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control proteins, such as RB, pl6, p2l1l, p53, etc., as
velTheasvention ralates toethiaaolidimes dhaiaproductmncaal esa bsombibators of polo-
the cell-cycle process, the cyclin-dependent kinases

like (cEakS |R1Kk) o trehtlf viiriduaBisadikd. - t unor target protein that
is acknow edged 1 n pharmaceutics. In addition to the
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chronobsone separation). This class of proteins

(Cdkhedbe 6idks mmn@sl@ftumoanrgeémMﬂné@émkp@whdgeﬁ in pharmaceutics. In
.application for therapeutic intervention of

addipionhs fherGikisyeride/seastste kinades dft repattethe poesetinhels, sorchlled ‘polo-
Ni gg. Enbo J, 17; 1328 ff, 1998; dover et al. Genes

like @ﬁiésélsz’ weré ZlZscnbed wifl&8ire nﬂ\/cmf&irhcﬁ Eﬁfyqﬁ $1'1@xré Hiatién ?f the cell cycle

-1"was found in non-smnal Fung’ cancer

but %l%rg %lﬁ 5&8{?%?81? Wlf}l4 Almi%ﬁgcg%se} i%%% mltgﬂg%lc?&ﬁgﬁiesm (formation of

anous cel car ci nonas

the %nqcﬂg aﬂg&lﬁtus £ 0sgg SFW“&S’E ﬁglé é%ﬁss og}gﬁo@%tﬁg@fore répresents an
(Tokumtsu et al. Int J Oncol 15, 687ff, 1999). A

advmge@usapqmlhof@pphcqﬁqogﬁo@hgqag%;odﬁtef\@pgom gf prgh&rratlve diseases such as
patients with poor prognosis was shown for the nost

cancea (Desdombevarsl Niggr Binhad dt7; 482&ff, 18/&GlorB 8t alaGerhds Dev 12, 3777
2000, Knecht et al. Cancer Res, 59, 2794ff, 1999 and

ff, 17§9$)umtsu et al. Int J Oncol 15, 687ff, 1999). The
constltutlve expression of Plk-1in NH- 373 cel | s

» gghgﬁgxf?&ss@oMé SPARY wid B0sd & 4Bh Isgllau ki %Fga%%er (Wolf et al.

ation, gromh in soft agar, colony formation

oncgg%nc li”']"srés 9(9‘4) oRT %%nolnpasg%{i&lh%g@ Ff&ﬁﬂ@“‘féi‘ 485%000), in

‘squamous cell carcinomas’ (Knecht et al. Cancer Res, 59, 2794ff, 1999) and in ‘esophageal
carcinomas’ (Tokumitsu et al. Jnt J Oncol 15, 68711, 1999).

A correlation of a high expression rate in tumor patients with poor prognosis was
shown for the most varied tumors (Strebhardt et al. JAMA, 283, 479ff, 2000, Knecht et al.
Cancer Res, 59, 2794ff, 1999 and Tokumitsu et al. Int J Oncol 15, 687ff, 1999).

The constitutive expression of Plk-1 in NIH-3T3 cells resulted in a malignant
transformation (increased proliferation, growth in soft agar, colony formation and tumor

development in hairless mice (Smith et al. Biochem Biophys Res Comm, 234, 3971f., 1997).
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*@00002* 2 Mcroinjections of Plk-1 antibodies in
HeLa cells resulted in |nprop§r mtosis (Lane et al.
Journal Cell Biol, 13 5, 1701°ff, 1996). Wth a
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f ction in hairless mce
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2000).. The mcroinjectjon of anti-Plk anti bod| es in
A onWithr oD e aelisebseplisnsis avas ppssible Ehighibit the gxpression of Plk-1 in
conparison to HeLa cells, a significantly higher
A549 eallsi o tofstapetheis ability torsurviymi lhwds alisepassihleta $hoa # significant anti-
at & and showed far fewer signs of inproper mtosis

tun{dracorein halrless dode (Mundt €edll, BRchbm Bidihys RéO Cotim, 269,9809)71f., 2000).
In contrast to tunor cells, antisense-oligo-nolecul es

di dTiohide&iBjeRlién BPﬁthPH&%ﬂF@(ﬁgs i n-iMinddHalizéd hithan Hs68 cells

primary hunman nesangi al s (Mundt et al., Biochem

ce
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E se of the cell ~cycle. These are, on the one hand,

Cel{ Riol s35¢ AT914H 1BPR)Y Pl k- 3 (the human homol ogue of the
nouse- Fnk= fi brobl ast growth factor-induced ki nase;
W eBitcoatrastlto tuBaoreeslls, Gntisamss-ohpsmélecinn dal not ghibid ﬂrbfgrpwth and the
2001), Snk/Pl k-2 (seruminduced kinase, Liby et al.

i (ﬁgﬁ-}iﬂd‘tg Bumha {2128l %@ﬁmt cbald Bicdtlell Bidphk qda@ceim 269,
v1aﬁm roc Agzlfg ?. ] A, 91, 638§ff 1994) . ™

biti on of Pl k- | and t he ot her kinases of the
377?#62d0p2mly such as Pl k-2, PI k 3 and Pl k-4, thus

var R R BRERER Bt o ewq‘iﬂﬁ(wafﬁsev?ﬁr: gescribed

domai ns of the polofaml |s be n 40 an 09
that gganduged asa nlﬂtﬁg@}l%\eq%wea@ 25 *ﬁ}ﬂr% netign 1%319@53 s of the cell

occurs with one or nore other kinases of this famly.
cycle gBredé arg, emthietroae dandi dhagoecatied PHEPIknh(the hamnan howmelpgpe of the
the action can also take place selectively or
mopseeFre=afibrgblast growth facter-kiduaskkinbset Waepet al, Gangs, Chrdmosomes &
I nternational Application WO03/093249, thiazolidinone

Cag(%gp%'ggffg ?g@tl) ISNR/Hk D (b&Bm-inbNRE REnagé, Liibeet] DN ASedu¥nce, 11,
527-33, 2001) and sak/Plk4 (Fode et al., Proc.Natl.Acad.Sci. U.S.A., 91, 6388ff; 1994).

The inhibition of Plk-1 and the other kinases of the polo family, such as Plk-2, Plk-3
and Plk-4, thus represents a promising approach for the treatment of various diseases.

The sequence identity within the Plk domains of the polo family is between 40 and
60%, so that partial interaction of inhibitors of a kinase occurs with one or more other kinases
of this family. Depending on the structure of the inhibitor, however, the action can also take
place selectively or preferably on only one kinase of the polo family.

In International Application W003/093249, thiazolidinone compounds that inhibit the

kinases of the polo family are disclosed.



3 The object of this invention consists in that

addi ti onal substances that inhibit the kinases of the
polo famly in the nanonolar range are available. It

has now been found that conpounds of general fornula I
Q%) 4 >- - X ~ O e
whi @ﬁe )] g$ 9 éhls #nv%nlm)n ?ongéts%l %hat a&ér‘}yfl’lzﬁl /ilg%s\rt]agggs {8t inhibit the

nas ror ary I heteroa

. i ndependent |y .of. one anot her, stand f.or hydrogen,
Kinkghe Gh 01 POV, RS Byin L ARGl it S ISDleny O oc3. al kyl
or Cl-C6-al koxy that is optionally substituted in one
or Hhbaenow |ba@e§>pnd that pempeunds pégensral domida bnt |y, with
hal ogen, hydroxy, C3-C6- heterocycloal kyl or with the
group -NR 3 R4 or -CONR 3) M whereby the
het er ocycl oal kyl itself optionally can be interrupted

by one or nore natregen, oxygen and/or sulfur atons
[ Ne interrupted by one or nore
oups /i n the ring, Gand/ or optionally

one or nore doull’e~Dbengs dan_he comjai ned in the

ring, and/or the ring itlself] op{io _c.a§2be

substituted in one or nore rore )%I in the sane
=136- al k

way or differently, with C 1— h

C3- C6-cycloal kyl, C 1 -Copfydroxyal kyl or with the
group -NR 3 R~, 4 or for -NR (CO-L, -NR(CO -NR-L,
-COR, -CONR)-M -NR (CS)NR R,

(1),

in which

Q stands for aryl or heteroaryl,

A and B, independently of one another, stand for hydrogen, halogen, hydroxy, amino
or nitro,
or
for C;-Cs-alkyl or C;-Cg-alkoxy that is optionally substituted in one or more
places, in the same way or differently, with halogen, hydroxy, C;-Ce-
heterocycloalkyl or with the group ~NR’R* or -CONR?)-M, whereby the
heterocycloalkyl itself optionally can be interrupted by one or more nitrogen,
oxygen and/or sulfur atoms and/or optionally can be interrupted by one or
more —(CO)- or —SO,- groups in the ring, and/or optionally one or more double
bonds can be contained in the ring, and/or the ring itself optionally can be
substituted in one or more more places, in the same way or differently, with

C;-Cs-alkyl, Ci—Cs-cycloalkyl, C,-Cg-hydroxyalkyl or with the group -NR’R?,



-NR S02-M -S02-NR Wor - SO2(NR )-M L stands for C I
-C6-al kyl or heteroaryl. that is optionally
substituted in one or nore plfaces, in the sane way or
di fferently, with C1 -C6-hydroxyal koxy, C1 -

C6- al ko%g koxy, C3-C6-heterocycloal kyl or with the

gr oup R4, whereby the heterocycloal kyl itself

optional |y cap be intenrupt 6 OF 3 in4
nltrogenforo@@g@ﬁ) (éﬁlﬁ-&}i‘aﬁgﬁg &W)M NR(CSNR'R,
optionally £an be |nter5 upted by qne or nore -(CO) -

or - S02--NR&GhsVi rBQRNRIR ey~ SN )-dpt i onal Iy one or

nore doubl e bonds can be contained in the ring,

andlor t éendsifogCi-Csallfyl ophdteroardyl thatmptibeallysubstittted anione or
in one or nore places, in the sanme way or differently,

with C I orecﬁa@éskﬂﬂ the %ﬁa}‘ﬁaﬁdlﬁ&ehﬁ& ,with C;-Cs-hydroxyalkoxy, C;-
Cl1- C6- hy%l‘1 roxyal kyl or with the group - NRBW M St ands

1; :)r mC):Ir ech gié( ¥ya1ﬂ&8; dﬁ?@g’#é&\}g oa}klyfgpﬁter S n@'ﬁ )}5 "NI@'I@' whereby
% gre o\ ou m@%glo%fzﬁiegﬁqyglop 2 o%&ﬁtgﬁeﬁed%tyaorﬁe %r more

C3- cycloalkyl ally]. or propargyl that is [

subst i t URIOEEM oFpEeTANd/assuifiy) aferd and/er ppiio W\Bﬁ lfﬁ%/fmpted by
differently, with halogen, R2 stands for hydrogen or

for Cl - Conambiapbre -QCOTGoratIhx groups indbe singeangd|or opfiowdly one or more
al ki nyl, C3-C6-cycl oal kyl, C3-C6-heterocycl oal kyl,

aryl or heine B@idé'canbbabnthi&ed apthk eing) dnd/crulxsting hséﬂop't'm)nally can
one or nore places, in the sane way or differently,

with hal Q%SU%\(&H Og)ﬁﬁe 8? }iﬁﬁ‘é’ lafds; fﬁqhélhé‘iﬂé way or dlfferently, with C;-

Cl - OGﬁI o roxya kyl,  C3-C6-cycl oal kyl,
het er oar - ﬂsa%f%f?ﬁ- ¥ﬂ8a1§¥1o§§ C‘"é@%@&kﬁ% "i’“méé&‘é* NRR"

ot o oy RO oy 1ol AbEs eamrly wﬁ%@ﬁ ipeap Pwpgedplaces fn

by one or nore nitrogen, oxygen and/or_sulfur at
and/ or ofitd senel way arahifferently, ety the groug -NiR Bnet GrCabptgrocycloalkyl,
-(CO- or -S02- groups in the ring, and/or 5

opt xonal Ismn@m&)rQNHnbreNﬂf)ubl e bonds can be cont ai ned
|n the ring, and whereby aryl, heteroaryl,

C3- RB- cyclaadd forlC,-@n4lkar Ci- Bﬁ:l@k}@%ﬂ?ﬁ?bﬁpx@pmb’mwﬂy loptionally
ring in each case i tself optional Iy can
subst i t ut gl e @ Mo or HRS:E ppalc@s‘f GiSthe st %y%? QBferently, with halogen,
R? stands for hydrogen or for C;-Cs-alkyl, C;-Cs-alkoxy, C;-Cs-alkenyl, C;-Cs-
alkinyl, C3-Cg-cycloalkyl, C3-Cs-heterocycloalkyl, aryl or heteroaryl that is
optionally substituted in one or more places, in the same way or differently,
with halogen, hydroxy, cyano, C;-Cs-alkyl, C;-Ce-alkoxy, C,-C¢-hydroxyalkyl,
Ci-Ce-cycloalkyl, C3-Ce-heterocycloalkyl, C,-C¢-alkinyl, aryl, aryloxy,
heteroaryl or with the group —S-C-Cg-alkyl, -COR®, -NR’R’, -NR*(CO)-L or
“NR3>COOR’, whereby the heterocycloalkyl itself optionally can be interrupted

by one or more nitrogen, oxygen and/or sulfur atoms, and/or optionally can be

interrupted by one or more —(CO)- or —SO,- groups in the ring, and/or




way or differently, with cyano, hal ogen, hydroxy, C I
-C6-alkyl, C1I -C6- hydroxyal kyl or C 1 -GC6-al koxy,
C3- C6-cycl oal kyl, C3-C6- het erf)cycl oal kyl , aryl,
benzyl or heter oaryl that is optionally substituted

120 Sy Bh2 e bR 5yl n g o wherey

{ 0get hor b RiciaEth ErChevapaLy: P@P&@F@a}ﬂwwf’#@l ring in

interrupted at |east one time by nitrogen and
opt i onal ¢aghcase itselfioptienallysanbe subs@ﬁtsed)m Qg0 nisirg plases, in the same
by oxygen or sulfur and/or optionally can be

i nt er r upivagobdiffereatley with ceano dlegeny hydstidy, Cyr(Qralkyli €1-Ce-
t he ring, and/or optional Iy one or nore double bonds

can 638l of Q) RIKIXHIC-TRByeloalkhe O iTxthetdre@lcloalkyl, aryl,
optlonally can be substltuted In one or nore places,

I’] ;dtr 2 )e(ysgéﬁy% ?{Eogﬁ'&f tég{ %gﬁﬂé%/hg lg"a l%tll'fﬁf@cf'ﬂl » orl3%r Q5P places, in the

Cl - C6- hydr al k [0)34 aIkyI or wth the
group - eo& ereg}],&,/\gltlﬂeaﬁﬂg e substituted with

aryl or heteroaryl that is optionally substituted in
one or ndre places, in the 6 sanme way or differently,
with hal ogen, C 1 -C6-al koxy or with the

R 3 and f4thd grdepNRR 4t,H)VR3C!£(3Q)deotat|=Nil?~3r(€S)NR?E\nd for
hydrogen or for C 1 -C6-al kyl, Cl -C6- al koxy,
-CO-Cl-Cer al kyl or aryl that is optionally substituted
in one or nore places, in the sane way or

di f Repemiiyg etH\érthrrH ﬁlag%het%eyaaﬂkyﬁ%rg%lch is interrupted at least

het erocycl oa ky , hydroxyal koxy or with the
g;? :Jgna:\l c ggﬁ tﬁ%[\é er ! ug]t)@ogltagg 8&}/ 84 ﬁ?érﬁ% ed ih %5k br more places

nitrogen oxygen a ulfu torrs and/ or

opt i onal Py oYM |9 s1,1 r 59@@%@%% b terruniigs) by onegymore~CO)-
or -S02- groups in the ring, and/or optionally one or

nmore  doabtSOh@nelps dathelsinge e/ et crpélenalfy qrigeormqrg douplg bonds can
whereby the C3-C6- heterocycloal kyl ring itself in

each casbe cqithinedin the ciag, dnd/os thiesting itetftbptionaliyecanrbe substituted in

one or more places, in the same way or differently, with cyano, halogen,
hydroxy, C-Cs-alkyl, C;—Cg-cycloalkyl, C;-Cs-hydroxyalkyl, C;-Ce-
alkoxyalkyl or with the group NR3R* or -COR® and/or can be substituted with
aryl or heteroaryl that is optionally substituted in one or more places, in the
same way or differently, with halogen, C,-Cs-alkoxy or with the group —CORS,

R* and R*, independently of one another, stand for hydrogen or for C;-Cs-alkyl, Cy-Cs-
alkoxy, —CO-C;-Cg-alkyl or aryl that is optionally substituted in one or more
places, in the same way or differently, with halogen, hydroxy, C;—Cs-
heterocycloalkyl, C,-Cs-hydroxyalkoxy or with the group -NR’R*, whereby
the heterocycloalkyl itself optionally can be interrupted by one or more

nitrogen, oxygen and/or sulfur atoms, and/or optionally can be interrupted by



nore places, in the sanme way or differently, with
cyano, hal ogen, Cl-C6-al kyl, _d -C6-hydroxyalkyl,

Cl - C6- al koxy, C3-C6-Cyd oal kyI6 or with the group
NR3R4 or -CONR R4, or R3 and R4 together forma

C3- C6- hep gy SCH6LeQRE le%lr aS’(% gﬂﬁPgﬁl the n'n d{)dg%ﬁgn:ﬁfy one or more

| east once by nltro onal y

and or _opeiea B as e PRl FinPABES B %@X%%E&a?tﬁe R
- h
EBI |eonal sﬁe@ﬁwlﬁaﬁkﬁﬁr @ itsslimn '@QOBE?ﬁ%séﬁilgﬁal@écwaﬁtﬁwd in one or

in the ring, and/or the het erocycloal kyl ring itself
opt i onal mpreplacdseinghesame waedr differenty,ovith ayane, hdlegens C1-Ce-alkyl,
in the sane way or differently, with C1 -C6-al kyl,

C3- C6- c@eialydsoxyalkyl]l C) Ch-dlskyp&y-alskaykcloalkyl, or with the group
- C6- al koxyal kyl, cyano, hydroxy or with the group -NR

3 R4, R ENQ%I&Q;;ISL(;'@NR@406 al kyl, Cl-C6-al kenyl, or
ad - CG al kinyl that is optlonally substituted in one

or nore aces, in the sane way or differently, with
hal ogen, hydroxy, cyano, Cl-C6- aI koxy,

gr o§5 anqﬁé tﬁ%&f@?’éﬁﬁ ﬁgﬁﬁg{ 0}9% Eﬁ{;ﬁ{g@p&’cﬁ%lg‘ﬁt#ﬂ%&é‘f at least

optlonally can be interrupted by one or nore

ni t r ogenoneygeogaicndorsangllyrcan pe iferrapted By one or more places by
optionally can be interrupted by one or nore -(CO- or

- S02- gr oxygenion sulfier andiongptiaratly oan bpintangpitdd/byoore armore—{(CO)- or
nor e doubl e bonds can be contained in the ring, and

wher eby 150,-GRougs-ih e wad/opdtiohally 8 dririérefdouble@dalls can be

case optionally can be substituted in one or nore

pl aces, [Lshibin&d saREspey or differently, with 7 cyano,
hal ogen, Cl1- 1CG al ky rlYi@CI C6- hydr oxyal kyl ,

glw or ?lc%(ﬂ? Cﬁﬁt@oé:y%}{%kﬁ%@ g‘»ﬁgoop alﬁ/ c H%eguﬁ)sltll?uteci\ﬁ one or

d - C6- al kyl | k -N
st andsaf onrele )m tﬁ%\ﬁa?n)l( gyr 0%%?@5%nﬁy,h%%lé5o-§ﬁ;ﬂlk%as Ce-

cycloalkyl, C;-C¢-hydroxyalkyl, C;-Cs-alkoxyalkyl, cyano, hydroxy or with
the group -NR’R?,

R’ stands for C;-Cs-alkyl, C;-Cg-alkenyl, or C;-Cg-alkinyl that is optionally
substituted in one or more places, in the same way or differently, with halogen,
hydroxy, cyano, C,-C¢-alkoxy, C3-Cs-cycloalkyl, C3-Cg-heterocycloalkyl, or
with the group -NR’R*, whereby the heterocycloalkyl itself optionally can be
interrupted by one or more nitrogen, oxygen and/or sulfur atoms, and/or
optionally can be interrupted by one or more -(CO)- or —SO;- groups in the
ring, and/or optionally one or more double bonds can be contained in the ring,
and whereby the C;-Cs-heterocycloalkyl ring itself in each case optionally can

be substituted in one or more places, in the same way or differently, with



n stands for 1 - 6, as well as their sol vates,

hydr ates, stereoi soners, diastereoners, enantioners
and salts, wth the stipul ati’on that the foll owi ng
conpounds do not fall under general fornula (1):

12- Cyano 3: et hyl ~4-0xa-5- L1 ~phe Ia

ylngne]c¥ﬁ+ hﬁ%% Fﬁlfg ?ﬁé‘#‘E§FW§¥ CQ@ 9%5*%%_C“
-acetic acid nethyl ester

2 Cyano- EYCI?%"“HSflh?fI hHs?&I%uqﬁ%ﬁeﬁw%% Reet h- (E/2) -y

| i depe] -t hi azolidin-(2-(E 3a

7)) Ry i detaeqs fer bydrpw,rclscwlhﬂt Ry Coatkoxy or the group -NR'R,

2- Cyano- 2-[ 3- et hyl - 4- oxo-5-[ | - phenyl am no-neth-(E/ Z) -y

| i dBhe] - standsfol -(GHy){-2+{ & -(CH,)q-heteroaryl and

Z))-ylidene]-N-(3-imdazol -1-yl -propyl)-acetam de,

2- G4ano- gahds @t hyls; 4- 0xo- 5- [ 1- phenyl ar ni no- et h- (E/ Z) -

yl i dene] - t hi azol i di n- (2-(E or

as %&&3}% rl}lgﬂ%ﬂﬁ%fewtﬁrﬁrgt% gt')%%ogg%y Elea%t% toﬂ'f%]sg @rrlra&tlﬁm(eg %d salts,
Wl%&j 3l bﬂiﬁ'a] aﬁﬁfa%f ﬂsmoﬁom?%n% S 9y genpidgrmul

ano- 2- I phenyl am no- net h- SE/ Z)-y
| i d gyar[lch E[%-@thyi—ﬂrpxpzi ]prernylammo -meth-(E/Z)- yhdene thlazohdln (2-(E
Z))-ylidene]-N(2-nor phol i n-4-yl-ethyl)-acetam de,
or 2))§jidens] acgtglagting)-acktio acidndthylshteny | am no- et h- (E/ 2) -y
| i dene] -t hi azolidin-(2-(E or

Z)) 2s,ctyad@~ae[]3 dth 13- §2b-6 D-phtiylavhindinetA-(E12)-yides]! thiagel&tin-(2-(E or
am de,

Z))Zylf@éﬁé]WEJ;&%fﬁuﬁltﬁs}mhy&cEém%J1yI 4- 0x0-5-[ | - phenyl ami no

I dene thi azolidin-(2-(E or
Z)) ag(ﬁ ge@ e?gﬁ § il ghenyéa.rfllno eth );F/Zr%yhdene ttgl_af(g}dzn-(Z-(E or
2): ﬂ@smjefﬁﬁ% 28 yﬂpﬁoa%@c&irnﬁ%arzﬁéxi: c acid ethy
2 G ivene 2413-dhyiyt-onp- o bpberlarpenyatindERQ-shiderel oz ligjn-(2-(E or
| i dene] -t hiazolidin-(2-(E or

Z))A)iden¢ | hdluote-bnziyl)ehcetamnide; opyl ) - acet ani de,
2- Cyano- 2- [ 3- et hyl - 4- oxo- 5-[ | - phenyl ar ni no- et h- (E/ Z) -

yl i dehahoRHBaRflidbxo-§-31-pherlamino-meth-(E/Z)-ylidene]-thiazolidin-(2-(E or
Z))-ylidene]-N(4-nmethoxy-benzyl)-acetam de,

Z))é{l@éﬁﬂq]q%t i rgﬁnfl)ﬂ 4§71 P?&%@ zakbaRiRny! ar ni no- net h- (E/ 2) -
2)) 2)6)}ardl§ Iie[]3 e'}h}h% (gx40 9 )ﬁj B%lﬁﬁ‘ﬁﬁ%néth ?E;%l}]hdene ttﬁ1 azglldln (2-(E or

Z))-ylidene]-N-(2-morpholin-4-yl-ethyl)-acetamide,

2-Cyano-2-[3-ethyl-4-0x0-5-[ 1-phenylamino-meth-(E/Z)-ylidene]-thiazolidin-(2-(E or
Z))-ylidene]-N-[3-(2-oxo-pyrrolidin-1-yl)-propyl]-acetamide,

2-Cyano-N-cyclohexyl-2-[3-ethyl-4-0x0-5-[ 1 -phenylamino-meth-(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetamide,

4-{2-Cyano-2-[3-ethyl-4-0x0-5-[ 1-phenylamino-meth-(E/Z)-ylidene]-thiazolidin-(2-

(E or Z))-ylidene]-acetylamino}-piperidine-1-carboxylic acid ethyl ester,



N- Al

|yl - 2-cyano- 2- [ 3- et hyl - 4- oxo- 5- [ | - phenyl ami no- net h
-(E/ 2)-ylidene]-thiazolidin- (82-(E or
Z))-ylidene] -acet am de,
2- Q/ano 2-[ 3-ethyl -4-0x0-5-[I -phenyl am no-neth- (E/ 2) -y
I

ZI) ) S&e}]aag%é@ ei\b 24-%/(%5 gxyhg?)ﬁw])m'an&%t{l élrir{za-e}:lidene]-thiazolidin-(2-(E or
4- 0X0- | - phenyl am no-net h- (E/ 2) -
Z))ryl%ﬁ@rNt(%Thaéaxmr?deaf@@w% Preny (F2)-y
Z))-yli deneﬂ N- (4- hydr oxy-butyl ) -acet am de,
2- CReinan0-2f [3-ashylyA-oxo-Sstb-phetylammerypethrtEHo- yhdene](thiazglidin-(2-(E or
| i dene] -t hiazolidin-(2-(E or
Z))jdeye - NgnehethoxyBbdnydh)-axstamaley| ) - acet am de,
2- Cyano- 2-[ 3- et hyl - 4- oxo-5-[ | - phenyl am no-neth-(E/ Z) -y
i dér@anbm?zahym -Bxd-3: [ﬂ%h@ﬁglarﬂl)nb rﬁéthI(EYZ?}ylm@ﬁé]&hﬁhdl@dm (2-(E or

2- Cyano-N-e - et hyl 0x0- 5-[ 1 - phenyl am no- net h
AT T i ki,
t h| éﬁéﬂe&? %?Pf-g]gh?frh Q- Sr]ﬁt prileglyglla.m)lnc)frlnlegl?&ﬁk)-Sfﬂ'de%)éﬁfhiazolidin—

énl dene] - N, N-di net hyl - acet am de,

d’-ll@ﬁl[lej *@Ftﬁmld% 0x0- 5- [ | - phenyl ani no- et h- (E/ Z) -y
Ildene] thiazolidin-(2-(E or
Z) ) 2yCyades2e]3-¢thi-4oxe by phandsminoirdeth-(E/Z)-ylidene]-thiazolidin-(2-(E or
6- 1[ 2-[ | - Cyano- | - di et hyl car banoyl - met h- (E or

Z))Z%hdéhé]dﬁf(ﬁlhyar(ﬁ?' {faceXdinide,

iazolidin-(5 )) yl i denenet hyl] -am no)

”aﬁftﬁgﬁﬁb%ﬁ - i 993&31[&%11@18*1%1:16 -rhétR=(E/2)-ylf¢aE0thiadzolidin-(2-(E or

di net’hyl carba

|
Z)ﬁr]lczle %]Iqﬁgﬁ'hyags‘%'%%lfag%&ggﬁ’enet hyl] -am no) -benzoic
aci 9
2 ofdrgne=2 B-ehwt-oxo-prll phenyleminermpihe FA)aytidas1- thigpliin-(2-(E or
Z) -ylidene] -4-oxo thiazolidin-(2-(E or
Z))zyl)de;ae] Ne(adiydroxy-hexptangtrmideet am de,
4-1[ 2-[| - Cyano- | - di net hyl car banoyl - met h- (E or
Z) - pLCyimped-FBethyldbxd-5e1 ephenylamiotmethr(E(Z)-ylidene]-thiazolidin-(2-(E or
-(E/2Z2))-ylidenemethyl] -amno | -benzam de,
Z)ﬁy@@g%&t;{,ﬁd@t hyl - 5-[1- (4-hydroxymet hyl - phenyl an no) -
Z)-ylidene]-4-oxo- thiazolidin-(2-(E or

7)) dﬁ%q@le }Ni-zl:[g e'ﬁ?l hivbx s f% ﬁﬁé@%mlﬁl')-@neﬁhu(E@lﬁidene]

i nhi b| ors o ases of e polo fam|
thiazolidin-(2-(E or Z))-ylidene]-acetamide,

2-Cyano-2-[3-ethyl-5-[1-(4-methoxy-phenylamino)-meth-(E/Z)-ylidene]-4-oxo-
thiazolidin-(2-(E or Z))-ylidene]-N,N-dimethyl-acetamide,

2-Cyano-2-[3-ethyl-4-0x0-5-[ 1-phenylamino-meth-(E/Z)-ylidene]-thiazolidin-(2-(E
or Z))-ylidene]-N,N-dimethyl-acetamide,

6-{[2-[1-Cyano-1-dimethylcarbamoyl-meth-(E or Z)-ylidene]-3-ethyl-4-oxo-
thiazolidin-(5-(E/Z))-ylidenemethyl]-amino}-naphthalene-2-carboxylic acid,

4-{[2-[1-Cyano-1-dimethylcarbamoyl-meth-(E or Z)-ylidene]-3-ethyl-4-oxo-

thiazolidin-(5-(E/Z))-ylidenemethyl]-amino}-benzoic acid,



The conpounds of general fornmula | according to the
invention essentially inhibit the polo-like kinases,
upon which is based their action against, for exanple,
cancer, such as solid tunors and | euken a;

aut? W@e@ﬁgg SR PR AR R AR Ao dlEOBEg e G
Rl e R b R O seooes.  suer

|nfect|ous dlseases such as unj cel | ul ar

par 4si[2¢5Cyaneh- fh@ethwiﬁﬁdmwhﬁleﬂr@@ply)aﬂmne]o? -ethyl-4-oxo-

pl asnodi um or produced by fungi; nephrol ogical
thiaﬁoéidhsés(E/Z))eylﬁidanemﬂhg]-amgioc)thnzzlmilde,phri tis, chronic

neur odegener ati ve di seases, such as Huntington's

di seas@ino@B0éthPs-£1-[AhRir Jﬁ&hﬁfﬂéhﬁmﬂﬁbﬂdﬂm}@ -ylidene]-4-oxo-

di sease AI derrentl a and Al zhei ner's di sease; acute

thlgi% Yiﬁe %\eﬁscﬁﬁpet %ﬁﬁldL.SChem as of the
ral n

trau V|ra ections, such as,

areé'ug('g%la %lk{}?&?a{’ h kérpafs%{: tfl R Pdlg n%mﬁ s, hepatitis B and

ereo FMs”can be defined as

E/ Z- and R/S—ls ners xtu es that consj

of ERgCOmpRPNds S 3%““% L%CO{ ngjtort ﬁg}yepqx,mbgse?pt@ig dnhibit the

as a straight-chain or branched al kyl radical, such
polwslikeflanasess uipap wichie baged thest 4gjion againgsy for ex@nplpocgaylper such as solid

butyl, isobutyl, sec.-butyl, tert.-butyl, pentyl,

turh&r® raﬁmlemkemiae merinﬁiﬂﬂie)diseam,t skh ampsmyilasis,rulopbetay bnd multiple
Al koxy is defined in each case as a straight-chain or

scl@x"o&@ C&ﬁﬁloﬁ{éfﬁi&yagéﬁ%dlhﬁﬁéed a?dfﬁt‘la%ﬁd mufceﬁlt@)&@fﬂ%ved»scular diseases, such
met hyl oxy, ethyloxy, propyloxy, isopropyloxy,

as ggﬁé’se@ @‘tr:n&s%?é?ﬁéedx l ﬁd(}{esteﬁﬁ&s in ld 181!1s0(ﬁ¥ as%emc}’ll agxé/ %F b&umcellular

dec 10 The en bst [ t uents i h.case
parZSites A AG Y RAIRSP R apxw'f%@f wovpé%ﬁ%? By g
fol | owm radi cal s are neant: vinyl, propen-1-
ne@hrg*ggwalggwasqu stch) asap8. 1gl)¢mertgg@ep|hng§, cgron}cp nelggg{eggn@ﬁme diseases,

1 -yl, but-2-en-2-yl, 2-nethyl-prop-2-en- 1 -yl,
sur asd{dIyMgmntqadlsdase eamyoﬂroplyllateﬂamolerasm drarkifisopl’s dlsease AIDS
but-3-en- 1 -yl, and allyl. Alkinyl is defined in each

demafme A9 AlzBéihrt’g diseadtahdutOneubbdogeiestival ddeayds, surtlias édchemias of the
that contains 2-6, preferably 2-4 C atonms. For

brdik &rotdinds olfllrﬂ‘fhf@&lcfn@ddu‘éﬁ L$ G rbyﬁﬁné?ﬁﬁ& hrﬁ@&ﬁms, herpes,

acety ene, propln- 1-yl, propln-s-y , but-Il-in-1-

hepalt”tls B anQi é, Qﬁd HIIQ/l‘ﬁlsc,z'c\sJeg.1 but-1-in-3-yl, et C

Stereoisomers can be defined as E/Z- and R/S-isomers as well as mixtures that consist
of E/Z- and R/S-isomers.

Alkyl is defined in each case as a straight-chain or branched alkyl radical, such as, for
example, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec.-butyl, tert.-butyl, pentyl,
isopentyl, hexyl, heptyl, octyl, nonyl and decyl.

Alkoxy is defined in each case as a straight-chain or branched alkoxy radical, such as,
for example, methyloxy, ethyloxy, propyloxy, isopropyloxy, butyloxy, isobutyloxy, sec.-

butyloxy, pentyloxy, isopentyloxy, hexyloxy, heptyloxy, octyloxy, nonyloxy or decyloxy.



Het er ocycoal kyl stands for an al kyl ring that
conprises 3 - 6 carbon atons, ml ch instead of carbon
contains one or nore heteroat t he same or

di fferent, such as, e.g., oxygen, sulfur or nitrogen,
anggﬂs aﬁ(@h&l%ggg tMerﬁ?ﬂl éﬁ@tll %&% Qbd éﬂﬁﬁgﬁj 09%875? Bra%}tlélp 51?(} Ifor example,

nor, e double onds can b ont ai n
the Rollging adicals A meat ngbtpﬁ@renﬁuﬁsm%ﬁfywt-dﬁ@-b—wl but-1-en-2-
nore carbon, nitrogen or sul fur atons opt i onal
yl,lhﬁ&@ﬁt?n]d@nbl“yz'éﬁ'zdﬁez RIOIBFOP- BT Tit 2raraly lHOR-hesth-1-y1, but-1-cn-
het er ocycl oal kyl ring can be: cyano, hal ogen,
3-Hlybirtedxen-1-¢1,-a08-allykyl , Cl - C6- al koxy, Cl-C6-al koxyal kyl
a - C6- hydr oxyal kyl, C3-C6-cycl oal kyl, aryl or the

gr owdkinNAR3 BéfincdGR-cEl Rise as S6hrdigid- dhﬁmo?@)?ﬂl@ﬁe&alkﬂ@l radical that
heterocycloalkyls there can be nentioned, e.g.

coftink Q% pre %‘?ﬁ‘ﬁ atofdé. bldéﬁ}hple, J‘Rﬁzfgh H)%Wadicals can be mentioned:

tetra pyrro |d|ny I 0XO0

ac?%glleg%%?él i n})jﬂ?rf)ﬁ%;% flbu{jknﬁ/ll rpqwol | n;r%yyl %Llﬁ:cér azn ﬁﬁ -1-in-3-yl,

trlthlanyl qU|nucI|d|nyI pyrrolidonyl,
eCI\I-rrethyIpyrrolldlnyI 2- hydroxynethylpyrrolidinyl, 3-
hydroxypyrrolldlnyl N- et hyl pi perazi nyl,
HstepogicpalkulAtangds forgn allsil pk Siat compTissis ger 6 2arhgn atoms, which
4 hydroxyplperldlnyl 4- am nocar bonyl pi peri di nyl, 2-
indteadrod xyrdbh gortaine ohel bnmbre hbtdrgatomxythe sdmyd o diéferedt, rsycth as, e.g.,
nortropinyl, 1,1-dioxo- thionorpholinyl, etc.
ox%’éﬁ' QafuUe 6k BitRgen,dabijon Qﬁtlﬁfallméﬁh%é/ ﬁitérﬁ;p@édqy}l onld dtd8ore —(CO)- or

such as cyclopropyl cycl obutyl, cyclopentyl,
—S@-. %rghﬁﬂ%ﬁltlrl?ﬁréé%%p Eﬂﬁéfr{aﬂy %yé qinﬁﬂa cmu%}’ecﬂdnﬁs f:érpgec‘co%amed in the

ﬁngeﬂxgigcgtg%g%tﬁ' ﬁ?&glgp ggllen Olbgnach(ro (%rIF g% ﬂy,ytrlgo%fincor sulfur atoms,
Hal ogen i s deflned in each _case as fluorine, chlorine,

opHewAY RdepEndcatly 0E onernothery Subsiiipenty on the bgisrpcyaloalkplbrngcan be:

- 12 carbon atoms, such as, for exanple, naphthyl,
cytiophalngdn, hpdtoky Cha@a-alkul &i- Cpkvékwdy, Cl-Bseikonyaliyle C11aehydroxyalkyl,
het eroaryl radical conprises 3-16 ring atons and,
C;-0stwAshllof], g drahe groopANRORE, al00-NRERY SO *or -SO, NRR*.
het er oat ons, the same or different, such as oxygen,

ni t V&%’Ebr@éycﬁﬁllfy!’sr thekdlodn 1 Iﬁérﬁﬁ)ne@réck CoMiral 9, Bﬁéiﬁanyl kiziridinyl,

or tricycli'c, and can in addition'in each case
az&?(ﬂ%ﬁ 8&8%’&?0%any1 pyrrolidinyl, dioxolanyl, imidazolidinyl, pyrazolidinyl,
dioxanyl, piperidinyl, morpholinyl, dithianyl, thiomorpholinyl, piperazinyl, trithianyl,
quinuclidinyl, pyrrolidonyl, N-methylpyrrolidinyl, 2-hydroxymethylpyrrolidinyl, 3-
hydroxypyrrolidinyl, N-methylpiperazinyl, N-acetylpiperazinyl, N-
methylsulfonylpiperazinyl, 4-hydroxypiperidinyl, 4-aminocarbonylpiperidinyl, 2-
hydroxyethylpiperidinyl, 4-hydroxymethylpiperidinyl, nortropinyl, 1,1-dioxo-
thiomorpholinyl, etc.

Cycloalkyls are defined as monocyclic alkyl rings, such as cyclopropyl, cyclobutyl,

cyclopentyl, cyclohexyl or cycloheptyl, but also bicyclic rings or tricyclic rings, such as, for



For exanple, there can be nentioned: Thi enyl, furanyl,
pyrrolidinyl, oxazolyl, thiaz? i m dazol yl
pyrazol yl, isoxazolyl, isothi zonI oxadi azol yl ,
triazolyl, thiadiazolyl, etc., and benzo derivatives

e
o ElngP. e BBy TR M p BRI such s, o
Qi .ndol yl etc.; or pyr|dyl pyrlda2|nyl
(w59W@NFGWnyI pyrazi nyl , triazinyl, etc., and benzo
derivatives thereof, such as, e. qU|nonI
i sodlalegshys defined in eanh casegsi fugrine nwbromln@ot jodingy| |
i ndolyl, indolinyl, isoindolyl, indazolyl,
benZhearld zaliodl in gachicagd has ét-cl.2, cachod dtems, Gudeasj, faateixm@ple, naphthyl,
thereof; or quinolinyl, isoquinolinyl, cinnolinyl,
bipﬂﬁhﬂ%@%ﬁ ﬁa&luculqypm;pl inyl, quinoxalinyl, o
napht hyridinyl, pteridinyl, carbazolyl, acridinyl,
phe ' -
et ?*Z%#ﬁ)y@ s, BUEHRLDAEBD BB e oA B of caton
exa het er oar gmat i such
ca RinSfHGRE of P hRRoa R, R SHHe BATEHRE SO S gR i gien or sulfr
. benzo derivatives thereof, and . 6- rlna heteroaromatic
in therngurescandiganongs, By pr wicksiic, and ¢anin addition in pachLesge
gui nolinyl, isoquinolinyl and benzo derlvatlves
benzveprdnsedThe aryl radical conprises 3-12 carbon atons
in each case and can be benzocondensed in each case.
12 Fopexanplenhére cihbé Mefitidhede nmenti oned:
cycl opropenyl, cycl opentadi enyl, phenyl, tropyl,
cychans Pﬁ%r@ﬁ‘yl' pyrtdHIGRY/ oxaﬂﬂpmmyﬂo; 181%}111%1@11  pyrazolyl, isoxazolyl

blpheny f I uorenyl, anthraceny , tetrallnyl

1sothcig azolvl, o)gadf Zg%l g%olﬁsth%ﬂﬁ eﬁ@, etcc Qoléﬂg a'iva‘ﬁo t‘fl@x‘ggf such as,

nt C nlca ruc ure

CK - AR TR Crre s —

sanme summation fornula but are distinguished by the
etowery pyridyinpyridazingl, pyemidinylopyrazinylptiasmyhetsasang benzo derivatives
i nked. These include functional isonmers, positiona
thérési®ich as,leoglf Quinelgl, isoquiabBhcte. ] axepiayl, hmqilt}il,riﬂdqﬂizényl, indolyl,
stereoi soners have the same structure (constitution) -

mcﬁﬂh ?/F Néfndalyd And 4y 1yl SEHMRinSiHAAOR] RNy efd)| add behrt déHvatives thereof;
|ngU|shed by t'he spati al arrangenent of the atomns.

or hﬂmgﬁﬁsqu%%ulfél i t)}ll Qﬂﬁfi’)‘hhﬂn BhthhBARHT §uiRREb1ingl) L indRAIR 2!

I'soners ar nguil s

naphthyridinyl, pteridinyl, carbazolyl, acridinyl, phenazinyl, phenothiazinyl, phenoxazinyl,
xanthenyl, tetralinyl, etc.

Preferred heteroaryl radicals, are, for example, 5-ring heteroaromatic compounds,
such as thiophene, furanyl, oxazolyl, thiazole, imidazolyl and benzo derivatives thereof, and
6-ring-heteroaromatic compounds, such as pyridinyl, pyrimidinyl, triazinyl, quinolinyl,
isoquinolinyl and benzo derivatives thereof.

The aryl radical comprises 3-12 carbon atoms in each case and can be

benzocondensed in each case.



Configurational isonmers are stereoi soners that can be
converted into one another only by bond breaking.
These include enantionmers, diastereoners and E/ Z
(cis/trans) isomers. Enantiorners are stereoisoners
t ha i r g e ' ' '
| el e P BRI el dof o PR BRIl heny, opy,
steregi soners that. are not enantiaorpers are . referred ..
cyqpoationbandsub papufyiadiion Sithendls fiodafl funfPerl, fainy, e
bonds are a special case. Conformational isoners are
st erlagsners g defingd s ehamipal compowrdsed theramesHamaiionHearmula but
by the turning of single bonds. To differentiate the
differprechahicabsimetire.nlif genarah wenstitatiduat isomers aald ster¢disomers are
1UPAC rules, Section E (Pure Appl. Chem 45, 11-30,
disk@g@ithedThe conmpounds of general fornmula | according to
the invention also contain the possible tautoneric
for '&)n?ﬂgti&gﬂwo s hdiR ¢ eZsuhﬁﬁ’meoHﬁulé blit &e Qﬁytiﬁgi!lished by the
center 1s present, also e racemates an
enant i r.s.. Anong the l.atter ubl esbond i sopers are
wig1G S iqhIBFE A oTREo BB 5 BeEE s R Ra g s Bobfg et fsomers
i.nvention can also be present in the formof solvates,
POSiHORA ASMEES, SFULPRIENS S YALENGHHEMBE- t he conpounds
according to the invention consequently 13 contain
pol dr psndiplenstercoispmprsrhaye thespmastragturefgonstifusionyr ahd thus also the
el ements of the crystal lattice of the conpounds
saidé e@hahiafign foemiule- buveeatistinguished by tiggspatialarrangemealt af the atoms.
solvent, in particular water, can be present in a
St Oify ge&mt &drfigfatiBMANscAers At QInEbrnBhAlliSorh @S bR didtihguished.
t he cadse of S§O|ch|onetr|c sol vat es and hydr at es,
ool e T30 ARt el copb i in g ony b
| f an aci raup i.s included,. the physiqlogical l .
bopd hiaking IniatnBugf onshaes: dgsierepfigrgud 22 (8t spmers.
suitable as salts, such as, for exanple, the readily )
sol (ipeBtiomers ere siergoisemes that bekaye teward jopg angfher Jike imgge and mirror
N- net hyl - gl ucam ne, di net hyl - gl ucam ne,
imagditid dyl not haverayy syimsdtryeplarie. GAlhsteredisaineisthat are not enantiomers are
et hanol am ne, gl ucosam ne, sarcosine, serinol,

refefre® td Wi fxtesmERY E/Z aiid/Rgnsibhrfcof dublebopdogensgpecial case.
di ol , Sovak base, and 1-am no-2, 3, 4-butanetriol. If a

basic, rﬂiﬁﬁohffl ibdiedrs 9 terbfiSorRdy RlaPELO LRIk ¥rted into one another by
conpati bl e salts o

organic and 1norganic acids are
s hydrochloric acid, sulfuric acid,

SRR e ERate Y

To differentiate the types of isomerism from one another, see also the IUPAC rules,
Section E (Pure Appl. Chem. 45, 11-30, 1976).

The compounds of general formula I according to the invention also contain the
possible tautomeric forms and comprise the E or Z isomers or, if a chiral center is present,
also the racemates and enantiomers. Among the latter, double-bond isomers are also
included.

