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WO 2005/016921 PCT/EP20041009036 Novel oxazoles, their
manufacture and use as pharmaceutical agents The present invention
relates to novel oxazole derivatives, to a process for their manufacture,
e ateaieMs containing them and their manufacture as welP @& ER&M0G8et6
these compounds as pharmaceutically active agents. 5 Protein tyrosine
kinases (PTKSs) catalyse the phosphorylation of tyrosyl residues in various
proteins involved in the regulation of cell growth and differentiation (Wilks

et al., Protfiess iraGuleyythenaatoReaaarsi W09 datddia A dentand
Shaw, A.S., Corr. Opin. Immunol. 8 (1996) 394-401). Such PTKs can be

diviged into receptor. t ine kinase FR/HER-1, c- erBZ/HER 2,
o e R o R oL SR a0r G el A Epert Fsiei

It iSTRAHA AL e gﬂweﬁfg@?é@@nsdh@nm@demzvmmﬁr@%wmﬁi as the

tyrosinefiinasemgapaldeopbansingaedlirassferpation (Yarden, Y., and
Ullrich, A., Annu. Rev. Biochem. 57 (1988) 443-478; Larsen et al., Ann
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C?“@Qfﬁ SHgh. m@m&s@q&wag@amnﬁ%ﬁwﬁgaﬁ%&%@&dﬁa@k&@ tor
Sto valrll lal an can
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levels of thesi%]receptors cofreie or rogn05|s an

to f&&%%‘hﬁ"(ﬁﬂ?ﬁ nesesgte: e, 11008 & dmenmsthnt 9gy 1orsoEengs encode
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kingSesiaiey eallasS6|eC Ve INHBILBR o dhe Broyols PEAB AL, et al.,
cangar, cRlS, INEIalRe Sgyera %Ea&hrp@%ﬁv e fampgndsaswellas

monoclona antibodies, arijln clinical tr als for the treatment o var ous

typ@EoSP CRSREP BRI Kinass i AricA® P8 e ditesisEy 63 (Suppl.
1) (2002) 6-16; Ranson, M., and Sliwlcowski, M.X., Oncology 63 (Suppl.
1) (ROORYAWn2HYt receptor tyrosine kinases of the HER-family like HER-2 and EGFR

(HER-1) are frequently aberrantly expressed in common human cancers such as
breast cancer, gastrointestinal cancer {colon, rectal or stomach cancer), leukemia
and ovarian, bronchial and pancreatic cancer. High levels of these receptors
correlate with poor prognosis and response to treatment (Wright, C., et al., Br. J.
Cancer 65 (1992) 118-121).

Accordingly, it has been recognized that inhibitors of receptor tyrosine kinascs are
useful as selective inhibitors of the growth of mammalian cancer cells. Therefore
several small molecule compounds as well as monoclonal antibodies are in clinical
trials for the treatment of various types of cancer (Baselga, J., and Hammond, L.A.,
Oncology 63 (Suppl. 1} (2002) 6-16; Ranson, M., and Sliwkowski, M.X., Oncology
63 (Suppl. 1) (2002) 17-24). -

Some substituted oxazoles are known in the art. WO 98/03505, EP 1 270 571,
WO 01/77107 and WO 03/059907 disclose related heterocyclic compounds as
tyrosine kinase inhibitors.

It has now surprisingly been found that a specific substitution pattern at the styryl
moiety of the present oxazole derivatives leads to an improved activity of the



Some substituted oxazoles are known in the art. WO 98/03505, EP 1 270
571, WO 01/77107 and WO 03/059907 disclose related heterocyclic
compounds as tyrosine kinase inhibitors. 30 It has now surprisingly been
found that a specific substitution patternzat the styryl moiety of the present
oxazole derivatives leads to an improved activity of the 2 compounds
according to the disclosed herein compared to related compounds known
CRRETER AEHQEHRE 4 R SLSEIPIRG REA B BERTIR oA IanBD oo
in(the batthe first aspect, there is provided a compound of formula (I) F R -~
"N 00O~ NNN formula (), wherein R is -halogen; or a methyl or ethyl
group, which both optionally may be substituted once or several times
Disitbsoalegans withdhewryigrihal Brigogbiluaigoandisiprmaceutically
acceptable salts thereof. In‘a second aspect, there is provided a
pharmaceutical composition, containing a compound as defined above
IndepctigiramasipHearnacetniddiy acompaiid eXdipients (In a third aspect,
there is provideq_-the use of a compound as defined above for the
maa;%;act -e-.gf'corresponding medicaments for the inhibition of tumor
growth: rth aspect, there is provided the use of a compound as
" defined abgveforthe manufacture of sponding medicaments for the
treatment of breas can(’:/e-N 0 :

b~

f{)rmula.. (1),

wherein
R is -halogen; or

- 2 methyl or ethyl group, which both optionally may be substituted
once or several times with halogen;

with the proviso that R is not fluoro; and

pharmacentically acceptable salts thereof.

In a second aspect, there is provided a pharmaceutical composition, containing a -

compound as defined above together with pharmaceutically acceptable excipients.

In a third aspect, there is provided the use of a compound as defined above for the |

manufacture of corresponding medicaments for the inhibition of tumor growth.

In a fourth aspect, there is provided the use of a compound as defined above for the

manufacture of corresponding medicaments for the treatment of breast cancer.



2a In afifth aspect, there is provided a process for the manufacture of a
compound of formula (1), wherein (a) the compound of formula (V) NN~N
HO formula (V), is reacted with a cegpound of formula (IV) RF /N O Of
formula (IV), wherein R has the significance given in claim 1, to give the
respective compound of formula (1); (b) said compound of formula (1) is
Inisofeftchfyes, tiesreactioovidod i rapeks(Edf e skeslGenyerted iIflthdound of
5 prga{m ceﬁcallé/gacceptable salt. The compaounds disclosed herein show
oM A PFBRAR BRfiemRerndighiarmila QHway and therefore possess

anti-proliferative activity.—Qbjects of the disclosed. herein are the said
compounds arr%i heirf aceutjCally agceptable3Hits, the preparation
of the above- tiongd pounds, medlcarﬁ%is;nébntaining them and
their manufacture as wettas the use of the above=mmentioned compounds
in the control or prevention of ilinesses, especially of illnesses and
disorders as mentidogdudb OV or in the manufacture of corresponding
medicaments. The term "halogen” as used herein denotes fluorine,
chlorine or bromine, preferably fluoride or chlorine. WO 20051016921

is P@J&E%%ﬁ&%&ﬁﬁ@@ﬁ@gﬁgﬂg@@gbstituted methyl or ethyl groups in R
are difluoromethyl,

R F
= /N
o\_/>/\ Cl
formula (IV),

wherein R has the significance given in claim 1, to give the respective

co.mpound of formula (I);

{(b)  said compound of formula (I) is isolated from the reaction mixture, and

(c)  if desired, converted into a pharmaceutically acceptable salt.

The compounds disclosed herein show activity as inhibitors df the HER-signalling
pathway and therefore possess anti-proliferative activity. Objects of the disclosed
herein are the said compounds and their pharmaceutically acceptable salts, the
preparation of the above-mentioned ‘compounds, medicaments containing them and
- their manufacture as well as the use of the above-mentioned compounds in the control
or prevention of illnesses, especially of illnesses and disorders as mentioned above or

in the manufacture of corresponding medicaments.

The term “halogen” as used herein denotes fluorine, chlorine or bromine, preferably

fluoride or chlorine.
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trifluoromethyl, or pentafluoroethyl. The compounds according to the
present invention may exist in the form of their pharmaceutically
acceptable salts. The term "pharmaceutically acceptable salt" 5 refers to
PERAePHHIAl acid-addition salts that retain the biological eff@SNEPRESE WAL
properties of the compounds of the pregent invention and are formed from
suitable non-toxic organic or inorganic Aeids. Sample acid-addition salts
include those derived from inorganic acids such as hydrochloric acid,
sulfBrifeaid, sulfiamic:acithethiiosphosidyacigranpsniific Acidrandiifeolimethyl,
andifheRe Aesivad o, QEgaRnIE@gids 10 such as p-toluenesulfonic acid,
methanesulfonrc acid, benzene sulfonic acid and the like. The chemical
modification of a pharmaceutical compound (i.e. a drug) into a saltis a
techiHg FETRITRADIFRORS BE AP BIRTERY BHSRTISEs My bBffnhrdorg of their
physicahareuthdiyicatgtabllityaty gihec apinity pHamabiityicaihd salegaillile ofalt”
co ”}Bmoﬁ%tﬁaﬂai ARBghditioRbafb AR ALMACEYIFELREAGR FOLMSs and
A piir e S R T b S Sh thud it el S
forn'i’tﬂ’ét‘?)“f ngmlfzor morgamc aads Sample ac1d—add1t1on s ts include those

[2-(E¥sfted frioroi@faanioaghie nythvinkiidoxadotid agichettioxid apemfmic acid,

igu(tyﬂol piddeAcid dHazelac and gﬁ)dr;lﬁﬁ"hﬂé Jéa‘[ld those derived from organic acids
OI’ en Vin

%@a? Rk %ﬁ’b q'c [Xf%f ey\ﬁfo Xlé %%ab%%k e sulfoni dacxd and Fhe

ylm another embodiment o

éﬁgﬁs eny trlazo
the IHfoRtBRIEH FRed et tsptrepgipblinug grug) nto @
fornsaltil) m@mnw@zmlwzhm@ﬁmm@% olbtiam) twgroved

compaeigiaal oidarntmid) Nablli,Hdloscopicity, flowability and solubility of
compounds. See, e.g., Ansel, H., et. al., Pharmaceutical Dosage Forms and Drug
Delivery Systems, 6th ed., 1995, at pp. 196 and 1456-1457.

