, in
another embodiment 6-membered, in another embodiment 8-membered to 10-
membered, in another embodiment 9-membered to 10-membered. In one
embodiment, a 3-membered ring representing R® does not comprise any ring
heteroatoms. In one embodiment, R® is monocyclic, in another embodiment bicyclic.

30  In one embodiment, a bicyclic group representing R? is at least 7-membered. Among
others, the residue of a ring representing R® can be a cycloalkyl group, a phenyi

group, a naphthy! group, a residue of an unsaturated, aromatic or non-aromatic



25 S; R4 is chosen fromhydrogen and (G -C4)-al kyl; R22 is chosen from
hal ogen, hydroxy, (Cl-C4)-al kyl- and (Cl-4)-al kyl oxy; R31 is chosen from
hal ogen, (Cl-C4)-al kyl, (C3-C7)-cycloal kyl, hydroxy and (Cl-C4)- al kyl oxy;
30 Het is a residue of a saturated, 4-nenbered to 6-nenbered, nonocyclic

het er 1ageh7gonprises 1 ring heperoat om chosen whi ch
T b1 ? hol bEgRP26 080208

is bonded via a ring carbon atom erein the residue o erocycle is
optionally substituted by one or nore identical or different substituents

h f fl i d 1- -a) kyl ;. wh in, all oal kyl ,
R R R T R W St N T AW o
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Ssubstituents chosen fromfTluorine and (
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o nordORPE ePpRee R i BhRfant e R AAEB e S 28 e whiche rewraent > "
speci fRg afrr@sg@l@@ﬂk%n‘)i §©F9§%dct!ﬁl@rsqb@,c#¢9btoaﬁgehb BYPERIHECIE eARPENds whi ch

represent enbodi ments of the invention wherein'the various groups and
numberlended Yia agyrinctarben afmiasd a5k amtienstinpebsitstedfas $pedifmdita | have

the s L] i | he_r ive-specific. c ound, it
appl | SEoPRErOTRed Bre AMERERknl b0 TR BRIEE R TER A of IRER) SB1R he
st er ecieperaanting B drerdisandroon flaommehrd @Cqm%wyﬁqh YPeRIThodifart, i N any
ratio, and in the formof their physiologically acceptable salts, and in

the fdMAQsHkanye OpMRS candginene JouRie Bpne YTk s B whish earybepresrihin f
cdfpotn skl HEFOES S TRSAE AEBRBIN BB PSP bt

i Nt hecyctpanbR-¢ére ahdesyclopentGrahyhruyclonetkbrylfintlodioh @lcloHekst-physi ol ogi cal |y
20acc§$':??0cbs‘lfee f]al ts, and if a_specific salt Is disclosed, additionally in
the fdMABEXHESYSHULFYGRhREPENYA AR GyCiahertenyhingluding Cyripbept brnvhl 1 v
accept oy, S P’@w_ a. j i kon al so
is a C%ch‘t??g zoféhtﬁ’h%ﬂgo r rrulggé*?)H \%ﬁ?]ccﬁzlmsﬁ%g ﬁ%é%%?’gé&“ @%g%gﬁeér}ger{%gg t he .
speci fringsc fopownith BT ist thestorimoha amibdiniens efitHeeineéntor, aeé egtiogragye, exanpl e

d ified hel d t i ol ogi cal |y 25 t abl 't
© BT eP LT BTE e ey P B PHacBL Plet B iusive SXgenamy Lot *t hem
wher eitatrhhgdrepiraayNAciobinghetrbRydfdah-3-51, StrdRidRhicphehPantiBsy i on in any

of its stereoisoneric fornms or as a m xture of stereoisoneric tornms in any
rati o,tetrabydrathiasherpgtil detipbydiag veanybitatysling tetraredtommant-4aylcengtiding of t he

for w'iﬁ?lhdin%razaetigﬂx?iﬁ,l ;:%liocﬁagnly}', pﬂc?ecr?cﬁﬁﬁp gn%dggcl)l}{:x%yef, ;%E)eraar]z}lny?,fm}arh;ﬁwrg!my lehis

2,8? Zzgﬁélggggdhbl'mi%p?!?ﬂﬂ%mbf%cmmpmnf?%iﬁé%ﬂ{gﬁﬁuﬂa@Bw,rﬂhiﬂﬂiéﬁy?-‘ yl]-2,6-d
i met hyl - phenoxyl -acetic acid, ,
20 “including thidphen-3-yl, pyrazolyl including pyrazol-3-yl, imidazolyl, thiazolyl including
thiazol-2-yl, pyridinyl including pyridin-2-yl, pyridin-3-yl and pyridin-4-yl, pyridazinyl
including pyridazin-3-yl, wherein in all of them, insofar as applicable, one or two of
the ring nitrogen atoms can carry a hydrogen atom or (C+-Cy)-alkyl, and wherein all of
them are optionally substituted on one or more ring carbon atoms by identical or
25  different substituents R*', and wherein in all of them, insofar as applicable, a ring
sulfur atom can be non-oxidized, i.e. can be present as a sulfur atom, or can carry

one or two oxo groups, i.e. can be present in the form of a sulfoxide or sulfone.

In one embodiment, R® is chosen from phenyl and a residue of a saturated or
30  unsaturated 3-membered to 7-membered, monocyclic ring, in another embodiment
from phenyl and a residue of a saturated or unsaturated 5-membered to 7-

membered, monocyciic ring, in another embodiment from phenyl, pyridinyl and a



[ 4- (5-cycl opentyl oxy- 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1) -2, 6-di net hyl -p
henoxy] - acetic acid,

{4-[5-(trans-2-fluoro-cycl ohexyl oxy)-7-propoxy-oxazol o[ 5, 4-d] pyrimdin-2-yl
]-2,6- dinethyl-phenoxyl -acetic acid,
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yl - phenoxy}-acetic acid,
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embodiment it is O, in another embodiment it is 1. In one embodiment of the
invention, the group R? is chosen from hydrogen and (C4-C,)-alkyl, in another
embodiment R* is chosen from hydrogen, methyl, ethyl, n-propyl, n-buty! and
isopropyl, in another embodiment from hydrogen, methyl and ethyl, in another

20 embodiment R* is hydrogen, in another embodiment R* is (C1-Cs)alkyl, in another

embodiment R* is methyl, and in another embodiment R* is ethyl. In one
embodiment, a (C;-Cy)-cycloalkyl group present in R* is (Cs-Cg)-cycloalkyl, in another
embodiment it is cyclopropyl.

25 Inone embodiment of the invention, the number w is chosen from 0 and 1, in another
embodiment it is 0, in another embodiment it is 1. In one embodiment, a (C3-C7)-
cycloalkyl group present in R*" is (C3-Cg)-cycloalkyl, in another embodiment (Cs-Cs)-
cycloalkyl, in another embodiment cyclopropyl. in one embodiment, R?' is chosen
from (C4-Cu)-alkyl and oxy, in another embodiment R*" is (C4-Cy4)-alkyl, in another

30 embodiment it is (C1-Cs)-alkyl, in another embodiment it is methyl, and in another

embodiment it is oxy.
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15  aminocarbonyl and aminosulfonyl, and any further substituents R% which are
optionally present on the group R?, for example 1, 2 or 3 further substituents R, or 1
or 2 further substituents R*, or 1 further substituent R%, are chosen from halogen,
hydroxy, (C4-Cy)-alkyl-, (C4-Cy)-alkyloxy-, (C1-Cy)-alkyl-S{(O)m-, amino, nitro and
cyano, wherein all alkyl groups independently of each other are optionally substituted

20 by one or more fluorine substituents as generally applies to alkyl groups. In one
embodiment, the substituents R* which are optionally present on the group R? and
which in the afore-mentioned embodiment are defined as in the general definition of
R?, for example 1 or 2 such substituents R%, or 1 such substituent R?. are chosen
from halogen, hydroxy, (C4-Cs)-alkyl-, (C1-Ca)-alkyloxy-, (C1-Cs)-alkyl-S(O)n-, amino

25 and cyano. in one embodiment, the substituents R* which are optionally present on
the group R? and which in the afore-mentioned embodiment are defined as in the
general definition of R, for example 1 or 2 such substituents R%, or 1 such
substituent R%, are not located on ring carbon atoms within the group R? which is
adjacent to the atom via which the group R? is bonded to the oxazolopyrimidine ring

30 depicted in formula |. In one embodiment, the further substituents R% which are
optionally present on the group R, for example 1, 2 or 3 further substituents R?, or 1
or 2 further substituents R%, or 1 further substituent R%, are chosen from halogen,
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aminosuifonyl, (C+-Cg)-alkylaminosulfonyl and di{(C+-C4)-alkyl)aminosulfonyl, in
15 another embodiment from halogen, (C+-Ca)-alkyl, (Cs-C7)-cycloalkyl, hydroxy, (C4-
Ca)-alkyloxy, oxo, (C1-Cy4)-alkyl-S(O)n-, amino, (C+-Ca)-alkylamino, di((C4-Cs)-
alkyhyamino, cyano and aminosuifonyl, in another embodiment from halogen, (C1-Cq)-
alkyl, (C3-Cr)-cycloalkyl, hydroxy, (C4-C4)-alkyloxy, oxo, amine, (C+-C4)-alkylamino,
di((C1-Cy)-alkyl)amino, cyano and aminosulfonyl, in another embodiment from
20 halogen, (C+-Cy)-alkyl, (Cs-Cr)-cycloalkyl, hydroxy, (C+-Cq)-alkyloxy, oxo, amino, (Cs-
Cy)-alkylamino and di((C+-C4)-alkyl)amino, in another embodiment from halogen, (C+-
Ca)-alkyl, (C3-Cr)-cycloalkyl, (C4-Ca)-alkyloxy and di((C+-Cas)-alkyhamino, in another
embodiment from halogen, (C+-Cas)-alkyl, (C3-Cr)-cycloalkyl, hydroxy and (C4-Cy)-
alkyloxy, in another embodiment from halogen, (C1-Cy)-alkyl and (C4-Cs)-alkyloxy, in
25  another embodiment from fluorine, chloring, (C+-Ca4)-alkyl, (Cs-C7)-cycloalkyl, hydroxy
and (C4-C4)-akkyloxy, wherein in all these embodiments all alkyl groups
independently of each other are optionally substituted by one or more fiuorine
substituents,

30 In one embodiment, the optional substituents R*' on the residue of an aromatic ring
representing R®, for example on a phenyl! group or pyridinyl group representing R®,
are chosen from halogen, (C+-Cg)-alkyl, {Cs-C7)-cycloalkyl, hydroxy, (C4-C4)-alkyloxy,
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A R B G- R eSSl Dy ane Gy Cakptivioxy. Pranother i met hyl
- phenogybodiment from halogen, (C4-Cy4)-alkyl and (C4-C4)-alkyloxy, in another embodiment
from fluorine, chiorine, (C+-Ca)-alkyl, (C3s-Cy)-cycloalkyl, hydroxy and (Cq-C4)-alkyloxy,
wherein in all these embodiments all alkyl groups independently of each other are
optionally substituted by one or more fluorine substituents.

20
In one embodiment, the optional substituents R*' on the residue of a saturated or
non-aromatic unsaturated ring representing R® are chosen from halogen, (C4-Cy)-
alkyl, (Cs-Cy)-cycloalkyl, hydroxy, (C4-Cy)-alkyloxy, oxo, (C1-Cys)-atkyl-S(O)n-, amino,
(C+-Cy)-alkylamino, di((C4-Cs)-alkyl)amino, (C4-C4)-alkylcarbonylamino, (C4-Cy)-

25  alkylsulfonylamino and cyano, in another embodiment from halogen, (C4-C4)-alkyi,
(Cs-Cr)-cycloalkyl, hydroxy, (C41-Cy)-alkyloxy, oxo, amino, (C41-Cy)-alkylamino, di((Cs-
C4)-alkyl)amino and cyano, in another embodiment from halogen, (C1-Cy)-alkyl, (Cs-
Cz)-cycloalkyl, hydroxy, (C4-Cy)-alkyloxy and oxo, in another embodiment from
halogen, (C+-Cs)-aikyl, hydroxy, (C41-Cy}-alkyloxy and oxo, in another embodiment

30  from fluorine, chlorine, (C+-Ca)-alkyl, hydroxy, (C4-Cs)-alkyloxy and oxo, in another
embodiment from (C,-Ca)-alkyl, hydroxy and oxo, in another embaodiment from alkyl
and hydroxy, and in another embodiment they are (C+-Cy)-alkyl, wherein in all these
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on ring nitrogen atoms and ring carbon atoms in Het are (C4-C,)-alkyl substituents. in

one embodiment, the number of optional substituents on Hetis 1, 2, 3, 4 or 5, in

another embodiment 1, 2, 3 or'4, in another embodiment 1, 2 or 3, in another

embodiment 1 or 2, in another embodiment 1. Het can be bonded via any suitable

20  ring carbon atom. In one embodiment, Het is bonded via a ring carbon atom which is
not adjacent to a ring heteroatom. Het can be 4-membered, 5~membered, 6~
membered or 7-membered. in one embodiment, Het is 4-membered or 5-membered,
in another embodiment 5-membered to 7-membered, in another embodiment 5-
membered or 6-membered, in another embodiment 4-membered. Examples of Het,

25 from which Het is chosen in one embodiment, are oxetanyl including oxetan-2-yl and
oxetan-3-yl, tetrahydrofuranyl! including tetrahydrofuran-2-yl and tetrahydrofuran-3-yl,
tetrahydropyrany! including tetrahydropyran-2-yl, tetrahydropyran-3-yi and
tetrahydropyran-4-yl, oxepanyl including oxepan-2-yl, oxepan-3-yl and oxepan-4-yi,
[1,3]dioxolanyl including [1,3]dioxolan-2-yl and [1,3]dioxolan-4-yl, [1,4]dioxanyl

30  including [1,4]dioxan-2-yl, thietanyl including thietan-2-yl and thietan-3-yl,
tetrahydrothiophenyl including tetrahydrothiophen-2-yl and tetrahydrothiophen-3-yi,
tetrahydrothiopyranyl including tetrahydrothiopyran-2-yl, tetrahydrothiopyran-3-y! and
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i nvention are processes for the preparation of the ‘conpounds of the fornul a
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of 10teicheinmteapiionBNFOUIRRteRaBJRETRDWIR PodiceDtRHBLNA |1 wherein the
groups A X, Rl, R2, and R4 in the conpounds of the fornulae Il and

15111 are defined as in the conpounds of the fornula | and additionally
fypct i Rughjedt 8HRR invention are all compounds of the formula | wherein one or more

structural elements such as groups, substituents and numbers are defined as in any
of the specified embodiments or definitions of the elements or have one or more of
the specific meanings which are mentioned herein as examples of elements, wherein
all combinations of one or more épecified embodiments and/or definitions and/or

15 specific meanings of the elements are a subject of the present invention. Also with
respect to all such compounds of the formula |, all their sterecisomeric forms and
mixtures of sterecisomeric forms in any ratio, and their physioiogically acceptable
salts, and the physiologically acceptable solvates of any of them, are a subject of the
present invention.

20
An example of compounds of the invention which with respect to any structural
elements are defined as in the specified embodiments of the invention or definitions
of such elements, and which are a subject of the invention, are compounds of the
formula |, wherein

25 R®is chosen from (C1-Ce)-alkyl, (C3-C+)-cycloalkyl-CyHy~ and Het-C Ho,~, wherein u
and v are chosen from 1 and 2, or R® is a residue of a saturated or unsaturated, 3-
membered to 10-membered, monocyclic or bicyclic ring which comprises 0, 1 or 2
identical or different ring heteroatoms chosen from N, O and S, wherein one or two of
the ring nitrogen atoms can carry a hydrogen atom or a (C4-C4)-alkyl substituent and

30 one of the ring sulfur atoms can carry one or two oxo groups, and wherein the
residue of a ring is optionally substituted on one or more ring carbon atoms by



can be present in protected formor in the formof a precursor group which
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1, 2- diGhe HoXpEa isenscaimvElifergnts Westitwrnts ¢hRSeR fropeflvsineand (Eaf«Paliwk, an
ester SHED) amertlp sl flmudls Qe S bt qeoRithyrthe

N- et h;olnmqmmi@ afithe Zoromea ¢ DIVIP) anpsp@ciﬁ@d(tamd@ﬁeat@ ofend fhveaticherper at ures
from g{‘)#ut 20 to about 160 C, for exanple at tenperatures from about 40 C
to ab mg@ms(@ syasERal YI§MERtS he particul ars of the specific case.

CGgperally it is 10 favorable for enhancing the nucleophilicity of the
corrpound of the formula Il to add a base, for exanple a tertiary am ne,
such aathéersigH ammgale w‘ehmhmawnprcmiydammmm)rml‘&nynﬁﬁﬂwfmmebmc or an

b | kal th net d d
car bonBiES gt 27 DAL P TRARE BT g CuBiAh TyRr P NSO é@é%i. de,

pot as sddaahinmk @.é!t@ﬁweré@idbHMﬁ@bH&’Q%@&cdﬂ?%&ébﬂé@é | é’i%@to? ’ang?ff é
carbonate or 15 sodi um hydr ogencar bonate, or an al e or e such as
sodi urwheselioxi de, sodi um et hoxi de, potassi um met hOXI de, potassium

0 odi m de or lithiumdiisopropylamde. A conpound of the
fgrsrru q%osggnfs grg{r eated with a base and converted into a salt

separ g §f de@s%ﬁﬂi"@ﬂt(hﬁ THamdneaiyu (0)- @@%Em%dqtqidé%t%%‘ﬁé@g;% Y. 020 The

starting compounds of the formilae Il and Il1° can be cedures
descr |%e'§ ghesendram (er&ishpkybfCalrheyepaikynedia-anst ?d@’%aihfzeswé)és&wmtbfed in
the I 'éh% Ig zrc{?‘n OaQ%Hdrb many cases are commercially avail abl e. Conpounds of

e fornu . 'Conpounds of the formula Il in which L1 is a
suI fox!k?d:e aymap fm‘m lphenir{ehmln& pAfrikg (D) - wBBreih tiee ﬁhlé'ﬁﬁé‘r% gr@use of the
faormula Al k-S npl e, can be obtained by reacting an

a%ﬁnomf@m%hséara oggpealiyﬁumﬁ@t%fvﬂmr@ PRMGFE ANg Mitiragn.atess Ruidsstigel ¢ aci d

deri vald Meer2ht Ehsstl Qéﬁ@élizgezv to give a conmpound of the fornmula VI, reacting
the latter conp ouné with thiourea of the formula VII to give a corrpound of

t he fd?srmlmo\a{Eh [froral{ €yCaj-Blkg!, (@@(lmcpdziomktha}HzUahhd Iiﬂwﬂ(mh{z{;»eag@ne;an t he
formul a Xtolglve her of the fornmula X ¢ zing the latter

conpo WeThE %‘T’%{FP% 8f‘dgh§ i% BI'8pigUg A BAtinated HEX‘F?’@"F&@%{%W to give
the copprRfe®io §HMéPbEMHEA n’?@noc%llﬁ:%%lb Qi iy WﬁLth? RQUAG g ot he

oxygen atom of the keto group or the tau oneric group,
r ééipecdelvtedey or diftemenining kRetesdtomsrarmgentirah N, @aﬁdrﬁnwraere@nl oné ot tveclati ng

= corBh AHGITTORE" P 2N KAy e TORP Y AT e G SLbRUTEY 8P < he
gltjlt ?Io g@ofﬂ:ﬁﬁgu@ds@fur@f@né%mdaayweé Or Wo/6xd BRLRR! BRE RMNdbiAgnh8ul f oxi de or
residue of a ring is optionally substituted on one or more ring carbon atoms by
identical or different substituents R*', provided that R® cannot be (C-Cg)-alkyl if A is
30 S
Het is a residue of a saturated, 4-membered to 6-membered, monocyclic heterocycle

which comprises 1 ring heteroatom chosen from N, O and S and which is bonded via
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aring carbon atom, wherein the residue of a heterocycle is optionally substituted by
one or more identical or different substituents chosen from fluorine and (C4-C,)-alkyl;
and all other groups and numbers are defined as in the general definition of the
compounds of the formula 1 or in any specified embodiments of the invention or

definitions of structural elements.

Another such exampie are compounds of the formula 1, in any of their sterecisomeric
forms, or a mixture of stereoisomeric forms in any ratio, and the physiologically
acceptable salts thereof, and the physiologically acceptable solvates of any of them,
wherein

Ais O

X is chosen from (C4-Cg)-alkanediyl and (C+-Cg)-alkanediyl-oxy;

R' is chosen from (C1-Ce)-alkyl and (C3-Ce)-cycloalkyl-CiHar-, wherein t is chosen
from 0 and 1;

R? is phenylene which is optionally substituted on one or more ring carbon atoms by
identical or different substituents R?;

R?is chosen from (C4-Ceg)-alkyl, (C3-Cr)-cycloalkyl-CyHa- and Het-C H,,-, wherein u
and v are chosen from 1 and 2, or R? is a residue of a saturated or unsaturated, 3-
membered to 7-membered, monocyclic or bicyclic ring which comprises 0, 1 or 2
identical or different ring heterocatoms chosen from N, O and S, wherein one or two of
the ring nitrogen atoms can carry a hydrogen atom or a (C4-Cy)-alkyl substituent and
one of the ring sulfur atoms can carry one or two oxo groups, and wherein the
residue of a ring is optionally substituted on one or more ring carbon atoms by
identical or different substituents R*', provided that R® cannot be (C4-Cg)-alkyl if A is
S;

R* is chosen from hydrogen and (C-Cy)-alky!;

R* is chosen from halogen, hydroxy, (C+-Ca)-alkyl- and (C1-C4)-alkyloxy;

R*" is chosen from halogen, (C1-Ca)-alkyl, (Ca-Cr)-cycloalkyl, hydroxy and (C-Cy)-
alkyioxy;

Het is a residue of a saturated, 4-membered to 6-membered, monocyciic heterocycle

which comprises 1 ring heteroatom chosen from O and S and which is bonded via a



VIIl 0 RL4 FGL- FGINH \R2 R2 NAIR XIl  XIIl o,RlL 0,RlL R4-0 X-R2(/X-R2 cN
SO "ArkLl XVila The groups X, RI, R2 and R4 in the conpounds of the
formulae Ila, V, VI, VI, X, XI, XU, XIl, XIV and XV are defined as in
t he conpounds of the fornula | and additionally functional groups can be

preserwd' fb‘PIW@%@(??‘?ed formor in the é@rm of a precurﬁ-ﬂg%,i%%ﬁbé S

| ater converted into the final group. The group Xa i

ring carbon atom, wherein the residue of a heterocycle is optionally substituted by
one or more identical or different substituents chosen from fluorine and (C4-Cy)-alkyl;
wherein all cycloalkyl groups, independently of each other and independently of any
other substituents, are optionally substituted by one or more identical or different

5  substituents chosen from fluorine and (Cq-Cy)-alkyl;
wherein all alkyl, alkanediyl, C{Hy, C,Hs, and C,Ha, groups, independently of each
other and independently of any other substituents, are optionally substituted by one

or more fluorine substituents.