The compounds according to the invention can also be present in the form of solvates,

in particular hydrates, whereby the compounds according to the invention consequently



acid, tartaric acid, i.a. Preferred in particular are

t hose conpounds of gener al fon la |, in which Q
stands for phenyl, naphthyl, quinolinyl,
benzi m dazol yl, indolyl, indazolyl, thiazolyl,

cohThinag %isvtegfnsaﬁ%’%‘?@?@%f BT o PUSABOANG e Bl Bice of e
Cl r.Cl.-0C6-alk h
cofpofiisgrdiing 1 ity T BegRrism ofelpt spiveSetn peFfeuter water,

the same way or differently, w th hal ogen, hydroxy,
caghe prrserldR & SIISIAOTBEFR PF SN AR unstoighionastEe pAtionAn e e of
-CO(NR 3) _M whereby the heterocycloal kyl itself
stadghtiometsicisglvates ahd hydrates,rheptie (semj-)omenay; sasguie, dii, tri-o tira;, penta,
oxygen and/or sulfur atons, and/or optionally can be
etd. /Hobvatds ok Bigldrates arealsy indivated. - (CO) - or -S02- groups in
the ring, and/or optionally one or nore double bonds

can 1pg £e0ERuP "r‘éjmbli‘lduf' &hd bH&QlOl@é’iéj&(l@rcohﬁﬁtlﬁlie RQ1td 45k dnic and

optlonally can be 14 ’subst’ituted e or nore
{ C - .
e i VBB et ahefn B M Phber e o nd
alkaé@fze rhe qqlzygﬁll\lR 191 rﬂﬁéflr y NRSS Og)gnethy]ﬁaug%@nm et l_glh’lcamine

- S02- NR’ R4 or - SO02(NR3) L stands for Cl-C6-al ky
lysiie, St axadiagiing, gHhanelamis gblﬁ@ﬁarrynes wg@sm%tse@qlntn@ﬁwdwy-methyl-
nore places, in the sane way or differently, wth
anbhe-@@thandramipapropane, dig, SoGk-takd axy atdunrg-2,3,4-butanetriol.
C3- C6- heterocycl oal kyl or with the group NR 3 R4,

whelePpasid foup & RERENE 1eapHosioldgical comphiills s4lto feaganeand
interrupted by one or nore nitrogen, oxygen and/ or

S / Pq s

nG i 9 00, ALK 00 et B Phi, i
p ional l.y .one or nDre doubl e bonds can be contained

acﬁnapﬁgcﬁ?ﬁﬁftand/or the ring itself optionally can

Preferred in particular are those compounds of general formula I, in which

Q stands for phenyl, naphthyl, quinolinyl, benzimidazolyl, indolyl, indazolyl,
thiazolyl, imidazolyl or pyridyl,

A and B, independently of one another, stand for hydrogen, halogen, hydroxy, amino
or nitro
or
for C;-Cs-alkyl or C;-Cs-alkoxy that is optionally substituted in one or more
places, in the same way or differently, with halogen, hydroxy, C3-Cs-
heterocycloalkyl or with the group ~NR’R* or —-CO(NR?)-M, whereby the
heterocycloalkyl itself optionally can be interrupted by one or more nitrogen,
oxygen and/or sulfur atoms, and/or optionally can be interrupted by one or
more —(CO)- or —SO,- groups in the ring, and/or optionally one or more double

bonds can be contained in the ring, and/or the ring itself optionally can be



be substituted in one or nore places, in the sane way

or differently, with G- C6-al kyI C3- C6-cycl oal kyl, C

| -C6-hydroxyal kyl or with thé* group -NR 3 R4, M

stands for C1 -C6-alkyl that is optionally

substitu i [ g

. Esﬁgs’tit%e? E?ctuﬁ:re or'thére 85&0?&?@% ngme W ot AiferdtYy, Yith C,-Ce-

di fferen grou

C3- C6- het er ocycloal stand 34

Rl stand® ygré(fbg'cy@@lgylkéll_' Coydroxyp 5&11 (kr)W lm_g‘f’ g}ﬁupogR R
propargy]. that is optionally substituted in one or

nore pla®&s, in the sane way or differently, wth

hal ogen, R 2 st ands for hydrogen or for Cl-C6-alkyl,

Cl - C6- al KoxNR’GCOES,; aVREGY)- NﬁLGﬁ:(m%ﬁ@KNR )-M, -NR*(CS)NR’R*,
C3- C6- cycl oal kyl , C3-C6- heterocycl oal kyl, aryl or

het er oaryNRt3$1@5Mssog.mRmﬁatL)s@@hls?lMyt ed in one or

nore places, in the sane way or differently, wth

hal ggen, , Lk ls = (o :
o ‘&.9 hy g%ﬂsi gﬁ'}k(}yl ’élﬁl(ag or@!etg%r}g etl 1? oftlonSfly &ldsA¥ed in one or

e L

- NRR4 7, wher eby t he
het er ocyglR (fglfqg)’lallkf’ é%#cﬁnb?tFrB% kyl gk wih the,gioup GRER’, whereby

by one or nore nitrogen, oxygen and/or sulfur atons,

and/ or othd keterpeyelosdieyl iself pptianeHy parst interomteddry oneras more
-(CO- or -S02- groups in the ring, and/or optionally

one or muiteogdnuidygebamtier subfor Memsparidsoropdondllytdaa beiimgrrupted by
and whereby aryl, heteroaryl, C3-C6-cycloal kyl- and/or

t he C3- CQne BLMRFL.ALT))08¢ K3th,- gi‘(ﬂﬁbs hﬁ‘th%fﬂfrﬁ SRB6r dptt§ﬁlilﬁy one or more

optional Iy can be substltute in one or nore places,

|h 9 OItr (I’)]iys ﬂ%ﬁbl@@é &%f (i(aﬂ bfefcg{lﬁ%h %n Q‘r@gﬁgaﬁcﬁﬂqhe ﬁﬁk A98F optionally can

Cl - Co- al

et er ooy SF oSk e orging gy l%tggs?%srw o fiffr it O
optlonall(%;? stituted in one or nore places, in th 44
same way Gorallgils CalCerpelgaliyg, Cor qqah)’é@’é‘b{alkbﬂror Widh thleI%OUP -NR°R’,
group -NR 3 R4, -NR 3 (CO-L, or NR3(CS)NRI R4, or
M stands for C;-Ce-alkyl that is optionally substituted in one or more places, in
the same way or differently, with the group -NR’R* or C3-Cg-heterocycloalkyl,
X stands for -NH- or —-NR>-,
R! stands for C;-Cs-alkyl, Cs-cycloalkyl, allyl or propargyl that is optionally
substituted in one or more places, in the same way or differently, with halogen,
R? stands for hydrogen or for C;-Cs-alkyl, C,;-C¢-alkoxy, C;-Cs-alkenyl, C;-Cs-
alkinyl, C3-Cs-cycloalkyl, C;-Cs-heterocycloalkyl, aryl or heteroaryl that is
optionally substituted in one or more places, in the same way or differently,
with halogen, hydroxy, cyano, C;-Cg-alkyl, C;-Cs-alkoxy, C,-Cs-hydroxyalkyl,
C5-Cg-cycloalkyl, C;-Cg-heterocycloalkyl, C;-Cs-alkinyl, aryl, aryloxy,

heteroaryl or with the group —S-C;-Cg-alkyl, -COR’, -NR’R*, -NR*(CO)-L or



R2 and R 5 together forma C3-C6-heterocycl oal kyl

ring, which is interrupted at %east once by nitrogen

and optionally can be interrupted in one or nore

pl aces by oxygen or sulfur and/or optionally can be

i nterruptge3 e 4 ' .

the ri g, SagPSE o‘g?.érgﬁgffﬁyheéeﬁ@ys%‘%f ‘%ﬁf&&%{*’%h‘%i%%?e interrupted
can be c¢ontained in.th ring.jtself

opti onal |°°9/ oo ord ftoli e /o iy oy, ok Bidmalty can be
in the sane way %r di fferent| wi t h _cyano, . hal ogen,

hydr oxy, nagprrggte Pk ppe oxmores=(EWht %rarﬁg,zr groups in the ring, and/or

d - C6- hydroxyal kyl, Cl-C6- al koxyal k or with the

group - Nioptanaly angoREore Aokhle bwcé %9 rorgaingd inethe ging)

that is optionally substituted in one or nore places,

in the sangé wAmpebgrarylﬂhe‘térea@h(]35C6-0Mctolalldyal angdan the C;-Cq-

Cl - C6-al koxy or with the group -COR6, R 3 and R4,

i ndepend %%fglrd’cy@foaﬁk@l?nﬁ’é‘ﬁlt &8k cas%tltﬁél@ of)t%nagy dEP8e Ehl‘f%fltuted in one or

for CI al'kyl , al koxy, - C6- al kyl or
[ th t | I t
o1 Lces T DR AP VAo SR AR o, B oy -

hydr oxy, ero oal k

"Co- hydr &%}A& oy o RIS 3¢bﬁﬁalkﬂw,é?m@s-cmﬂ@%ﬂyCs-Cs-

the heterocycl oal kyl itself optlonally can be

i nt er r upthegresycloakkyb ardheazylior hetsepan] that yaemtioaaly spbstituted in one
sul fur atons, and/or optionally can be interrupted by

one or nor mor¢ plakes, orthe St way ongifterantlyhwith halpgerand/ or
optionally one or nore double bonds can be contai ned

in the rigag, and whereby the C3-C6- heterocycl oal kyl

ring itself in each case optionally can be substituted

in one of I 4 N3 5 ] 3p4

differ ent?y %F‘ouﬁ ?gﬁﬁo Nﬁa{d(}?e%’,a&ed C%FSQP%F’

- C6- hydr oxyal kyl, C1 -0C6-al koxy, C3-C6-cycloal kyl, or
with the éroup NR3R4 or -COONWR~, or R 3 and R 4

t ogeg,her _form a e ocC a ing,, Wwhich is

i nt gzﬁﬂﬁ% tpesifer % Ebﬁéré et ool tnsrrit 16y 15i 1BigEMPipd at least
can be interrupted in one or nore places by oxygen or

sul fur, a@nes by nisieernard enfiosally ¢ bmn@mum@dém opg/o1gperedtaces by
nor e -(CI» or -S02- groups in the ring, and/or

opt i onal loxygemoraul fomarel/ataphibeally can be interrupted by one or more —(CO)-

or —SO;- groups in the ring, and/or optionally one or more double bonds can
be contained in the ring, and/or the ring itself optionally can be substituted in
one or more places, in the same way or differently, with cyano, halogen,
hydroxy, C;-Cg-alkyl, C3-Cg-cycloalkyl, C;-Cs-hydroxyalkyl, C;-Cs-
alkoxyalkyl or with the group -NR*R* or ~COR®, and/or with aryl or heteroaryl
that is optionally substituted in one or more places, in the same way or
differently, with halogen, C;-Cs-alkoxy or with the group —CORS,

R3 and R4, independently of one another, stand for hydrogen or for C,-Cs-alkyl, C,-Cs-
alkoxy, —CO-C;-Ce-alkyl or aryl that is optionally substituted in one or more

places, in the same way or differently, with halogen, hydroxy, C3—Cs-



bonds can be contained in the ring, and/or the

het erocycl oal kyl ring itself ptionally can be
substituted in one or nore plates, in the same way or
differently, with C -C6-al kyl, C3-C6-cycl oal kyl,

or i t n” PRESEBI Mty ety PuS IRy 6 it B MR Wby
Subst! ¢ utNetORMRIORIT o £ el At b s Bl Gy more

differently, with hal ogen, hydroxy, cyano,

Cl - C6- al ldxsgenCacygsn powilfiay ptoms, and/or optionally can be interrupted by
C3- C6- heterocycl oal kyl, or wth the group - NR3R4,

wher eby tone oheatoes e} ont-%@Q1- greupslid theptngo ared/droptmnaliyeone or more
interrupted by one or nore nitrogen, oxygen and/or

sul fur atdeubBleddddDéan RRbhanRdliY theathgdend Wwhereby feaTt-Oy

one or nore -(CO- or -S02- groups in the ring,

3 . . :
and/ or oglg%e%ﬂémrk?pﬁngﬁ%érl@h\%ﬁg?%%g ﬁ?tﬁcgﬁ% c&@Be Bbstituted in one or

cont ai ne ng,

opt  onal IrEaesy ™ (5 selts My ch Ao, RER SR Fatogen. Ci-Crati

ne o
pl aces, in the same way or differently, wt cyanq,

hal ogen, CarCobydipxxplkyl&-Gaalkoxy. Sy G'RXHI(?alkﬁ’ or With the group
Cl - C6- al koxy, -C6- cycloalkyl, or with the group -NR
3 R4 or *NéRﬁb&@ﬂ:Nlﬁ){% 4 stands for hydroxy, C1
-C6-alkyl, C1 -C6-al koxy or the group -NRBR, R 7
stands fer -(CH2),,-aryl or -(CH2),,-heteroaryl and n
stands for I - 6, as well as their solvates, hydrates,

st erreQhd RMBYgBthef fodil £C LU BHeforoSORAKYPARS, SwiellisSalebrfipted by
Especially preferred are those conpounds of genera

fornmul a |n:'&tr$a%é8\’é(g;le%?tno§g% éﬁc{‘dg@ﬁngﬁ% ?&Wi'nten%?ﬁeteatiﬁ Bhe BF more places

i ndol yl , one ano r, stan

Lo Y RN B ST gl i or more

substituted in one or nore places, in the _sane way or
di f f er entH(GO)vitt18QhaBroyRRIn thy HiRgand/argplgnally one or nore double

bonds can be contained in the ring, and/or the heterocycloalkyl ring itself
optionally can be substituted in one or more places, in the same way or
differently, with C;-Cs-alkyl, C3—Cs-cycloalkyl, C;-Cs-hydroxyalkyl, C;-Cs-
alkoxyalkyl, cyano, hydroxy or with the group -NR’R*,

R’ stands for C;-Cg-alkyl, C;-C¢-alkenyl, or C;-Cg-alkinyl that is optionally
substituted in one or more places, in the same way or differently, with halogen,
hydroxy, cyano, C;-Cs-alkoxy, C3-Ce-cycloalkyl, C3-Cs-heterocycloalkyl, or
with the group -NR’R*, whereby the heterocycloalkyl itself optionally can be
intérrupted by one or more nitrogen, oxygen and/or sulfur atoms and/or
optionally can be interrupted by one or more ~(CO)- or —SO;- groups in the
ring, and/or optionally one or more double bonds can be contained in the ring,

and whereby the C;-Cg-heterocycloalkyl ring itself in each case optionally can



het erocycl oal kyl or with the group -NR 3 R4 or -CO(NR
3) M whereby the heterocycloal kyl itself optionally
can be interrupted by one or re nitrogen, oxygen
and/ or sulfur atons, and/or optionally can be

'tﬂteeif g SRR 1 fine %fﬁf&cs’nag%#n R
| f
opti onal /R FSann e A, b o EERECrCo

in the sanme way or differently, . with C | -C6- alkyl,
C3- 06- Cyayelaplkyl, or with theogony ANBR DrkPO-BR’Rist h t he
group -NR 3 R4, or for NR3 (CO-L, -NR (CO -NR3-L,

" CORE, - GENHIREYr hyHroxRT - CSRIMRE Y, -Cq-allRGky, dYRBE droBP ZNRIR",
-S02 , or - SO2(NR3) _M L stands for C 1 -C6-al kyl or
het g’oar Wstant§ edr 4(@1{919&@@@&{0/1{9,%&&0&3&%&1! n one or 18
nore places, in the sane way or differently, with

d - ¢6- hy@{a%yfg Ko g - ©6-al koxyal koxy,
C3- Co6- heterocycrl oﬁlky or wth the group _NR 3 R4,

e oal.k f_optiona
os AT 25 P sl G SteBasthert lsre e S oS .'rnmb Sl
sul fur at an /or opti onal | an be nterrupt ed b
one Especihepre Oswpogm%w epgfal ém}lla#gl,n igh or
optionally one or nore double bonds can be contai ned
in tQe ristagds foxgphemyls aphthiyher indelgl,f optional ly can be
substituted in one or nore places, in the same way or
di f fleneB) depentdéntl of onb-andtkyt, stakB foEbydipgbndlatogen, Hydtoxy, amino
- C6- hydroxyal kyl or with the group -NR 3 R4, M stands
for C Il ~¢@itAd Kyl that is optionally substituted in
one or nore places, in the sane way or differently,
with the group -NR 3 R4 or C3 C6- het erocycl oal kyl, X
stands for -NH or -NR5-, st ands for CI -C4-alkyl,

O oYt oo S by 2 ré‘ﬁ% ik i< iophly R4 e or more

dlfferently, with hal ogen, R 2 stands for hydrogen or

for Cl - Oplageseyn thegamenvay qedidferent]y, mathdiakeseyy hydexygEs-Co-

al ki nyl, C3-C6-cycl oal kyl, C3-C6- heter ocycl oal kyI

aryl or Iheteesayaloglkyt drawith the group -NR’R* or ZCO(NR?)- M whereby the

heterocycloalkyl itself optionally can be interrupted by one or more nitrogen,
oxygen and/or sulfur atoms, and/or optionally can be interrupted by one or
more —(CO)- or —SO,- groups in the ring, and/or optionally one or more double
bonds can be contained in the ring, and/or the ring itself optionally can be
substituted in one or more places, in the same way or differently, with C;-C¢-
alkyl, Cs—Cs-cycloalkyl, C;-Cg-hydroxyalkyl or with the group -NR’R%,

or

for -NR*(CO)-L, -NR*(CO)-NR>-L, -COR®, -CO(NR?)-M, -NR*(CS)NR’R*,
-NR’SO,-M, -SO,-NR’R* or — SO,(NR’)-M,

L stands for C;-Cs-alkyl or heteroaryl that is optionally substituted in one or



optionally substituted in one or nore places, in the
sane way or differently, wth hal ogen, hydroxy,
cyano, Cl-C6-alkyl, CI-C6-aIk8&y, Cl - C6- hydr oxyal kyl ,
C3- C6- cycl oal kyl , C3-C6- het er ocycl oal kyl ,

glroSg a|Sl§I'ar¥ EEC%I {rli/li'heaslg%a%)é or Rﬁ%‘i‘enﬂ?@h ¢%; lty (S?'XYa oxy, C-
_NR3COCKI t et er oc k tsel f
opti onal G- aﬁgﬁ Xﬂ‘a reragt @803%‘&38‘1% \é}”lth group -NR’R?, whereby

ni trogen, oxygen and/or sul fur atoms and/or optlonally

can be i meehqtqm@)@épalw itgglEopsionally ean fegajerrupted byoome or more
groups in the ring, and/or optionally one or nore

doubl e baittgen.axypen ambidrasuifedatoms} dane/ariopgonadtyctantbe isgtbryrupted by
aryl, heteroaryl, C3-C6-cycloal kyl- and/or the C3-C6-

het er ocygh&at iﬁh&%e LIOTY- biN-SOL Broips ¢h the sl ariPér (Phidhally one or more

can be substituted in one or 19 nore p aces, in the

S alms way dgwg 'bf,ﬂ%lrc%éﬂ%l t‘ﬁ‘ln‘é@ @rllﬂlg, éfl‘qggnng tgélpéﬁﬁonally can

roxya oxY,
C3- C6- I I C3-C6- h .
benzyl o eﬁ‘z‘isgﬁzc}wfier?am?%%‘é% it v*gtvsgp?fiﬁfeé@tkynwlth Cr
one or nore places, ame way or differently,

with hal Sg@kyh&a—cmwclp#&ylg Cots hyirevalkyl oywith fhegraup -NRR,
or -NR3 (CSNR3 R4, or R2 and R5 together forma

C3- 06- hets@ndefpe Codldkatkylithatds onptionely substitutesrinope etmere places, in
| east once by nitrogen and optionally can be

i nt er r uptieckaite veaeoratifferently, pitcas glyip -NRYREor Of-Cgdikfervcycloalkyl,
and/or optionally can be interrupted by one or nore

-(C8) - Oktan@Ofdr -WHOWPSNRA t he ring, and/or optionally
one or nore double bonds ¢an be contained in the

ri n 1I . ug(aﬁds rd4n§ky1tée eyClﬁQa%Cye aﬁﬁ)i on I gg‘ggle that is optlonally

subs ne or

differently,. ano, rox
Cl - Co. al Ryt e et Pt Rlﬁﬁg B e wr%)?pg}f%wnﬂy, with halogen,
CI Cg al koxyal kyl or Wlththeaigh(? -NR 3 R4 or -COR

Rana/ @tané%fﬁ)r brdrogerser forCede- 1aesrrlkexy,Katee-alkeml, Ci-Ce-

that is optionally substituted in one or nore pl aces,
in alkinyl, C;-C¢-cycloalkyl, Cs;-Cs-heterocycloalkyl, aryl or heteroaryl that is

optionally substituted in one or more places, in the same way or differently,
with halogen, hydroxy, cyano, C;-Cs-alkyl, C;-C¢-alkoxy, C;-Cs-hydroxyalkyl,
C;-Ce-cycloalkyl, Cs-Ce-heterocycloalkyl, C;-Ce-alkinyl, aryl, aryloxy,
heteroaryl or with the group —S-C,-Cs-alkyl, -COR®, -NR’R?, -NR*(CO)-L or
-NR’COOR/,

whereby the heterocycloalkyl itself optionally can be interrupted by one or
more nitrogen, oxygen and/or sulfur atoms and/or optionally can be interrupted
by one or more —(CO)- or —SO»- groups in the ring, and/or optionally one or
more double bonds can be contained in the ring,

and whereby aryl, heteroaryl, C;-Cg-cycloalkyl- and/or the C;3-Cq-

heterocycloalkyl ring in each case itself optionally can be substituted in one or



the same way or differently, wth hal ogen,

Cl - C6-al koxy or with the group. 6 -COR R 3 and R-,

i ndependent|ly of one anot her, %tand for hydrogen or
for C1 -C6-alkyl, CIl -C6- al koxy, -CO Cl-C6-al kyl or

oy SR RN ) Sl G, o
f‘é‘?ﬁ%}&%&&ﬁ%ﬁw&w&xﬂ ) %%%—afkmy,@R@a-cme@gwcg-cﬁ-

t he heterocycl oal kyl itself optlonally can be

i nt er r uptheteresycloakkyb aryoheazylarhesepanyl thatyyeptionally substituted in one
sul fur atons, and/or optionally can be interrupted by

one or nmr emoré Glayes, ar the SiAe wyy ovpdferenttyhwith hakygegnd/ or
optionally one or nore double bonds can be contai ned

in the rigag, and whereby the C3-C6 20

het erocycl oal kyl ring itself in each case optionally

can be sypsi d on JEr 3p4t he sane

way or di fferbtegﬁly%l{t hﬁgg ‘n(gr g‘&i@ﬁ“%@ al kyl ,

d - C6- hy roxyalkyl Cl - Co6- alkoxy C3- C6-cycl oal kyl , or

with the group ‘NR3 R or -CO-NR3R4, or R 3 and R4

t oget,her _form a CB h rocycloa ring, whichis

i nt iﬁzﬁaéReE?gaihq et?yowpba@ﬁﬂng,mdbwmsﬁapw at least
can be interrupted in one or nore places by oxygen or

sul fur, amee by nitjegeoard optionally ¢aa tierintsrmupiset énl ohy omereqnlaces by
nor e -(CI» or -S02- groups in the ring, and/or

opt i onal logxygemeoraul fupdrel/dtapkibeallyasatd be ddtbrrufted BpBhaon@dre —(CO)-
in the ring, and/or the heterocycloal kyl ring itself

opt i onal loy_g@n Heusiishd fikd, %ﬂd/bf‘oﬁlﬂﬁlalg' ond'Bf ﬁofé‘ duBfe bonds can
|n the same way or differently, with C6- al kyl

- 06- cygle Pﬁtl |ﬁéh in fﬁe%ng%éf?é(r%@i‘i}{gé\tﬁltopt n%ll%l can be substituted in

-CG aI koxya cyano
3 R4, R5 stands for

Ol - G- al PRRGT MOFeplaces, wﬁﬁm? Yoy osdiizern i ol FWBn%alogen

or nore places, in the sane way or differently,
hal ogen, hydroxy, C;-Cs-alkyl, Cs— —Ce-cycloalkyl, C;- Cs-hydroxyalkyl C1 Ce-

alkoxyalkyl or with the group -NR*R* or —COR®, and/or can be substituted
with aryl or heteroaryl that is optionally substituted in one or more places, in
the same way or differently, with halogen, C,-Cs-alkoxy or with the group
~COR®,

R*andR%, independently of one another, stand for hydrogen or for C;-Cg-alkyl, C,-C¢-
alkoxy, —~CO-C,;-Ce-alkyl or aryl that is optionally substituted in one or more
places, in the same way or differently, with halogen, hydroxy, C3—Cs-
heterocycloalkyl, C;-C¢-hydroxyalkoxy or with the group -NR’RY, whereby
the heterocycloalkyl itself optionally can be interrupted by one or more
nitrogen, oxygen and/or sulfur atoms, and/or optionally can be interrupted by
one or more —(CO)- or —SO,- groups in the ring, and/or optionally one or more

double bonds can be contained in the ring, and whereby the C3-Cs-



hydr oxy, cyano, d -C6-al koxy, C3-C6-cycl oal kyl,

C3- C6- het erocycl oal kyl , or m@@h the group -NR 3 R4,

wher eby the heterocycl oal kyl itTself optionally can be
interrupted by one or nore nitrogen, oxygen and/or

sul fur aty i 1 | :

one. o i oy RG] ring R PRTaH o2 Bp R ol bLRIRHA in one or

'h o rinieye Bk i RisRa Y Br 3R RERRELGRT bk Cr-Coatin

ring itself ipn each _case gptionally can_ be )

subst i t uttedCs-Rydspreyalieylifor Gs-plkage - Cacydlealkdner widly thergroup
di fferentl Y., W th cyanao, hal ogen, Cl-C6-alkyl,

Cl - 06- hy dNBxR20tyTO-NR'REB- al koxy, C3- C6- eycl oal kyl ,

or wwth the group -NR 3 R4 or -CONR 3 R4, R6 stands

for hydraexy, Cl-C6-al kyl, Cl-C6-al koxy or the group

-NR 3 R4, 21 R 7 stands for -(CH2),,-aryl or

- ( Ci@hand RMRIgeieATotn AOLCohefhk&RERalkT I’ilﬂ%_ S’l'ﬁa:h RSnteRhpted at least

as their solvates, hydrates, stereolsoner

di astere , [ rticul ar
those. conpgtamatsaol sRTBbfoRR b ysmipte e By pfe places by
in which st ands, for phenyl, naphthyl or indolyl, A

and B, 1 SR eRIAe POt icraBy B o ateated B ohe or Rore (CO)-
hydr ogen, hal ogen, hydroxy, amino or nitro or for C

|~ - C3- al 10y -SEe- growps ingheying epd/oneptiqnglly pre emmpre,double bonds can
substituted in one or nore places, in the sane way or

di f f er entbeypntairiet iptherrolgy di nyl , pi peri di nyl ,

pi perazinyl or with the group -N(Cl-C6-al kYl) 2,

wher eby pyd/oetHedictitboyclorikyEFihgitsalf oftfonBilPednaFd sWktituted in one or
itself optionally can be substituted in one or nore

P acte, BRGNS i g i
_ngq( %gci%ali(ywﬁ&g@éh%fdrcfxl}\llaﬂi(ﬁo l'i_l -&allko_xyag% N};QI{OM‘ly(B‘E)X}; or with
the group -NR’RY,

R’ stands for C;-Ce-alkyl, C,-Cs-alkenyl, or C;-Cs-alkinyl that is optionally
substituted in one or more places, in the same way or differently, with halogen,
hydroxy, cyano, C;-Ce-alkoxy, C3-Ce-cycloalkyl, Cs;-Cg-heterocycloalkyl, or
with the group -NR’R*, whereby the heterocycloalkyl itself optionally can be
interrupted by one or more nitrogen, oxygen and/or sulfur atoms, and/or
optionally can be interrupted by one or more—(CO)- or —SO,- groups in the
ring, and/or optionally one or more double bonds can be contained in the ring,
and whereby the C;-Cg-heterocycloalkyl ring itself in each case optionally can
be substituted in one or more places, in the same way or differently, with
cyano, halogen, C;-Cs-alkyl, C;-Cg-hydroxyalkyl, C;-Ce¢-alkoxy, C3—Ce-
eycloalkyl, or with the group -NR’R* or ~CO-NR’R*,

R® stands for hydroxy, C,-Ce-alkyl, C;-Cg¢-alkoxy or the group -NR’RY,



L stands for C 1 -C6-al kyl or pyridyl that is
optionally substituted in one_or nore places, in the
same way or differently, mﬁthzbl-CB-hydroxyalkoxy,

Cl - C6- al koxyal koxy, pyrrolidinyl, piperazinyl or with

t he roup | kYI e yrrolidinyl
or per 5?1“&%8 @% agﬁ%’fﬂcmwﬁ%%%a%i%gﬁbst ituted in
one or nore places, in the sanme way or differently,
wit® C | staeds frii6, v stands for Cl -06-alkyl that is
optional ly substltuted in one or nore places, in the

as wighhas hejr sotvaghs hydretas; |stereaigomers, idéastereampers, enantiomers and salts.
-N(Cl -C6-al kyl )2 or pyrrolidinyl, x stands for -NH
or JiNparticullt, tisdsacdmpbundsGf géibrall fklylhula fDare refeped anwhich
substituted in one or nore places, in 22 the sane way
or @ ffespnls ibrpweﬁﬂ ﬂhgh@lgp&m&%l |,stands for hydrogen
or for C1 -C6- - C6- al eny,CI
- C6- a \/ .
pi per| |%y1:ndepgﬁg% yo‘i%ﬁ% %‘l%tﬁljy mp&lﬁ]irr glﬁgﬁxthﬁg)lge?’shydroxy’ e
opt|onaII¥ substituted in one or nore places, in the
same way %5P"f fferently, with hal ogen, hydroxy,
cyano, C1 -C6-alkyl, C1 -C6-al koxy, C I
- C6- hydr &yal kyl , C3- CB- cycl oal kyl ,
tetrahydr of uranyl, pyrrolidinyl, piperazinyl,
nmor phol i figr Ci-Cplabkayyor, CpRientieyy that pstaptiphallynsubbtithted in one or more
thicnyl, furanyl, tetrazolyl, pyridyl or wth the
group - Splceson Helgdne way@rideffereftOwath-pyroiliinyl, piperidinyl,
-N(Cl -C6-al kyl )2, -N(C 1 -C6-al kyl)phenyl, or
- NE( CO) - Loipafd}eiya Y wiiRGRY broup UNROYCy- aﬁ&)pfivw@dmn%ﬁhmyl

pi peri di yI or 'pi perazinyl 1n each case itself

ti [
PP he s RSy ?ﬁglsd%#lg?%s%ﬁdyﬂoﬁﬁﬁhc%@lb@%gﬁstﬁlbgﬁ fifone or more
Cl - C6-al k .. hal
benzyl 2 a)é)é%rllb n%%W|V93Y?£% qfq{@%&r 0)& %ﬁ%ﬁlﬂﬂdr Cl"C6’
Cl - C6- aI koxy itself optionally can be substituted in
one or niwyéropyalkkls, in the same way or differently,

wi th hal ogen, or for the group -N(Cl-C6-al kyl) 2,
-NH( CO) - lor or - NCH3(CS) NHCH3, or

for —-CO(NH)-M, —-CO(NCH3)-M, -NH(CO)-L, -NH(CO)-NH-L,- SO,(NH)-M
or — SO,(NCH3)-M,

L stands for C;-Cs-alkyl or pyridyl that is optionally substituted in one or more
places, in the same way or differently, with C;-C¢-hydroxyalkoxy, Cy-Ce-
alkoxyalkoxy, pyrrolidinyl, piperazinyl or with the group -N(C-Ce-alkyl),,
whereby the pyrrolidinyl or piperazinyl itself optionally can be substituted in
one or more places, in the same way or differently, with C;-Cs-alkyl,

M stands for C;-Cg-alkyl that is optionally substituted in one or more places, in
the same way or differently, with the group -N(C;-Cg¢-alkyl), or pyrrolidinyl,

X stands for -NH- or -NR*-,

R stands for C;-Cs-alkyl that is optionally substituted in one or more places, in



R 2 and R5 toget her forn1aziridiny|, azeti di nyl,
nmor phol i nyl, pyrrolidinyl, ?rldinyl. or

pi perazi nyl, whereby a2|r|d|ny azetidi nyl,

mor phol i nyl, pyrrolidinyl, piperidinyl. or

pi perazi nyd sdrﬁ&@hfoﬁﬁffe&ﬁﬁ&'%tl?ﬁ‘dloéé% substituted in
one or nore places, in the sane way or differently,

1 I e R B B MR € By,
substi ¢ oeaaoNhPY %‘Hﬁ%’? E‘BE‘%I@ mw}’ %%ga{h%;l[q{dpdqqgl that is

optionally substituted in one or nore places, in the

same way optonallyrsubstiuted yn ong Ql‘rmwalp(lﬁg;eh i thegame way or differently,

- C6- al koxy, and 23 RS5 stands for Cl-C6-al kyl or

Cl - C6- al katlyhaldgeas hydsoxop cymoall-Lsaillyd (it Of-elltokyy ) nEs-hydroxyalkyl,
nore places, in the sane way or differently, with

Cl - C6- al xFs-cyrfoaBll] tetdghydfFifanFIOp RS IRyl I”biﬂérﬁilﬁ?l morphohnyl

st er eoi Isorrers di ast er eoners, enant: oners and

P

p: é??: :r e? Exlﬁkgz;@\}? Eg{?’%ﬁﬂh@ﬁ 10ha p?hﬁiy? rtﬁ] @Ofo gtkaﬁowl epyndyl or

[ B

%2r°h§draagﬁtﬂeﬁaqug QEP@M i oCoghe; ?Sraakﬁ M -Coaliyn
for C1 -C3-alkyl or al koxy that is optionally

substi t ut’@écll 96'6%1)%3%1% NH(%QE& in the same way or
differently, with pyrrolidinyl, piperidinyl,

pi per azi rwHerabry phicnyl, ﬁlkﬂlygrazb@a-c)mlc@lm,zzipam)é loy piperazinyl in each
pyrrolidinyl, piperidinyl or piperazinyl itself

opt i onal Icysecigse]floptiondIBidah bk gabstitutehia ode ofdicee Plaaesgm the same way
in the sanme way or differently, with C -C3-al kyl or

d-C3-h . he,
7 N CI-B%I%E Qiﬁe"i‘éﬁfw w1tﬁr(§1 é()oilkﬂ ﬁé 5—%% C&QQ Eé(%)é_%droxy,

2- N(CH3) %he&l,%enzyl’f‘oMo%h'&ﬁnyl,% the C;-C¢-alkyl or C;-Cs-alkoxy itself

optionally can be substituted in one or more places, in the same way or
differently, with halogen,
or
for the group —N(C;-Cs-alkyl),, -NH(CO)-L, or -NCH3(CS)NHCH3;,
or

R? and R’ together form aziridinyl, azetidinyl, morpholinyl, pyrrolidinyl, vpiperidinyl or
piperazinyl, whereby aziridinyl, azetidinyl, morpholinyl, pyrrolidinyl,
piperidinyl or piperazinyl itself optionally can be substituted in one or more
places, in the same way or differently, with hydroxy, C,-C¢-alkyl, C;-Ce-
hydroxyalkyl, C,-Ce¢-alkoxyalkyl or with the group -CONH,;, -CO-C;-Cg¢-alkyl
or —COO-C;-C¢-alkyl, and/or can be substituted with phenyl, benzy! or pyridyl
that is optionally substituted in one or more places, in the same way or

differently, with halogen or C;-Cs-alkoxy, and



-NH(CO - C(CH3) 3, -NH(CO - (CH2)-Q(CH2)2- OCH3,

-NH(CO) - (CH2) 2- N(C2H5) 2, 24 ) N)~~No O HN-~" N

NH H OtN NN HO N'Kk No HHor

-S02-NH (CH2) 2-N(CH3) 2 or -802 N(CHS) (CH2)

2- N( ) sia f .

a & %‘%ﬂdéﬁ%%‘cé B9 S £ kel R SRR AREfpsGfuced in one o

nore pl aces same way o dlf er ent

haI ogen TRpre ﬁlaacﬁﬁrén aﬂ‘;‘?d’i‘aéygoérﬁ{ flerently, wesh. %CQ%FY’

alkeq , O -C4-al kinyl, C3-C6- cycloal kyl

aSﬂY?il)]earslﬂéﬁlh vat% gm,qates,ps}pqrp@pqrgq:rppﬂmst(?rmq:rﬁ enap omers and salts.

tetralinyl that |sm§§t|onally substituted in one or

mor ePrpnm:lE ghosg gomheunsisof goweyal dornalilé (1@ peerpreferred vin which

hal ogen, hydroxy, cyano, Cl-C6-alkyl,

d - @- hy dtandy friphenyliphehey or fadolyl6- cycl oal kyl ,
t et rahydrofuranyl, pyrrolidinyl, piperazinyl,

m)r PAehd B%’indepé?lh@ﬁw}j of JHRGRGMYr, stlﬁh@ bcﬁ'g'b_('}lro BA ﬁﬁic@ﬁh,t lﬁlélroxy, amino

hienyl, turanyl, tetrazolyl or pyri
grou 'S'ogﬁ'ﬁro COOCH3, - COOC2HS5, CONH2 - OCF3,
-N(CH3) - phenyl, -N(C 1 -C4-al kYl)2, or -NH(CO) -CH3,
wher eby pot;enyl furanyl, C3-C6-

for C;-Cs-alkyl or C;-C;-alkoxy that is optionally substituted in one or more
places, in the same way or differently, with pyrrolidinyl, piperidinyl,
piperazinyl or with the group —N(CHj3),, whereby pyrrolidinyl, piperidinyl or
piperazinyl itself optionally can be substituted in one or more places, in the
same way or differently, with C,;-Cs-alkyl or C;-Cs-hydroxyalkyl,

or

for the group -CO-NH-(CH,) 2-N(CH3),, -CO-NH-(CH,) -N(C,Hjs),, -CO-

N(CH3)-(CHz) -N(CHa),,

iﬁ/\/NQ | j\ﬁ/\/\“‘g |

-NH(CO)-C(CHas)s, -NH(CO)-(CH2)-O(CHa),-OCH3, -NH(CO)-(CH,).-

N(C,Hs),,



cycl oal kyl, piperidinyl or piperazinyl optionally in
each case itself can be subs?ltuted in one or nore
pl aces, in the same way or di ?erently, wi th cyano,
hal ogen, hydroxy, Cl-C3-al kyl, d -C3-hydroxyal kyl,

met hoxy, nor pheg) inyI phenyl . or benzyl, or 25 for

the group ,- N( -N(CH3)(CS) NHCPH3, -NH(CO) CH3,

- NH( CO) - py&[l n pyr|d| nyl, nd R5
together Ban one of oIIo 26 H - N3
-NC *_NCF OH O O * - Od N (r)ro * - 0 /NH2:
-IN( *-N Hal N\ 2H C~C]—IN\ / NH N _2 *-N NH
-N NH N Hal

O
*\N)J\N/\/D
H H

or -SO2-NH-(CHs;) »-N(CH3); or -SO,-N(CH3)-(CH,) .-N(CHs)a,

X stands for -NH- or -NR°-,

R! stands for C;-Cs-alkyl that is optionally substituted in one or more places, in
the same way or differently, with halogen,

R? stands for hydrogen or for C;-Cs-alkyl, C;-C4-alkenyl, C;-Cy-alkinyl, C3-Cs-
cycloalkyl, piperidinyl, phenyl, pyrrolidinyl, indolyl or tetralinyl that is
optionally substituted in one or more places, in the same way or differently,
with halogen, hydroxy, cyano, C;-Cs-alkyl, C;-C¢-hydroxyalkyl, methoxy, Cs-
Ce-cycloalkyl, tetrahydrofuranyl, pyrrolidinyl, piperazinyl, morpholinyl,
phenyl, phenoxy, biphenyl, naphthyl, thienyl, furanyl, tetrazolyl or pyridyl or
with the group —S-CHj;, -COOCHj3, -COOC,H;s, -CO-NH;, —~OCF3, -N(CH3)-
phenyl, -N(C;-C;-alkyl),, or -NH(CO)-CH3, whereby phenyl, furanyl, C3-Ce-
cycloalkyl, piperidinyl or piperazinyl optionally in each case itself can be
substituted in one or more places, in the same way or differently, with cyano,
halogen, hydroxy, C;-Cs-alkyl, C,-Cs-hydroxyalkyl, methoxy, morpholinyl,
phenyl or benzyl,

or



*NNH 4\ N ~2 oder -NO [or] and R5 stands for

Cl -C3-al kyl or Cl-C3-al kenyl gpat is optionally
substituted in one or 27 noré& places, in the same way
or differently, with C -C6-al koxy, as well as their

| vat es, 5 Q ANFHCAP L € g _ .
onanti oo HERBEN I NEIMHCNHCE] NARTGLEH,, -NH(CO)

by * in the for i\ndi cates the point of |inkage to
t he renﬁ’?’ﬂﬂ%‘ron&ﬁ@)f@ﬂqﬂﬂyi’. Al so subjects of the

I nvention are conpounds of general formula I, in which
Q stands 9% or phenyl, naphthyl, quinolinyl,
benzi m dazol yl, indolyl, indazolyl, thiazolyl,

i m ddand R togethey fareydne of therfoll@yingnigsendent | y of one
anot her, stand for hydrogen, hal ogen, hydroxy, am no
or nitro, or for Cl-C3-al kyl or Cl-C6-al koxy that is
optionally substituted in one or nore places, in the
same way or differently, wth hydroxy,

C3- C6- heterocycl oal kyl or with the group -NR 3 R4 or
-CON R )(CH2)"NR3 R~, whereby the heterocycl oal kyl
itself optionally can be interrupted by one or nore
ni trogen, oxygen and/or sul fur atons, and/or
optionally can be interrupted by one or nore -(CO -
or -S02- groups in the ring, and/or optionally one or
nore doubl e bonds can be contained in the ring,
and/or the ring itself optionally can be substituted
in one or nore places, in the same way or differently,
wth CIl -C6- alkyl, C3-C6-cycloal kyl, C

- C6- hydr oxyal kyl or with the group -NR3R4, or for
COR6, _CO(NR3 )(CH2)' NR3R4'" _NR3(Co)_d -Cs6-alkyl,



-NR 3 (CO) (CH2), C1- C6- al koxy,

-NRS(CC»(CHQ) Cl - Co6- alkoxyalkgéy NR3

(CO(CH,), " NRBW _NW CO) NR3R4' NRI(CS)NR3R4

-NR3S02-d - C6- al kyl, NR3 S02-(CH2)"NR3R4' -S02- NR3R4

or - SCOAN RS)(C}Q),,NRSRA 5 * stands for oxygen

-NH or -NR Rl stands for C1 -C3-alkyl,

C3-cycl oal kyl, allyl or propargyl égat is optionally
in the sane may

28 substituted in e or nore
or differently,. w Iogen ands for hyd
or for C1| -C6-all -*Ge-Nl koxy, CI Ikenyl
C1l -Ce6- alkinyl, cyclom
C3- C6- heterocycloalkyl Qaryl or heteroaryl at’is
optionally substituted/n one or nore places, in the
same way or diffes _W th hal og hydroxy
cyano, Cl-C6-alkyl, @6 al koxy, ?:;)hydro* Wal kyl),
C3- C6- cycl oal kyl , C3- 06- het er ocycl oal ‘ar yl
heteroaryl or with the group -S d-C6-alkyl,

NRIRI, NR3(Co) C, - al&ml , -NR3(CO -aryly
(CO) - heteroaryl -NR3(CS)NR 3
t he heterocycloal I sel f ~opt, onall
interrupted by one or nD
sul fur atons, and/or op
one or nore -(CO - - SORH, groups in the
and/ or optional ty.gne o more doubl e bor
contained in the ri nd whereby the
C3- C6-cycl oal kyl ring, and/or the ,
C3- C6- het erocycl oal kyl rimn itself in each case

optionally can be 2HPh one o e pl aces,
/1y, m&tq«cygngﬁlhalogen
d oxyalkyl Q}T‘T( - al koxy,

in the sanme way
i ®H the group - roo

Cl -Ce-alkyl, C
C3- C6-cycl oal kyl, e

_CO_NR3R4' or for t he group- NR3R4, -NR3(Co)_aryl,
“NR3 (CO) - heteroar;Lﬁ7€h\_-NR3(€§LN§(BQ/)E

—N NH

* ‘ \
O oder
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OO
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R’ stands for C;-Cs-alkyl or C;-C;-alkenyl that is optionally substituted in one or



R 2 and R 5 together forma C3-C6-heterocycl oal kyl
ring that is interrupted at |east once by nitrogen
and optionally can be interrug ed in one or nore

pl aces by oxygen or sulfur and/or optionally can be

interr uptrgéjr g}/ ac8)§n E%/ay(ogafferél{r}:a/f g'gé Cdg(F oMgé’%s

the ring, or "op one or

be con alne n th n nd/or the r
as ellas heiia ﬁyﬁre@ﬁ Hrataifiers instHictriers, Sutorhgs and sals.
pl aces, in the same way or dlfferently with cyano
haI a@@mosﬁyg ek s 1dgpt1f@_by| *kip the fogmaks ngci)@qt@athﬂypmt of linkage to the
d - C6- hydr oxyal kyI Cl - C6- al koxyal kyl, aryl. or with
remmadgrofuie formBaRI © * 3 and R4, i ndependent ly of one
anot her, stand for hydrogen or for C-C6-alkyl, C -C6-

al koxyo QubjectddChe invehtidt ak compainds df @élielriﬂrfaﬂ'rhuda I, in which
substituted in one or nore places, In the sane way or

di figr entelayds ¥4 Rihy], RUHBRYL, béBifiazolyl, indolyl, indazolyl
het e ocyc}oa rtpme%q’llga%cgryh%r 8xya|’kox§/ or Wt I11n the indazolyl,
group - N t he heterocycl oal kyl itself

opti onal It .a%O lggleﬁamtiéqu,rlmng >by one or nore
opt 1% Py PERRRR Dk AGhe aeE. BN BBy SPeRb talogetdpdrony, amino

or -S02- groups in the ring, and/or optionally one or
more dowbhérdonds can be contained in the ring, and
wher eby the C3-C6- heterocycloal kyl ring itself in
each caseroptionally can be substituted in one or
nore places, in the sane way or differently, with

cyano, h %10@ £05- aﬁd& 8573 Flb%—ﬁlk:ox?f Hat ﬁ@)ﬂﬁ%ﬂﬂ%kﬂfﬁﬂed in one or more

Cl - C6- al koxy, cycl oal ky or with the group
- NR3p4 I L
C3- C6- hetp %rcg%’%)lt }})cggﬁg%a# &dlffﬁrﬁnﬁ q{ﬁé\/l nt e fu gfe@r@cycloalkyl

o uﬁﬁiiwﬁﬁhg'ﬁ%&%? R P Y YR orieior e

and/or optionally can be interrupted by one or nore
-(CO) - orhetempryclogikyliisself qptiopally qaadne infiHppied 8 one ARMOYE nitrogen,

one or nore doubl e bonds can
oxygen and/or sulfur atoms, and/or optionally can be interrupted by one or
more —(CO)- or —SO;- groups in the ring, and/or optionally one or more double
bonds can be contained in the ring, and/or the ring itself optionally can be
substituted in one or more places, in the same way or differently, with C;-C¢-
alkyl, C3~Cg-cycloalkyl, C,-Ce-hydroxyalkyl or with the group -NR’R*,
or
for COR®, -CO(NR®)(CH,).NR’R?, -NR*(CO)-C;-C¢-alkyl,
-NR*(CO)(CH2).C1-Cs-alkoxy, -NR*(CO)(CH,),C;-Cs-alkoxyalkoxy,
“NR}(CO)(CH,),NR’R*, -NR}(CO)NR’R*, -NR}(CS)NR’R*, -NR*SO,-C;-Cs-
alkyl, -NR>S0,-(CHz).NR’R*, -SO,-NR’R* or — SO,(N R*)(CH,).NR’R,

X stands for oxygen, -NH- or -NR’-,

R! stands for C;-C;-alkyl, Cs-cycloalkyl, allyl or propargyl that is optionally



be contained in the ring, and/or the heterocycl oal kyl
ring itself optionally can be substituted in one or
nore places, in the sane way it differently, with g -
C6- al kyl, C3-C6-cycl oal kyl, d -C6-hydroxyal kyl ,

_CINch ;|4 %Q@(]@h%’ fry on Cey %’drecp% fﬁ%e %m%\:w ggli‘ Hff e%nquwith halogen,
one Rer noead{okby %%‘%rh of ﬁi’r‘éaﬁ@%%%scﬁ?“b“ ﬁﬁ?ﬂ(elng’]l’ Ci-Ce

Wi th haI ogen, hydroxy, cyano, - C6- al koxy,

C3- C6- cy@ﬂ@@bﬂk@i Cswlmkﬁe%fe@yter@aclmhkyl aryl opheterogryd that is
group -NRW whereby the heterocycl oal kyl itself

opt i onal lopticwullylzabstituee it onzt @dndry ptaces, i thesame way or differently,
ni trogen, oxygen and/or sulfur atoms, and/or

opt i onal lyjthaplodlf, hyHr&fy, U%G%PY%-@H&I @, - £1Rox>(, CQC-Wfdroxyalkyl,
-S02- groups in the ring, and/ or opti on a |y one or

i e
T SR R TR R0

hal ogen Cl ;C6-a 0

G- O o KSRYCahaoiny, NBLRDR - SICU DN R Wherehy ORR

3 R4 or -CONR 3 R4, R6 stands for hydroxy,

Cl - C6- al hyﬂeroo&l:loa]&yhiltsctf)qptionalbfrmn de antprrupRl By\pne &7more nitrogen,
stands for -(CH2),l-aryl or -(CH2)n-heteroaryl and n

st ands f @kygen-an@/or 86lfivedtdéme anll/Bebptichatty ea bolierfupted by one or
di astereoners, enantioners and salts. Especially

preferre SO0 |
formul a ?hclﬁn whi }6%? H%égfggﬁgﬁﬁ? (g% Egi@%r ﬁ*‘fétb‘ﬁ’?m bA& or more double

qui nol i n%l ﬁlsbc%ﬂzderpogﬁﬁ%d %th%rnﬂ ndol yl, A and B,

|ndependen one anot & and for hydr ogen,

hal d
- aCSogIeEylan th?f(e}éy tl&rhagkﬁ oqqhgtrlnlgs%qr tﬁq:] gp-lqlﬁ heterocycloalkyl ring

substituted in one or nore places, in the same way_ or

di f f er enttsglf invgach cwmp@sayallymambmsubﬁtwm llmlwe}rurmrﬂplaces in the

pi perazinyl or with the group -N(CH3)2, -N(C2H5)2 or

- CO( NH) ( chidg 2/dy or differently, with cyano, halogen, C;-C¢-alkyl, C;-Cs-
hydroxyalkyl, C,-Cs-alkoxy, C;—Cg-cycloalkyl, or with the group -NR*R*or
~CO-NR°R?,
or
for the group-NR’R*, -NR*(CO)-aryl, -NR*(CO)-heteroaryl, or
-NR*(CS)NR’R?,
or

R? and R’ together form a Cs—Cs-heterocycloalkyl ring that is interrupted at least once

by nitrogen and optionally can be interrupted in oﬁe or more places by oxygen
or sulfur and/or optionally can be interrupted by one or more —(CO)- or —SO»-

groups in the ring, and/or optionally one or more double bonds can be

contained in the ring,



(C2H5) 2, whereby pyrrolidinyl, piperidinyl or

pi perazinyl itself optionally_can be substituted in
one or nore places, in the saffe way or differently,
with G- C3-al kyl, C3-C6-cycl oal kyl,

fCIor Cf’ h 2y g.{r:l%/éy i%%%%&ﬁ&ll@%%@gﬁ%% o§ ng'fre plhces, in the

) QH( C(~)) RN or lc_ilﬁq'(@gl)y ‘(vé"_l@ym&il%logén Nydroxy, C,-Cs-alkyl, C3—Cs-

i “EE % g:m.lgglgywcﬁgmygroxgal@yl hlﬁﬁﬁllﬁqaxyp.]kyl, ar(}I:'(_)lr3 with the group

- NH( CO) - NH( CH2) 2- N(CH3) 2, - NH( CO) - NH( CH2) 2- CH,

_NH( CO) - -NR(REDR) 2-0(CH2) 2-0H, 32 0 No 0N )~ N )~ N

HHNNHH 00 N, ,k N-"~NN)~N HHHH

R®and R?, independently of one another, stand for hydrogen or for C;-Cs-alkyl, C;-Cs-
alkoxy or —-CO-C,;-Cs-alkyl that is optionally substituted in one or more places,
in the same way or differently, with halogen, hydroxy, C;—Ce-
heterocycloalkyl, C;-Cg-hydroxyalkoxy or with the group -NR’R?, whereby
the heterocycloalkyl itself optionally can be interrupted by one or more
nitrogen, oxygen and/or sulfur atoms, and/or optionally can be interrupted by
one or more —(CO)- or ~SO,- groups in the ring, and/or optionally one or more
double bonds can be contained in the ring, and whereby the C3-Cs-
heterocycloalkyl ring itself in each case optionally can be substituted in one or
more places, in the same way or differently, with cyano, halogen, C;-Cs-alkyl,
C,;-Cs-hydroxyalkyl, C;-Cs-alkoxy, C3—Cs-cycloalkyl, or with the group
-NR’R* or -CO- NR°R?,
or
R? and R* together form a C3—Cg-heterocycloalkyl ring, which is interrupted at least

once by nitrogen and optionally can be interrupted in one or more places by
oxygen or sulfur and/or optionally can be interrupted by one or more ((CO)-
or —SO,- groups in the ring, and/or optionally one or more double bonds can
be contained in the ring, and/or the heterocycloalkyl ring itself optionally can
be substituted in one or more places, in the same way or differently, with C,-
Cs-alkyl, C3—Cs-cycloalkyl, C;-Cs-hydroxyalkyl, C,-Cg-alkoxyalkyl, cyano,
hydroxy or with the group -NR’RY,

R’ stands for C,-Cg-alkyl, C;-Cs-alkenyl, or C;-Cg-alkinyl that is optionally




OrN N)~No HIg ~NaN N HOO N.), N/ N * ~,
/-\ HNMN -,~0H, | H-2 -NCS)NHCH2)2-CH,
- N-H(CS) NH(CH2) 2-0(CH2) 2-0H, s NNNHNNO | H

- NHS02-d - C6- Al kyl, -N-HS02-CH3, 33 0 0O OGHN/S"I'I™'

T—I P | / Sal_i.lbsém{tg'\élmw T mch‘e BBQ?\TO )1} tﬁek@r@% ok:dgfgri\'lé'ﬁtﬁl,\kﬁﬁh halogen,
or - 302- l1\|1l}_/|c-1r(o§(:)9,) cyano, Cl-eﬁ-alkoxy, C3-Cg-cycloalkyl, C3-Cg-heterocycloalkyl, or

with the group -NR’R?, whereby the heterocycloalkyl itself optionally can be
interrupted by one or more nitrogen, oxygen and/or sulfur atoms, and/or
optionally can be interrupted by one or more -(CO)- or —SO,- groups in the
ring, and/or optionally one or more double bonds can be contained in the ring,
and whereby the C3-Cs-heterocycloalkyl ring itself in each case optionally can
be substituted in one or more places, in the same way or differently, with
cyano, halogen, C;-Ces-alkyl, C;-C¢-hydroxyalkyl, C,-Cg-alkoxy, C3—Ce-
cycloalkyl, or with the group -NR’R* or -CO-NR’R?,

R® stands for hydroxy, C;-Cs-alkyl, C;-Cs-alkoxy or the group -NR’R*,

R’ stands for (CH,),-aryl or —(CHa),-heteroaryl and

n stands for 1 - 6,

as well as their stereoisomers, diastereomers, enantiomers and salts.