A preferred embodiment of the present invention are the compounds of
formula (I) "

1- [4-(4~{2~{2—(E)-(4—Clﬂoro—2—ﬂuoro-phenyi) ~vinyl}-oxazol-4-ylmethoxy}-
phenyl)-butyl]-1H-[1,2,3] triazole; and

1-[4-(4~{2-[2-(E)-(2-Fluoro-4-trifluoromethyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-phenyl)-butyl]-1H-{1,2,3]triazole.

Still another embodiment of the invention is a process for the manufacture of the

compounds of formula (I}, wherein
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formula (V), is reacted with a compound of formula (IV) RF 10 p ClI
formula (IV), wherein R has the significance given herein before, to give
the respective compound of formula (I); 15 (b) said compound of formula
Wasdstased from the reaction mixture, and (c) if desired, ceovattedh inio3s
a pharmaceutically acceptable salt. The oxazole derivatives of the general
formula (1), or a pharmaceutically acceptable 20 salt thereof, may be
prepared by any process known to be applicable for the preparation of
chepmicaliyzrelaipshaampenads, by the one skilled in the art. Such
processes, when used to prepare the oxazole derivatives of formula (1), or
a pharmaceutically-acceptable salt thereof, are provided as a further
feature of the invention and arg/Hf&Strated py tha foIIow}Ng:r,qpresentatlve
examples of scheme 1,128n @ otherwisegtated|R has the
significance given herein beforey _NéCessary starting m Is may be
obtained by standard procedures of organic chemistry. The preparation of
such starting materials is described within the accompanying non-limiting
examples. Alternatively necessaryfetatilid Yaterials are obtainable by
analogous procedures to those illustrated which are within the 30 ordinary

skill of a&qgg&W%ﬁMQ@@p@%@Z&ﬁCTlEP2004/009036 -50
RFHo~yoHRFclclNF 0o NOR\J\J

R F

N

o/\/>/\01

formula (I'V),

wherein R has the significance given herein before, to give the respective
compound of formula (I);

(b} said compound of formula (I) is isolated from the reaction mixture, and
{c) ifdesired, converted into a pharmaceutically acceptable salt.

The oxazole derivatives of the general formula (I), or a pharmaceutically acceptable
salt thereof, may be prepared by any process known to be applicable for the
preparation of chemically-related compounds by the one skilled in the art. Such
processes, when used to prepare the oxazole derivatives of formula (I), or a
pharmaceutically-acceptable salt thereof, are provided as a further feature of the
invention and are illustrated by the following representative examples of scheme 1,
in which, unless otherwise stated R has the significance given herein before.
Necessary starting materials may be obtained by standard procedures of organic
chemistry. The preparation of such starting materials is described within the
accompanying non-limiting examples. Alternatively necessary starting materials are
obtainable by analogous procedures to those illustrated which are within the
ordinary skill of an organic chemist.
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piperidine / / p pyridine NI-13, THE / O reflux OH NHZ la Il 111 'N'N ci (ci
R F Ho \/ V toluene, reflux N KI, NaOMe, MeOH, or KI, NaH inDMF, or IV
O / Ol KlI, cesiumcarbonate in butanone ROF N'N N~NJ | Scheme 1 A

PiREY$thod for the synthesis of the compounds of the [Fr&d&p04/009036

invention 5 starts from the corresponqligg benzaldehydes (la). The first
step of the reaction sequence is a Knoevenagel gondensation with

mnalgnic geid a o&nitant de\garboxylatiorb, Ing acrylic acids of
fo (I1). Theaeaction tstypigally carried out in olventNik&pyridine,

N- froligisraime, acetonitile AN- mWﬁﬂde and ghixtyres o
thereof at temﬁé&‘&‘fﬁres up to 140C. Typically 10'used bases are
. .y . TetixX . . . . . .
piperidine, trlethyfamlne and dusoEropff?‘éimlne. The obtained acryligacid&;
of foriula (1) are converted into their corresponding amides of formula
(111 by standard methods for someone skilled in the art, e.g. by act,j,ggting
the carboxylic group in (ll) with oxalyl chloride in solvents like N
tetratiydibfiftan, dichiqrometfane, N,N-dimethylformaxtures
thereof-t5-attemperat vaying fr'Qm -30 C to-46-€-Fhe-additiornrof—
id 'rmu|a (111 K1, NaOMe, MeOH, or
KI, NaH in'DMF, or
v © ¢ Ki, cesiumcarbonate
in butanone

R F
©/\/Y Y
N N\;
sptecal
‘ [

Scheme 1

A preferred method for the synthesis of the compounds of the present invention
starts from the corresponding benzaldehydes (Ia). The first step of the reaction
sequence is a Knoevenagel condensation with malonic acid and concomitant
decarboxylation, vielding acrylic acids of formula (II). The reaction is typically
“carried out in solvents like pyridine, N-Methylpyrrolidinone, acetonitrile, NN~
dimethylformamide and mixtures thereof at temperatures up to 140°C. Typically

used bases are piperidine, triethylamine and diisopropylamine.

The obtained acrylic acids of formula (II) are converted into their corresponding
amides of formula (III) by standard methods for someone skilled in the art, e.g. by
activating the carboxylic group in (II}) with oxalyl chloride in solvents like
tetrahydrofuran, dichloromethane, N,N-dimethylformamide and mixtures thereof
at temperatures varying from -30 °C to 40 °C. The addition of agueous ammonia
yields said amides of formula (III).

Chlorides of formula (IV) can be synthesized by a commonly known method or a
modification thereof. Amides of formula (III) and 1,3-dichloroacetone are
subjected to a condensation/dehydration sequence yielding the compounds of
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Chlorides of formula (IV) can be synthesized by a commonly known
method or a modification thereof. Amides of formula (Ill) and
1,3-dichloroacetone are subjected to a condensation/dehydration
vaguesoesyrelding the compounds of WO 2005/016921 PCT/EP2004/009036
PCT/EP2004/009036 -6 formula (IV). Typical solvents for reactions of this
kind are toluene, benzene, acetone ané-chloroform. If desired the

reaction can be carried out under solvent free conditions. The reaction

temmfa\swwawm f{&@@é@%&ﬂé&&%ﬁ{ 9 %9%841% der 'Vt%}wene,okﬁ?ez ne,

formula (I can alneg reactions well known to 5 someone’s
in tHEAPEE @ﬁgfﬂéra% &%ﬂf@&l [P rsprHansre Dr- GUR PREHBAG ARIvent
cowmﬁ@ashaw@rmmmpammm@msmewﬁomém@|§¢>ﬂrfé)"c

alkylation is carried out in the presence of potassium iodide or sodium

Eﬂ%?hérﬁﬁ%ym‘%@?ﬁaml e A Bl oy o
SOdIUI’l%l‘}%‘] H.uﬁi{%”&u%é ﬁ%(?ﬁ‘ia’é‘ # c@i&f?ﬁ %ﬁuﬁﬁ?ri'tby h‘étyl)
rea@é@ﬁ‘tﬁﬁﬁ‘ﬁ'@r@%@ﬁ@ﬁf@éﬁ (B‘@Caféqrér@@ tHsheompbubidscelly the
the gdheybeiiniiyentied andithék phasmaceUficalyancepidble salienas8RESn
val%mwﬁgﬁctqtl%aégsaeﬁr&ﬁr&b&?ﬁx b@@ﬁ&@ﬁg}@&@%@@m Hformagide.
compounds inhi signalling pathwa show. anti-prolifer
15n::11p wﬁ? onseq uenstlre?ﬁe gompo%r‘?dn%frﬁwggqrae%?ﬁ W‘%r#;cé) é Tibsm
useftisppERBY! tﬂ@réwéﬁaswa? grdvarior be nm@g%gewnﬁmwmay vary from
ovebB«iesHin. of receptor tyrosine kinases of the HER-family like

HER-2 and EGFR (HER-1), especially in the therapy and / or prevention

of il S enton above Accord to t% I nt inventio
2o E] 61%% har

onn resen inven arma v acceptable
Speciiic su tltutlon fe name he Ooro-su Sfl{:aqg ?h

styr{Hdiaies Hhab AR LAyttt brenstromg that said

enheremeds oinhdivitthof HHiRprigsehingxaztterde rivetivbencompanedifaative

relajechegmpaisegisecknp R biigoaridd BiStse SHERESIREVSINGS GRSENA in the

rela{ﬁgrapy and / or prevention of illnesses with known over-expression of receptor
tyrosine kinases of the HER-family like HER-2 and EGFR (HER-1), especially in the
therapy and / or prevention of illnesses mentioned above.

According to the present invention a specific substitution pattern and namely the
2-fluoro-substitution at the styryl moiety of the present oxazole derivatives leads to
the strong enbancement of activity of the present oxazole derivatives, compared to
related compounds known in the art. This is surprising since closely related
compounds like the corresponding 3-fluoro-4-chloro- and 3,4-dichloro-
compounds, disclosed in exarnples 1 and 5 herein, do not have reasonable activity.
The respective 3-trifluoromethyl compound, disclosed as example 4 herein, is
inactive. The respective 4-trifluoromethyl compound, which is 1-[4-(4-{2-[2-(
4-trifluoromethyl-phenyl)-vinyl]-oxazol-4-ylmethoxy}-phenyl)-butyl]- 1H-
[1,2,3]triazole (Example 4, p. 88, WQ 01/77107), and is the reference compound in
the following biological assay also shows less activity than the compounds of the
present invention.