10  Likewise, also with respect to all specific compounds disclosed herein, such as the
example compounds which represént embodiments of the invention wherein the
various groups and numbers in the general definition of the compounds of the
formula | have the specific meanings present in the respective specific compound, it
applies that they are a subject of the present invention in any of their sterecisomeric

15 forms and or a mixture of stereoisomeric forms in any ratio, and in the form of their
physiologically acceptable salts, and in the form of the physiologically acceptable
solvates of any of them. Irrespective of whether a specific compound is disclosed
herein as a free compound and/or as a specific salt, it is a subject of the invention
both in the form of the free compound and in the form of all its physiologically

20 acceptable salts, and if a specific salt is disclosed, additionally in the form of this
specific salt, and in the form of the physiologically acceptabie solvates of any of
them. Thus, a subject of the invention also is a compound of the formula | which is
chosen from one or more of the specific compounds of the formula 1 disclosed herein,
including the example compounds specified below, and the physiologically

25 acceptable salts thereof, and the physiologically acceptable solvates of any of them,
wherein the compound of the formula | is a subject of the invention in any of its
stereoisomeric forms or as a mixture of sterecisomeric forms in any ratio, insofar as
applicable. As an example is mentioned a compound of the formula |, or a
physiologically acceptable solvate of any of them, which is chosen from

30  {4-[5-(2,5-difluoro-phenoxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-2,6-dimethyl-
phenoxy}-acetic acid,



5 conpounds of the fornmula XIV is defined as the group X in the conpounds
of the formula I, or conprises a part of the group X in the desired
conmpound of the formula I, such that after the reaction of the conpounds
of the fornmulae XIIl and XIV the group Xa and any parts of the groups FG
and F SRy @gg\&g}-n t he conpound ofsthe formula XV t;g@fe f e
desi rggdgroué i Izor exanple, in thes%:ase that the 1 gr}gl’fgj())lqﬁgéﬂan

al kanedi yl -oxy group, the group Xa in the conmpound of the forrmula XIV can

be th sired al kanedi yl - ox ro ngd the group F& can be a hydrogen
ot om S aaHEEPeaM SRl piroids Al 22 G bertone ek y
part, dcafc@rRuUp F& is a leaving group, and the group FG@ in the conpound
of the formula XIIl is a hydroxy group, the oxygen atom of which together
wi t h t{AdSdirkan@dluprosaciohergoxy)ef-pmo iy xade ki s dedlalkmitboi2yy!}-28¢ gr oup
on of th ound of the forrmula XIlIl with the conpound of

afteréﬁll k?/l ?th ? co

the f Wﬁ{}i’"ﬂ WOW?C& ’8&9 'FA@ and FG in the conpounds of the formulae V,
Vi g Vl{hl[{é-(%ﬂwko-p%éhéxﬁm??ep\éxyrcﬁa&@zag LS riMLRSyIE st @Rlegnyfior the type
of coupling used to formthe désired 0 group X fromthe group Xa and any
part dhenaaygeeriissadl and F& renmining in the conpound of the formula XV.

For e |, 8,s, | r i roup. R2.or an atomin
the oraup paoradfeBl PR R T PSR R e sl M Rsti52R0et Bsent i ng o
as @mﬁm@ﬂ@apaémw}ua\d@c@c@cl eophilic substituti on reacti on, F& can be a
| eavi ng grouio such as a hal ogen atom such as chlorine, brom ne or iodine 25
or a dftlpdayivergr4gretiyl-phreoxtthaieesnyosazeiels4-dpydimdir-éngth8nesul f onyl oxy
oyt ol g ] > L1 e group Xa is attached to the group R2 via a
t?gnsiwgm{]%g@%e%g Edf1’eacti on, F& can be a |eaving group such as a
bor oni{g,Gadintkthyet-phpropasiye-gsiriein-3 dialipkaboib i)e-pyrirhirn ang-ghgndgxy)-and in
this case FG@, can be hal ogen. F& can al so be a hydrogen atom or a carbon
at om 358H€ 3§19, a doubl e bond in an 30 al kenediyl group representing Xa if a
Heck rigagtbongi S attashin 2 f ot RIS aC 3 can be
nal ogd P e e TR b T Sp ARl P A R0 SREH

at t achphegoXg-acetR2cidEG2 can be a phosphoni o group such as

triph | phosphoni or a phosphonyl graqup such as diethyl phaosphonyl, and
RGP C IR BA A Brh Shord B AP Ran st b B les e ord- Y oB b a8 hon ¢
acid eger, and in this case F@ can be an al dehyde group -C(0)-H or ketone
group -C(0)-al kyl, and vice versa. Generally, the group FA@ is present on

t he cdAtbriSathigroighanionyphanigpeneoxpanlgdss-dpyhatidineyid12, &-danethyl-r epr esent i ng
R2 whigch in the.co unds of the fornulae XV, Ha and | carries the group X
The grp Sof—‘&“aﬁ’%ct%gé)&corrpounds of the fornulae VvV, VI, VIlIl, X and Xl can

al so he.(presRhexyimdiheterindpdBl-ox&oid[8, 4-8pyHaidnol-yB-DER/GHESY- group whi ch
is later converted into the group which in the conpound of thé formula X1
r @8ct PRANCKYrareteAmidund of the fornmula XIV. For exanple, a hydroxy 10

't hd SBERP S bk Pkt G TR i1 502 i hhe PR acReRE  or m

for exampl e in the formof an etherified hydroxy group such as a benzyl

et her or _an alb\kk;é: ether like a nmethyl ether. Such ethers can be cl eaved by

usi ng [fEPryabHBIMeltN -PEROYPSERIR AralBimid it Rey kR tE-dimelivmar y of

nmet ho { efmyal of protecting groups can be 15 found in the

liter tl?];ng&wf%geﬂgxanp’l e in P. J. Kocienski, Protecting Goups (Thiene

Vebl ag4-(3994ioboioxy-7-Wloangemnazalnds B-d]Byrindditie:- g )-2B-diresthi/Mehdaioxyps i n

Organi ¢ Xnt Qfsis (John Wley & Sons, 1999). The group 1..1 in the

porrpmﬁﬁ?g* &'%he fornula Ila is defined as specified above. The 20 group L2

in t_hq4q9pmerfsw&wfom_%ia[g,unaqwriMzdiﬁ-zaymw-ﬁmhwﬁéﬁak ﬁ-‘éﬁéﬂid highabl e

| eaving group and can in particular be a hal ogen”at om g ch as chlorine or

br om r&,6-dimethiled-Copranmy-o 3.6 Retrifluprabeopexy roxazals[She-dipyciatibioxddylle aci d

hal i de, C | so .be a group of the fornula FGL-R2-C(0)-0 and the
e et

conmpo 1a V can thus be a carboxylic acid anhydride, for _
eganpl[e-(5Hiro Q- PiR6pd:d/-oRakdid[534-8]dyRmidiRe-gn oup-dirdaiMi-phe St RRctiepl aced in
a nucleophilic substitution reaction, and can in particul ar 'be a hal ogen
atom AR as chlorine, bromine or iodine, or a sulfonyloxy group such as



met hanesul f onyl oxy, trifluoromethanesul fonyl oxy or tol uenesul fonyl oxy,

i.e., the conpounds of the fornmulae | X and XI| can be organic halides or

sul fonates, for exanple. The group R in the conpounds of the fornulae IV
and VI can be alkyl like 30 (01-C3)-al kyl, for exanple, such as nmethyl or
et hyl , the conpounds o the formula Xl ent in
anothgp@?gg?@@erlﬁﬂfornt for exanpleéln the form of tﬁg”?%%%@%ﬁﬁéﬁéﬁf

7- hydr oxy- oxazol o[ 5, 4-d] pyri m di ne derivatives in which the nobile

hydrog[gn atom which. in forrrula Xl |sw20nded o .the ri nganltrogen atomin

the 6-IpdSreHe e&rvlmﬁ@%%azamﬁ%.%aap S ArHgYERidied vi-¢ beiriEYt o t he
oxyge ﬁgrgm, L &Wdto the ring carbon atomin the 7-position. As far as
appllcr;%ble It a les to all compounds occurring in the preparation of the
corrpodﬁcﬁ;-dmhetlhhiedrt{btpmnm(yis {tetrahgd tofiegneapinbethprgseazolols drylpetifidin-
tautor% L]c f or m.t han, the one represented in their fornmulae. In the

r eact i OMS PHPTPRYISAHIGAS for the preparation of the conpounds of the

f oMl [3-(blsec@ButoRy-F. AroBbRRbXELA6HE, Aafo s RhiEires. AU sldinche I RheRakAL i on of the
corrpoun s of theﬂyflorérru k‘@ star%g ng?%%moun%gﬂcan amsgﬁ@ grrgilz@yed and/ or
pr oducacetistacd.ned in the form of a salt. For exanple, conpounds of the

f ormu he for an ac d addition salt such as
t he hﬁ%gﬁpgﬁphgﬁ?@q}%ﬁ%ﬁ grﬁlgtfupﬁ%’id'g%yij%osoo&cy the formulae IV and V

can beo)@m)td[gat @]ptmmmite.rg }pn@a@,g,}rg@aqttab@ns for the acylation of an am ne
with an activated car ox |c acid derivative like an acid halide or acid

anhy dri2dedinegiigl-4il '{(3“t’mf§ yleidoxon7 Psorayr@@gonld. 4d)pyrimidiniZagdl-t  sol vent,
fq 95 eryﬁ,{gﬂ P/gapé/&r%ﬁgr bon or chlorinated hydrocarbon such as benzene,

tol'ue Ofr obenzene, di chl oronet hane, chl or of orm or

di chl dadet( lzmio;ﬁ@pﬁtdiﬁ@xﬁ%brmﬂﬂiazdloﬂﬁ a8 pyrinliit-2lyieL Bedimetihyisopr opyl

et her a ketone such as acetone or butan-2-one, an ester such as

et hyl Fﬁt?ét%ﬁ’eaﬁ?t'oo%@‘w acetate, or water, or a mxture of solvents, at

t enpermat 10 t-0. exarrpl e at tenperatures
from a O@upﬁ@e@%ﬂ[g@?ﬁo %) Zéﬁﬁggfc%’?%ﬁﬁﬁ% gta?gtxgim is carried out with
add| tlm)mzofo 5,4Ie®]penm'id)m Zeyd}ipbemw}temetlcacm am ne, such as triethyl am ne,

o am ne N-rret | i or .an i norgani c base such as
| Rt BRSO TG o PSP s B Qo Wt e el s ot i

hydr O)@r@]oxppbééﬁt Ky hydr oxi de, SOdI um car bonat e, potassium carbonate or
sodi um 25 hydrogencarbonate. The reaction of the conpounds of the fornul ae
VI and2A-dimethyke#éf-progoxyad- 3-iflusno miethydiphenexy)-eazetis 4-doyrimidgingd-e  an
al cohal $1ch a? t.ham% , ethanol or isopropanol, or an ether such as THF,
di oxant BPEERET35F14 2Rt ure of sol vents, at tenperatures from about 20 C
to abqpts- ﬁ@n&h @{wwmt J{mh?tbﬁéﬁexj}r&@zah?yu -Byimidinabgut 80 C, in
t he presence o a base, r exanpl e an al koxi de 30 such as sodi um
rr@@homhﬁtoxybacetm @%foxi de, pot assi um met hoxi de or pot assi um t ert but oxi de.

cubst e are eSO RY HRES btk M it e o anbrelofy g the

group grkrauxg}-aastidgcigarri ed out under standard conditions for such
reacti ons which are well known to a person skilled in the art. Generally

the rd4dfrionchiarocdfibpaipBenoxyi- Tahrqméwxeéol@éﬁaﬂ -d]pyrinsidineRafin?.6- a
hydroc%ﬁwwghe%kﬂréé@k%@ydrocar bon such as benzene, toluene, xylene,
obenze di ctil

chl or oronet hane, chl orof orm or dichl oroet hane, an ether such

ag5THR4- ﬁi-(ﬁxca’ner&d-lnwhyll—pmmmy) -7ehropogy-oRpatoleshed mriniitiin-2-8()-226-cohol  such
as rret%rr@g t han or. i sqQpropanol, a ketone such as acetone or
but an- M- n8§Ye?C€’stl§:cEH3' s ethyl acetate or butyl acetate, a nitrile

h L J . f
ol ver LB g Rt PRI T 0p0% SRt bt i FmiB 228 P ©
terrpercistmﬁ’ﬂe)d ﬁhamm}bmﬁt’noezﬂdc to about 100 C, for exanple at tenperatures
f t t,. 30 di ti.cul th
spect reaCesd oA M Phe )7 T BP Rt B F o B e o eophi | ci ty

oBot hedmyg@q ihérekytAceticosdil @ VI11 and/or binding an acid which is
| i berat ed during he 15reaction, to add a base, for exanple a tertiary

ani ne, {4sl&c@- %t’letQ"Z-éltJﬁlﬁ Bhe Xy et BRIPOKXY ©xarolof Ardlpwiridinrdk A6+ mor phol i ne,
or an &pREOANHENRTSacME a &g an al kali



nmetal hydri de, hydroxi de, carbonate or hydrogencarbonate |ike sodi um

hydri de, sodi um hydroxi de, potassium hydroxi de, sodi um carbonate, potassium
carbonat e, cesium carbonate or sodi um hydrogencarbonate, or an al koxi de or
am de such as 20 sodi um net hoxi de, sodi um et hoxi de, potassi um met hoxi de,

pot assj xi de, sodium am dggor lithiumdiis ]
conpomgj%éﬁlpgg%fr)nul a VIl can als 6be treated wt h'ggﬁ-%%{%%ggg%%erted
into a salt separately before the reaction with the conpound of the fornula

| X. 25 The cyclization of the conmpound of the formula X to the conpound of
the fdfnaHa-chlowxripaipophengxyid -rrapprEgxagelolhd-dieyrisridedod-26- a phosphor us

hal i d%in%@g@%nﬂ?ﬁ§£@i%%ic?em achl ori de or phosphorus oxychloride or a

m xture t an 1'nert’” solvent, for exanple a hydrocarbon or

chl or i{adb4a8, hgifluomapbemsydhp@pokpuxenelo[3, dldigyrimidityRemez sadifretiphenzene,
di chl or.onet hane, . chl orof orm or di chl oroet hane, at 30 tenperatures from

about PIEN@¥YbaGHHRC400 C, for exanple tenperatures from about 50 C to

abgut .  of. i ,_ﬁ%'g;@,t_g]&li% h il ae.Xband X1 is
angt hé{%qggglf!eu?g i3l I?‘%m &@@?ﬁ{”fﬁ)rﬁﬁ reacti onog{w%@pgﬁﬁj on%a(;)fi ?ﬁqan t he group
Rl cardiyiethytphengryguacdii¢ sl can be carried out under standard conditions
for s r t,i,ons ich are well known a.person skilled,in the art.
Goner APTE-EnECERT Pt oo TSP ieReny SURZ PR A IR oA B Emes exanpi e a
hydr ogiHhRRyREcERY Ssiinat ed hydrocarbon such as benzene, toluene, xylene,
chl orobenzene, dichl oronet hane, chloroform or dichl oroethane, an ether such
as THH4-[8i(8:cadiéluoti-pheyexyetheiopodiicxepe oy, i-dpyrénidor-2BNE2, 6atimattimghol  such

as et ) nol.,or isopropanol, a ketone such as acetone or
bjpan-%gﬁ’gy} g%‘l&ics%é? such as ethyl acetate or butyl acetate, a nitrile .
such gg-[8qatembrors-Fieorc@Ph&mt de-7spieioRs-ok8zeINE, 91d]NMidfi-2 /)02 st ur e of

sol vents, at tenperatures from about 20 C to about” 100 C, “f'or exanple at
t enperdifgtiad-phespxdnataticasid t o about 80 C, depending on the particul ars of

h kf /i . ! ' t.h
nucl cogier a0 SRR LA e B raCle S AR Bt 2 2 6 «
whi ch disefiniphahedyldardtingadidie reaction, to add a base, for exanple a
terti ﬁry am ne, such as 15triethyl am ne, ethyl diisopropyl anine or

NTRet HtRESPHOPRemeliv-RRenadylgARI PBY XIS 4sdlauimidiadZ Yiétal  hydri de,

hydr oxd;f4h\8: e, Qly; ogencar bonate |i ke sodi um hydri de, sodium
hydroﬁ"g%:t )?) th%@??ﬂn?ﬂé}g%c%,de, sodi um car bonat e, potassi um carbonat e,

cesi urfAgar(dehaire-phiensvygl THor dryakyegper o | b ghalpgrimidinryiRPiedinckethglk am de such
as sodi,um et hoxi de,. sodi um et hoxi de, potassi um 20net hoxi de, potassi um
t ert - RIEENE2CUHACIth ami de or 1t hi um dii sopropyl ami de. A conpound of the

for mJ|{@-[51(2%ré@-h'eﬂﬂﬁ-phéﬁé&ﬁd?—%i&?ﬁr—@@%ic@@,@f-&]gpﬂﬁhée;ﬁ%éigﬁg%ma sal t

separately before the reaction wt e conmpound l'a XII.
B&Si datimedivigphenepyracetisyagidacti on with a conpound of the formula Xlil, a

conpo the formula Xl can-al so be conve d.into. a co nd of the

£ or muitd R ercrigror SHIBBRR R dR A SR o SBREl £ Ui - ERIEAE { or mul o
R1- OH diiegiyeipheRbxjjsadtaiciatggl as in the conpounds of the fornula | and
additional |y functional groups can be present in protected formor in the

f or m df-[a-(grevenosdflugiophenayderpiopexyexarelobng-dipyrimidinRiyld®6bu reacti on
in thedilW@W—?ﬁ%gBI(Q- Cea&o&{i&ar boxyl ate such as diethyl azodi carboxylate or
zodrc

di i sopropyl rooxylat€ and a phosphi ne such as triphenyl phosphi ne or

t12'6but[Qlagh’me?thyIn«e—(T@r@&b@ﬁﬁi{wéthﬂpmhbﬁy}&ﬁda\tel’d{s,4fcgby:%iﬁﬁﬁrﬁﬂ [pn et her such
as TlI-1F or dioxane ‘écf. 0. Mtsunobu, Synthesis (1981), 1-28). The
coupl iRNENOKYLBEIAEd: of the fornmula XI11 with conpounds of the fornula XV

R e G R e R i T s e e T B
carri gshemoxyHaoedic agidup representing FGL, it can be al kyl ated using a
COrrpo%29[59(5—&%rrcr)lfgl)ﬁen>gx¥)-i7[]propoxy-oxazoio[s,4~d]pyrimidin-2-yl]-2,6-dimethyl» '
30 phenoxyl}-acetic acid, ‘
{4-[5-(2-chloro-3-triflucromethyl-phenoxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-

2,6-dimethyl-phenoxy}-acetic acid,



S5which FQ is a |leaving group suitable for nucleophilic substitution
reactions such as a halogen atomlike chlorine, bromne or iodine, or a
sul fonyl oxy group |ike nethanesul fonyl oxy or tol uenesul fonyl oxy. The
nucl eophilic substitution reaction at the carbon atomin the group XV

carryi F& can be carried-out under stan P! or
such r\lgg)c%%r{gé%h are well known ?g a person skil %?{Wélqgﬁqé

Generally the reaction is carried out in an inert solvent, for exanple a

hydrocar bon or chl orinated hydrocarbon such as benzene, toluene, xylene,

chi or dfdaderblomara-Hiftiommetyhahertmdriopsmexyoxazeki v vlpwiniin-Zrylkt her such
as TH%ﬁin!ﬂéﬁ'Q/ﬁﬁhghMyelceﬁE'é%fd di i sopropyl ether or DME, an al cohol such

as net hanol, €t hano r 1sopropanol, a ketone such as acetone or

but an-{2-[6+(é;chioroeStriflucsarabthgsphSeniyi7-pagioayexarolbit ¥d)paehatie2-@l-nitril e
such cgtoni Ehril , _an.am de such as N, N di net hyl formam de or

l\l—rret?f’y BIPEBVM-aNRnoxGreetis aC. i xt ure of sol vents, at tenperatures from
abgut 4L i C ) |7€ 3 re: bout: 40 C to
About (400 RO et e TR pr8boh PR T FRIR RO Z8. 1 L
i s favbmethw-phenoeyikaoeticragid,he nucl eophilicity of the conpound of the

20f or myl )1 and/.ar binding an acid which is liberated durjn he

Fenct (B luea S lo@ma by eI Proep iy SRR MOl v S6-

tri et imamylphepblylsidteaRi®py! am ne or Nmet hyl norphol i ne, or an inorganic
base such as an alkaline netal hydride, hydroxide, carbonate or

hy dr odérledRtfieas-3-rifleroseethymp isriny it prepdkyroxaxaloGxd-dipyripudss2iyiida,6-

hydr oxj. i nat ot assi um car bonate, cesium carbonate or

sﬁgi urﬁ*'%%tmwgﬂgég}ﬁ@g%‘%gﬁ%id gr an al koxi de or am de such as sodi um

met h0>‘{ESE@:Iinﬁétﬁid'-ﬂf[?i-ﬁF@dx@%—(mﬁﬁmM@Tf?‘-bh@%bﬂ&o%@b@?&?h%?%ﬁd&HJQL OXi dle,
e.

sodi um am de or |i1thiumdiisopropylam A conpound of the fornula Xl
whi ch Yaghgroxyyraeeliaeidn al so be treated with a base and converted into a

sal t j | n f, t.he.for. a XlV.
Besi a2 oy e P BRI S-L AR Bl b OSSR S B BRI P2 1 s a
| eavi ndj-ghiengxypsceticdacidi ed, a conpound of the fornula XiIl in which FGL is
h%gro y cig | so bg converted into a conpound of the fornmula XV by reaction
witeh tifdor s%%’@'ri%r UQTCRMRIIOXY})- 7 ePTORPKYr 0¥ a g Potnilpssimigife2-Wilcd.Bul a” XI V i n
whi ch 18, Vor i 4t he conditions of the Mtsunobu reaction

speci fcﬁe%t%g@éﬁb%ﬁea%ég&p |1dn’g of conpounds of the formula XIlII with
conpoyAds-(8fchidre-4-Buano-phetiokyy7 spraporgosazelofd, sefi@iringidiral yiex)6F eact i on can
al so b(ﬁ pﬁg %msd Linder. t he, conditions of palladiumcatal yzed cross

coupl iNGEMAPNERRYYIrFGEdIcat Heck, 5Stille or Suzuki coupling reaction (cf.
A. de Ejer \ J @d@x t At 766 ~CGr sfoupl i ng
React i{g/ﬁg (?V@?@Q%@eﬁgg% )p?ébl'dhe oxéizgfa(%\figgﬁ&}gy %@h%ﬁ?%@ g’?@%@fjn t he
c@fpouripnoxy}-agrticf agighul a XV to the sul foxi de group or sulfone group in the

conpo f e roul a | be carried, 10 out b n f hydrogen

or oxitas g rethiEs T PRt (E MR Rl e noRY ot ep e e RypBI B Bt hat

aci d iyn-gtierioxgt-bcewd de@t, for exanple a chlorinated hydrocarbon
{2,6-dimethyl-4-[7-propoxy-5-(3-trifluoromethylsuifanyl-phenoxy)-oxazolol5 4~

In

djpyrimidin-2-yll-phenoxy}-acetic acid,

25  {4-[5-(indan-5-yloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-dimethyl-phenoxy}-
acetic acid,
{4-[5-(indan-4-yloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-dimethyl-phenoxy}-
acetic acid, |
{2,6-dimethyl-4-[5-(naphthalen-2-yloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yI]-