Especially preferred among them are those compounds of general formula I in which

Q stands for phenyl, naphthyl, quinolinyl, benzimidazolyl or indolyl,

A and B, independently of one another, stand for hydrogen, halogen, hydroxy, amino
or nitro,
or
for C;-Cs-alkyl or C,-Cs-alkoxy that is optionally substituted in one or more
places, in the same way or differently, with hydroxy, pyrrolidinyl, piperidinyl,
piperaziny! or with the group —-N(CHz);, -N(C:Hs), or -CO(NH)(CH2)2N-
(C;Hs), , whereby pyrrolidinyl, piperidinyl or piperazinyl itself optionally can
be substituted in one or more places, in the same way or differently, with C;-
Cs-alkyl, C3—Ce-cycloalkyl, C)-Cs-hydroxyalkyl or with the group ~N(C,Hs),,

or




X stands for oxygen, -NH or -NR R stands for

Cl -C3-al kyl or C3-cycl oal kyl ?Qat is optionally
substituted in one or nore pfaces, in the sane way or
differently, with fluorine, chlorine, bromne, or

i odi ne, xy,

Cl - C3- algéﬁé%gﬁ%ﬁc%%bebu§§Fﬁ3lﬂqg¥%H5 éaI

i soxazol yl, piperidinyl, phenyl, pyrazolyl, pyrronI,
(tetralin)yl or thiazolyl that is optionally
substituted in one or nore places, in the same way or
differently, widh fluorine, chlori brom ne, i odine,
hydroxy, cyanQj| Cl - C6 a Cl -
met hoxy or W - S{CH3; ,
- NH( CH3) , -N(CH3) )3, - NH(BO) - cHz,
- NH( CO) - phenyl , - NH( CO) O (CH2) - phenyl ,
-N(CHB)-(CS)-BWK@}B) -N(CH3)-(CS)-N(CH3)2 or with the
followi ng ring siyst C3- C6- cycl oal kyl ,

tetrahydrofura eLidinyl, plperldinyl phenyl ,

’ pyr ’
bi phenyl , furanyl, "thie yI pyrrolyl, or pyridyl,
wher eby these ring systens optionally in each case
t hensel ves can be 34 substituted in one or nore

pl aces, LNH(0O)<TBL RNIHC O (CI0) @THY NH(CO) LLHOR OCH,

al kyl, cyano, fluorine, chlorine, brom ne, iodine,

th
TGy (PR RS SRR R NGtz
-NH (CH2) - CF3, - NH (CH2) 2- CF3, -NH-(CH2)2 H, -NH(CO)-
pyridinyl, -No OH *-N(-\N *-CN (-\o \.-J oder [or],

or o
0]
\”/”\/\NQ | . \”)j\/\NC/\N_

-NH(CO)-NH(CH,),-N(CH3),, -NH(CO)-NH(CH,),-OH, -NH(CO)-

NH(CH,),-O(CH,),-OH,



R2 and R 5 together formone of the follow ng rings:
35 CH OH* NN *-N NQ OOH *-NOOHN O NH2 N
*>N-N\--/ N\N'~O ." oder % _N/--\ NO [or] and R
5 stands for O -C3-al kyl, Cl-C3-al kenyl, or
Cl-C3-alkinyl that is optionally substituted in one
or nore places, in the sane way or differently, wth
hal ogen, hydroxy, cyano, Cl-C6-al koxy,

C3- C6-cycl 0@l kyl , C3- Coc het erocycpoal kyl , or /vvith t he
group 3@2, | s their Htereoiso :

di astere r SN enant ilg s ansh ounyls of
general fformulth 1A A& 0,BMS 24 H/0 N ~~CN
0O\ R(IA o o '

N N N—
. N /"
Q o)
~ /U\N N=— *\N)J\N N OH
H \_/ ' H \ /\/ ,

-NH(CS)NH(CH3),-OH, -NH(CS)NH(CH,),-O(CH3),-OH,

S S
‘\H\N/\__J\N— *\N/“\N/\:/\O
’ H

-NHSOz-Cl-C6-Alkyl, -NHSOz-CHg,,



36 in which Qstands for aryl or heteroaryl, A and B,
i ndependently of one anot her tand for hydrogen,

hal ogen, hydroxy, am no r nfiro or for C I
-C3-alkyl or CI -C6-al koxy that is optionally
substituted in one or nore places, in the sane way or
differently, wth hal ogen, hydroxy, C3-C6-

het er ocycl oal kyl or with the group -NR 3 R4 or - NR
3) _M wher ebyothe, Ohet erocycl oal kyl itself optinally
can be interru by one _or nore );ogen oxygen
and/ or sul fu1\at/ hs/&hgj orNopt i o\al Sy\ caaNbe

i nterrupted by,'l‘,one or ref-(CoO - 02- 'yroups in
the ring, and/or optionalTy onhe or 'T'mre doubl onds

can be contalﬁed '8 the ring, and/ ring itself
optional ly ca \Qg? substituted in §Q§ nore pl aces,
in the sane*may (tgy#( ent\y, wth éfv/ycg I,
C3- C6- cycl oal %f 1 -gégégégoxy\$ﬁﬁl r wiNp th
group - NR3R4, for -N ),-L, MWR3(Co)_N

-COR6, -CON _M _NR3(CS) NR3R4, NR3 _NR3p4
-S02 or - SOZ(NRS) M L stands for C 1 -C6-al %
hcteroaryl that is optionally substituted in o H or
more places, iy tRe sane way or dlbfe tly, wwth C1
- C6- hydr oxyal ko k#§§L\$(CB'§Ikoxya ggn

C3- C6- het er oygloarky| wi td t he gr Up//FF$ R4 N
whereby the heterocycl oAl kyY itsel §j optiona y c n ' be
interrupted by one or nore nitrogen, oxygen an
sul fur atons, and/or optionally can be |nterrupted by
one or nu&eS@Qﬁﬂ}{C@}C&EDZ- groups in the ring, and/or
optionally one or nore double bonds can be contained

in tshe r@&@dsﬁﬁdkggm{MNHLbﬂgNRﬁ§e|f optionally can be
substituted in one or nore places, in the same way or

d'ff rent loafict (it E)ptioRAIubstituted i
hycflrt%l)‘(if/ kyll alk%G?rﬁllk%Jgoar | N)Ig%l i"yYu stituted in one or

more places, in the same way or differently, with ﬂuorlne, chlorine, bromine,
or iodine,

R? stands for C;-C;s-alkyl, C;-Cs-alkoxy, C;-Cs-alkenyl, C;-Cs-alkinyl, C3-Ce-
cycloalkyl, isoxazolyl, piperidinyl, phenyl, pyrazolyl, pyrrolyl, (tetralin)yl or
thiazolyl that is optionally substituted in one or more places, in the same way
or differently, with fluorine, chlorine, bromine, iodine, hydroxy, cyano, C,-Cq-
alkyl, C;-Cs-hydroxyalkyl, methoxy or
with the group —S-CH3, -COOCH3, COOC,Hs, -NH(CHs), -N(CHa),,
-NHC(CHa)3, -NH(CO)-CHj3, -NH(CO)-phenyl, -NH(CO)-O-(CHz)-phenyl,
-N(CH3)-(CS)-NH(CHj3), -N(CH3)-(CS)-N(CH3); or
with the following ring systems C3-Cg-cycloalkyl, tetrahydrofuranyl,
pyrrolidinyl, piperidinyl, phenyl, biphenyl, furanyl, thienyl, pyrrolyl, or

pyridyl, whereby these ring systems optionally in each case themselves can be



37 Mstands for Cl-C6-alkyl that is optionally

substituted in one or nore plagces, in the sane way or
differently, with the group - 3 R4 or

C3- C6- heterocycl oal kyl, R stands for Cl-C4-alkyl,

C3- cycl oal kyi I ' ' Ywi Cae
substit uflé%%ﬁt%e(gLAeydg roqnl%é}éi;%?é%gdst,hte?%hte @yg g%@v\%iyb‘rmh Cr-Cs
di fferent wi t h hal.ogen, . R.2a stands for .allyl

pr opar gyla,hég’h cyang, “REPQ'CHL%‘&%WP}% log’fneoﬂlé’thé)ﬁ%toﬁ ég,b'NHz’
stand for hydrogen or for CIl -C6-alkyl, CI -

C6- al koxywr -CO O -C6-al kyl or aryl that is optionally
substituted in one or nore places, in the sane m%y or
di f f er entfoythe wrdup -MN(CEG R0 NIGHI)ESNHCEHCONHERHN(CHa),, -NH(CO)-
het er ocycl oal kyl, Cl -C6- hydroxyal koxy or with the

group - NBhenpNISRTH, -OF;, IRHCIy£CPal XK L(CH, }»e0H, -NH(CO)-
optionall'y can be interrupted by one or nore

nitrogen,p é%ﬁ?n and/ or sul fur atons, and/or

optionallyﬁca ’be interrupted by one or nore -(CO)-

or -S02- groups in the ring, and/or optionally one or

nore doubl e bonds can be contained in the ring, and

wher eby the C3-C6- heterocycloal kyl ring itself in

each case optionally ¢ be subsyit N edain Qpe or
nore places, in +hQ sa way *e+Ndi f f grfen , Wth
cyano, hal ogen, C IN\-C6* alkyl, C6- hydr oxyal kyl ,

C 1 -C6-al koxy, C3-C6-cycloalkyl, or with the group
_NR3 4 _CO _NR3p4, or R3 a 4 together forma
C3- C6- het er ocyadd oal/kyl hLﬂg, whi ¢ I nterrupted at

| east once by nTthogen/ and opfT can be
interrupted in one re 'pl aces oxygen or

sul fur, and/or optionally can be interrupted by one or
nmore -(CO - or -S02/ ghou i n.the rip@, ’nd/ or
optional |y one 0&more dﬁ%ﬁka/g nds—aan be cont ai ned
in the ring, and/or\the heterocycloal Ryl /ing itself
optionally can be substituted93"one or nore pl aces,
in the sane way or differently, wth Cl -C6-al kyl,

G3- G5 [or],

or

R? and R’ together form one of the following rings:



38 cycloal kyl, O -C6-hydroxyal kyl, Cl1-C6-al koxyal kyl ,
cyano, hydroxy or with the gLoup -NR3R4, and R6
stands for hydroxy, Cl-C6-al kyl, Cl-C6-al koxy or the
group -NR3R4, as well as their sol vates, hydrates,
stereoi soners, diastereoners, enantioners angy salts,
are anot her subjec

of this inventig®. Thegeé conpounds
exhibit an al Lyl % or a pr@?yyl ester\ in
contrast to the pbunds*-efn gengr al  for . These
conpounds al so i nhi"bi t ' ki nases the pott fafily and

are better suitable for cleavage into the e acid
and thus for the producgion of conpounds of general

formula | in pamNTYIl because of presence of
allyl ester. Prefe are those -cu@mds of gener al
formula A in which Q@&tands for phehyl i, nol i nyl ,
i ndolyl or naphthyl, A and B, independent f one

anot her, stand for rogen or hal ogen, r for

Cl- CG3-al kyl or «ClLgfC6- aNk that is optiopa
substituted in one\or re places, if-+Me sa way or
differently, w th halogen, hydroxy or wt \gr oup
- NC1- C6-al kyl )2 or -COONHsM or for -NHCO)-L,
-NH(CO - NH L, -COR CO( -M -CO M -
S02(NH) - M or -+~ S0Z( L stands f/or - C6- al kyl
that is optionall tituneggd in ona\or re pl aces,
in the same way or differently;, with olidinyl, M
stands for Cl-C6-al kyl that is optionally substituted
in one or nore places~in the sa or

differently, vvi*ulrf he él(l - N¢ Cl{Co- a%o
pyrrolidinyl, Rl §tan s%ygf\ Cl- al kgl | nds
for allyl or propargy, and R6 stands for hydr oxyger

Cl- C6- al kyl or Cl-Cg-al koxy 9
/ N\

*

Su

—N N

/
[or]

and

R’ stands for C;-Cs-alkyl, C;-Cs-alkenyl, or C,-Cs-alkinyl that is optionally
substituted in one or more places, in the same way or differently, with halogen,
hydroxy, cyano, C;-Cg-alkoxy, Cs-Cs-cycloalkyl, C3-Cs-heterocycloalkyl, or
with the group —N(CHa)a,

as well as their stereoisomers, diastereomers, enantiomers and salts.

Compounds of general formula IA

dA)



as well as their solvates, hydrates, stereoisoners,

di astereoners, enantioners ang salts. In particular,

preferred conpounds are the c ﬁpounds of production

exanples 77, 104, 105, 106, 107, 117, 119, 121, 123 -

1311n&%§: 135 137, and 140. Production exanples | to
hI as their solvates, hydrates,

ster 0|so di.ast ereo enantiomers and salts,

repr senﬁzgﬂﬁﬁﬁépdgﬁ PIETRTY ngf the invention. These

conpounds are distingquished fromthose of genera

f or fupnd B, ipgependelyeaione anefhers pfapd fos hydiogen, halogemdiydeaxy, amino

of an am de bond. These conmpounds are suitable for
i nhi biti mgnkimases of the polo family. In addition,
t hese conpounds are suitable as internedi ate products
for the gproduction of conpounds of general fornula I.
In particular R as C1 -C4-alkyl or C3-cycl oal kyl

that is qpfd 0@? |alk§1 51“?155' LKoY ik Is r}f)]tlgnal? ugktﬂuted in one or more

hal ogen, as we e secondary a
represent essenghe f eat ur

mocor di nal%css, IR e Xamie S Peferiont R GRIRAN B0y G
R Ol | ntergeytoatinton i 6 B NS K iy ai@é&ﬁ"am whereby the

general fornmul a V, as inter medl ate products for the
product | detesicyeloalkybitsstfiaptionally egarberinterraptedry ane or more nitrogen,
represent additional subjects of the invention: Uses

of the cospganasl/cfsulf@enesmas, ahdforopiorally Aarwbe intdrBuptdd By one or
OEDON)~NR3R4 oder iDI~" )~3R4 HNNRH IIA

IS [or] 4brel- 'o@llsastéﬁ nftl%nﬁg‘%n%PUﬁwdmg one BFffore double
or -NH(CO)OC( 3 and tands for Cl-C6-

bonds can be contained in the ring, and/or the ring itself optionally can be
substituted in one or more places, in the same way or differently, with C;-Cs-
alkyl, C3—Cs-cycloalkyl, C;-Cg-hydroxyalkyl or with the group -NR’R?,

or

for -NR*(CO)-L, -NR*(CO)-NR*-L, -COR®, -CO(NR?)-M, -NR*(CS)NR’R*,
-NR’SO;-M, -SO.-NR’R* or — SO,(NR*)-M,

L stands for C;-Ce-alkyl or heteroaryl that is optionally substituted in one or
more places, in the same way or differently, with C;-Cq-hydroxyalkoxy, C;-
Ce-alkoxyalkoxy, C3-Ce-heterocycloalkyl or with the group -NR’R*, whereby
the heterocycloalkyl itself optionally can be interrupted by one or more
nitrogen, oxygen and/or sulfur atoms, and/or optionally can be interrupted by
one or more —(CO)- or —SO,- groups in the ring, and/or optionally one or more
double bonds can be contained in the ring, and/or the ring itself optionally can
be substituted in one or more places, in the same way or differently, with C;-

Ce-alkyl, Cs—Cg-cycloalkyl, C;-Cs-hydroxyalkyl or with the group -NR’R*,



al koxy or hal ogen, and R 3 and R4 have the neaning
that is described in general formula 1, as

i nternedi ate products for the groducti on of the
subst ances of general fornmula | according to the

i nvepti o f~t . f I .

| rahy RatER e tRyRIRHRRARY R 1 Gl bre places, n
or in which D sta fqr the._group - 4 - r

LR oo et Bt pd i RS of KitCHuserocycloalkyl,
and R3, R 4 and n have the neaning that is described

i n dener atanfly fanthiCq-alkgls Cacyeledlinddallit er propangyt that isoptionally

t he production of the substances of general formula I

accor di ngubssitutedh&n omev@mbore placks és thefsamb evayemdiftereglyp fvith halogen,
general formula IVAor 1IVB DD 0 O O oder in N~ S\

K NR® L stintts fdr'\dyl dfpropagyl, i n which D stands for the
group -NO2, -NH2 or -NH( OC(CH3) 3 and K stands for C

o iy SRt Pk BT . -

substitute group _

Cl- C6- al kyl a ~C6~alk t hat , | Li L1y .. .
substi ? ut ébangéxtyh_gﬁ?g%bé%ﬁ%L% a:%' th'@% §$‘k%3%99&'1'¥5t1&“?d In one or

- C6- al koxy or the group -NR 3 R~, and R 3 and R4 have

the meanieyePRges. i thgsame vy @r differgilyevith helogen, hydroxy, C5-C-

as internediate products for the production of

subst ancdstesicygloaliyhiCi-Gednyidiyalkosy eowith g group HR'R’, whereby

ventio Qfle heterocycloalkyl itself optionally can be interrupted by one or more
nitrogen, oxygen and/or sulfur atoms, and/or optionally can be interrupted by
one or more —(CO)- or —SO,- groups in the ring, and/or optionally one or more
double bonds can be contained in the ring, and whereby the C;-Cs-
heterocycloalkyl ring itself in each case optionally can be substituted in one or
more places, in the same way or differently, with cyano, halogen, C,-Cs-alkyl,
C;-Cs-hydroxyalkyl, C;-Cs-alkoxy, Cs—Cs-cycloalkyl, or with the group
-NR’R*or ~CO-NR’R?,
or

R’ and R* together form a C3—Cg-heterocycloalkyl ring, which is interrupted at least

once by nitrogen and optionally can be interrupted in one or more places by
oxygen or sulfur, and/or optionally can be interrupted by one or more —(CO)-
or ~SO;- groups in the ring, and/or optionally one or more double bonds can
be contained in the ring,

and/or the heterocycloalkyl ring itself optionally can be substituted in one or

more places, in the same way or differently, with C;-Ce-alkyl, C3—Cs-



Compounds of general formula V. A Q& 0O BNSHO™
-1 N~CNO\ R Vin which A, B and Rl have the
nmeani ng that is described in general fornula |, as

i nternedi ate products for the production of the

subst anceg, Sglkgle gec! hlyg.\F}f g&'llkgif b, RGeSy Akyl, Cyarol Bydroxy or with

i nventi on; the

cyano-[ 3-¢ | - phenyl ar ni no- net h- (E/ Z) -
ylldene]t@%$é9%4Ng%§re *(E or 2))-ylidene] -acetic
acid,, do not fall under aﬂneral fornula V: To us%yh Q
com&)und§t36f15 8 Aydrorys orGerplkyl CGuilerlxyPrihe g1up

invention as pharmaceutical agents, the latter are
as lpretl g kieid solvatashbydratesnstetecasopieas, diastsoeonesss, epantpuness piash,

which in addition to the active ingredient for entera
saley; aamethee sutlject aflthiginséntiinl on contains suitable

pharmaceutical, organic or inorganic inert support

med i’[_‘?ieseséb%boﬁﬁds éﬂﬁbl?%t@ﬁ'll’}l Rster Y& Stopar@fll dter h cAiitkt to the
arablc | act ose, starch, ‘magnesi um stearate, talc,

01&9 S of %Fgérglsfbnmlﬂg lIyﬂxg%lcgﬁl o%c%%‘féofighlﬁ t(iana-ggseoti the polo family

rmaceati cal preparati ons ent

and BiFE BeBle IoEFIcage e L (e F AR quIor ﬁ»erﬂrowrion of

exanpl e as sol utions, suspen3|ons or enul si ons
comppersizeat gendiahfonpelpd ﬂmparyc@@rrhe&awe@é thenreseace efallyl gser.
preservatives, stabilizers, wetting agents or
enulPs¢fkired are thczdetcsnfpounctslﬁlgghergi fotmaule $Avn mhichpr essur e
or buffers. These pharnaceutical preparations are also

subjcect s sgind§ Firpheiy edifihdlinyl, 42dolfi@k npstitkyl} er al

adm ni stration, especially injection solutions or

suspensi B nﬁde&ﬁﬁéﬁ f&rﬁ §§‘§ iy aaﬁ@k&mg&%ge@& Riibgene

conpounds’ I n ‘poly oxyl ated castor oil, are
sui t abl €

for C,-Cs-alkyl or C;-C¢-alkoxy that is optionally substituted in one or more
places, in the same way or differently, with halogen, hydroxy or with the group
—NC,;-C¢-alkyl), or —CO(NH)-M,
or
for -NH(CO)-L, -NH(CO)-NH-L, -COR®, -CO(NH)-M, -CO(NCH3)-M,
— SO2(NH)-M or — SO,(NCH3)-M,
L stands for C,-Cg-alkyl that is optionally substituted in one or more places, in
the same way or differently, with pyrrolidinyl,
M stands for C;-Cg-alkyl that is optionally substituted in one or more places, in
the same way or differently, with the group —-N(C;-Cs-alkyl), or pyrrolidinyl,
R! stands for C,-Cs-alkyl,
R*®  stands for allyl or propargyl, and

R® stands for hydroxy, C;-Cs-alkyl or C;-Ce-alkoxy,




As carrier systems, surface-active adjuvants, such as
salts of bile acids or animal _or plant phospholi pids,
but also nixtures thereof, as3%ell as | i posones or
their conponents can also be used. For ora

as @%ﬂ‘a’é‘ HRAd s%waﬁ&’ hydtRES 5?&4&0&&% Qe é%%?ér? ‘%n%rﬁ%‘?érs? afld salts.

psul'es foca on Veh

b|n ers uc exa | act ose, rn.or

ot Al pitigREt BedlPred MumSorRd i he b to Rt B GBusles 77,

carried out in liquid form_ such as, for exanple, as a
104Uk 09e 106, d Ohi 1dh 1 bptlRdnkd3) y13d L343 ansr, and Hided.

Enteral, parenteral and oral adm nistrations are al so

S ubjPamdlmtiorﬂ exdmpdes hweTd, iaowell a¥ Heirdlobats, lnfdrithe steedaisomers,

i ngredi ents can vary dependi ng on the nethod of

dizRtbdonhdzs, leBhntmera @] (NG, réfriedMt andthériRa@bjeed dfahd invetid. These
and severlty of the disease to be treated and simlar

cofélg_&%rg%sae &" Q%ggl?%llg E‘P@lgkeso&eﬁeépﬁ)gmﬁﬁ 3 ﬁ‘é ﬁfe@é}id of an ester

ose can pbe gl ve single

0 adm once or vi de
radif S oF o 3T %ﬁbﬁile‘ie bt 56 %’ﬁ “gf@gng kinases of the
i ncl ude _t he use of conmpounds of general forpmula I for
potonfamly o dyadditien. dhesg calﬁmwéé{ﬁﬁug able gg, aﬁ%mfeératq PTQQP‘Ftﬁ fpr the
cancer, auto-immne di seases, cardiovascul ar
prafiusters efscongiounds dicgeapral @gmuutali nduced al opeci a and
mucositis, infectious diseases, nephrol ogica
di s@apasiculahRbas €,-Gpdliat ot €;- omuauqegmnwmnomeu;dsmamem with
and viral infections, whereby cancer is defined as
solid tunors and Ieuken1a aut ox | pilne di seases are

defined as psoriasis, alopecia aihd tiple sclerosis;
cardi ovascul ar di seases are defi;- Q3 sStenoses,
arterloscleroses and restenoseg nf e

+0us di seases

hafé F Peag tl@essegb S ntellﬁk%ar e caused k%%res%{lrt gssential features

par as s nephrol ogi cal di seas

flned ephritis; chronic

of &98‘&853%&%8?%3@%8?@ iglg%%tloé‘r e defined as Huntington's

di sease,, anyotrophic lateral sclero Par ki nsqn' s

di sérag%mcs&mslsaéﬁ%tuﬁ%s ofribe szqr&mmﬁwfs %enafaé las bt IEB

neur odegenerati ve di seases are defined as ischem as of
BN Aoread AVBras wadlasompeneds, ofgenerel fornulaiafas antpioresliate products for

defined as cytomegalic infections, herpes, hepatitis B
theoprofuctidn @ f tle\cotipansdest gefidral f&lmlnjlhdt eprdserithidgitionalesnbjeots of the

al so include pharmaceutical agents for treating the
inRRAye cited di seases, which contain at |east one

compound according to general formula I, as well as

pha &8%% %&gp&ﬂﬁﬂt ﬁ'gk%e%] £S5 12 BlaCorf RS Ul at i on

sub ances an




The conpounds of general fornmula | according to the
invention are, i.a., excellent inhibitors of the
pol o-1i ke ki nases, such as Plﬁ?, Pl k2, Pl k3, and Pl k4.
If the production of the starting conmpounds is not
. I I r\al € I
in SRS 3B P e B B SR S (B R R for C1-C,
are descri bed here, i.s al sa pgssible to perfor
oGy of Bttt Rnad B boveule eRSaB el i desor i epforal formula 1, s
~reactors or by neans of conbinatory operatin ,
intgymagdiate progiuctyifer the praductianefithe substapceseof @éwalatgéraularhaecordmg to
the isomers, such as, e.g., ihto the enantioners,
thelinssttemeor ners or E/ Z i sonmers, according to comonly
used net hods, such as, for exanple, crystallization,
chr Qe eptha Rbxpotinds®figeie@slToinngln A for (B | soners are
not in a state of equilibriumwth one another. The
production of the salts is carried out in the usua
way by a solution of the conpound of fornula | being
m xed with the equival ent anount of _or excess base or
acid, whi€h optionally is in solutH and the
precipitateMehRg separated or the s hon bei ng
wor ked up |
exanpl es expl ai n the pr@duction of tq conmplounds
according to thelllAnvention, mﬁthouﬂ'ghe seppe of the
cl ai med conpounds being limted to these exanpl es. The
conpounds of general formula | or 1A according to the
i nvention can be produced acdeorlding to the follow ng
general diagranms of the process: 45 Synthesis
in Wha M 8lands fethelzrédu®-R 00, R, Ne-~NH(BO)OT(OHS; bind B $ind3 for the
SOOR ~ | YITHN~ NO NRNY ,. 00O
group -NR*R?, and R?, R* and n have the meaning that is described in general formula I, as

intermediate products for the production of the substances of general formula I according to
the invention.

Uses of the compounds of general formula IVA or IVB

IVA VB

[or]

in which D stands for the group -NO,, -NH, or -NH(CO)OC(CH3); and K stands for C;-Ce-
alkyl or C,-C¢-alkenyl that is optionally substituted with the group -NR’R” and L stands for

C,-Cs-alkyl or C;-Cg-alkenyl that is optionally substituted with C;-Cs-alkoxy, C,-Ce-alkoxy-



for Aoder BA AOAOORAOROOR .,%s,.~b HO
NH,/Q~N N0 BB1, - -*- B _XS)~~

.rS)..-~0 0 N Saure-Aktithierung 0 NANVANN R
und R R Kuppl ungs reaktion Ester- /Ester- sp |

CRERH o RE P INRYR gﬁggwj ﬁ\%ge tﬂ&i]ne B ghaPls dosfived in
e Rt ot Slper e

reaktion der A oder B Am nogruppe | Amno A 2 t
fomu(l;RI a@optigg-to the irgrentioq.

Compounds of general formula V

:®”/\ 3

—S oM
P CN
0 R’

\Y

in which Q, A, B and R' have the meaning that is described in general formula I, as
intermediate products for the production of the substances of general formula I according to
the invention, with the proviso of cyano-[3-ethyl-4-oxo-5-[ 1-phenylamino-meth-(E/Z)-
ylidene]-thiazolidin-(2-(E or Z))-ylidene]-acetic acid, do not fall under general formula V:

To use the compounds of general formula I according to the invention as
pharmaceutical agents, the latter are brought into the form of a pharmaceutical preparation,
which in addition to the active ingredient for enteral or parenteral administration contains
suitable pharmaceutical, organic or inorganic inert support media, such as, for example,
water, gelatin, gum arabic, lactose, starch, magnesium stearate, talc, vegetable oils,
polyalkylene glycols, etc. The pharmaceutical preparations can be present in solid form, for
example as tablets, coated tablets, suppositories, or capsules, or in liquid form, for example as
solutions, suspensions, or emulsions. Moreover, they optionally contain adjuvants, such as
preservatives, stabilizers, wetting agents or emulsifiers; salts for changing the osmotic
pressure or buffers.

These pharmaceutical preparations are also subjects of this invention.



HOO*\\\ \ 1 N R RAEthyl, propyl, allyl, benzyl
R, R, A B and Qhavethemz?ningthat i's indicated
in general formula |l [Key to g/nthesis Diagram] fur
A oder for A or B Saure-Aktivierung und

oottt E&%ﬁ%@{f b h B E ?2%‘3‘% R lipensiongy csecially

= red |on sreakti o ke

2B PPOR OO GRBGuaS B Rr R iRt el
for Synthesis of Anilines: Q PPh31 12 OHNR 3 R4
11+ Asicarmigngygiems, syrface- aGtive &Q]élp/aqtp sgckyras_]_s_g.l,ts oﬁbll@aoyds Q; animal or
RNN, 0O- AAAI Reduktion R3 R4 N,,-~ QNH2 A

plaxit phmpyOWpideuRslsandxthcs hisareoft srewetbamlipngomisior their components can
indicated in general formula I. [Key to Di agram No.

alsb'He Used.dazol = I m dazole Reduktion = Reduction
Diagram No. 2 for Synthesis of Anilines: 0 0 11+ 4t-~A

For oral administration, especially tablets, coated tablets or capsules with talc and/or
hydrocarbon vehicles or binders, such as, for example, lactose, corn or potato starch, are
suitable. The administration can also be carried out in liquid form, such as, for example, as a
juice, to which optionally a sweetener is added.

Enteral, parenteral and oral administrations are also subjects of this invention.

The dosage of the active ingredients can vary depending on the method of
administration, age and weight of the patient, type and severity of the disease to be treated
and similar factors. The daily dose is 0.5-1000 mg, preferably 50-200 mg, whereby the dose
can be given as a single dose to be administered once or divided into two or more daily doses.

Subjects of this invention also include the use of compounds of general formula I for
the production of a pharmaceutical agent for treating cancer, auto-immune diseases,
cardiovascular diseases, chemotherapy agent-induced alopecia and mucositis, infectious
diseases, nephrological diseases, chronic and acute neurodegenerative diseases and viral
infections, whereby cancer is defined as solid tumors and leukemia; auto-immune diseases are
defined as psoriasis, alopecia and multiple sclerosis; cardiovascular diseases are defined as
stenoses, arterioscleroses and restenoses; infectious diseases are defined as diseases that are
caused by unicellular parasites; nephrological diseases are defined as glomerulonephritis;
chronic neurodegenerative diseases are defined as Huntington's disease, amyotrophic lateral
sclerosis, Parkinson's disease, AIDS dementia and Alzheimer's disease; acute
neurodegenerative diseases are defined as ischemias of the brain and neurotraumas; and viral

infections are defined as cytomegalic infections, herpes, hepatitis B or C, and HIV diseases.



HN, N 0340 20 C H11+ HNRR 3 4 HI[+ Y,
----=a= N N RRN,,-,YNQNO AO00"*Ir QO0- ONO
"A O Al | Reduktion 34 HRRN.--N, ?, N2 0 A
whereby A, Q R 3 and R4 have the neaning that is

i nd's%@;jeﬁ% Eﬂk?ﬁgﬁﬁ@‘h‘g% fﬁUiuﬁe arﬁlzclcet[téﬁgagtegts?olat%ﬁ%‘g the above-

ct "S5 PRpracety
mt% Rt heS| s of Argllaluigﬁlsﬁst oné ﬁ)rgmng aﬁgq@i&g,tg/égneralﬁg@mkyl, as well as

Y<O A QO 'AO0O WoAO1 H 3 4HR
phwnacgltmal ggapts Wh gritably formulgfien ibgtances and Refgclaﬁd R4
have the neaning that is indicated in general fornula
1. Tbe agmpouris of gercral foymilh & s¢crdihg finthk iimestion a®, da.ldxeellent
HNR R O Redukti on
inhibitors of the polo-like kinases, such as Plk1, Plk2, Plk3, and Pik4.

If the production of the starting compounds is not described, the latter are known or
can be produced analogously to known compounds or to processes that are described here. It
is also possible to perform all reactions that are described here in parallel reactors or by
means of combinatory operating procedures.

The isomer mixtures can be separated into the isomers, such as, e.g., into the
enantiomers, diastereomers or E/Z isomers, according to commonly used methods, such as,
for example, crystallization, chromatography or salt formation, if the isomers are not in a state
of equilibrium with one another.

The production of the salts is carried out in the usual way by a solution of the
compound of formula I being mixed with the equivalent amount of or excess base or acid,

which optionally is in solution, and the precipitate being separated or the solution being

worked up in the usual way.



OWoN, 3 Hp+ HQO RRANY N, N, O- RBRAN N, AH2 "A
09" Y9 AO A whereby A Q R3and W have the
nmeaning that is indicated in ‘beneral formula I. [Key
to Diagram No. 4:] Reduktion = Reduction 48 D agram
No. 5 for Synthesis of Anifines: 0 3411+ HNRRO

Pr foh! d1th Igﬂunds Qc@oﬂdnﬁlfbl\lt:l_ilggn/&&tgm """ W RRN

N, QeN, O- SA SA
whereby A, Q R 3 and Rdhave the neaning that is
indicated in general formula I. [Key to Di agram No.

5: ] TRetullowing esanhslekietplain tHai produtiviof the compoSyds drestiding to the
of Anifines: 0 O+ 3R4 0 0 11 HNR 11+ Reduktion O

inviefi¥on, wikhout the scope-of-the ¢j¥imer cdmpounde)bieingjmitedtorhgseRxamples.
N)LQeNH 2 9 1 A Kupplungs- A A Reagenz whereby A Q
R 3 Thadompouraisof generatdfamiulg [ phkt a¢oordingitocthe éwenhon can be produced
general formula 1. [Key to DlagramNo 6:1

acqudips tmigs Helleysng gen%lmgrﬁgs Pt drrCess:



Redukti on Reduction 49 D agram
of Anifines:HRKYC]—|KHH[4\_1;N
2QYR,YN, QAO, <9 "A O

A 0 Reagenz W C C aI kyl or

for Synthesis
HH R-YN, NH
0 A Kuppl ungs-
(CHA, C | C6 -

= No. 7
0 KH
0O1Y

al koxy or -

(C2),,

Cl C6

al koxyal koxy wher eby

aaed R 4 have the nmeaning that

i s i ndi cat ed

Syﬁthe@s lﬁ’aér

forrrula I

I n general
KRR

gsr Rens =

[ 0 plagr

Synt hg

HH BN

Key .
Cou;pﬂ_bg%i,\eégent gr am No
i s of—Anrk i nes MmMPMHRL. ,-S~_.Cl N

L HHN, No, RL -NNI

NOR-~

, N, NH2

i%{m

No AAO //

WoY /1

9% 00A000A RL=C

al kyl
i ndi cated i n general
Synt hesis of Anilines:

whereby A and Q have the neaning that

is i

formula 1. 50 Diagram No. 9fo
OHWR 3 R4 00 0 Reduktion [07

11+ 0 "1/ 11+ If ClOs, ON%- R3 R4 N.,S%Q O\ O'T‘n’
o
R 3 R4 NO s, %L\I&]Gr?B=
A o A A
\ Q ‘RA : \ 0, IRA \Q
B/Q\”ls © HO B/Q\H’IS%O B” NH, /\OoIS i‘
0 N\ N S#ure-Aktivierung ) N\ N
R’ und R’
Kupplungs-
reaktion
Ester- Ester-
spaltung spaltung
Y
A A
\ o Kupplungs- P\‘ o R® furA \ o
’Q\N’IS}‘{'OH reaktion ’Q\N'j:s X oder B=Nito Q< AL *{-X
— ——— " N Y
Ho N W B Ho N*{\: _ Ho N N
\R1 N \R1 N Reduktion \R1 N
Kupplungs- fur
reaktion der AoderB=
Aminogruppe § Amino
A
\ o) 'Rz
8 H'OIN W
\ N

RA = Ethyl, propyl, allyl, benzyl

R!, R% A, B and Q have the meaning that is indicated in general formula I

[Key to Synthesis Diagram:]

fiir A oder B =for A or B

Siure-Aktivierung und Kupplungsreaktion = Acid activation and coupling reaction

Esterspaltung = ester cleavage



QO AAA whereby A Q R 3 and R~ have the neaning
that is indicated in general f6ormJIa 1. [Key to
Di agram No. 9:] Reduktion = R&uction Di agram No. 10

for Synthesis of Anilines: R3R 4 N,,,,, NHO011+ 1 3 0
. RA3RA URH1.4 11+ C,ISIQON, ORN.,,0, NOs,
Re%ﬂﬁlfono-l%ﬁia@)'ARReduktion 34RRN. .~NOSly .

N 1 3 A ereby A _Q and R~ have t.he neanin
Kupplapsiteaktigaien s Bunoamies o Capo g RgHian of i agiiS fpip o
Di agram No. 10:] Reduktion = Reduction 51 D agram No.
11 for Synthesis of Anilines: O RRN ",,d 0 11+ 11+
Reduktion HO, QON, 0- - R3 R4 N'-"~O ?° N, O -
Diagram No. DiorfSyaitiidis-of Qnilnpds2 A A'A whereby AL Q R
3 and Whave the neaning that is indicated in general
formJI? |. [PrRay1to Diagrag No. I-H'I'Qa]#

+ O
- - Imidazol I+ M+
HO\/\?IN O _— I\/\QfN\O_ — R3R4N\/\Q'N\O_
A A )
Reduktion
3.4
R'R N\/\Q,NH2
i
A

whereby A, Q, R® and R? have the meaning that is indicated in general formula I.
[Key to Diagram No. 1:]
Imidazol = Imidazole

Reduktion = Reduction

Diagram No. 2 for Synthesis of Anilines:

Q 0
s
NN S qoRe AR w
A /\“,N\Q, ol » RRNW \9, 0~
O a O a
Reduktion
H
R3R4N\/\|rN~Q,NH2
O A

whereby A, Q, R? and R* have the meaning that is indicated in general formula L



Redukti on = Reduction D agram No. 12 for Synthesis of
Anilines: RK~YCHO KHH2 N_ QN2 R'Y N QNH2 A
Kuppl ungs- 0 A Reagenz R~ = 4 _ C6 alkyl or - (CH2).
Cl - C6- alkoxy or - (CH2)n C - C6- al koxyal koxy
whereby A and Q have the neaning that is indicated in
general fornmula 1. [Key to Diagram No. 12:]

Kuppl ungsr ea z = Coupling reagent 52 Diagram No. 13
W%&’%%‘%ﬁb@f)ggf Anifines: F F-)-Si HHNH QN, O F
ON OFO 2 Kupplungs- FAF A 7~"Y Reagenz F F
Redplgtosisy Readugi@nQ have the meaning that is indicated in
general formula |I. [Key to Diagram No. 13:]

Kuppl ungsreagenz = Coupling reagent Reduktion =
Reduction D agram No. 14 for Synthesis of Anilines: R

Dilfgram No. $ Fér Bynthesis Of Anilines:

\\Sll

NSO~

c cl H H HNR’R*
N

H H
HN. .N O N O
2 9 \n/ \ﬁ /\S’N‘Q' \n,o —_— ,,S\\ 9 \n/ \F
A O o" \\O 1 OO0 A O

A O

whereby A, Q, R® and R* have the meaning that is indicated in general formula L

Diagram No. 4 for Synthesis of Anilines:

HNR®R? 0 Reduktion

H 1)+ H
00 — = RRNN N - ————»  RR'NUN. .
Q yhato RR'N N Q NH,

whereby A, Q, R? and R* have the meaning that is indicated in general formula L.

[Key to Diagram No. 4:]

Reduktion = Reduction




0O Hp+ 11+ 0 KK H2N, QN, 0- R~YNQN, 0 R~y N, N,
O0- OAA OAA R3KI R~YN NH2 0 ARK=C - C

al kyl or - (CH2), C1 - C6 - ‘éﬁkoxy or - (CH2)n CI C6
- al koxyal koxy whereby A, Q and R3 have the neaning

that 1s ilpdicated.i eneral forrmula |. [Key to
D'tﬁfa&% *Igo_r SithesnsFéfdgyﬁp% = Reduction 53 ~Synthesis
of Internedi ate Conpounds Production of the
i nternmedi ate conpounds (I NT) that preferably can be
used@for the production of the thiazolidinone
conp§unds ding to the ipventi npl e | NTI
San NWno%&‘ﬁgﬁ )~ gedgdligret y|:prgfol°‘id8'§§?ﬁ de 0,1,0 Ny2
ITE N5. o_f'xg o t he T dye"tiiht @obemzeme T2-di sBA Mgeh-o-NH:
in#50 m of dichloronmetBang, and mixed at O Cwithg4 )
m of diisopropylethylamne and 10.4 ml of pivalic
aci d anhydride., It is stiffed for 2 hours at O C and
whegsby 8 Qidtiraad R hase Hictraeppingdhalrie indivated in gensralformydady e
Is mxed with sem -saturated sodi um bi carbonate
solution and extracted with ethyl acetate. The organic
solution is washed with saturated sodi um chl oride
[KePlobiagfm Nbi £¢ on sodium sul fate, concentrated by
evaporation, and after purification by chromatography

Rl £ RBd@fon °- 7 9 Of

Diagram No. 6 for Synthesis of Anilines:

O 3.4 0O
Q W, HNR'R Q N Reduktion 0
O NG - st AN Ne - a4 L NH
HO" Q"0 RR'N"~Q" "0 RR'IN" Q7 2
A Kupplungs- A /'\

Reagenz

whereby A, Q, R? and R* have the meaning that is indicated in general formula I.

[Key to Diagram No. 6:]

Kupplungsreagenz = Coupling reagent

Reduktion = Reduction



the title conmpound is obtained. |H NV (DVSO- d6): 6 =

1.20 (s, 9H); 4.98 (s, 2H); 621 4 (d, IH,; 6.70 (d,

1H); 6.83- 6.96 (m 211) ppm anpl e 1 NT2

1-(2-1 odo-ethyl)-4-nitro-benzene Nk 0O 15 g of

A-ni 0 g of triphenyl phosphi ne and
Dlgg.'%hgﬁgﬁ?ﬁn‘yéﬁa %ES (Ig}Aegiﬁalésssol ved in 500 m of THF,

m xed in portions with 27.77 g of iodine and stirred

for 2 hours 54 at roomtenperature. The reaction

m xture is mxed with ammoni um chlori de sol uti on and

extract ed W t hRei or onet hane. The organi c phase is
H, wasrﬂe uccesg on with sadi wm fhiosul fiate solgﬂ\'rﬁn NH,
nd—dried an $odiiirg After
puAl fOcatl on |chrsc_)ma\t ogr aphy I ica gel, 23. 2 gA
of the title dis obtained. IH-NI\/R(DI\/ISOd6): 8
= 3.30 (t, 2H); 3.54 (t, 211); 7.57 (d, 211); 8.18 (d,

211) ppm Exanple I NT3
1 [2 (4-Nitro-phenyl)-ethyll-pyrrolidine ONIlk .4 ~D
of the conpound that is described under Exarrpl e

RY ?\Eé} C*2kkytoy- €FHpoCas SisuralkaarosofGHeh &nd G calkpxysikoxy

pyrrolidine are dissolved in 20 mMl of DWMF and stirred
wheggby 3, IQR°endR* Haoe thetraeapértgathatrie indidagedsinlgeneral fosmula L.

condensed under high vacuum the residue is taken up

in ethyl acetate and washed three tinmes with water.

The organic phase is dried on sodium sulfate. After

gﬁﬁ! chromat ogr aphy on silica gel, 5.6 g of
K?ﬁfo]{)ia corrp und is obt ai ned. |H NWVR (DVMSO-d6): 8 =

411),. 2.48 2.67 (t, 211); 2.89 (t,
K@Hfunggfe%nz(“) oup} %féa@e‘its (d, 211)(ppm 5%3 (

Diagram No. 8 for Synthesis of Anilines:

H,N< N o L (0] ' RL\ ~N< NH
Y — e — XS
A O A o) O 0 A

Rl =C' - C alkyl

whereby A and Q have the meaning that is indicated in general formula L

2



Exanpl e I NT4 4-(2-Pyrrolidin-1-yl-ethyl)-phenyl am ne
ON 2 5.67 g of the conpound that is described under
Exanpl e I NT3) is dissolved in"500 M  of ethanol and
mxed with | g of palladiumon carbon (10%. It is

stirred r hout s .hydrogen at nosphere at room
D'?gﬁﬁbﬁgt%roé'.szyﬂftﬁ%s?s ?iﬂﬁﬁié % on on di at omaceous earth
and after the solvent is condensed in a rotary
evaporator, 4.8 g of the title conmpound is obtained.
|HNWR (DMSO-d6): 8 = 1.67 (in, 4H); 2.31-2.60 (in,
§Hp of. 81 (mRTRH): 6. 48, (], 2H) ;ReuBlien(d, 2H)OpBm
E amp‘e | NF5—» RRNS oMo T Rr%R -Svg-NH,
CI1-Mpt h -4-[2-(4-nitro-phgnyl?-et hyl | - pi perazine I N ON
-00A 0 5 g of the conmpound that is described unde’of
Exanple INT2), 6.2 m of triethylamne and 2.4 nml of
wHErdB AN, IR °RBIHARZY HaQe Beaméh hidg iridica?dd iffigefdral formula L
tetfahydrofuran and stirred for 3 hours under refl ux.
Another 0.6 m of N-nethyl pi perazine is added, and it
is stirred for another 3 hours under reflux. The
sol vent is,co ﬁensed in arotary evaporator, the
[KF%EHISH‘@T% otg' en up in ethyl acetate and washed with
wat er. The organic phase is dried on sodium sulfate.
Redpktion pRef9Gtioat i on by chronat ography on silica gel,
1.6 g of the title conmpound is obtained. | H NWVR
(DVMBO-d6): 8 = 2.13 (s, 311); 2.20-2.48 (in, 8H); 2.54
(t, 211); 2.87 (t, 211); 7.51 (d, 2H); 8.13 (d, 2H)
Diagram No. 16Xa$)} thési¥T6f Anilines:
4-12- (4- Met hyl - pi perazi n-1-yl)-ethyl | -phenyl am ne

3 _4

R'R'N

\/\TH
0O
o\\ S”O rl\'r B R3 R3R4N O\\ /,O ﬁ+
CI/ \?’ \O i \AN,S\QI \O_
A llas A

Reduktion

RRIN A 8L NH,
|
A

whereby A, Q, R? and R* have the meaning that is indicated in general formula L

[Key to Diagram No. 10:]

Reduktion = Reduction



N ON NH2 6.37 g of the conpound that is described
under Exanple INT5) is dissolved in 500 Ml  of ethano
and mxed with 1. 1 g of pallﬁblun1on carbon (10%. It
is stirred for 2 hours under hydrogen atnosphere at

room at t fration on diatonaceous
Diagrany, 8P1ﬁleglft§§'|n%h"tsf'fe fg{ﬂlbh%ﬁ is condensed in a rotary

evaporator, 5.6 g of the title conmpound is obtained.

| HNVR (DMBO-d6): 8 = 2.15 (s, 3H); 2.20-2.59 (m

12H); 4.80 (s, 2H); 6.48 (d, 2H)' 6.83 (d, 2H) ppm

Exanspl e RM'W

| - &2 (4-Ni t r\o/p\henyl ) - et | - @i p§f| di Redgktjon} - net hanol 0. NH,
(~®PN “—~vo—0—& gRHE'N corﬁaouﬁd that—s RER'IN. CII
descri bed under Exanple INT2) 26. 4 g of potassium A

carbonate and 5.0 g of 4-hydroxymethyl pi peridine are

whet A-daer T o e oty et i Bl SRR

vacuum the residue is taken up in ethyl acetate and
washed three tines with water. The organi c phase is
dried on sodiumsulfate. After purification by

[Keh toDiigen dohy1:dn silica gel, 5.56 g of the title
conmpound i s obtained. 1HNWR (DVSO d6): 8 = 0.99-1.16

RédmmmReauaﬂanl 41 (m 111); 1.61 (d, 2H); 1.90 (t,
2H); 2.54 (t, 2H); 2.81-2.98 (m 4H); 3.23 (d, 2H);
4.40 (s, IH); 7.50 (d, 2H); 8.13 (d, 2H PPM 57
Exanpl e |1 NT8

Diagydia Ny 15 TSy RSV b Afthibgd, - PTper i din-4-yl1-met hanol

K
RYOH
H,N. ..NH, o R 'ri' NH
2 (P —_— \n/ \9' 2
A Kupplungs- O A

Reagenz

RX = ¢! — C° alkyl or - (CHa), C1 — C — alkoxy or - (CHz), C; — Cs — alkoxyalkoxy

whereby A and Q have the meaning that is indicated in general formula L.

[Key to Diagram No. 12:]

Kupplungsreagenz = Coupling reagent



NNk ~ ONH2 6.56 g of the conpound that is described
under Exanple INT7) is dissolved in 500 mMl of ethanol
and mxed with 1. 1 g of pall%li um on carbon (10%. It
is stiffed for 4 hours under hydrogen atnosphere at

room {.e at Lration on di atomaceous
Dlg%{'mkgggfgqrt%ﬁhqsh A'f'I/"é% is condensed in a rotary

evapor at o 4 67 g of the title conmpound is obtained.
| H NVR ( 0.99-1.20 (m 211); 1.20-1.41

/%En H) ; ,;6 \(d 2H) 1.84 (t, 211); 2.36 (t 211);
(%2 60 (m 2H); Zﬁ 8/ (dit+211);..3..23 (t I'4_1'940
o #-80%s, 2 @'ﬂ?ozd——zﬁ-)——ﬁ Qﬂ
PRI ExanglpgiuhddT 9
(4-Et henemagé,cznyl am ng phenyl ) - carbam c aci 5
tert-butyl ester '0~" QMO O0; 0 2.0 g of
wHefetd i RRPOEAVE leGASRMthé: 1§ fdikalddan gkhethMorfisaer i S
disSolved in 60 m of " tetrahydrofuran, mxed with
6.74 m of triethylamne and with 1.0 m of
2-chl oroet hanesul fonic acid chloride and stiffed for 2
at r enmperature. The reaction mxture is
al“h&\??gl:{a and extracted with ethyl acetate. The
or g;gi c solution is washed in succession with 4N
gRageNE & GRUPHNg ifagRNtseni - sat ur at ed sodi um
bi carbonate solution and with saturated sodi um
Redbktion €l Bedwitiohi on, dri ed on sodi um sul fate,
concentrated by evaporation, and after
recrystallization from ethanol/di chl oronet hane
(1:3),1.45 g of the title conpound is obtained. 58
ang# § sé@:hes%rof%ﬂiﬁnéﬁ 9H); 5.97 (d, 1H); 6.01
111 6.7 1H); 7.03 (d, 2H); 7.35 (d, 2H);
9.28 (s, 11-1); 9.70 (s, 1H) ppm Exanple INT10
[ 4- (2- Mor phol i n-4-yl - et hanesul f onyl am no) - phenyl ] -carb
amc acid tert-butyl ester O

RE = C! - C alkyl or - (CH,), C — Cs — alkoxy or - (CHz), C; — Cs — alkoxyalkoxy

whereby A, Q and R® have the meaning that is indicated in general formula L

[Key to Diagram No. 14:]

Reduktion = Reduction




ON 0 01,110 0 107 ng of the conpound that is

descri bed under Exanple INT9) is dissolved in 5 m of

tetrahydrofuran, mxed with 0°25 m  of triethyl am ne

and 71 gl of norpholine and stirred wunder reflux for
The rga tion myxture is mxed with water and

24 hy .
Syaﬁ’teflgt'f’ﬁ'b‘emﬂ‘a OMPOUAAS Jte The organic solution is

washed with saturated sodi um chloride solution, dried
on sodium sul fate, concentrated by evaporation, and,
after purification by chromatography on S|I|cag e|
Pr@tuction of the irsemadiate e@mprind Iﬂ\gl%élmt arefergbly|capbgiyped for the
(DVMSO- d6, stored vvlth KZCOS) 8= 1.47 (s, 9H); 2.30
prdductidildfjthe thisidlidinone 2bfnpotthds Acdarding k) the3nE&Mtiom  4H) ;
7.08 (d, 2H); 7.37 (d, 2H); 9.25 (s, 1H); 9.52 (s, IH
ppm Exanple INT11
[ 4- (2- Met hoxyacet yl am no) - phenyl | - carbam c acid

| ester %O )ro P, 10 4L~ )~ L, OlaNO O
Edfipic Wf? (4- ani nophenyl ) - carbani ¢ acid (tert)butyl

ster, is dis v of tetrahydrofuran, m xed
N- 't“H“B"'é@eH?/‘?gﬂ'ﬁ’r‘%‘ﬁﬂéﬁ’%‘?f’é‘“&ﬂ& 0. 16 m of
met hoxyacetyl chloride and stirred for 2 hours at
rQom erature. The reaction mxture is mxed wth
sen rated sodi um bi carbonate sol ution and
xtHacted W th ethyl acetate. The organic solution is
washed with saturated sodi um chloride solution, dried

{
ana 331k P togler BrBinebEER0 Bt %@?‘2 §¥§%ﬁé bh@flane and mixed at
eﬂ‘&?ﬁﬂﬁ%éﬂ gg@&@&%%@#é’@%?m @ﬁq‘% Ozfg’IY tcal Y‘%n}_(li'fg s stirred
(s, 3H); 3.97 (s, 211); 7.37 (d, 2H); 752( 2H) ;.
foB2 h@ur@ gt 0°C1and: fop ] 1 &hoyrs ; at ey qgmpﬁragtgnf; @rqamq‘quxture is mixed with

N-(4-Ni trophenyl)-acrylanmde O _
semi-saturated sodium bicarbonate solution and extracted with ethyl acetate. The organic

solution is washed with saturated sodium chloride solution, dried on sodium sulfate,
concentrated by evaporation, and after purification by chromatography on silica gel, 5.7 g of
the title compound is obtained.