The activity of the present compounds as HER-signalling pathway inhibitors is
demonstrated by the following biological asssay:
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compounds like the corresponding 3-fluoro-4-chloro- and 3,4-dichioro-
compounds, disclosed in examples 1 and 5 herein, do not have

reasonable activity. 25 The respective 3-trifluoromethyl compound,
WiSAY sS4 4, example 4 herein, is inactive. The respective PCT/EP2004/009036
4-trifluoromethyl compound, which is I-[4-(4-{2-[2-(
4-trifluoromethyl-phenyl)-vinyl] -oxazol-4-ylmethoxy}-phenyl) -butyl] 1 H-
[1,2,3]triazole (Example 4, p. 88, WO 01/77107), and is the reference
confpeandesariphi@following biological assay also shows less activity than
the compounds of the 30 present invention. The activity of the present

co nd HER- S nallin ath bitors i t
follrcr)}\%%\ggcﬁlﬁo jical asls K%I %@()J{]féglﬁl.e 56‘1%&%%1 %%gfggé% 9% %
AssayHéahpldbifamiBad ﬂ%%ﬁﬁ%ﬂmaé%vaﬁérﬁ%mw@w@réhe assay
;ulti{bitgwﬂa mg@%;ﬁ%??&t@% pﬂ::ﬂiﬁ:) ;ﬂggrgﬂlﬁﬂata?inaéﬁé ﬂﬁ@ammedigmgyj’iﬁ:
e
S el 0 Yo I TR LS e,
com %ﬁ sso § %I%%R/I ﬁl S ) WEre ﬁd% & |%ez\1/§r ous” ¢
con frft § A YPMaBe iR A EaR darirairgiciaps of the
diluteghu WE(@yrthhbfmTﬁlaksd MES, dovre RuairdyWadeordingeobieicals).
ir:sut[ﬂ(likiél% oftelapaany ireldre rv(ﬁéhﬂé@“f@ra’iﬁﬁﬁ![ kit d edMibduSropE 8991@;;1
Molggilar ﬁaqgamg@l%}mm% Mo 7i @65‘@9&%@%@% Vgeéa?gg% ;;%éple

final,concentration of O. rsa
5% CHRBUHE ﬁsﬂfﬁc%bfaﬁéﬂn%ﬁ%%

Inc
B A e A A
AfteY 2utntbpRoYithé B olubitlates ovﬁgoiami(@b%asast itt 0ZLVEUCHOMeA fter

platesafigrerdiiciigatpr ey emight atedsifed S%nC¥2sthfter catefidingiXingltiwell
plat%%&mgggwpm%g%%@ﬁpnnlng multiwell spectrophotometer,

Wallac) at 550 nm. 15 A decrease in number of living cells results in a

decrease in the total metabolic
A decrease in number of living cells results in a decrease in the total metabolic

activity in the sample. The decrease directly correlates to the amount of purple
color resulting from the solubilization of the purple formazan crystals,

Cells:

A549 : 900 cells in 60 pl per well of 384 well plate (Greiner)
Medium : RPMI 1640, 2.5 % FCS, glutamine, pen/ strep.
Incubate 1 day at 37 °C

Induction :

- Dilution of compound in DMSO : 3 pl 10 mM + 27 ul DMSO, dilute 1:3

- Add 2 pl of compound dilution row to 95 ul of medium

- Add 10 pl of compound dilution to 60 ul medium in test plate = 0.3 % DMSO
per well

- Incubate 120 h (5 days) at 37 °C, 5% CO,

Analysis :

- Add 7 gl MTT (5mg7ml/well), incubate 4 hat 37 °C
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activity in the sample. The decrease directly correlates to the amount of
purple color resulting from the solubilization of the purple formazan
crystals. Cells: A549 : 900 cells in 60 pi per well of 384 well plate
Y®reinee)e20 Medium : RPMI 1640, 2.5 % FCS, glutamine, penvESREp/009036
Incubate 1 day at 37 C Induction : - Dilution of compound in DMSO : 3 pl
10 mM + 27 | DMSO, dilute 1:3 - Add-2 pd of compound dilution row to 95
ul of medium 25 - Add 10 |d of compound dilution to 60 p1 medium in test
plate 4 PSCuRs el sincubalR 1R9)pEedays) at 37 C, 5% CO2
Analy %Q Add 7 03T'I; 5mg7m|/we||) mcubate 4 hat 37 C WO
2005/ PS8R et 9036 -s- - Add 30 | lysis buffer (20% SDS,
0.04 N HC1) per well - Incubate overnight at 37 C Measurement : 5 Victor
2, B¥easmreDentrmination of IC50 was done using XL-fit. Results :
Examples IC50 A549 [nM] 1460 2 <5 32 4 3550

Victor 2, 550 nm
Determination of ICsy was done using XL-fit.

Results :
Fxamples 1Cs0 A549 [nM]
1 460
2 <5
3 2
4 3550
5 ' 900
reference 7

In vivo assay on tumor inhibition:

To generate primary tamors, NSCLC (e.g. QG56, A549, Calu-3) cells (4-5.0x10° in
a volume of 100pl) are injected subcutaneously into the left flank of female SCID
beige or BALB/c nude mice using a 1 ml syringe and a 26G needle. The tumor cells
are originally obtained from the NCI and deposited in a working cell bank. The
cells are thawed and expanded in vitro before use in the experiment. Mice are
assigned to the treatment groups 14-21 days after cell injection. For grouping (n =
10-15 mice per group), the animals are randomized to get a similar mean primary
tamor volume of ca. 100-150 mm?® per group. The test compounds are
administered orally once per day as a suspension in 7.5% gelatine 0.22% NaCl with
an administration volume of 10 mi/kg based on actual body weights. Treatment is
initiated one day after staging, and carried out until day 20-50, the final day of the
study. The subcutaneous primary tumors are measured twice weekly, starting prior
to randomisation, in two dimensions (length and width) using an electronic caliper.
The volume of the primary tumor is calculated using the formula: V{mm?®] =
(length [mm] x width [mm] x width {mm])/2. In addition, the body weight of all
animals is recorded at least twice weekly. Finally, at the end of the study the tumors
are explanted and weighed.
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5900 reference 7 10 In vivo assay on tumor inhibition: To generate
primary tumors, NSCLC (e.g. QG56, A549, Calu-3) cells (4-5.0x106 in a
volume of 1001) are injected subcutaneously into the left flank of female

%%%@5{%?&%1 or BALB/c nude mice using a 1 ml syringe and s YEEHEAHL

The tumor cells are originally obtained,from the NCI and deposited in a
working cell bank. The 15 cells are thawed and expanded in vitro before
use in the experiment. Mice are assigned to the treatment groups 14-21

dayhaftempeliidieetiondifg kg thispinvgniiton aig IS imidesercgutiogly teeeptable
anigaRiscai e anaw mizedia geis, sipilanreeamponiy nikinaiMplemadaftion.
ca.f400-350 mm3.per. T t,co r inister y

onclilge é)r%1 gay pa%sg%étﬁ‘%% E?1530/})% a%#e&%?f%%%%}u %@ sﬁﬁﬂ of
A S8 RS S Bad S L ORS00 Sreigfigns, emulsions

Treatifishensioniti A dminifdsatde catadivis endbarbie disatedrmgcudly, e-g- in
20-52, fhe e el sisasiafribe of pugyntthdls Whciiane ittt tiseliaiare.
measured twice weekly, starting prior to randomisation, in two dimensions

(length and width) using,an electronjc calipey, The volume of t rimary,
s ei@@fﬁ?ﬁ?ﬁ&*&%ﬁ{aﬂﬁ%%?m?ﬁ@f%&?%%Eﬁ;ﬁfﬂ?&p Eiffine
[mrijecamrAmRdyeRrding delithin v Beu it v srafiisiinsss inorganic
recordeghaideasiciwitectes idy:nFitially catddyéveie ofhrecst tdy, theticrndds or
arejexpianiad andiweigned YR, 200516R2 1 REH ERARHYO0ZBRE, Qated
Th% %?r%)ﬁ)%n according tof IS invention a dth?lrg)harma eutlci%lly .
able agees and  har atine capsules. “suitable carflers for s elatine
acceptable” Sans can be Uséd as medicaments. e.g. in the form of — ®

phehsteAieaforpBRIGorEetae shltn Wk fith SapI ranklisidgelyols
admirister dtkorilhpeedngnahatfomatofe tabléts, actatedhtatalets, dragegss are,

hard Andof:aIaURMARRIHIER SQUUIONT: SINKINQNHRIN, SURRBRIANR s for

The;0MISHAton AR VRS, AR & SHRLedSE e Botfbis, giyceral,
vegetabie oil and the like. Suitable carriers for suppositories are, for example,
natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

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

Preferred pharmaceutical compositions comprise the following:

a) Tablet Formulation (Wet Granulation):