30 phenoxy}-acetic acid,
{2,6-dimethyl-4-[5-(2-methyl-benzothiazol-5-yloxy)-7-propoxy-oxazoiol5,4-
djpyrimidin-2-yi]-phenoxy}-acetic acid,



such as di chl oronet hane or chloroformor an ester such as ethyl acetate or
butyl acetate, at tenperatures fromabout O C to about 40 C, for exanple at
about 20 C. 15 The sequence of steps in the preparation of the conpounds of
the formula X can al so be changed and first an am nonal onic acid ester of
the f oM@ 1/¥s6aeh as the diethyl egger can be reactFe@Tmijémq%gw%a

the presence of an al kali netal al koxide such as sodi um et hoxi de en the
sul fur atom can be al kyl ated, for exanple nethylated with i odonethane, and

D B LR 6 SRS o e R s M B0 it

the f gHasbaylasatr fadobt ai ned from suitable conmpounds prepared according to
t he above- descrl bed processes by functionalization or nodification of

f unct |{31@a41m§ﬁ¢6ﬂp45 & thpyridisr &ivioxaddopidipayy agelatiidrdipysinidéntdrdls,  25f or
exanp S tion, amdation, hydrolysis, etherification,

al kyl éﬁe@éx?} %@GT[J{ t%cﬁﬁ suI fonyl ati on, reduction, oxidation, conversion into
sabt s,{2@dinasthers(s- Fprn@hﬁrwr@m 3~Mmyro@wmxa\ﬂbﬂo®4Wyrhﬁ|d|m-129ﬂ]at ed

froman ether group er cleavage, for exanple by neans of boron
tribr d}he@é’xy}oﬁcqtl"‘oﬁ‘ﬁ‘ﬁ prot ected hydroxy group by deprotection, can be

est erihi I sy fonic

ol d doim e BB e b R ) ey e Lo B TP iR ¥ ot by

al kyl athemoxyj-atetichacidespecti ve haI ogen conpound, for exanple a bromnm de or

i odi de, th resenc f base, for exanpl e _an_al kali netal carbonate

such 441 Egﬁﬁ&'}érﬁyr@ﬁ%dﬁ%ﬁ ~ToPTOPREY-GHRERIPEy AxdlRYiridim 2 ied £-dimaiyit , f or

eﬁ@“'ﬁeﬁ'&x%@@ud éﬁg DMF or NMP or a ketone |ike acetone or butan-2-one,
wi t

h the respectl ve al cohol under the conditions of the M tsunobu

r eact i{8+]5¢ 5ffmomqbytsdlnab<yloe<y)—A -grgpoxxgxeraod, 4-dipyrenidior2-gf]iZe8-dimethve hal i de
by tre?\?ment wth a gal ogenating agent. A halogen atomcan 5 be replaced

with PTPROKEFSCeHC @idups in a substitution reaction which may al so be a
tr anS'{Q'@Bm‘i@h?ILai SALR MARGE-[63CE] ‘tfﬂﬁdzaﬁopBny&(ﬂfo%Eolﬁﬁ‘tlJ@ﬁerrﬁﬁHﬁ‘ﬁg J{go an
am no oup, for exanple by cata yt1c hydrogenation no gro can be
nodi fi r@ﬁd}eaC@tfamidrd conditions for alkylation, for exanple by reaction

1151, QB RSRNGSOEON) Sk S AIARIER. 210 SALBER(. comound

react |prﬁ.3r@§y}bgwld @C@CI d derivative, |ike an acid chloride or anhydride or
a sulfonic acid chloride, or with an activated carboxylic acid which may be

obt ai féd-gimsthyhd( %@rma(yr5~b5~értfiuerwethyémtmmnwkimé-cn@aplq h§-agent |ike

di Cycftg{%g‘?rﬂ?écar tyg}‘d?ﬁé,% %ﬂ%ac@ car bodi i m de such as 1, 3-

1- ( 3- dereetinydtapi-APPpomyiyB-ahiagb i anhadzng) dxatb ysinaiblanidie 268P0) |

0-(7- azabenzotrl azol -1-y1)-N, N, N1, NI -t et ranmet hyl ur oni um hexaf | uor ophosphat e
( BBTURhesoKyasRiceRHExy car bonyOret hyl eneani no)-N, N, N, N -

tetra @Mﬂrﬁgtﬁge&ﬂs.mﬁfmgwara%ep %&z@g@ Fm%xg,!o*%a% rafagay(@% OxY) -

di et hyl'am no- I'ene |rreth anmon etrafluoro for
exanplzayl]-ﬁheaoby}xadetmamdd ester group can be hydrol yzed under acidic or

basi di 1 t d. A boxyl d
e aciianda vereaRveRvdi FiePsed w dalimiel frpomel Sk Biachefionadiove and
react ed Wztéldﬂﬁeﬁk/ﬁﬁﬁé%o)@'} RBti@gkige or ammonia to give an ester or amde. A

primary”am de can dehydrated to give a nitrile. A sulfur atom for
exanpl{é- [61‘(2aﬁﬁdmh¢<t9nySra@BQd§mianyl)ﬂ prapexgra@yzolo[T, 4rd]pgimeim 2bd]-8)8-di zed
with a LOXI ?‘e Ilhr n peroxide or a peracid 25 to give a sul foxide
noi etf%{e&y NeR0E ety S(0)2. A carboxylic acid group, carboxylic

aci d aﬁﬁ@r@rgé@um@mdasdeﬂtam{a [ﬁﬂ(@'alﬂs@ﬂu@l% -SRI Idxg)-aprapsghol , for

exanpl e by nmeans of a conpl eX dride such as |ithium aI um ni‘'um hydr| de,

|i t hi UnseEBlobho] pmvémaim%ﬂ] a1 @maihxid?haa@xyha@@f@@@dd{2o$~dtmethwtn4rfﬁ+ al or

an int o) und or
"t er mEaPER:S R RO 2 TRRl B B o e Bt PR eRERE oL
wi3och amticlaeid, QaqBszecthtaxyzeq;rap@qaokam[5t4—d]wmﬂdﬂn-2‘@{)@ §z@dletoupl i ng
reactlon froma conpound of the formula XV containing a double or triple
bond iR g]%%&? tid g0~ 5!'re%%bﬁﬁﬁ%@pw&ﬂ%mrgww -methyl-propoxy)-

oxazolo[5,4-d]pyrimidin-2-yl}-phenoxy}-acetic acid or {2,6-dimethyl-4-[7-propoxy-5-



as outlined above, can be converted into a conpound in which Xis a
saturated group, by hydrogenation in the presence of hydrogenation catal yst
such as a palladiumcatalyst. Al reactions used in the above-descri bed
synt heses of the conpounds of the formula | are per se well known to the
ski |l gg @Qﬁ;can be carried ouggunder standard di ng
to, or an ogou t pr ocedur es degcrl bed in the Ilitggﬁ}ai’itéjér@% %65 arrpl e
i n Houben- Wyl , I\/Et hoden der Organi schen Chem e (Met hods of Organl c

Chem s h| ene-Verl a ani ¢ Reactions, John WI ey &
Sons. R AT A ST a0 XA oh ¢ ARSI U SIARe PULREHORR. o |, as
wel | ry

vel | Sapfahniesgedhal s pamayats 8‘;&&0?@9*%%%1 Fra SHEkFEARe
chr ondegntiphn.S penfiguratioly onBrtdnbigecstioal dr sstrexturengf thengramtidmesicdorms

i nternedi ates enpl oyed in the above-descri bed syntheses which contain an
aci di d"&Y Hﬁﬁ?c group, can also be enployed in the formof salts, and all
15int er medi ates and final target conpounds can al so be obtained in the form

of salts. As |ikew se nmentioned above, depending on the circunstances of
t he spemthecswed, ofithe prefant inveation drapretessas dof theursparation of daet i on or

neces SETOPOR Rl dhe Reubde ' BYBLERE P7 pod SERARE RiidieGRs S5 Bh0ack,

i nt r ociigiomainsBleetid WRicHrAuRtiard ideps MIRWINg OntdiRMRddassH aﬁ&or@pb@hér st age
of the synthesis, or to introduce functional groups in the form of

pr ecurafdpe forpusa hipireacted véin acempenod of dee forrsila Hbtodeive eepnipeiend ohal
gq@upgheegwﬁﬁgqples of protecting groups, am no-protecting groups nmay be
nti onéd whi ch’ can be acyl groups or al kyl oxycarbonyl groups, for exanple
a tert-butyl oxycarbonyl group (= Boc) which can be renoved by treatnent
with trifluoroacetic acid (= TFA) a 25 benzyl oxycar bonyl group which can
be renoved by catalytic hydnd@enatlon or a fluoren-9- ylnethqubarbonyl
group mhlch can be removedCy treatnent with piperidine, an& protecting

gr oups ar boxyl i c acid roups protected as gster groups,
such as & butyl j cl%h %g"o‘gf)r ected by ] wth
trifl uoroac X-aRf ,/ |ben I ester® whi ch bR by

catal ytic hydr ogenaj+0n., 2 n exanpl e of'a precurs nitro

group may be nentioned whi é‘h can be converted into an am no rouﬁ‘ by
reduction, for exanple by catal ytic hydrogenation. Such synthesis
strategies, and protectiye groups and precursor groups which are suitable
in a specific case, are known to the skilled person. Another subject of the
present invention are the novel starti ng conpounds and 5i nternedi at es

compoUHEErebT NEGOPHR fubadt ) 1 R anarrT i g cogountsof e foamulae Mand. xi 11
Xi1g ang JR¥.defhes %‘sqnfhe &n‘ﬁ%un&’éofWefoﬁ%uiﬁanﬁaddrﬁbﬁaleﬁﬁnchg@ grnggn L2 and

L4 are defined as above any of their stereol soneri ornms or
of st erarohes pramant irf protected famy or it the, formdf Bhpiecusalr gsoupawumos Vatees of any

f th d .t hei di ...10 Th | ud [ 1
Pt orfin BREG TS e YRALGRMPOT RE AL Tttt he daadia o 73 Uee @
expl ar‘@é"’ﬁg@@u@m@l@p@bn@@ﬁépl%@@hf b SR cRRPWAICVMrb Fhatie Re&hitution I'r(Jé‘@ctfd?m)Ounds

of the formila apply correspondingly also to the intermediates and
st art |Wh@ﬁr®6€|ﬂwn Fogupretanspleahéonng/emrostinas @ a aulfaxide guiup ot &e novel

ZLL%@%O?*%Z*%%RF?K%?‘B& Pl LT BRAL SOk o RO B e il or s

a spedsfa (€ s@l)talk rfer axngjeembthw of behyl.nvention both in the form of

the free conpoun s an in the formof their salts, and if a specific salt

is disclosed, additionally in the formof this speC|f|c salt, and in the

form ofy ?%%Bﬁ%}’?ﬁe@& Ln&%]%mh rrﬂlﬁa Cl?gﬂaqp%a%lfulcfegg [nBraﬁ‘Hh?atac

optionally 1n conbi nat| ot armacol o y actl ve conpounds,

can besudtitutiositreaetibrt at Hel caxbsn atnreﬁeetiw)ﬁ-}potsmommmhé@thb[ﬂM-ng humans, as
rma euticals b thenzelves n m xtures with one another, or in the form

RYYD ﬂ%&P clotiBdhe pyriRiding malehy; AP CARDERRTEE OHéuea@W@adam
or a' ' yaori‘o%r%&am%@e{r&a@ﬁs Wéﬂ arehwa@lk%@n thid FaeBAlRMcb AR}

sugar - coat ed 25ta granu ard and soft gelatin capsu sol utions
i ncl udi ng aqueous,



al coholic and oily solutions, juices, drops, syrups, enulsions or
suspensions, rectally, for exanple in the form of suppositories, or
parenterally, for exanple in the formof solutions for subcutaneous,

i ntramuscul ar or intravenous injection or infusion, in particular aqueous

sol uti 504 ounds of the for al can additio I in
nodes \’g@%%l:gpggm delivery, for eg&r)rpl e in coated s?@h{%j?@rﬁgﬁgéﬁtl ng
or reducing in-stent restenosis or by applying themlocally by neans of a
cat het propriate adm ni stration form depends, anong ot hers, on

T
Che aiGearall et BieERERE VR 1 Y ingy eplvept fatrexairpiem hysirosarempaund of
the f ottt ﬁgﬁ/d&é&i&%&é?ﬁé BoRA AN NeRE CRLAD hiGBRER,HY/ Of SO} vat e

present In armaceuti cal conposi'tions n Iy ranges from about 0.2
t o abalichi8@0nethané ochiencéomph er tiichinradibane Oarb etieraluehtass@banpdrofiranexanpl e

f It bout .200 . it d \ t d di the t f
the. b PIRcdaER e RSP GROPORAStE 86 T i GRBRyerABe BMETBeU | cal
COBPO ek Sucts H8bk¥toP@ BBt S LLAHB ab0stitePedcH Qﬂggg}g%cé&&ﬁf )ﬁlﬁﬂg}‘:cby wei ght

of the conpound of 10the formula | ‘and/or its p ogl ca ept abl e
sal t s aoetidter a niflilecsush. asThectpnibdlacan amidé suble aphihNvdineathylcamanoidposi t i ons

can b ri 0 I n_a.panner er se, To.this end, one or nore
conpoﬁﬁ)ﬁg#)o(?re'\g éﬁ“fow Pﬁg;ﬁ[g'ﬂﬂ? E&R/m}eﬁ a ;5W§5§1"8|°5§Ph’§|“&y 2} leTRPRAYESs al t
and/ orfraRlapaleso tOas MRt WED RCORS <XamPMs &t &3hperRirdsifiith dpBleidrREaHt | cal
carrier substances, or vehicles, and/or additives, or auxilrary 15

subst @heed 1086, deperdipg i thetnasticulensi of dhe specific daser @dnertipdris

BB onede @8ty sty td OPRUBATCREY R o Sea ol PetbeRUBlPR SRR wii cn
can t heasehforuse@ehple alterriry @miﬁ@,twdhrwwietmﬁﬁrﬁidﬁ?ethﬁﬁdi?s@bf%;ﬁ}]arﬁy@@,ances and

addi tives, suitable organic and inorganic substances can be used which do
not r BEHYImorRRolinRI<YideiRoRgEHe Pask SHCR o6 188 @lkalsuearsh oietalhydridenul a | or

their i: | . . I of types of
addi 11 JoES e QRrEShott AIGRR ARG IRE s3I bR adrs BB By Al Bl ha
medi cgmassuml hyirdxidet sodipmesebodteypstassinht kemenate, sealint ta®bdate or
disintegrants, wetti agents, ents for achieving a depot effect,

erthl 51 SRS NVEEgescafnals AT ARBXIAR o ARAE MG eSS ehBKESs U
buf f ergaeplhs ANGE8Se s aht i i 1( td G . S may be
ment i osned. Exanpl e’s@%gﬂ%&r@gﬁ@{fs’ ggiégggﬁaﬁ%?ggg?)?%e%%é%%mpéﬁﬁ

physi ditlugircaiisopoetiiemidd. dv tarepsehditf the, forraglet lldae aisb He treptes withl gohol s

such as et hapol . isopropanol, 1 2-pr nedjol, benzy| al cohols or glycerol,
pol yof}’sﬁserﬁﬂ#l?%d@,”@@d!’ et ﬁ?itéﬁgé@@g&% ,regb?ﬁ?‘ﬁfﬁﬂ ‘éﬁ@gﬁﬂ WP@‘;‘“@IC’%cer ol
tri acegrat@&mmpgllyvi nyl pyrrolidone, gelatin, cellulose, carbohydrates such as

30 | actose, glucose, saccharose or starch Iike corn starch, stearic acid
arfl stearic acid salts such as magnesium stearate, talc, lanolin, petroleum

jelly,+or_ a.xtu ere for ex l e, m xtures, of. er with one or nore
organ iEhOes%[%% éo‘?ﬁacé%cg%gffrﬁh)@ t@%@a%m) a%m?a r\}\ﬁ? t?bg?'e\é\ﬁw?.mﬁ?fg”@ﬁ npounds of
the f alesghibed irathé litbeittrendyitio fefaidirkl ty pr66aRIrabldeseMESinaRd fdtayakes can

al so be |yophilized and the obtai ned leeOphi | i sates used for the production

of i njatiRENANY: 6ASASANE erBMergplheaatiabie. Compounds of the formula lia, i.e.
compounds of the formula 1l in which L' is a sulfoxide group of the formula Alk-S(O)-

25  or a sulfone group of the formula Alk-S(O).-, for example, can be obtained by
reacting an aminomalonic acid ester of the formula IV with an activated carboxylic
acid derivative of the formula V to give a compound of the formula VI, reacting the
latter compound with thiourea of the formula VII to give a compound of the formula
VI, alkylating the thiol with an alkylation reagent of the formula IX to give the

30 thioether of the formula X, cyclizing the latter compound with formation of the
oxazolo[5,4-d]pyrimidine ring system to give the compound of the formula X,

alkylating the latter compound at the oxygen atom of the keto group or the tautomeric



5 The dosage of a conpound of the formula | and/or a physiologically
acceptabl e salt and/or solvate thereof to be adm ni stered depends on the
specific case and, as is usual, has to be adapted by the physician
according to the customary rules and procedures to the individual

circu BELE08 der to achieve angppti num effect Qgﬂgﬂ

exanpﬁgtﬁon t%e Jgiure and the sever?fy of the dlsordz?Tto e ?@%g é% 10
t he sex age, melght and individual responsiveness of the human or ani mal

atien on the e cy ,and, dur at,i of action of the c Qund, used, on
et WOy GrPlns TeSRECNE] oty Hb AHyEoR eBReaR R ey SR dNM i B8 asa. or
pr ophyhaekdigue RO (MJXI h‘*ﬁé tt% B@z‘hp@&hd %?tt@ﬂ@%‘d@ﬁ BV R N daﬂ‘:'&if%t ered in

addition to a conpound of the fornula I. genera dose from
about o@nmourgi/ckfghecﬁorarrudaNWOanrmkidmng)therﬁhmtnar mbmjy ithe cmhyek@dt o about 10

ng/ kg, _or from t 0.3 about 5 each case er kg of
body waebiRg nRiRE famiiid X b oS PPitb e bina SHireies RE AL BAE o B sl
wekghifggnmdia ilkg i n order to obtain the desired results. The daily dose can
be admi nistered in a single dose or, in particular when | arger anounts are
adm ni stered, divided into several, for exanple two, three or four,

i ndi vidual doges. The_ 20Dadm nlst atlon can also be carried out

conti nuously, ifor exa Ie y con\lnuqys i Hf usi on or \hj ection. Depending on
t he i ndHyNqu behavrom; a spe@‘fi oNcas it may be necessary to deviate

upward or ddwnw&tRi fromt i ndi cat d sagéR' ThHgTol'Sowi ng exanpl es
illustrate e inventi When e conmpounds _contgining a basic

group wer@ pufdR'ied by preparative | poessure |iquid chromatography
(PLC) on reversed phase (RP) col umm naterlal and, asgyfustomary, the el uent
was a gradi ept m xture of water and adletonitrile containing trifluoroacetic
acid (TFA they were in part obtained in the 30formof their acid addition
salt mnﬁ@ trlfluoﬁaacetlc acid, de di ng on he details of the workup such

as evapo \%hg@ or |y0ph||léEalQn C %tlﬂ n t he nanes of the exanple
conpound MRepst ruct L or mR trlfluoroacetlc acid
cont ai ned tlhere n i 4 not speciti®d. Th ng;%g conpoun were in general
charact eri % ﬁébt pscoplixc dat a an ogmmphlc data, in
particul ar naes spectra (MS) and HPLC refenti™n tSmes (Rt; in nin) which
wer e obtai ned by conmbi ned anal ytical HPLC/ M5 characterization (LC M),
and/ or nucl earyjpagneti c resonance (NVR) spgctra. in the NWR

characterization, the chem cal shift 8 (in ppm, the numbercgf hydrogen
atons and the nmultiplicity (s = srnglet d Rdoublé? d —/double doubl et

t =triplet, dt ©double 10triplet, = qu rtet m = il et: br = broad)
of the gnal s ig|given. |n,the ?ch act rlzatlon i@ general the nass
nunmber I%érz)i\l peak o] trlre %e ?\{ |\orN M e. g—M-—or_e.f. a rel ated
ion suchRés<th ion ergPMIR pngkonated nol ecul ar ion
[ MtH] . whi chg SE/ pﬁ%pe@plng on’ Khe |g i Zag7'on metdd used, is given.
Cenerally, the ionizalion nethod was el ectrospray ionization (ESI) The
L& VB Xt
Xl
R’ R
O/
4 4
R=—0 N X R=0 N S
}—x—rz2 2 —- }—)(--R2 7 )N\
S o = Alk o o N/ %
XV lla
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15 conditions used were as follows. Method LC1 Col um: UPLC BEH C18, 50 x
2.1 mm 1.7 pm flow 0.9 mM/mn; eluent A acetonitrile + 0.08 %formc
acid; eluent B: water + 0.1 Aformc acid; gradient: from20 5 %A + 95 % B
to 95 %A+ 5/0Bin 1.1 mn, then 95 ¢)/0 + 5 % B for 0.6 mn; M

o 11055y 20THOBBITT 1 5y Lent A 25 alBtoni trile + o 0BGoERrN Hogere

eluent B: water + 0.05%formic acid; gradient: from5%A + 95% B to 95% A +
5%Bip 1.1 mn, %ﬂ%@ 95% A + 5% B for 0.6 mn, MS-ionization nethod: ESE
Met hod' &8P SehI " ARk Br ) HasrGaigeounds ofdbefomgaaiia, ¥, ¥l K v 1.3

m / m g ekye ' hiddd i % ' Wk t B, water + 0.1%
formc (l;lg(d s%\r/égijgﬁfﬁg%Péfi%ﬁég/?gxptr%aﬁ&?@@sg@ﬁ%f%ﬁig&l é‘%pn 3.5 mn, from
60% A addiisndlytfon&BMalgrouP%dan ire Présemt im, probetied B8 & thedBprBofer 1 nin;

MS i oni zation netho S

- ES| + Ex | )
L DBl Op o R BB it SO s esHBia NG A OB TNe GpHP D do2- y1] - 2. 6- d
5(4- 1 e 18 |
o8 GPOSRE BB e ia X b aBfifed A Mle groun X inthe comppunds ofthe 11 o
of amifpontleonioe campdses atpayt ofdbe @roty iriodhé desided vempodind s tivefbririlZ 00 m

o OSBRI Ri e RS M agcl 70 1
chlori UBo 4n51§}Qj gihy Prt€lbEiNefroBs *fl@‘earv@?s@g |r@%}#i e RS ofiber 2

at 0 C 2 of water were 15 added slowly. The ﬁgses wer e separ at ed,
and t HefmuiseX¥dogsiber phadbe Wesiredtarace &d Faf eka@pE, i thef caiectiabtheret hane

t wihce. ' . ' hases r shed with 2 M.hydrochl orjc acid
atd < R LR, BREeRARERLFoRR B URLR YOG GR Clmufe Orile Faua 2l
evaporgirebe tHheesiesi slignyb-dxyegrioed aMd the®bhy FG%eddrr @@bﬂyd%gl@{ atodnd then
the resulting precipitate was jsolated by filtration to gi've 178.7 g of the
title ag@c@@ﬁiggﬁﬁ@pxygen atom, or the group X® can be the alkanediyl part, the group

FG? is a leaving group, and the group FG' in the compound of the formula Xlil is a

hydroxy group, the oxygen atom of which together with the alkanediyl part then forms

15 the desired alkanediyl-oxy group after alkylation of the compound of the formuta Xlil

with the compound of the formula XIV.