1H-NMR (DMSO-d6): 5 = 1.20 (s, 9H); 4.98 (s, 2H); 6.24 (d, 1H); 6.70 (d, 1H); 6.83-

6.96 (m, 2H) ppm.

Example INT2
1-(2-Iodo-ethyl)-4-nitro-benzene
|
O
0
15 g of 4-nitrophenylethanol, 28.1 g of triphenylphosphine and 9.2 g of imidazole are

dissolved in 500 ml of THF, mixed in portions with 27.77 g of iodine and stirred for 2 hours



HNIT Nk .4 'li:~N'O6 First, 61 m of triethylamne
and then 14.6 m of acrylic agd chloride are added to
a solution of 20 g of 4-nitroaniline in 200 mM of
THF. The m xture is stirred for 4 hours at room

at %@Hft%@éxé{&e. . éﬁ%ct}%ﬁ Riadiis il with A8mdalut bﬂﬁn@@%lutlon and

. . : aceltate The crude product that
ox i AT B TSl GBIER P Bon v spiom

ound | s obtai ned ' H- NI\/R 5.
thlgs&;&tq soutiop and V(qtq:q)andylrlgg op 59 1}1m sglgf)gtg %pﬁﬁﬁ?a&m 'y
Exanpl e |1 NT13)
chMadegvMHyydnqﬂlm&&z%rﬂlg of the gitle gompeynsip RBY3{NEH. pr opi on
amde NHON,,,rN- aNVO 6 First, 31.2 ml of
tri qIxVER(DRISTM6): 3e3.30 (t72Hb 3054 (1 ZH&)‘; 7 d p2i g 8i 118(d, 2H) ppm.

are added to a solution of 6 g of

N- (4-ni trophenyl)-acryl am de in 225 m of THF. The

m xture is stirred under reflux for 15 hours and

evaporat d to the dry state in a rotary evaporator.
Exemple IN 5chl oronet hane is added, it is extracted with
sodi um bi carbonate sol ution and sodium 60 chloride
1-Be(duNitoorphemyDeethyH-papliding ul f at e, and the solvent is
evaporated. The crude product that is obtained is

crystallized (ethyl acetate). 8.0 g of the title

upe d.is obtained. Mlar mass = 292.341; Ms (ESI):
[ Mtl ] 293. Exanple |NT14)

N- (4- AR nd} phenyl ) - 3- (4- net hyl - pi perazi n-1-yl ) - propi on
amde N KON ,e-~y N Nk

8 g of the compound that is described under Example INT2), 26.4 g of potassium
carbonate and 3.6 ml of pyrrolidine are dissolved in 20 ml of DMF and stirred for 5 hours at
room temperature. The solvent is condensed under high vacuum, the residue is taken up in
ethyl acetate and washed three times with water. The organic phase is dried on sodium
sulfate. After purification by chromatography on silica gel, 5.6 g of the title compound is
obtained.

1H-NMR (DMSO-d6): & = 1.68 (m, 4H); 2.48 (m, 4H); 2.67 (t, 2H); 2.89 (t, 2H); 7.52

(d, 2H); 8.13 (d, 2H) ppm.



01 .~O***aNH2 A mxture of 8.6 g of
N- (4-ni trophenyl)-acrylam de and 0.8 g of pall adi um on
carbon (10% in 150 m of etfranol was stirred in a
tlw_%drogen at nosphere for 5 hours at room tenperature.
en m xture was filtered on Celite, and the
E"é‘m‘\'/%mi]&asdevapor ated. 7.0 g of the title conpound
ai ne 'H- N CDC13): 8 = 2.14 (3H); 2.19-2.52
4-@Ryrrplidinsleyk-ethyl)- p&negzlapggq) 6.71 (211§; H)7. 05 (2H);
7.83 (1H); ppm Exanple |INT15
(3 Ni tro-phenyl)-acrylamde O N O Analogously to
Q x| NT 12), 18.5 g of the title conmpound is
from20 g of 3-nitroaniline, 61 m of
triethylatMne and 14.6 n of acrylic acid chloride,
after purification by recrystallization from
di cl3lemr methb ag@pourid thifs (EdvEBEdider ExamﬁleEIN’l(E\dds diksdiyed in 500 ml
6.32 (dd 645(dd 1H); 7.62 (t, I1H; .89-8.02

of &gl‘anc?i'ﬂ)nd n%xgcpw(tﬁ’l g dflpalladivkr dnleabdn(10%)) 1tAp Bﬂirr&llfor 2 hours under

Lk 3 — .
hylefq& f%osﬁl%&? g{g]%)u}q én@g{aﬁggh%pgr ﬂlﬁ%ﬁ. 83?5199 t&gﬁiﬂegﬁs edth and after
r t h h .
o ST R SRR e oy
compound that is produced under | e |NT1 5)
AR (DMSOAIBY Sanii6D (564H; 231260 (i) BAIACST (o Tiv 48 (&
(DMSO-d6): 8 = 1.60-1.76 (in, 4H); 2.38-2.58 (m 6H);

218; 6234 (4, 2HBpm.7. 60 (t,

Example INTS

1-Methyl-4-[2-(4-nitro-phenyl)-ethyl]-piperazine

T

&-

5 g of the compound that is described under Example INT2), 6.2 ml of triethylamine
and 2.4 ml of N-methylpiperazine are dissolved in 20 ml of tetrahydrofuran and stirred for 3
hours under reflux. Another 0.6 ml of N-methylpiperazine is added, and it is stirred for
another 3 hours under reflux. The solvent is condensed in a rotary evaporator, the residue is
taken up in ethyl acetate and washed with water. The organic phase is dried on sodium
sulfate. After purification by chromatography on silica gel, 1.6 g of the title compound is
obtained.

H-NMR (DMSO-d6): 5 =2.13 (s, 3H); 2.20-2.48 (m, 8H); 2.54 (t, 2H); 2.87 (t, 2H);

7.51 (d, 2H); 8.13 (d, 2H) ppm.



111); 7.85-7.93 (in, 2H); 8.64 (s, 1H); 10.56 (s, IH)
ppm Exanpl e | NT17 56
N- ( 3- Am no- phenyl ) -3-pyrrolidin-1-yl-propionam de O
NH2 5.5 g of the compound that is described under

Exa NT16) is dissolved in 200 mMl of ethanol and
Ewgghﬁm’r{ih 450 ng of palladiumon carbon (10%. It is

+ Grtppetholpiperapnel -l RAER AN o onmceous carth,

and after the solvent is condensed in a rotary

~SQ¥aporator, 4.8 g of the title conpound is obtained.
ILLNVR(B\BO-d6): 8 = 1.61-1.75 (m 4H); 2.34-2.53
(in, 6HI;_P.68 (t, 2H; 5.02 (s, 2H; 6.21 (d, 111);

6.55 (d, 71IHN%2 6.82-6.94 (m 2H); 9.78 (s, 1H ppm
Exanpl e I NT18

3- Nist.zm%& h3 ceMmpb@id Watis desckibpd ander ExbapredNT) is Gisddived in 500 ml
YQ NO2 62 500 ng of 4-nitrobenzoic acid is

of %L}%ﬁ@cﬁ\ﬁggm%(?ﬁi éé)tﬁy lagnfoﬁ gélﬁg&fzﬁl h% Q%rfﬁﬁﬁﬁ( @8%). M 2%Qeirrédl ¥t 2 hours under

3-am nopropyl )-pyrralidin
i R ABRLERY Y 4 A BE A O oI i
(e PGPSR 4§ SR PSR 2t £ T e cOmpous Sl obfBinea
di chl oronet hane. The organic solution is washed wt

h
sat UTRNAIR {DMSOrdeNISor 248 (s GH)t 2.80r2. 39 (me d 2B 48R (s AFD); 6.48 (d,
sulfate, concentrated by evaporation, and after

2IPU gk g’ag}@[ Yy chromatography on silica gel, 502 ng

}@? the( tit)lq{eb compound i s obtained. |HNW (DVSO: 8=
1.84 (m 6H), 2.63 (m 4H), 2.78 (m 2H), 7.61 (m
IH, 822 (dd, | H, 8.3 2 (dd, 1 H, 853 (m 1 H),
9.41 (s, | H ppm Exanple |INT19

E’?mﬁeﬁgjﬂ-(s- pyrrolidin-1-yi-propyl)-benzanide C'"O
Ya NH2

{1-[2-(4-Nitro-phenyl)-ethyl]-piperidin-4-yl}-methanol

HO’\Q \/\@\

N
L
(0]

8 g of the compound that is described under Example INT2), 26.4 g of potassium
carbonate and 5.0 g of 4-hydroxymethylpiperidine are dissolved in 20 m) of DMF and stirred
for 18 hours at room temperature. The solvent is condensed under high vacuum, the residue
is taken up in ethyl acetate and washed three times with water. The organic phase is dried on
sodium sulfate. After purification by chromatography on silica gel, 5.56 g of the title
compound is obtained.

1H-NMR (DMSO-d6): & = 0.99-1.16 (m, 2H); 1.21-1.41 (m, 1H); 1.61 (d, 2H); 1.90
(t, 2H); 2.54 (t, 2H); 2.81-2.98 (m, 4H); 3.23 (d, 2H); 4.40 (s, 1H); 7.50 (d, 2H); 8.13 (d, 2H)



0 1 g of the conpound that is described under Exanple
I NT18) is dissolved in 50 m THIF and m xed with 1
g of Raney nickel. It is stirfed for 3 hours under
hydrogen atnosphere at roomtenperature. After
filtration on diatornaceous earth and after the
solvent is condensed in a rotary evaporator, 8 10 ny
of the title conmpound is obtained. |H NV (DVSO d6): 8
Example®NTR, 6H), 2.57 (m 414), 2.69 (m 2H), 3.55 (m

3.73 , 211) 6.76 (dd, 1 02 1 7.17
{1<1'£2(4 mnnoa)n(aiyt)sethnllﬂpem -devd} n@t%mle |(NrTnzo v

Pyrrolidine-|-carboxylic acid (4-nitro-phenyl)-am de
"ONX®R2 1 g of para-nitrophenylisocyanate is

HOdi sohved jQ 10 m of acetonitrile and slowy m xed
at roorature wth pyrrolidine (1.51 m). It is
stirred ovefnNght at room tenperature, the solvent is
distilled off in a rotary evaporator, and the residue

IS T ! Eka@pRf INTDdsidissdleed in 500 ml
obt aﬁf‘%de %ﬁf fhle cbﬁ%gun(f ﬂhgms%ﬁg@élundeé’z ?%}p 4|_1‘|{)31‘7)3s14850( " in 500 m

snf] ' g 8 4 hours und
ofgﬁ%%]' aéld%%ﬁqwfyyrlrlo o}ﬁ aqi]'l Cg'?rlg%r)l()%?%bé%lltﬂs'ﬂhrﬂ@ r 4 hours under
(4- am no- phenyl ) - am de
hy@mﬁg@ atraosphere at %ooaégegmeﬁgg\l;eu I ﬁ%&g‘%ﬂ P IHF%H%?)%O?ES edrfifand after
di ssolved in 50 mM of THF and m xed with I of (i?an%y d
thasalkeit is ¢andensedtin p retaryfeyepEalgs &/ &H&& “EIWP&QQHH 1§ obtained.
atnosphere at roomtenperature. After filtration on

di at IMRYDMSOLE):Brd 080t £20 (he2H)o 2641 €n, GndédddLH); 1.87
in arotary evaporator, 790 ng of the title conpound

( %1)02{3)%'({‘%%; ?b'ﬂ'\@ Wg@% (@ &55 312§@c QH) 444 (s, BHLB.80 (s, 2H);
6.47 (d, 2H); 6.84 (d, 2H) ppm.

Example INT9

(4—Ethenesulfonylamino-phenyl)-carbamic acid tert-butyl ester

K
e
K @Hiok

2.0 g of (4-aminophenyl)-carbamic acid (tert)butyl ester is dissolved in 60 ml of
tetrahydrofuran, mixed with 6.74 ml of triethylamine and with 1.0 ml of
7-chloroethanesulfonic acid chloride and stirred for 2 hours at room temperature. The
reaction mixture is mixed with water and extracted with ethyl acetate. The organic solution is
washed in succession with 4N hydrochloric acid, with semi-saturated sodium bicarbonate
solution and with saturated sodium chloride solution, dried on sodium sulfate, concentrated
by evaporation, and after recrystallization from ethanol/dichloromethane (1:3),1.45 g of the

title compound is obtained.



(d, 211), 7.61 (s, 1H ppm 64 Exanple |INT22

N- ( 3- Ami no- 5- chl or o- phenyl ) - 25%- di met hyl - pr opi onam de
(2056-1) C1L O NNH2 H 5.0 g of

5-chl oro- 1, 3-di am nobenzene is dissolved in 50 n of

d| c y
gywmﬁ{%ﬁé éﬁ(soéHm i s g’r oIfI Ie({ih Igﬁ %gﬁ)a(lqg 1H); 7.03

. ic acid _anhydride. It is stirred for
(d,oﬂ'&ﬁéér(d’a%}? é%ﬁd%?@(hdﬁ)@pm room t enper at ure.

The reaction mxture is mxed with sem -saturated

sodi um bi carbonate solution and extracted with a

m xture that consists of ethyl acetate and hexane
Exahipl¢ INTh@ organic solution is washed with saturated

sodi um chl oride solution, dried on sodium sulfate,

ab " Do .

4GRS LA B 1 ko8

conpound is obtained. |H NV (DVMSO d6): (DVsSO-d6): 8
0BN37 (syb, 2H); 6 28 (s,b, 1H): 6.88 (s, b, 1H): 7.48

m I H) ppm Exanpl e | NT23
Ethylo 5 2-yi)-amine HN,, NNN-D I
- 0 395 ny Zchloro 5-nitro-pyridine and 2.5 nl of

a | Msolution of ethylamne in tetrahydrofuran are
di s wetof the tOmpdurelf thibaeseridedtnder Edarhiple INT9) iy dissdlved in 5 ml
50'C. The reaction mxture is mxed with ethyl

ofgéggihg&n@ﬁﬁm RENGALITER] bf teRyhintiRe SRIM T SRS fUhépRSline and stirred

under reflux for 24 hours. The reaction mixture is mixed with water and extracted with ethyl
acetate. The organic solution is washed with saturated sodium chloride solution, dried on
sodium sulfate, concentrated by evaporation, and, after purification by chromatography on
silica gel, 62 mg of the title compound is obtained.

1H-NMR (DMSO-d6, stored with K2CO3): 6= 1.47 (s, 9H); 2.30 (m, 4H); 2.63 (t,

2H); 3.14 (t, 2H); 3.50 (m, 4H); 7.08 (d, 2H); 7.37 (d, 2H); 9.25 (s, 1H); 9.52 (s, 1H) ppm.

Example INT11

[4-(2-Methoxyacetylamino)-phenyl]-carbamic acid tert-butyl ester
NS A
0 A J<
N
200 mg of (4-aminophenyl)-carbamic acid (tert)butyl ester is dissolved in 5 ml of
tetrahydrofuran, mixed with 0.63 ml of triethylamine and 0.16 ml of methoxyacetyl chloride
and stirred for 2 hours at room temperature. The reaction mixture is mixed with semi-

saturated sodium bicarbonate solution and extracted with ethyl acetate. The organic solution

is washed with saturated sodium chloride solution, dried on sodium suifate, concentrated by



bi car bonate sol ution. The organic phase is dried on
sodium sul fate. Afer purifica%%on by chromat ogr aphy
on silica gel, 430 ng of the tle conpound i's
obtained. 65 | HNW (DMSO-d6): 8 = 1.17 (t, 3H);

ev%%%ginﬁ’%gmer@gnﬁg?t %I%omﬁog&pﬁy g‘r?m 1Ee{lgel 2+ mg B B title

N* P- ridine-2,5-diamne HNN"'* ~NH2 420 ny
Cogpoy lsé’ d that is described under Exanple |NT23)
is dissolved in 20 m of ethanol and m xed with 120
my JH-DMR aMbR-d6, tercd anth(K2093): Br 1i48 (81 9H); B 8i(sr3H); 3.97 (s,
hours under hydrogen atnosphere at room tenperature.
2H)f 1.87 (d,i2H)r AL ¢y 2H); 9R6(QMEDENGS (LaH) ppand  after the
solvent is condensed in a rotary evaporator, 340 ng of
the title conpound is obtained. IH NV (DVSOd6): 8 =
1.09 (t, 311); 3.11 (in, 211); 4.25 (s, 2H); 5.43 (t,

111 111); 6.81 (dd, IH); 7.45 (d, 1H ppm
E%FIST?%TZS N-(5 Nitro-pyridin-2-yl)-acetanide H N
"0% ."N ~D - 01 12 g of
N‘Q“ Mrﬂbh@yﬂﬂ‘?%l%‘}‘fif’dl ne, 5.1 m of triethylanne, and
a spatula-tip full of DMAP are dissolved in 20 m of
|t etrahydrofuran. 0.86 nml of acetyl chloride is added,
dit is stirred under reflux for 24 hours. The
HN ion mxture is mxed with ethyl acetate and
dphree times with sem -saturated sodi um
bi car B‘bnate sol ution. The organic phase is

First, 61 ml of triethylamine and then 14.6 ml of acrylic acid chloride are added to a
solution of 20 g of 4-nitroaniline in 200 ml of THF. The mixture is stirred for 4 hours at
room temperature, mixed with sodium chloride solution and extracted with ethyl acetate. The
crude product that is obtained after the solvent is evaporated is recrystallized
(dichloromethane). 18.5 g of the title compound is obtained.

'H-NMR (CDCL): & = 5.87 (1H); 6.34 (1H); 6.47 (1H); 7.92 (2H); 8.23 (2H) ppm.

Example INT13)

3-(4-Methyl-piperazin-1-ylI)-N-(4-nitro-phenyl)-propionamide

\N/\

K/N\/\érHO\ .

First, 31.2 ml of triethylamine and then 11.7 ml of 1-methylpiperazine are added to a
solution of 8.6 g of N-(4-nitrophenyl)-acrylamide in 225 ml of THF. The mixture is stirred
under reflux for 15 hours and evaporated to the dry state in a rotary evaporator. After

dichloromethane is added, it is extracted with sodium bicarbonate solution and sodium



dried on sodiumsulfate. After purification by
chromat ography on silica gel and after
crystallization from et hanol , %340 ng of the title
conpound is obtained. 66 IHNW (DVMSOd6): 8 = 2.17

ch%‘iﬁi& go}_q.\gonS fll%b%d ()g ’so&i@f su%iaégiu&ﬁlgg sdiilnt id e\;a%oﬁa(?ed. e crude product
N* 2* - Et hy| 5-di HO.N.DO~"NH 340 :
thaps qm@ne%ms%%%gﬁlﬁ%q (131 il e e eaipPund RichByned
is dissolved in 50 m of ethanol and 10 m of
di cMoaomasstrad2. 3hd M$ BSD M ]11732%y of pal | adi um on
carbon (10%. It is stirred for 4 hours under

hydr ogen atnosphere at roomtenperature. After
filtration on di atomaceous earth and after the sol vent

Eﬂaﬁﬂgm?ﬂwd in arotary evaporator, 275 ng of the
title conpound is obtained. | HNWR (DVSO-d6): 8 = 2.00

N g,f’ égﬁ?é-ph%p&ﬂ 3(@9@%1-p%§§zlﬂ q’-ylé?on%lzn%uféj 1H);

Bis-(5-nitro-pyridin-2-yi)-(2-pyrrolidin-1-yl-ethyl)-a

im\’z? 0, jN-60N N'4200 | - 0 395 ny of
ytro-pyridine and 2.70 ng of 2-pyrrolidin-

I -ephy ne are dissolved in 5 mM of DVSO and
stlrred for 6 Whurs at 100'C. The reaction mixture is
m xed w th dichl oromet hane and washed three tines

Wi t hA sexturesaft 6 gtof iN-Glanitrophdnybsactydamide asd 0.8spofpalledium on carbon
The organic phase is dried on sodiumsulfate. After
(10%4) i 1308k SNethdhot R Bixr@binatidrogen atmosphere for 5 hours at room
temperature. Then, the mixture was filtered on Celite, and the solvent was evaporated. 7.0 g
of the title compound was obtained.

'H-NMR (CDCl): = 2.14 (3H); 2.19-2.52 (10 H) 2.58 (2H); 4.92 (2H); 6.71 (2H);

7.05 (2H); 7.83 (1H); ppm.

Example INT15

N-(3-Nitro-phenyl)-acrylamide
S
\ e
(s

Analogously to Example INT12), 18.5 g of the title compound is obtained from 20 g
of 3-nitroaniline, 61 ml of triethylamine and 14.6 ml of acrylic acid chloride, after
purification by recrystallization from dichloromethane.

1H-NMR (DMSO-d6): 5 = 5.84 (dd, 1H); 6.32 (dd, 1H); 6.45 (dd, 1H); 7.62 (t, 1H);

7.89-8,02 (m, 2H); 8.70 (s, 1H); 9.6-11.0 (b, 1H) ppm.




on silica gel, 51 ng of the title conpound is
obtained. IHNWR (DMSO-d6): 8 = 1.59 (in, 4H); 2.43
(in, 4H); 2.75 (t, 2H); 4.42 (6t1, 211); 7.56 (d, 2H);
8.48 (dd, 2H); 9.19 (d, 2H) ppm Exanple |INT28
Eﬁ,ﬁplﬁNmno- pyridin-2-yl)-(2-pyrrolidin-1-yl-ethyl)-a
mne NHN N)r,,k) N, NO~"~NH2 50 ng of the

G9! r ta IS described under anpl e I NT27) is
N g? ﬁ%ﬁ&’g’&hpﬂ 3lby’§Pﬁ {?ri'éfFHﬁ?IHP“%{H ni xed with 20 ng of
pal | adi um on carbon (10% . It is stirred for 4 hours

under Ohyen at nosphere at roomtenperature. After
I’NAlt on&li at omaceous earth and after the

Cél vent"is cédndensed in a rotary evaporator, 41 ng of
the title conmpound is obtained. |H NV (DVSO d6): 8 =

1. 97 (i , 0x 6H).; 4.20 (t, 2H); 5.03 .
(s %ué%Egagpﬁﬁy‘)%g Baﬁ%qf)p%y_c;rpneqjgg@pby on silica gel,
m | e 1 NT29, )
5'%2’2%9@% %ﬁg FPPOYISY I8 obtajned figm § Qrfithe rorppaypdrthat ivprodiced under
F.J~-F HOO02NJI(~r" 0.7 g of 4-nitroacetophenone is
ExamploINEHS), 8.3 mi of dfietiiydmimechndi®dmhbf pyrivlidid  of

(trifluoromethyl)-trinethylsilane and 9 ng of

t et ME-NMRI{DMSOYa6): 81 50101764 8r, hH’{);m/.%-Q.ts@-(m, 505, 2.72 (1, 2H); 7.60 (t
solution is stirred for 5 hours at roomtenperature. ’

1HYO7 850 198i RO 21N 8 b4 (4 ' | m of dilute
ydr ochl o(?llchz’csl g“ Eégili[;?m%%t@rf%%ddi tion of 200 m
of water, it is extracted 68 wth ethyl acetate. The
organi ¢ phase is washed with concentrated sodi um

bi car honat e
Example INT17

N-(3-Amino-phenyl)-3-pyrrolidin-1-yl-propionamide
L
Sa s

5.5 g of the compound that is described under Example INT16) is dissolved in 200 ml
of ethanol and mixed with 450 mg of palladium on carbon (10%). It is stirred for 4 hours
under hydrogen atmosphere at room temperature. After filtration on diatomaceous earth, and
after the solvent is condensed in a rotary evaporator, 4.8 g of the title compound is obtained.

1H-NMR (DMSO-d6): & = 1.61-1.75 (m, 4H); 2.34-2.53 (m, 6H); 2.68 (t, 2H); 5.02

(s, 2H); 6.21 (d, 1H); 6.55 (d, 1H); 6.82-6.94 (m, 2H); 9.78 (s, 1H) ppm.

Example INT18

3-Nitro-N-(3-pyrrolidin-1-yl-propyl)-benzamide

G L,

o



solution and water, dried on magnesi um sul fate and
concentrated b y evaporatl on. The oil that is
obtained is taken up in 40 ni 66f acetone, mixed with
6.1 m of hydrochloric acid and stirred for 2 hours

at r%%%?ﬁ-ﬂﬁ?otbléﬁfmc L&l tSdifdo ?eﬁbb f’oﬁ%rﬁ%hylformamide mixed

bi carb e SO I on an extrac

Th t _that obt ai ned_after dry
wilESELL o Rinis S R AR Demereligisand $68 me of
urified on silica gel. 0.82 g of the title conmpound
TREU o4t isstirrad for0hours a soqsm temperasaips (Rhiegeactipn miRture is mixed with
(DVMBO-d6): 8=1.74 (s, 3H); 6.99 (s, 111); 7.88 (d,
se@iHpatutticsofoym Bidhrbppate solitiomphé ek ki3 with dichloromethane. The
41-Nitro-N-net hyacetanilide INNO OO0 2.5 g of

orénfdsotitidnis paeivd witk satamddediug ¢lilesdd sotdionNdHé 6d sddium sulfate,

hot acetone and m xed wth 3 g of potassium hydroxide

coR@¥htrated bYfevaRSriidn, LRALAG- uhﬁcét?bn Hé'féh%"di'g %Iﬁéh)lgn silica gel, 502 mg

m nut es. "The residue th remal n
e acetone is taken up in water. It is
onﬁ/et c‘iaoéljlopola\r/\lﬁfﬁwébg%lﬁe(f acetate. The organic phase is
washed wi th sat urat ed sodi um chl oride solution, dried

on rEGNOER (RMSOX AT d -8dr(en. 68D.cLA3 (s 4H), By 84 gBhat.6 bm, 1H), 8.22

2.4 g of the title conpound is obtained as yell ow

(déd,r Bt 882 (dd, HEDHIMRS S GRCIR), 9.43<R, 10D pan. 3H); 3. 34 (s,
3H); 7.39 (d, 2H); 8.28 (d, 211) ppm 69 Internediate
Conmpound | NT31
N- (2- D et hyl am no-et hyl ) -3-nitro-benzenesul f onam de

N1 N + CL. --------- NO NONN O00O0O00O
E%‘“ﬁ'lgollNl}tqlgon of 3- nitro benzenesul fonyl chloride (I
po itrile is added in drops at OOCC
3 381'50'3081[’}"58{}8 prqpyrl),gg?nz,ana %ret hyl - et hane-

1,2-diamne (2.2 equivalents) in

G 2,

o
1 g of the compound that is described under Example INT18) is dissolved in 50 ml of
THF and mixed with 1 g of Raney nickel. It is stirred for 3 hours under hydrogen atmosphere
at room temperature. After filtration on diatomaceous earth and after the solvent is
condensed in a rotary evaporator, 810 mg of the title compound is obtained.
1H-NMR (DMSO d6): & = 1.79 (m, 6H), 2.57 (m, 4H), 2.69 (m, 2H), 3.55 (m, 2H),

3.73 (s, 2H), 6.76 (dd, 1H), 7.02 (m, 1H), 7.17 (m, 2H), 8.52 (s, 1H) ppm.



acetonitrile and stirred overnight at room
tenperature. The reaction is ?npleted by addi ng
sodi um hydr oxi de sol ution (Ih@ and it is extracted
three times with 2-nethoxy-2-nmethyl- propane. Sol vent
fR¥®¢ fromthe conmbined organic phases in a
ary evaporator and purified by colum

T it 0 undls obtained with a

Pyﬂ‘@f‘ﬁ%’?‘ ggﬁ%ﬂlﬁafiﬁ@( B@i@‘g‘% (sel ect ed

peaks) 8 = 2 11 (s, 6H); 2.39 (m 2H) 3.03 (m 2H);
<<7:| (t, I H; 8.21 (dd, 1 H); 8.42 (dd, 1 H); 8.72

H I nt er medi ate Conpound | NT32
2 (4-nitro-phenoxy)-ethyll-amne HO

N - ~110 ---------- ClL+ N OO A suspension of 10

g of 4-nitrophenol, | |g of

( 2- dhg off mrenitsophendilisedylaydte andisselvaeddn 20 ndl off acdtonitrile and slowly

pot assi um carbonate in 200 mM of acetone is refluxed

miked atlrBomaemhperatadd withipyirslidine (RYEMIY, oI stifred baéralpht it rdom
vacuum and the residue is taken up in ethyl acetate.

teﬂi%%’htﬁre gt d{o%ﬁ?ﬁ dtlﬁ 1RE off 1H‘(?1§o g&%@ 3Ry réégiue is recrystallized

|umhy oxI de so ution e conbi ne
ase e .dri sodi um carbonate, the

50%?@%‘?8 é‘?rofi?céés %tﬁ?m? a rotary evaporator, and

thetltle co oundls obtained with a yield of 50%

H- NNVE-NSER(BMSD d6): i) 82 (medidle 848 (Fedkd)7 & ¢, 21, 9512 (d, 2H),

(s, 6H; 2.78 (m 2H); 4.16 (m 2H); 697(d, 2H) ;
8.8 91 Hppr2H) . 70 I nternmedi ate Conpound | NT33

4- (2- D et hyl am no- et hoxy) - phenyl anine N -~0O OV

"*ON NH2 6 14.9 g of the conpound that is produced

under Exanpl e INT LMB2) is dissolved in 300 m of

E nd mxed wwth 2 g of palladium on carbon
E is stirred under

Pyrrolldlne-l-carboxylic acid (4-amino-phenyl)-amide

Qi
T,

1 g of the compound that is described under Example INT20) is dissolved in 50 ml of

2

THF and mixed with 1 g of Raney nickel. It is stirred for 3 hours under hydrogen atmosphere
at room temperature. After filtration on diatomaceous earth and after the solvent is
condensed in a rotary evaporator, 790 mg of the title compound is obtained.

1H-NMR (DMSO d6): & = 1.80 (m, 4H), 3.28 (m, 4H), 4.68 (s, 2H), 6.42 (d, 2H), 7.05

(d, 2H), 7.61 (s, 1H) ppm.



hydr ogen at nosphere at roomtenperature. After

hydr ogen absorption is conpleted, catalyst is

filtered out, and solvent is rénoved fromthe crude

product in a rotary evaporator. The title conpound is
Eflhple 1RG22 @ quantitative yield. The crude product is

used wthout further purification in the next stage.

Nigrio 5 Ehblo-pep ) by ropforaes (08ars 6. 79

(d, 2H). 71 The follow ng internedi ate conpounds are

prodchd anal ogously to the above- descri bed

proce s. Exanpl e Structure Ml ecular M5 (ESI)

%@N H,No. Weight [MHI]+ as in the Case of |NT34
263 299 264 -INT 1-3 O N - voI - 0 INT35 H 233.32

234 ---iNTI4 ONNIik 14 0 "QNH 2 INT36 N')

gig 53(% o?§ghloro-1'3M1Zéﬁ1ob%£nQ 1sod1sJolvedTlll\|'56- mel of IElchlorome:thane and 5

ml of dimethylformamide and mixed at 0°C with 18.5 ml of diisopropylethylamine and 8.5 ml
of pivalic acid anhydride. It is stirred for one hour at 0°C and for 5 hours at room
temperature. The reaction mixture is mixed with semi-saturated sodium bicarbonate solution
and extracted with a mixture that consists of ethyl acetate and hexane (1:3). The organic
solution is washed with saturated sodium chloride solution, dried on sodium sulfate,
concentrated by evaporation, and after purification by chromatograrhy on silica gel, 2.5 g of
the title compound is obtained.

1H-NMR (DMSO-d6): (DMSO0-d6): & = 5.37 (s,b, 2H); 6.28 (s,b, 1H); 6.88 (s,b, 1H);

7.48 (s, 1H); 9.00 (s, 1H) ppm.

Example INT23

Ethyl-(5-nitro-pyridin-2-yl)-amine
H
SN | N
.
a-

395 mg of 2-chloro-5-nitro-pyridine and 2.5 ml of a 1 M solution of ethylamine in
tetrahydrofuran are dissolved in 10 ml of DMSO and stirred for 4 hours at 50°C. The reaction
mixture is mixed with ethyl acetate and washed three times with semi-saturated sodium
bicarbonate solution. The organic phase is dried on sodium sulfate. Afer purification by

chromatography on silica gel, 430 mg of the title compound is obtained.
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Exanpl e Structure Ml ecular M5 (ESI) Synthesis No.
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ioN-T11 NNa 324.38 325 01 0 0 "Y O N i | NT43 H
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Example INT24

N#*2*-Ethyl-pyridine-2,5-diamine

H
\/NI\

NP,

420 mg of the compound that is described under Example INT23) is dissolved in 20
ml of ethanol and mixed with 120 mg of palladium on carbon (10%). It is stirred for 4 hours
under hydrogen atmosphere at room temperature. After filtration on diatomaceous earth and
after the solvent is condensed in a rotary evaporator, 340 mg of the title compound is
obtained.

1H-NMR (DMSO-d6): 6 = 1.09 (t, 3H); 3.11 (m, 2H); 4.25 (s, 2H); 5.43 (t, 1H); 6.25

(d, 1H); 6.81 (dd, 1H); 7.45 (d, 1H) ppm.

Example INT25
N-(5-Nitro-pyridin-2-yl)-acetamide
H

\erl\

O N £

O-Z

1.12 g of 2-amino-5-nitro-pyridine, 5.1 ml of triethylamine, and a spatula-tip full of
DMAP are dissolved in 20 ml of tetrahydrofuran. 0.86 ml of acetyl chloride is added, and it
is stirred under reflux for 24 hours. The reaction mixture is mixed with ethyl acetate and
washed three times with semi-saturated sodium bicarbonate solution. The organic phase is
dried on sodium sulfate. After purification by chromatography on silica gel and after

crystallization from ethanol, 340 mg of the title compound is obtained.




00* ONI, 0 H -FNT44 N) H 39~5-28 39-9 jNT 1-0
NNOOON)~O H INT45 H"S N 286.352 287 N -,, ~
"aINT9 OO NOMH -fNT46 09 ?—?413 54 4-14 --fN-TIO
N,,-S, NOOOHNDPO | NT47 399.513 400 INT10 O

HO 0,~ ***( NT4 7

) PERME RS 0y db); mﬁféﬂf’% B (dr ;834 G5 1H)5.9-16 (4, 1H);
226

11.25 (s, 1H) ppm

Example INT26

N#*2*-Ethyl-pyridine-2,5-diamine
H
N S

0] N/NHZ

340 mg of the compound that is described under Example INT25) is dissolved in 50
ml of ethanol and 10 ml of dichloromethane and mixed with 120 mg of palladium on carbon
(10%). 1t is stirred for 4 hours under hydrogen atmosphere at room temperature. After
filtration on diatomaceous earth and after the solvent is condensed in a rotary evaporator, 275
mg of the title compound is obtained.

1H-NMR (DMSO-d6): & = 2.00 (s, 3H); 5.14 (s, 2H); 6.95 (dd, 1H); 7.66 (d, 1H);

7.73 (d, 1H); 9.99 (s, 1H) ppm.

Example INT27
Bis-(5-nitro-pyridin-2-yl)-(2-pyrrolidin-1-yl-ethyl)-amine

O_-Na»O

N

Gl/\/N

O—Z

395 mg of 2-chloro-5-nitro-pyridine and 2.70 mg of 2-pyrrolidin-1-yl-ethylamine are
dissolved in 5 ml of DMSO and stirred for 6 hours at 100°C. The reaction mixture is mixed

with dichloromethane and washed three times with semi-saturated sodium bicarbonate




| ecul ar M5
VICr 0 11 0 73 Exanple Structure M

?I;SI) -y-nthesis No. Weight [Mtl]+ as in the Cﬁlse of
INT50 Ny 269.255 270 H H --FNT20 0 0 INT5%7 s
264.283 265 INT20 N NJ y O O NINT52 347.4

. I NT O N O- % O N N
sqlil_m'cﬁﬂ oTI@ﬁilatrlﬁiﬁlgizb %‘%ﬁ%"?@é’ gtﬁfaﬁe AHRer gurification by chromatography

on silica gel, 51 mg of the title compound is obtained.
1H-NMR (DMSO-d6): § = 1.59 (m, 4H); 2.43 (m, 4H); 2.75 (t, 2H); 4.42 (t, 2H); 7.56

(d, 2H); 8.48 (dd, 2H); 9.19 (d, 2H) ppm.

Example INT28

Bis-(5-amino-pyridin-2-yl)-(2-pyrrolidin-1-yl-ethyl)-amine

NH,
l N
=ZN

O™
N

50 mg of the compound that is described under Example INT27) is dissolved in 10 ml

2

of ethanol and mixed with 20 mg of palladium on carbon (10%). 1t is stirred for 4 hours

under hydrogen atmosphere at room temperature. After filtration on diatomaceous earth and

after the solvent is condensed in a rotary evaporator, 41 mg of the title compound is obtained.
1H-NMR (DMSO-d6): & = 1.97 (m, 4H); 3.00-3.47 (m,b, 6H); 4.20 (t, 2H); 5.03 (s,

4H); 6.76 (d, 2H); 7.00 (dd, 2H); 7.77 (d, 2H) ppm.

Example INT29
rac-l,l,l-Triﬂuoro-Z-[4'-nitrophenyl]-propan-2-ol

F F

HO >\,,,=
O,N

2
0.7 g of 4-nitroacetophenone is dissolved in 9 ml of THF and mixed with 3.2 ml of
(triﬂuoromethyl)-trimethylsilane and 9 mg of tetra-n-butylammonium fluoride-trihydrate.
The solution is stirred for 5 hours at room temperature. For working-up, it is mixed with 16

ml of dilute hydrochloric acid (9+1). After the addition of 200 ml of water, it is extracted



NN HN O ""'-"OH INT55 266.299 267 -fNT 2-0 O

~,aN N'~N-" H H INT56 278.31 279 INT20 O \ ND,:I\I-
~X X-N N-~ 0", HHINI57 H Z235.24 236 INT20 --' --
N T NO 101:~ 0 01, 74 Exanple Structure Ml ecul ar

e - + ..t he. Se
ot TNTES ST Aoy a0 et fikighn b fun)Pirgograte

sotutioh MAe %/alt:er,odr?&dbndigaé]%giu}n%%&e agd %bncNent’\rrated by evaporation. The oil that

is obtained is taken up in 40 ml of acetone, mixed with 6.1 ml of hydrochloric acid and stirred
for 2 hours at room temperature. It is mixed with sodium bicarbonate solution and extracted
with ethyl acetate. The product that is obtained after drying on magnesium sulfate and
evaporation of the solvent is purified on silica gel. 0.82 g of the title compound is obtained as

almost colorless crystals.

1H-NMR (DMSO-d6): 5=1.74 (s, 3H); 6.99 (s, 1H); 7.88 (d, 2H); 8.26 (d, 2H) ppm.

Example INT30

4‘-Nitro-N-methyacetanilide

o, /
o"N_Q_N)=o

2.5 g of N-(4-nitro-phenyl)-acetamide is dissolved in 50 ml of hot acetone and mixed
with 3 g of potassium hydroxide and 3 g of methyl iodide. It is refluxed for 10 minutes. The
residue that remains after the evaporation of the acetone is taken up in water. It is extracted
with ethyl acetate. The organic phase is washed with saturated sodium chloride solution,
dried on magnesium sulfate and concentrated by evaporation. 2.4 g of the title compound is
obtained as yellow crystals.

IH-NMR (CDCI3): 8=2.02 (s, 3H); 3.34 (s, 3H); 7.39 (d, 2H); 8.28 (d, 2H) ppm.



11 HH O INT60 271.30 272 INT20 HH NyN'~~-OH S 0 O
INT61 297.34 298 INT20 HN NY S -,N. 0 ~-OINT62
N 310.38 311 INT20 NY NJ S &, N-, O INT63 281. 34
282 INT20 HNNo Y s N. o-* '-0 INT64 315.35 316

I tbFri&iach ébmpound INT31

N-(2-Dimethylamino-ethyl)-3-nitro-benzenesulfonamide

H
~ NH. /@\ P /@\
N/\/ 2 + C'.S N_o ——— \T/\/N;S N—,O

7\ [} \ '
! 0% o) oo )

A solution of 3-nitro-benzenesulfonyl chloride (1 equivalent) in acetonitrile is added
in drops at 0°C to a solution of N*1* N*1*-dimethyl-ethane-1,2-diamine (2.2 equivalents) in
acetonitrile and stirred overnight at room temperature. The reaction is completed by adding
sodium hydroxide solution (1N), and it is extracted three times with 2-methoxy-2-methyl-
propane. Solvent is removed from the combined organic phases in a rotary evaporator, and
purified by column chromatography. The title compound is obtained with a yield of 43%.

1H-NMR (CDCI3, 300 MHz), (selected peaks) & = 2.11 (s, 6H); 2.39 (m, 2H); 3.03

(m, 2H); 7.75 (t, 1H); 8.21 (dd, 1H); 8.42 (dd, 1H); 8.72 (m, 1H).

Intermediate Compound INT32
Dimethyl-[2-(4-nitro-phenoxy)-ethyl]-amine

| HO \N/\,O
/N\/\C| + NP —_— I NP
=
0]

o)

A suspension of 10 g of 4-nitrophenol, 11g of (2-chloro-ethyl)-dimethyl-amine and
27.1 g of potassium carbonate in 200 ml of acetone is refluxed for 15 hours. Solvent is
removed from the batch in a vacuum, and the residue is taken up in ethyl acetate. It is
extracted three times with 200 ml each of sodium hydroxide solution (1N), and the combined
organic phases are dried on sodium carbonate, the solvent is distilled off in a rotary
evaporator, and the title compound is obtained with a yield of 50%.

1H-NMR (CDC13, 300 MHz), (selected peaks) 8 = 2.35 (s, 6H); 2.78 (m, 2H); 4.16

(m, 2H); 6.97 (d, 2H); 8.19 (d, 2H).
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4~(2-Dimethylamino-ethoxy)-phenylamine
SN ~0 SN ~°
| o — O
‘ NH

14.9 g of the compound that is produced under Example INT LW32) is dissolved in

2

Oo-z

300 m! of methanol and mixed with 2 g of palladium on carbon (10%), and it is stirred under
hydrogen atmosphere at room temperature. After hydrogen absorption is completed, catalyst
is filtered out, and solvent is removed from the crude product in a rotary evaporator. The title
compound is obtained in a quantitative yield. The crude product is used without further
purification in the next stage.

1H-NMR (CDCI13, 300 MHz), (selected peaks) & = 2.35 (s, 6H); 2.70 (m, 2H); 4.00

(m, 2H); 6.63 (d, 2H); 6.79 (d, 2H).



HNY NMO 01*1 NJOC S 11 O

H2N | NT71 247.34 248 INT21 H J]—]2N je~r O
205.26 206 INT21 NY N 0 H2""( 76
Structure Mol ecul ar

(1 i W, o 3 ol

I NT70 247.34 248 | NT21

- Exanpl e

M5 (ESI) Synthesis No. Wi
1 196
BPURY

I NT72 H
ght

o 73 H2N'(:~ O INT75 (D 1-1 234.301 235
o Fiided

_L(I_)\I th\é alt\)love-

Example Structure Molecular | MS (ESI) | Synthesis
No. Weight [M+1]" | asinthe
Case of
INT34 263.299 264 INT13
@Wn
o L0
N
s
INT35 233.32 234 INT14
© NH,
INT36 NN 249.272 250 INT18
K,NYQ 0
N
e} o~
INT37 \N/\ 219.289 220 INT19
K’NWKQNHz
o}
INT38 QP Q o 399.513 400 INT10
CtN/\,S.N NJLOk
) H H
1
HO
INT39 O‘"’OO o k 383.514 384 INT10
O/\,S.N NJLO
H H
INT40 0 o Q 0 369.486 370 INT10
C,N/\,S.H ”JLok




NY N H2NJa 0 INT76 H2N O 317.434 318 | NT21
3 INT21 NNN HH

I NT78 0 264.327 265 INT21 H2N,,.[ N 1~1 N H ON'~OH
INT79 F12N-,.a 0 236.317 237 I NT21

N H ON

INT77 2 N O 262. 355

-aN k Na

N HH--fNT21

o H H

Exalfﬂ eTOON~D248 A9 HI—N == 2 2 oy o .
INT81| 221. 26 222 ?ﬁf%‘i‘/e HNN Y CI I'Eéﬂﬁ“}aro MS (ESD) | Synthesis
anpl e Structure Ml ecul ar M5 (ESI|) nt hesi(s
R %/elght [M+17" | asin the
Case of
INT41 ’°\/ﬁr” ) 294354 205 | INTI1
0 Owlok
H
INT42 /O\/‘o’\rn ) 324.38 325 | INTI1
o} ONJLOk
H
INT43 G H 383.514 384 INT10
KA Lk
H
INT44 \N/\ " 398.528 399 INT10
K,N\/\S,NO\ o
A\
oo NJLOk
H
INT45 \S’H o 286.352 287 INT9
I\
F AL L
H
INT46 Ny 413.54 414 INT10
N N
TH O
HO 0o N >0
H
INT47 C\ f 399.513 400 INT10
K 9
Ho” "o \@Nlok
H
INT48 o 277.33 278 INT20
”/\/\N: ;
O=—N.
%
INT49 H\”/H\/\OH 225.203 226 INT20
oL /©/ o]
N
Il
(¢]




No. Weight [Mrl]+ as in the
--iN-T82 0 236317 237 11!;
-FNT83 0 317.434 318 INT21
0 264.33 265 I NT21

N

H2NJaN N H H I NT85 F 0 254. 307 255

Case of --FNT21

1 HNaNN--"~-N* HH
N,aN Na H ONl' | ~ --fNT84

E BL] PPN aN "K Biperdd A H == N T 3pdhiN 865 Ben .
580 345 281 H2N Ngrtl{lu ‘ﬁ“@H H E 1 NT87 |0 Mgsculdt; 3%% (R} 1 Synthesis
NJO-N N H ON OH -FN-T88 F ro 282.[32.283 I NT2 _
H%N): "Nl NHH eight [M+1]" | as in the

Case of
INT50 n\n/n\/\o/\/m 269.255 270 INT20
o ©/ o]
I
INT51 (\N/ 264.283 265 INT20
n\n/"‘\)
o'\N/@/ o]
1]
(o]
INTS52 fi 347.417 4
i i 348 INT20
“rho
0
k/"\
INTS3 ‘.Ni 292.337 293 INT20
o™ 0
—
INT54 Ji 294.309 295 INT20
[o]
T
k/"\/\OH
INTS55 I 266.299 267 INT20
-
\©\NJ\N/\/\N/
H H I
INT56 ] 278.31 279 INT20
(o]
0, H H
INT57 ] 235.24 236 INT20
N N
O_\N“@ \[o]/
(IJI




I NT89 285.37 286 | NT21

HHNY

78 Exanple Structure Ml ecul_&r

N!!!!!-!!!O~~Q_I SNI—IZ
M5 (ESI) Synthesis No.

Weight [M+l]+ as in the Case’of -FN-T90 251.35 252
II\IT21 HNNo Y S H [INT91 26T35 268 INT21 HN NY
Exgmgle237' 3:'3 23%; KI:ID' T&%H@OL NT2TH W Nfolecu1d 7| M3 (BST) | Synthesis
No. Weight [M+1]" | asin the
Case of
INTSS8 /@\ q 347.42 348 INT20
OLN' N/U\N
A A GUN
N
|\/"‘\
INT59 /@F o 284.49 285 INT20
OlN+ NJ\N/\/\N/
I H H |
0
INT60 ~ 271.30 272 INT20
H
Y
s
SNy
o Yo
INT61 ~ 297.34 298 INT20
he
Ny
o Yo
INT62 ™~ N 310.38 311 INT20
T
_N%
o o
INT63 ~ 281.34 282 INT20
v
S
_NS
o o
INT64 ~ 315.35 316 INT20
HTH\/\O/\/O“
S
Ny
o Yo




NNCY Ylo-s HN~IN94 HH211.29 212 fNT21
J.:~NyN''~OH S H2N H H 256 I INT21 INT95 Nz~ N Y
N,,---0 25534 lo:~ H N (:~ PINT96 (,~~ N 25637 251

| NT21 NyNH2NINT97 22T.33 222 TNT21_ H N Y No H2N

79 ~] ( ESL)

Trt b :
< o) LA CDI S |VU| L,UI d S ESI S th681s
Exgpplich ure No. Wi %'ﬁlf Wike11' as in th Mo‘l@ ?M (ESD) | Syn
----iINT31 2 P034 288 I NT98 110

No. Weight [M+1]" | asinthe
Case of
INT65 241.47 242 INT20

T

Z

|
(o]

INT66 267.31 268 INT20

NOT

0]

INT67 R Mg~ 285.32 286 INT20
0L /©/ T
I
o]
INT68 (\N/ 280.37 281 INT20
n\n/N\)
oL +/©/ S
)
o]
INT69 251.31 252 INT20
oL /©/ s
N
Il
o}
INT70 247.34 248 INT21

INT71 247.34 248 INT21
PP
H N/©\“/N\/\/N

INT72 Q 205.26 206 INT21
N




NSO OO0 27T31 274 INT31 INT99 O \\ //O HN.1.1

S'"aN5:~O 0 -- - -fNI31 28+-34 288 //0 NSO 00O
277 167 INT101 HN 1 0 NN’H 1 | 0 TNT 10-2 267
167 HNO HOyl:5~,~ N~ O 11 0 v 80
Example Structure Molecular | MS (ESI) | Synthesis
No. Weight [M+1]" | asinthe
Case of
INT73 BN 195.221 196 INT21
oIy
o}
H,N
INT74 239.273 240 INT21

: /n\[(n\/\o/\/ OH
(o]
H,N

INT75 (\ - 234.301 235 INT21

INT76 HN )OL 317.434 318 INT21
N N
H
SWN
NN
INT77 HzN\©\ 0 262.355 263 INT21
L '
H H
INT78 H2N\©\ 0 264.327 265 INT21
H/U\N/\
INT79 HzN\©\ o 236.317 237 INT21
NJI\N/\/\N/
H H |
INTS80 /ﬁ\ D 248.328 249 INT21
AN
INTS1 221.26 222 INT21
e

H,N




-~ynt hesi s

Exanpl e Structure Ml ~cul ar

NfS (ESI) No.