Item | Ingredients " | mg/tablet

1. Compound of formula (I} | 5 25 100 500

2, Lactose Anhydrous DTG 125 105 30 150

3. Sta-Rx 1500 6 6 6 30

4, Microcrystalline Cellulose | 30 30 30 . 1150

5. Magnesium Stearate 1 1 1 1
Total 167 167 167 831
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the form of suppositories, or parenterally, e.g. in the form of injection
solutions. The above-mentioned pharmaceutical compositions can be
obtained by processing the compounds according to this invention with
VeRtHEUeWIcally inert, inorganic or organic carriers. Lactog&; IBPAGIAAGH3G
or.derivatives thereof, talc, stearic acids or 10 its salts and the like can be
used, for example, as such carriers forihblets, coated tablets, drages and
hard gelatine capsules. Suitable carriers for soft gelatine capsules are, for
examplafagaigtiaallsrvaxes, fats, semi-solid and liquid polyols and the
like. Depending on the nature of the active substance no carriers are,
however, usually required_in the case of soft gelatine capsules. Suitable
carffers M"Tﬁe’fﬂ%lp daedd7be SnutbraHIPyHipt T for example,
watér, pélyplbe glyosted anidi6table oil and the like. Suitable carriers for
SUPROSItRRSHRIEa N @tBropks: sibaharAgedanseReats, waxes, fats,
sem- i PrIGILRONGIR 0k 066 DS RRINACE el cgrapositions
can, moreover, contain preservatives, solubilizers, stabi |zers,I\)/vett|ng
agents, emulsifiers, sweeteners, colorants, 20 flavorants, salts for varying
the bshepsidpFessatetioniffers, masking agents or antioxidants. They can
also contain still other therapeutically valuable substances. Preferred

ph[alr{g}gc aﬂg@@h&%@positions com );@gcgbg‘jpélowmg: a) Tablet
Formutation (Wet Gramutation), ttemingredents mgftahltet 3 Compotnd
of foremuth COPEPIRRE G ISPt (B ol e Anhychdas DTG58 105 30460

3. Sta-RxX H506068s4-6808¢ 4. Microchys@lline CelRose 30 B® 30 150--5.
Magnesiumoepiesiate 1 1 1 1 Total 167 167 163831 WO £2905/016931

P ,E{EPZOPEﬂéOO9OS6 -10-

10 15 10 25
5. Magnesium Stearate 1 2 2 5
Total 200 200 300 600

Manufacturing Procedure:

1. Mixitems 1, 2 and 3 in a suttable mixer for 30 minutes.
2. Additemns 4 and 5 and mix for 3 minutes.
3. Fill into a sujtable capsule.

¢) Microsuspension

1. Weigh 4.0 g glass beads in custom made tube GL 25, 4 cm (the beads fill half of
the tube). |
Add 50 mg compound, disperse with spatulum and vortex.

Add 2 ml gelatin solution (weight beads: gelatin solution = 2:1) and vortex.
Cap and wrap in aluminium foil for light protection.

Prepare a counter balance for the mill.

A T

Mill for 4 hours, 20/s in a Retsch mill (for some substances up to 24 hours at

30/s).

7. Bxtract suspension from beads with two layers of filter (100 pum) on a filter
holder, coupled to a recipient vial by centrifugation at 400 g for 2 min.

8. Move exiract to measuring cylinder.
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Manufacturing Procedure: 1. Mix items 1, 2, 3 and 4 and granulate with
purified water. 2. Dry the granules at 50C. 3. Pass the granules through
suitable milling equipment. 5 4. Add item 5 and mix for three minutes;

PEMPIRILYYA a suitable press. b) Capsule Formulation: Itenf $AgrBtig g 036
mg/capsule 1. Compound of formula (1) 5 25 100 500 2. Hydrous Lactose

159 123 148 --- 3. Corn Starch 25 354070 4. Talc 10 1510 25 5.
Magnesium Stearate 1 2 2 5 Total 200 200 300 600 Manufacturing
ProgedRiepeat OvisHwix it@thssinall anthddaeettlitable super ionBmintasne is
2. Addggggﬂ%@ggrgcggddgy for 3 minutes. 3. Fill into a suitable capsule.
rasuspen h 4. O ss beads in custom made tube
L’\l@ QPU né) t(?hg ‘fl‘ﬁlﬁ %?a'i’ﬁ‘e JreERE 50 mg compound,
disperse with spatulum and vortex. 3. Add 2 ml gelatin solution (weight
bealtise gledaitidesalibvidpre;2irhyian ¢ividstencrd-sGppraia st dr@ipoimidanaf the

foil @@Mtlma;aeﬂ%ﬁ%tﬁ@ea%@@&%ﬂt@ra%l%cwrﬁi@@gﬁu E&Mglare

for 4 h@gk 20/s |n aﬁgts%tsl n&&l fo som su %tgnvgggag to, 24{}% 6% ?S‘ﬁ
30/3). P LRSI A B R X ESTHiler
a filter

Medicaments containing a compound of the present invention or a
pharmaceutically acceptable salt thereof and a therapeutically inert carrier are also
an object of the present invention, as is a process for their f)roduction, which
comprises bringing one or more compounds of the present invention and/or
pharmaceutically acceptable salts and, if desired, one or more other therapeutically
valuable substances into a galenical administration form together with one or more
therapeutically inert carriers.

In accordance with the invention the compounds of the present invention as well as
their pharmaceutically acceptable salts are useful in the control or prevention of
illnesses. Based on their HER-signalling pathway inhibition and their
antiproliferative activity, said compounds are useful for the treatment of diseases
such as cancer in humans or animals and for the production of corresponding
medicaments. The dosage depends on various factors such as manner of
administration, species, age and/or individual state of health.

The following examples and references are provided to aid the understanding of the
present invention, the true scope of which is set forth in the appended claims. It is
understood that modifications can be made in the procedures set forth without
departing from the spirit of the invention.

Example 1
1-[4-(4-{2-[2-{E)-{4-Chloro-3-fluoro-phenyl)-vinyl]-oxazol-4~ylmethoxy}-
phenyl)-butyl]-1H-[1,2,3}iriazole

A mixtare of 25.0 g (158 mmol} 4-chloro-3- ﬂuoro—benzaldehyde, 164 ¢ (158
mmol) malonic acid, 1.34 g (15.8 mmol) piperidine and 15.0 m! pyridine was kept
at reflux temperature until carbon dioxide development ceased (2 h). After cooling
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holder, coupled to a recipient vial by centrifugation at 400 g for 2 min. 25

8. Move extract to measuring cylinder. WO 2005/016921
PCT/EP2004/009036 -11 9. Repeat washing with small volumes(here 1
whspsxa@atil final volume is reached or extract is clear. 102 (HilEBINa/009036
final volume with gelatin and homogenise. 5 The above described
preparation yields micro-suspensions-dthe compounds of the present
invention with particle sizes between 1 and 10 m. The suspensions are

suitgble oy @Eﬁb@ﬁﬁh@a@&%:mﬁw%% m}@a %ﬁz ¢ and 30 ml

e o £ TP SRl e ng RS SR NBTAED T 268

the@ﬁé@tﬁf&?ﬁ%ﬂ”éﬁ}ﬁ@wée& ba’éffihﬁm@é]t Eﬁlﬁé&ﬁb%%@i?ﬁv@ntlon as
is a process for their production, which comprises bringing one or more
compeuvids e theapesent invention and/or pharmaceutically acceptable
salts and, if desired, one or more other therapeutically valuable
subgtances into a alenlcal admlnlstratlon form together with one or more
15 tharRBHUAROM el AMBE: 7 LebdlidhEelniith el (Reetdofnh®, 7.63(d
comigbintds, GfdtHddaidd et H)&dﬁtﬁﬁbraﬁwm{nhelr pharmaceutically
acceptable salts are useful in the control or prevention of illnesses. Based

on thgif Lﬂ%ﬁnﬁ&ﬁ‘%' ga*fwaﬁi “p N Apd thelg antipfolife atcigm&gﬁ in

actuvut zﬁ ounds‘are use Re treatment of di seas

ALAN a?riﬁghar ZAimBIS A 18 FRBUG B CORREonaingided
me&mém@htsatﬂ@a@wgg@mdé tn neflripusiactarsrsulch AshmSumag obas
adnishsiiatd ovanagie st agehanigedndiddtah tateopfdneaitre BR8orated. The

folaiog eYamnplas:apfeenees A RIOXIRAIR Al e oder SIARSidng

of the ent.inyention,. the true scope of which'is set or
app %‘Hageddfs e F S G 08 A EPLGEH oIS L e dad rcd
the Hréédareseetfistd Wite(A9%) 3-(4-chloro-3-flucro-phenyl)-acrylamide.

MS: M = 200.2(API+)

'H-NMR(400MHz, De-DMSOY: 8= 6.68(d, 1H, 2-H), 7.20(br, 1H, NH), 7.42(m,
2H), 7.62{m, 3H).

5.0 g {25.0 mmol) 3-(4-chloro-3-fluoro-phenyl)-acrylamide, 3.82 g (30 mmol) 1,3-
dichloro acetone and 70.0 ml xylene were kept at reflux temperature for 16 h with
continuous removal of water by use of a Dean-Stark trap. After removal of solvents
in vacuo, the residue was suspended in 100 ml methanol, heated to reflux
temperature and filtered. The filtrate was concentrated and the residue
recrystallised from 150 mi methanol/water 1:1, washed with 50 ml cold heptane and
dried. Yield: 4.04 g (59%) 4-chloromethyl-2-[2-(4-chloro-3-fluoro-phenyl)-vinyl}-
oxazole as tan solid.