The groups FG' and FG? in the compounds of the formulae V, VI, VIiL, X, XI, Xill and
XV are functional groups suitable for the type of coupling used to form the desired

20  group X from the group X* and any part of the groups FG" and FG? remaining in the
compound of the formula XV. For example, if the group X* is attached to the group R®
or to an atom in the group FG', such as an oxygen atom in a hydroxy group
representing FG' as mentioned afore, via a nucleophilic substitution reaction, FG?
can be a leaving group such as a halogen atom such as chiorine, bromine or iodine

25  or a sulfonyloxy group like methanesulfonyloxy, trifluoromethanesulfonyloxy or
toluenesulfonyloxy. If the group X® is attached to the group R? via a transition metal-
catalyzed reaction, FG* can be a leaving group such as a boronic acid, boronic acid
ester, dialkyl borane or stannane group, and in this case FG' can be halogen. FG?
can also be a hydrogen atom or a carbon atom, part of a double bond in an

30  alkenediyl group representing X® if a Heck reaction is used for attaching X? to R? and
in this case FG' can be halogen. If a Wittig reaction or Wittig-Horner reaction is used

for attaching X® to R?, FG? can be a phosphonio group such as triphenyiphosphonio



(b) Sodi um

4, 6- di hydr oxy-5- (4-nmet hoxy- 3, 5-di net hyl - benzoyl am no) - pyri m di ne- 2-
thiolate 1.5 equival ents of sodi um net hoxi de (30 % sol ution in nethanol)
were added to 20.6 .25 g of thiourea in 900 m of absolute ethanol. 91 g of

2- (4- W@?@ﬁ"[/ﬁ&iéo% met hyl benzoyl ami ng)- mal oni ¢ acid d,bég-ﬂ#éggﬁggéo% 63 H

added i n sma portions, and then the m xture was stir

Then the m xture was cooled to room terrperature and the precipitate was
filtered off with suction, washed with 100 nl ethanol and 100 nl di et hyl
et her ARIPEPSRIPWhIRABRYIChAS dielivbPhesrha dind thel conerarssLpith fere obt ai ned.

5
T e
4, 6- diFy dcax peSn didabydogsoud, -E(dl)d‘ébhydatehe@oy;b a@impz)xkpyahdiw&eﬂe@rsbhi olate

in 190 of N rrolidin-2-one were cooled to 0OC.
Wi ey Beait el duPlrndn Gnoke Garia Sos e PRIVISNE FPUBEe v

;‘ E@Z ]FQetéFd ?EWW%@qugpfé%renaﬂg @whﬁﬁ%r?e éﬁhk]&b% & tha- f&rrmrjia%fxv met hane

rrolidlin-2-one was ed. After co etion of the
r eact |ami (carhips ’Ehmgfﬂu%uﬂw pecsIralc Gl ti“@dccxmphum\@fdherfatmdlabydr\dchl oric

d t t d b t hed th t
and X et 8T R R esBhlndBiaden Biffpaufidedon Bhe freeasons La/ns.
( rret h oh§%hlciﬂs fatek-RvaHEd inffh Zhe g WhicMithltHe cbfhbound of the

t hoxy- 3, 5- di net hyl - phenyl ) - 5- net hyl sul f anyl - oxazol o[ 5, 4-d] pyri m di n-
7 oI grrmu!@ >(§$|II reacts with the compound of the formula XIV. For example, a hydroxy

AR o rPP LR R IREC MBIk ROBY LAY bf Mcleluple K calBe Pt g e 57, °°"

After ceesndigef thBdomagae M, Ng, ¥, Ddan@Xi Gobttsdted fdm frbt émhp@m%éh
suction and washed with rreth | tert- butyl ether. The solid was then

di ssolfeen of anethesified Eydfpxngmﬂmﬁmﬁﬁar@rwﬂemf paAp @liof ethar likgeashed wi t h

|
concer e fLgH St SR ERAC BTN RRG Tns B YR e ts 8B o e
(et hmt;lleﬁjm th&ark Als@#rrm*ylof mMethed3fb8 B rdrivdl o2 brotéefing groups can be

2- (4- Net hox 5- di nmet - 5-net hyl sul fany1-7- ro oxY.- oxazol o[ 5, 4-
d]'SyrifRHB ,s%trga @e@atglf ?gre%m;ﬂel P.J. Koca‘Yanskl Protéctxng roups ?/Thieme [

2- (4- npdhax 9@4509'3 W e gﬂ@%ﬁ’ & WRAULsS b BBYe X% ésg%fﬁu pyrimdin-

7-ol were dissolve f NN—dlrrethyI ormamd

pot asspynthasis ¢ dookdtey aBdnsh&®RP. 7 g of 1-brono- propane Were added The
solution was stirred at 60 C for 5 h and then, after cooling, poured onto
150 M of water. The precipitate was filtered off with suction. The

obt ai ek giotip einGhe CBEHRURBERN ShaVRst R LiEiedefYed as specified above. The
20 group L? in the compounds of the formula V is a nucleophilically substitutable leaving
~ group and can in particular be a halogen atom, such as chlorine or bromine, and the
compound of the formula V can thus be a carboxylic acid halide. L can also be a
group of the formula FG'-R3-C(0)-O and the compound of the formula V can thus be
a carboxylic acid anhydride, for example. The groups L® and L* are leaving groups
25  which can be replaced in a nucleophilic substitution reaction, and can in particular be
a halogen atom subh as chlorine, bromine or iodine, or a sulfonyloxy group such as
methanesuifonyloxy, triffuoromethanesulfonyloxy or toluenesulfonyioxy, i.e., the
compounds of the formulae [X and Xil can be organic halides or sulfonates, for
example. The group R' in the compounds of the formulae IV and VI can be alkyl like
30 (C4-Cs)-alkyl, for example, such as methyl or ethyl. As mentioned, the compounds of
the formula XI may aiso be present in another tautomeric form, for example in the

form of the respective 7-hydroxy-oxazolo[5,4-d]pyrimidine derivatives in which the



silica gel chromatography (50 g silica !solute cartridge, heptane/ethyl
acetate 9/1). Besides 1.4 g of

2- (4- met hoxy- 3, 5-di et hyl - phenyl ) - 5- net hyl sul f any1l- 6- propyl- 6Hoxazol o[ 5, 4-d
]pyrimdin-7-one (LCMS (method LCLl): Rt = 1.43 min; mz = 360.13 [M+H]),
2.5 g.\@f L conmpound were obtgi,ned. 5 LG/ M5 ( b&l,? = 1.51
S oo gagﬁbﬁgﬁfl\mm 2 (f) 2 6.Di tBthyl 4 (5 "BEMERLH/058208

met hyl sui f anyl- 7- pr opoxy- oxazol o[ 5, 4-dj pyri m di n- 2-0) - phenol To a sol ution
of 2.5 g of 2-(4-methoxy-3,5-dimethyl-phenyl)-5-nethyl sul fanyl-7-

pr opoxPObika hyieEsnAtameMiich igifaenula Mds ponged de the 6r AitoeeRatom7o the of

bor on £ 0r om sl < Cand 2 h at
room tée Oéiﬁlgﬁl?? g{‘} éjt8 f“(léfe\fdrlngprr ﬁﬁgﬁlv(\ea@%gsr%h‘éég @é})daég‘gfoﬁhg#xggég aé‘“ﬁ?‘ur at ed
aqueoustisbeidumthy dingganoay bionatretheol -ptsitionwWas lfar ambpplrbbiend sppliegper at ure

bel ow 5C. The phases were separated, and then the aqueous phase was
ext racqﬁle‘ﬁomﬁﬁj’d dPEFIFENG a'ieo?r'é"f’ﬁﬁﬁ%@.” ‘%ﬁ@e COMRONBES of iniccmykmtBwtuer e

drized ' jot

obta ) ERMGEPEBIER Al et fitingfiq forth hart 78 dril pBre MRy P

[ 2, 6- Domeulagl Inttesrazetitys stthisaprpteds fordpexyepaatioh of hedeathpyunds df the2- y1) -
L B N e N

d] pyr i tedbindaN 1 speNedmpoutds &n gfsgl\ﬂagé?\"eﬁ']ip!aiela%rfd?éﬁﬁ%l Etg»"&ﬁa%@% 3.20 g

of potassium carbonate, followed b : m of tert-buty ronoacetate. The
m xt urtBeviaem oé aciadld Foo exambleacospoundeei the fosmedae Y carobe @neblpyed éd ont o

er. r tin LRI was, col l.ected. filtration with suction
\Qﬁ? drtpéggm%\?éb%qtgggaﬁgqgag%bghﬁ%h?ﬁypéocﬁqﬂ;g%nd wer e obtained. LC M5
(method LC1): Rt = 1.52 mn; mz = 460.18 [MtH  (h)
[ 4- (5-Met hanesul f ony1-7-pr opoxg- oxazol o[ 5, 4- d%)f)”i m di n-2-0) - 2, 6-di et hyl ph
enoxy FHi@teactigpiai the compeupds ekthe fogmuleso! \ngn@ 1/ can be carried out under

[ 2, 6-di -4- (.5- Ny 1-7-Dr p - rimdin-2-y1)-
bhenod i seiddiFpEie dolamrar aP Rt WiR SR ARt ety g o

di chl oderivetibatike oAt ad€hahes o288 dranrytiride cBbner¢ the REZAItIONAS Cdrriy eutadded,
"and the m xture was then stirred at roomtenperature for 12 h. The m xture

vl t riBgreiedt savertrfovesgmesua hyeraaareen of chlgdnatedrpsiresarben suRB@St he

| ayers S i he; @i j acted tw ce
wth e, RS St o ok BBl tnar® SRR Wi Th a"10- a)
aqueoudickloredthane cdn stidir sochpd rlodfe ndiokdng, elibutyl etlen\dsomogdyuathar sul f at e,

B A SRR S8 A b et SO Sl S SRR (1)
(445 (Butpr Ribteobr walle ox wmikt e Q)@%K/e%s%za@kéihéea%ttﬁ’rb@lf{dnﬁrbg?ﬂfl%%y% i 6-dim

et hyl 10phenoxypacetic acid tert-butyl ester To a solution o
A05- neh g dds il flongkampler aigespesatares B\, aballt ®yiG o albaut B0 °C. Generally

{2 B B RSO RS gt B0 W ML i e gy o
_2|_th ?zl?]sfe trieiha fines) Athyiditd pibpfidinehe\8s NsthitHy o fSholife B rifTPBFGEHE Daker 12 h.
such as an alkali metal hydroxide, carbonate or hydrogencarbonate like sodium
hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate or sodium
25 hydrogencarbonate. The reaction of the compounds of the formulae VI and Vil is
generally carried out in an inert solvent, for exampie an alcohol! such as methanol,
ethanol or isopropanol, or an ether such as THF, dioxane or DME, or a mixture of
solvents, at temperatures from about 20 °C to about 80 °C, for example temperatures
from about 40 °C to about 80 °C, in the presence of a base, for example an alkoxide
30 such as sodium methoxide, sodium ethoxide, potassium methoxide or potassium tert-

butoxide.



15 m xture was poured onto water, neutralized by addition of a 10% aqueous
sol ution of sodi um hydrogensul fate, and extracted twice with ethyl acetate.
The conbi ned organic |ayers were dried and concentrated in vacuo. After

filtration the solvent was distilled off in vacuo and the residue purified

by pr @&@r@{fﬁ%@}_ﬁ_to yield 69 ng ojsthe title corrpqyérﬁl/EF%Q”L‘%g@égmt hod

LCl): n, mz = 542.20 [ Mt (1)

(415- (2, 5-Di fl uor o- phenoxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6-di m
et hyl phenoxy| - acetic acid 6 , -

of (44 -h@zr,egsh?rﬁp ineo@%naﬂ @bﬁe‘%%%ea&a%wdﬁs%raﬁb@mwdi n-2-y1] -2, 6-
25di H R 5 i ' - Rt j ved,ja 1.6 nl
o i h o g b B DS LR ERahg. " e

16 h tche he samied avsindensiantiast exhditiuh s foe szeh deadions Mhichyaod welidnbiwnl e

fﬁ/ﬁnﬁumt'@n,g ;:}ﬁs%raﬁxb%gﬁigld rllr? ﬂ’ie Ia‘rg ggnérgﬁst/ t Oéj reLa%%z)h ith caﬁie%i'o?’u? Ergﬁ arq;inenri’t éo!@eﬁ%a 33

[ 445- Qychonrpleyd AYdrobaRictPSPomidnRAsk Pl ardtatb Bty 5iicH 84 Barzrle, tdiuéndi met hyl - ph
enoxy]- acetic acid a

[ 4- ( 5xgesieo pblarybenaene, gicvsoamethenso cb[osoipra gydichbuiethahey lap-<ther di et hyl ph

ti id tert-hbut ter. A | utJ f
A ( b RERiAsEat: Pihght B et Sisdarayb =i pp AT &7 Alanghsuch as
2, 6- dim@thBybt, RREADI B istpedpahoicd RetbBEtsUBHIAY a®8698 or BHaRR-8he C¥ K lcaRENt anol
and 69 of (tert-butylimno)tris(pyrrolidino)phosphorane was reacted at

r oom tsefp@satiyleaqedated hitdigetipsa giidie suchesmaegionifile, an erdd@eecheact or to

10QC f 7. : ' \ dtw
wibn G AU, oLt s TR S R BBl Bh By BB B Qo & oot
aqueousiutioingt abtenaferatdres froacabband0bC toeabaditi1ed “antoraapasiated. After
purification by fprepar ative HPLC 27 ng of the title conpound were

obt ai fRAPEIHUIRY RIN(ERAUot) [€19 abryt 30 TCsEependingpp the pogicakars Mfkhe  (b)

L4 ( S-eekieRALY Lpkrdi Rl BRARaBIYEP bRhandnghRY hLEkdbRGry dp mé - di methyl ph
enoxypacetic aci m} 0

[ 4-( Smmthe%gﬂﬁﬂlaMbm%iJ?)?a@h?[%1, abid}mw('jq:ﬁ MI?Nere(jtédﬂhgiﬂam,tﬁegi met hyl -
2Q _ph - acet tert- est er re dissolved in, 0
G Bh GPORIA 1h S04 RD 5 A0 BRI AL SA AT er Pt BREEEYRERI At er 16 h

o SRS EANGRELE RAIDRARRRE: o hpold 08 o | s
metal hydride, hydroxide, carbonate or hydrogencarbonate like sodium hydride,
sodium hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate,
cesium carbonate or sodium hydrogencarbonate, or an alkoxide or amide such as
20 sodium methoxide, sodium ethoxide, potassium methoxide, potassium tert-butoxide,
sodium amide or lithium diisopropylamide. A compound of the formula VIl can also
be treated with a base and converted into a salt separately before the reaction with

the compound of the formula IX.

25 The cyclization of the compound of the formula X fo the compound of the formula XI
can favorably be carried out in the presence of a phosphorus halide, such as
phosphorus pentachloride or phosphorus oxychloride or a mixture thereof, in an inert
solvent, for example a hydrocarbon or chiorinated hydrocarbon such as benzene,
toluene, xylene, chiorobenzene, dichioromethane, chloroform or dichloroethane, at

30 temperatures from about 20 °C to about 100 °C, for example temperatures from
about 50 °C to about 80 °C.



25 Example 3

{4-[5-(trans-2-Fl uoro-cycl ohexyl oxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1
]-2,6- dinethyl-phenoxyl-acetic acid HOH3C 0 O (a)

{445- (trans-2- Fl uor o- cycl ohexyl oxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n- 2-y1]

-2, 6- gpenoxyl -acetic aC|d ert-butyl ester f
trans @ ?@Lro cycl ohexanol were adde% under argon at%iﬁ%@%&js%qo a
suspension of 10 ng of sodium hydride (60 %in mneral oil) in 2 m of

N, Ndi hyl formapi de. After 15 mn a solytion of 100 of
[ 4-( 5% é@ﬁ@grﬂ, qcm?pounds of the tormulae Xl and Xli is anotggr nucleophilic

pr Opoﬁmgpi%%l%%é@tﬂ)r%ﬂ}ﬁé'd&&%mﬁﬁm ﬁ?%‘é&éﬁyﬁ? Bt vl msggépg%@té&d aci d

tert-butyl 10 ester in 1 m or mam® added.

After ce e agrriedarat uedpesaindasd ccbmim@netimmuma%mtmfvedclbwé heua@mm on of
wat er .and extracted.tw ce at e. e conhi ned organic |ayers
wor o dPARFTSHR KR dhfi e BrRe Gy oe PSS ORge GRMasEowt b P8 oG BBbRTo: o
obkai ) nd 552. 26
: I\/El\la]w@?%x FiEa &94%'&5_ lzgfbadfgrns ZGh&ﬁ%artg& (’gﬁg dEa%oﬁFﬁcﬁgzé?@nZ@né YR nar

poxy- OSvéENs), @[1 rqb@]ZIWllel, dightbrometizang, ]chE)rﬁiorm orediblylbraeftiearoe \An-etbet i ¢ aci d 98

ng of

{ 245- (Y4078 DHF digrane, Aibuibsien,dirormanvbpiney o6 MBI af glceha) 851 B8 di n- 2- y1]
- 2, 6-HEtRhbY et ex WopdsSiridt, @ﬁe@nb%mh%tdém@ﬁé 8f bURin® dhasghweed n 3.5

m of 20di chl oronet hane and treated with 1. of trifluoroacetic acid.
Af ter stehigeibymoatateconiusy anetaiat # aitdle w as e@eztenramleean ag8dernguoh ashe

| SOPRRE PS8 RLAL N Sonveite B T Hom Bba T 20 T aF eBodfer o
pr epar ‘Ema‘bogmmbbe éﬂetdﬁ%ré’t’éreﬁ feP@r £8dURA00TC IEbENBIPIE epERaIHYISH
descri bed above. were obtained in the formof their

trifl JB?@&’E*&W'QTS&FME §B‘P‘f>‘f'c Ca%féeqerawan@faél%@wﬁégw@mmm@er ormula 1

Exam nucleophilicity of the compound of the formula X| and/or binding an acid which is

liberated during the reaction, to add a base, for example a tertiary amine, such as

15 triethylamine, ethyldiisopropylamine or N-methylmorpholine, or an inorganic base
such as an alkali metal hydride, hydroxide, carbonate or hydrogencarbonate like
sodium hydride, sodium hydroxide, potassium hydroxide, sodium carbonate,
potassium carbonate, cesium carbonate or sodium hydrogencarbonate, or an
alkoxide or amide such as sodium methoxide, sodium ethoxide, potassium

20 methoxide, potassium tert-butoxide, sodium amide or lithium diisopropylamide. A
compound of the formula Xl can still be treated with a base and converted into a sait
separately before the reaction with the compound of the formula Xil. Besides being
prepared by reaction with a compound of the formula Xli, a compound of the formula
Xl can also be converted into a compound of the formula Xl by reaction with the

25  respective alcohol of the formula R'-OH, wherein R" is defined as in the compounds
of the formula | and additionally functional groups can be present in protected form or
in.the form of a precursor group, under the conditions of the Mitsunobu reaction in
the presence of an azodicarboxylate such as diethyl azodicarboxylate or diisopropyl
azodicarboxylate and a phosphine such as triphenylphosphine or tributylphosphine in

30 an inert aprotic solvent, for example an ether such as THF or dioxane (cf. O.
Mitsunobu, Synthesis (1981), 1-28).



pie Name LC/MS rn/z [M1]- Rt [mn] 4

{4-[5-(2-fl uoro-phenoxy)-7-propoxy-oxazol o[ 5, 4- _

d] pyri mdi n-2-y1] -2, 6-di et hyl - phenoxy}-acetic acid LCL 468.4 1.38 5
{445- (5-f | uor o- 2- net hyl - phenoxy) - 7- pr opoxy-

ixgéogwkf%g.rgbggéﬁﬁ di n-2-y1] -2, 6- di gt hyl phenoxy! - acﬁ&*rﬁzﬁfdﬂ/&%zﬁz?z 26
The coupling of compounds of the formula Xill with compounds of the formula XIV
can be carried out via reactions of various types as already indicated above, for
example via an alkylation reaction. For example, if the group R? carries a hydroxy
group representing FG', it can be alkylated using a compound of formula XIV in

5  which FG? is a leaving group suitable for nucleophilic substitution reactions such as a
halogen atom like chlorine, bromine or iodine, or a sulfonyloxy group like
methanesulfonyioxy or toluenesuifonyloxy. The nucleophilic substitution reaction at
the carbon atom in the group XIV carrying the group FG? can be carried out under
standard conditions for such reactions which are well known to a person skilled in the

10  art. Generally the reaction is carried out in an inert soivent, for example a
hydrocarbon or chlorinated hydrocarbon such as benzene, toluene, xylene,
chiorobenzene, dichloromethane, chioroform or dichioroethane, an ether such as
THF, dioxane, dibutyl ether, diisopropyl ether or DME, an a?cohof such as methanol,
ethanol or isopropanol, a ketone such as acetone or butan-2-one, an ester such as

15 ethyl acetate or butyl acetate, a nitrile such acetonitrile, an amide such as N,N-
dimethylformamide or N-methylpyrrolidin-2-one, or a mixture of solvents, at
temperatures from about 20 °C to about 100 °C, for example at temperatures from
about 40 °C to about 80 °C, depending on the particulars of the specific case.
Generally it is favorable for enhancing the nucieophilicity of the compound of the

20 formula XllI and/or binding an acid which is liberated during the reaction, to add a
base, for example a tertiary amine, such as triethylamine, ethyldiisopropylamine or N-
methylmorpholine, or an inorganic base such as an alkaline metal hydride, hydroxide,
carbonate or hydrogencarbonate like sodium hydride, sodium hydroxide, potassium
hydroxide, sodium carbonate, potassium carbonate, cesium carbonate or sodium

25 hydrogencarbonate, or an alkoxide or amide such as sodium methoxide, sodium
ethoxide, potassium methoxide, potassium tert-butoxide, sodium amide or lithium
diisopropylamide. A compound of the formula Xl in which FG' is hydroxy can also
be treated with a base and converted into a salt separately before the reaction with
the compound of the formula XiV. Besides by reaction with a compound of the

30 formula XIV in which FG? is a leaving group as indicated, a compound of the
formula XlI! in which FG' is hydroxy can also be converted into a compound of the

formula XV by reaction with the respective alcohol, i.e. with a compound of the



482.37 1.30 {4-[5-(3-fluoro 4-nethyl -phenoxy)-7-propoxy- oxazol o _
[5,4-dlpyrimid i n-2-yl1]-2 ,6-d inethyl phenoxy}-acetic acid 7 {2 ,6-d i
met hyl-4-[ 7- propoxy-5-(pyridi n-3-yloxy)- oxazolo [5,4-d]pyri mid i

n-2-yl | - phenoxyl -acetic acid LClL 451.34 1.22 8

f)ja[zgl_\gﬁ%é%ﬂcf?%w& grﬁngxg)ﬂ?Zpgog?ﬁ%t hyl phenoxyl - aceti FR011/9292%6. 32
1.35 9 [2,6-d inethyl-4-(5-phenoxy-7-propoxy- LCL
formula X1V in which FG? is hydroxy, under the conditions of the Mitsunobu reaction
specified above. The coupling of compounds of the formula XI1I with compounds of
the formula X1V via a transition metal-catalyzed reaction can also be performed
under the conditions of palladium-catalyzed cross coupling reactions like the Heck,
S5  Stilile or Suzuki coupiing reaction {(cf. A. de Meijere and F. Diederich (Eds.), Metal-

Catalyzed Cross-Coupling Reactions (Wiley-VCH, 2004)).