Weight [MH]+ as in the Case of -TN-TIO03 267 167
0
HNO HOO NII O -FN-TI0O47363 167 HNO H1 NN
;I”Io IY&IIn H 291 167 INT105 NI ~ 0 U-T--77 NN"
Vi ~l a Il H 277 167 LNT1IO6 DL AL\ 7/ !
Expmple P otare OO uld INMIS (BAT) | Synthesis
No. Weight [M+1]" | asinthe
Case of
INTS2 /@\ 0 236.317 237 INT21
" P NN
H H |
INTS83 D\ o 317.434 318 INT21
O,
N
/\’L\
INT84 o 264.33 265 INT21
J ST
H,N N~ TN
H H
INTS8S @[F o 254.307 255 INT21
N NN
H H |
INT86 /@[F 0 /\/(B 280.345 281 INT21
H,N NJLN N
H H \
INT87 /@[F 0 282.317 283 INT21
H,N HJ\N
Non
INTS88 /@iFj\ (\o 282.32 283 INT21
HN NT N N
H H
INT89 ~ 285.37 286 INT21
H H
N\n/N\/\o/\/OH
)
NH,




0 0 81

Exanpl e Structure Mol ecul ar

M5 (ESI) Synthesis

No. Weight [Mrl]+ as in the se of 363 167
| NT107
g“NONHH OH 2' Hf ﬁl: _T_Ol ’8' 11 g:g 247 I NT8 |INT108 H N
-TINT -8 244+ NFE10—H .%g' 2N§é4 |Mre H NS NZ .
Example tructure = Molecular | MS (ESI) | Synthesis
No. Weight [M+1]" | asinthe
Case of
INT90 ~ 251.35 252 INT21
e
S
NH,
INT91 ~ 267.35 268 INT21
“TO
S
NH,
INT92 ~ (\ - 280.39 281 INT21
N N\)
hig
NH,
INT93 O 237.33 238 INT21
N N
JOR
HN
T94 H H 211.29 212 INT21
) /©/ N\ﬂ/N\/\OH
s
H N
INT95 “Tn\/\ Ny 25534 256 |INT21
0N
HN
INT96 (\N/ 250.37 251 INT21
N\H/N\)
/©/ s
H,N
INT97 O 221.33 222 INT21
H
N _N
oy
H,N




O O INTIII

258 --fNT8 S N// o"aNH2 0 258 --fN-T8

INT112 0 O N,- S""aNH2 82 -- -FA-S -(ESI) -~~th-esis
Exanpl e Structure Ml ~cul ar Weight [MH ]+ as in
the Case of -YN-TI13 333 INT8 HN O H I N -)#NH2 U
INT114 H 192 | N8 N-N-O—NHZ—+HNTTE5 NS (E81) | Synthesis
Exatple/| NN H 2 0 NP8 H 247 --fNTS8 lecHtar (EST) | Syn
; +11* s in the
No. Weight [M+1]" | a
Case of
8 INT31
INT98 | 287.34 28
N /( j\ pe
\N/\/ \//S\\ ,Iq/
l 0O 0o 0
274 INT31
INT99 | o. 0 273.31
\ 7/
/N\/\N/S
H
N//O
Il
o)
288 INT31
INT100 | o. O 287.34
\//
/Nw”/sﬁl
| 0
1|
0]
277 167
INT101 H_°
™\ ?t@
0]
N N//
H 1
o
267 167
INT102
HN (o]
HO Néo
I




NH N Av)
HN O H'ILN :

NH2 O -YNT117 333 INT8 ON NOO-'NO
tINH2 NT4 1 118 HOF F F 205.181 ---TGOo6

H2N 83 Exanple Structure MoPecul ar ?2~~S _(ESI)

ynthesis No. Weight [Mrl]+ as in the

Case of

--iNTI19 F F 235 1642361 NF29— = St thesis
Examge 4054181 206 INEMUETN-T 1 N TLZWII—%HErN—IZ 7@ I\? T
-1 -1 _iNT4 21 H2N-O-N 0 164108}{165, The f ol BLle in the
Naout erlmedi at e conpounds are al ready|di H&ked iﬂrlyf)galtewtasm
Applilcati on PCT/ EP03/ 04450 and ar¢ not claipmed in Case of
this |application. Exanple |INT122)
Cyano- et hyl t hi ocar banoyl - aceti c_acild ethyl ester
267 167
INT103
0 HN 0
HO
N
I
o)
167
INT104 363
HN o
H
O/\/N N
o 5
291 167
INT105 y
\ 0
\N/\/ N//
| o 0
H 277 167
INT106 N
N 0
\N/\/ H//
\ o 0




O SN4.25 m of ethyl

to a mxture that consists of 5 g of

ethyl ester and 5 nl of trie?hylanine. Then, it is

allowed to stir for 6 nore

hours at 50"C. Then, the

i sot hi ocyanate is added at 25'C
cyanoacetic acid

reaction myxture is

+ + -
cencenttratrea o

Exampladm The
onto |150 nl of
Wbl owed to sti
residue is fil
is rewashed w
Mol ar| mass

resiYAS™ME t aken up i

gLt

200. 261; M5 (ESI):

ice-cold IN hydrochlorj¢.acid
r for 3 nmore hours af Zg%@gﬁan
tered off. The solidfthat is
th water. 7 g of product is obt
[ Mrl ] + 201,

(ES8I
and pour

i Méhst
bbt ai ned

al ned.
Exanp

P| Synthesis

od
3%5 in the
he

Case of

e

IN,'%PU'_;a/'ZS) (Eor
acid ethyl ester 0f O
compound t hat
di sso
3.9 m <of
al | oned
react

sodi um bi car bonate so

S

The o
chl oride sol ution,

Lol

ano- ( 3- et hyl - 4- oxo-t

is described

on mxture it poyred pnto sat

N .
1 nore hour and then extracte
gani ¢ phase is washed w
dried on sodiu

363

i din
O ll-SN> N} 7.82 g off the
anpl e 1 NT122)
uran. A sdg
| oW y addeg
250C. Thd
urated adg
al lowed tag
h ethyl adetate.
t urated sadi um
sul fate and

is

d and
n, the
ueous
Ip;@s
W t
h s

-2-ylideng)-aceti¢

| uti on of

stir fd

167

=

concemnt r at ed hy eV apor
INBLO8uct that i sfobt
m xtune of h ac
pr odug
3.70
Z) - Cygno- (

[idin-2-ylidene)-aceHic

at+er—t+fA—av
/?ned is recrystallized f
at at e/ di i sopr opy
t—i & obtai neg/~L N

unT Tne [cr e

roma
ester. 7.7 g of
: 8 1. 36] (6H)

I NT124) (E or

: e-3
aci d 'etzhyl | ester

- et hyl - 4- oxo-t hi azp

INTS

INT109 |

244

INT8

INT110

244

INT8

INT111

258

INTS8

INT112

258

INTS




~O0 ISO N>NS85 A mxture that consists of 1.54
g of the substance that is dgfcribed under Exanpl e

I NT123), 2.5 nml of triethyl thoformate and 3.5 nl of
acetic acid anhydrlde are refluxed for 8 hours. Then,

poured ont fecel €f Md {ESTp| Synthesis
Examplévled to stir f%[Fu ?ﬁo hour s, aMgI) tchen { he (
idue is filtered off.

The solid{th obtghpgﬁ
. 1.28 g of produ S olbtal ned.
MR (CDCL3): 5 =1.38 (914); 4.20-4.40 (611); 7.72 ~.coof
ppm Exanple I NT125) (E or

Z) - Cyano-(s-ethyl-4-oxo-thiazoIidir
INﬁPﬁg7allyl ester O /- of" SN~/\\ O

ei Ssin the

-2-ylidene)-aceti¢
%- N A sol #3on
ester in 60 mM of

INTS

6 m of cyanoacetic avig~all yl
di met

of so
at O
t hen
60 ni
for 2

C

hyl formam de is
di um hydri de (60%

It

and it
the reactidon m xture is
saturated sodi um bi car bonat e sol uti

added tlo a sU

in

is stirred forN10 ™®re
a solution of 28.0 m |of ethyl
of di nmet hylf or mam ¢ge
nore hours atH 25

br onoacet ' 'é
added|at{ O q, [
25' C. | Th

m d

added.

as

spensi on d
f di net hyl
m nut es at
i sot hi od
Then, it
ol uti on of
nmet hyl f onn
15 nore h

f 12.8 ¢
f onnam ¢
O C, ar
yanate i
stirred
32 M qaf
am de i S
ours at

e
d
n

poured O
on. It is

nt o
extracted

l Ilyl

acetate,

Thg or gani c

ph

Ase i s was

hedl9& t h

INT8

i

it ]
sul f at
The cr|
chr onsg
CONSi S
i's obt
4.71 (|2

ated sodigm ch Nde sol uti on,

e and

sodi um
vacuum

dried on
ation in a
ied by colum
‘ with a|m xture that
i?e. 38.9 g of product
1.23 (3H); 11 (2H)
5. 90

t ogr aphy Qm si |
ts of hexane/etH ‘
alned | H NVR (CDClS):
5.25 (M; 5 37 (M

4

261 INTS

INT115

AL,

247 INTS

INT116

H
\N/\/N
I

333 INTS

INT117

205.181 206 INT4

INT118

HN




6.04 (11-1) ppm 86 Exanple INT126) (E or
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PCT/EP03/04450 and are not claimed in this application.

Example INT122)

Cyano—ethylthiocarbamoyl-acetic acid ethyl ester

o 8
/\o)k\)LN/\
i
N

4.25 ml of ethyl isothiocyanate is added at 25°C to a mixture that consists of 5 gof

cyanoacetic acid ethyl ester and 5 ml of triethylamine. Then,

hours at 5

residue is taken up in ethanol and poured onto 150 ml of ice-

The following intermediate compounds are already disclosed in Patent Application

it is allowed to stir for 6 more

0°C. Then, the reaction mixture is concentrated by evaporation in a vacuum. The

cold 1N hydrochloric acid. It is



87 concentrated by evaporation in a

_ ed vacuum The crude
product is purified by colum chromatography on
silica gel with a mxture th3t consists of
hexane/ et hyl acetate. 1. 1 g of product is obtained.

| H NMR (CDC13): 8 = 1, : : -
alloged to gtizr 3 lFl.O)BQ)hOP.rﬁl at %5%559 S“Sdgéﬁ}? ﬁ:ﬁ}%ﬁ%ﬁ%ﬁl Fﬁ%’fﬁ%ﬂs (Z]Eieosro lid that is
Z) - Cyano- ( 5- ( B Z) - et hoxynet hyl ene- 3- et hyl - 4- oxo-t hi azo
obtdihéll i8 r@vashédi@ith wataret7i mof produst isebfamedester \_0 0 0 N
Anal ogously to Exanple INT124), 1.26 g of product is

obtygi,Ae thakd 200.261:0MSTEShHe[MebFpo2dld t hat | i

201} s d

g?;}%{)f Exarr?l e ISIT127), 1.49 m of triethyl eseri bed
ormate an 2.1 mM of acetic acid anhydride

| HNVR (CDC13): 8 = 1.30-1.45 (6H); 4.25 (2¥|); 4.38

(2H) ; (2H); 7.30-7.48 (5H), 7.72 (111
EXE?)E??;;IN?EEWIQS) [ 3- But %/I - 4- oxol_lz hi azol i gli nzzp?g] or
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the production can be obtained. 88 |H NVR (DVSO d6):
8 =@.96—(t, 3H); 1.25 (t, 3H); 1.32 (m 211); 1.59
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7.82 g of the compound that is described under Example INT122) is dissolved in 100
ml of tetrahydrofuran. A solution of 3.9 m] of bromoacetyl chloride is slowly added and
allowed to stir for 8 more hours at 25°C. Then, the reaction mixture is poured onto saturated
aqueous sodium bicarbonate solution. It is allowed to stir for 1 more hour and then extracted
with ethyl acetate. The organic phase is washed with saturated sodium chloride solution,
dried on sodium sulfate and concentrated by evaporation in a vacuum. The crude product that
is obtained is recrystallized from a mixture of ethyl acetate/diisopropyl ester. 7.7 g of product

is obtained.

I{{.NMR (CDCls): 8 = 1.36 (6H); 3.70 (2H); 4.32 (4H) ppm.

Example INT124)
(E or Z)-Cyano-(5-(E/Z)-ethoxymethylene-3-ethyl-4-oxo-thiazolidin-Z-ylidene)-acetic

acid ethyl ester

L.
peoy
0 N\\ \\N
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1.16-1.33 (m 6H); 1.59 1.75 (m 4H); 2.38-2.50

4H); 2.59 (t, 2H); 2.69 (t, 2H); 4.13-4.31 (m 4|(—|);
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A solution of 37.6 ml of cyanoacetic acid allyl ester in 60 ml of dimethylformamide is
added to a suspension of 12.8 g of sodium hydride (60%) in 200 ml of dimethylformamide at
0°C. Ttis stirred for 10 more minutes at 0°C, and then a solution of 28.0 ml of ethyl
isothiocyanate in 60 ml of dimethylformamide is added. Then, it stirred for 2 more hours at
25°C. Then, a solution of 32 ml of bromoacetyl chloride in 60 ml of dimethylformamide is
added at 0°C, and it is stirred for 15 more hours at 25°C. Then, the reaction mixture is poured
onto saturated sodium bicarbonate solution. It is extracted with ethyl acetate, the organic
phase is washed with saturated sodium chloride solution, dried on sodium sulfate and
concentrated by evaporation in a vacuum. The crude product is purified by column
chromatography on silica gel with a mixture that consists of hexane/ethyl acetate. 33.9 g of
product is obtained.

1H-NMR (CDCly): § = 1.23 (3H); 4.11 (2H); 4.71 (2H); 5.25 (1H); 5.37 (1H); 5.90-

6.04 (1H) ppm.
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conmpound that is described under Exanple INF17)g |0f5 the
dissolved in 50 M of ethand?. 3.82 g of the compound

that is described under Exanple |INT124) i

_ i s added and

Exstlr&ﬁ%gggfer reflux for 4 hours, The lolvent IS
aoplg n arotary evaporator. After purification

by chromat ography on silica

(Eop mmo'f(é-(sbf ythesylagthal%ﬁp ﬁb%@%‘géﬁ? fz‘t(‘krl‘ﬁisi ?‘I"?e“e -acetic
m xture. | H-NI\/R (DVMBO-d6, stored with K2C03, main

acid 8MYEesier 8 = 1. 18-1.34 (m 6H); 1.62- 1.78 (m 4H);
2.48-2.62 (m 6H): 2.78 (t, 2H): 4.16-4.32 (m 4H):

L6 99 (d 1H): 7.18 (d, 111): 7.29 (t, | H: 7.7 5 (s

(s, 1 H; 10. 19 (s, | H; 10. 60 (s, 1 H
he fol |l ow ng conpounds were produced

0
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' process. Exanple
%m Ne and Name ' H NVR Mol ecu- Educt/  No. IgP Syn-
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iy ngnglo%%us{ljg]to Eﬂn’lpﬁgﬂ’mlﬂ, I‘lFF;Bfﬁof moduqulspb;[@nfc}rfroql_y .8 g of the

compound that is described under Example INT125), 20.9 ml of triethyl orthoformate and
29.4 ml of acetic acid anhydride.
1H-NMR (CDCls): & = 1.32-1.45 (6H); 4.23 (2H); 4.38 (2H); 4.73 (2H); 5.29 (1R);

5.41 (1H), 5.92-6.05 (1H); 7.72 (1H) ppm.

Example INT127)

(E or Z)-Cyan0-(3-ethyl—4-oxo-thiazolidin-z-ylidene)-acetic acid benzyl ester

A solution of 1.75 g of cyanoacetic acid benzyl ester in 10 mi of dimethylformamide
is added to a suspension of 0.4 g of sodium hydride (60%) in 5 ml of dimethylformamide at
0°C. It is stirred for 10 more minutes at 0°C, and then a solution of 876 pl of ethyl
isothiocyanate in 5 ml of dimethylformamide is added. Then, it is stirred for 2 more hours at
25°C. Then, a solution of 1 ml of bromoacetyl chloride in 5 ml of dimethylformamide is
added at 0°C, and it is stirred for 15 more hours at 25°C. Then, the reaction mixture is poured
onto saturated sodium bicarbonate solution. It is extracted with dichloromethane, the organic

phase is washed with saturated sodium chloride solution, dried on sodium sulfate and



8.20 (d, 1H); (ESI) (E or Z)-Cyano-(3-ethyl-4-o0xo0-5-
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Example INT128)
(E or Z)-Cyano-(5-(E/Z)-ethoxymethylene-3-ethyl-4-oxo-thiazolidin-2-ylidene)-acetic

acid benzyl ester

L, 9
pEQNR®

Analogously to Example INT124), 1.26 g of product is obtained from 11 g of the
compound that is described under Example INT127), 1.49 ml of triethyl orthoformate and
2.1 ml of acetic acid anhydride.

1H-NMR (CDCl3): 8 = 1.30-1.45 (6H); 4.25 (2H); 4.38 (2H); 5.29 (2H); 7.30-7.48

(5H), 7.72 (1H) ppm.

Example INT129)

[3-Butyl-4-oxo-thiazolidin-(z-(E or Z))-ylidene]-cyano-acetic acid ethyl ester
O /—
J,:S*{_O
N
© \\\:\N

Analogously to the above-described process, the production can be obtained.
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Analogously to Example INT124), the product can be obtained from Example
INT129).
1H-NMR (DMSO-d6): & = 0.90 (t, 3H); 1.20-1.40 (m, 8H); 1.61 (m, 2H); 4.15 (t, 2H);

4.23 (q, 2H); 4.39 (q, 2H) ppm.

Example INT131
(E or Z)-Cyano-(3-ethyl-4-oxo-5-(E/Z)-{[4-(2-pyrrolidin-1-yl-ethyl)-phenylamino]-

methylene}-thiazolidin-z-ylidene)-acetic acid ethyl ester

a
N\/\QH ,ISQO/_
0 N\\ \\N

3.43 g of the compound that is described under Example INT4) is dissolved in 60 ml
of ethanol. 4.11 g of the compound that is described under Example INT124) is added, and it
is stirred under reflux for 15 hours. After cooling, the reaction mixture is filtered, and the
solid is recrystallized from ethanol. 4.95 g of the title compound is obtained as a pH-

dependent 5-(E/Z)-isomer mixture.
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GVHQQ: Kr

3.0 g of the compound that is described ﬁnder Example INT17) is dissolved in 50 ml
of ethanol. 3.82 g of the compound that is described under Example INT124) is added and
stirred under reflux for 4 hours. The solvent is condensed in a rotary evaporator. After
purification by chromatography on silica gel, 5.3 g of the title compound is obtained as a pH-
dependent 5-(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO3, main isomer): 8 = 1.18-1.34 (m, 6H); 1.62-
1.78 (m, 4H); 2.48-2.62 (m, 6H); 2.78 (t, 2H); 4.16-4.32 (m, 4H); 6.99 (d, 1H); 7.18 (d, 1H);

729 (¢, 1H); 7.75 (s, 1H); 8.10 (s, 1H); 10.19 (s, 1H); 10.60 (s, 1H) ppm.
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Example 1
(EorZ )-Cyano-(3-ethyl-5-(E/Z)-{[4-(2-morpholin-4-yl-ethanesulfonylamino)—

phenylamino]-methylene}-4-oxo-thiazolidin-z-ylidene)-acetic acid ethyl ester

58 mg of the compound that is described under Example INT10) is dissolved in 2 ml
of dichloromethane, mixed with 5 ml of trifluoroacetic acid, and stirred for 30 minutes at
room temperature. The reaction mixture is concentrated by evaporation in a rotary
evaporator. The residue is dissolved in 3 ml of ethanol. 0.7 ml of triethylamine and 36 mg of
the compound that is described under Example INT124) are added and stirred under reflux
for 3 hours. The solvent is condensed in a rotary evaporator. After purification by
chromatography on silica gel, 55 mg of the title compound is obtained as a pH-dependent 5-
(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO3, main isomer): 8= 1.15-1.31 (m, 6H); 2.30
(m, 4H); 2.66 (t, 2H); 3.22 (1, 2H); 3.50 (m, 4H); 4.14-4.31 (m, 4H); 7.19 (d, 2H); 7.29 (4,

2H); 8.18 (s, 1H); 9.50-10.75 (b, 2H) ppm.
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205 mg of the compound that is described under Example INT21) is dissolved in 10
ml of ethanol. 100 mg of the compound that is described under Example INT124) is added,
and it is stirred under reflux for 15 hours. After cooling, the reaction mixture is filtered, and
the solid is recrystallized from ethanol. 118 mg of the title compound is obtained as a pH-
dependent 5-(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO3, main isomer): 8 = 1.21 (m, 6H), 1.81 (m,

4H), 3.32 (m, 4H), 4.20 (m, 2H), 7.18 (4, 2H), 7.50 (d, 2H), 8.12 (s, 1H) ppm.

Example 3
(E or Z)-Cyano-(3-ethyl-5-(E/Z-({4- [3-(4-methyl-piperazin-l-yl)-propionylamino]-
phenylamino}-methylene}-4-oxo-thiazolidin-z-ylidene)-acetic acid allyl ester

RGN
\/\“/ \Ej o
O H/C)Iz*{o\ \
\_ N

1 g of the compound that is described under Example INT126) and 0.93 g of the
compound that is described under Example INT14) are stirred in 20 ml of ethanol for 15
hours at 100°C. The reaction mixture is evaporated to the dry state in a rotary evaporator.
The thus obtained crude product is purified by chromatography on silica gel. 1.6 g of the title

compound is obtained as a pH-dependent 5-(E/Z)-isomer mixture.
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Analogously to Example 3), 7.4 g of the title compound is obtained by reaction of 5 g
of the compound in 100 ml of ethanol that is described in Example INT128) and 4 g of the
compound in 100 ml of ethanol that is described in Example INT14).

1H-NMR (DMSO-d6, main isomer): § = 1.23 (3H); 2.16 3H); 2.22-2.57 (10 H); 2.61

(2H); 4.23 (2H); 5.28 (2H); 7.26 (2H); 7.31-7.48 (5H); 7.58 (2H); 8.16 (1H); ppm.

Example 5
(E or Z)-Cyano-(3-ethyl-5-(E/Z) -{[4-(2-pyrrolidin-1-yl-ethylcarbamoyl)-phenylamino]-

methylene}-4-oxo-thiazolidin-z-ylidene)-acetic acid allyl ester

Qi
N\/\N

kgﬂtﬁa

12.2 g of the compound that is described under Example 50), 5.5 ml of triethylamine
and 12.8 g of TBTU are introduced into 150 ml of DMEF and stirred for 30 minutes at room

temperature. 4.5 g of N-(2-aminoethyl)-pyrrolidine is added, and it is stirred overnight at
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(E/2)-j[3-(2-piperidin-1-yl-446.92 (d, | H; (ESI)

et hanesul f onyl am no) - phenyl am nol - 7.08 (d, 1H); [ M+l ]

+ net hyl ene) -thiazolidin-2-ylidene)- 7.17 (s, 1H)
534 . (L Erhyr ester 7[BINMR 1H); 8. 1Rlolatu- | Educt/
Exgm S%‘B‘?@ieb"(‘?w;’h) .7 10.62 (d| 1H ppm 16 0
1N15-1.31 (n5 6H); -RW-.-fNT124/ N**I 0 H|Hr Syn-
1 . X
Pl§2L1.68 (m 4H); 556.11 1 0{\1 N 2.27-2.89((m 4H);
(E of Z)-Cyano-(3-ethyl-4-o0x015- 2.76 (t, 2H)sydyEht |thesis as
(E/)- 1[3 -(2-pyrrolidin- 1 -yl- 3.29 (t, 2H); S
104 | H NMR D; fol ecu- Educt/ Exam Structure aRPS Nanme; e
7d uct/ ple No. lar Syn- Weight/ thesis as
(ESI) Case of
[M+1]"
10.50 (s, 1H) ppm.
8 1.18-1.32 (m, 6H); MW: INT124/
0. O\ S A 0/—
N N'j; 4.17-431 (m, 4H); |388.40 |[INT131
7.61 (t, 1H);
7.81 (d, 1H); MS
(E or Z )-Cyano-{3-ethyl-5-(B/Z)-{(3- |7 g5 (4, 1H); (ESD
nitro-phenylamino)-methylene]-4- 8.13 (s, 1H); [M+1]%:
oxo-thiazolidin-2-ylidene}-acetic acid 8.32 (s, 1H); 389
ethyl ester 10.70 (s, 1H) ppm.
9 1.16-1.30 (m, 6H); |MW: INT124/
O aps 30~
c H'j:sy-{_ 4.18 (g, 2H); 377.85 |INT131
0N N\
N 4.23 (q, 2H);
7.00 (d, 1H); MS
(E or Z)-{5-(E/Z)-[(3-Chloro- 7.08 (d, 1H); (ESI)
phenylamino)-methylene]-3-ethyl-4- |- {5 (s, 1H); M+1]":
oxo-thiazolidin-2-ylidene}-cyano- 7.28 (1, 1H);
acetic acid ethyl ester 8.28 (s, 1H);




M5 in the (ESI) Case of [M+l]+ eth
i esul fonyl am no) - phenyl ai ~i no] ~- 4.15-1.31 (n~ 4H);

_rM_ T 1 methylene) -thiazolidin-2-ylidene)- 6.90 (d,
1H); 557 acetic acid ethyl ester 7.01 (d, 1H); 7.12
(s, 1H); 7.29 (t, IH; 8. 14(s, 1H); 10.10-10.90

(b, 2H PPM 17 -f-.15-1.34 (m 6H);

-Maw -1 NT124/ O

NY 2.55 (t, 2H); 444.51 1 00 N3.24 (s, 3H: (Eor Z
Y T dito ahd Nile- 5 - (7 2) - {[[AH-NMBI (t, 2H)[Malsou- | Educt
E %‘ﬁnzs oxy-egropi onylam no)- 4.14-4.32 (m 4H);| (ESI)
{Jeﬂsn) | am no] - met hyl enel -4-oxo-| 7.27 (d, 2H); {iM+11 |Syn-
Pthi%zol i di n-2-yli dene)-acetic gcid ethyl 7.60 (d,
211);| 445 ester 8.14 (s, 1H); 19.96 (s, | H); [MWeight/ |thesis as
Exam{ Structure and Name H NVR Mol ecu- Educt/ | pl e Ng.
lar $yn Weight/ thesis as ns i|n the MS in the
(ESD Case of
M+1T"
10.51 (s, 1H) ppm.
10 o ‘,:] 1.16-1.30 (m, 6H); MW: INT124/
Q
/_O»—@NT*{_O 1.35 (t, 3H); 454,51 |INT131
H
N
SR 4.17-4.30 (m, 4H);
4.35 (q, 2H); MS
; ESI
5-{[2~((E or Z )-Cyano- 7.12 (s, 1H); (ESD)
: M+1]":
ethoxycarbonyl-methylene)-3-ethyl-4- 728 (d, 1H); [ ]
; 455
oxo-thiazolidin-5-(E/Z)- 7.45 (d, 1H);
ylidenemethyl]-amino} -1 H-indole-2- 7.58 (s, 1H);
carboxylic acid ethyl ester 8.20 (s, 1H);
10.61 (s, 1H);
11.93 (s, 1H) ppm.
11 § 1.13-134 (m, 6H); |MW: |INT124/
< s 6
A N'j;s>_<_ © 2.38 (s, 3H); 39647 |INT131
07N N\
N 4.12-4.32 (m, 4H);
6.12 (s, 1H); MS
(EorZ )-Cyano-{3-ethyl-5-(E/Z)-[(2- 6.96 (d, 1H); (ES)




(ESI') Case of [M+11+ 10.53 (s, 1H) ppm 18 "*Y
1.15-1.32 (m 6H); MAN [INT124/ 14 AS 0 0 1), N 3.30
(s, 3H); 474.54 1 k, N 3.52 (t, 2H); (E or
Z)-Cyano-[3-ethyl-5-(E/ 2)-({4- 3.67 (t, 2H); ns

[ 2- (2- net hoxy- et hoxy) - acetyhgm no] - 4.08 (s, 2H);
(ESI) phenyl am no) -nethyl ene)-4-oxo- 4.17-4.32 (m
4H); [MHI] +: thiazolidin-2-ylidene] -acetic acid
ot h

729 (2475 ester['ARQMR d, 2H); 8Mbkcgs|Educt/
Exlam)-; Strgctgl:’/e aklg’Nainﬁ; | R H) @
o WV

2. 6H); WV _: -INT _124/ 0O laN”™ S 0 H 3.37 ($lar3H);
rigNe. |48 T 0 N 3.98 (s, 214); (E or Z )-Cyano-(3
-ethyl- 5 -(E/2)- 1[4- 4.15-4.33 (m 4H); M
(2- et hoxy-acetylam no)- 7.28 (d, 2H); (ESI) 106 NVR
Mol ecu- ~duct/ Exam Structure and Name ple Nyg |ar
Syn-| Weight/ thesis as ms in {he

\
A>3 WL

10. 53 (sp 1 H ppm 19 1. 16-1} 3
Syn-

Weight/ | thesis as
in the

(ESD) Case of

M+17"

+u

methyl-1H-indol-5-ylamino)- 7.25 (d, 1H); [M+1]7:
methylene]-4-oxo-thiazolidin-2- 7.33 (s, 1H); 397

ylidene}-acetic acid ethyl ester 8.15 (s, 1H);
10.56 (s, 1H);

11.98 (s, 1H) ppm.

12

N o — 1.16-1.34 (m, 6H); [MW: |INT124/
oi\ﬁ ﬁ'j:sy{_ ° 4.15-432 (m, 4H); 42547 |INT131

" TN 6.89 (s, 1H);
7.18 (d, 1H); MS
(E or Z )-{5-(B/Z)-[(3-Carbamoyl-1H- | 7.35-7.52 (m, 2H); | (ESD
indol-5-ylamino)-methylene]-3-ethyl- |8.00-8.10 (m, 2H);  |[M+1] *
4-ox0-thiazolidin-2-ylidene}-cyano- {820 (d, 1H); 426
acetic acid ethyl ester 10.75 (d, 1H);

11.60 (s, 1H) ppm.

13 N {17134 (m, 6H); |MW: |INT124/
N —
(N N’I ° 2.20 (s, 3H); 469.56 |1

N 2.23-2.42 (m, 4H);




(ESI) Case of [M-11+ phenyl ami nol

- met hyl ene - 4- oxo-

7.65 (d, 2H); [MHl] thiazolidin-2-ylidene)-acetic
acid ethyl 8.15 (s, 1H); 431 ester 9.77 (s, 1H; 10.
52 (s, 1 H ppm 20 ON~,"SA0 1. 11- 1.3 5 (m 8H);
MA I NT124/ 1.35-1.47 (m 4g1); 533.67 1 01,110 aN"
O-S HO0 2.20-2.32 (m 4H; N (Eor z
) - Q/ano (3-ethyl-4-oxo-5- 2.54 (t, 2H); ms (E/2)-
3 5 —yT= 3720 (H.NR; (ESI) |Molecu- |Educt/
E’%‘E"h gg&fl?odﬁl)g&m no) - phenyl ami pol - 4.14-4.31 (m 4H)
[\ 11 methylene) -thiazolidinft2-ylidene)- 7.1Rr(d, |Syn-
PIoNp.| 534 acetic acid ethyl ester 7.28 (d, 2H|; 8.18
(s, 1H); 9.5-10.0 (b, 1H); 1p.35-10.75 (b, IlideightP|thesis as
107 | ffd_uct/ Exam Structurejand Name H NMR|Rol ecu
ple No. lar Syn- Weight/ thesi$ as ns in the|pms in the
(ESI) Case of
M+1]
3.61 (s, 1H); MS
(EorZ )-Cyano-(3-ethy1-5-(E/Z)-{[3- 4.15-4.32 (m, 2H); (ES])
+.
(4-methyl-piperazine-1-carb0ny1)— 7.01-7.10 (m, 1H); [M+1]™:
phenylamino]-methylene}-4-oxo- 7.31 (s, 1H); 470
thiazolidin-2-ylidene)-acetic acid ethyl 7.47-7.36 (m, 2H);
ester 8.25 (s, 1H);
10.57 (s, 1H) ppm.
14 1.14-1.32 (m, 6H); | MW: INT124/
\\/I
N/\/& ,1,:}{0 1.44-1.90 (m, b, SH); {549.67 |1
2.50-3.50 (m, b, 9H);
4.12-431 (m, 4H); |MS
6.91 (d, 1H); (ESI)
(EorZ )-Cyano-[3-ethyl-S-(E/Z)-({3-
+
t g 7.09 (4, 1H); [M+1]™:
[2-(2 ~hydroxymethyl-pyrrolidin- 1-yD)-
. . 7.18 (s, 1H); 550
ethanesulfonylamino]-phenylamino}-
NPT 7.31 (t, 1H);
methylene)-4-oxo-thiazolidin-2-
. 8.12 (d, 1H);
ylidene]-acetic acid ethyl ester
9.91 (s, 1H);




(ESI) Case of [M+1l]+ 21 N 1.16-1.31 (m 6H); WV _-
TNT 124/ 0 8 0 2.10 (s, 3H); 548.69 1 'R N 2.13-2.40
(m 8H); (E or Z)-Cyano-[3-ethyl-5-(E/2)-({4- 2.65
(t, 2H); nms [2-(4-nmethyl-piperazin- 1 -yl)- 3.20 (t,
2H); (ESI) ethanesulfonyla%3no] phenyl am nol -
4.13-4.30 (m 4H); [M11 +:

thyI ene) 4-oxo-thiazolidin-2- 7.19 (d, 2H); 549

IICI Clbcld bi d et hyi €St eH_NW (d, 2H) 1\/1%16]:8— Educt/
g‘ N? " (b, 211) ppm 22 NSA 1.17-1/31 (m
H),--KIW fNr124/ vaas o — § C( 2.96 (s, 3H)far436. Behyn-
c100 N, N~ 4.15-4.31 (m 4H); .19 (d, 2H); ns (E of
Z )-|Cyano- 13 -ethyl- 5-(E/ 2Z2)-[(4- 7.31 (d, Z}WGi%h@S thesis as
met hanesul f onyl am no- phenyl am po)- 8.14 (s, 1H);

+. |met hyl ene] - 4-oxo-thiazolid{n-2- 9.77 (s, LJKJ) 431 the
108 [7 _ffx-am Structure and Name H NWVR Vol ecl_SEd P
pie No. lar Syn- (ES)  |Case of

[M+17"

10.62 (d, 1H) ppm.

1.15-1.53 (m, 12H); |MW: |INT124/

C{\S{P Q Q
O‘/\’ N N'IS 2.25-2.50 (m, 6H);  |533.67 |1
N 3\
N

2.68-2.85 (m, 2H);

15

(EorZ )-Cyano-(3-ethyl-4-oxo-5- 4.18-4.31 (m, 4H); MS
(E/Z)-{[3-(2-piperidin-1-yl- 6.92 (d, 1H); (ESI)
ethanesulfonylamino)-phenylamino}- |7.08 (d, 1H); [M+1]7:
methylene}-thiazolidin-2-ylidene)- 7.17 (s, 1H); 534
acetic acid ethyl ester 7.31 (t, 1H);

8.12 (d, 1H);

10.01 (s, 1H);

10.62 (d, 1H) ppm.

1.52-1.68 (m, 4H); 556.11 |1

1.15-1.31 (m, 6H); MW: INT124/
16 o\\/? /O o —
CP/\/S.N N,IS}-{-O
H
)

H
0N\
N 2.27-2.89 (m, 4H);
(EorZ }-Cyano-(3-ethyl-4-oxo-5- 2.76 (t, 2H); MS

(E/Z)-{[3~(2-pyrrolidin-1-yl- 3.29 (t, 2H); (ESD




Weight/ thesis as M in the (ESI) Case of [MH]+
ylidene) -acetic acid ethyl ester 10. 5 6 (s, 1 H)
ppm 23 1.09-1.49 (m | OH); MW INT124/ 0 1.49-1.65
(m 2H); 563.70 1 HO00 -11 0 0 2.04-2.23 (m 2H);

\~_

N (E or Z)-Cyano-[3-ethyls5-(E/ 2)-(j4_ 2.53-2.67

(m 1H); M5 [2-(2-hydroxytnethyl-piperidin- | -yl)-
2.81-2.96 (m 1H) (ESI) et hanesul f onyl am nol
ph ... 96-3 10 (M [IHNMRW +: Molecu- | Educt/
Exqay h;#‘é‘ pase apd Naefe | i din-2f 3. 10-3. 27 (m |2H): 5p4
ylidene] -acetic acid ethyl ester 3.23-3.50 (m 132H) Syn-
plaNes - 4.30 (m 4H): 4.56 (s, IH; 7.21 (d, 2H); 31
(d, 2H); 8.17 (s, 1H; 9.71 (s, 1H); 10.55 Wméﬂﬂ) thesis as
pprn. 109 Exam Structure and| Name H NVR Ml ecu-
Educt/ ple No. lar Syn Weight) thesis as MSiifthe|i,the
(ESI) Case of
(ESD Case of
[M+1]
+-
cthanesulfonylamino)-phenylamino]- |4.15-4.31 (m, 4H); |[MH+1]™
methylene} -thiazolidin-2-ylidene)- 6.90 (d, 1H); 557
acetic acid ethyl ester 7.01 (4, 1H);
7.12 (s, 1H);
7.29 (t, 1H);
8.14 (s, 1H);
10.10-10.90 (b, 2H)
ppm.
T ¥ 1.15-1.34 (m, 6H); |MW: |INT124/
Y a3
© uj&.{' ° 255 (t, 2H); 44451 |1
o N\\ N,
3.24 (s, 3H);
(EorZ )-Cyano-(3-ethyl-S-(E/Z)-{[4- 3.61 (t, 2H); MS
(3-methoxy-propionylamino)- 4.14-432 (m, 4H); | (ESD
phenylamino]-methylene}-4-0x0- 727 (d, 2H); [M+1]":
thiazolidin-2-ylidene)-acetic acid ethyl 7.60 (d, 2H); 445
ester 8.14 (s, 1H);
9.96 (s, 1H);




[MH1]+ 24 1.16-1.31 (m 6H); ~ ~W II\IT124/ o 0 10 H
011, 1.41-1.65 (m 3H): 549.67 1 0 SN4i, ~0N
1.65-1.70 (m 1H); (E or
Z)-Cyano-[3-ethyl-5-(E/2)-(14- 2.10-2.15 (m |IH); M
[ 2- (2- hydroxymet hyl -pyrrolidin- 1 -yl)- 2.44 (m 1H);
(ESI) ethanesul fonyl am no] - phenyl am nol - 2.66 (m
1H)' [I\/H] +: rrethylene) 4- oxo-thiazolidin-2- 2.85
m—HH aou uelIEJ acetic ag.dval hyl  est efMolecu- | Educt/
| StFugipre and %ﬂ;‘ 4.15-4.31 ([0 4H); 4.5 2 (s, | H;
7.20 (d, 2I—I) 7.30 (d, 2H); B.18 (s, IH; 96 8 (BSyn-
pl?NPb; 10.55 (s, IH ppm 110 Exam Structureiand Najre
-' HINWR Vol ecu- fduct/ ple Noj lar Syn Wi ght ;g,etléhejs Besis as
as |Msin the (ESI) Case of M-I ]+ 25 HO O, r-1
0.93 (t, 3H; MAN Educt as MS in the
(ESI)  |Caseof
M+17
10.53 (s, 1H) ppm.
18 o N 1.15-1.32 (m, 6H); MW: INT124/
A e, 34
0 H,j:&{o 3.30 (s, 3H); 47454 |1
o N\
N 3.52 (t, 2H);
(E or Z )-Cyano-[3-ethyl-5-(E/Z)-({4- |3.67 (t, 2H); MS
[2-(2-methoxy-ethoxy)-acetylamino]- | 4.08 (s, 2H); (ESD
+u
phenylamino} -methylene)-4-oxo- 4.17-4.32 (m, 4H); | [M+1]":
thiazolidin-2-ylidene]-acetic acid ethyl | 7.29 (d, 2H); 475
ester 7.63 (d, 2H);
8.15 (s, 1H);
9.67 (s, 1H);
10.53 (s, 1H) ppm.
T i 1.16-1.32 (m, 6H); |MW: |INT124/
~o Y O Q
o ”j:s‘*‘to 3.37 (s, 3H); 430.48 |1
oo N\
N 3.98 (s, 2H);
(E or Z )-Cyano-(3-ethyl-5-(E/Z)-{[4- |4.15-4.33 (m, 4H); |MS
(2-methoxy-acetylamino)- 7.28 (d, 2H); (ESID)




~S'r - 0 1.22 (t, 311); 373.43 in the 1.66 (sextet,
2H); Case of disclosed but not clained 4.12 (t, 2H);
M5 I NT124/ (E or Z )-Cyano- {3 -ethyl- 5 -(E 2)-[(4-
4.24 (q, 211); (ESI) INT131

hydr oxy- phenyl am no) - net hyl ege] -4- 6.77 (d, 211);

[MF11 +:

oxo-t hi azol i di n-2-yl

i denel

-acetic acid 7.15

(d, 2H); 374 propyl ester 8.07 (s, 1H); 9.41 (s. |
Exafi- | dand Ndile PPM 276- TP-MRH- 1. 32 n, |Kld)ecu~ [Educt/
! ﬁi{?@?ﬁa}& s, 0 F _14.10:4134 (m 4H); 377,39
~ % 6.59-6.72 (m 2H); (E or Z|jarCyanSyn-
P‘i?-gethya-ﬁ-((jazy[(z_ 7.21 (t,|1H): M ryansyn
uar o- 4- hydr oxy- phenyl am no)-|7.91 (s, | H); :
met hyl ene] - 4- oxo-thi azolidin-2; 9.9 8 (s, | I—D?%%\}/?y thesis as
I +:| ylidenel -acetic acid ethyl ester 10.25 b, |in the
g;) ?l/om I378|\I;)Ex|am Structure and Name H NVR Wbl ecu-
uc ple . lar Syn Weight) thesis as M5jj he
(ESI) Case of [Mtl]+ 27 HO 1.12-1.35 (m em;k%}ﬁ Case of
INT1R4/ S 0 O T
+1
phenylamino]-methylene}-4-oxo- 7.65 (d, 2H); M+1]"
thiazolidin-2-ylidene)-acetic acid ethyl | 8.15 (s, 1H); 431
ester 9.77 (s, 1H);
10.52 (s, 1H) ppm.
20 O 1.11-1.35 (m, 8H); MW: INT124/
N\/\IS\\/H\@ o . 533.67
& N j:s %{‘O 1.35-1.47 (m, 4H); 33. 1
H
SR Y 2.20-2.32 (m, 4H);
2.54 (t, 2H); MS
(E or Z )-Cyano-(3-ethyl-4-ox0-5- ( )
N 3.20 (t, 2H); (EST)
(B/Z)-{[4-(2-piperidin-1-yl-
_ _ 4.14-431 (m, 4H); |[M+1]™
ethanesulfonylamino)-phenylamino]-
7.19 (4, 2H); 534
methylene} -thiazolidin-2-ylidene)- ( )
o 7.28 (d, 2H);
acetic acid ethyl ester
8.18 (s, 1H);
9.5-10.0 (b, 1H);
10.35-10.75 (b, 1H)
ppm.




0 NA\\ 4.14-4.33 (m 4H);

393.

85 INT131 N 6.

94 (d,

1H; (Eor 2)-15-(E/2)-[(3-Chloro-4- 7.13 (d, 111); M
hydr oxy- phenyl am no) - met hyl ene] -3 - 7.34 (s, | H);
(ESI) ethyl-4-o0xo-thiazolidin-2-ylidenel - 8.10 (s,
1H); [MHl] +: cyano-acetic @gcid ethyl ester 10.10 (s,
1H); 394 10.40 (s, I H ppm 28 HO ~W_INTI24/ a,,
1.16-1.32 ng 6H); 0 0. N+ SO 11 4.15-4.32 (m_4H):
AQA 70— NG N> U N 7. M9 (MR 1H); (E oMokcu- | Educt/
Eaf’bfaSﬁ%‘& ejﬁ-et%f-s-(azy[m- 7.56 (dd, 1H)] M5
hydrioxy- 3-ni tro- phenyl am no)- .84 (d, 111); (fdl) Syn-
pl Phyl ene] - 4-oxo-thi azolidin-2} 8.18 (s, 111)] [ Ml H:
ylidenel -acetic acid ethyl ester 10.10-10. 70| {Righ®H)thesis as
405 ppm 112 Exam Structure and Nanme ' H NVR{Mbl ecu
Educt/ ple No. lar Syn Weightf{ thesis as M|yf thelinthe
(ESOD Case of [M+l]+
(ES) |Caseof
[M+1]"
21 NN q 1.16-1.31 (m, 6H); |MW: INT124/
e 2 ¢ WU Vo
& H»I&{w 2.10 (s, 3H); 548.69 |1
o) N\\ \\N
2.13-2.40 (m, 8H);
(E or Z )-Cyano-[3-ethyl-5-(E/Z)-({4- 265 (t, 2H): MS
[2-(4-methy1-piperazin-1-yl)- 320 (t, 2H); (ES)
ethanesulfonylamino]-phenylamino}- 4.13-4.30 (m, 4H); [M+1]":
methylene)-4-oxo-thiazolidin-2- 7.19 (d, 2H); 549
ylidene]-acetic acid ethyl ester 729 (d, 2H);
8.18 (s, 1H);
9.5-10.8 (b, 2H) ppm.
22 1.17-1.31 (m, 6H); |MW: |INT124/
//\\ H'j: *-z_ 2.96 (s, 3H); 436.51 1
4.15-4.31 (m, 4H);
7.19 (d, 2H); MS
(EorZ )-Cyano-{3-ethyl-5-(E/Z)-[(4- |7.31 (d, 2H); (ESD
methanesulfonylamino-phenylamino)- 8.14 (s, 1H); [M+1] "
methylene]-4-oxo-thiazolidin-2- 9.77 (s, 1H); 437




29 C 1.15-1.31 (m 611); ~WJIfNT124/ H) C
4.12-4.31 (m 4H); 428.29 INT131 0 O N\ __
211); (E or Z)-Cyano- (5-(E/2)-[(3,5- 8.15

211) (ESI) nmethyl ene] - 3-et hyl - 4- oxo-thi azol

1. 17-1.31 (m 6H: MW INT124/ HO( 0 2.17

3387 NT 124

.4 s Cr

N 7.31

(m

(s, I H;
M5 di chl or o- 4- hydr oxy- phenyl am no) - 10. 10- 10. 60 (b,

i di n- PPm
[MHI] +:  2-ylidene) -acetic acid ethyl ester 429 30

s, 6H);

8+ NF13 SO N T NENER 4. 31 (m | Mid)ecu{ [EEduct/
Exgp-2S 69 rf‘é’m‘{aé“e ethyl- 5 - (B 2)- [(4- 6.90 (s, 211):
hydr oxy- 3, 5- di et hyl - pheny|] am no) - 8. 08 ($jar 111)

methylene)-4-oxo-thiazolidin-2-
3.23-3.50 (m, 2H);

ylidene]-acetic acid ethyl ester
4.15-4.30 (m, 4H);
4.56 (s, 1H);
7.21 (d, 2H);
7.31 (d, 2H);
8.17 (s, 1H);
9.71 (s, 1H);

10.55 (s, 1H) ppm.

b Syn-
pl¢Mail) " nethyl ene] - 4- oxo-t hi azol i din-2- 8.20 (s, 111)
[ MHI] +:  ylidene) -acetic acid|ethyl ester 10. W?ég?x Sthesis as
1 H)| ppm 388 _fj HO 1.01 (t,|611); WV | NT124/ -D
SO >~ 115134 (m 6H): 4455 INTLS2 Tl N |
2.55 (q, 4H); 113 -Educt/ Exam Structure and Nane
"H- NWVR -Wl ecu ple No. lar Syn (ESD Case of
[M+1]"
ylidene}-acetic acid ethyl ester 10.56 (s, 1H) ppm.
23 1.09-1.49 (m, 10H); |[MW: INT124/
E; ”“ 1.49-1.65 (m, 2H), 563.70 |1
© m’ﬂ(
2.04-2.23 (m, 2H);
2.53-2.67 (m, 1H); |MS
(EorZ )-Cyano-[3-ethyl-5-(E/Z)-({4-
Y 2.81-2.96 (m, 1H); |(ESD
[2-(2-hydroxymethyl-plperldm-1-y1)- )
. 2.96-3.10 (m, 1H); [M+1]7:
ethanesulfonylamino]-phenylamino} -
3.10-3.27 (m, 2H); 564




Vi

ght/ thesis as M5 in the (ESI) Case of [Mt1ll+

3.70 (s, 211); RS (E or Z)-Cyano-15-(E/ 2Z)-[(3-
4.13-4.31 (m 4H); (ESI)

di et hyl am nomet hyl - 4- hydroxy- 6.6 8 (d, 1 H); [Mtl] +:
phenyl am no) - met hyl ene] - 3-eyfoyl -4- 7.02 (d, 1H); 445
oxo-thiazolidin-2-ylidenel -acetic acid 7.09 (s, 1H);
ethyl ester 8.08 (s, 1H); 10.45 (s, 1H ppm 32 HO 0O

9.3

4

f R* Ga B ~W II- NTIZAINMROL r-1 S 2|NiBlefs-, | Educt/
oI RBIE 0 0 N 4.1504.30 (m 4H): [E or 2

- Cyano- 13 -ethyl-5-(E/2)-[(4- 6.75 (d, | laVb Syn-
M Yl -5-(E/2)-[ ( (d 1 H|la yn

oxy- 3- met hyl - phenyl am no)-| 6. 95 (d, 1H); (ESI)

nmet hyl ene] - 4- oxo-thiazolidin-2r 7.07 (s, 1H); {W%h}_/ Hhesis as
ylidene) -acetic acid ethyl ester 8.06 (d, 1H}; 4

O (s, I H; 10.40 (d, Il1)|{ppm 114 Exam

in th
Structure and Nane H NMR Vol ecu- fduct/ ple I\lk\)ll.slar tnthe

Syn \Weight/ thesis as ns in the (ESD Case of
[M+1]"
24 1.16-1.31 (m, 6H); MW: INT124/

CN\/‘,S’N QI
oF 00 ON'IS»Q_O 1.41-1.65 (m, 3H);  |549.67 |1
0 Nk W

1.65-1.70 (m, 1H);

(EorZ )-Cyano-[3-ethyl-5-(E/Z)-({4- 2.10-2.15 (m, TH); MS

[2-(2-hydroxymethyl-pyrrolidin-1-yl)-

2.44 (m, 1H); (ESI)
ethanesulfonylamino}-phenylamino} - 2.66 (m, 1H); [M+1]™:
methylene)-4-oxo-thiazolidin-2- 2.85 (m, 1H); 550

ylidene]-acetic acid ethyl ester 3.10-3.41 (m, SH);

4.15-4.31 (m, 4H);
4.52 (s, 1H);
7.20 (d, 2H);
730 (d, 2H);
8.18 (s, 1H);
9.68 (s, 1H);

10.55 (s, 1H) ppm.