MS: M =274.2(API+)

'"H-NMR(400MHz, De-DMSO): 8= 4.71(s, 2H, CH,Cl), 7.29(d, 1H, =CH), 7.53(d,
1H, =CH), 7.61(m, 2H, Ar-H), 7.88(d, 1H, Ar-H), 8.20(s, 1H, oxazole).
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departing from the spirit of the invention. Example 1 1- [4- (4- {2- [2-
(E)-(4-Chloro-3-fluoro-phenyl)-vinyl] -oxazol-4-ylmethoxy}-
phenyl)-butyl]-1H- [ 1,2,3]triazole 30 A mixture of 25.0 g (158 mmol)
WRRMPABAUOro-benzaldehyde, 16.4 g (158 mmol) malonidaE{BP2PBEA036
(15.8 mmol) piperidine and 15.0 ml pyridine was kept at reflux .
temperature until carbon dioxide develc‘.)f)ment ceased (2 h). After cooling
WO 2005/016921 PCT/EP2004/009036 -12 to room temperature, the

reaginfixiiXieraWas pRM e 1E@0] gzgﬂ@ﬂgoﬁ@mlb&% iehol BRd 0.14 ¢
preemﬁﬁ cAipsiaR o WrEREAAID Walstand AR CiE9 208 fhen 020 6
(85‘( %%1 oro- -fluoro-phen -ac ic acid, me tlng 40°3% MS!
 SHIOTQR: %ﬁé’é@f@aﬁw dnzmli gaggle and
7. 6@(%83 H—(UM- FmgLEBedRssitg @mylemnf(@ddg@amdrqﬂynmg B(69°Q kyntinued
COBtdy nigha Atispensoraab2016 eh(10enialadded and the mixture extracted

3- H}ﬁh!@(%tﬁ i%lgrpealway&a@ecryﬂs @o%iﬂeéé% g;gmgttgzgge% Lt 1IN

(145 20mm|tho qQride was

sly a
mleure war?[nedxf (t-)eﬁ’\ JETER “r’fn Q\aagviﬂ?%?ﬂl%@ae 350
oveP it atafﬁfaﬁwéﬁpyﬁam@ﬁmtﬁbcs@deﬁk@tm reithagpiraeédhyl heetate

resmwewehmhdaﬁédm KSO@B)I ofla-269-e (Bt adiitneLis Amrogitianyl) -vinyl | -

SOMﬂQEbﬁ@Qxh%@E TJB%tPl'}ef J@tfg]%%?e"\é@smﬁﬁu?%%q WAEAETat
W”Z&X\ﬁ‘ d drie at 40 in vacuo. Yield: 19.7 g (99%
I

oro-3-fluoro-phenyl)-acrylamide. MS: M = 200 2(API+) 15
'H-NMR(400MHz, D6-DMSO): S= 6.68(d, 1H, 2-H), 7.20(br, 1H, NH),
7. 4208 MP+E357. 8200 BH). 5.0 g (25.0 mmol)
3-(4-chloro-3-fluoro- phenyl) acrylamide, 3.82 g (30 mmol) 1,3- dichloro
acei IQ&! 46 7, 1 g~ sﬁi %kep&g{qﬁ%ﬂ#&% taﬂ?e{%ﬁ%qm];loét,l%ﬂ)wgg?a(t,'
2H),4.39(t, 2H), 4.98(5, 2H, CH,-0), 6.94(d, 2H, Ar-H), 7.09(d, 2H, Ar-H), 7.29(d,
1H, =CH), 7.52(d, 1H, =CH), 7.63 (m, 2H, Ar-H), 7.71(s, 1H, triazole), 7.88(d, 1H,
Ar-H), 8.11(s, 1H, triazole), 8.22(s, 11, oxazole).

Example 2
1-[4-(4~{2-[2-(E)-(4-Chlore-2-fluoro-phenyl)-vinyl}-oxazol-4-ylmethoxy}-
phenyl)-butyl]-1H-[1,2,3]triazole

To a suspension of 49.0 g (244 mmol) 3-(4-chloro-2-fluoro-phenyl)-acrylic acid in
300 ml tetrahydrofuran and 2.8 ml N,N-dimethylformamide a solution of 26.2 ml

~ (305 mmol) oxalyl chloride in 50 ml tetrahydrofuran was added dropwise at 0°C
within 45 min. Stirring was continued at 0-5°C for 30 min. and 2 h at room
temperature thereafter. The resulting solution was cooled to 0-5°C again and then
added within 15 min. to 750 m! of a 25% aqueous ammonia solution.
Tetrahydrofuran was distilled off in vacuo, precipitated amide was collected,
washed with water and heptane, then dried at 40°C in vacuo. Yield: 45.9 g (94%) 3-
{4-Chloro-2-fluoro-phenyl)-acrylamide.

'H-NMR(400MHz, Ds-DMSO): 8= 6.72(d, 1H, 2-H), 7.23(br, 1H, NH), 7.35(d, 1H,
5-H), 7.44(d, 1H, 3-H), 7.50(d, 1H, 3’-H), 7.68(br, 1H, NH), 7.95(dd, 1H, 6’-H).
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continuous removal of water by use of a Dean-Stark trap. After removal of
solvents 20.in vacuo, the residue was suspended in 100 nil methanol,
heated to reflux temperature and filtered. The filtrate was concentrated
wioktheoegidue recrystallised from 150 ml methanol/water PAT/RESHEE9036
with 50 ml cold heptane and dried. Yield: 4.04 g (59%)
4-chloromethyl-2-[2-(4-chloro-3-fluoro-phenyl)-vinyl]- oxazole as tan solid.
25 MS: M = 274.2(API+) 'H-NMR(400MHz, D6-DMSO : S= 4.71(s, 2H,

CH g . o 0
1H,§§§'®§ ‘gﬁ%ﬂ?ﬂf"’”@m‘ﬁ%@ ﬂ;!125('.‘50 /0 %21 "%Elﬂzooﬁ)g &?Qﬂm D

X
13 m.x¥'§r‘é°8§%°fé VR %1%4‘*&?2, s 0, IR 2
and"Bt &%ﬂ%@éﬁ’&mf&a%hafévmez mpﬁmﬁammsﬁmemﬁes@@nim to
30 mmonrtien@@cuce, @ 4xmmidbns with 80 ml water, the organic phase was dried
4-cirogpaiin-Arlgnlde GhlorR:3:dlvarp ahrrvl -¥nl:exatale.aade QrdldBrea

(0.7 ), potassium,iodidg. wete a ed and stirring at inued 5
ove‘r&nl ) teﬁnée\%a gga(%ldon% 5mlwaterivas &fe%%aﬁ th‘@a%ﬁ% Y Coia
extfaagan%ﬁee%w@m?w a%&a@aﬁ@éewﬂawmﬁ%ﬁ?@ 28.9
we g (ashad vith Ohlosodidirmhygioage-anglivticiparsinetiptarxsasiuim

sulfate and evaporated to give 350 mg raw material which was purified on
o eﬂwl PiEL MRS AT Y i,

”nﬁ ?sm §’ 82016 & whitesaree)-
melting at 146-149C. MS: M = 453.3(API+) 1H-NMR(400MHz, D6-DMSO
: S24 Mg (@uinieh2H)f DR (@dintathpide 5&(& gitkh) -8t Ve RS 217

2H, I@d 1@1‘1%‘(‘5{9 42 f‘ﬁ' '5%1?12%?@%? é(} ’en0?91(1d§ (;'fréjr 8|_J(%N]C i:!_< I)nethyl

7.5 triazole

Ar- f%aﬂflsgfﬁﬁ‘ﬁ‘g%%% B 21%21 Jfgrimol) 2-[2-(4-Chloro-2-fluoro-

p eny1)~v1ny1} 4-chloromethyl-oxazole dissolved in 1.0 ml N,N-dimethyl
formamide were added at 0°C, stirring continued at 0°C for 1 h and 12 h at room
temperature thereafter. The mixture was quenched by 6 ml water, stirred for 1 h
and the precipitate isolated by filtration. After washing with water, three tirnes with
cold ether and drying at 40°C in vacuo, 350 mg (77%) 1-[4~(4-{2-[2-(E)-(4-chloro-
2-fluoro-phenyl)-vinyl]-oxazol-4-ylmethoxy}-phenyl)-butyl]-1H-[1,2,3 ltriazole
were obtained.

MS: M = 453.3 (API+).

'H-NMR(400MHz, Dg-DMSQ); 8= 1.48(quintet, 2H, CH,-CH2-Ph), 1.81(quintet,
2H, CH;-CH2-N), 2.52(t, 2H, CH,-Ph), 4.39(t, 2H, CH,-triazole), 4.98(s, 2H,
OCH;-oxazole), 6.94(d, 2H, 3’-,5’-H), 7.09(d, 2H, 2’-,6°-H), 7.25(d, 1H, =CH),
7.36(d, 1H, 5”-H), 7.49-7.55(m, 2H, =CH/3”-H), 7.71(s, 1H, triazole), 7.95(dd,
1H, 6”-H), 8.11(s, 1H, triazole), 8.22(s, 1H, 5-H-oxazole).