The oxidation of the Alk-S- group in the compour}ds of the formula XV to the
suifoxide group or sulfone group in the compounds of the formula 1l can be carried
10 out by means of hydrogen peroxide or a peracid such as 3-chioroperbenzoic acid or
monoperoxyphthalic acid in an inert solvent, for example a chiorinated hydrocarbon
such as dichloromethane or chloroform or an ester such as ethyl acetate or butyl

acetate, at temperatures from about 0 °C 1o about 40 °C, for example at about 20 °C.

15 The sequence of steps in thé preparation of the compounds of the formula X can also
be changed and first an aminomalonic acid ester of the formula IV such as the diethyl
ester can be reacted with thiourea in the presence of an alkali metal alkoxide such as
sodium ethoxide, then the sulfur atom can be alkylated, for example methylated with
lodomethane, and the obtained product acylated with a compound of the formula V

20  (cf. M. H. Holschbach et al., Eur. J. Med. Chem. 41 (2006), 7-15).

Further compounds of the formula { can be obtained from suitable compounds
prepared according to the above-described processes by functionalization or
modification of functional groups contained therein according to standard procedures,

25 for example by esterification, amidation, hydrolysis, etherification, alkylation,
acylation, sulfonylation, reduction, oxidation, conversion into salts, and others. For
example, a hydroxy group, which may be liberated from an ether group by ether
cleavage, for example by means of boron tribromide, or from a protected hydroxy
group by deprotection, can be esterified or etherified to give a carboxylic acid ester or

30  a sulfonic acid ester. Etherifications of hydroxy groups can favorably be performed by
alkylation with the respective halogen compound, for example a bromide or iodide, in
the presence of a base, for example an alkali metal carbonate such as potassium
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carbonate or cesium carbonate in an inert solvent, for example an amide like DMF or
NMP or a ketone like acetone or butan-2-one, or with the respective alcohol under
the conditions of the Mitsunobu reaction referred to above. A hydroxy group can be
converted into a halide by treatment with a halogenating agent. A halogen atom can
be replaced with a variety of groups in a substitution reaction which may also be a
transition-metal catalyzed reaction. A nitro group can be reduced to an amino group,
for example by catalytic hydrogenation. An amino group can be modified under
standard conditions for alkylation, for example by reaction with a halogen compound
or by reductive amination of a carbonyl compound, or for acylation or sulfonylation,
for example by reaction with a reactive carboxylic acid derivative, like an acid
chioride or anhydride or a sulfonic acid chloride, or with an activated carboxylic acid
which may be obtained from the carboxylic acid by treatment with a coupling agent
tike N,N'-carbonyldiimidazole (CDl), a carbodiimide such as 1,3-
dicyclohexyicarbodiimide (DCC) or 1-(3-dimethylaminopropyl)-3-ethyicarbodiimide
hydrochloride (EDC), O-(7-azabenzotriazol-1-yl)-N,N,N',N'-tetramethyluronium
hexafluorophosphate (HATU), O-(cyano(ethoxycarbonyl)methyleneamino)-N,N,N',N"-
tetramethyluronium tetrafluoroborate (TOTU), or [(benzotriazol-1-yloxy)-
dimethylamino-methylenel-dimethyl-ammonium tetraflucrchorate (TBTU), for
example. A carboxylic acid ester group can be hydrolyzed under acidic or basic
conditions to give a carboxylic acid. A carboxylic acid group can be activated or
converted into a reactive derivative as mentioned above and reacted with an alcohol
or an amine or ammonia to give an ester or amide. A primary amide can be
dehydrated to give a nitrile. A sulfur atom, for example in an alkyl-S- group or in a
heterocyclic ring, can be oxidized with a peroxide like hydrogen peroxide or a peracid
to give a sulfoxide moiety S(O) or a sulfone moiety S(O),. A carboxylic acid group,
carboxylic acid ester group and a ketone group can be reduced to an alcohol, for
example by means of a complex hydride such as lithium aluminium hydride, lithium
borohydride or sodium borohydride. A compound of the formula | or an intermediate
such as a compound of the formula Il, which compound or intermediate contains a
double bond or a triple bond in the group X, which can be readily obtained via a
transition metal-catalyzed coupling reaction from a compound of the formula XV

containing a double or triple bond in the group X* and a compound of the formula X!ii

10
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as outlined above, can be converted into a compound in which X is a saturated
group, by hydrogenation in the presence of hydrogenation catalyst such as a

palladium catalyst.

5 All reactions used in the above-described syntheses of the compounds of the formula
| are per se well known to the skilled person and can be carried out under standard
conditions according to, or analogously to, procedures described in the literature, for
exampie in Houben-Weyl, Methoden der Organischen Chemie (Methods of Organic
Chemistry), Thieme-Verlag, Stuttgart, or Organic Reactions, John Wiley & Sons, New

10 York. If desired, the obtained compounds of the formula I, as well as any
intermediate compounds, can be purified by customary purification procedures, for
example by recrystallization or chromatography. As already mentioned, all starting
compounds and intermediates employed in the above-described syntheses which
contain an acidic or basic group, can also be employed in the form of salts, and all

15 intermediates and final target compounds can also be obtained in the form of salts.
As likewise mentioned above, depending on the circumstances of the specific case,
in order to avoid an unwanted course of a reaction or side reactions during the
synthesis of a compound it can generally be necessary or advantageous to
temporarily block functional groups by introducing protective groups and deprotect

20  them again at a later stage of the synthesis, or to introduce functional groups in the
form of precursor groups which later are converted into the desired functional groups.
As examples of protecting groups, amino-protecting groups may be mentioned which
can be acyl groups or alkyloxycarbony! groups, for example a tert-butyloxycarbonyt
group (= Boc) which can be removed by treatment with trifluoroacetic acid (= TFA), a

25  benzyloxycarbonyl group which can be removed by catalytic hydrogenation, or a
fluoren-8-ylmethoxycarbonyl group which can be removed by treatment with
piperidine, and protecting groups of carboxylic acid groups which can be protected as
ester groups, such as tert-butyl esters which can be deprotected by treatment with
trifluoroacetic acid, or benzyl esters which can be deprotected by catalytic

30 hydrogenation. As an example of a precursor group, the nitro group may be
mentioned which can be converted into an amino group by reduction, for example by

catalytic hydrogenation. Such synthesis strategies, and protective groups and
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precursor groups which are suitable in a specific case, are known to the skilled

person,

Another subject of the present invention are the novel starting compounds and
intermediates occurring in the synthesis of the compounds of the formula |, including
the compounds of the formuiae Il, lla, [ll, IV, V, VI, VIii, X, XI, XII, Xil, XiV and XV,
wherein A, X, X%, R", R*, R*, R R, Alk, FG', FG% L', L? and L* are defined as
above, in any of their sterecisomeric forms or a mixture of stereoisomeric forms in
any ratio, and their salts, and solvates of any of them, and their use as intermediates.
The invention aiso inciudes all tautomeric forms of the intermediates and starting
compounds. All explanations and embodiments specified above with respect to the
compounds of the formula | apply correspondingly also to the intermediates and
starting compounds. A subject of the invention are in particular the novel specific
starting compounds and intermediates disclosed herein. lrrespective of whether they
are disclosed as a free compound and/or as a specific salt, they are a subject of the
invention both in the form of the free compounds and in the form of their salts, and if
a specific salt is disclosed, additionally in the form of this spec;’r"c salt, and in the form
of solvates of any of them.

The compounds of the formula I, optionally in combination with other
pharmacologically active compounds, can be administered to animals, preferably to
mammals including humans, as pharmaceuticals by themselves, in mixtures with one
another, or in the form of pharmaceutical compositions. The administration can be
carried out orally, for example in the form of tablets, film-coated tablets, sugar-coated
tablets, granules, hard and soft gelatin capsules, solutions including aqueous,
alcoholic and oily solutions, juices, drops, syrups, emulsions or suspensions, rectally,
for example in the form of suppositories, or parenterally, for example in the form of
solufions for subcutaneous, intramuscular or intravenous injection or infusion, in
particular aqueous solutions. The compounds of the formula | can additionally be
used in modes of local drug delivery, for example in coated stents for preventing or
reducing in-stent restenosis or by applying them locally by means of a catheter. The

mid in-2-yl1)-2,6-d inethyl phenoxykacetic acid LCl

pro poxy)-oxazo | o[5, 4-d] pyri

m
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appropriate administration form depends, among others, on the disease to be treated

and on its severity.

The amount of a compound of the formula | and/or its physiologically acceptable salts
5 and/or solvates present in the pharmaceutical compositions normally ranges from
about 0.2 to about 800 mg, for example from about 0.5 to about 500 mg, for example
from about 1 to about 200 mg, per unit dose, but depending on the type of the
pharmaceutical composition it may alse be higher. The pharmaceutical compositions
usually comprise from about 0.5 to about 90 percent by weight of the compound of

10  the formula | and/or its physiologically acceptable salts and/or solvates. The
praduction of the pharmaceutical compositions can be carried aut in a manner known
per se. To this end, one or more compounds of the formula | and/or their
physiologically acceptable salts and/or solvates together with one or more solid or
liquid pharmaceutical carrier substances, or vehicles, and/or additives, or auxiliary

15 substances, and, if a combination medicament is desired, other pharmacologically
active compounds having therapeutic or prophylactic action are brought into a
suitable form for administration and dosage which can then be used in human or
veterinary medicine. As carrier substances and additives, suitable organic and
inorganic substances can be used which do not react in an undesired manner with

20  the compounds of the formula | or their physiologically acceptable salts or solvates.
As examples of types of additives which can be contained in the pharmaceutical
compositions and medicaments, lubricants, preservatives, thickeners, stabilizers,
disintegrants, wetting agents, agents for achieving a depot effect, emulsifiers, salts,
for example for influencing the osmotic pressure, buffer substances, colorants,

25 flavorings and aromatic substances may be mentioned. Examples of carrier
substances and additives are water, physioclogical sodium chloride solution,
vegetable oils, waxes, alcohols such as ethanol, isopropanol, 1,2-propanediol, benzyl
alcohois or glycerol, polyols, mannitol, polyethylene glycols, polypropylene glycols,
glycerol triacetate, poiyvinylpyrrbiidone, gelatin, cellulose, carbohydrates such as

30 lactose, glucose, saccharose or starch like corn starch, stearic acid and stearic acid
salts such as magnesium stearate, taic, lanolin, petroleum jelly, or mixtures thereof,

for example mixtures of water with one or more organic solvents such as mixtures of
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water with alcohois. The compounds of the formula | and their physiologically
acceptable salts and solvates can also be lyophilized and the obtained lyophilisates

used for the production of injectable compositions, for example.

The dosage of a compound of the formula | and/or a physiologically acceptable salt
and/or solvate thereof to be administered depends on the specific case and, as is
usual, has fo be adapted by the physician according to the customary rules and
procedures to the individual circumstances in order to achieve an optimum effect. It
depends, for example, on the nature and the severity of the disorder to be treated,
the sex, age, weight and individual responsiveness of the human or animal patient,
on the efficacy and duration of action of the compound used, on whether the
treatment is for the therapy of an acute or chronic disease or prophylactic, or on
whether other active compounds are administered in addition to a compound of the
formula I. in general, a daily dose from about 0.01 mg/kg to about 100 mg/kg, or from
about 0.1 mg/kg to about 10 mg/kg, or from about 0.3 mg/kg to about 5 mg/kg (in
each case mg per kg of bodyweight), for example, is appropriate for administration to
an adult weighing 75 kg in order to obfain the desired results. The daily dose can be
administered in a single dose or, in particular when larger amounts are administered,
divided into several, for exampie two, three or four, individual doses. The
administration can also be carried out continuously, for example by continuous
infusion or injection. Depending on the individual behavior in a specific case, it may
be necessary to deviate upward or downward from the indicated dosages.

The following examples illustrate the invention.

When example compounds containing a basic group were purified by preparative
high pressure liquid chromatography (HPLC) on reversed phase (RP) column
material and, as customary, the eluent was a gradient mixture of water and
acetonitrile containing trifluoroacetic acid (TFA), they were in part obtained in the
form of their acid addition salt with trifluoroacetic acid, depending on the details of the

workup such as evaporation or lyophilization conditions. In the names of the example



23 {4-[5-(2-cycl opropyl - et hoxy) - 7- propoxy- oxazol o[ 5, 4-d] pyrimd

I n-2-yl1]-2,6-d inmethyl phenoxyl -acetic acid LClL 442.31 1.41 24 {2,6-d

i met hyl-4-[7-propoxy-5-(2,2,2-trifluoro-1-

met hyl - et hoxy) - oxazol o[ 5, 4-d] pyrimid in-2-yll phenoxyl -acetic acid LCl

470. 25yh %géetﬁl}f et hoxy-5-(3-fl Uogj0 P henoxy) - 0X &3 T@é@ﬁ%%%%za

d] pyrimdin- 2, 6-di met hyl - phenoxy) -acetic acid L

{4] 7- et hoxy-5-(2-fluo rop henoxy)-oxazolo [5, 4-

d i mdin-2-yl1]-2, 6-di net hy] - phenoxy)-acetic acid LC2 454.16 1.34
Ipyr Icomflaoundsyar!d t%elr structura #or ulae arYy) such triflucroacetic acid contained

therein is not specified.

The prepared compounds were in general characterized by spectroscopic data and
5 chromatographic data, in particular mass specira (MS) and HPLC retention times (Rt;

in min) which were obtained by combined analytical HPLC/MS characterization
(LC/MS), and/or nuciear magnetic resonance (NMR) spectra. in the NMR
characterization, the chemical shift § (in ppm), the number of hydrogen atoms and
the multiplicity (s = singlet, d = doublet, dd = double doublet, t = triplet, dt = double

10 triplet, q = quartet, m = multiplet; br = broad} of the signals is given. in the MS
characterization, in general the mass number (m/z) of the peak of the molecular ion
M, e.g. M", or of a related ion such as the ion M+1, e.g. [M+1]", i.e. the protonated
molecular ion [M+H]", which was formed depending on the ionization method used, is
given. Generally, the ionization method was electrospray ionization (ES!). The LC/MS

15  conditions used were as follows. '

Method LC1

Column: UPLC BEH C18, 50 x 2.1 mm, 1.7 ym; flow: 0.8 ml/min; eluent A;

acetoniirile + 0.08 % formic acid; eluent B: water + 0.1 % formic acid; gradient: from
20 5%A+95%Bto95%A+5%Bin1.1min, then 95 % A + 5 % B for 0.6 min; MS

ionization method: ESI*

Method LC2
Column: UPLC BEH C18, 50 x 2.1 mm, 1.7 um; flow: 0.9 mi/min; eluent A:

25  acetonitrile + 0.035% formic acid; eluent B: water + 0.05% formic acid; gradient: from
5% A +95% B to 95% A + 5% B in 1.1 min, then 95% A + 5% B for 0.6 min; MS-

ionization method: ESI*

Method LC3
30 Column: Waters Xbridge C18, 50 x 4.6 mm, 2.5 um; fiow: 1.3 mi/min; eluent A:

acetonitrile + 0.1% formic acid; eluent B: water + 0.1% formic acid; gradient: from 3%
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A+97% B to 60% A + 40% B in 3.5 min, from 60% A + 40% B t0 98% A + 2% B in
0.5 min, then to 98% A + 2% B for 1 min; MS ionization method: ESIY

Example 1
5  {4-[5-(2,5-Difluoro-phenoxy)-7-propoxy-oxazolo[5,4-djpyrimidin-2-yl}-2,6-dimethyl-
phenoxy}-acetic acid

D/\/CH3
HO H,C
O 0
s
© N/LO F
H,C

10 (a) 2-(4-Methoxy-3,5-dimethyl-benzoylamino)-malonic acid diethy! ester
116.8 g of aminomalonic acid diethyl ester hydrochloride were dissolved in 700 ml of
dichloromethane, and 231 ml of triethylamine were added with cooling in an ice bath.
A solution of 109.6 g of 4-methoxy-3,5-dimethyl-benzoyl chloride in 400 ml of
dichloromethane was slowly added dropwise. After 2 h at 0 °C, 200 m! of water were

15  added slowly. The phases were separated, and then the agueous phase was
extracted with 200 mi of dichloromethane twice. The combined organic phases were
washed with 2 M hydrochloric acid and subsequently with water, dried with sodium
sulfate, filtered and evaporated. The residue was treated with methyl tert-butyl ether,
and then the resulting precipitate was isolated by filtration to give 178.7 g of the title

20  compound.

(b) Sodium 4,6-dihydroxy-5-(4-methoxy-3,5-dimethyl-benzoylamino)-pyrimidine-2-

thiolate

1.5 equivalents of sodium methoxide (30 % solution in methanol) were added to 20.6
25 g ofthiourea in 900 ml of absolute ethanol. 91 g of 2-(4-methoxy-3,5-dimethyl-

benzoylamino)-malonic acid diethyl ester were added in small portions, and then the

mixture was stirred at 60 °C for 3 h. Then the mixture was cooled to room
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temperature, and the precipitate was filtered off with suction, washed with 100 mi
ethanol and 100 mi diethyt ether and dried in vacuo. 78.2 g of the crude title

compound were obtained.

S (¢) N-(4,6-Dihydroxy-2-methyisulfanyl-pyrimidin-5-y!)-4-methoxy-3,5-dimethyi-

benzamide '
19.1 g of sodium 4,6-dihydroxy-5-(4-methoxy-3,5-dimethyl-benzoylamino -pyrimidine-
2-thiolate in 190 mi of water and 80 ml of N-methyipyrrolidin-2-one were cooled to
0°C. With cooling, 5.9 g of sodium hydroxide were added, and the mixture was then

10 stirred at 0°C for 30 min. Then a solution of 3.7 ml of iodomethane in 4.3 mi of N-
methylpyrrolidin-2-one was added. After completion of the reaction (2 h), the mixture
was acidified with concentrated hydrochloric acid. The resulting precipitate was
isolated by suction, washed with water and dried in vacuo. 10.1 g of the title
compound were obtained.

15 LC/MS (method LC1): Rt = 1.03 min; m/z = 336.1 [M+HT

(d) 2-(4-Methoxy-3,5-dimethyl-phenyl)-5-methylsulfanyl-oxazolo[5,4-d]pyrimidin-7-ol
10.1 g of N-(4,6-dihydroxy-2-methylsulfanyl-pyrimidin-5-yl)-4-methoxy-3,5-dimethyi-
benzamide in 55 ml of phosphorus oxychloride were heated {o 60 °C for 3 h. After

20  cooling, the resulting solid was collected by filtration with suction and washed with
methy! tert-butyl ether. The solid was then dissolved in a mixture of dichioromethane
and tetrahydrofuran, washed with a saturated agueous sodium hydrogencarbonate
solution, dried and concentrated in vacuo. 5.9 g of the fitle compound were obtained.
LC/MS (method LC1): Rt = 1.24 min; m/z = 318.08 [M+H]"

25
(e) 2-(4-Methoxy-3,5-dimethyl-phenyl)-5-methylsulfanyl-7-propoxy-oxazolo[5, 4~
d]pyrimidine
5.9 g of 2-(4-methoxy-3,5-dimethyl-phenyl)-5-methylsulfanyl-oxazoio[5,4-d]pyrimidin-
7-ol were dissolved in 150 ml of N,N-dimethylformamide, and 7.7 g of potassium

30 carbonate and then 2.7 g of 1-bromo-propane were added. The solution was stirred
at 60 °C for 5 h and then, after cooling, poured onto 150 ml of water. The precipitate
was filtered off with suction. The obtained mixture of regicisomers was purified by
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silica gel chromatography (50 g silica isolute cartridge, heptane/ethyl acetate 9/1).
Besides 1.4 g of 2-(4-methoxy-3,5-dimethyl-phenyl)-5-methylsulfanyl-6-propyl-6H-
oxazolo[5,4-d}pyrimidin-7-one (LC/MS (method LC1): Rt = 1.43 min; m/z = 360.13
[IM+HT"), 2.5 g of the title compound were obtained.

5 LC/MS (method LC1): Rt = 1.51 min; m/z = 360.13 [M+H]"

(f) 2,6-Dimethyl-4-(5-methyisuifanyl-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yi)-phenol
To a solution of 2.5 g of 2-(4-methoxy-3,5-dimethyl-phenyl)-5-methylsulfanyl-7-
propoxy-oxazolo]5,4-d]pyrimidine in 50 mi of dichloromethane 0.70 ml of boron

10 tribromide were added slowiy at -20°C. After 1 h at -20°C and 2 h at room
temperature, the mixtu.re was guenched by addition of a saturated aqueous sodium
hydrogencarbonate solution while maintaining a temperature below 5°C. The phases
were separated, and then the aqueous phase was extracted twice with
dichloromethane. The combined organic phases were dried and concentrated in

15  vacuo. 2.0 g of the title compound were obtained.
LC/MS (method LC1): Rt = 1.41 min; m/z = 346.11 [M+H]"

(g) [2,6-Dimethyl-4-(5-methylsulfanyl-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-
phenoxyl-acetic acid tert-butyl ester

20 To a solution of 2.00 g of 2,6-dimethyl-4-(5-methylsulfanyl-7-propoxy-oxazolo[5,4-
d]pyrimidin-2-yl}-phenol in 20 mi of N,N-dimethylformamide was added 3.20 g of
potassium carbonate, foliowed by 0.93 mli of tert-butyl bromoacetate. The mixture
was reacted for 1 h at 60°C, then allowed to cool and poured onto water. The
resulting precipitate was collected by filtration with suction and dried in vacuo.

25  2.45 g of the title compound were obtained.
LC/MS (method LC1): Rt = 1.52 min; m/z = 460.18 [M+H]"

(h) [4-(5-Methanesulfonyl-7-propoxy-oxazolo[5,4-dlpyrimidin-2-yl)-2,6-dimethyl-
phenoxyl-acetic acid tert-butyl ester

30 250 mg of [2,6-dimethyl-4-(5-methylsulfanyl-7-propoxy-oxazolo[5,4-d}pyrimidin-2-yl)-
phenoxyl-acetic acid tert-butyl ester were dissolved in 5 mi of dichloromethane. At

0°C then 268 mg of 3-chloroperbenzoic acid were added, and the mixture was then
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14[7-ethoxy-5-(5-f|uoro-2-nethy|phenoxy)-

oxazol o[ 5, 4-d] pyri m di n-2-y1] - 2, 6- di net hyl phenoxyl -acetic acid LC2 468. 17

1.38 uoropyrldln 3 yl oxy) - 7- pr opoxy-
oxazoﬂ%éo{ﬁ?ggﬁ% di n-2-yl1] -2, 6-di Fx)rgt hyl phenoxyl - ace?T/E%%91d1/9882%%9. 14

1.31 38 {4-[5-(3-chl orophenoxy) - 7-et hoxy-oxazol o[ 5, 4-

dl pyr isrpre%ldnat roXnJ te%ﬁp%rg ure %my 4 2 RhF Ow;tu?g \?vtasctre%teg with a 1 M aqueous
solution of sodium hydroxide, then the layers were separated, after which the organic
layer was extracted twice with dichloromethane. The combined organic phases were
washed with a 10 % agueous solution of sodium hydrogensulfite, dried over sodium

5 suifate, filtered and evaporated in vacuo. 268 mg of the title compound were
obtained.
LC/MS (method LC1): Rt = 1.38 min; m/z = 492.17 [M+H]

(i) {4-[5-(2,5-Difluoro-phenoxy)-7- propoxy»oxazolo[S 4-d}pyrimidin-2-yl}-2,6-dimethyl-

10  phenoxy}-acetic acid tert-butyl ester
To a solution of 100 mg [4~(5-methanesulfonyl-7-propoxy-oxazolo[5,4-d]pyrimidin-2-
yl)-2,6-dimethyl-phenoxy]-acstic acid tert-butyl ester in 1.5 m! of N,N-
dimethylformamide were added 62 mg of potassium carbonate and 32 mg of 2,5-
diftuoro~-phenol. The mixture was stirred at room temperature for 12 h. Then the

15 mixture was poured onto water, neutralized by addition of a 10% aqueous solution of
sodium hydrogensulifate, and extracted twice with ethyl acetate. The combined
organic layers were dried and concentrated in vacuo. After fiitration the solvent was
distilled off in vacuo and the residue purified by preparative HPLC to yield 69 mg of
the title compound.