(ESI) Case of [Mt11l+ 33 Br 1.18-1.32 (m 6H)
01: t,, HO, Br .0 S'0 4.14-4.30 (m 414);

INT131 O N\N 7.46 (m 3H);
“(E/2)- [(3,5 - 8.12 (s, 1H); ns

di br ono- 4- hydr oxy- phenyl am pg) - 10.50 (s,
(ESI)
2-

yl i denel -acetic acid ethyl
L

| NT124/
517. 20
(E or Z)-Cyano- 15

b, 114) ppm
nmet hyl ene] - 3- et hyl - 4- oxo-t hi azol i di n- [ M+l ]

ester 518 34 0 1. 18-

+:
1.3

a)
%4

Ex

oI

‘I‘\7I EHQW{FF&%VMI ENT-1247 70 O

N 4.15-4.30 (

ano - 7.00 (d, 1H); ns

xycar bonyl - met hyl ene) - 3- et
(ESI|) oxo-thiazolidin-5-(FE 2)t

yl i denenet hyl | -am nol -2-hydroky- 8.12 (s, 1Hj;

TO-AOMR 90 (s, 3{Mplecu- | Educt/

m 4H); 5 -1[2-((E or

lar

hyl -4- 7.51 (d, |1H);

VA
Syn-

7.64 (s, 1H); |{Whl/ Phesis as
18

benzoi c acid nmethyl ester 10.2B (s, 1H); 10.52psS: 1Hhthe
ppm| 115 Exam Structure and Name 'H NVR Mol ¢cu-
muet! (ESI) Case of
[M+11"
93 (t, 3H); MW: Educt as
N . 0.93 (t, 3H)
O S)—{O 1.22 (t, 3H); 37343 |in the
H/XN ©»
o) N . Case of
) 1.66 (sextet, 2H); ase o
; 124/
disclosed but not claimed 4.12 (t, 2H); MS INT
(E or Z )-Cyano-{3-ethyl-5-(E/Z)-[(4- 4.24 (g, 2H); (ES)  |INT131
+l
hydroxy-phenylamino)-methylene]-4- 6.77 (d, 2H); [M+1] "
oxo-thiazolidin-2-ylidene} -acetic acid |7-15 (4, 2H); 374
propyl ester 8.07 (s, 1H);
9.41 (s, 1H);
10.46 (s, 1H) ppm.
26 1.14-1.32 (m, 6H); MW: INT124/

HO o -
Q\sz:s*-to
F o Nk \,

(EorZ }-Cyano-{3-ethyl-5-(E/Z)-[(2-
fluoro-4-hydroxy-phenylamino)-
methylene]-4-oxo-thiazolidin-2-

ylidene}-acetic acid ethyl ester

4.10-4.34 (m, 4H); 377.39

6.59-6.72 (m, 2H);

7.21 (t, 1H); MS
7.91 (s, 1H); (ESD
9.98 (s, 1H); [M+1]":

10.25 (s, b, 1H) ppm. |378

INT131




pl e No.

lar Syn Weight/ thesis as Msin the (ESI)
Case of [MH ]+ 35 0 1.17-1.31 (m 6H); 9W--. INT
1-2 4 OH 4.13-4.35 (m 4H); 359.40 INT131 S '0 O NN
6.78-7.02 (m 3H); (Eor Z)-Cyano- (3 -ethyl- 5
-(E/Z)- [(2- 7.40 (d, | H; ¥6
hydr oxy- phenyl am no) - net hyl ene]-4- 8.60 (s, | H);
(ESI) oxo-t h[ azolidin-2-ylidene) -acetic acid 10.20
Co T3t IR Ind NGl + et hyl eSHeNMR60 _MW - - | MbNu- | Educt/
Balfs | Sttty And Nee er: 1. 16-1.3 2 (m 6H) . B61, 40
1I 131 FO - N,>%N4.15-4.32 (m 4H); (E ¢larZ Syn-
P§N8yano- 13 -ethyl- 5 -(E/2)-[(2- 7.10-7.60 (m 411)}
M5 |f | uor o- phenyl am no) - net hyl ene] -4- 8.06 (d Wjeg)glﬁ/i thesis as
(ESI|) oxo-thiazolidin-2-ylidepe) -acetic acid 10. 49
(d, 1111) ppm [M+] +: ethyl pster 362  RW 124151 the
37 0 Main Isoner: H,): > 1.1(-1.33 (m 6H); 7.43
INT131 (EST) Case of
M+1TF
37 O 1.12-1.35 (m, 6H); |MW: |INT124/
X~y 30~
o
¢ H'j:syi' 4.14-433 (m, 4H);  [393.85 |INT131
0 Nk \\N
6.94 (d, 1H);
(E or Z )-{5-(E/Z)-[(3-Chloro-4- 7.13 (d, 1H); MS
hydroxy-phenylamino)-methylene]-3- 7.34 (s, 1H); (ESI)
ethyl-4-oxo-thiazolidin-2-ylidene} - 8.10 (s, 1H); M+1]":
cyano-acetic acid ethyl ester 10.10 (s, 1H); 394
10.40 (s, 1H) ppm.
28 o 1.16-1.32 (m, 6H); |MW: |INT124/
L s 30
W H'j;sy-t 4.15-432 (m, 4H); 40440 |INT131
© 0 N\\ N
7.10 (d, 1H);
(E or Z )-Cyano-{3-ethyl-5-(E/Z)-[(4- |4 5¢ (dd, 1H); MS
hydroxy-3-nitro-phenylamino)- 7.84 (d, 1H); (ESI)
methylene]-4-oxo-thiazolidin-2- 8.18 (s, 1H); [M+1]":
ylidene} -acetic acid ethyl ester 10.10-10.70 (b, 2H) | 405
ppm.




ON N2.30 (s, 3H; 116 Exam Structure and Na
. ) b rre
H NVR Mol ecu- Educt/ ple No. lar Syn Weight/ thesis
as M in the (ESI) Case of [Mtl]+ (E or Z
) - Cyano-[ 3- et hyl - 4- oxo-5- 4.13-4.33 (m 4H); M
(E/ Z)-(o-tolylanmi no-nethyleng)- 7.01-7.47 (m 4H);
(ESI) thiazolidin-2-ylidene] -acetic acid ethyl 7.92
|vu|-ll SOITET . 1 NTLZ4/ S UJ1 y >- ~ 1 ﬁ[‘()l.e
Exam éiﬁuff“éeza)‘.dggﬁr? 131 N 4.15 > 1§§41(Nm 4H): (E orca5 fdued
1Z-15-(E./Z)-[(2-Chloro- 7.08-7/65 (m 4H); MS|iar Svyn-
PlpRE€nyy| ani no) - met hyl ene] - 3-ethyl-4- 8.65 (d, 1H); (ES )yn
oxo- hi azol i di n-2-ylidenel -cyano- 10.92 (d, | i/ thesi
[Wel| + acetic acid ethyl es{er 378 39 0 O ) thesis s
aw . N%'SO0HZ1 38 (t ; !
% (t, 3H); 394. 4%@ N'I'l&ﬂ,lthe
(ESD)  |Caseof
[M+1]7
29 G 1.15-1.31 (m, 6H); |MW: |INT124/
HO o
o H’Is >_<—o/— 4.12-431 (m, 4H); |428.29 |INT131
N
"\ 7.31 (m, 2H);
(E or Z )-Cyano-{5-(E/Z)-[(3,5- 8.15 (s, 1H); MS
dichloro-4-hydroxy-pheny1amino)- 10.10-10.60 (b, 2H) | (ESD
+¢
methylene]-3-ethyl-4-oxo-thiazolidin- | PP™ [M+1]
2-ylidene} -acetic acid ethyl ester 429
30 1.17-1.31 (m, 6H); MW: INT124/
HO
Q
) j\u,j:s }_{-o/— 2.17 (s, 6H); 387.46 |INT131
SR Y 4.12-4.31 (m, 4H);
(E or Z )-Cyano- (3-ethyl-5-(B/Z)-(4- |90 2D MS
hydroxy-3,5-dimethyl-phenylamino)- 8.08 (s, 1H); (ESD
. +'
methylene]-4-oxo-thiazolidin-2- 8.20 (s, 1H); (M1~
ylidene}-acetic acid ethyl ester 10.38 (s, 1H) ppm. 388
31 HO 1.01 (t, 6H); MW: INT124/
QA
S o}
WY >{_ 1.15-1.34 (m, 6H);  |444.55 |INT132
o N N\
M .,
2.55 (q, 4H);




N 1.46 (t, 3H); (E or Z)-Cyano-|[3-ethyl-4-o0xo0-5- 4.33
(q, 2H; M5 (E/ 2)-(quinolin-8-ylam nonethyl ene)- 4.51
(g, 211); (ESI) thiazolidin-2-ylidene] -acetic acid
ethyl 7.40-7.59 (m 4H); [Mtl] +: 117 Exam Structure
and Name 'H NMR Mol ecu- Edugiy ple No. lar Syn
Weight/ thesis as M in the (ESI) Case of [MH]+
ester 7.87 (d, 1H); 395 8.18 (d, 1H); 9.00 (m 1H);

12 264 [

12 d—1H 40 VRl n Tsofgr.NM@WV [ NT124/ Molécd- NEduct/
By | Spruictppg aril Nagncy (m 12H): 3B5.49 | NT131 3/03-3.18
(IrI]] IH; (Eor Z)-Cyano- 3 -ethyl- 5 -(E 2)- |{a2-
PIaNPql 4,33 (m 4H): MBS
I sopr opyl - phenyl am no) - met hyl ene] - 7.10-7. 47 (R¥ei thesis as
(ESI 4- oxo-thiazolidin-2-ylidenel -acetic 7.89 (s,

IH ;| [MH] + acid ethyl ester 10. 12 (s, 1 Hj(®PM |in the
386 41 Main Isomer: MAN | NT124 s d N

Syn-

(ESD) Case of

[M+1]"
3.70 (s, 2H); MS
(E or Z )-Cyano-{5-(E/Z)-[(3- 4.13-431 (m, 4H);  [(ESD
diethylaminomethyl-4-hydroxy- 6.68 (d, 1H); [M+1]":
phenylamino)-methylene]-3-ethyl-4- 7.02 (d, 1H); 445

oxo-thiazolidin-2-ylidene} -acetic acid |7.09 (s, 1H);
ethyl ester 8.08 (s, 1H);

10.45 (s, 1H) ppm.

Ho (18131 (m, 6H); |MW: |INT124/
s 3
H’j:&%o 2.12 (s, 3H); 37343 |INT131
N
° L \\N

4,15-4.30 (m, 4H);

32

(E or Z )-Cyano-{3-ethyl-5-(B/Z)-[(4- | 6 75 (4, 1H); MS

hydroxy-3-methyl-phenylamino)— 6.95 (d, 1H); (EST)

methylene]-4-oxo-thiazolidin-2- 7.07 (s, 1H); [M+] +,

ylidene} -acetic acid ethyl ester 8.06 (d, 1H); 374
9.30 (s, 1H);

10.40 (d, 1H) ppm.




O N

1. 16-1.3 5 (m 6H);

393.47 INT131 4.12-4.35 (m

4H); (E or Z )-Cyano-[3-ethyl-5-(E/ 2)- 7.44 (d, 1H);
Ms (naphthal en- | -yl am nonet hyl ene)-4- 7.50-7.68 (m
311); (ESI) oxo-thiazolidin-2-ylidene]-acetic acid
7.85 (d, I H; [MI] +: 1181xam Structure and Nane
"H NWR - Vo-lecu- Educt/ ple No. lar Syn Wi ght/
thesis as M in the (ESI) Case of [M1]+ ethyl ot
esterc T 94 K T11); __~_ 9[#-NMP5- 8. 20 (eroide)l-; uc
Expgi- gt gidRamct o e bomer: WA 1 NT124/  OH 0
S.01.16-1.45 (m 6H); 421.86 [NT131 N 4.13-41a32 (mSyn-
plﬂﬁ)o; di scl osed but not clainmed|7.12-7.23 (m [IH); M
(E of Z)-Cyano-[3 -ethyl- 5 -(E/2)- 7.80 (s, 1kJeight/ |thesis as
(ESI (napht hal en- | -yl am nonet hyl ene)-4- 7. 92-%. 01
(m [111); [M] +:  oxo-thiazolidin-2-ylidene]lp@cetig the
acid{8.59 (d, I H; 422 ethyl ester 12.60 (d, 1H);
13.25-414.0 (b, 1H PPM 43 Main Isomer: K fW.| G T | caseof
M+1]"
33 Br 1.18-1.32 (m, 6H); |MW: |INT124/
HO
I:LN S;’{.o’_ 4.14-430 (m, 4H);  |517.20 |INT131
Y
N\ 7.46 (m, 3H);
8.12 (s, 1H); MS
(E or Z )-Cyano- {5-(E/Z)-[(3,5- ( )
. . , b, 1H) ppm. |(ESI)
dibromo-4-hydr0xy—phenylammo)- 10.50 (s )PP (
L [M+117:
methylene]-3-ethyl-4-oxo-thiazolidin-
518
2-ylidene} -acetic acid ethyl ester
o 1.18-1.30 (m, 6H); |MW: | INTI124/
34 o -
L0 H*j:&%‘" 3.90 (s, 3H); 417.44 |INT131
© o N\\ A\
4.15-4.30 (m, 4H);
5-{[2-((E or Z )-Cyano- 7.00 (d, 1H); MS
ethoxycarbonyl-methylene)-3-ethyl-4- |5 54 d, 1H); (ESD)
oxo-thiazolidin-5-(E/Z)- 7.64 (s, 1H); M+1]™:
ylidenemethyl]-amino} -2-hydroxy- 8.12 (s, 1H); 418
benzoic acid methyl ester 10.28 (s, 1H);
10.52 (s, 1H) ppm.




0 S1.10-1.32 (m 9H); 371.46 INT131 N*):N> 0 2.7
(q, 2H); (E or Z)-Cyano- j3-ethyl-5-(E/2)-[(2-
4.12-4.33 (m 4H); M5 119 Exam Structure and Nane
"H NMR Vol ecu- Educt/ ple No. lar Syn Weight/ thes
as Msin the (ESI) Case of;s [ Mrl] +

et hyl - phenyl am no) - net hyl ene1 -

0

is

4- 7.17- 7.47 ( n5 4H);

~E S 1) oxo-thiazolidin-2-ylidenel -acetic acid
790 I N+ ethyl esfleiNifR 03 (s, b|Mbku- |Educt/
Ex3gi, Syt anil Nigle, * ) (n, 6H):| ~WINTI24/ QO N"*|S
C- 4.13-4.32 (m 4H); 383.43 INT131 N- \\N 7/ (M |Syn-
PIoN®y. 7.30 (m 2H); M5 (E or )- 15-(E/2)- [(1 H
8.63 (s, 1H); (ESlI) Benzoi m dpzol - 2-yl am no) i wAZeh{4| thesis as
(s, 2H) ppm [MH] +:
met hyl ene] - 3- et hyl - 4- oxo-t hi azplidin- 384 MZSS in the
2-ylli denel -cyano-acetic acid ethyl ester 45 1.278-1. 31
n~ 6H); ~WTN TI24/ ", 41S 3.68 (s, 3H); 397. 6d N 1B ase of
[M+1]"
1.17-1.31 (m, 6H); MW: INT124/
35 Q\ o ,—
H'j:s ° 4.13-4.35 (m, 4H);  |359.40 |INT131
oH " o2~y '\
N
6.78-7.02 (m, 3H);
(E or Z )-Cyano-{3-ethyl-5-(E/Z)-[(2- 7.40 (d, 1H); MS
hydroxy-phenylamino)-methylene]-4- | ¢ (s, 1H); (ES)
oxo-thiazolidin-2-ylidene}-acetic acid 10.20 (b, 2H) ppm. | [M+1] +,
ethyl ester 360
36 Main Isomer: MW: | INT124/
O, O/—-
; Dl'j:s% 1.16-1.32 (m, 6H); |361.40 |INT131
F 0 N\\ \\N
4.15-4.32 (m, 4H);
(E or Z )-Cyano-{3-ethyl-5-(B/Z)-[(2- |710.7.60 (m, 4H); |MS
ﬂuoro-phenylamino)-methylene]—4- 8.06 (d, 1H); (ESD
oxo-thiazolidin-2-ylidene} -acetic acid | 4 49 @ 1H)ppm. |[M+1]":
ethyl ester 362
37 Main Isomer: MW: INT124/
0 O/_
; ‘N’j;s’)%_ 1.17-1.33 (m, 6H); |35743 |INTI131
o N W\
N 2.30 (s, 3H);




N~ \\N 4.12-4.30 (m 4H); 7.18 (m 2H); M5 (E or Z
)-Cyano- 13 -ethyl- 5-(E/2)-[(] - 7.31 (m 1H); (ESI)
120 -Rol ecu- Tduct/ Exam Structure and Nanme H NWVR
ple No. lar Syn- Weight/ thesis as nms in the (ESI)
Case_ of met hyl -1 H benzoi m dagol -2- 7.46 (m 1H);
yl am no) - met hyl ene] - 4- oxo- 8.60 (s, 1H); 398
tp! azolidin-2-ylidene) -acetic acid 12.91 (s, 1H) ppm
Ex;im- StrF@h WHE MVTNTTZ67 TTH PR 60 3 0 N Molecu- |Educt/
la I o;<05[l-[4(3- mS pyrrolidin- |
- pr opi ony am no (ESI) -
pletp‘ﬁ%-rw ar nol (rzret(h (E/2)-ylidere]- [MH] + | Syn
igzolidin-(2-(E or 2))-ylidene3- 496 acetic j :
al Iyl ester 47 K4W INT126/ [0 510.62 3 WREY | thesis as
ano-[ 3-et hyl - - -
Cy [ yl -4-0x0-5-[1-{4-[8-(2 nB MS in the
(ESID) Case of
[M+17
(E or Z )-Cyano-[3-ethyl-4-oxo-5- 4.13-4.33 (m, 4H); MS
(E/Z)-(o-tolylamino-methylene)- 7.01-7.47 (m, 4H); (ESD
thiazolidin-2-ylidene]-acetic acid ethyl | 7.92 (s, 1H); [M+1]™:
ester 10.00 (s, 1H) ppm. 358
38 Main Isomer: MW: INT124/
Cms 54
s 0
) H’j: >—§ 1.16-1.35 (m, 6H);  |377.85 |INT131
07N W
\_ N
4.15-4.33 (m, 4H);
(E or Z)-{5-(E/Z)-[(2-Chloro- 7.08-7.65 (m, 4H);  |MS
phenylamino)-methylene]-3-ethyl-4- | ¢ <5 (d, 1H); (ESD)
oxo-thiazolidin-2-ylidene} -cyano- 10.92 (d, IH) ppm.  |[M+1]*:
acetic acid ethyl ester 378
39 CDCl;: MW: INT124/
0, O/_
S
[ N; N'j: >—<' 1.38 (t, 3H); 39445 |INT131
7 o l\{\ \\N
1.46 (t, 3H);
(E or Z )-Cyano-[3-ethyl-4-oxo-5- 4.33 (q, 2H); MS
(E/Z)-(quinolin-8-ylaminomethylene)- | , 54 (q, 2H); (EST)
thiazolidin-2-ylidene]-acetic acid ethyl 7.40-7.59 (m, 4H); [M+1]™":




pyrrolidin-1-yl-ethyl)-ureido3 (ESI)

phenyl am no |

-meth-(E/ Z2)-ylidene3 121 Exam Structure and Nane

"H NVR | aol ecu- Educt/ ple No. lar Syn Wi ght/ thesis
as ns in the (ESI) Case of [Mtll+ thiazolidin-(2-(E
or Z))-ylidene]- [MrHl acetig acid allyl ester 511 48
HOy~, ~ 0 PaWw |INT126/ r 441.51 3 ):S)-~, 0\-%0 N
~ _N4-(4-1[2-] 1 -Alyloxycarbonyl- 1 ns
ExahaNQerli&hid ah&ENames) - Y1 1 dene] - 3TgINMR ( ESD Molecu- | Educt/
4-o0xo-thrazolidin-5-(E Z) [Myl] +:
| deneret hyl | -ami nol -phenyl)| 442 butyric agid 49 @y,
P T 156, S v
Weight/ |thesis as
MS in the
(ESD) Case of
[M+1]"
ester 7.87 (d, 1H); 395
8.18 (d, 1H);
9.00 (m, 1H);
12.26 (d, 1H) ppm.
40 Main Isomer: MW: INT124/
A
s 0
i H'j: >{_ 1.10-1.36 (m, 12H); |385.49 |INT131
o“™N W
\_ N
3.03-3.18 (m, 1H);
(E or Z )-Cyano-{3-ethyl-5-(E/Z)-[(2- 4.11-4.33 (m, 4H); MS
isopropyl-phenylamino)-methylene]- |- ;4 7 47 (m, 4H); (ESD)
4-oxo-thiazolidin-2-ylidene} -acetic 7.89 (s, 1H); [M+1]*:
acid ethyl ester 10.12 (s, IH) ppm.  |386
Main Isomer: MW: INT124/
41 O o !
S O
@ Ill'j: >—§ 1.16-1.35 (m, 6H);  |393.47 |INT131
0“ "N W
\_ N
4.12-4.35 (m, 4H);
(E or Z )-Cyano-[3-ethyl-5-(E/Z)- 7.44 (d, 1H); MS
(naphthalen-1-ylaminomethylene)-4- |~ 54 = o (m, 3H);  |(ESI)
oxo-thiazolidin-2-ylidene]-acetic acid |~ ¢5 (d, 1H); [M+1]":




-,
ns

~

0 495.60 3
pyrrolidin-

ester 122 ffd uct/

(ESI)

acetic acid
hrgx-am Structure and Nane

_ N Cyano-[ 3- et hyl - 4-oxo-5-[1-[3-(3
( 1 -yl -propionyl am no)
phenyl ani nol - met h- (E/ Z) -yl i dene] -
tlh: alzol idin-(2-(E or 2))-ylidene] 496
ally

H NVR Vol ecu ple No. lar Syn- Weight/ thesis as M5 |
n
the (ESI) Case of [Mrl]+ 50 0 MW INT126/ HOO -
Exail; urehnd Nethe —~. N M5 | '"H-NMR Molecu- | Educt/
3911[ ?&Eﬁtﬁﬁ yl oxycar bonyl -i-cypno (ESI) neth+i(E or
plQ\Ib.y i denel - 3- et hyl - 4- oxo lar Syn-
Weight/ |thesis as
MS in the
(ESD) Case of
[M+1]"
ethyl ester 7.94-8.05 (m, 1H); 394
8.05-8.20 (m, 2H);
10.73 (s, 1H) ppm.
42 0 Main Isomer: MW: INT124/
OH
C,/G(:,jf;{o/_ 1.16-1.45 (m, 6H);  |421.86 |INT131
o j \Y 4.13-4.32 (m, 4H);
7.12-7.23 (m, 1H); MS
disclosed but not claimed
7.80 (s, 1H); (EST)
(E or Z )-Cyano-[3-ethyl-5-(E/Z)-
7.92-8.01 (m, 1H); M+1]™:
(naphthalen-1 -ylaminomethylene)-4-
1859 (d, 1H); 422
oxo-thiazolidin-2-ylidene]-acetic acid
12.60 (d, 1H);
ethyl ester
13.5-14.0 (b, 1H)
ppm.
43 Main Isomer: MW: INT124/
0,
; N’I&.{‘ R 1.10-1.32 (m, 9H);  |371.46 |INT131
o) ; \\N
2.70 (g, 2H);
(E or Z )-Cyano-{3-ethyl-5-(E/Z)-[(2- |4.12-4.33 (m, 4H); |MS




[MH ]+ thiazolidin-5-(E Z)-ylidenenethyll
am no) -benzoic acid O MA i NT126/ HO O W
M5 MS ~ 0449.49 3 ,:[N> N

400

T449. T49
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Hll'el'iIZZ/ as M inthe (ESD Casg of [Mel]+ -- MNeight/ thesis as
MS in the
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[ MHl] +:  carbothioyl)-am ng, -phenyl anino 1H), 8.89
(d, 1H, 518 nethylene)-4-0xo-thiazolidin-2- 10.50
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[ (4-met hyl - pi perazine- | -carbothioyl)- 1H). 501
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I'H), 9.59 (s, [Mr 11 + 127 S | H NWMR Mol ecu- kghact/ |inthe
| ecu- Educt/ Exam Structure gand Nanme ~io -7
(ESI) Case of
[M+1]"
: 48/5
52 SN MW
HNYV\@ . 539.70
o] [ o}
I
PEag
MS
-[5-[1-{4-[3-(2-diethylamino-
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ethyl-4-oxo-thiazolidin-(2-(E or Z))-
ylidene]-acetic acid allyl ester
5 MW: |51/5
53 C‘N\/\HJ\CCL A
A s& 545.67
,oj’:Nk \NW
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pyrrolidin-l-yl-ethylcarbamoyl)- (EST)
naphthalen-2-ylamino]-meth-(E/Z)- [M+1]":
ylidene]-thiazolidin-(2-(E or Z))- 546
ylidene]-acetic acid allyl ester




FpleNo. lar Syn- "amyY Wight/ thesis as ns in the

(ESI) Case of [M+11l+ thiazolidin-2-ylidenel
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[3-(2-hydroxy-ethyl)-ureido]- (m, 1H), 7.21 (@, (ESD)
phenylamino}-methylene)-4-oxo- 2H), 738 (d, 2H), [M+1]*:
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2H, 8.09 (s, 1H), 8.22 (s, 1H), 10.50 (s, 1H). H O
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4H), (E or Z )-Cyano- 13 -ethyl-5-(E/ 2)-[(4- 4.42 (s
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dd, 1H), 8.57 (4,
oxo-thiazolidin-2-ylidene]-acetic acid ( ) (
1H), 10.62 (s, 1H).
ethyl ester
65 1.05 (m, 3H), 122 |[MW: | INT124/

(tLVN N > O~

Y O A~AL
H N> N (m, 6H), 1.52 (m, 512.63 |2
o]

1H), 1.66 (m, 2H),
(EorZ )-Cyano-[3-ethyl-5-(E/Z)-({4-
1.80 (m, 1H), 2.16 MS
3 -(l-ethyl-pyrrolidin—2-ylmethyl)-
(m, 2H), 2.49 (m, (ESD)

ureido]-phenylamino} -methylene)-4- .
1H), 2.80 (m, 1H), [M+1]™:

oxo-thiazolidin-2-y1idene]-acetic acid




(ESI) Case of [M11l+ ethyl ester 7.57 (s, 1H), 8.09

(s, 111), 8.57 (s, 1H. 69 0 1.22 (m 611),

1.83 (m 2H), (E or Z)-Cyano- 13 -ethyl- 5
-(E/2)-[(4- 2.15 (s, 311), ﬁ048 (m M

j [4-(4-nethyl -piperazin-1-yl)- 3H), 2.79 (m
(RE\SI) pi peridine- | -carbonyll -amno | - 3.

1.41

VW _fNT124/ S, -0-0 2H), 1.70 (m 567.71 2 0 2H),

2H),
37 (m

6H A2ttt phenytram 2NeRhyl ene] -4
Examy S?‘.‘%‘#H@é‘éﬁ t hi azol i di n?pzi-w i dgnel ]-ac
12H), 7.42 (d, 2H), 8.12 (s, 1141), 8.50 (s, e
pleNeer 1H). HHO 1.22 7(m 6H), 1.53 MAN INT

"NT124/ 70 (m (s, 486.59 27 |0 NO (m 2H),

6HF)[, 486.59 2 \\N 2.25 (m 2H), 3.09 (E or

Z)-Qyano-[5-(E/ 2)-(j4-[3-(3 (m 2H), 4.22 (m

di mgt hyl am no- propyl ) - ur ei dol

-isleeu-(|fduct/
etic adid

Ly | Syn-
124/ 0 yn
Weibht/([Shesis as
MR in the

(ESD) Case of

M+1]"

oxo-thiazolidin-2-ylidene]-acetic acid | 2.97 (m, 1H), 3.08
ethyl ester (m, 1H), 3.38 (m,
1H), 4.20 (m, 4H),
6.00 (m, 1H), 7.20 (4,
2H), 7.48 (d, 2H),
8.09 (s, 1H), 8.22 (s,

1H), 10.50 (s, 1H).

513

66 PO 1.21 (m, 6H), 2.40

(N R s A N~
1 Qu’\;:;t\\ (m, 4H), 3.50 (m,

2H), 4.21 (m, 4H),

_Cyano-{3-ethyl-5-(E/Z)-[(4-
(B or Z )-Cyano-{3-ethyl-5-(®/2)-(+ | | ) 11y 7200,

4-(2-hydroxy-ethyl)-piperazin-1-
{[4-(2-hydroxy-ethyl)-pip 2H), 7.45 (d, 2H),

bonyll-amino}-phenylamino)-
carbonyl]-amino}-pheny ) 8.12 (s, 1H), 8.50 (s,

methylene]-4-oxo-thiazolidin-2-
1H).

ylidene} -acetic acid ethyl ester

MW: INT124/

514.60 |2

MS
(ESD)
[M+1]™:

515




411), 6.12 (m | H, (ESI)

phenyl am no) - net hyl ene) - 3-ethyl -4- | 133 -ffd-uct/
-Ex-am Structure and Name H NVR Vol ecu pl e No.
Syn- Weight/ thesis as nms in the (ESI) Case of
[ Mt1] + phenyl ami no | -nethylyene)-3 -ethyl -
8.10(s,I H),8.48(s, oxo-thi azoI idin-2-yli dene] -acetic

acid 1H). 487 ethyl ester 71 -N 1.22 (m_6H), L58
f NT124/—\

| ar

pled¥orgt hyl ami no- propyl ) -urei do] -|4- 4H), 6.70 (m | H),

dm HO=N'S 2.12 (s,|Mlpqu- | Educt
Exanz gtgucéureanq:'Nume\' H O =_N"S {THAMR (s, | Noolps

N/-INO 2.23 (m 2H, 3.12 |{(E or

Z)-Cyano-[5- (E/2)- ({3-[3-(3- (Im 2H), 4.21 (njlams |Syn-

(ESI) fluoro-phenyl am nol - metihyl ene) - 3- 6. 83| {@ighdl HXhesis as
7.16 [MHlI]-: ethyl-4-oxo-thiagzolidin-2-ylidepel- (m
1H),} 8.06 (s, 1H), 505 acetic| acid ethyl est

8. 19 in the
(m |1H), 8.39 (s, 1H. 72 1.28 'p, 6H), 1.41%
| NT124/ N

(ESD) Case of

7.57 (s 1H). .09 (s
L

M+1]
67 y \_/4_\_ 1.22 (m, 6H), 2.39 MW: INT124/
»b 7,7;\/ (m, 6H),321 (m,  |514.60 |2
H/\;— 2H), 3.58 (m, 4H),
(EorZ )-Cyano-[3-ethy1-5-(E/Z)-({3- 421 (m, 4H), 6.11 MS
[3-(2-morpholin—4-y1—ethyl)-ureido]- (m, 1H), 6.81 (dd, (ESD)
phenylamino}-methylene)-4-oxo- 1H), 6.93 (dd, 1H), [M+1]™:
thiazolidin-2-ylidene]-acetic acid ethyl {7.19 (m, 1H), 7.58 (s, 515
ester 1H), 8.08 (m, 1H),
8.72 (d, 1H), 10.59
(d, 1H).
68 [ 1.24 (m, 6H), 1.57 MW: INT124/

\—\—“ { oy -0 (m, 2H), 2.12 (s, 6H), | 486.59 |2
)—N . N~
@ ”A;~> S 2.25 (m, 2H), 3.11
o

(m, 2H), 4.21 (m, MS
(E or Z )-Cyano-[5-(E/ Z)-({.3'[3'(3' 4HD), 620 (m, 1H), | (ESD
dimethylamino-propylureidel 6.80 (d, 1H), 6.92 (d, |[M+1]"
phenylamino) -methylene)-3-¢thyl-4 1H), 7.18 (m, 1H),  |487

oxo-thiazolidin-2-ylidene]-acetic acid




0_-HNHO (m 2, 162 (m 530622 ~NOONSH
II\/B (Ig),orl.z7§3 (qr/n IH),( /~~NO ~1.91 (m 1H), 2.08
-Cyano- (3 -ethyl-5-(E 2)- " on
2.22 (s, 3, (ES) yl-5-(E/2)-[(4 (m 2H),
uor o- 3- 13- 2- (1 - et hyl - pyggl i din-2 134
- E-x-am
Structure and Nane H NVR Vol ecu- fduct/ ple No. lar
Syn Veight/ thesis as M in the (ESI) Case of_
Exir T8 mmeture apd Name® ™ | 2=(T-Tet hy|'THRYMROI i 7- di n- -Mele@y- Fduct/
21|?—h|) ﬁ‘jblélffﬂ yfn) -ethyl | -ureido) -phenylamno)- (m
P1¢417P15‘-’ o e (m 531 nethyl ene] -/4- oxo-thi azol i djlar 2- |Syn-
UL (m 111), ylidenel |acetic acid ethyl estler
..Q_f (ETZ (1lr_n|) \7,\*,\’,17 1SRI]TI1;D4/ 10,59 (s, IH). 73W’é%ht/n tMsis as
53250 2 N NO 6H. 2.60 (m 65,
MS in the
(ESI Case of
[M+17"
ethyl ester 7.57 (s, 1H), 8.09 (s,
1H), 8.57 (s, 1H).
69 ;7;0\/ 122 (m, 6H), 141 |[MW:  [INT124/
SO0 a /\5‘3 N (m, 2H),1.70 m,  |567.71 |2
2H), 1.83 (m, 2H),
2.15 (s, 3H), 2.48 (m, | MS
(EorZ )-Cyano-{3-ethy1-5-(E/Z)-[(4-
_ _ 3H), 2.79 (m, 2H), | (ESD
{[4-(4-methy1—p1perazm-1-y1)-
o _ 337 (m, 6H), 4.21 [M+1]™:
piperidine-1-carbonyl] -amino}-
(m, 4H), 7.20 (d, 568
phenylamino)-methylene]—4-oxo-
. e : L 2H), 7.42 (4, 2H),
thiazolidin-2-ylidene}-acetic acid
8.12 (s, 1H), 8.50 (s,
ethyl ester
1H).
70 A WHIH . \X\/ 1.22 (m, 6H), 1.53 MW: INT124/
"A}—~> A (m, 2H), 2.12 (s, 6H), | 486.59 |2
2.25 (m, 2H), 3.09
(EorZ )-Cyano-[S-(E/Z)—({4-[3-(3-
(m, 2H), 4.22 (m, MS
dimethylamino-propyl)-ureido]-
4H), 6.12 (m, 1H), | (ESD)
phenylamino} -methylene)-3-ethyl-4-




HOO0 3.5 (m 4H, 3.70 Fb-HO NN (m 2H), 4.

30

(m Ms (Eor Z)-Cyano- {3 -eth
yl- 5 -(E/ 2)- 4-
4H), 6.89 (m 1H), (ESI) fluoro-3- ). 1
{[4-(2-hydroxy-cthyl)- 7.08 (m 1H), 7.38 [Mr 1 +
pi perazine- 1 -carbonyl] -amgno I - (m 1H), 8.05 (s
1H). 533 phenyl am no) - met hyl ene] - 4- oxo ’
F_hl azolidin-2-ylidenel -acetic acid ethyl ester 13
R anE S THCh AR Gmend Nane ' H NYRI-NMBI ecu- Eduddglec || Educt/
%. ?ar ‘gyn Weight/ thesis as| Msin the (ESD Casqg of
ple[\}\'}{'(‘f ]+ HH74 NN __aN 1.21 (M 6H), 1*70 D~VWlai NT128n-
4H), 3.18 (m 498.61 2 |4H), 4.21 (m 4H), (E]|or
Z) - _;yano- [3-ethyl-4-o0x0-5- 6.08 (m 1H), 7.19 Wdighl/Bthesis as
(E/Z)-(14-[3-(2-pyrrolidin-1-yi-ethyl)- 2H), [, 3§ (d
2H),} (ESI) ureidol-phenylam nol -methylene)- g 10 ’inthe
(s, |11 H, 86 5 (s, [MHI] +: [thiazolidin-2-y|i gene]
-acetic acid ethyl I H), 10. 5 0 (s, | H). 499 @ster
75 1.22 611), 2.17 (s, MA | NIT[124/ (BSH™" VCase of
M+17"
phenylamino}-methylene)-3-ethyl—4- 8.10 (s, 1H), 8.48 (s, |[M+1] i
oxo-thiazolidin-2-ylidene]-acetic acid | 1H). 487
ethyl ester
7 — 1.22 (m, 6H), 1.58 MW: INT124/
o N (m, 2H), 2.12 (s, 6H), | 504.58 |2
o S ’ H H b
F—O—u’\;_N N
d > 2.25 (m, 2H), 3.12
2H), 4.21 (m, MS
(E or Z )-Cyano-[5-(B/Z)-({3-[3-(- (m, 28), 4.21 (en
4H), 6.70 (m, 1H), ESI
dimethylamino-propyl)-ureido]-4- ) (m, 1H) (ESD
6.83 (m, 1H), 7.16 M+1]":
fluoro-phenylamino}-methylene)-3- (m, 1) [ ]
, 1H), 8.06 (s, 1H), | 505
ethyl-4-oxo-thiazolidin-2-ylidene]- (m, 11D, 8.06 (s, 1D
acetic acid ethyl ester 8.19 (m, 1H), 8.39 (s,
1H).
72 J 1.28 (m, 6H), 1.41 MW: INT124/
H
D—\—N>,_R' o0 (m, 2H), 1.62 (m,  |530.62 |2
0 S
F‘@’ E?—N7 N 2H), 1.76 (m, 1H),
1.91 (m, 1H), 2.08 MS
(EorZ )-Cyano-{3-ethy1-5-(E/Z)-[(4-
(m, 2H), 2.2 (s, 3H), | (ES)
fluoro-3-{3-[2-(1-methyl-pyrrolidin-2-




HN 0 3H), 2.30 (m 4H), 484.58 2 3.40 4
’ ) : : 4.2
§mq/4l—|),[7.20(d, M5 (Eor Z (m 4K 2 0
-Cyano-[3-ethyl -5-(E/ 2)-(f 4- 2H), 7.42 (d, 2
(ESI') [(4-nethyl-piperazine- | -carbonyl )( 8. T)l, (s,
1H), 8.51 (s, [MI] am noly33 phenyl ani no)
- et hy! ene).-4_- 1H), 10.40 (s, 1H). 485
9),59'”‘,' azol idin-2-ylidene] -acetic acid ethyl ester
36T Vi - eBduct/ Exahg- uct ur
Exfire Wﬁ‘?ﬁ‘gfsdé’y“%?"-‘m ght/ thesi QH an VB in t ﬁgM%) Bduct
S se of  [MHL1 + CL (DVBO-d6, |t-ored -MN" . I|1Gi124/ | Sn-
Il §3Ma|6n 476.98 INT131 *1H H with K2C03,| 0
sofrer ) : = MB [5-[I-[3-Chldro-5-(2,2-di ' : -
1.17-1.30 (m 15H); EESl[) (2, 2-di et ykight | thesis as
propi onyl am no) - phenyl am no] - et h- 4. 16- 4. 30 4H)|:
[M-11 + (E/Z)-ylidene]-3-ethyl -4-oxo- 7.01 ?\?S 15)')3‘““‘"3
477| thiazolidin-(2-(E or 2))-lylidene]- 7.51 1H)f
cyano-acetic acid ethyl ester |7.63 (s, IH); @8Iy ”| Case of
[M+1T"
flaoro-3-(3-[2-(1-methyl-pyrrolidin-2- [2.93 (m, 1H),3.12 [[M+1]™:
yl)-ethyl]-ureido}-phenylamino)- (m, 2H), 4.21 (m, 531
methylene]-4-oxo-thiazolidin-2- 4H), 6.68 (m, 1H),
ylidene}-acetic acid ethyl ester 6.82 (m, 1H), 7.17
(m, 1H), 10.59 (s,
1H).
73 HO\_\ In MeOH: 1.32 (m, |MW: INT124/
N
\__,} y o 6H), 2.60 (m, 6H),  [532.59 |2
O)—N s o__
. 4H), 3.70
F-@-H/\;_N . 3.59 (m, 4H), 3.7
° ) (m, 2H), 4.30 (m,  |MS
(BEorZ )-Cyano-{3-ethyl-5-(E/Z)-[(4- 4H), 6.89 (m, 1H), (ESD)
fluoro-3- {[4-(2-hydroxy-ethyl)- 7.08 (m, 1H), 7.38  |[M+1]™:
piperazine-1-carbonyl]-amino}- (m, 1H), 8.05 (s, 1H). | 533
phenylamino)—methylene]-4-oxo-
thiazolidin-2-ylidene}-acetic acid
ethyl ester




8.15 (s, 1H); 9.33 (s, 1H); 10.60 (s, 111

- TDMSO- d6, Stored MWV TNFT)ZGI 0 Wt(h KZCOgS, pl?/g} n77 “
488.99 INT131 O NN'oN'SO ~AHHO\-- N lsoner):
[5-[1-[3-Chloro-5-(2,2-dinethyl - 8= M5 137 7 -fx-am
Structure and Nane H NVR Vo{;gCU_ Educt/ ple No. lar
Syn- Weight/ thesis as M in the (ESI) Case of

[ MF1] + propl onyI am no) - phenyl aminol -nmeth- 1.17-1.31 n,

(d, [1H); 489 cyano-acetic aci|d allyl ester 5126 (d

Lerrg )a d y-yrideneJ- 3-[EhyIR4- oxo- 4. Molecy- |Educt/
: T'kﬁiﬁﬁe c: N%'ﬁ. azol i din-(2-(E or 2))-yli dene]l-m4. 72

ple% . (58381(H;j Ty 581 606 (m 1ty; 7,06 s, M|
7 ’ Weight/ | thesis as
MS in the
(ESI) Case of
[M+17
74 Q/\/n\g/u@\" e 121 (m, 6H), 170 |MW: |INT124/
"}\\ \ (m, 4H),3.18 (m,  |498.61 |2

4H), 4.21 (m, 4H),
6.08 (m, 1H), 7.19 (d, | MS
(E or Z )-Cyano-[3-ethyl-4-oxo-5- (m, 1H) (

(BIZ)-((4-[3--pyreolidine 1ylecthyl)- |0 728 G2 | (ESD

8.10 (s, 1H), 8.65 (s, |[M+1 *.
ureido]-phenylamino} -methylene)- (s, 1H) (s, |1 ]

1H), 10.50 (s, 1H).  [499
thiazolidin-2-ylidene]-acetic acid ethyl ) (s, 1H)

ester

75

~ 1.22 (m, 6H), 2.17 (s, {MW: INT124/
O\K
HN 3H), 2.30 (m, 4H),  |484.58 |2
e 54
u«/'; }{' 3.40 (m, 4H), 4.22
o > \\N
(m, 4H), 7.20 (d, MS
(E or Z )-Cyano-[3-ethyl-5-(E/Z)-({4- |2H), 7.42 (d,2H),  |(ESI)

[(4-methy1-piperazine-1-carbonyl)- 8.11 (s, 1H), 8.51 (s, |[M+1] +,

amino]-phenylamino}-methylene)-4- | 1H), 10.40 (s, 1H).  |485
oxo-thiazolidin-2-ylidene]-acetic acid

ethyl ester




7.70 (s,

1H); 8.13 (s,

~1 YN) ] A)
INT131 H -
[5-[1-(6-Acetyl am no-pyri di

1H);
I H ppm 78 H O-d6, Stored JawWw -

9.38 (s,
124/

1H);

~D
0 N '40~-'N",41S with K2C03, Main

N- 0 "NN | somer): ' n 4oL 4s
_ 3- 8= M5
yIamno)-rreth-(E/Z)-yIidenel93 -et hyl -

10. 61
M-S

(s,

1.18-1.33 (m

GC\DA; m(~.ES| 2.—,4138/ Exam Structure and Name H NMVR -
= ecH Feraety pic No— 7 Tan iaht/ t : s
Exez%-o (ﬂ;qc{:}ﬁe alacEllglee Case of [M{_l]}fmﬂ\e g dsalscuas Educt/
-ox: ) -thiazolidin-(2-(E or 2))- 2.08 (s, 311y
Ple[AIf‘Mbgl - ylidenel -cyano-acetic |acid et hy(/l "est ezlar Sy
. 15-4.33 (m 4H); 402 7.78 (dd, 1H); 8.0 8 |(Heigilt Hitesi
8.20 (s, 1H); 8.31 (d : eight/ Hithesis as
) ; . (d, 1H); 10.49 (s, 1H); 10°55
(s, |1H ppm TNT124/ ’ '
MS in the
(ESI) Case of
M+
76 % (DMSO0-d6, Stored MW: INT124/
(0] o.
>(\LN N,Is >‘z—o with K,CO3, Main ~ [476.98 |INT131
H H
N
© | \\N Isomer):
o= MS
[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.17-1.30 (m, 15H); |(ESD
+l
propionylamino)-phenylamino]-meth- 4.16-4.30 (m, 4H); [(M+1]
(E/Z)-ylidene]-3-ethyl-4-0xo0- 7.01 (s, 1H); 477
thiazolidin-(2-(E or Z))-ylidene]- 7.51 (s, 1H);
cyano-acetic acid ethyl ester 7.63 (s, 1H);
8.15 (s, 1H);
9.33 (s, 1H);
10.60 (s, 1H) ppm.
77 % (DMSO-d6, Stored MW: INT126/
B oW Ve
*LN N,j:s *{o with K,CO3, Main ~ |488.99 |INT131
H H
° N\\ \\N Isomer):
[5-[1-[3-Chloro-5-(2,2-dimethyl- 8= MS




79 H _TDMVBO-d6, Stored D-w N "0~ N ""I i

Main 387.46 INT131 H O N~ NN Isomsr);SWIth (e,
Cyano-[3-ethyl -5-[1-(6-ethylanmno- 8 = M5
pyridin-3-ylamno)-meth-(E 2)- 1.12 (t, 3H); (ESI)

yl i dene] - 4- oxo-thi azolidin-G2-(E or 1.18-1. :32 (m 6H);
[M11 +: 2Z))-ylidenel -acetic acid ethyl ester 3.23 ’
(m 2H); 388 4.13-4.32 (m 411); 6.42-6.59 (m 214):

120

139 Stiiu =% gu—Name NphadR- Educt/ @led\o.| Educt/

Exqry; %ﬁf-“ré\él gﬁf"?‘k thesis as 5in the (ESI) %Hasz of *

ple%%éml + 7.45 7.94-8.06 (m 211); 10.40 (s, |haH) pRSVn-
" NH2 (DVMSO d6, Stored MN I NT124/ ~N with [K2C03,

?/trar; n6i:ﬂi)8. 6(7E{S:\I;I'13.[2 O Isoner):] NOHM N1 \ﬂl&gﬂuﬁlhesisas
J ; 5-1-{6-[(5-|Am no- pyri di n- 2+ -(2-

1.883 (m 411); [M11 +: > ;,;ls) (zinthe

(ESI) Case of

[M+17"

propionylamino)-phenylamino]-meth- 1.17-1.31 (m, 12H); |(ESD

(E/Z)-ylidene]-3-ethyl-4-oxo0- 4.26 (q, 2H); [M+1] *
thiazolidin-(2-(E or Z))-ylidene}- 4,72 (d, 1H), 489
cyano-acetic acid allyl ester 5.26 (d, 1H);

5.38 (d, 1H);

5.91-6.08 (m, 1H);
7.06 (s, 1H);
7.52 (s, 1H);
7.70 (s, 1H);
8.13 (s, 1H);
9.38 (s, 1H);

10.61 (s, 1H) ppm.

y (DMSO-d6, Stored | MW: INT124/
T 5
© s u’j:&{' ° with K,COs, Main | 401.45 |INT131
o N W
N Isomer):
[5-[1 -(6-Acetylamino-pyridin-3- 5= MS

ylamino)-meth—(E/Z)-ylidene]-3 -ethyl- | 1,18-1.33 (m, 6H); (ESI)




pyrrolidin- 1 -yl-ethyl)-am no]-pyridin-

2.80-3.21 (m

6H); 549 3 -ylamno) -neth-(E/ 2)-ylidene] - 3 -
4.08-4.32 (m 6H); ethyl-4-oxo-thiazolidin-(2-(E or
Z))- 5.37 (s, 211); vylidene]-cyano-acetic acid ethyl
ester 6.58 (d, 1H); 7.04 (myg21l); 7.5 5 (m 1 H);
7.83 (s, 111); 8.10 (s, 1H); 140 Exam Structure and
Narme -'H NVR Vol ecu- Tduct/ ple No. lar Syn Weight/ -
thesi-s—as—MSGp-the (ESI) CasgNWiR [ Mr11+ 8 M@ews,| Educ
Exarpy) Syt a’(’(?,qa%ﬁb ppm Cl1 ~DNBO d6, Stored
TNT124/ 10 Main 392.87 INT131 H2 N(~N.-"Js Qamwi th |Syn-
ple®d&3, HO N\ ~~ N Isoner):
[5-[I1-(3-Am no-5-chloro- 8 = NB Weight/ | thesis as
phenyl am no)-nmeth-(E/ Z)-ylidenel -3- 1.02-1.30| (m 6H);
(ESll) ethyl-4-oxo-thiazolidin-(2-(E or 2))- thk4-4.30the
(m |4H); [M11l +: ylidene]-cyjano-acetic acid|ethyl
ester 5.50 (s, b, 2H); 393 6.29 (s, 1H); (ESD) Case of
[M+1]"
+-
4-oxo-thiazolidin-(2-(E or Z))- 2.08 (s, 3H); M+1]
ylidene]-cyano-acetic acid ethyl ester 4.15-4.33 (m, 4H); | 402
7.78 (dd, 1H);
8.08 (d, 1H);
8.20 (s, 1H);
8.31 (d, 1H);
10.49 (s, 1H),
10.55 (s, 1H) ppm.
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79 \/N\@ o —
N Ht&{o with K,CO3, Main ~ |387.46 |INT131
N W
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Cyano-[3-ethy1-5-[1-(6-ethy1amino- 8= MS
pyridin-3-ylamino)-meth-(E/Z)- 1.12 (¢, 3H); (ESI)
+-
ylidene]-4-oxo-thiazolidin-(2-(E or | 1.18-1.32 (m, 6H); | [M¥1]™:
7))-ylidene]-acetic acid ethyl ester |3.23 (m, 2H); 388
4.13-4.32 (m, 4H);
6.42-6.59 (m, 2H);




6.37 (s, b, 2H); 8.09 (s, 1H); 10.40 (s, 1 H ppm
INT124/  H2N N (DMSO-d6, Stored ]~jWIN H wth K2C03,
Mai n 359.41 INT132 O N Isomer): Ms 141 _Kd-uct/

Exam Structure and Name H NVR Vol ecu ple No. |ar Syn-
Weight/ thesis as M5 in thg, (ESI) Case of [M+l]+
[5-[I-(6-Am no-pyridin-3-ylamno)- 1.17-1.32 (m 6H);

(ES-1I) neth-(E 2)-ylidene]-3-ethyl-4-o0xo-
4.13-4.32 ( H)

2 (A — /@R di n- ( 2- (|Mglecu- | Educt/

| Exap) -Wcﬁgﬁé‘i‘dN%méA (s, 2H); 360 cyano-acetid acid
ethyl ester 6.47 (d, 1H); 7.44 (d, 1H); 7.92
pledN@B8 (s, 114): 10. 3 8 (s, 1 F

Stored MN | NT124/

14rS,  1hByn-
) ppm 83 0 0 (|DVBO- df,
Weight/ |thesis as
MS in the

(ESI) Case of

[M+1]"
7.45 (m, 1H),
7.94-8.06 (m, 2H);
10.40 (s, 1H) ppm.
80 NH, (DMSO-d6, Stored | MW: INT124/
| :N with K,COs, Main 548.67 |INT132
G\INN\@\N S g Isomer): |
H,oj:N:-i:N o= MS

1.18-1.31 (m, 6H); | (ESD

1.83 (m, 4H); [M+1]™:
[5-[1- {6-[(5-Amino-pyridin-2-y})-(2-

~|2.80-3.21 (m, 6H); 549
pyrrolidin-1 -yl-ethyl)-amino] -pyridin-

4.08-4.32 (m, 6H);
3-ylamino} -meth-(E/ 7)-ylidene]-3-

5.37 (s, 2H);
ethyl-4-oxo-thiazolidin—(2-(E or Z))-
6.58 (d, 1H);
ylidene]-cyano-acetic acid ethyl ester
7.04 (m, 2H);
7.55 (m, 1H);
7.83 (s, 1H);

8.10 (s, 1H),




<0)(:~,

N* 0~-S 0 Hwth K2C03, Miin 387.41 I NT131

N
Isoner): 8 = M [5-[I-(Benzo[1, 3]dioxol-5-ylam no) -
1.07-1.33 (m 614); (ESI)
nmeth-(E/ Z)-ylidene]-3-ethyl-4-o0x0- 4.17-4.31 (m 4H);
[Mt1 +: thiazolidin-(2-(E@ 2))-ylidene]- 6.02 (s,
211); 388 cyano-acetic acid ethyl ester 6.77 (dd,
1H); 6.90 (d, 1H); 142 Exam Structure and Nane Sauet
—HNYR O guct7 ple No['HaMByn Wi ght|/Malgausi| Educ
Exapy- | Jigootie ?’ﬁde”a'f’lzsn Case of |[M+1]+ 7.03 (d,| 1H):
10 (s, 1H); 10.42 (s, I H ppm WM. TN T 14ar Syn-
ple. O d6, Stored 124/ N N ON% N' H with K2C03, Min
379{83 INT131 O N~ Isoner): Weight/ |thesis as
[5-]I-(6-Chl oro-pyridazin-3-yllamno)- 8 = M5
MS in the
(BSI) |Caseof
M+1]"
8.22 (s, 1H);
10.46 (s, 1H) ppm.
81 cl (DMSO-d6, Stored  |[MW: | INT124/
Q ] d with K,CO3, Main 392.87 |INT131
YL
o N\\ N Isomer):
§= MS
[5-[1-(3-Amino-3-chloro-
: . . ESI)
shenylamino)-meth-(E/Z)-ylidene]-3- 1.02-1.30 (m, 6H);  |(
] aH);,  |IMHDT:
ethyl-4-oxo-thiazolidin-(2-(E or 2))- | 414430 (m, 4H);
. 393
ylidene]-cyano-acetic acid ethyl ester 5.50 (s, b, 2H);
6.29 (s, 1H);
6.37 (s, b, 2H);
8.09 (s, 1H);
10.40 (s, 1H) ppm.
87 VAN o — (DMSO-d6, Stored  |MW: | INT124/
Z u’j/:s’% ° with K»COs, Main ~ |359.41 | INT132
o N N\
— N Isomer):
§= MS




m
d

—~N

1 H ppm J5 SO d6, Stored

h- (E/ Z) -yl i dene] - 3- et hyl - 4-

thiazolidin-(2-(E or 2))-ylidenel-

Sl)
4H); [ M1l +: cyano- aceti
1H); 380 7.80 (d, 1H); 8.