Example 3
1-{4-(4-{2-[2-(E)-(2-Fluoro-4-trifluoromethyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-phenyl)-butyl]-1H-[1,2,3]triazole

A mixture of 5.0 g (3.55 ml, 26.0 mmol) 2-fluoro-4-trifluoromethyl-benzaldehyde,
3.10 g (29.8 mmol) malonic acid, 0.26 g {0.30 ml, 3.0 mmol) piperidine and 15 ml
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Exam le 2
1-[4-(4-{2-[2-(E)-(4-Chloro-2-fluoro-phenyl)-vinyl]-oxazol-4-yhnethoxy}-
phenyl) -butyl ] -1 H- [1,2,3] triazole 20 To a suspension of 49.0 g (244
Yrdnsa8u@Znloro-2-fluoro-phenyl)-acrylic acid in 300 ml te®&RFERSAI 036
and 2.8 ml N,N-dimethylformamide a solution of 26.2 ml (305 mmol)

oxalyl chloride in 50 ml tetrahydrofurdnl\%és added dropwise at 0C within
45 min. Stirring was continued at 0-5C for 30 min. and 2 h at room
tempeidineaviskepainelibergsutingsoltlionbyasitaaleddaldhteagailied (3

ot I%lt?;%%gls cBGEnY A0 LUl sl I SR RIMECHOR TN 300 ¢
e S B e e o A A B i with
vachid:eplens: amslodgiqdabisd-5a- gﬂ&ﬁ%&z%@@q@n@ﬁ;ﬂp@wmmmﬁ—phenﬂ)

1H-MMR(48EMHz, D6-DMSO : 8= 6.72(d, 1H, 2-H), 7.23(br, 1H, NH),
7.35(d, 1H, 30 5-H), 7.44(d, 1H, 3-H), 750(d 1H, 3'-H), 7.68(br, 1H, NH),

Gontii Bkl AR gr?é%hj e B Dy 80 th iy O
1,3 %Iﬁ:r’r%r 248t Rl %ﬁ@’rﬂﬂ@ de l(ér:?ﬁé@-deilﬁx Qeiﬁbéﬂaﬁﬁ% 1H,

for 2O RNith continuous removal of water by use of a Dean-Stark trap.
After cooling to room temperature, two extractions with 80 nil water, the

org |cph ase was dri odium (:3 anglt‘p solvent e ved
e e e R I G R RS T oo

pre@ﬁﬁﬂfe%ﬁb?@o%%agﬂéﬁmwm%%%, %r%@ﬁﬁﬁ@ﬂe&&ﬁ@?‘de a
suckeldafh #hd. ot iwd (#8-VacwolaoAd. ett 8. 90 g &Fed)ydrofuran was added

2'[%%%@@@@'%&19’0%)9&%19 B@ﬁfﬂ&%&/&ﬂ%@?@k@r 30 min. and2h

- g(gélopel}ﬁ ezra fgé QM§ Qer rgs éai‘u éya?_' %l;_t(o %__"{h again

5- Haz}féaésw IR b‘%wrlﬁor ﬁﬁ H PR AEPO R RepC e

to asspitaidng ofidyl Amide was collected and stirred for 30 min. with water. The
precipitate was collected, washed with water and dried at 40°C in vacuo. Yield: 4.4 g
(88%]) 3-(2-Fluoro-4-triflucromethyl-phenyl)-acrylamide.

MS: M= 234.2 (API+).

"H-NMR(400MHz, D-DMSOY: 8= 6.83(d, 1H, 2-H), 7.31(br, 1H, NH), 7.51(d, 1H,
3-H), 7.63(d, 1H, 5-H), 7.70(d, 1H, 3°-H), 7.76(br, 1H, NH), 7.8%(dd, 1 H, 6 -H).

4.00 g (17.1 mmol) 3-(2-Fluoro-4-trifluoromethyl-phenyl)-acrylamide, 2.60 g (21.3
mmol) 1,3-dichloroacetone and 40 ml toluene were kept at reflux temperature for
16 k with continuous removal of water by use of a Dean-Stark trap. After cooling to
room temperature, two extractions with 100 ml water, the organic phase was dried
over sodium sulphate and the solvent removed in vacuo. Chromatography on silica
gel (eluent: n-heptane/ethyl acetate 5:1) gave 1.20 g (23%) 4-chloromethyl-2-[2-(2-
fluoro-4-trifluoromethyl-phenyl)-vinyl] -oxazole.

MS: M = 306.2 (API+)
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mg (1.00 mmol) 4-(4-[1,2,3]triazol-1-yl-butyl)-phenol in 2.0 ml

N,N-dimethyl formamide and stirred for 30 min. 272 mg (1.00 mmol)
2-[2-(4-Chloro-2-fluoro- phenyl)-vinyl]-4-chloromethyl-oxazole dissolved in
WO SN sdimethyl 15 formamide were added at OC, stirrinBOuERR0G2ebABs

- 0Cfor1hand12 h at room temperature thereafter. The mixture was

quenched by 6 ml water, stirred for 1 l%nd the precipitate isolated by
filtration. After washing with water, three times with cold ether and drying

at 4GCNvagueMBRO Do) 3-14- H(ﬂ%ﬁ%@h%{cﬁ B%ffa' %4 Iy, 1H, 1

ﬁ.gfﬁ%ﬁﬁﬁ‘é %%ta.néﬁ?s*ﬁ%@g%%ﬁf?”%é 1a(da,

D6-BE0 23 afuintkeX2EplaH -CH2-Ph), 1.81(quintet, 2H, CH
-CH2-N), 252(t 2H, CH2-Ph), 4.39(t, 2H, CH2-triazole), 4.98(s, 2H,

Ocmaa@xgqqlebg By, L2hBroprdiyl/209(de Aot @tﬂiﬁuc?r(%ﬁéglyi—lﬁlhenyiy
oli'i 31 L3 ﬁ 2 ggtrﬂcal_éf -Q’%uyﬁﬁm'&i 0.166 g

t 7 95 1H 6"-H)
”a 9( Zlgfélf gggmsfgfgrg 10 d@a@d 0. 191 ml 100 mmol) of a 30% sodium
[2 @Wlmmmwa@rmammmmﬁwmmwed to reflux for 10 h.

yimeskoxymphanof sbluént] pivtitidntad bfrtﬁéqles{age%e@%a{es@&é QB3 Rate
ol & AT GRS nﬂlpdﬁlg%éww

mma ic acid, mmol ineé an
%";‘6?9?? @gﬁaﬁg/%‘(féd@rgmfss Hehhasbuimpasmysporated to
tenfb@é’éﬁj e drifiecensrbie disifire d@vam@énph@asHﬂI(G (4-Aflercoolinent:

to roethdschiperatlte thedrpBCHosimIE WasPOREE0I 200 Srviee dfcthe

Vlv?t%f%aﬁgd &L@;{m}; gﬁﬁ%@t%W%1@é%9 WARRSHM S NAEAAVISS dried

3. (énléﬁjco ISEC)) oro ?/ E RES gg(-igf(" (:ngaﬂ) 4-triffuoromethyl-phenyl)-
<

vinyl] oxazol 4—ylmethoxy nyl)-butyli-1H-{1,2,3}triazole .
MS: M = 487.2 (API+).

"H-NMR(400MHz, Ds-DMSO): &= 1.48(quintet, 2H, CH,-CH2-Ph), 1.81(quintet,
2H, CH,-CH2-N), 2.52(t, 2H, CH,-Ph), 4.39(t, 2H, CH,-triazole), 4.99(s, 2H,
OCHy-oxazole), 6.94(d, 2H, 3’-,5-H), 7.09(d, 2H, 2’-,6-H), 7.39(d, 1}, =CH),
7.59(d, 1H, =CH), 1H, 7.63(d, 1H, 5”-H), 7.71(s, 1H, triazole), 7.77(d, 1H, 3”-H),
8.11(s, 1H, triazole), 8.16(dd, 1H, 67-H), 8.26(s, 1H, 5-H-oxazole).

Example 4
1-[4-(4- {2-{2-»(E)—(3—’I‘rifiuoromethyl«-phenyl)-Vinyl]-oxaz01—4~y1methoxy}-
phenyl)-butyl]-1H-[1,2,3]triazole

To a suspension of 5.0 g (22.67 mmol) 3—(3-triﬂuoromethyl—phenyl)—acrylic acid in
30 ml tetrahydrofuran and 0.3 ml N,N-dimethylformamide a solution of 2.5 ml
(29.47 mmol) oxalyl chloride was added dropwise at 0°C within 45 min. Stirring
was continued at 0-5°C for 30 min. and 2 h at room temperature thereafter. The
resulting solution was cooled to 0-5°C again and then added within 15 min to 20 mi
of a 25% aqueous ammonia solution. After stirring for 30 min the organic layer was
separated, the aqueous layer extracted with ethyl acetate twice and the combined
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'H-NMR(400MHz, D6-DMSO): 8= 6.73(d, J= 16.1 Hz, 1H, 2-H), 7.63(d, IH,
5'-H), 7.65(d, J= 16.1 Hz, 1H, 3-H), 7.76(d, 1H, 3'-H), 8.07(dd, 1H, 6'-H),
12.8(br, 1H, COOH). To a suspension of 5.00 g (21.4 mmol
BQ2H(BH A -trifluoromethyl-phenyl)- 10 acrylic acid in 30.0 fff T/EP2004/0095036
tetrahydrofuran and 0.2 ml N,N-dimeth }formamide a solution of 3.60 ml
(28.0 mmol) oxalyl chloride in 10 nil tettahydrofuran was added dropwise
at OC within 10 min. Stirring was continued at 0-5C for 30 min. and 2 h at
roonngentpdegtuse thiexbafterr THe,fE5UltiNRcs0ldbintenvAsionolad tGabbC3-(3-
agaiRiaRd e REAGHMERN IR dB R B2 A e SIRAIHEPHS3 o(99 %).
ammonia solution. The 15 separating oily amide was collected and stirred
for 30 min. with water. The precipitate was collected, washed with water
andBiMRHNEMEL, De: '§ﬂ.@7§(‘%8§%)2“ﬂ)’ 7.20(br, 1H, NH), 7.49-7.56
3-(2vi|0Be Z6difldé iomethy 7 #iehgl) tac3iimide. MS: M= 234.2 (API+).
'H-NMR(400MHz, DF-DMSO : S= 6.83(d, 1H, 2-H), 7.31(br, 1H, NI-I),