20 LC/MS (method LC1): Rt = 1.47 min; m/z = 542.20 [M+H]"

() {4-[5~(2,5-Difluoro-phenoxy)-7-propoxy-oxazoio[5,4-d]pyrimidin-2-y{}-2,6-dimethyl-

phenoxy}-acetic acid

69 mg of {4-[5-(2,5-difluoro-phenoxy)-7-propoxy-oxazolo[5,4-dlpyrimidin-2-y{}-2,6-
25 dimethyl-phenoxy}-acetic acid tert-butyl ester were dissolved in 1.6 mi of

dichloromethane and treated with 0.8 mi of trifluoroacetic acid. After 16 h the mixture

was concentrated and freeze-dried. 71 mg of the title compound were obtained.

LC/MS (method LC1): Rt = 1.35 min; m/z = 486.33 [M+H]"

30 Example 2
[4-(5-Cyclopentyloxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-y!)-2,6-dimethyl-phenoxy}-
acetic acid



LC2 470.13 1. 39 Exam pie Nanme LOCMS mz [MtFi] Rt [mn] 39
{4-[5-(2,5-di fl uorophenoxy) - 7- et hoxy-

oxazol o[ 5, 4-d] pyri m di n-2-yl]-2, 6-di net hyl phenoxyl -acetic acid LC2 472. 14
1. 35 40 {445-(3-et hyl phenoxy) - 7- pr opoxy- oxazol o[ 5, 4-

d] pyriwcslbe Aogbd7 2. 6- di met hyl - phenoxy) . -acetic acid peT/Ep2011/050208

O/\\/CH3
HO H,C
I 9
=
0P

(a) [4-(5-Cyclopentyloxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-2,6-dimethyl-
5 phenoxyl-acetic acid tert-butyl ester

A solution of 98 mg of [4-(5-methanesulfonyl-7-propoxy-oxazolo[5,4-dlpyrimidin-2-yl)-
2,6-dimethyl-phenoxyl-acetic acid tert-butyl ester, 19 mg of cyclopentanol and 69 mg
of (tert-butylimino)tris(pyrrolidino)phosphorane was reacted at room temperature for
16 h and subsequently heated in a microwave reactor to 100°C for 10 min. The

10 mixture was poured onto water and extracted twice with ethyl acetate. The combined
organic layers were washed with a 10% aqueous solution of citric acid and brine,
dried and evaporated. After purification by preparative HPLC, 27 mg of the title
compound were obtained.

15 LC/MS (method LC1): Rt = 1.56 min; m/z = 498.25 [M+H]"

(b) [4-(5-Cyclopentyloxy-7-propoxy-oxazolo[5,4-dlpyrimidin-2-yi)-2, 6-dimethyl-

phenoxyl-acetic acid

25 mg of [4-(5-cyclopentyloxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-y1)-2,6-dimethyl-
20  phenoxyl-acetic acid tert-butyl ester were dissolved in 2 ml of dichloromethane and

treated with 1 ml of trifluoroacetic acid. After 16 h the mixture was concentrated and

freeze-dried. 24 mg of the title compound were obtained.

LC/MS (method LC1): Rt = 1.31 min; m/z = 442.1 [M+H]"

25 Example 3
{4-[5-(trans-2-Fluoro-cyclohexyloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-
dimethyl-phenoxy}-acetic acid



LC2 47819 1.44 41 {4-[5-(3-nmethoxyphenoxy)-7-propoxy- oxazol o
[5,4-d]pyrimd in-2-yl]-2,6- d i nethyl phenoxyl-acetic acid LCL 480.2 1.24
42 {4-[5-(3-fluoro-5-nethyl phenoxy)-7-propoxy- oxazo lo [5,4-d]pyrimid
in-2-yl]-2,6-d i methyl phenoxy}-acetic acid LC2 482.15 1.42 43

{4-] 5W?)5 ééﬁ}g?g)ﬁ@rﬁ'et hyl phenoxy) - 7- pg@poxy- PCT/EP2011/050208

oxazol o pyrimdin-2-yl]-2, 6-di net hyl phenoxyyacetic acid
1.41 44
_ A~
HO H,C
N AN
N
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H.C F

(a) {4-[5-(trans-2-Fluoro-cyclohexyloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-
5 dimethyl-phenoxy}-acetic acid tert-butyl ester

26 mg of frans-2-fluoro-cyclohexanol were added under argon atmosphere at 0°C to
a suspension of 10 mg of scdium hydride (60 % in mineral oil) in 2 ml of N,N-
dimethylformamide. After 15 min a solution of 100 mg of [4-(5-methanesulfonyl-7-
propoxy-oxazolo}5,4-d]pyrimidin-2-yi)-2,6-dimethyl-phenoxy]-acetic acid tert-butyl

10 esterin 1 mi of N,N-dimethylformamide was slowly added. After 12 h at room
temperature the mixture was quenched by the addition of water and extracted twice
with ethyl acetate. The combined organic layers were dried and concentrated in
vacuo. 101 mg of the title compound were obtained.
LC/MS (method LC1): Rt = 1.49 min; m/z = 530.26 [M+H]" and 552.26 [M+Na]’

15
{b) {4-[5-(trans-2-Fluoro-cyclohexyloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-
dimethyl-phenoxy}-acetic acid
98 mg of {4-[5-(trans-2-fluoro-cyclohexyloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yi}-
2,6-dimethyl-phenoxy}-acetic acid tert-butyl ester were dissolved in 3.5 mi of

20  dichloromethane and treated with 1.5 ml of trifluoroacetic acid. After 16 h the mixture
was concentrated and freeze-dried. 96 mg of the title compound were obtained.
LC/MS (method LC1): Rt = 1.35 min; m/z = 474.20 [M+H]"

The compounds of the formula | listed in Table 1 were prepared analogously to the
25  preparation of the example compounds. described above. In part, they were obtained
in the form of their trifluoroacetic acid salt.



LC1 482.2 1.41 {4-[5-(2-fluoro 4-nethyl phenoxy)-7-propoxy-

oxazol o[ 5, 4-d] pyrimdin-2-y1]-2,6- d inethyl phenoxyl-acetic acid 45
{4-[5-(2-fl uoro-5-nethyl phenoxy) - 7- propoxy-

oxazol o[ 5, 4-d} pyrim di n-2-y1] -2, 6- dinethyl phenoxyl -acetic acid LCl 482.2

1.41 4?,6 égﬁ@ésgﬁorophenoxy) 7 progexy- oxazol o[ 5, %%i@@d’w/gs@%

n- 2- nmet h p henoxyl -acetic acid LC2 484

Table 1. Example compounds of the formula |

Exam- |Name LC/IMS Mz Ri
pie [M+HT" | [min]

4 {4-[5-(2-fluoro-phenoxy}-7-propoxy-oxazolo[5,4- | LC1 4684 | 1.38
d]pyrimidin-2-yl}-2,6-dimethyl-phenoxy}-acetic
acid

5  [{4~[5~(5-fluoro-2-methyl-phenoxy)-7-propoxy- LC1 482.26 | 1.36
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-dimethyl-
phenoxy}-acetic acid

6  |{4-[5-(3-fluoro-4-methyl-phenoxy)-7-propoxy- LC1 482.37 | 1.30
oxazolo[5,4-d]pyrimidin-2-yl}-2,6-dimethyl-
phenoxy}-acetic acid

7 |{2,6-dimethyl-4-[7-propoxy-5-(pyridin-3-yioxy)- |LCA1 45134 | 1.22
oxazolo[5,4-d]pyrimidin-2-yi}-phenoxy}-acetic
acid |

8  1{4-[5-(2,4-difluoro-phenoxy)-7-propoxy- LC1 486.32 | 1.35
oxazolo[5,4-djpyrimidin-2-yl]-2,6-dimethyi-
phenoxy}-acetic acid

9 [2,6-dimethyl-4-(5-phenoxy-7-propoxy- LCT 450.32 | 1.35
oxazolo[5,4-d]pyrimidin-2-y)-phenoxyl-acetic
acid

10 [ {4-[5-(3-chioro-phenoxy)-7-propoxy- LC1 483.86 | 1.30

oxazolo[5,4-d]pyrimidin-2-yl}-2,6-dimethyi-
phenoxy}-acetic acid

11 |[4-(5-cyciohexyimethoxy-7-propoxy- LC1 470.44 | 1.38
oxazolo[5,4-d]lpyrimidin-2-yl)-2,6-dimethyl-
phenoxyl-acetic acid




1.42 47 {4-[5-(2-chl orophenoxy) - 7- pr opoxy-

oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6- di met hyl phenoxyl -acetic acid LC1 484. 17
1.4 Exam pie Name LOCMS mz [M11- Rt [min] 48

{4-[5-(5-chl oropyridi n-3-yl oxy)-7- propoxy-

oxazol\pibpd1 fhaypt di n-2-yl ] -2, 6-di gBt hyl phenoxyl - acﬁbﬁﬁéﬁ/b%zélé%' 11

Exam- |{Name LC/MS | m/z Rt
ple IM+H]" | [min]
12 |[4-(5-iscbutoxy-7-propoxy- LC1 430.29 | 1.42

oxazolo[5,4-djpyrimidin-2-y1)-2,6-dimethyl-

phenoxyl-acetic acid

13 |[4-(5-cyciobutylmethoxy-7-propoxy-oxazolo{5,4- | L.C1 442.30 | 1.43
dipyrimidin-2-yi)-2,6-dimethyl-phenoxy}-acetic
acid

14 |[4-(5-cyclobutoxy-7-propoxy- LC1 428.27 | 1.40
oxazolo{5,4-d]pyrimidin-2-yl}-2,6-dimethyl-

phenoxy]-acetic acid

15 |[4-(5,7-dipropoxy-oxazolof5,4-d]pyrimidin-2-yl)- {LC1 416.28 | 1.38
2,6-dimethyl-phenoxyl-acetic acid

16 | {2,6-dimethyl-4-[7-propoxy-5-(3,3,3-trifluoro- LC1 470.25 | 1.35
propoxy)-oxazolo[5,4-djpyrimidin-2-yl}-
phenoxy}-acetic acid

17  [4-(5-ethoxy-7-propoxy-oxazolo[5,4-dipyrimidin- |LC1 402.26 | 1.34
2-yh)-2,6-dimethyl-phenoxy]-acetic acid
18  |[4-(5-cyclopentyimethoxy-7-propoxy- LC1 456.30 | 1.46

oxazolo[5,4-dlpyrimidin-2-yi)-2,6-dimethyl-

phencxyl-acetic acid

19 [{2,6-dimethyl-4-[7-propoxy-5-(tetrahydrofuran- |.C1 458.28 | 1.31
2-yimethoxy)-oxazolo[5,4-d]pyrimidin-2-yl]-

phenoxy}-acetic acid

20 |[4-(5-sec-butoxy-7-propoxy- LC1 430.29 | 1.40
oxazolo[b,4-d]pyrimidin-2-yl)-2,6-dimethyl-
phenoxyl-acetic acid




1.36 49 {4-[5-(2,3-difluorophenoxy)-7-propoxy- oxazolo [5 ,4-d]pyri midi
n-2-yl]-2, 6- dinethyl phenoxyl-acetic acid LC2 486.14 1.39 50

{4-[5-(3, 5-di fl uorophenoxy) - 7- propoxy- oxazolo [5 ,4-d]pyri mid i
n-2-yl]-2,6-d inmethyl phenoxyl -acetic acid LC2 486.15 1.4 51

{4- [SW@ do 1 by PPhenoxy) - 7- pr opoxgs oxazol of 5, 4- dlrﬁm 0111/650298

n-2-yl]-2,6- dinethyl phenoxyl-acetic acid LC2 486. 16

{4-[5- (|ndan 4- onxy) 7- propoxy oxazolo[5 4-

d rl LILILI dl LIL 2 11 2 U dl IICt h I IICIIUI\ I ace+ : C aCI d LC2 90- 2

Y e TR A Y LCMS | miz | Rt
ple [M+H]" | [min]

21 1{2,6-dimethyl-4-[7-propoxy-5-(3,3,3-trifluoro-1-  {LC1 48428 | 1.37
methyl-propoxy)-oxazolo[5,4--dlpyrimidin-2-yl]-
phenoxy}-acetic acid

22 |{2,6-dimethyl-4-[5-(3-methyl-butoxy)-7-propoxy- | LC1 44432 | 1.44
oxazolol5,4-d]pyrimidin-2-yl}-phenoxy}-acetic
acid

23  |{4-[5-(2-cyciopropyl-ethoxy)-7-propoxy- LC1T 44231 | 1.41
oxazolo[b,4-d]pyrimidin-2-yl]-2,6-dimethyl-

phenoxy}-acetic acid

24 {2,6-dimethyl-4-[7-propoxy-5-(2,2,2-triflucro-1-  |LC1 470.25 | 1.38
methyl-ethoxy)-oxazolo[5,4-d]pyrimidin-2-yl]-

phenoxy}-acetic acid

25 | {4-[7-ethoxy-5-(3-fluorophenoxy)-oxazolo[5,4- | LC2 45415 | 1.35
d]pyrimidin-2-yl]-2,6-dimethyl-phenoxy}-acetic
acid

26 | {4-[7-ethoxy-5-(2-filuorophenoxy)-oxazolo[5,4- | LC2 45416 | 1.34
d]pyrimidin-2-yl}-2,6-dimethyil-phenoxy}-acetic
acid

27 | {4-[5-(isothiazol-3-yloxy)-7-propoxy- LC2 45711 | 1.31
oxazolo[5,4-d]pyrimidin-2-yi}-2,6~
dimethylphenoxy}-acetic acid

28 | {2,6-dimethyl-4-[7-propoxy-5-([1,2,5]thiadiazol- | LC2 458.09 | 1.34
3-yloxy)-oxazolo}5,4-d]pyrimidin-2-yl}-

phenoxy}-acetic acid
29 | [2,8-dimethyl-4-(7-propoxy-5-(3- LC2 46417 | 1.41
methylphenoxy)-oxazolo[5,4-d]pyrimidin-2-yi)-

phenoxyl-acetic acid




1. 45 53 {415- (i

{4-[5-(3-chl oro-2-
in-2-yl]-

n-2-yl]-

I methyl phenoxyl-acetic acid

nd an-5-yl oxy)-7-pro poxy-oxazo lo [5, 4-
d] pyri mdi n-2-y1] -2, 6-di net hyl phenoxyl -acetic acid LCL 490.26 1.45 54
nmet hyl phenoxy) - 7- propoxy- oxazol o[ 5, 4-d] pyrimid
2,6-d i nethyl phenoxyl-acetic acid LC2 498.13 1.45 55 LC2 498. 15
1.46 v(/éri@m@s@d?horo 4-met hyl phenoxg) - 7- Pr opoxy- OXaECT/EP AP o8h B |

Exam-

ple

Name

LC/MS

m/z
(M+H]'

Rt

[miing

30

[2,6-dimethyl-4-(7-propoxy-5-(2-
methylphenoxy}-oxazolo]5,4-d]pyrimidin-2-yl)-

phenoxyl-acetic acid

LC2

464 .17

1.41

31

[2,6-dimethyl-4-(7-propoxy-5-(4-
methylphenoxy)-oxazolo{5,4-dlpyrimidin-2-yl)-
phenoxyl-acetic acid -

LC3

464 .17

4.98

32

{2,6-dimethyl-4-[5-(6-methylpyridin-3-yloxy)-7-
propoxy-oxazolo[5,4-djpyrimidin-2-yi}-
phenoxyl}-acetic acid

LC3

465.16

4.2

33

{2,6-dimethyl-4-[5-(5-methylpyridin-3-yloxy)-7-
propoxy-oxazoio[5,4-d]pyrimidin-2-yi}-

phenoxy}-acetic acid

l.C2

465.19

1.28

34

{4-[5-(3-fluorophenoxy)-7-propoxy-oxazolo[5,4~
d]pyrimidin-2-yi}-2,6-dimethyl-phenoxy}-acetic

acid

LC2

468.15

1.39

35

{4-[5-(4-fluorophenoxy)-7-propoxy-oxazolo[5,4-
d]pyrimidin-2-yi}-2,6-dimethyiphenoxy}-acetic
acid

LC2

468.16

1.38

36

{4-[7-ethoxy-5-(5-fluoro-2-methylphenoxy)-
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-dimethyl-
phenoxy}-acetic acid

LC2

468.17

1.38

37

{4-[5-(5-fluoropyridin-3-yloxy)-7-propoxy-
oxazolo[5,4-djpyrimidin-2-yi}-2,6-dimethyl-
phenoxy}-acetic acid

LC2

469.14

1.31

38

{4-[5-(3-chlorophenoxy)-7-ethoxy-oxazolo[5,4-
dipyrimidin-2-ylj-2,6-dimethyl-phenoxy}-acetic

acid

LC2

470.13

1.39

mid



56 {445-(5-chl oro-2-nmet hyl phenoxy) - 7-propoxy- oxazo lo [5,4-d]pyri mid i
n-2-yl]-2 ,6-d 'nmethyl phenoxy}-acetic acid LC2 498. 16 1.45
LOMS mz [MFi] Rt [mn] 57 {2,6-dinmethyl 4 [5 (naphthal en-2-yloxy)-7- LC2

WO 2011/086077 65

Exam pie Nane

PCT/EP2011/050298

Exam-

pie

Name

LC/MS

mi/z
[M+H]*

Rt

{min]

39

{4-[5-(2,5-difluorophenoxy)-7-ethoxy-
oxazolo[5,4-d]pyrimidin-2-yl}-2,6-dimethyl-
phenoxy}-acetic acid

LC2

47214

1.35

40

{4-[5-(3-ethylphenoxy)-7-propoxy-oxazoio[5,4-
dipyrimidin-2-yl}-2,6-dimethyi-phenoxy}-acetic
acid |

L.C2

478.19

1.44

41

{4-[5-(3-methoxyphenoxy)}-7-propoxy-
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-

dimethylphenoxy}-acstic acid

LC1

480.2

1.24

42

{4-[5~(3-fluoro-5-methylphenoxy)-7-propoxy-
oxazolo[5,4-d}pyrimidin-2-yl}-2,6-dimethyl-

phenoxy}-acetic acid

1.C2

482.15

1.42

43

{4-[5-(4-fluoro-3-methylphenoxy)-7-propoxy-
oxazolo[5,4-dlpyrimidin-2-yi}-2,6-dimethyl-

phenoxy}-acetic acid

.C2

482.18

1.41

44

{4-[5-(2-fluoro-4-methylphenoxy)-7-propoxy-
oxazolo[5,4-d}pyrimidin-2-yl]-2,6-
dimethylphenoxy}-acetic acid

LCT

482.2

1.41

45

{4-[5-(2-fluoro-5-methylphenoxy)-7-propoxy-
oxazolo[5,4-dlpyrimidin-2-yi}-2,6-
dimethylphenoxy}-acetic acid

LC1

482.2

1.41

46

{4-[5-(4-chlorophenoxy)-7-propoxy-
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-
dimethylphenoxy}-acetic acid

LC2

484.14

1.42

47

{4-[5-(2-chlorophenoxy)-7-propoxy-
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-
dimethylphenoxy}-acetic acid

LC1

484 .17

1.4




500. 18 1.43 p ropoxy-oxazolo [5,4-d]pyri mid i n-2-yik phenoxyl-acetic
aci d 58 {2, 6-di net hyl-4-[7-propoxy-5-(quinolin-3-

yl oxy) - oxazol o[ 5, 4-d] pyri m di n- 2- 01- phenoxyl acetic acid LC2 501.19 1.35 59
1445- (4-chl or o- 2- f | uor ophenoxy) - 7- propoxy- oxazo |o[5,4-cl]pyri md

I n-2- ' hyl phenoxyl - acetiggacid LC2 502.1

{4-] 5“%’?%%?‘3?%6(??“ uor ophenoxy) - 7- p?%poxy- oxazo | o]F[)%T’ﬁ:cﬁﬁ)}rl?S%%Sd i
n-2-yl]-2 ,6-di nethyl phenoxyl -acetic acid LC2

Exam- |Name LC/MS | m/z Rt
ple [M+H]" | [min]
48 | {4-[5-(5-chloropyridin-3-yloxy)-7-propoxy- LC2 485.11 1 1.36

oxazolo[5,4-d}pyrimidin-2-yi}-2,6-dimethyl-

phenoxyl}-acetic acid

49 | {4-[5-(2,3-difluorophenoxy)-7-propoxy- LC2 486.14 | 1.39
oxazolo[5,4-d]pyrimidin-2-yl}-2,6-
dimethylphenoxyl}-acetic acid

50 | {4-[5-(3,5-diflucrophenoxy)-7-propoxy- LC2 486.15 | 1.4
oxazolo[5,4-d]pyrimidin-2-yl}-2,6-dimethyl-
phenoxy}-acetic acid

51 {4-[5-(3,4-difluorophenoxy)-7-propoxy- LC2 486.16 | 1.39
oxazolo[s,4-d]lpyrimidin-2-yl}-2,6-

dimethylphenoxy}-acetic acid
52 | {4-|5-(indan-4-yloxy)-7-propoxy-oxazolo[5,4- LC2 420.2 1.45
dlpyrimidin-2-yi]-2,8-dimethyiphenoxy}-acetic

acid

53 | {4-[5-(indan-5-yloxy)-7-propoxy-oxazolo[5,4- LC1 49026 | 1.45
dlpyrimidin-2-yl]-2,6-dimethyiphenoxy}-acetic
acid

54 | {4-[5-(3-chloro-2-methylphenoxy)-7-propoxy- LC2 49813 | 1.45
oxazolo[5,4-d]pyrimidin-2-y{}-2,6-dimethyl-
phenoxy}-acetic acid

55 | {4-[5-(3-chioro-4-methylphenoxy)-7-propoxy- LC2 498.15 | 1.46
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-

dimethylphenoxy}-acetic acid

56 | {4-[5-(5-chioro-2-methylphenoxy)-7-propoxy- | LC2 498.16 | 1.45
oxazolo[5,4-d]pyrimidin-2-yi]-2,6-dimethyl-
phenoxy}-acetic acid




502.12 1.44 61 {4-[5-(2-chl oro-4-fl uorophenoxy)-7-propoxy-

oxazol o[ 5, 4-cl ] pyri m di n-2-y1] - 2, 6-di net hyl phenoxyl -acetic acid LC2 502. 13
1.41 62 {415-(3-chl oro-4-fl uorophenoxy)-7-propoxy-

oxazol o[ 5, 4-dl pyrim di n-2-y1] -2, 6- dinethyl phenoxyl -acetic acid LC2 502. 13

1.42 Qﬁd%"ﬁl’/@@ﬁ@ﬁ oro-2-fl uor ophenogy) - 7- propoxy- PCT’EPMJ"E@%Z 14

oxazol o[ 5, 4-d] pyri m di n-2-yl]-2, 6-di net hyl phenoxyl -aceti c aci
1.42 64 {4-[5-(4-chloro-3- quorophenoxy) 7- propoxy- oxazo | o[5,4-d]pyrimid
I Nn-21 'xjam%’ Kiarr?ei, ret-hytphenexy—acetie—aci-d-+LC2 oS o -

ple [M+H]" | [min]