RrW TNT124/

oxo- 1.20-1.32 (m 611);

c acid ethyl
72 (s, | H;

4.19-4.32
ester
11. 17 (s,
TD M

7.43

N~

145 1-x-am ' STucture and Name H N O ol e
SRS LT T e B e
il 1y 524 (6 1 Ba1l(d 11 10,58 (s, 1)

Weight/ |thesis as
MS in the
(ESD Case of
[M+11"
[5-[1-(6-Amino-pyridin-3-ylamino)- 1.17-1.32 (m, 6H); | (ESD)
meth-(B/Z)-ylidene]-3-ethyl-4-oxo- [4.13-4.32 (m, 4H); | [M+1] "
thiazolidin-(2-(E or Z))-ylidene]- | 5.44 (s, 2H); 360
cyano-acetic acid ethyl ester 6.47 (d, 1H);
7.44 (d, 1H);
7.92 (s, 1H);
8.03 (s, 1H);
10.38 (s, 1H) ppm.
3 F m o — (DMSO-d6, Stored  |MW: | INT124/
0 ”’IS*( ° with K,CO3, Main ~ |387.41 | INT131
o) N\\ \\N
Isomer):
&= MS
[5-[1-(Benzo[1,3]dioxol-5-y1amino)— 1.07-1.33 (m, 6H); (ESD)
meth-(E/Z)-ylidene]-3-ethyl-4-oxo- 4.17-4.31 (m, 4H); [M+1]+5
thiazolidin-(2-(E or Z))-ylidene]- 6.02 (s, 2H); 388
cyano-acetic acid ethyl ester 6.77 (dd, 1H);
6.90 (d, 1H);




HO - I N-TI 24/
K2C03, Main 377.39 INT131

+:

86 F)ON O (DVSO-d6, Stored Hwth
S 0 N lsoner):
Cyano-[3-ethyl -5-[I-(3-fluoro-4- 1.22 (b, 6H);
hydr oxy- phenyl am no) -neth-(E/ 2)- 4.24 (b, 4H);

8= M5

\%s

(ESI)
[ Ml ]

yl i denel - 4- oxo-t hi azol idjgn-(2-(E or 6.70-7.50 (m

3H); 378 2))-ylidene] -acetic acid ethyl ester 8.10
(s, b, 1H; 9.79 (s, b, 111); 10.43 (s, b, 1H) ppm Fauet
HAT X  SIRLUr € and Nane [THHNMIR Vol ecu- |Mdlemye t Educ
Exdfite @ﬂ{fa? Syn Weight/ thesis as Ms in the| (ESI)
%se of [Mrl]+ _~jw _- TNT _124/ (DWVSO d6, |®rored |Byn-
ple ‘g,:6,~ NS 6 with K2C03, Min 407.88 INT431 H
_IN- 0 ""N Isomer): 8= M5 Weight/ |thesis as
MS in the
(ESD Case of
M+1]"
7.03 (d, 1H);
8.10 (s, 1H);
10.42 (s, 1H) ppm.
- MW: INT124/
84 Clﬁ\ o (DMSO d6, Stored
N.\? NI&.{' © with K,COs, Main ~ |379.83 |INT131
0 Nk N,
Isomer):
[5-[1-(6-Ch10ro-pyridazin-3-ylamino)- 5= MS
meth-(E/Z)-ylidene]-3-ethyl-4-oxo- 120-132 (m, 6H); | (ESD
thiazolidin-(2-(E or Z)}-ylidenel- 14 19,43 (m, apy; | IMH1]™:
cyano-acetic acid ethyl ester 7.43 (d, 1H); 380
7.80 (d, 1H);
8.72 (s, 1H);
11.17 (s, 1H) ppm.
ol (DMSO-d6, Stored | MW: INT124/
N utsy{_ ° with K,COs, Main  |378.84 |INT131
o Nk N,
Isomer):
§= MS




[5-[I-(3-Chl oro-4-hydroxy-5-nethyl -

1.17-1.31 (m

611); (ESI) phenylam no)-neth-(E/ 2)-ylidene]-3- 2.30
(s, 3H); [MtI] +: ethyl-4-oxo-thiazolidin-(2-(E or
Z))- 4.14-4.30 (m 4H); 408 vylidene]-cyano-acetic
acid ethyl ester 7.11 (d, %3d); 7.19 (d, 1H; 8.12
(s, 111); 9.07 (s, IH; 10.46 (s, I H ppm HO
__(DI\/BOdG Stored ~ff_ O INT130/ D-NS O Hwth e
K203 vcu f 90 TNTI3Z U NfpINMRNer): 8 [Mdi®u- |Educ
Exa[ng-_ ur%axﬁ"ﬁ{l‘g chl oro- 4- hydﬂ oxy- 0.92 (t, 311);
&%}S ) 145 Exam Structure and Nane 'H NVR TTedrecu pBgn-
pleNi- | | ar Syn- Weight/ thesis a3 Ms in the (HSI) Case
of |[M1l]+ 1.27 (t, 3H); Weight/ | thesis as
phenyl am no)-neth- (E/ Z) -yl i dene] -4- [ M+1l
oxo{thiazolidin-(2-(E or Z))-ylidenel- 1.33 (I®ys2H) ;|in the
422| cyano-acetic acid ethyl gster 1.62 (m 2::%1;
(ESD) Case of
[M+1]"
1.19-1.32 (m, 6H);  |(ESD)
4.18-4.31 (m, 4H);  |[[M+1]7:
7.47 (d, 1H); 379
7.87 (dd, 1H);
8.24 (s, 1H),
8.41 (d, 1H);
10.58 (s, 1H) ppm.
o (DMSO-d6, Stored  |MW: | INT124/
T s 3
F u’j;&% © with K,COs, Main 37739 |INT131
0 N\\ \\N
Isomer):
5= MS
Cyano-[3-ethyl-5-[1-(3-fluoro-4- 1.22 (b, 6H); (ESI)
hydroxy-phenylamino)-meth-(E/Z)- |, 54 (b, 4H); [M+1]7:
ylidene]-4-oxo-thiazolidin-(2-(E or 6.70-7.50 (m, 3H);  |378
Z))-ylidene]—acetic acid ethyl ester 8.10 (s, b, 1HD);
9.79 (s, b, 1H);
10.43 (s, b, 1H) ppm.




4.12-4.30 (m 4H); 6.95 (d, 1H); 7.13 (dd

: : . , ; . , 1H): 7.33
(d, 111); 8.10 (s, IH; 10.09 (s, 111); 10?4210 (s, |
H ppm - YNT 8 HOO --(DVMSO-d6, Stored 130/ H -1

with K2C03, Main 401.49 | NT132
| soner):
0.91 (t,

8= Ms

311): (ESI)

phenyl anmi no) -met h- (E/ Z) -yl idene] -4- 1.26 (t,

311);

~~N"**4, S 00NN
[ 3-Butyl - 541 - (4- hydr oxy- 3- net hyl -

ranal 1 e —1 - .

Exhar TS rructure a6 Namg a2 Ot 10l n-( 2- (FHYME) ) - Y1 i den@lele¢u-* Educt/
G liﬁ%ﬁf; E%iﬁat/f 14|6 Exam Structure Z\nd Naﬁ‘]le 1H }I\/R
RO - uc e No. la ' ;

plel\?té:l In the (ESD Casg of [|\/Hr1]r +Sz;a\r<\§|_ ggé{ i Ehgiﬂi 3 ag Syn-

e ester 1.61 : :
‘ 2H; 2,11 (s, 30 Weight/ |thesis as
MS in the
(ESD) Case of
M+1]
87 o (DMSO-d6, Stored | MW: INT124/
Toere 5d™ |viniccon s
o N«Is>‘<—o with K,CO3, Main ~ |407.88 |INT131
H
© N\\ \\N Isomer):
8= MS
[5-[1-(3-Chloro-4-hydroxy-5-methyl- 1.17-1.31 (m, 6H);  |(ESD
+0
phenylamino)-meth-(E/Z)-ylidene]-3- | 230 (& 3H); [M+1] "
ethyl-4-oxo-thiazolidin-(2-(E or Z))- 4.14-430 (m, 4H);  |408
ylidene]-cyano-acetic acid ethyl ester 7.11(d, 1H);
7.19 (d, 1H);
8.12 (s, 1H);
9.07 (s, 1H);
10.46 (s, 1H) ppm.
88 HO (DMSO0-d6, Stored MW: INT130/
T s 30
ol N"NS 0 . .
H with K2CO3, Main 42190 |[INT132
o ™N \\N
\\\\ Isomer):
5= MS
. ESI
[3-Butyl-5-[1-(3-chloro-4-hydroxy- 0.92 (t, 3H); (ESD




4.12-4.28 (m 4H); 6.64 (d, 111): 6.92 (d :

. . 6. , . 6. , 1H): 723
(s, 1H: 8.09 (s, 1H): 9.23 (s, 1H: 10.42 (H)s | H)
ppm 90 H 0 (CDC13, Stored with INT130/ 0 H 0~ K2003
Main 472.61 INT132 N _S O rN lIsomer): 8 = MS '

[3-Butyl-5-[ I -(3-di et hyl ani ¢

womet hyl - 0.99 (t, 3H);
(ES! ) 4-hydroxy-phenyl am no) - net h- (E/ Z) - (1 11H%i
6H); [Mtl] +: vylidene]-4-oxo-thiazolidin-(2-(E or_

1_2 [+ LN PRSP
T e atd Na Z)) -y i denelg-seRo0- acet i ¢ |Muletu- | Educt/
BTG mﬂéﬁ); 147°Sy -|H NVR Exam Structure
and| Nane Mol ecu- Educt/ ol ecyi- Educt/ e N
Pledipnl weight/ thesi i pl e Near |ar |Syn-
Sy eLght] hesis s, 4B imlihe (ES1) Casq o
' (m 2H); Weight/ |thesis as
MS in the
(ESI) Case of
[M+1]"
phenylamino)-meth-(E/Z)-ylidene]-4- | 1.27 (t, 3H); [M+1]7:
oxo-thiazolidin-(2-(E or Z))-ylidene]- }1.33 (m, 2H); 422
cyano-acetic acid ethyl ester 1.62 (m, 2H),
4.12-4.30 (m, 4H);
6.95 (d, 1H);
7.13 (dd, 1H);
7.33 (d, 1H);
8.10 (s, 1H);
10.09 (s, 1H);
10.40 (s, 1H) ppm.
89 HO (DMSO-d6, Stored MW: INT130/
s 3
H'j: >~<_ with K,COs, Main  [401.49 | INT132
o“ N \\N
k\\ Isomer):
5= MS
: E
[3-Buty1-5-[1-(4-hydroxy-3-methy1- 0.91 (t, 3H); (ESD
. M+11":
phenylamino)-meth-(E/Z)-ylidene]-4- 1.26 (t, 3H); [M+1]
. . 402
oxo-thiazolidin-(2-(E or Z))-ylidene]- 132 (m, 2H);




(o))
w

(g, 4H);

2. q 3.77 (s, 2H); 4.25-4.46 ( ;
: , ; . . m 4H); 6.72
(m 1H): 6.76-6.97 (m 2H): 7.50 (d, 1H); 10.54 (d,
I_H) ppm 91 (D_I\/BOdG, Stored MW INT130/ 0 HONO
with K2C03, Main 415.51 INT132 HO Isoner): 8 = M
0.92 (t: 3H); (ESI) [3-Butylg5-[1-(4-hydroxy-3,5- 1.26
(t, 3H); [Mr11l +: dimethyl -phenyl am no)-nmeth-(E Z) -
11. 22 Sm gH? 4}6 y! i dene] - 4- oxo-t hi azol i din-(2-(E or
i O s tilurd aihd Nafg) - V1 1 denel-c josMRet | ¢ aci d Mélbgd- | Educt/
?\;’2 Zducilggtgl’ eeilgerl 148831/H\|>|\e Eﬁam Structure and Name
= . lar n ijght/ thesi [
ple¥R | (ESI) Case of ) St as [ Tn Sy
Weight/ |thesis as
MS in the
(ESD Case of
M+17"
cyano-acetic acid ethyl ester 1.61 (m, 2H),
2.11 (s, 3H);
4.12-4.28 (m, 4H);
6.64 (d, 1H);
6.92 (d, 1H);
7.23 (s, 1H);
8.09 (s, 1H);
9.23 (s, 1H);
10.42 (s, 1H) ppm.
90 ) o — (CDCl;, Stored with | MW: INT130/
S (o]
N(\ C u’j: y{' K,CO;3, Main 472.61 |INT132
r \| o N ¥
\\\\ Isomer):
§= MS
[3-Buty1-5-[1-(3-diethy1aminomethyl- 0.99 (t, 3H); (ESD
+Q
4-hydroxy-phenylamino)-meth-(E/Z)- | 111 (& 6HL) M+
ylidene]-4-oxo-thiazolidin-(2-E or |13 (t, 3H); 47
7))-ylidene]-cyano-acetic acid ethyl 1.45 (m, 2H);




(s,

[Mrl ]+ ester 4.12-4.28 (m 4H); 6.91 (s, 2H); 8.08

1H); 8.21 (s, I H; 10. 39 (s, I H ppm 92 H

(DMSO-d6, Stored MW INT130/ NO N~-S O Hwth

K2CO3, Main 410.50 INT132 O N N Isoner): 6= M

[3-Butyl-5-[1-(IHindol-5-ylanmino)- 0.92 (t, 3H);
(ESI) nmeth-(E 2)-ylidene]-4-oxo0- 1.27 (t, 3H); [Ml
+: thiazolidi Ln_—(2-(_Elor Z))-ylidene]- 1.33 (m 2H);
R A i LTS T s
7.3R-7.42 (m 2H); 149 _~ duct/ 1~x-am Strucedrure algh-
plelire H- NMR Vol ecu ple No. |ar |Syn- Weight/ tHesis as
M5 {n the (ESI) Case of Weight/ | thesis as
MS in the
(ES) |Caseof
[M+1]"
ester 1.76 (m, 2H);
2.63 (q, 4H);
3.77 (s, 2H);
4.25-4.46 (m, 4H);
6.72 (m, 1H);
6.76-6.97 (m, 2H);
7.50 (d, 1H);
10.54 (d, 1H) ppm.
o1 (DMSO-d6, Stored  |MW: | INT130/
HO)ﬂ:LN ~: Nd with K,CO3, Main ~ |415.51 | INT132
" o N N\ Isomer):
k\\ 5= MS
0.92 (t, 3H); (ESI)
[3-Buty1-5-[1-(4-hydroxy—3,5- 126 (1, 3H); M+
dimethyl-phenylamino)-meth-(E/Z)- 132 (m, 2H); 416
ylidene]-4-0xo-thiazolidin-(2-(E or 1.61 (m, 2H);
Z))-ylidene]-cyano-acetic acid ethyl 227 (s, 6H);
ester




[ MF11+ 7.45 (s, 1H);, 8.19 (s, 1H); 10.61 (s, 111);
11.13 (s, IH ppm _KjW--. _fNT 1 30/ 93 (DMVSO d6,
Stored 0 0$:CLN * O with K2C03, Main 453.52 INT132 H
TS NH2 O N N lIsoner): 5 = M

[3-Butyl -5-]1-(3-carbanoyl ng ndol - 0.91 (t, 3H);

(ESI) 5-ylam no)-neth-(E
[ M1+ oxo-thiazolidin-(2-(E or Z))-ylidene]- 1.34

(m

l'i denel -4- 1.27 (t, 3H);

Exa\Ln;'l_']i

m
pleg‘ﬁ»x :

2H——A454 mo-acetTT acl g RviX! ester ITmledu| Educt/
Stplelge JNE 01y 6 700700 (m 2H): |7, 39-7]50
2H); 7.95-8.09 (m 211); | 8.23 (s, 1H); |30 Syn-
am Structure and Nanme H NMR Vol ecu- Tdugt/ ple

EI]?. I[ I?/[H ]S)J:n Weight/ thesis as| Msin the ( ES'V)/eigl?t?ethesis as
MS in the
(ESI) Case of
[M+17"
ester 4.12-4.28 (m, 4H),
6.91 (s, 2H);
8.08 (s, 1H);
8.21 (s, 1H);
10.39 (s, 1H) ppm.
92 (DMSO-d6, Stored |MW: INT130/

0
u'j/:s)%' ° with K,CO3, Main ~ |410.50 |INT132
\\\\N Isomer):

o= MS

0.92 (t, 3H); (ESI)
[3-Butyl-5-[1-(1H-indol-5-ylamino)- .

1.27 (t, 3H); [M+1] "
meth-(E/Z)-ylidene]-4-oxo-

1.33 (m, 2H); 411
thiazolidin-(2-(E or Z))-ylidene]-

1.61 (m, 2H);

cyano-acetic acid ethyl ester
4.10-4.31 (m, 4H),

6.41 (s, 1H);
7.06 (d, 1H);

7.32-7.42 (m, 2H);




1 TNT 447-
- TDMSO- d6, Stored WM 130/ IC_)l)N c 200

Main 470.59 INT132 O N N Isoner): 8= MB
[3-Butyl-5-[1-[3-(2, 2-di methyl- 0.90 (t, 3H);

pr opi onyl am no) - phenyl am - .
o y ) - phenyl ani nglg meth- 1.24 (s, 9H);

10. 77 (s, 111); 11.58 (s, ppm
I
r

NS Hwth K2C03,

(ESI)

_ M+11
(E/ 2)-ylidenel -4-oxo-thiazolidin-(2-(E 1.26 (E,

?}f) , 471 or 2))-ylidene] -cyano-acetic acid ethyl 1.33
AR A —62 (M ZF) 7 ["THENMR4. 28 (m lecu- |Educt/
Ex?ﬁ)g 4%’“;2?2416%56 (t, 1H; 7.38 (d, 1H) ( 7?’%%"3 "
' : s, | H; 151 Exam Structure and me | Svo-
plei"" \WR Mol ecu- Educt/ ple NoJ lar Syn veight s T
In e E
(ESI) Case of Weight/ |thesis as
MS in the
(ESI) Case of
[M+1]"
7.45 (s, 1H);
8.19 (s, 1H);
10.61 (s, 1H);
11.13 (s, 1H) ppm.
93 y (DMSO-d6, Stored | MW: INT130/
O /—
N\
o ’? ; u’j:&{ © with K,CO3, Main ~ |453.52 |INT132
NH, o N \
\\\\N Isomer):
&= MS
, 0.91 (t, 3H); (ESI)
[3-Buty1-5-[1-(3-carbamoyl-lH-1ndol-
_ 1.27 (t, 3H); [M+1]™:
5-ylamino)-meth-(E/Z)-yhdene]-4-
_ _ 1.34 (m, 2H); 454
oxo-thiazolidin-(2-(E or Z))-ylidene]-
) 1.61 (m, 2H);
cyano-acetic acid ethyl ester
4.10-4.30 (m, 4H);
6.70-7.22 (m, 2H);
7.32-7.50 (m, 2H);
7.95-8.09 (m, 2H);
8.23 (s, 1H);




[ MF1] + 9. 26 (s,
(DVBO-d6, Stored MA
Main 511.64 INT132 O N N Isoner):

111) ;
| NT130/

10. 63 (s,

1H ppm 95 0 O

O NaN S HHwth K2C03,

8= Ms 0.91 (t,

’E%tll) SH)( ESI[?\/HE]S JEriutyll-4|- 0x0-5-[1-[3-(3-pyrrolidin- 1.26
, ) ; : -yl - propi onyl am - ' -
L 53 (1 h DH): 812 yl - progyony no) - phenyl am no]
HFt h;\(FJIZ_):JyI i dene] -thiazolidin-(2-(E 1.61 (in, 211);
o vH-denel=Ccyano-acetic a ; ;
Exargy pyirusti asd Ham ?n 6H); 2. 7¢§ql(1t 1\@%?11)1/; ; 5 gglme‘?;b Fdut
le(]grg 4H) ; . 6.93 (s, 111); 7.13-7.30 (in, 211){jar 7. 6 |8Byn-
p (Ed;,'l( t1/ H) ; I 15ﬁIo Elxam Structure and Nane H NVR Ml ecy-
¥ e . la [ [ i
cean Cage o r Syn Weightl/ thesis as NBWQigBtV'Ethesisas
MS in the
(ES]) Case of
[M+17"
10.77 (s, 1H);
11.58 (s, 1H) ppm.
04 o o (DMSO0-d6, Stored | MW: INT130/
© —
S (0]
Z)Lﬁ ’;‘,/I }{' with K,CO;, Main 470.59 |INT132
o N \\N
\\\\ Isomer):
5= MS
. ESI
(3-Butyl5-[1-3-@2-dimethyt- |00 3D N
. M+1]"
propionylamino)—phenylamino]-meth— 1.24 (s, 9H); [ ]
. 471
(E/2)-ylidene]4-oxo-thiazolidin-(2-(E | 126 (- 3%
or Z))-ylidene]-cyano-acetic acid ethyl 1.33 (m, 2H);
ester 1.62 (m, 2H);
4.13-4.28 (m, 4H);
6.94 (d, 1H);
7.26 (t, 1H);
7.38 (d, 1H);
7.73 (s, 1H);
8.12 (s, 1H);




[MrI]+ 8.15 (s,

ppm 96 0 0- 0 (DVMSO d6, Stored MA
44: AN aN *, 4, HH -

1H) ;

10. 12 (s,

1 H;
| NT130/

10. 67 (s,

k~.

N111 with K2C03, Main 440.52

I H)

SO

INT132 01 N lIsoner): 8 = I\/S [5-[1-(3-Acryl oyl am no-
0.91 (t, 3H); (ESI)

phenyl am no) - net h- (E/ 2Z) - ylldenel 3- 1.27 (t, 3H);
[MH11 +:  butyl -4-oxo-thiazolidin-(2-(E or 2))- 1.3

St cturé‘ﬂﬂdNyﬁlbdene] cyano- a@INMRaci d et hyMasdtuer Educt/
EX%&% oH); 4.11-4.29 (m 4M); 5.78 (dd, 1H): 6/28
1e( d 1H) 6.44 (dd, 1H); 6.99 (m 1H); 7.22a7.31|Syn-
PAR | 2H); 153 Exam Structure|and Nane 'H N
-Ki pl ecu- I ~duct/ ple No. lan Syn Weight/ t @ﬁéightafthesisas
M5 in the (ESI) Case of
MS in the
(ES)) Case of
[M+1]"
9.26 (s, 1H);
10.63 (s, 1H) ppm.
(DMSO-d6, Stored | MW: INT130/
A as S
o
CY N N’j:S»{- with K;CO3, Main ~ |511.64 |INT132
o N N\
N
\\\\ Isomer):
§= MS
0.91 (t, 3H); (ESD
[3-Butyl-4-ox0-5-[1-[3-(3-pyrrolidin- 1.26 (t, 3H); [M+1]™:
1-yl-propionylamino)—phenylamino]- 133 (m, 2H); 512
meth-(E/Z)-ylidene]-thiazolidin-(2-(E 1.61 (m, 2H);

or Z))-ylidene]-cyano-acetic acid ethyl

ester

1.69 (m, 4H);
2.49-2.57 (m, 6H);
2.72 (t, 2H);
4.11-4.29 (m, 4H);
6.93 (s, 1H);
7.13-7.30 (m, 2H);

7.68 (s, 1H);




[ME1]+ 7.75 (s, | H); 8. 14 (s, 1 H); 10.20 (s, 1H);
10.68 (s, 1 H ppm Cl1 (DVSO-d6, Stored _Ki W _f NT130/
HO- 0 C1, .0 N QIS~~O Wth K2C03, Main 456.35 | NT132
Hilsonmer): 8 =M 0.91 (t, 3H); (ESI)
[3-Butyl-5-[1-(3,5-dichlorgs4- 1.27 (t, 3H); [Mtl] +
hydr oxy- phenyl am no)-neth- (E/ 2Z2)- 1.33 (m 2H); 457
ylldene] 4-oxo-thiazolidin-(2-(E or 1.61 (m 2H);:
Ex%&_ﬁ g&dcgﬁggﬂdlqyﬁgo acetic aci 'ieINMR 4. 10- 4. 30 ¢lequ- | Educt/
ester 7.37 (s, 2H); 8.1% (s, 1H); 9.50-10.70
pleﬁygq. 2H) ppm 154 -Ex-am Structure and Nangldt NVR|Syn-
M 1aﬁu- ng::t/ ple No. lar Syn Wight/ thesils as M
e (ESI) Case of [Mrl]+ Weight/ |thesis as
MS in the
(ESI) Case of
[M+1]"
8.15 (s, 1H);
10.12 (s, 1H);
10.67 (s, 1H) ppm.
96 (DMSO-d6, Stored | MW: INT130/
P ¥~
\)LN N S 0O
N H,I with K;CO3, Main ~ |440.52 |INT132
o” N Y
Isomer):
§= MS
[5-[1-(3-Acryloylamino- 091 (t, 3H); (ESD
. M+1]":
phenylamino)-meth-(E/Z)-ylidene]-3- 1.27 (¢, 3H); [ ]
: 441
butyl-4-oxo-thiazolidin-(2-(E or Z))- | 132 (M 2K
ylidene]-cyano-acetic acid ethyl ester 1.61 (m, 2H),
4.11-4.29 (m, 4H);
5.78 (dd, 1H);
6.28 (dd, 1H);
6.44 (dd, 1H);
6.99 (m, 1H);
7.22-7.31 (m, 2H);




98 CN (DVBO d6, Stored MA
468.62 INT132 S Ow HO NNIsoner):

[ NT130/

8 =

N K2CG3, Main

Ms 0.91

, 3H); (ESI) [3-Butyl-4-o0x0-5-[1-[4-(2-pyrrolidin-
1.26 (t, 3H); [M1l] + 1
| -ethyl)-phenyl am no] - net by (E/Z)- 1.32 (m 2H); 469
ylidene] -thiazolidin-(2-(E or 2))- 1.53-1.72 (m 6H);
yl i dene] -cyano-acetic acid ethyl ester 2.46 (m 4H): -
25928 70 (m ZH ;. [H-ARMR. 29 (m  4Mpolecu? | Bduc
Ex '%%ﬁlﬁfﬂ;w&g EIQNa(Iﬁe H: 10. 52 (s, | H ppm |155
ﬁgol ecu- Educt/ 'H-NI\/R Exam | Structure and Nage pl €Syn-
PleNg:| | ar Syn- Weight/ thesis a§ M in the (ESI) Case
[ M11+ H (DVSO d6, Stored|{MN TNT130/ 9¢ v\w@mp thesis as
MS in the
(ESD) Case of
[M+1]"
7.75 (s, 1H);
8.14 (s, 1H);
10.20 (s, 1H);
10.68 (s, 1H) ppm.
97 ] (DMSO-d6, Stored  |[MW: | INT130/
HO
CIQN ,j:S;’{_o’— with K,COs, Main 456,35 |INT132
H
° N\\\l\N Isomer):
&= MS
0.91 (t, 3H); (ESI)
[3-Buty1-5-[1-(3,5-dichloro-4- 127 (t, 3H); [M+] +,
. ino)- -(E/Z)-
hydroxy-phenylamino)-meth-(E/Z) 133 (m, 2H); 457
ylidene]-4—oxo-thiazolidin-(2-(E or 161 (m, 2H);
. i et 0
7))-ylidene]-cyano-acetic acid ethy 4.10-4.30 (m, 4H);
ester 7.37 (s, 2H);
8.15 (s, LH);
9.50-10.70 (b, 2H)
ppm.




.0 S0O0 "0l Nwith K2C03, Main 428.51 I NT

Isonmer): 8= M5 0.91 (t, 3H); (ESI) oz HONE
[5-[1-(4-Acetyl am no-phenyl am no)- 1.26 (t, 3H); [ Mtl]
+ meth-(E/2)-ylidene]-3-butyl-4-oxo 1.33 (m 2H);
429 thiazolidin-(2-(E or Z})-ylidenel 1.62 (m 2H);
cyano-acetic acid ethyl ester 2.03 (s, 3H); 4. 12-4? 28
S‘m 4H); 7.23 (d, 2H); 7.55 (d, 2H); 8.15 (s, 1H);:

Exaéi-gfﬁ%lﬁturelﬂd’c}\l e 54 (S, T H) pPeaNMpp6 - f x- aMolecu- Educt/
r ure an me H NWVR Vol egcu- | ~duct/ ple No. |ar

n Weight/ thesis as M in the (ESI) Case
o Syn-
Ple%&1]+ 100 HO 0 (DVSO-d6, Stofed MA | NT130/ 7

Weight/ | thesis as
MS in the
(ES]) Case of

[M+1]°

(DMSO-d6, Stored | MW: INT130/

C\N\/\Q\ o - . '
N,sto with K,CO3, Main 468.62 |INT132
H
N
° \\\:\N

Isomer):
§ = MS
0.91 (¢, 3H); (ESI)
[3-Butyl-4-oxo-5-{1-[4-(2-pyrrolidin- 1| , .\ 5y, M+1]™":
1-yl-ethyl)-phenylamino]-meth—(E/Z)- 1.32 (m, 2H); 469

lid -thiazolidin-(2-(E or Z))-
ylidene]-thiazolidin-(2-(E or 2)) 1.53-1.72 (m, 6H);

ylidene] -cyano-acetic acid ethyl ester 2.46 (m, 4H);
2.59 (m, 2H);

2.70 (m, 2H);
4.12-4.29 (m, 4H);
7.19 (m, 4H);

8.19 (s, 1H);

10.52 (s, 1H) ppm.




_aN S 0 with K2C03, Main 401.49 INT132 O N N Isoner):
8 = M5 [3-Butyl-5-[I-[(4-hydroxy-phenyl)- 0.89 (t, )
3H); (ESI) nethyl-amno]-meth-(E Z)-ylidene]-4- 1.18
(t, 3H); [M1] +  oxo-thiazolidin-(2-(E or
Z))-ylidene]- 1.29 (m 2H);s402 cyano-acetic acid
ethyl ester 1.55 (m 2H); §.53 (s, 3H; 4.00-4.22 (m

4H); 6.86 (d, 2H); 7.21 (d, 211); 7.98 (s, 111):

Q Q2 (

oo e 37 HEONRRIT 101 €0 D, FH-RVEO- d6, St of Mblddd¥ | Educt/
XWB‘Z‘f“rﬁ\?“wtﬁHizoos, Mai n 415.47 INT131 O(N> -,0 N

Isoner): 157 Exam Structure|land Nane ' H NMR]I
i ole -
ple Boulct / ple No. lar Syn Weight/ thesis as M ai n th(&;’yn
Weight/ | thesis as

J

\U—\J

(ESI) Case of [M11+

MS in the
(ESD) Case of

[M+17"

99 H (DMSO-d6, Stored  |MW: INT130/

O,
”’IS*{-O with K,COs, Main 42851 |INTI32
\\\\N Isomer):

o= MS

0.91 (t, 3H); (ESD
[5-[1 -(4-Acetylamino-phenylamino)-

1.26 (t, 3H); M+1]17:
meth-(E/Z)-ylidene]-3-butyl-4-oxo-

1.33 (m, 2H); 429
thiazolidin-(2-(E or Z))-ylidene}-

1.62 (m, 2H);
cyano-acetic acid ethyl ester

2.03 (s, 3H);

4.12-4.28 (m, 4H);
7.23 (d, 2H);
7.55 (d, 2H);
8.15 (s, 1H);
9.94 (s, 1H);

10.54 (s, 1H) ppm.




[5-[1-(Benzo[ 1, 3] di oxol -5-yl - e~hyl - -

8 M5

am no)-neth-(E/ Z2)-ylidene] -3 -ethyl- 1.03-1.21 (m
9H)5 (ESI') 4-oxo-thiazolidin-(2-(E or Z))- 3. 82((q,
2H); [Mtl] +: ylidene]-cyano-acetic acid ethyl ester
4. 10 (q, 2H); 416 4.18 (q,s¢11); ©6.12 (s, 2H); 6.83
(dd, 111); 7.01-7. 10 (m 2H); 8.00 (s, I H) ppm
%9% I/—EQ N\,,O _TDI\/ISO dé, Stored O0~-S with K2C03, Miin
Froer T Stmcture andiNarhe OTTET ) 8 = MBH-NMR Molecu- | Educt/
Xaé&/ﬂn%r-“f rCHANRE | (4 hydroky- 1.10-1.23 (m 6H);
pleﬁ\ﬁ%ml ) phenyl)-methyl -am no]-peth-(E/ Z)- 3.5314s, 3yn-
|] +  ylidene]-4-oxo-thiazolidin-(2-(E on 4.09 (q,
2H) | 374 Z))-ylidene] -aceti¢ acid ethyl est{gfeight?0thesis as
(Tg t2/11);|15EIo Elxam Structure and Nane ' H NYR VoI eg¢u-
ue pl e . lar Syn Weight/ thesis as M yyd the;
(7E§9)(CasiH§)f (M5 6,87 (d| 20 7.20 (d. "By, |mthe
. S, ;
(ES) Case of
[M+1]"
100 HO (DMSO-d6, Stored | MW: INT130/
Thas 3
T’I >{_ with KoCO3, Main ~ (401.49 | INT132
0N \\N
\\\\ Isomer):
&= MS
. ES
[3—Butyl-5-[1-[(4-hydroxy—pheny1)- 0.89 (t, 3H); (ESD
. M+1]1™:
methyl-amino]-meth-(E/Z)-ylidene]-4- 1.18 (t, 3H); [ ]
. 402
oxo-thiazolidin-(2-(E or Z))-ylidene]- 1.29 (m, 2H); 0
cyano-acetic acid ethyl ester 1.55 (m, 2H);
3.53 (s, 3H);
4.00-4.22 (m, 4H);
6.86 (d, 2H);
7.21 (4, 2H);
7.98 (s, 1H);
9.92 (s, 1H) ppm.
101 <o o ,— (DMSO-d6, Stored  |MW: | INT124/
S (0]
o} )N’I )_i_ with K,CO3, Main 41547 |INT131
o) N\\ \\N
Isomer):




9.99 (s, | H
- TNT 1 24/ 14 SO

ppm Cl1 Nk 0 TCDC13,

-Stored with
"aN K2C03, Main 391.88 I NT132

D~-W

I'soner): 8= MS [5-[I-[(4-Chloro-phenyl)-nethyl -

1.30-1.47 (m 6H); (ESI) amno] -neth-(E 2)-ylidene]

-3 -ethyl- 3.68 (s, 3H); [MHl +:

4- oxo-thiazolidin-(2-(E or 2))- 4.30 (q, 2H); 392

ylldene] cyano- acetic acid ethyl ester 4.43 (q, 211);

A3 (d, 2H); ["[{-RMKS, 1H) ppMolé&n9|Educt/

Exa“M <§q\u§@ﬁear{dflgla%%t/ 1~x-am PHtructure and Nane H N

%Qe No. lar Syn- Weight/ thesis as MS in thejar(ESI)Syn-
ple®9se of [Mr1]+ 104 F~ (DMBO 16; Mai n 455.459/ | NT124/

0] O Isomer): 456 INT132 H 0~ SN N Weicht/ |thesis as
ract Cyano- [ 3-et hyl -4-oxo-5-[14[4- 1.23-1.28 (m %H)'
(2,R,2-tri-fluoro- | -hydroxy4{ | -nethyl- 1. K,Iés in the
3H)

(ESD)  |Caseof
[M+1]"
[5-[1 -(Benzo[l,3]dioxol-5-yl-ethyl- 8= MS
amino)-meth-(E/Z)-ylidene]-3-ethyl- | 1.03-1.21 (m, 9H); (ESD)
+-
4-oxo-thiazolidin-(2-(E or Z))- 3.82 (q, 2H); [M+1] ™
ylidene]-cyano-acetic acid ethyl ester  {4.10 (q, 2H); 416
4.18 (q, 2H);
6.12 (s, 2H);
6.83 (dd, 1H),
7.01-7.10 (m, 2H),
8.00 (s, 1H) ppm.
102 |HO (DMSO-d6, Stored  [MW: | INT124/
T y
“,"j:s>-<_ ° with K,COs, Main  |373.43 |INT131
o N N\
N
Isomer):
§= MS
Cyano-[3-ethyl-5-[1-[(4-hydroxy- 1.10-1.23 (m, 6H); | (ESD
phenyl)-methyl-amino]-meth-(E/Z)- 3.53 (s, 3H); M+1]*:
ylidene]-4-oxo-thiazolidin-(2-(E or 4.09 (q, 2H); 374
Z))-ylidene]-acetic acid ethyl ester 420 (q, 2H);




et hyl ) - phenyl am no] -neth-(E/ 2)- 4.20-4.27 (m 4H);
ylidene] -thiazolidin-(2-(E or 2))- 6.5 9 (s, | H;
ylidenel -acetic acid ethyl ester 7.40 (dd, 2H); 8.21
(d, TH; 10.59 (d, IH ppm 105 F (DM' Od6; in
0-470/ fNT126/ M S O0- O lLgomer): 468 INT132 _~c , >
~\\ \ ~\ 0) \\N 8 rac-Cyano-[ 3-et hyl -4-o0xo-5-[1-][ 4-
1.24 (t 3H) (2,2,2-tri-fluoro- | -hydroxy- |

FrE 3H) "H-NMR Molecu- | Educt/
Exa@%‘hﬁ"ﬂ“—"%‘ﬁe ;?IGNam no] - met h- ( E/ )H- 4.26 (q, 2HJ;

idenel -thiazolidin-(2-(E or|2Z))- 4.70 (tt, |&tl); S
pleé? am Structure and Nanme ' H NWR Vol ecu- Tduct]/ ple
lar Syn Weight/ thesis as| Ms in the (ESkyei ®thesis as
of [ Mt1] + ylidene] -acetic aciid allyl ester §5.25 (qq,
111); 5.37 (qq, 1H 7.40 (dd, 2H); 5.96 (mNi%H)'

6.56 (s, 1H); 7.31-7.54 (q, 411) 8.20 (I H):; in the
(L) pem (ESI) Case of
[M+17"
6.87 (d, 2H);
7.20 (d, 2H);
7.99 (s, 1H);

9.99 (s, 1H) ppm.

103 Cl o (CDCl3, Stored with | MW: INT124/
\CLN,IS)-{O
! \

K,CO3, Main 391.88 |INT132
07N N\
=N Isomer):
5= MS

[5-[1-[(4-Chloro-phenyl)-methyl- 1.30-1.47 (m, 6H); (EST)

amino]-meth-(E/Z)-ylidene]-3-ethy1- 3.68 (s, 3H); [M+1]*:
4-oxo-thiazolidin-(2-(E or Z))- 4.30 (q, 2H); 392
ylidene]-cyano-acetic acid ethyl ester 4.43 (q, 2H);

7.17 (d, 2H);

7.43 (d, 2H);

7.91 (s, 1H) ppm.




106 O (DM 50-d6; Main f55.459/ INT124/ F4 OH o~

| soner): 456 INT132 F F N o>
rac- Cyano-[ 3-ethyl -4-oxo0-5-[1-[3 1.22-1.28 (m 6H);
(2,2,2-tri-fluoro- I -hydroxy- 1 -nmethyl 1. (69 (s!_DéH);
et hyl') - phenyl -am no] -nmeth- (B 7) 4.19-4.28 (m 411);
ylidene]-thiazolidin-(2-(E or Z)) 6.68 (s, 114);
ylidene] -acetic acid ethyl ester 7.25-7.38 (m 311);

7Z B2 (o

A2 {5 —Hho et 7 M=Ex-am T RRMiet ure and | Myteu- | Educt/
Exaﬂ‘_-;ﬁ@ﬁ“%ﬂ{_%??e ple No. lar|Syn- Weight/ thesis a$
1l\/ISlnthe (ESI) Case of [Mrl]l+ 8.19 (M; 10159 (S|Syn-
pe)N_q)N ppm -fNT126/ 107 O (DVBOD-d6; Main F F F OH H n

> |soner, Selection): 468 |NT132 Weight/ | thesis as

MS in the

(ESI) Case of

M+
1041 o (DMSO-d6; Main | 455.459/ | INT124]
ﬁk@pﬁ;:}%o\_ Isomer): 456 INT132
) “ 5=
rac-Cyano-[3-ethyl-4-oxo-5-[1-[4- 1.23-1.28 (m, 6H);
(2,2,2-tri-fluoro-1-hydroxy-1-methyl- 1.67 (s, 3H);
ethyl)-phenylamino]-meth-(E/Z)- 4.20-4.27 (m, 4H);
ylidene]-thiazolidin-(2-(E or Z))- 6.59 (s, 1H);
ylidene]-acetic acid ethyl ester 7.40 (dd, 2H);
8.21 (d, 1H);
10.59 (d, 1H) ppm.
105 e on (DMSO-d6; Main | 467.470/ [ INT126/
ﬁk@ Isomer): 468 INT132

0,
S, O,
X *‘{ i\
.
rac-Cyano-[3-ethyl-4-oxo-5-[1-[4- 1.24 (¢, 3H);
(2,2,2-tri-ﬂuoro-1-hydroxy-l-methyl- 1.66 (s, 3H);
ethyl)-phenyl-amino]-meth-(E/Z)- 4.26 (q, 2H);

ylidene]-thiazolidin-(2-(E or Z))- 4.70 (tt, 2H);




~CH S N rac-Cyano-[ 3-ethyl -4-ox0-5-[1-[3 1.21-1.28 (m

3H; (2,2,2-tri-fluoro- 1 -hydroxy- | -nethyl

1.69

(s, 311); ethyl)-phenyl-anino]-neth-(E/ Z) 4.24
211): vylidene]-thiazolidin-(2-(E or 2)) 6.69 (S’(q,

ylidene] -acetic acid allyl gster 7.26-7.39 (m 3H);

7.53 (s, 111): 8.22 (d, 1H); 10.63 (d, 1H

_____ ~ 414.486/ | NT124/ _iC8

ppm

1H);

0,y' (DVBO d6; Main 1A

FHalN< =S5O0 ). 415 TNI1
Exag."zzs-t&‘."%e ANEE . 160 1 VR

fructure and Nane TH ~~ ple |
PleNeeki s as B

Vol ecu- Educt/

ZINWMR > O N

Exam

No. | ar Syn- Wei|ght/

MS
(ESD

[M+1]"

Mdiecu- | Educt/

Syn-

Weight/ | thesis as

in the

Case of

ylidene]-acetic acid allyl ester

5.25 (qq, 1H);
5.37 (qq, 1H)
7.40 (dd, 2H);
5.96 (m, 1H);
6.56 (s, 1H);
7.31-7.54 (q, 4H)
8.20 (1H),

10.56 (1H) ppm.

106

0,
N s}% -
F?Zg@ ;I; N\

rac-Cyano-[3-ethyl-4-0x0-5-[1 -[3-
(2,2,2-tri-fluoro-1-hydroxy-1 -methyl-
ethyl)-phenyl-amino] -meth-(E/Z)-
ylidene]-thiazolidin~(2-(E or 7))-

ylidene]-acetic acid ethyl ester

(DMSO0-d6; Main
Isomer):

&=

1.22-1.28 (m, 6H);
1.69 (s, 3H);
4.19-4.28 (m, 4H);
6.68 (s, 1H);
7.25-7.38 (m, 3H);

7.52 (s, 1H);

456

455.459/ | INT124/

INT132




M5 in the
[5-[I-[4-(Acetyl -rnet hyl
phenyl
et hyl

(ESI') Case of

-am no) -
-am no]-nmeth-(E/ 2)-ylidene]-3- 3.11 (s,
-4-oxo-thiazolidin-(2-(E or 2))-

1.76 (s,

311);

3H);

4.21-4.25 (m

4H); ylidenel -cyano-aceti ggpcid ethyl ester 7.28-7.38
(dd, 411) 8.19 (s, 1H); 10. 55 (s, | H ppm 109 0
(DNBC>d6 Nhin 411. 405/ INT124/ F >raN'~S O _E F ng -
S0 44 N Ngd3Z U NN "H-NMR Molecu- | Educ
Exﬁxar%“’f‘%“e T4 0x0-5-[1-(3-|1.22-1.28 (m @H);
trifluoro- nethyl phenyl am no) {net h- 4.19-4. 2814rm 4Hpyn-
pb@%¥7) ylidene]-thiazolidin-(24(E or 2)- 7.36{(d, I H;
yligdene] -acetic acid ethyl ester 7.53 (t, 111)Weight/ |thesisas
7.59-7.63 (m 1H); 8.26 (s, 111); 10.56 (s, [111) ppm
163| Exam Structure and Nanme|' H NWVR - F, 40l ecggs in the
-fdiuct/ ple No. lar Syn Wight/ thesis as [M5 in tihe
(ESI) Case of [M+1]+ F (DVSO{d6; Main ~I 1 {ﬁgﬁl Case of
- FNT124/
[M+17
8.19 (1H);
10.59 (s, 1H) ppm.
-d6; i 467.470/ | INT126/
107 Q. (DMSO-d6; Main
S,
F—A OH H;j:,)"{: \—\ Isomer, Selection): {468 INT132
FF ) N
o=
- -[3-ethyl-4-ox0-5-[1-[3-
rac-Cyano-[3-ethy 1.21-1.28 (m, 3H);
-tri-fl -1-hydroxy-1-methyl-
(2,2,2-tn-fluoro- -AyEHOXY 1.69 (s, 3H);
- -amino]-meth-(E/Z)-
ethyl)-phenyl-amino}-meth-(E/Z) 424 (q, 2H);
ylidene)-thiazolidin-(2-(E or Z))- 6.69 (s, 1HD);
ylidene)-acetic acid allyl ester 7267.39 (m, 3H);
7.53 (s, 1H);
8.22 (d, 1H);
10.63 (d, 1H) ppm.
 Mai 4/
108 OY (DMSO-d6; Main 414.486/ | INT12
/N\©\ 9 Isomer): 415 INT132
S Q,
Y >><<_ — 5
N =
o] ) \\N
1.22-1.28 (m, 6H);




I OFFNSO Isonmer): 412 INT132 ~, _all, HO NN 8
Cyano-[ 3-ethyl -4-0x0-5-[1-(4- 1.23-1.28 (2t, 6H);
trifluoro-nethyl-phenylam no)-neth- 4.21-4.25 (m 4H);
(E/2)-ylidene]-thiazolidin-(2-(E or 7.46-7.66 (q, 4
h); Z))-ylidene] -acetic gagi d ethyl ester 8.22 (s,
1H); 10.68 (s, 1H) ppm ill O (DVSBO d6; Main 344.394/
INT124/ a-N N O H ~Cs - Isoner): 345 INT132 Q0 N =\

a{s;}__')“ ”C'iul”e an%ll@éﬂl 4-0x0- 5- [ T- (PRH-NMR- 2- 1. 22 Mokgug iduct/
t hi

am no) - met h- (E/Z)-ylidene]- 4.18-4.23 (m 4H);

' azoI idin-(2-(E or 2)-ylidenel -acetic 7.04%af. 07 (Syn-

acid ethyl ester 7.71-7]76 (m 1H); 8.28-8.29

(m|1H); 8.73 (d, | H,; 164 Vol ecu- Ex-am S$iydightur thesis as
and| Namre H NVR ple No. |lar Sym- Wi ght/ thesils as

MS in the
(ESI) Case of

[M+1]"

[5-[1-[4-(Acety1-methyl-amino)— 1.76 (s, 3H);
phenyl-amino]-meth-(E/Z)-ylidene]-3- 3.11 (s, 3H);
ethyl-4-oxo-thiazolidin-(2-(E orZ))- |4.21-4.25 (m, 4H);
ylidene]-cyano-acetic acid ethyl ester |7.28-7.38 (dd, 4H)
8.19 (s, 1H);

10.55 (s, 1H) ppm.

109

o (DMSO0-d6; Main 411.405/ | INT124/
. ”/ISF{‘O\— Isomer): 412 |INT132
F 2N\
) N
§=
Cyano-[3-ethy1-4-oxo-5-[1-(3- 1.22-1.28 (m, 6H);
trifluoro-methyl-phenylamino)-meth- 4.19-4.25 (m, 4H);
(E/Z)—ylidene]-thiazolidin—(2-(E or Z)- 736 (d, 1H);
ylidene]-acetic acid ethyl ester 7.53 (t, 1H);
7.59-7.63 (m, 1H);
8.26 (s, 1H);

10.56 (s, 1H) ppm.