7.5 v 20 3- / 1H, 5'- 7,70(d, 1H.,3-H), 7 br , NH

rosti SR T D il LS S R
3-(2: %Péea@fﬁﬂwwﬁétﬁ@ ) SHEIMERT WrssicR: 2 seflgN Sarperafsfor 16 b
1,3vdibhtorsiaceientemoeral ofmiatetubsn eswefe: Keprabteliuxae riferatemefar of
16 howishecontivuass temaxaiuel walgnbyibseop! faeashal kHidpAfhphy
COQURGLLQ LAY tEIRRSHALULE) tvwe?astf%%on%h Ehg00, VRIS 06 5 [2-(3-

organic phase, was, dried 25 Qver sodium su te and the solvent
ren‘?ﬂé& IW&%\QV}H?}@HY mﬁ&"ﬁﬁﬁﬂ}l%ﬁé‘iﬁc%?l el (eluent: n-heptane/ethyl
acetate 5:1) gave 1.20 g (23%) 4-chloromethyl-2-[2-(2-
fluosAvriflpggoxmsthyl-phenyl)-vinyl] -oxazole. MS: M = 306.2 (API+) WO
2005/016921 PCT/EP2004/009036 -16 1H-NMR(400MHz, D--DMSO : 6=

SR RS S T Sl B0 L e

7.71(m, 6H)

26 mg (1.0 mmol) of 95% sodium hydride were given at 0°C to a solution of 217
mg (1.00 mmol) 4-(4-[1,2,3]triazol-1-yl-butyl)-phenol in 6.0 ml N,N-
dimethylformamide and stirred for 30 min. 288 mg (1.00 mmol) 4-Chloromethyl-
2-[2-(3-trifluoromethyl-phenyl)-vinyl]-oxazole dissolved in 1.0 ml N,N-
dimethylformamide were added at 0°C, stirring continued at 0°C for 1 hand 12 h at
room temperature thereafter. The mixture was quenched by 30 ml water, stirred for
1 h and the precipitate isolated by filtration. After washing with water, three times
with cold ether and drying at 40°C in vacuo, 192 mg (41%) 1-[4-(4-{2-[2-(E)-(3-
Trifluoromethyl-phenyl)-vinyl] -oxazol-4-ylmethoxy}-phenyl)-butyl] - 1H-
1,2,3]triazole were obtained.

MS: M = 469.4 (API+).

'H-NMR(400MHz, CDCls): 8= 1.62(quintet, 2H, CH,-CH2-Ph), 1.94(quintet, 2H,
CH-CH2-N), 2.60(t, 2H, CH,-Ph), 4.39(t, 2H, CHy-triazole), 5.02(s, 2H, OCH,-
oxazole), 6.92(d, 2H), 7.0 (d, 1H), 7.07(d, 2H), 7.49-7.60 (m, 4H), 7.69 (m, 3H),
7.76 (s, 1H)



10

15

20

25

30

1H, 6"-H), 8.23(s, 1H, 5-H-oxazole). 0.305 g (1.00 mmol)
4-Chloromethyl-2-[2-(2-fluoro-4-trifluoromethyl-phenyl)- 5 vinyl]-oxazole,
0.217 g 1.00 mmol) 4-(4-[1,2,3]triazol-1-yl-butyl)-phenol, 0.166 g (1.00
wunolspoiaasium iodide and 0.191 nil (1.00 mmol) of a 30%Peadinmm4/009036
methylate solution were added to 50.0 ml methanol and heated to reflux

for 10 h. After removal of solvent, parfiioning of the residue between 50

nil ethyl acetate and 15 ml water, the organic phase was washed 3x with

15 g}}a}nﬁg\gaOH, twice 10 with 15 ml water and dried over sodium

sulphate. The solution was evaporated to dryness and the residue
purifiéé Byl 2eetER (B ghashibiehb (Gl-cilvihoxeluktiylmeboappaid)-8: 2
+ OndfeIpasticiasidiyiddtas evaporation and drying of the product
containing fractions , the residue was treated with diethyl ether and dried
in vacuo at 40C. 80 m (16% %

f a{“zlilée’eélm%fré 4&&?&5 Fomreehl BrRdngishiosogpiapyl)-acrylic acid in 30
-oxaédm&wﬁmﬁwy}ap&@Mﬂw:wdimbmlﬁ;ﬁﬁm@a MEHMDAB TR (34.55

(ARhiDhoDHMMRKIONEza DA RN IR pvdse Jaéﬁ(gwmﬁtnm St -6tge s

1. 81‘&?1‘:!}9}09% af g f&% 'N’)rnz %g)((%zo}fe r% ht)éznl}f)efa(tt%re::ge?eix)% The
o '317‘4 ggé’ai %G%tﬂgﬁﬁﬂwigaﬁdﬁw"@y mmfs???ﬂ)nf

7. 79@ 2@% m%m&ymma qlmh@rrﬁﬁexstm(sg i 3t imio b, S:g:6hddyttyas
6"-sbpBaRhilstht Hghebl:o kaz0 lkrixaitl 4thyl acetate twice and the combined
1[4 %[ é@ﬁearmupmrs@hymaeswzemx I aroldyin tu,gg%g with

phe ltriazole 25 To,a S| spenS|o of 5.0

mm(‘g 5%4?% e ?roh%nﬁﬁaéf;ﬁ TR Wséﬁc?ﬁﬁ%ﬁsaﬁ’g?mg Yield
and 68 Fl% -dimethylformamide a solution of 2.5 ml (29.47 mmol)
oxalyl chloride was added dropwise at OC within 45 min. Stlrnng was

corinuadratthREIOCBMING-angR (,abreprs Jempeig (;e%ﬁw > fw 15eq,
res%?p% §9%l9ﬁyv?%§901%to 0-5C again and t en added within 15 min

2.3 g {10.6 mmol) 3-(3,4-Dichloro-phenyl)-acrylamide, 4.73 g (37,2 mmol) 1,3-
dichloro acetone and 15.0 ml toluene were kept at reflux temperature for 16 h with
continuous removal of water by use of a Dean-Stark trap. After removal of solvents
in vacuo, the residue was purified by flash column chromatography (heptanes/ethyl
acetate 2:1). Yield: 2.88 g (94%) 4-Chloromethyl-2-[2-(3,4-dichloro-phenyl)-
vinyl]-oxazole as tan solid.

MS: M == 288.1(ESI+)

'H-NMR(400MHz, CDCly): 8= 4.54(s, 2H, CH,CD), 6.89(d, 1H, =CH), 7.33-
7.45(m, 3H), 7.59 (s, 1H), 7.62 (s, 1H)

25 mg (1.0 mmol) of 95% sodiumn hydride were given at 0°C to a solution of 217
mg (100 mmol) 4-(4-[1,2,3]triazol-1-yl-butyl)-phenol in 6.0 ml N,N-
dimethylformamide and stirred for 30 min. 288 mg (1.00 mmol) 4-chloromethyl-2-
(2-(3,4-dichloro-phenyl)-vinyl]-oxazole  dissolved  in 1.0 ml NN-
dimethylformamide were added at 0°C, stirring continued at 0°C for 1 hand 12 h at
room temperature thereafter. The mixture was quenched by 30 ml water, stirred for
1 h and the precipitate isolated by filtration. After washing with water, three times



30 of a 25% aqueous ammonia solution. After stirring for 30 min the
organic layer was separated, the aqueous layer extracted with ethyl
acetate twice and the combined WO 2005/016921 PCT/EP2004/009036
WOr2BgBHR2 layers dried over Na2S04. After concentration iRGHEERP 82036
trifluoromethyl-phenyl)-acrylamide was isolated as white solid. Yield 4.83
9(99 %). 'H-NMR(400MHz, D6-DMSOY’ 8= 6.76(d, 1H, 2-H), 7.20(br, 1H,
NH), 7.49-7.56 (m, 2H), 7.63-7.74 (m, 2H), 7.87-7.91 (m, 2H) 5 2.0 g (9.3
1m %ﬁ@ Hﬂiﬂnmdmaﬂnég:éxe@xaaw@mkmmé 0@%)(§ﬁémmoh -((B)-3,4-

Totder: Yoy ASH t arure
for%@r it Ol\jls;%ﬁﬁ%o%{l]nuou}i remclar\?a of water te)%/ﬁlﬁée o@t@egﬁ gt rap
After removal of solvents in vacuo, the residue was purified by flash
column chromatography (heptanes/ethyl acetate 2:1). Yield: 1.92 g (72%)
4-CfardrretAQI3Z421(8- 10 trifluoromethyl-phenyl)-vinyl]-oxazole as tan
solid. MS: M = 288.1(ESI+) 'H-NMR(400MHz, CDCI 8= 4.54(s, 2H,

CH ., £.5 71 .Q_amal) of 95%

SO fg r%%m}/JI o GR: & 0%6?6% ggfdtlon %&ggl%ﬁ% %@WBI%H
d @%—Bﬁwﬁ BhbI4i Yo Fi Wﬂz"aaﬁ@lwﬁa@ﬂ«ﬁarﬁf@e@ﬁidz—
stlrﬁé@lﬂ%?)8@$ﬂrﬁ 9208, 1700 (@habl), 42 Chitasmetayd, 7.59 (s, 1H), 7.66 (s,
2-[213-mgu@romethyl-phenyl)-vinyl]-oxazole dissolved in 1.0 ml N,N-
dimethylformamide were added at OC, stirring continued at OC for 1 h and
12 h at room temperature thereafter. The mixture was quenched by 30 ml
water, stirred for 20 1 h and the precipitate isolated by filtration. After
washing with water, three times with cold ether and drying at 40C in
vacuo, 192 mg (41%) 1-[4-(4-{2-[2-(E)-(3- Trifluoromethyl-phenyl)-vinyl]
-oxazol-4-ylmethoxy} -phenyl)-butyl] -1 H- 1,2,3]triazole were obtained.
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MS: M = 469.4 (API+). 25 'H-NMR(400MHz, CDCI 8= 1.62(quintet, 2H,