57 | {2,6-dimethyl-4-[5-(naphthalen-2-yloxy)-7- LC2 500.18 | 1.43

propoxy-oxazolo[5,4-d]pyrimidin-2-yi]-
phenoxy}-acetic acid

58 | {2,6-dimethyl-4-[7-propoxy-5-(quinolin-3- LC2 501.18 | 1.35
yloxy)-oxazolo[5,4-d]pyrimidin-2-yl}-phenoxy}-

acetic acid

59 | {4-[5-(4-chioro-2-flucrophenoxy)-7-propoxy- LCz2 50211 | 1.42
oxazolo[b,4-djpyrimidin-2-yl}-2,6-dimethyl-

phenoxy}-acetic acid
60 | {4-[5-(3-chloro-5-fluorophenoxy)-7-propoxy- LC2 50212 | 1.44
oxazolo[5,4-d]pyrimidin-2-yl}-2,6-dimethyi-

phencxy}-acetic acid

61 {4-[5-(2-chloro-4-fluorophenoxy)-7-propoxy- LC2 502.13 | 1.41
oxazolo[5,4-dlpyrimidin-2-yi]-2,6-dimethyl-

phenoxy}-acetic acid

62 | {4-[5-(3-chloro-4-fluorophenoxy)-7-propoxy- LC2 | 50213 | 142
oxazolo[5,4-d]pyrimidin-2-yl]-2,6-~
dimethylphenoxy}-acetic acid

63 | {4-[5-(3-chloro-2-fluorophenoxy)-7-propoxy- 1LC2 502.14 | 1.42
oxazolo[5,4-d]pyrimidin-2-yl}-2,8-dimethyl-

phenoxy}-acetic acid
64 | {4-[5-(4-chloro-3-fluorophenoxy)-7-propoxy- LC2 502.14 | 1.43
oxazolo[5,4-d]pyrimidin-2-yi}-2,6-

dimethylphenoxy}-acetic acid
65 | {4-[5-(2-chloro-5-fluorophenoxy)-7-propoxy- LC2 502.14 | 1.41
oxazolo[5,4-d]pyrimidin-2-yli]-2,6-

dimethylphenoxy}-acetic acid




502.14 1.43 65 {4-[5-(2-chl oro-54l uorophenoxy) - 7- pr opoxy-

oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6- di net hyl phenoxy).-acetic acid LC2 502. 14
1.41 Exam pie Nane LOMS miz [Mrl-1]+ Rt [m n] 66

{4-[5-(benzot hi azol - 6-yl oxy) - 7- propoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6-

di et yybphenroegdoscetic acid LC2 68 PCT/EP2011/050298
Exam- |\Name LC/MS m/z Ri
ple [M+HT" | [min]
66 | {4-[5-(benzothiazol-6-yloxy)-7-propoxy- LC2 50712 | 1.33

oxazolo[5,4-d]pyrimidin-2-yi]-2,6-
dimethylphenoxy}-acetic acid
67 | {2,6-dimethyl-4-[7-propoxy-5-(3- LC2 518.18 | 1.42

trifluoromethylphenaoxy)-oxazolof5,4-

d]pyrimidin-2-yl]-phenoxy}-acetic acid
68 | {2,6-dimethyl-4-[7-propoxy-5-{4- LC2 518.18 | 1.42
trifluoromethyliphenoxy)-oxazolo[5,4-

dlpyrimidin-2-yi}-phenoxy}-acetic acid
69 | {2,6-dimethyl-4-[7-propoxy-5-(2- LC1 518.22 1.4

trifluoromethylphenoxy}-oxazolo[5,4-
d]pyrimidin-2-yl]-phenoxy}-acetic acid
70 | {2,6-dimethyl-4-[5-(2-methylbenzothiazol-5- LC2 52115 | 1.37
yloxy)-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-

phenoxy}-acetic acid
71 {2,6-dimethyl-4-[7-propoxy-5-(2- G2 534.16 | 1.41
trifluoromethoxyphenoxy}-oxazolio[5,4-

djpyrimidin-2-yi}-phenoxy}-acetic acid
72 | {4-[5-(2-Tluoro-3-trifluoromethylphenoxy)-7- L.C2 536.13 | 1.42
propoxy-oxazolo[5,4-dlpyrimidin-2-yl}-2,6-

dimethyl-phenoxy}-acetic acid
73 | {4-[5-(2-fluoro-5-trifluoromethylphenoxy)-7- LC2 536.14 | 1.42
propoxy-oxazolo[5,4-d]pyrimidin-2-yl]-2,6-

dimethylphenoxy}-acetic acid
74 | {4-]5~(4-fluoro-3-trifluoromethylphenoxy)-7- LC2 536.15 | 1.42
propoxy-oxazolo[5,4-dlpyrimidin-2-y{}-2,6-

dimethyl-phenoxy}-acetic acid
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trifluoromethyl phenoxy) - oxazol o[ 5, 4- d] pyri m di n- 2- A- phenoxy}-acetic acid
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5- {2,6-dinethyl (2

-acetic acid

F’CT/EP201 1/050298

Exam-
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m/z
[M+H]

Rt

[minj

75

{4-[5-(3-fluoro-5-triflucromethylphenoxy)-7-
propoxy-oxazolol5,4-d]pyrimidin-2-yl]-2,6-
dimethyl-phenoxy}-acetic acid

LC2

536.16

1.44

76

{2,6-dimethyl-4-[7-propoxy-5-(3-
trifluoromethylsulfanyl-phenoxy)-oxazolo[5,4-

dpyrimidin-2-yi}-phenoxy}-acetic acid

LC2

550.11

1.46

77

{4-[5-(2-chloro-5-triflucromethylphenoxy)-7-
propoxy-oxazolol5,4-dipyrimidin-2-yl}-2,6-
dimethyl-phenoxy}-acetic acid

LC2

552.11

1.44

78

{4-[5-(4-chioro-3-triflucromethylphenoxy)-7-
propoxy-oxazolo[5,4-d]pyrimidin-2-yl}-2,6-
dimethylphenoxy}-acetic acid

LC2

552.11

1.45

79

{4-15-(2-chloro-3-triflucromethylphenoxy)-7-
propoxy-oxazolo[5,4-d]pyrimidin-2-yl}-2,6-
dimethyiphenoxy}-acetic acid

LC2

552.11

1.43

Determination of the pharmacological activity

5 A) GTP-y-S assay using human Edg-1 receptors

In order to determine the Edg-1 receptor activation by the compounds of the

invention, a GTP-y-S (guanosine &'-{thioltriphosphate) assay for G-protein coupled

receptor binding based on the scintillation proximity assay principle was used,

10  employing a cell membrane preparation from a CHO Fip-In cell line which

constitutively overexpresses the human Edg-1 receptor.




LC2 .521. 15 1. 37 yloxy)-7-propoxy-oxazol o[ 5, 4-d] pyri m di n-2-y1] -

phenoxyl -acetic acid 71 4 {2,6-dimethyl[7-propoxy-5-(2- LC2 534.16 1.41
trifluoromethoxyphenoxy)-oxazol o[ 5,4- c]pyrimdin-2-yl]-phenoxyl -acetic

aci d 72

WO 2011/086077 70 PCT/EP2011/050298

{(a) Cell line generation
The Fip-In™ expression system (Invitrogen, cat. no. K6010-01) allows the generation
of stable mammalian cell lines into which the gene of interest has been integrated
through homologous recombination at a specific genomic location called Fip

5 Recombination Target (FRT) site by means of a Flp recombinase encoded by the
pOG44 expression plasmid. The integration of the pcDNAS/FRT expression construct
into the Flp-in host cell line genome results in the transcription of the gene of interest.

The stably transfected cells become hygromycin-resistant.

10 One day prior to transfection, 200 000 Fip-in-CHO cells were seeded in Ham F-12
medium (Invitrogen, cat. no. 31765) supplemented with 10 % fetal calf serum (FCS;
Perbio Science, cat. no. SH30068.03) in a 6-well plate and incubated at 37 °C /5 %
CO; overnight. Using the FUGENE® 6 transfection reagent (Roche, cat. no.
11988387001), celis were cotransfected with the Fip recombinase expression

15 plasmid pOG44 and a modified plasmid additionally containing the edg-1 gene
(accession no. NM_001400) termed as pcDNA5-FRT-TO_nFLAG DEST-EDG-1 with
a 9:1 ratio. To obtain the modified pcDNAS-FRT-TO_nFLAG_DEST plasmid, the
Invitrogen plasmid pcDNAS/FRT/TO (Invitrogen, cat. no. VB520-20) was adapted to
the Gateway® (Invitrogen) cloning system by inserting a Gateway cassette containing

20  attR recombination sites flanking a ccdB gene and a chloramphenicol-resistance
gene (Gateway conversion system, Invitrogen, cat. no. 11828-029). In addition a
FLAG tag epitope was added before the 5' att recombination site to allow

recombinant expression of N-terminally FLAG-tagged proteins.

25  For the transfection of one well, 1.08 ug of pOG44 and 0.12 pg of pcDNAS-FRT-
TO_nFLAG_DEST-EDG-1 were mixed to 100 ul of serum-free Ham F-12 medium
containing 6 pi of FUGENE® 6 transfection reagent. After 20 min of incubation, the
transfection reagent/DNA complex was distributed dropwise on the cells. The cells
were incubated for 24 h at 37 °C. Then the cells from 3 wells were transferred to a

30 T75 flask (Greiner Cellstar®, cat. no. 658175) containing Ham F-12 medium
supplemented with 10% of FCS but without antibiotic and were incubated another 24
h. 48 h after transfection, the medium was replaced by selection medium (Ham F-12



{4-[5-(2-fluoro-3-trifluoronethyl phenoxy)-7-

pr opoxy-oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6- di net hyl - phenoxyl -acetic acid
LC2 536.13 1.42 73 {4-[5-(2-fluoro-5-trifluoronethyl phenoxy)-7-

pr opoxy-oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6- di net hyl phenoxy}-acetic acid LC2
536. 14yd A8 1/dsdafrd 5- (4-f 1 uoro-3-trifq uor omet hyl phengxy}£P2011/050208
propoxy-oxazol o[ 5, 4-d] pyri m di n-2-y1] -2, 6- di net hyl - phenoxyl -acetic acid
LC2 536.15 1.42 WD 2011/ 08607769PCT/ EP2011/ 050298 Exam pie Name LC/ MS

10

15

20

25

30

supplemented with 10 % of FCS and 300 pg/ml of hygromycin B (Invitrogen, cat. no.
10687-010)). The medium was exchanged every 2 to 3 days until a resistant
population of celis had grown. Celis were split several times and seeded into a new
flask so that the cells did not reach more than 25 % of cor;fluéncy. After 2 weeks of
selection, the cells were transferred into T175 flasks (Greiner Cellstar®, cat. no.
660175) and cultivated for baich production. Cells were harvested from the culture
flasks by short treaiment (2 to 5 min) with Accutase (PAA, cat. no. L11-007),
resuspended in selection medium (see above) and centrifuged at 200 x g for 5 min.
The cells were resuspended in a mixture of 90 % of FCS and 10 % of

dimethylsulfoxide and stored frozen in liquid nitrogen.

(b) Membrane preparation

A membrane preparation was obtained by standard methods from the afore-
described CHO Flp-In cell line constitutively overexpressing the human Edg-1
receptor. Briefly, the cryopreserved cells were taken in culiure and grown until
confluency in T175 cell culture flasks (Becton Dickinson, cat. no. 35 5001). The cell
culiure was stopped by washing with calcium-free phosphate-buffered saline (PBS;
Gibeo, cat. no. 14190), and the cells were harvested with a rubber-policeman in 4 °C
cold and calcium-free PBS supplemented with a protease inhibitor cocktail (complete
protease inhibitor; Roche, cat. no. 1697498; 1 tablet per 50 ml) and subsequently
centrifuged at 4 °C for 15 min at 1100 x g (Heraeus Minifuge T). For cell lysis, the
pellet was resuspended in a 4 °C cold hypotonic buffer consisting of 5 mM HEPES
(Sigma-Aldrich, cat. no. H-0981), 1 mM EDTA (disodium salt; Merck, cat. No. 8418)
supplemented with protease inhibitor cocktail (as above) in which the celis were
stored for another 15 min on ice. After lysis, the cells were centrifuged at 4 °C for 10
min at 400 x g (Heraeus Minifuge T). The pellet was disrupted in a Dounce
homogenizer, diluted with the supernatant of the previous centrifugation and
subsequently centrifuged at 4 °C for 10 min at 500 x g (Heraeus Minifuge T) in order
to separate nuclei and still intact cells from the membranes mainly present in the
supernatant. The supematant was then diluted in hypotonic buffer and centrifuged
(Beckmann, Avanti J251) at approximately 18600 x g for 2 h at 4 °C. After

centrifugation, the membrane pellet was resuspended in a storing buffer consisting of



mz [MH R [mni 75 {4-[5-(3-fluoro-5-trifluo ro nethyl p henoxy)-7-

pr opoxy-oxazol o[ 5, 4-d] pyri md i n-2-yl]-2,6- dinethyl-phenoxy}-acetic acid
LC2 536.16 1.44 76 {2,6-di nethyl-4-[7-propoxy-5-(3- trifluo ronethylsulfa
nyl - phenoxy)-oxazo 1o [5, 4- d] pyrimdin-2-yl]-phenoxyl-acetic acid LC2

550. 13wb 461178sédAD- (2-chl oro-5-tri f feor onet hyl phenox;y@TkPﬁM/@ge%%gxazo
| o[ 5,4-d}pyrimid in-2-yl]-2,6- dinethyl-phenoxyl-acetic acid
1.44
20 mM HEPES; 150 mM NaCl (Merck, cat. no. 6400), 1 mM EDTA (as above)
supplemented with protease inhibitor cocktail (as above). The membrane preparation
was aliquoted and stored at -80 °C. The protein concentration of the membrane
preparation was determined in a sample by means of a commercial protein assay

5 (Bio-Rad, DC Protein Assay, cat. nos. 500-0113, 500-0114, 500—0115).

{c) GTP-y-S Assay
The Edg-1 membrane preparation obtained in (b) was employed in a commercially
available scintillation proximity assay (SPA) kit for G-protein coupled receptor binding

10 from Amersham Biosciences/GE Healthcare (code RPNQO0210), in which ligand-
induced binding of **S-radiolabeled GTP-1-S to the receptor-containing membrane,
which is bound to scintillation beads, stimulates the emission of light and allows
quantification of the in vitro activity of the Edg-1 agonistic compound. The assay was
performed on a 96-well plate substantially according to the manufacturer's

15 instructions. Before start of the experiments, scintillation beads were suspended in a
reconstitution buffer consisting of Tris-HC! (pH 7.4) supplemented with 0.1 % {(w/v)
sodium azide and subsequently diluted on ice with assay buffer (consisting of 20 mM
HEPES, 100 mM NaCli, 1 mM EDTA (as above), 1 mM dithiothreitol (DTT), adjusted
to pH 7.4) 1o a final bead concentration of 30 mg/mi.

20
The welis were charged with 10 pl of the specified assay buffer, 10 ul of a 100 uM
guanosine diphosphate (GDP) solution, and 10 ul of a solution of the test compound
in assay buffer/dimethylsulfoxide resulting in a final concentration of the test
compound of 10 uM. For the high controls, 10 i of a solution of sphingosine-1-

25 phosphate (S1P; Sigma, cat. no. S-9666), resulting in a final S1P concentration of
10 uM, and for the low controls 10 pl of assay buffer, were added into the respective
wells instead of the solution of the test compound. All wells contained equivalent
amounts of dimethylsulfoxide. Then 10 i of a [**S]GTP-v-S solution (4 nM) and the
Edg-1 membrane preparation obtained in (b) (15 pg membrane protein in 100 pl of

30 assay buffer) were added to each well. After incubation of the plates at room

temperature for 5 min, 50 ui of the specified scintillation bead suspension (30 mg/mi)
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Exampie % Activation Exampié % Activation
1 100 19 84
2 90 20 80
3 65 21 81
4 76 22 92
5 91 23 98
6 73 24 85
7 87 25 84
8 84 26 127
9 84 27 109
10 86 28 83
11 76 29 75
12 97 30 97
13 9% 31 72
14 88 32 114
15 98 33 110
16 107 34 48
17 70 35 79
18 83 36 116
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to separate nuclei and still intact cells fromthe nenbranes mainly present
in the 30 supernatant. The supernatant was then diluted in hypotonic buffer
and centrifuged (Beckmann, Avanti J251) at approximtely 18600 x g for 2 h
at 4 C. After centrifugation, the nenbrane pellet was resuspended in a
storing buffer consisting of 20 mM KBPES; 150 nM NaCl (Merck, cat. no.
6400), 1 mM EDTA (as above) supplenented with protease inhibitor cocktai
(as above). The nenbrane preparation was aliquoted and stored at -80 C. The
protein concentration of the nenbrane preparation was determned in a
sanpl e by neans of a commercial protein assay 5(Bi o-Rad, DC Protein Assay,
cat. nps. e\b@tGicks the BRaRlietnme M0t 185)the omKetindé 2P AiGiay siliedhdg- 1

menbrane preparation obtained in (b) was enployed in a comercially

avai | IPEIGEEAING and IroprTERERT farttieadigayoyrsagaling diserdess jir diebetic coupl ed
receptan: binding 10 from Amrer sham Bi osci ences/ GE Heal thcare (code

RPNQOZ21 5, I'n whi ch |igandi nduced bi ndi ng of 35S-radi ol abel ed GIP-7-S to

t hé receptor-containing nenbrane, which is bound to scintillation beads,
stinmulates the em ssion of light and allows quantification of the in vitro
activity of the Edg-1 agonistic conpound. The assay was perfornmed on a
96-wel | plate substantially according to the manufacturer's 15i nstructions.
Before start of the experinents, scintillation beads were suspended in a
reconstitution buffer consisting of Tris-HCl (pH 7.4) supplenented with 0.1
% (W v) sodium azide and subsequently diluted on ice with assay buffer
(consisting of 20 mM HEPES, 100 mM NaCl, 1 nM EDTA (as above), 1 nmM
dithiothreitol (DTT), adjusted to pH 7.4) to a final bead concentration of
30 ng/m . 20 The wells were charged with 10 pl of the specified assay
buffer, 10 pl of a 100 pM guanosi ne di phosphate (GDP) solution, and 10 p

of a solution of the test conpound in assay buffer/dinmethyl sul foxide
resulting in a final concentration of the test conpound of 10 pM For the
hi gh controls, 10 pl of a solution of sphingosine-1- 25phosphate (Sip;
Sigma, cat. no. 5-9666), resulting in a final 51P concentration of 10 pM
and for the low controls 10 pl of assay buffer, were added into the
respective wells instead of the solution of the test compound. Al wells
cont ai ned equi val ent amounts of di nethyl sul foxide. Then 10 pl of a

[ 355] GTP-7-S solution (4 nM and the Edg-1 nmenbrane preparation obtained in
(b) (15 pg nenbrane protein in 100 pl of 30 assay buffer) were added to
each well. After incubation of the plates at roomtenperature for 5 mn, 50
pl of the specified scintillation bead suspension (30 ng/m)



was added. After a further incubation period of 45 mn at roomtenperature,
pl ates were centrifuged for 10 mn at 500 x g. Quantification of

[ 35. . BI GTP-y-S binding and thus receptor activation was neasured by neans
of a beta counter (McroBeta, Wallac) over 1 m'n. The val ues were
background-corrected by subtraction f the 5Srespective |ow control. Al
nmeasurenments were nade in triplicate. The receptor activation by the test
conmpound i s expressed in percent of the respective high control (10 pMSIP
regarqﬁgggg 100 % activation). In Table 2 activations observed with exanple
compou t 10 pMare listed. 10 Table 2. Edg-1 receptor activation by
exanpl e conpounds at 10 pMin percent of the activation by 10 pMS1 P 75
It is evident fromthe neasurenment data that the conpounds are highly

sui t ed! -t COBRUNH St Bprawid |, in pay of daistarepispmeriefoimsg arcumixtheadi ng

di i j .G .pati.ents. Al . f the f I
1 P G R B R RIS o Pt S Rany pereh B B beltntsBhar T or s
i n5anyphatdlogically acgptsiielsediacabf dnpettieingbl e salt thereof, or a

5physi ol ogically acceptabl e solvate of any of them Rl R4-0 )/ X R2I3 A
wherein

_R
O
R0 N NS
N E
%X'—RQ / I 3
S o = _R
wherein

10
A is chosen from NH, O and S;

X is chosen from (C4-Ce)-alkanediyl, (C,-Ce)-alkenediyl, (Co-Cs)-alkynediyl, (Cs-C7)-
cycloalkanediyl and (C4-Ce)-alkanediyl-oxy, which ali are optionalty substituted by

15 one or more identical or different substituents chosen from fluorine and hydroxy,
wherein the oxygen atom of the (C4-Cg)-alkanediyl-oxy group is bonded to the group
R?%

R is chosen from (C4-Cg)-alkyl, (Co-Cg)-alkenyl, (Co-Ce)-alkynyl, (C3-C7)-cycloalkyl-
20  CiHa and Het-CiHa-, wherein t is chosen from 0, 1, 2 and 3;

R? is chosen from phenylene and a divalent residue of an aromatic, 5-membered to
6-membered monocyclic heterocycle'which comprises 1, 2 or 3 identical or different
ring heteroatoms chosen from N, O and S, wherein one of the ring nitrogen atoms
25  can carry a hydrogen atom or a substituent R*', and wherein the phenylene and
divalent residue of an aromatic heterocycle are optionally substituted on one or more

ring carbon atoms by identical or different substituents R?;



10 Ais chosen fromNH, 0 and S; X is chosen from (G -C6)-al kanedi yl ,
(C2-C6) - al kenediyl, (C2-C6)-al kynediyl, (C3-C7)- cycloal kanedi y1 and

(G -06)-al kanedi yl -oxy, which all are optionally substituted by 15 one or
nore identical or different substituents chosen fromfluorine and hydroxy,
wherein the oxygen atomof the (G -Ogy-al kanedi yl -oxy group is bonded to
the group R2; Rl is chosen from (Cl-C6)-al kyl, (C2-C6)-al kenyl,
(C2-Co6) -al kynyl, (C3-C7)-cycloal kyl 20Ct H2t - and Het-Ct H2t-, whereint is

Fes: and Bareatnb( et Baier ca BB RY P e o B e e AU el o
whi ch et diseBlel-C, R, 0 wherietlentangal ay ciiidehefr@nt! ahdg, HEREILAF@NBuEhOSEN
fromN,_ O and S, wherein one of the ring nitrogen atonms 25 can carry a

hydr ogé? satéfated of usedstatedehimarteresiia Whereanberedemphenyaliers bigwtliai val ent
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nore ring carbon "atons entical or difter 77 1:23
i s 5chdisan N,r@emG,va@@reiml dyd or tWeGBk-rirdritphen @@&mEEanaaityy hydrogen

(C3- CQ-cycI Ofékél C6Hz2, - and Het-gf rl2,-, wherein u and v are chosen from1
and 2,300 ¥R {Gr-aralkyifinbsgiuent 3ad angtdWeroTIhe dngraalfapatosseab SAEY t o

10- e &dtwon&?P LC I o i L. I : ] . or 4

i dent {Hg%’ or di fg'?b?ﬁ’t% ?ﬁl‘é‘mlﬁe I@E%%{%é&@@%\égégﬁxggggpg%ﬁﬁ@ %"basrli'g"té? O%/her ein
one orontevar mbré Heg carpnritbmegsnidentios aratifferent yulsstityehte fEh @mboidearthat

(G - ral kyl ' substituent.and one or two of the ring sulfur atonms can carry
one gﬁt%ﬁ] Qeg(%éif;é',a(ﬁ%\’iga}l‘vﬁ ein the residue of aring is optionally
sypstituted on one or nore ring carbon atons by identical or different
substit4u_ents R31, provided that R3 cannot be (Cl-C6)-alkyl if Ais S; 10 R4
i s chd¥da dhosen tfiodn bygénge( CLE€2))-alkkyandafiih-Co3syCalky . blal-kwheini2zs
wherein z is chasen fromO, 1 and 2; R21 is chosen from (G -&4) - al kyl,
(C3- C‘ff‘ﬂ?%l'{?&i‘@yi?&gl ,- and oxy, wherein wis 15 chosen fromO, 1 and 2;
R22 is chosen from hal ogen, hydroxy, (Cl-C4)-alkyl-, (G -C4)-alkyl oxy,

(G -%2-@ kyl S( Oé_m, am no, nitro, cyano, hydroxycarbonyl,

(G - C4¥- &% ROPesty trafmiényt4)-aditil S ede nonploaind-Gutinosad oapywhein R3is i s chosen

fem hal i -al kyl, (C3-C7)-cycl oal kyl, hydroxy, (Cl-C4)-
al1§yl @Qggﬁ@,ﬂg ?Oﬂ %}2}& kyl -S(0)m, am no, (Cl-C4)-alkyl am no,

di ((G-CA4)-al kyl)yam no, (G -C4)-al kyl carbonyl am no,
(C1- 043%-2al kyl sul f onyl am no, nitro, cyano gC1- C4) - al kyl car bonyl ,
ani nodtil fHRYPSEN EPICBlogen VS G- Comlkyin (CaC e kakyiopy, (Ci-Ca)alkyl-

25al k m W TV I 'ﬁm& f 84S 4. menbered to
7- rren#é@ﬂ,’%ﬁgt@@?éf & et’gyg{:yg{cgﬁj | c’t@ ?ﬁ&%ﬁ*&%‘ag}oyﬁi dentical or
di f f ereenihocamgniybsed eatimmilfichpisen from N, 0 and S and which is bonded via a
rizlag carbon atom wherein the residue of a heterocycle
R%" is chosen from halogen, (C+-Cq)-alkyl, (C3-Cr)-cycloalkyl, hydroxy, (C1-Cs)-
alkyloxy, oxo, (C4-Cy4)-alkyl-S(O)m-, amino, (C1-Cas)-alkylamino, di((C1-C,)-alkyhamino,
(C4-Ca)-alkylcarbonylamino, (C+-Cy)-alkylsulfonylamino, nitro, cyano, (C1-Cg)-
alkylcarbonyl, aminosuifonyl, (C+-Cy)-alkylaminosulfonyl and di{{C4-Cy)-
25 alkyllaminosulfonyl;

Het is a residue of a saturated, 4-membered to 7-membered, monocyclic heterocycle
which comprises 1 or 2 identical or different ring heteroatoms chosen from N, O and
S and which is bonded via a ring carbon atom, wherein the residue of a heterocycie

30 is optionally substituted by one or more identical or different substituents chosen from
fluorine and (C4-Cy4)-alkyl;



30is optionally substituted by one or nore identical or different
substituents chosen fromfluorine and (G -C4)-alkyl; 78 mis chosen from
0, 1 and 2, wherein all nunbers m are independent of each other; wherein
all cycl oal kyl and cycl oal kanedi yl groups, independently of each other and
i ndependently of any other substituengs, are optionally substituted by one
or nore 5identical or different substituents chosen from fluorine and

(G C4) -al kyl ; wherein all al kyl, alkanediyi, Ci-12t, CuH2u CvH2v, OwH2w,
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substituted by one or nore fluorine substituents. 10 2. A conpound of the
formula I, in any of its stereoisoneric forns, or a m xture of
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stereoi soneric forns in any ratio, or a physiologically acceptable salt
t hereof, or a physiologically accept abI e solvate of any of them as clained

in on | chps
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i qagone or nore of 25 clains Ito 3, wherein RL is chosen from (Cl-05)-al kyl,
(CB 073 cycl oal kyl -Ct H2t - and Het-ClH2r, wherein t is chosen fromO0, 1 and
A compound obthe fasmiuder nin any of its swwo!eﬁmem fotres,cwissmimtuiecof or ms, or

REramcE e e e e
them ms/swiGsioRe acfbé?ﬂ@bi@fsoml‘@opén@ beiHEn, lad QatnedEEiginm 1, KBerein A is
chosen from O and S. '
15
3. A compound of the formula |, in any of its sterecisomeric forms, or a mixture of
stereoisomeric forms in any ratio, or a physiologically acceptable salt thereof, or a
physiologically acceptable solvate of any of them, as claimed in one or more of
claims 1 to 2, wherein X is chosen from (C4-Cg)-alkanediyl, (C,-Cs)-alkenedivl and
20  (C4-Cg)-alkanediyl-oxy.

4. A compound of the formula |, in any of its stereoisomeric forms, or a mixture of
sterecisomeric forms in any ratio, or a physiologically acceptable salt thereof, or a
~ physiologically acceptable solvate of any of them, as claimed in one or more of
25 claims 1 to 3, wherein
R' is chosen from (C;-Cg)-alkyl, (C3-C7)-cycloalkyl-CiHar and Het-CiHy-, wherein t is
chosen from 0, 1 and 2.

5. A compound of the formula |, in any of its sterecisomeric forms, or a mixture of

30 stereoisomeric forms in any ratio, or a physiologically acceptable salt thereof, or a
physiologically acceptable solvate of any of them, as claimed in one or more of
claims 1 to 4, wherein



R2 is chosen from phenyl ene and pyridi nediyl, wherein the phenyl ene and the
pyridinediyl are optionally substituted on one or nore ring carbon atons by
identical or different substituents R22, 5 6. A conmpound of the formula I,
in any of its stereoisoneric forms, or a mxture of stereoisoneric forns in
any ratio, or a physiologically accepgable salt thereof, or a

physi ol ogi cal | y acceptabl e solvate of any of them as clained in one or
nore of claims 1 to 5 wherein R3 is chosen from (G -C6)-alkyl,

(C3-CQz, I - - SOV HR - erein,u 10 and are chosen
{rom T ansna98 o hEfend B dihaetfy i SR G ertiind ¥ s henber e
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identical or different ring heteroatons chosen fromN, 0 and S, wherein one
or tweréhifiergat subytypnts gen atoms can carry a hydrogen atomor a

(G -CA)-al kyl substituent and one of the ring sulfur atons can carry one or
two oxo groups, and wherein the 15 residue of a ring is optionally

subst if. Ut esmpoundhef thie forhelar li, rgamaobitstetenisoyric demnid, onla @ixtehef dfer ent
substituents R31, provided that R3 cannot be (Cl-05)-alkyl if Ais S; Het
is a reQEARRMBINCGIOERS IR 0¥ty orenpfasiiogisally aerriaide saidheeptl orea

het er i | i - - (o) nd S and
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het er atsiniset isSopbhémairal | y substituted by one or nore identical or different

substitqyients chosen fraomfl uorine and ] -C4)-al kyl . 7. A conpound of the
For mults FEnDRERAPTBICT Corallh Kor Comevs Kt hopia Hati fee. gheren u
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thereof, or a 25 0phyS| ol ogically acceptabl e solvate of any of them as

cl ai medemperateiootO-marebefede hainesydic @ Eeyakheing whishicengiteseD, firon20 and S;

Cor° iR b B et e el GRS Honspr Sam b ELE5E 5 fiefeln one or two of
( G3- Chhe ¢ivglragddort afems in cany aHRldvEgeR Etom Wﬁ@?(?@%—_dﬂﬁrl 30pshtasgahdom 0, 1

and 2; 80 R2 is chosen from phenyl ene and pyridi nediyl’, wherein the
pheny|®ee0ldRd rigesyiyir pime 6ag Icaly &nepri teleadoygroupst andinmbérain tee or nore

ri ; o] ' [ [ substituents 2. .R3 is chosen
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unsaturated, 3- nenbered to 10-nenbered, nonocyclic or bicyclic ring which

conprides 0, 1 or 2 identical or different ring heteroatons chosen fromN,
0 and : ' of._ ' L t ~Gak Aydr ogen
atom okfetaig\%gégwﬁeﬁﬁ%mg}%%’t% %&gﬁ?éﬂgﬁgog@n@eoé {ﬁg r;ﬁigﬁa\, adﬁr?‘%ﬁ‘é%’t"g?fg can
car r y wanieh eonprses X aimgy befesoatamdehwsemeromth e BoxieS badevioth & Bdmded @a
o%i onal.lg su.bbsti t ut eq1 on, oRe or, m)r(,? ri ng carbaon atons by

a ring carbon atom, wherein the residue of a hetérocycle is optionally substituted by

one or more identical or different substituents chosen from fluorine and (C4-C4)-alkyl.

7. A compound of the formula [, in any of its stereoisomeric forms, or a mixture of

sterecisomeric forms in any ratio, or a physiologically acceptable salt thereof, or a
25 physiologically acceptable solvate of any of them, as claimed in one or more of

claims 1 to 6, wherein

A is chosen from O and S;

X is chosen from (C4-Cg)-alkanediyl, (C»-Cg)-alkenediyl and (C4-Cg)-alkanediyl-oxy;

R' is chosen from (C4-Cg)-alkyl, (C3-Cr)-cycloalkyl-CiHz- and Het-CiHa-, wherein tis
30 chosenfromO, 1and 2;



identical or different substituents R31, provided that R3 cannot be

(G -05)-alkyl if Ais S, Het is a residue of a saturated, 4-nenbered to

6- menmber ed, nonocyclic heterocycle which conprises 1 ring heteroatom chosen
fromN, O and S and which is bonded via 15 a ring carbon atom wherein the
residue of a heterocycle is optional 8y substituted by one or nore identical
or different substituents chosen fromfluorine and (G -C4)-alkyl. 8. A
compound of the fornula I, in any of its stereoi sorreric forms, or a mxture
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t he for;&a! in any of ;its stereoisoneric forms, or a m xture of
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and v the ginghnilseger aomslcamday adwd?@gersawm es ac{@e-@f) ak;é aubstett:eldt amd
unsat ur at ed, rmnoc%cl ic or bi Cﬁ{j c ring which
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hydr ogen atom or substituent .and one of the ring sul fur
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optionally substituted on one or nore ring carbon atons by identical or
di fferent substituents R31, provided that R3 cannot be (C -C6)-al kyl if A

is S, H&R4 & r@smlm@&ﬁra éatgmt@&dtmﬁb@@d té@m@ﬂab@é&;yﬂnon lithetdreggdlel rom
hal ogen, hydroxy, -al kyl - and (G - C4) - al kyl oxy; lis chosen from

hal ogeMiclh epmpaises| krgng h%*@&@ﬁ’ﬁ?m@}ﬁtae@afrww @@@ﬂo&ﬁﬂawﬂmm@ndechwaw oxY;
15 aring carbon atom, wherein the residue of a heterocycle is optionally substituted by

one or more identical or different substituents chosen from fluorine and (C+-C,)-alkyl.

8. A compound of the formula |, in any of its sterecisomeric forms, or a mixture of
stereoisomeric forms in any ratio, or a physiologically acceptable salt thereof, or a

20  physiologically acceptable solvate of any of them, as claimed in one or more of
claims 1 to 7, wherein A is O.

9. A compound of the formula |, in any of its stereocisomeric forms, or a mixture of
stereoisomeric forms in any ratio, or a physiologically acceptabie salt thereof, or a
25  physiologically acceptable solvate of any of them, as claimed in one or more of
claims 1 to 8, wherein
Ais O
X is chosen from (C4-Cg)-alkanediyl and (C+-Cg)-alkanediyi-oxy;
R is chosen from (C4-Ce)-alkyl and (Cs-Cg)-cycloalkyl-CiHy-, wherein t is chosen
30 fromOand"1;
R? is phenylene which is optionally substituted on one or more ring carbon atoms by

identical or different substituents R**:



Het is a residue of a saturated, 4-nenbered to 6-nenbered, nonocyclic

het erocycl e 15 which conprises 1 ring heteroatom chosen fromO and S and
which is bonded via a ring carbon atom wherein the residue of a

het erocycle is optionally substituted by one or nore identical or different
substituents chosen fromfluorine ang1(Cl-C4)-al kyl; wherein all cycl oal kyl
groups, independently of each other and i ndependently of any ot her
substituents, are optionally substituted by one or nore identical or
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- pheng¥yibueaF el firg R fliona substltuted o one or more r;ng carbon atoms b
[ 445- (trans-2-f| uoro-cycl ohexyl 91xy - -propox - oxa ]pyyl m di n- 2-y1]

-2, 6- identiachgr difiesenhepbstiventeRacipiyvided that * cannot be (C1~Ca) alkyl if A is
[445 (- fl uor o- phenoxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1] - 2, 6- di net hy
| phenoXy} -acetic acid,

5{1445- F(ﬁsfdh@@éﬁfrfémﬂﬂ?diwgeﬁmm}) dIk@poxy- oxazol o[ 5, 4-d] pyrim din-2-y1] -2
, 6- di npt hy| - phenoxyl - acetic acid

{445- (i% ff$ Gb@%ﬁmffﬁﬁtWPQ@héW%% 1CrCopaiy-ans &b 8-alkydpyyir i mi di n- 2-yi] -2,
6- di |
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15 which comprises 1 ring heteroatom chosen from O and S and which is bonded via a
ring carbon atom, wherein the residue of a heterocycle is optionally substituted by
one or more identical or different substituents chosen from fluorine and (C4-Cy)-alkyl;
wherein all cycloalkyl groups, independently of each other and independently of any
other substituents, are optionally substituted by one or more identical or different
20  substituents chosen from fluorine and (C4-Ca)-alkyl;
wherein all alkyl, alkanediyi, CiHa, CuHay and CiHay groups, independently of each
other and independently of any other substituents, are optionally substituted by one

or more fluorine substifuents.

25 10. A compound of the formula |, or a physio!ogit:aily acceptable salt thereof, or a
physiologically acceptable solvate of any of them, as claimed in one or more of
claims 1 to 9, chosen from
{4-[5-(2,5-difluoro-phenoxy)-7-propoxy-oxazolo[5,4-djpyrimidin-2-yi}-2,6-dimethyl-
phenoxy}-acetic acid, ‘

30  [4-(5-cyclopentyloxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-2,6-dimethyi-phenoxy}-
acetic acid,



[ 2, 6-di net hyl- 4- (5- phenoxy- 7- propoxy- oxazol o[ 5, 4-d] pyri m di n- 2-y1) - phenoxy]
-acetic acid,
éLﬁ[ I4 [ 5;1( 3- ch: or o- t)_henox_yé- 7- propoxy-oxazol o[ 5, 4-d] pyri m di n-2-yl]-2, 6-di ne
yl - phenoxyl - acetic acid,

I[4;]( 5- cyﬁl oh;a_xyl met goxy- 7- propoxy-oxgzol o[ 5, 4-d] pyri m di n-2-y1) -2, 6-di net hy

phenoxykacetic acid,
[if- ( 5t| sobut oxy- 7- pr opoxy- oxazol o[ 5, 4-di pyri m di n-2-y1) - 2, 6- di et hyl - phenox
ykacet;Gr2 [ ) _ s 3 i NP _
L S TR TerRsasionex gk T PARRYSN YW IR A2 Y5 282, 6. di et hy
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oxyk 484l —fg@rgjphenoxy)—'f-propoxy-oxazolo[S,4—d]pynm:dm-2-yl]—2,6-d:methyl—
25[ 4- (@eg?gbgégm%(ﬂefazol[ g[ 5,4-d] pyri mdin-2-y1)-2, 6-di met hyl - phenoxykacet
ic acid, ; 6- di net hy .
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cetl Cc /aq603-1i -4-methyl-ph ~7- - - imidin-2-yi}-2 ,6-
30[ 4- ({5f[030| ougé?lt y?!rer}etyhgx?/?%)-(yar oBgcgj)yo-ng(()axzegloEg)[[g’,4 4d183/%r§7}d|"}!nzd¥ !]n-z -y0- 2, 6-di net
hyl - plieetxfiphacexyleacaticdicid,83 {2, 6-di nethyl 4 [7

ropoxy-o-(tetr rof uran- 2- vl met hgxy).- oxazol o[ 5, 4- ri.m di n2-y1] - phenox
5' ) gcz%i6gdgwgqethyeg—)[’fi-propoxy%-gp%dm- -y o}/};}-oxazo o[g,Ll»-d]py:g*%)t{n-zyi]-phengxyl)— P
[ 40( S5=kesickuicdXxy- 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n-2-y1) -2, 6-di net hyl - pheno

Xyp acetic acid, 5{2,6-dinmethyl 4 [7
pr opox§={6=(2at-diflsota-phenmeyd-7 1priepoky{oxprolodx fidloximidire R 542, 6-dimethyl-

d] pyrim di n-:2- - noxy) - acetic acid,
{2, 6- &mﬁgpﬁyﬁa%%%%)ggnet hyl - but oxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyri m di n- 2-y1]
- pherﬁ@)bydin@ﬁyihc-(@-phdmoxy-%propoxy-oxazolo[5,4-d}pyrimidin~2-yi)-_ph_en_oxy]-—acet’c

{415- (2-cycl opropyl - et hoxy) - 7- pr opoxy- oxazol o[ 5, 4-d] pyrimdi n-2-y1]-2,6-dim
et hyl -3Ci®" phenoxyl - acetic acid, and

15 {4-[5-(3-chloro-phenoxy})-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yi]-2,6-dimethyi-
phenoxy}-acetic acid,

- [4-(5-cyclohexyimethoxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-2,6-dimethyl-
phenoxyl-acetic acid,
[4-(5-isobutoxy-7-propoxy-oxazolo[5,4-dipyrimidin-2-yl)-2,6-dimethyl-phenoxyl-acetic

20  acid,
[4-(5-cyclobutylmethoxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yl)-2,6-dimethyl-
phenoxy}-acetic acid,
[4-(5-cyclobutoxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-yi)-2,6-dimethyl-phenoxy}-
acetic acid,

25 [4-(5,T-dipropoxy—oxazolo[5,4-cf]pyrim%din~2uyl)—2,6—dimethyi~phenoky]-acetic acid,
{2,6-dimethyl-4-[7-propoxy-5-(3,3,3-trifluoro-propoxy)-oxazolo[5,4-dJpyrimidin-2-yi]-
phenoxy}-acetic acid,
[4-(5-ethoxy-7-propoxy-oxazolo{5,4-d]pyrimidin-2-y1)-2,6-dimethyl-phenoxy]-acetic
acid,

30  [4-(5-cyclopentylmethoxy-7-propoxy-oxazolo[5,4-d]pyrimidin-2-y1)-2,6-dimethyi-
phenoxyl-acetic acid,



{2 ,6-d inmethyl-417-pro poxy-5-(2 ,2 ,2-trifluo

ro-|-methyl - et hoxy)-oxazol o[ 5,4- cl]pyrimdin-2-yi kphenoxyl -acetic acid.

11. A process for the preparation of a conmpound of the forrmula | as clained
inany of 15 clainms 1 to 10, conprising reacting a conpound of the forrrula
Il with a corrpound of the formula Illgg 00 R&-ONN R -AH R4&-0 N-,,,--":"----,
N)/ X-R2 )/ X-R21 00.--N<L1 11100----%i\j-- A'R3 20 wherein the
groups A X Rl R2, R3 and R4 in the conpounds of the formulae Il and 111

are dehi and a

Funct | ranaRysE [%2520@02@%%%%@%“%%8 RN e R L S i 4 T
precursgon- p@eaupy} @mhctéted group L1 is a hal ogen atomor a group of the
formula -S(0)-A k or -S(0)2 Alk wherein Alk is (01-C4-alkyl. 84 12. A
phar ne{ééétﬁ%lPUT@éSYrﬁoBmPPéYrOX@@fﬁﬁﬁ &idlryrimidined - %ﬁedlmﬁwwmnoxyl he fornul a
| as C%C@tig%id n any of clains 1 to 10 or a physiologically acceptable salt
t hereo or a 'physiologically acceptable solvate of any of them and a

phér meestineethlylyd-4T-peppatyt-B(3,313-trifluord-1-rhthyRprspgyosdadiofshe formula | as
clainmed in ar ai s to 10 or a physiologically acceptable salt

t her edflPYgpi SWLP%?%@W&%C??CQE%N abl e sol vate of any of them for use as
a phar k d in any of
cl o RGBT 15 R Hetng), SR Srchol MBI by AR Bh 2 VBT &

physi qiegioxy}- Bye’m:aept abl e soI vate of any of them for the treat msnt of
wound li,n sor 15. Aco the fornula | as clained in
any of{g‘gf’lé?ﬁg&%ﬂ%p tﬁ?XSQ - T BIRPKY G6 @Z@%ﬁa&w@&i ral-3&-gimaiyleof, or a

phy)5| Pragiokg)-byemcsant @by e sol vate of any of them for wound healing.
A conpound of the formula | as claimed in any of clains 1 to 10 or a

phySI dedytlitasthyl-4d Eopopinyes-6aRi2-trifleoenfl;methyhetiioxyi-okamilof 4y accept abl e
sol vat f the for wound healing in diabetics. 17. A conpound of
the f (ﬁﬂﬁgrgﬁ{wgéﬁﬁf’a? ke (59 (Sil‘ claims 1 to 10 or a physiologically
acceptabl e salt thereof, or a physiol ogically acceptable solvate of any of

them for the treatnent of diabetic foot syndrone.
11. A process for the preparation of a compound of the formula | as claimed in any of

15 claims 1 fo 10, comprising reacting a compound of the formula Il with a compound of
the formula lii,

20  wherein the groups A, X, R, R? R® and R* in the compounds of the formulae 11 and
1l are defined as in the compounds of the formula | and additionally functional groups
can be present in protected form or in the form of a precursor group, and the group L'
is a halogen atom or a group of the formula -S(O)-Alk or -S(O),-Alk wherein Alk is
(C+-Cy)-alkyl.

25
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12. A pharmaceutical composition, comprising at least one compound of the formula |
as claimed in any of claims 1 to 10 or a physiologically acceptable salt thereof, or a
physiologically acceptable solvate of any of them, and a pharmaceutically acceptable

carrier.

13. A compound of the formula | as claimed in any of claims 1 fo 10 or a
physioiogicaily acceptable salt thereof, or a physiologically acceptable solvate of any

of them, for use as a pharmaceutical.

14. A compound of the formula | as claimed in any of claims 1to 10 ora
physiologically acceptable salt thereof, or a physiologically acceptable solvate of any
of them, for the treatment of wound healing disorders.

15. A compound of the formula | as claimed in any of claims 1 to 10 or a
physiologically acceptable salt thereof, or a physiologically acceptable solvate of any
of them, for wound healing.

16. A compound of the formula | as claimed in any of claims 1 to 10 or a
physioiogically acceptabile salt thereof, or a physiologically acceptable solvate of any
of them for wound healing in diabetics.

17. A compound of the formula | as claimed in any of claims 1 to 10 or a
physiologicaily acceptable salt thereof, or a physiologically acceptable solvate of any
of them, for the treatment of diabetic foot syndrome.