CH -CH2-Ph), 1.94(quintet, 2H, CH -CH2-N), 2.60(t, 2H, CH2-Ph), 4.39(t,
2H, CH2-triazole), 5.02(s, 2H, OCH2- oxazole), 6.92(d, 2H), 7.0 (d, 1H),
WO T{eR/@BPR17.49-7.60 (M, 4H), 7.69 (m, 3H), 7.76 (s, 1H) RCOI/EP2004/069036
20051016921 PCTIEP20041009036 18 Example 5
1-[4-(4-{2-[2-(E)-(3,4-Dichloro-phenyl)-¥#hyl]-oxazol-4-yhnethoxy}-phenyl)-
butyl]-1H- [1,2,3]triazole To a suspension of 5.3 g (23.71 mmol)

3-(3 A dickdareypenyl)-acrylic acid in 30 5 ml tetrahydrofuran and 0.3 ml
N,N-dimethylformamide a solution of 3 ml (34.55 mmol) oxalyl chloride
was a(sti‘ed dropwise at OC within 45 min. Stirring was_continued at 0-5C
for 385 MnaTcfb: Bhar reRsiitical Miasags Bomas anf S up Relivesy Sistpmsl Gtlosd..
was cooldd% e-bg Hfeindibtbthitsadded within 15 min to 20 ml of a

25%Relge 0y sramaniaRRILoNOAESSHSipmes 834nin the organic layer
wagplhseRaraledyine aueoys 1ayer é%:@&ﬁ%?ag\@g%ﬁ}égﬁﬁate twice

and%g1§ qi%rgl ined organic layers dried over ncentration
in vac gan ashing with diethyl ether

3-(3asgielsicle HreRdpartryiadideChas iShipteld 498Mite solid. Yield 3.64
%gia%lfz)ﬁglmmm?mm&mmo@ﬁ@@@ﬂwgw1+t|1)>)4 7.32 (d,
.6 mmo
3(%V%ragpmgﬁ%gnﬁ/ﬁig%ﬁéﬂr‘n%‘éégﬂ?e%}@%@n%ﬁ? 1,3- dichloro
acetone an .0 ml toluene were kept at reflux temperature for 16 h with
contihtiBt{83¥&Poval of water by use of a Dean-Stark trap. After removal of
solventssinsiatuo, the residue was purified by flash column

chroipararby (TePfane/aly| 28bareiale,4:1). Yield: 2.88 g (94%)
4-GplotametYl 2ol A OHIOIGRNGIY: o7 (1988) 443478
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vinyl]-oxazole as tan solid. MS: M = 288.1(ESI+) 'H-NMR(400MHz, CDCI
8= 4.54(s, 2H, CH2C1), 6.89(d, 1H, =CH), 7.33- 7.45(m, 3H), 7.59 (s, 1H),
7.62 (s, 1H) 25 25 mg (1.0 mmol) of 95% sodium hydride were given at
FEOBLHIRIon of 217 mg (1.00 mmol) PCT/EP2004/605036
4-(4-[1,2,3]triazol-1-yl-butyl)-phenol in 6.0 ml N,N- dimethylformamide and
stirred for 30 min. 288 mg (1.00 mmol) 4 -Chloromethyl-2-
[2-(3,4-dichloro-phenyl)-vinyl]-oxazole dissolved in 1.0 ml N,N-
dimethylformamide were added atrf¢znstiengscontinued at OC for 1 h and
12 h at 30 room temperature thereafter. The mixture was quenched by 30
ml water, stirred for .1 and uf recipitate isolated by filtration. After
wasting Wity RSP dtﬁree fimé @ O 2005/016921 PCT/EP20041009036
-19 with cold ether and drylng at 40C in vacuo, 225 mg (48%)
1-{4-(4-{2-[2-((E)-3,4-

dichloro-pheFR pxazol-4-ylmethoxy}-phenyl)-butyl]-1H-[1,2,3]triazol
e were obtained =470.3 (API+). 5 'H- (400MHz, CDC13): 8=
1.62(quintet, 2H, C @4(qun}1_;53 -CH2-N), 2.60(t, 2H
CH2-Ph), 4.39(t, 2H, CH2 triazg A2- oxazole),

6.89-6.93(m, 3H), 7.07(d, 2H),3.34/7.49(m, 4H), 7.59 (s, TA)\7.66 (s
1H), 7.60 (s, 1H) WO 2005/016921 PCT/EP2004/009036 -20- Listof N
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wherein

R is  -halogen;or
a methyl or ethyl group, which may both optionally be substituted
once or several times with halogen;
with the proviso that R is not fluoro; and

pharmaceutically acceptable salts thereof.

2. A compound according to claim 1, wherein
R is  chloro or trifluoromethyl; and
pharmaceutically acceptable salts thereof.

3. The compound of formula (1) according to claim 1 or 2,

1-14-(4-§2-[2-(E)-(4-Chloro-2-fluoro-phenyl)-vinyl] -oxazol-4-ylmethoxy} -
phenyl)-butyl]-1H-[1,2,3 ] triazole.

4. The compound of formula (I) according to claim 1 or 2,

1-[4-(4-{2-[2-(E)-(2-Fluoro-4-trifluoromethyl-phenyl)-vinyl} -oxazol-4-
yimethoxyi-phenyl)-butyl]-1H-[1,2,3 ] triazole.
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(1988) A4 78:WOI200610AGIRGnD GTMERRQ0HRONRM 24 dRatent in any one

Claims,¢. fecompaung of fosmyafIy g Q{IQrOVW{IN\BhafﬁﬁgBélﬁiQQl@ acceptable

wherein R.is -htalogen; or a methyl or ethyl group, which may both
optiona%cﬁjeie%stituted once or several times with halogen; with the
proviso that R is not fluoro; and 10 pharmaceutically acceptable salts

thereofA2 pRaciRteeHcd 26aHEHRED S8R ihdVRE@IImRSISIGh RO Blhibition of

trifluorotglﬁel(t)g I'Oz;‘g\r;ﬁj1

7. The use of a compound in any one of claims 1, 2, 3 or 4 for the manufacture
of corresponding medicaments for the inhibition of tumor growth.

8. The use of a compound in any one of claims 1, 2, 3 or 4 for the manufacture -

of corresponding medicaments for the treatment of breast cancer.
9. A process for the manufacture of a compound of formula (I}, wherein

(a) the compound of formula (V)

N::;N
o)~
—
formula (V),

is reacted with a compound of formula (IV)

R F
= N
e
of Cl
formula (IV),



pharmaceutically acceptable salts thereof. 15 3. The compound of formula
(1) according to claim 1 or 2,

2 -(E)-(4-Chloro-2-fluoro-phenyl)-vinyl]-oxazol-4- yI ethox
%é@ﬂ%ﬁé @I] -1H- [ 1,2,3] triazole. 4. The compound of forrh lEaz)OX 1009038
according to claim 1 or 2,
1-[4-(4-{2-[2-(E)-(2-Fluoro-4- trlfluoromethyl phenyl)-vinyl]-oxazol-4- 20
ylmethoxy}-phenyl)-butyl]-1H- [1 2,3] triazole. -22- 5. A pharmaceutical
composition, ¥8gkeimiR G Eamsignifichacs elaimed ilemylotegifiteecleipastive
1, 2, 3 or 4 togetivenndthf ihasniacgytically acceptable excipients. 6. A
pharmaceutical composition according to claim 5 for the inhibition of 5

tumor g h. 7. The use of ina eofcl ims1, 2 3o0r4
for the ng% \Sr\*,ntufsac(%ure TEPE cofgré%g: ﬁ% ?ﬁelféé iFREIRBPgHtue,
tumor grovvth'?“Sf.l The use of a compound in any one of clalms 1,2,30r4
for the manufacture of corresponding medicaments for the treatment of
breast canceir d&i%\BHERS IR HNAUHAGRIUE, AL &-5apPQwnd of

formula (1), wherein (a) the compound of formula (V) /IN~N HO 15
formula (V), is reacted with a compound of formula (IV) R F/ O~/ Cl



formula (IV), 20 WO 2005/016921 PCT/EP2004/009036 -23 wherein R
has the significance given in claim 1, to give the respective compound of
formula (I); (b) said compound of formula (1) is isolated from the reaction
mixture, and 5 (c) if desired, convertgciin}o a pharmaceutically
acceptable salt. Abstract Objects of the present invention are compounds
of formula (1) [err] formula (1), their pharmaceutically acceptable salts,
enantiomeric forms, diastereoisomesh&ifcgacemates, the preparation of
the above-mentioned compounds, medicaments containing them and
their manufacture, as well as the use of the above-mentioned compounds

in{REFES R SROPTSHEUL HiH A e SeavpsuaAsLe fampale (1)
F

formula (1),

their pharmaceutically acceptable salts, enantiomeric forms, diastereoisomers and
racemates, the preparation of the above-mentioned compounds, medicaments
containing them and their manufacture, as well as the use of the above-mentioned

compounds in the control or prevention of illnesses such as cancer.