Ms in the (ESI) Case of [M+l]+ 10.93 (d, |
112 0 (DVBO d6: Main 344.394/ | NT12 ot
345 INT132 O N, X\ N 24l O Tsomer):
Cyano-[ 3-ethyl -4-o0x0-5-[1-(pyridin-3- 1.22-1
| _ -3- 1.22-1.28
6H): yl -ami no) - et h- (E/ Z) 1y i dene] - 4. 19-4. 24 (Enm
4H) ; t!’]IaZO|IQI n-(2-(E or Z))-ylidene]- 7.32-7.37
(dd, H); acetic acid ethyl ester 7.73-7.75 (m 1H):

Exa%ﬁ%?fsu’rel%Naﬁe 24-8.25 (m [IHNMB. 53 (d, ]1Mpolecu- |{Educt/

pleO s| O _ Isoner): INT132 O ~:|NN
&,’apo-[s-[l_-m, 6-di met hyl -pyridin-2- 1.22-1.28 (m
6H)| yi-am no)-meth-(E Z)-ylijdenel-3- 2.24 (ei

ppm _i 13 (DMVBO d6; Main 372.449 | NT1p4/
lar Syn-

165 |-x-am Structure and Nape H NVR Ml ecu- Ed%?% fhesis as
pl el No. lar Syn Wight/ thesis as M in the|yg in the

(ESD) Case of

[M+17"
110 N (DMSO-d6; Main 411.405/ | INT124/
Fﬂ\@\N/ji%’j?o\_ Isomer): 412 INT132
3N 5=
Cyano-[3-ethyl-4-oxo-5-[1-(4- 1.23-1.28 (2t, 6H);
trifluoro-methyl-phenylamino)-meth- 4.21-4.25 (m, 4H);
(E/Z)-ylidene]-thiazolidin-(2-(E or 7.46-7.66 (9, 4 h);
Z))-ylidene]-acetic acid ethyl ester 8.22 (s, 1H);
10.68 (s, 1H) ppm.
111 (DMSO0-d6; Main 344,394/ | INT124/

Clas, ©

NN S N

H Isomer): 345 INT132
o ; \\N

o=

Cyano-[3-ethyl-4-ox0-5-[1-(pyridin-2- | ; 55 ; 5g (m, 6H);

ylamino)-meth-(E/Z)-ylidene]- 4.18-4.23 (m, 4H);

thiazolidin-(2-(E or Z)-ylidene]-acetic | 5 o4 7 47 (m, 2H);
acid ethyl ester 7.71-7.76 (m, 1H);
8.28-8.29 (m, 1H);

8.73 (d, 1H);




(ESI) Case of [MHl]+ ethyl-4-oxo-thiazolidin-(2-(E or
Z))- 2.38 (s, 3H); ylidene]-acetic acid ethyl ester
4.18-4.24 (m 4H); 6.67 (s, 111); 6.77 (s, 1H), 8.73
(m I H; 10. 82 (s, | H ppm 114 (DVMSO d6; Min
358.422 INT124/ 0 O _ Isongg): INT132 O
Cyano-[3-ethyl -5-[1-(4-nmethyl- 1.23-1.26 (2t, 611);
pyrl di n- 2- yI am no) nmeth-(E/ 2)- 2.29 (s, 311);
H- ene Jrazol Tdin- (Z{ENMR4. 18- 4. 24 Mdlegu- | Educt/
Ex '1 CB aﬁq‘ﬁghrb]e] -acetic agid ethyl ester |6.65 (d,
111); 6. 89 .91 (dd, 1H); 8.14 (d, | H); 8.73ar(s, |Syn-
Ple]ﬁ‘i)' 10. 86 (3, H ppm 166 HExam Structure jand Nane
"H- NMR - Mol ecu- _ffduct/ ple(No. [ar Syn \ightibht/ |thesis as
thesis as Msin the (ESI) Cgse of [Mtl]+ 115 8
(DMBO- d6; Main T58.422 TNT124/ MS in the
(EST) Case of
[M+1]
10.93 (d,1H) ppm.
112 @\ o (DMSO-d6; Main 344,394/ | INT124/
|
" N/Isgo\— Isomer): 345 INT132
o N N\
) N
&=
Cyano-[3-ethyl-4-0x0-5-[1-(pyridin-3- | | 55 § 78 (m, 6H);
yl-amino)-meth-(E/Z)-ylidene]- 4,19-4.24 (m, 4H);
thiazolidin-(2-(E or Z))-ylidene]- 7.32-7.37 (dd, H);
acetic acid ethyl ester 7.73-7.75 (m, 1H);
8.20 (s, 1H);
8.24-8.25 (m, 1H);
8.53 (d, 1H);
10.52 (s, 1H) ppm.
113 (DMSO0-d6; Main 372.449 [INT124/
2
/d s ? 0 Isomer): INT132
N N/ji AN
0 ; \\N &=
. s 22-1.28 (m, 6H);
Cyano-[5-[1-(4,6-dimethyl-pyridin-2- : ( )
. 24 (s, 3H);
yl-amino)-meth—(E/Z)-yhdene]-3- 224 (s, 3H)




Isomer): INT132 O N N 8

Cyano-[3-ethyl -5-[1-(6-nethyl- 1.23-1.26 (2t, 6H);
pyridin-2-yl-amno)-neth-(E 2)- 2.41 (s, 3H);

yl i dene] - 4-oxo-thiazolidin-(2-(E or 4.17-4.22 (2q,
4H), Z))-ylidene] -acetic;gcid ethyl ester 6.83 (d,
111); 6.89 (d, 1H); 7.59 (t, 1H; 8.71 (IH; 10. 86
(s I H) ppm F-va- J - f - 116 0 (DM '50-d6; in

95 f Ca s O TsoferNMRNT132 0| Moteeu | Bduct/
Exa§1 [@Tuﬁu%ﬁﬂ&ﬁ oro-4-fluoro- [.22-1.27 (m 6H);

henyl am no) -neth- (E/ Z) -yl i depel -3- 4. 21-4. 2415¢m 4
plc&Ohyl -4-oxo-thiazolidin-(2-(Elor 2))- 7.32 (m 1H);
167| '-fx-am Structure and Name H NVR Mol eCLWeE%HM
plel No. lar Syn Weight/ thesi$ as Ms in the

Casp of [M+l]+ ylidene]-cyang-acetic acid et é es Llthe
7.3|7 (m 1 H);

Syn-

thesis as

(ESI) Case of

[M+1]"

ethyl-4-oxo-thiazolidin-(2-(E or 7))- |2.38(s,3H);
ylidene]-acetic acid ethyl ester 4.18-4.24 (m, 4H);
6.67 (s, 1H);

6.77 (s, 1H),

8.73 (m, 1H);

10.82 (s, 1H) ppm.

114 (DMSO-d6; Main 358.422 |INT124/

d o
SN N”j;%xz” ° Isomer): INT132
H
Q 5 \\N

§=
Cyano-[3-ethyl-5-[1-(4-methyl- 1.23-1.26 (2t, 6H);
pyridin-2-ylamino)-meth-(E/Z)- 2.29 (s, 3H);

ylidene]-4-oxo-thiazolidin-(2-(E or 4.18-4.24 (2q, 4H);
Z))-ylidene]-acetic acid ethyl ester 6.65 (d, 1H);
6.89-6.91 (dd, 1H);
8.14 (d, 1H);
8.73 (s, 1H);

10.86 (3, H) ppm.




7.58-7.60 (m 1H); 8.18 (s, 1H); 10.45

117 F 0 (DVSO-d6; Main 40(7. 854I_? NT126/ S:IS ﬁrtilspgmH
_S>- Isomer, Selection): INT132 0 )NN
[5-[I-(3-Chloro-4-fluoro- 1.22-1.25 (m 6H);

phenyl am no) - et h- (E/ Z) -yl idene] - 3- 4.21-4.24 (m 4H);
et hyl - 4-oxo-thiazolidin-(2-(E or 2))- 7.28-7.38 (m ’
,Z,li); yli dene] cyano- acetic acid allyl ester 7.56-7.58

Ex

PleNok MM 168 Exam Structure ahd Nane ' H NVMR T~i ol ecl-

1 LN - (e} 1 2
e lNCfnej.O (m—IH); M /MRS, 1 H p i1 BEdhct/
SEuCies At 05" 45071 NT12/ | SOmer ) - I NTLS o[ N

ano-[3-ethyl -5-[1-(2-nmethyl - 1.22-1.28 (2far 6H) |Syn-

Educt/ ple No. lar Syn Weight/ thesis as M .
(2E6I1)(Ca8312§ [M-1]+ quinol i - 6. yl a no)_net’Wé“%ﬁh Pthesis as
: i dene] - 4- oxo-t hi i di n-

2 1B-4.24 (24 4})10; ] x0-t hi azol i di n- (234E Or |i, the

(ESI) |Caseof

[M+1T
115 /@\ o (DMSO-d6; Main 358.422 |INT124/
N H/jz}%o\— Isomer): INT132
0 ) \,
§=
Cyano-[3-ethyl-5-[1-(6-methyl- 1.23-1.26 (2t, 6H);
pyridin-2-yl-amino)-meth-(E/Z)- 2.41 (s, 3H);
ylidene]-4-oxo-thiazolidin-(2-(E or 4.17-4.22 (2q, 4H);
Z))-ylidene]-acetic acid ethyl ester 6.83 (d, 1H);
6.89 (d, 1H);
7.59 (t, 1H);
8.71 (1H);
10.86 (s, 1H) ppm:
e - . (DMSO-d6; Main  [395.842 |INT124/

s Q
H/ji >=§ — Isomer): INT132
o] 5 \\N

Q=

[5-[1-(3 -Chloro-4-fluoro- 1.22-1.27 (m, 6H);

phenylamino)-meth-(B/Z)-ylidene]-3- |4 5 4 54 (m 4B,

ethyl-4-oxo-thiazolidin-(2-(E or Z))- 7.32 (m, 1H);

lidenel.csrano-acatic acid ethul ecter




Z))-ylidene] -acetic acid ethyl ester 7.33 (d, 1H);
7.63 (dd, 1H; 7.74 (m 1H); 7.82 (d, 1H); ’S.T)l’(d,
1H); 8.26 (s, | H; 10. 64 (s, I H ppm 119 0

ngl\/I 5t0_-d6; Wain ~20.493 fNT126/ H Isoner,

el ection): INT132 0O N Cy -[3-ethyl -5-[1-(2-nethyl -
1.25 (t, 3H); qui nolin-6-3§bomno)-rreth-(E/Z§- 2.60y

g)i\ 3H); ylidene]-4-oxo-thiazolidin-(2-(E or 4.22 (q,

Ex

Nan
pleNgilght/ thesis as MS in the | (ESI) Case of |[M1]+

2y e e = acet T ac frakMil ester 7] 8ildd, | Educt
)| Ic;théela\hgl\zhjﬁ(dd 1H); 169| Exam Structufe adrcld ¥

® 'HNVR __~iolecu- _ffduct/ ple No. lar|fgyn Syn-

7.75 (d, 1H); 7.82 (d, 1H): [8.11 (d,1H: 8
I1Rr.relse234/(s, |'H ppm 120 (DM 5p-d6; Main 408.4§‘§ng

thesis as
MS in the
(EST) Case of

[M+1T"

ylidene]-cyano-acetic acid ethyl ester 7.37 (m, 1H);
7.58-7.60 (m, 1H);
8.18 (s, 1H);

10.45 (s, 1H) ppm.

117 F:@\ o (DMSO-d6; Main 407.854 |INT126/
NN Y on:

o ; \ A\ Isomer, Selection): INT132

N
§=
-[1-(3-Chloro-4- -

[5-[1-(3-Chloro-4-fluoro 1.22-1.25 (m, 6H);
phenylammo)-meth-(E/Z)-ylldene]-3- 4.21-4.24 (m, 4H);
ethyl-4-oxo-thiazolidin-(2-(E or Z))- 7.28.7.38 (m, 2H):
ylidene]-cyano-acetic acid allyl ester 7.56-7.58 (m, 1H);
8.16-8.18 (m, 1H);
10.45 (s, 1H) ppm.

118 (DMSO0-d6; Main 408.482 |INT124/

T
o
x N S Q
H/I }‘{7 — Isomer): INT132
o j \\N

8:

Cyano-[3-ethyl-5-[1-(2-methyl- 1.22-1.28 (2t, 6H);

aninnlin A yulaminn) math (BI7N




N _NSOHIsoner): INT132 0 O N8 =

Cyano-[3-ethyl -5-[1-(2-nmethyl- 1.21-1.26 (m 6H);

qui nol i n-5-yl am no)-neth-(E/ 2Z)- 2.66 (s, 3H); ’

yli dene] - 4- oxo-thiazolidin-(2-(E or 4.17-4. 24 (m 4H);
Z)-ylidene] -acetic acid ethyl ester 7.3 8 (d, 1 H); ’
7.46 (d, 1H): 7.66-7.68 (m 114): 7.74 (d, 1H: 8.05
(Gs 1H); 8.44 (d, I H); 170 1H NWR ol ecu- Exam

K

UL:'J_“turcau' Neme—MEduct? g [ar Syn ' -

Ex{ifyp {EUCpge alR?ENfiﬁ‘ét he (ESI) Ceslg WR [ Ml ] )J: 1\6\#%12&1%/5Educt/
1%'{33 ppm 0 (DVBO-d6; Main 420./482 INT126/ S [Qafd SOMESyn-
P ‘@¢ction): INT132 O N Cyano-| [3 -ethyl- 5 - &

[ 1' 2' net hyl - 1 24 (t y 3H) , Welght/ theSiS as

qui mol i n-5-ylam no)-neth-(E 2)|- 2.66 (s, 3H);
MS in the
(ESI) Case of
M+1]°
quinolin-6-ylamino)-meth-(E/Z)- 2.61 (s, 3H);

ylidene]-4-oxo-thiazolidin-(2-(E or 4.18-4.24 (2q, 4H);
Z))-ylidene]-acetic acid ethyl ester 7.33 (d, 1H),

7.63 (dd, 1H);
7.74 (m, 1H);

7.82 (d, 1H);

8.11 (d, 1H);

8.26 (s, 1H);

10.64 (s, 1H) ppm.

119

\(”J@\ o (DMSO-d6; Main | 420.493 | INT126/
X N s o} .
H . ; \ ‘—\\ Isomer, Selection): INT132
A\
N

&=
Cyano-[3-ethy1-5-[l-(2-methy1-

1.25 (t, 3H),
quinolin-6-ylamino)-meth-(E/Z)- 2.60 (s, 3H);
ylidene]-4-oxo-thiazolidin-(2-(E or 422 (q, 2H);
Z))-ylidenel-acetic acid allyl ester 1 33 (4 11,

7.61-7.64 (dd, 1H);




yl i dene] - 4-oxo-thiazolidin-(2-(E or 4.22 (q, 2H);
Z)-ylidene] -acetic acid allyl ester 7.40 (d, 211);
7.47 (d, 1H); 7.66-7.70 (m 111); 7.75-7.78 (m
111); 8.08 (s, 1H); 8.46 (d, 1H); 10.69 (s, 1 H) ppm
171 Exam Structure and "H NVR Mol ecu- Educt/
ple lar Synthe- No. Weight/ sis as in M5 the (ESI)
Case of [MtlI]+ 122 --"HNVR MN INT12 0 /1" NS O

(CDG13-—400—38—A4A2 At NTIT YA QMR VFZ) (selprl®d- Fduct
Exagp- ) Srugturs A 6 Vs 1.30 (M oM. (ESI)

S-|[1-(3-Acetyl - phenyl am no) - et h- (E/ Z) - 2. 5915¢S, 3[8yn-
pleNoglg [ Mkr11 yl i dene] - 3- et hyl - #- oxo-t hi azol i di|n- (2Z pr

B)-| (m 2H); 4.39 (m 386 yl|dene]-cyano- ace{baiaC! @lesis as
ethyl ester 2H); 7.21 (m 1H)] 7.46 (m 1H); 77%2 m
MS in the

(ES]) Case of

[M+1]°

7.75 (d, 1H);
7.82 (d, 1H);
8.11 (d,1H);
8.27 (1H);

10.66 (s, 1H) ppm.

120 (DMSO0-d6; Main 408.482 |INT124/

o]
S Q
/@\ﬁt )><<~ — Isomer): INT132
o } \\N

o=

Cyano-[3-ethyl-5-[1-(2-methyl- 1.21-1.26 (m, 6H);

quinolin-5-ylamino)-meth-(E/Z)- 2.66 (s, 3H);

ylidene]-4-oxo-thiazolidin-(2-(E or 4.17-4.24 (m, 4H);

7)-ylidene]-acetic acid ethyl ester 738 (d, 1H);
7.46 (d, 1H);
7.66-7.68 (m, 1H);
7.74 (d, 1H);
8.05 (s, 1H);

8.44 (d, 1H);




2H); 10.57 (d, I1H. 123 "HNWVR RW [INT12 N'~ (CDC13,
400 397.453 6/INTI YO _ HOS 0O O N MHz) (selected 32
N peaks) 8 = 1.46 M5 172 Exam Structure and Nane

"H NMR Mol ecu- Educt/ ple lar Synthe- No. Wight/ sis
as in Msthe (ESI) Case off5o [M1]+ (m 3H); 2.68 (s,
(ESD [5-[I-(3-Acetyl-phenylam no)-neth-(E 2Z2)- 3H);
4.47 (m [Mrl] ylidene]-3-ethyl-4-o0xo-thiazolidin-(2Z

pleg’g}g 1H; 7.32 (m 1H; 7.53|(m IH,; 7.74|am 2} 9yn-
| NTI

- —2H (M 398 ylidepeMRyano- acet Moleauod (Educt/
Exaf- | Sfrugtbidand Nan

5.31 (dd, IH: 5.42° (d, 1 H: 6.0p

5 (d, 1H): 10.70 (d, IH| 124 0 0 ' H NVMR M

12 N Weight/ | thesis as

MS in the
(ESI) [Caseof

[M+1]"

10.65 (s, 1H) ppm.

121

(DMSO-d6; Main 420.482 |INT126/

Q
s 0
Jg\ N/j: >"<¥ A Isomer, Selection): INT132
[o} J \\N

§=
Cyano-[3-ethyl-5-[1-(2-methyl-

1.24 (t, 3H);
quinolin-5-ylamino)}-meth-(B/Z)- 1, (o 3y
ylidene]-4-oxo-thiazolidin-(2-(E or 422 (g, 2H);
Z)-ylidene]-acetic acid allyl ester 1, 4 (4 opyy,

7.47 (d, 1H);

7.66-7.70 (m, 1H);
7.75-7.78 (m, 1H);
8.08 (s, 1H);
8.46 (d, 1H);

10.69 (s, 1H) ppm.




0 (DVSO- d6, 300 519. 644 6/1NT1

O N peaks) 8

1.22 M5

(m 3H);

(ESI) I |

NSO MHz) (selected 32
2.19 (s,

173 Exam Structure and Nane ' H NVR Mol ecu- Educt/
ple lar Synthe- No. Wight/ sis as in Ms the (ESI)
Case of [MHI]+ 6H); 2.42 (pyy Cyano-[5-[I -
{4+2-di et hyl am no-ethyl)- 2H); 2.71 (s, 520
nmet hyl - sul f amoyl ] - phenyl am nol -neth-(E/ 2)- 3H); 3.03
(m ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)-
2H) 4. 28 (m yIidene] acetic acid allyl ester 2H);
L , g—(ud, — TH" 540 [IANMRI H) 7 6] W@lekn | Educt/
Exfin ZS“‘“?t“éé?{dNané 7.73 (d, 2H|; 8.28 (s, |H);:
ple10 0 (s, 1H) lar Synthe-
No. Weight/ |sis as in
MS the
(ESI) Case of
[M+1]"
122 "H-NMR MW:  |INTI12
o) —
N s o (CDCls, 400 385.442 |4/INT1
H
/j/: MHz) (selected 32
o~ N \
(-
peaks) 8 = MS
1.30 (m, 6H); (ESD
[5-[1-(3-Acetyl-phenylamino)-meth-(E/Z)- 2.59 (s, 3H); 4.28 | [M+1] .
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- (m, 2H); 4.39 (m, 386
ylidene]-cyano-acetic acid ethyl ester 2H); 7.21 (m,
1H); 7.46 (m,
1H); 7.62 (m,
2H); 10.57 (d,
1H).
123 / 'H-NMR MW:  |INTI2
0) /—/
N s 0 (CDCl;, 400 397.453 |6/INT1
O H MHz) (selected 32
o" N\
peaks) =146 |MS




125 "H NWVR Tj w_.
505.617 6/INT1 N SaN |*'
(sel ected 32 peaks) 8
and Nanme 'H NVR Mol ecu-

Vi

INT12 HN,I
00 ~
1.24
Educt /

ght/ sis as in M5 the

Cyano-[5-[I-[3-(2-di net hyl am no-

NO 0 N M)

[ M+l ]
(m 3H);

2.10

S 0 H (DVSO d6, 300

No.
+

(s,

M5 174 Exam Structure
pl e lar Synthe-
Sl ) Case of

&E?In) ) et hyI §yl falrrpyll ) - phenyl am no] -nmet h- (E/Z7) - 611);
Bl Ry iygpt NoegeY [ T00E T Gonel [ Seotic acid al iyl | o
ester 2H); 4.25 (m 2H); 4.71 (d, | 2H); 5.28 (dgy Synthe-
ple11:L); 5.40 (dd, IH); 6.00 (m IH,; 7.49 (dd, | 1H;
No.7' 0 (m 3H: 7.75 (s, Weight/ |sis as in
MS the
(ES)) Case of
[M+1]"
(m, 3H); 2.68 (s, |(ESI)
[5-[1-(3-Acetyl-phenylamino)-meth-(E/Z)- 3H); 4.47 (m, [M+1]7":
ylidene]-3-ethyl-4-oxo-thiazolidin-(ZZ or E)- |2H); 4.79 (m, 398
ylidene]-cyano-acetic acid allyl ester 2H); 5.31 (dd,
1H); 5.42 (d,
1H); 6.02 (m,
1H); 7.32 (m,
1H); 7.53 (m,
1H); 7.74 (m,
2H); 8.25 (d,
1H); 10.70 (d,
1H).
124 | o f '"H-NMR MW:  |INT12
/N\/\T/S\@ A (DMSO-d6, 300 |519.644 | 6/INT1
ﬁ/oji:% \/\ MHz) (selected 32
) " peaks) § =122 |MS
(m, 3H); 2.19 (s, |(ESD




1H);

St

Synt he-
[MHI] 126 0 O HNWMR MAF INT12 S N’

8.29 (s, 111); 10.71 (s,
ructure and Nanme ' H- NVR Ml ecu-
No. Weight/ sis as in M5t

1H) .

Educt/
he

175 Exam

ple |ar
(ESI) Case of

HN:~S0O0

(DMSO-d6, 300 505. 617 6/1NTl53H O MHz) (sel ected 32

peaks) 8 = 1.22 M5 (in, 3H); 2.10 (s, (ESI)

Q/anol-l[Sl-[I :[4-(2-di nmet hyl ami no- 6H); 2.29 (m [ M+l ]
o s P o P
i (m (22 or 2 Vil dene racel g acld it fyper o
No?- 48 (s, 1H); 7.49 (d, 2H; 7.74|(d, 2H): 8. BRefhy |sisasin

MS the
(ESI) Case of
[M+1]"
6H); 2.42 (m, [M+1]™:
Cyano-[5-[1-{4-[(2-dimethylamino-ethyl)- 2H); 2.71 (s, 520
methyl-sulfamoyl]-phenylamino}-meth-(E/Z)- |3H); 3.03 (m,
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- |[2H); 4.28 (m,
ylidene]-acetic acid allyl ester 2H); 4.72 (d,
2H); 5.28 (dd,
1H); 5.40 (dd,
1H); 6.00 (m,
1H); 7.51 (d,
2H); 7.73 (d,
2H); 8.28 (s,
1H); 10.70 (s,
1H).
125 ] . 'H-NMR MW:  |INT12
\T/\/ N\,,s\\o u/is °\/\ (DMSO-d6, 300 |505.617 |6/INT1
° > \}l MHz) (selected 32
peaks) 8 =124 |MS
{ ArnoAasac  lpen




IH); 10.70 (s, 1H). 176 Exam Structure and Nane

"H NVR Mol ecu- Educt/ ple lar Synthe- No. Wight/ sis
as in Msthe (ESI) Case of [MH]+ 127 '"H NVR MN
INT12 N S (DVMSO d6, 300 519.644 6/INT1 0", -0 NN
MHz) (selected 32 peaks) §4+ 1.24 M5 (m 3H); 2.19
(s, (ESD Cyano-[5-[1 - {3-[(2-dinmethylam no-ethyl)-
6H); 2.42 (m [Mtl] +: nmethyl-sul fanoyl]

=t LA A NamEt N- (& Z) - 2H); 2. VA-NMR520  [Molecu- |Educt/

Exaff‘fi Sapregnd! hyl - 4- oxo-t hi azol i di n} (2Z or E)- 3H):

1e3' 09 (m ylidene]-acetic acid allyl ester 2H) ;|14 27 |Synthe-

Pm| 2H); 4.72 (d, 2H); 5.28 (dd, |1H); 5.39 (dd,
IH); 6.00 (m 1H); 7.45 (d, 1H;|7.61 (M | Hyyeignt9

sis as in
No(m| 2H); 8.31 (s, 177

MS the
(ESI) Case of

[M+1]

Cyano-[5-[1-[3-(2-dimethylamino- (m, 3H); 2.10 (s, |(ESD
ethylsulfamoyl)-phenylamino]-meth-(E/Z)- 6H); 2.30 (m, [IM+1]™:
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- 2H); 2.88 (m, 506
ylidene]-acetic acid allyl ester 2H); 4.25 (m,
2H); 4.71 (d,
2H); 5.28 (dd,
1H); 5.40 (dd,
1H); 6.00 (m,
1H); 7.49 (dd,
1H); 7.60 (m,
3H); 7.75 (s,
1H); 8.29 (s,
1H); 10.71 (s,

1H).




Exam Structure and Nane 'H NVR Mol ecu- Educt/ ple

| ar Synthe- No. Weight/ sis as in M5 the (ESD Case of
[MHI]+ IH); 10.62 (s, IH. 128 7THNIMR MN [ NT12 _ j
N SO /-1 Y1l:101H (DVMSO d6, 300 536.654 6/INT1 O N
O NMiz) 8 32 0.97 (m 6Hyjs Ms
Cyano-[5-[I-[3-(2-diethylamno- 1.26 (m 3H); (ESI)

et hyl car banoyl ) -1 Hi ndol - 5-yl am no] -neth- 4.25 (m

I dene] - 3- et hyl - 4-oxo-thiazplidin-(2Z 4.|71 (d,
le2I—|); 537 or E)-ylidene] -acetic acjd allyl esteglar5. 28 |Synthe-
P(dd, 1H; 5.38 (dd, IH; 6.0 (m|IH; 7.27 (dd,
N IHy; 7.42 (d, 1H); 7.38 (m 1H);}8.0 (d, 1H)w&ghr |sisasin
O(d,| 1H); 8.21 (s, 178 Exam Strufture and Nare

"H{NMR Mol ecu- Educt/

ExafrE/ %r@(i/i’liﬁjebnd' Name '"H-NMR Molecu- | Educt/

MS the

(ESD Case of

[M+1]”
126 | QP "H-NMR MW:  |INTI2
/N\/\N/S
§ \©\ N (DMSO0-d6, 300 |505.617 |6/INT1
N S
H/ji >><<k \/\ MHz) (selected 32
o > \\N

peaks) § =122 |MS
(m, 3H); 2.10 (s, |(ESD

Cyano-[5-[1-[4-(2-dimethylamino- 6H); 2.29 (m, [M+1]7:

ethylsulfamoyl)—phenylamino]-meth-(E/Z)- 2H); 2.80 (m, 506

ylidene]-3-ethyl-4-oxo-thiazolidin- 2H); 4.26 (m,

(2Z or E)-ylidene]-acetic acid allyl ester 2H); 4.71 (4,
2H); 5.29 (dd,
1H); 6.00 (m,
1H); 7.48 (s,
1H); 7.49 (d,
2H); 7.74 (d,
2H); 8.30 (s,

1H); 10.70 (s,

1H).




pl e
Cas

129

522,627 6/INT1 0 N N MHz) (selected 32 peaks) 8 = M
no-[5-[1 - {3-[(2-di rreth?%arri no- et hyl ) -
]

Cya
3H)

| ar Synthe- No. Weight/ sis as in M5 the

e of [M+l]+ 1H); 10.77 (s, 1H); 11.59 (s,
"TNVMR MN I NT12 N'\/ NN ~S 0 ,~~H (DVSO d6, 300

; (ESI') nmethyl -carbanoy

2.15 (s, 6H);: 3.11 [M11 +:

(ESI)

IH) .

1.28 (m
-| H i ndol - 5-yl am no) -

2H); 8.31 (s,

et et E ZIz Vi GhEREe] - 3- et hyl - 4- 0xX0- {[hHaeMRl di n- (B®folecu- | Educt/
Exgny Stiylopfre ?%%Négg (2Z or E)-ylidendl -acetic acid
allyl ester 2H); 4.26 (m 2H); 4.72 (d, 2H); Bar7 Synthe-
Pl¥dd] IH): 3.39 (dd, IH: 6.0 (m |1H): 7.19 (dd,
I H) 7.42 (d, I H; 179 Exam Strfucture and WReight/ |sis as in
No.H NMR Mol ecu- Educt/ ple lar Synthe-
MS the
(ESI) Case of
[M+17°
1 .
127 | /@\ o H-NMR MW: INT12
~ N 0
T/\/ < u/is "\ |(DMSO-d6,300 |519.644 |6/INT1
) N \\
) N MHz) (selected 32
peaks) §=1.24 |MS
(m, 3H); 2.19 (s, |(ESD
, 6H); 242 (m,  |[M+1]™:
Cyano-[5-[1- {3-[(2-dimethylamino-ethyl)-
, 2H); 2.72 (s, 520
methyl-sulfamoyl]-phenylamino} -meth-(E/Z)-
e 3H); 3.09 (m,
ylidene]-3-ethyl-4-oxo-th1azohd1n-(2Z or E)-
2H); 4.27 (m,
ylidene]-acetic acid allyl ester
2H); 4.72 (d,
2H); 5.28 (dd,
1H); 5.39 (dd,
1H); 6.00 (m,
1H); 7.45 (d,
1H); 7.61 (m,
1H); 7.69 (m,




No.

Weight/ sis as in M5 the (ESD Case of

7.72 (s, 1H): 7.76 (d, 1H): 8.18

IH); 11.60 (s, 1H). HO MW INT12 130 N 'H NWR
( DMSO- d6, 300 508. 600 6/1NT1

(s, 1H); [1

(selected 32 peaks) 8 = Mp;s1.26 (m 3H); (ESI
Cyano-[5-[I-[3-(2-di net hyl am no-

[ M1l +:

2.21 (s, 6H);
et hyl car banoyl ) -1 Hi ndol - 6-yl am no] -neth (m

\%
0.

]+
70 (s,
0~

HNO O N-\\N M)

)
2. 40

Exafn-

(d,

ple(d(

1 9
%?u??ﬁggﬂ}g]a@%- et hyl - 4- oxo-t hi az

or E)-ylidene] -acetic acid a
1, 1H); 5.40 (dd, IH); 6.0 (m

'"H-NMR

1H; 7.11

Molecu-

ol i din-(2Z 2H); 4. 7(
|yl ester 2H

(jdd,

Educt/

flar 5. 28Synthe-

Nol Hy; 180 Exam Structure and Nane|' H NVR Mol €QWyeight/ |sis as in
‘Educt /
MS the
(ESI) Case of
[M+17*
1H); 10.62 (s,
1H).
128 i / 'H-NMR MW:  |[INT12
/\N/\/N | Q /—J
- ”ﬁ;;‘{o (DMSO-d6, 300 |536.654 |6/INTI
(o]
X
o L W MHZ) 6 = 32
0.97 (m, 6H);  |MS
: : 1.26 (m, 3H); (ESI)
Cyano-[5-[1-[3-(2-diethylamino-
: . 4.25 (m, 2H); [M+1]™:
ethylcarbamoyl)-1H-indol-5-ylamino]-meth-
4.71 (d, 2H); 537

(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z

or E)-ylidene]-acetic acid allyl ester

5.28 (dd, 1H);
5.38 (dd, 1H);
6.0 (m, 1H);

7.27 (dd, 1H);

7.42 (d, 1H);

(d, 1H); 8.07 (d,

1H); 8.21 (s,

7.38 (m, 1H); 8.0




ple lar Synthe- No. Wight/ sis as in M5 the (ESD
Case of [MHI]+ 7.35 (s, IH); 7.80 (m IH); 7.98 (d,
IH; 8.08 (d, I H; 825 (s, IH; 10.63 (s, IH);
11.50 (s, | . H131 O NN "H NVR MWV | NT12 -d6,
300 453.477 6/INT1 0 O ( HOXS > 0 MHz)
(selected 32 N N peaks) 6 1.28 (m 3H); (ESI) 6-
i [2- [1 -Allyloxycarbonyl- | -cyano-neth-(Z 3.91 (s,
S Sidctte anlName - 0" "H-NMR Molecu- | Educt/
Exa@}-?ﬁ%fgneai“- g\{jaglehyl-4- oxo-thiazolidin- (m 2H;| 4. 71
le(d’ 454 (5E/ Z)-ylidenenmethyl] -amno |Hindazghg- 3- Synthe-
p (ZIJ) 5.29 (dd, carboxylic acid methyl ester | H); 5.40Q
d, IH; 5.97 (m 181 Exam Structure and NaRg.. e
Nos HINVR Mol ecu- Educt/ ple lar Synthe- Weight/ | sis as in
MS the
(ES]) Case of
[M+1]"
1H); 10.77 (s,
1H); 11.59 (s,
1H).
129 K 'H-NMR MW:  |INT12
AN /\,’!l I R /_/
\ N&S}%O (DMSO-d6, 300 |522.627 |6/INTI
(o]
o Nk \\N MHz) (selected 32
peaks) 8 = MS
_ _ 1.28 (m, 3H); (ESI)
Cyano-[5-[1-{3-[(2-dimethylamino-ethyl)-
_ _ 2.15 (s, 6H); 3.11 | [IM+1] ™
methyl-carbamoyl]-1H-indol-5-ylamino}-
, . |(s,3H);3.59 (m, |523
meth-(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-
_ S 2H); 4.26 (m,
(2Z or E)-ylidene]-acetic acid allyl ester
2H); 4.72 (d,
2H); 3.27 (dd,
1H); 3.39 (dd,
1H); 6.0 (m, 1H);
7.19 (dd, 1H);
7.42 (d, 1H);




32 (dd, 1 H,; 7.50¢(s, IH; 8.00 (d, | H;

Weight/ sis as in MS the (ESI) Case of [Mtl]+ 1
7
0 (s, 1H); 10.73 (s, | H. 132 0 'H NVR MN

No.
H) ;
8.3
NT12 (CDC13, 400 385.442 4/INTI 0 S 0 Miz)

I
(selected 32 0 N peaks) 8 N1.30 (m 6H); (ESI)
2. 55 (s, 3H): 4.25 [ M11 i

[5 [1-(4-Acetyl -phenylami no)-nmeth-(E/2Z2)- (m 2H); 4.3

Exa% gths %ﬁgala%jq%%gnej —3-ethyl-4- oxo-[upﬂ_ﬁm| o - (| B8 [Educt
yl i dene] - cyano-acetic acid ethyl
esfe 7.58 (d, IH); 7.95 (d,| 182 Exam | Synthe-

ple St uct ure and Name H NVR Mol ecu- BEduct/ ple |ar

NO‘Synt he- No. Weight/ sis as in Weight/ | sis as in

MS the

(ESD) Caseof |

[M+17*

7.72 (s, 1H); 7.76
(d, 1H); 8.18 (s,
1H); 10.70 (s,
1H); 11.60 (s,
1H).

130 Ho® 'H-NMR MW:  |[INTI12

AR«
\ \ , />i5 %o o~~~ |(DMS0-d6,300 |508.600 |6/INT1
0 N\\ \\N MHz) (selected 32

peaks) 8 = MS

1.26 (m, 3H); (ESD
Cyano-[5-[1-[3-(2-dimethylamino-

221 (s, 6H); 2.40 | [M+1]™:
ethylcarbamoyl)-1H-indol-6-ylamino]-meth-

(m, 2H); 4.28 (m, | 509
(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z

2H); 4.70 (d,
or E)-ylidene]-acetic acid allyl ester
2H); 5.28 (dd,
1H); 5.40 (dd,
1H); 6.0 (m, 1H);

7.11 (dd, 1H);




Ms the (ESI) Case of [MH ]+ 2H); 10.60 (d, |

133 0 "HNWR - MWNW INT12 O (CDC13, 400 397.453 6/ 1 NT1
NGS 0 HMz) (selected 32 peaks) 6 Ms N1.32 (m
3H); (ESI) [5-[l-(4-Acetyl-phenylam no)-neth-(E Z)-
yl i dene] - 3-et hyl - 4-oxo-thiazolidin-(2Z or E)- (m 2H);
4.70 (m 340 ylidene]-cyano-acetic acid allyl ester

ExadH) Strict@id ah@™ame F); 5.3 6 (00, IRENRPO (M h%q@c(ua Educt/

ple

7.08 (d, 2H); 7.60 (d, 1H); 7.92| (d 2H); 10.
IH). 183 Exam Structure and Nane| ' H NVR Mol ec/%-r
t he

Edict/ ple lar Synthe- No. Weight{ sis as in | Synthe-

No. Weight/ |sis as in
MS the
(ESD Case of
[M+17*
7.35 (s, 1H); 7.80
(m, 1H); 7.98 (d,
1H); 8.08 (d,
1H); 8.25 (s,
1H); 10.63 (s,
1H); 11.50 (s,
1H).
131 N—R "H-NMR MW:  [INT12

—0
)
z/b\ ) / |(DMSO-d6,300 |453.477 |6/INTI
N s o .
H/\j; MHz) (selected 32
N

A peaks) & = MS

1.28 (m, 3H); (ESI)
6-{[2-[1-Allyloxycarbonyl-1-cyano-meth-(Z | 3.91 (s, 3H); 4.22 | [M+1] g
or E)-ylidene]-3-ethyl-4-oxo-thiazolidin- (m, 2H); 4.71 (d, 454
(5E/Z)-ylidenemethyl]-amino}-1H-indazole-3- | 2H); 5.29 (dd,

carboxylic acid methyl ester 1H); 5.40 (dd,
1H); 5.97 (m,




(ESI) Case of [MH1]+ 134 H'H NVR MAW INT12 N /\\/N
N SO YlaH O (DVSO d6, 300 510.616 4/INT1 O NO N
MHz) (selected 32 peaks) 8 = M5 1.26 (m 6H); (ESI)
Cyano-[5-[1-13-[(2-di net hyl am no-ethyl)- 2.18 (s, 6H);
3.11 [Mr1l +  nethyl -carbangyl]-IHindol -5-yl am no)
(s, 3H; 3.49 (m 511

net h- (E/ Z) -yl i dene] - 3- et hyl - 4- oxo-thi azolidin 2H);

Exan?d Stridtureadd NameE) - YT 1 d€ENe] - aceti TiaRhiR ety -

4H) | 7.20 (dd, TH: 7.42 (d, 1H:|7.71(s, 1 3?‘?1&’“ Bduct/
d- 7|8 (d, I H; 8.16 (s, IH; 10.7D (s, IH),; 1. 60 i
p{s, IH). 184 Exam Structure and Name ' H NVR I\/iqrecu- Synthe

n&du¢t/ ple lar Synthe- No. Weight/|sis as in Weight/ |sis as in

MS the
(ESD) Case of

[M+11

1H); 7.32 (dd,
1H); 7.50 (s,
1H); 8.00 (d,
1H); 8.30 (s,
1H); 10.73 (s,

1H).

132 o} "H-NMR MW: INT12

P

S
o) N\\ \\N peaks) & = MS

(CDCl3, 400 385.442 14/INT1

Iz

MHz) (selected 32

1.30 (m, 6H); (ESD

2.55 (s, 3H); 4.25 | [M+1]™":
[5-[1-(4-Acetyl-phenylamino)-meth-(E/Z)-
(m, 2H); 4.38 (m, | 386
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)-
2H); 7.05 (d,

ylidene]-cyano-acetic acid ethyl ester
2H); 7.58 (d,

1H); 7.95 (d,




Ms the
MN
MHz) (selected 32 N peaks) 8 M5

(ESI') Case of

Cyano-[5-[1-[4-(2-di met hyl am no- et hoxy) -

INT12 ON HSO (DVMSO d6, 300 442. 537 6/ 1 NTI
1.23 (m 3H);

[MH]+ 135 N, N-N--'0 'H NWR

0N

(ESD phenyl am no] - et h- (E/ 4,-yl i dene] - 3-ethyl -4- 2,21

1H).

(s, 6H); 2.62 [M+1ll oxo-thiazolidin-(2Z or
E)-ylidene] -acetic acid (m 2H); 4.03 (m 443 allyl
Exemt Strnitdre afl Mamém 2H) 7 4. 71 (d, 2HINMR 27 (Of F—
H:/539(dd, 1H: 598 (m 1H): NV (d, |¥ejecu- |Educt
ple/. 26 (d, 2H); 8.12 (s, | H; 10.5Q (s, IH). 1318 S
Exam Structure and Nane ' H NVR Mollecu- Educt/ Te ynthe-
| ar| Synthe- No. Weight/ sis as in M5 the
No: y g Weight/ |sis as in
MS the
(ESI) Case of
M+1]"
2H); 10.60 (d,
1H).
133 o) '"H-NMR MW:  |INTI2
o) _// (CDCl3, 400 397.453 |6/INT1
N S O
H MHz) (selected 32
N
© \}\1 peaks) 6 = MS
1.32 (m, 3H); (ESI)
. +,
[5-[1-(4-Acetyl-phenylamino)-meth-(E/z)- | 22 (& 3H); 4.38 | IM+1] %
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- (m, 2H); 4.70 (m, | 340
ylidene]-cyano-acetic acid allyl ester 2H); 5.22 (dd,
1H); 5.36 (dd,
1H); 5.90 (m,
1H); 7.08 (d,
2H); 7.60 (d,
1H); 7.92 (d,
2H); 10.61 (d,




(ESD Case of [M+1]+ 136 0 'H-NVR MAW INT13 aN S
(CDC13, 300 353.40 8 H"~j N N MHz) (selected peaks)
6 =1.42 M5 (m 3H); 2.51 (m (ESD
Cyano-[ 3-et hyl - 4-o0x0-5-[1 -phenylamno- IH); 4.45 (m
rmtl] +: neth-(E/ Z)-ylideng]-thiazolidin-(2Z or E)-
2H); 4.88 (d, 354 ylidene]-acetic acid prop-2-ynyl
ester 2H); 7.09 (m 2H); 7.20 (m 1H) 7.40 (m 2H);
Exaﬁl-()gtrﬁdure aﬁﬂ'ﬂ\]’,arnko 6l (d, |H) . 186]T BH-XN&R btrUCMngcu_ Educt/
ang Nanme 'H NVR Mol ecu- Educt/ plge lar Synthe-
le Veijght/ sis as in M5 the (ESI) Cape of [Mrtl]HA a]_37
ple 1 Synthe-
ffl-_NMRMWM-. INT12 CDN _N,_ ~N P HN O (CDC13,” 300
594.733 6/INT1 HS 0 MHz) (selectpd 32 N L
No. Weight/ |sis asin
MS the
(ESI) Case of
[M+1]"
134 | N 'H-NMR MW:  [INT12
I Q
AN N
% 1(0 : \ﬁ/j:s}%o/_ (DMSO0-d6, 300 |510.616 |4/INT1
o L A\Y MHz) (selected 32
peaks) & = MS
1.26 (m, 6H); (ESI)
Cyano-[5-[1-{3-[(2-dimethylamino-ethyl)- A
2.18 (s, 6H); 3.11 | [M+1]7:
methyl-carbamoyl]-1H-indol-5-ylamino} -
(s, 3H); 3.49 (m, |511
meth-(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-
2H); 4.25 (m,
(2Z or E)-ylidene]-acetic acid ethyl ester
4H); 7.20 (dd,
1H); 7.42 (d,
1H); 7.71 (s,
1H); 7.78 (d,
1H); 8.16 (s,
1H); 10.70 (s,
1H); 11.60 (s,

1H).




H N peaks) 5 M5 1.32 (m 9H); (ESI) 1.41 (m 9H);
[MHI] +: Cyano-[5-[1-[3-(2,2-dinethyl- 1.80 (m 4H);
595 propionyl am no)-4-(2-pyrrolidin- | -yl- 2.53 (m
4H) ; et hyl car banmoyl ) - phenyl am no] -neth- (E/ 2)- 2.71
(m 2H); ylidene]-3-ethyl-4gpxo-thiazolidin-(2Z or
E) 3.49 (m 2H); vylidene]-acetic acid allyl ester
4.40 (m 2H); 4.72 (m 2H); 5.25 (dd, 1H); 5.3 8
Exahal, | Strutfite and N¥me(m [TH);  6.69 (dd]'"H-NMR 7- 02 [Mbletu- |Educt/
H); 1187 Exam Structure and Nane ' IH NVR Ml ecu-
pledugt/ ple lar Synthe- No. Weight/|sis as in Mghe Synthe-
(ESI|) Case of [MHI]+ 7.5 0 (d, 1 H); 7.70 (s, H—é;
.70 , IH; 10.60 , IH; 11.97 , | R . . .
N'§'H- NII\/R(i/W :_l)l\l'l'l > (s H) (s H) %elght/ sis as in
MS the
(ESD Case of
M+17°
135 | Ny ~O "H-NMR MW:  |INTI12
N /
| \Q o
”’isﬁo (DMSO-d6, 300 |442.537 |6/INT1
N
o N\ MHz) (selected 32
peaks) 6 = MS
Cyano-[5-[1-[4-(2-dimethylamino-cthoxy)- | 1-23 (m,3H); | (ESD
+-
phenylamino]-meth-(E/Z)-ylidene]-3-ethyl-4- |2-21 (s, 6H); 2.62 [M+1]
oxo-thiazolidin-(2Z or E)-ylidene]-acetic acid (m, 2H); 4.03 (m, | 443
allyl ester 2H); 4.23 (m,
2H); 4.71 (d,
2H); 5.27 (dd,
1H); 5.39 (dd,
1H); 5.98 (m,
1H); 6.95 (d,
2H); 7.26 (d,
2H); 8.12 (s,
1H); 10.50 (s,

1H).




HN (CDC13, 300 582.722 4/ NT1

(selected 32 N

-1& 0 0 H -
S 0 Hpeaks) 6 M5 N 1.36 (m 15H);

MHz)

(ESI) Cyano-[5-[1-[3-(2,2-dinethyl- 1.79 (m 4H);
[ MrI] +:  propionylamno)-4-(2-pyrrolidin- | -yl- 2.56
(m 4H); 583 ethyl carbanoykg - phenyl am no] - met h- (E/ 2) -
2.71 (m 2H); ylidene]-3-ethyl-4-o0xo-thiazolidin-(2Z
or E)- 3.50 (m 2H); vylidene]-acetic acid ethyl ester
Exath-28trlidfure 4htl Nathe39 (M 2ZH); — 6.68 [GANMR T’ 18Rfolccu- | E
Exam Structure and Nane ' H NVR Mo| ecu- Educt/ p(fee‘:u duct/
ple' at Synthe- No. Weight/ sis as in M5 the (ESI)la S€ | gunthe-
of | [MHI]+ 7.06 (m 1H); 7.48 (d,[1H); 7.68 (s, IH); m
'7 . .
No.8- 70 (d, 1H); 10.56 (s, IH); 11.97 (s, | H. Weight/ |sis as in
MS the
(ESI) Case of
[M+17*
I
136 ©\ 0 o \/ H-NMR MW: INT13
N S (CDCls, 300 35340 |8
H A\
N N MHz) (selected
<)
peaks) 6 =1.42 |MS
(m, 3H); 2.51 (m, | (ESD
Cyano-[3-ethyl-4-0x0-5-[ 1-phenylamino- 1H); 4.45 (m, M+1]%:
meth-(E/Z)-ylidene]-thiazolidin-(2Z or E)- 2H); 4.88 (d, 354
ylidene]-acetic acid prop-2-ynyl ester 2H); 7.09 (m,
2H); 7.20 (m,
1H); 7.40 (m,
2H); 7.66 (d,
1H); 10.61 (d,
1H).




139 "H- NVR MW | NT12

(DMSO-d6, 300 582. 722 4/1NT1 HN

O HO MHz) (selected 32 Nr& NS OO HN,4,~ peaks) 8

Ms 1.25 (m 15H); (ESI) 1.70 (m 4H); [MI] +:
Cyano-[5-[1-[3-(2,2-dinmethyl- 2.60 (m 2H); 583
propi onyl am no) - 5- (2- pyrroli g -yl- 3.39 (m 2H);
et hyl car banoyl ) - phenyl am no]-neth-(E/ 2)- 4.26 (m 4H);
yl i dene] - 3-et hyl - 4-oxo-thiazolidin-(2Z or E)- 7.44 (s,
Ekddp; | Strudthire atld NieRe] - acet ¢ aci d et NyTge S G Iy Ko
7.98 (s, 189 Exam Structure and Narre% NVR Mb Igélﬁgu Educt/
plduct/ ple lar Synthe- No. Wight/ |sis as in l\/ISlthe
(ESI)) Case of [M+]+ 1 H);: 8.2 8 (3, IH; 8.52'tm Synthe-
NbH) ;[ 9.42 (s, 1H); 10.71 (s, [IH).[140 'H NVR MY . o
INT12 1T (DVBO d6, 300 594.733 6/INf1 H HN 0 0 |[\¢ight [sisasin
IVHz)| (sel ected 32
MS the
(ESI) Case of
M+17*
137 i "H-NMR MW:  |INT12
CL 0 KN o (CDCl;, 300 594.733 |6/INT1
N o
H . MHz) (selected 32
q N> \ peaks) & = MS
1.32 (m, 9H); (ESD)
1.41 (m, 9H); [M+1]":
Cyano-[5-[1-[3-(2,2-di -
yano-[5-[1-[3-(2,2-dimethyl 1.80 (m, 4H); 595
propionylamino)-4-(2-pyrrolidin-1 -yl- 2.53 (m, 4H);
thylcarb - ino]l- - -
ethylcarbamoyl)-phenylamino]-meth-(E/Z) 2.71 (m, 2H);
lidene]-3-ethyl-4-oxo-thiazolidin- -
ylidene]-3-ethyl-4-oxo-thiazolidin (2Z or E) 3.49 (m, 2H);
ylidene]-acetic acid allyl ester 4.40 (m, 2H);
4.72 (m, 2H);
5.25 (dd, 1H);
5.38 (dd, 1H);
5.95 (m, 1H);
6.69 (dd, 1H);
7.02 (m, 1H);




NY& S 00 Hpeaks) 8 M5 1.22 (m 15H); (ESI) 1.70
(m 4H); [MH] +: Cyano-[5-[l-[3-(2, 2-dinmethyl- 2.61
(m 2H); 595 propionylamno)-5-(2-pyrrolidin- I -yl-
3.40 (m 2H);

et hyl car banoyl ) - phenyl am nqk; meth-(E/ 2)- 4.28 (m 2H);
yl i dene] - 3-et hyl - 4-oxo-thiazolidin-(2Z or E)- 4.71 (d,
2H); ylidene]-acetic acid allyl ester 5.27 (dd I H);

Exat-38tridlthe ahd NameI90 EX-"am SUT UCTH_RpfRd NaTTE A
Mollecu- -]Td-uct/ ple lar Synthe-| No. I\@gl ght/ sl}@:écéls Educt/

lein|Ms the (ESI) Case of [Mtl]+ 6 00 (m | H), 7.42

P sl TH: 7.77 (s, I1H): 7.97 (s, I|H: 8.2 8 (42 |p),|Synthe-
8. 52 111); 9.42 (s, |IH; 10.{7/6 (s, IH).

No EX<)n'p|(g] ) ( H) ( H) Welght/ sis as in
141[ 5- 11- JAcetyl - (6-am no- pyri di n-3-yl ) -am nol {net h- ( E
/Z)-ylidenel -3- ethyl -4-o0xo-thiazo]i i n-(2-(E oMS the
Z))-ylidenel -cyano-acetic acid ethyl ester

(ESI) Case of
[M+1]"
7.50 (d, 1H);
7.70 (s, 1H); 8.70
(s, 1H); 10.60 s,
1H); 11.97 (s,
1H).
138 i "H-NMR MW: INT12
O HNT o (CDCl3, 300 582.722 (4/INT1
N
NN
Hj\é\ N_d  |MHz) (selected 32
S
puct
peaks) 6 = MS
o ) N
136 (m, 15H); |(ESD
Cyano-[5-[1-[3-(2,2-dimethyl- 1.79 (m, 4H); [M+1]*:
propionylamino)-4-(2-pyrrolidin-1-yl- 2.56 (m, 4H); 583
ethylcarbamoyl)-phenylamino]-meth-(E/Z)-  (2.71 (m, 2H);
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- {350 (m, 2H);
ylidene]-acetic acid ethyl ester 4.29 (m, 2H);
4.39 (m, 2H);
6.68 (dd, 1H);




H2N
t hat

NNl. 0O SO IN4- 00

is descri bed under

triethylam ne are dissolved in 5 m of

di ch
adde
tenp

| or onet hane.
d, and it is stirred forlé hour s
erature. The reaction m xture is

0.02 nm of acetic anhydride is

at room
mxed wth

di chl or onet hane and washed three tines with

\\N 420 ng of the conpound
Exanple 82) and 0. 13 m of

EXEH [ SAICHE@LRANGAGT UM DT Car DOMaT & SO T N olecu- |Educy
orgahi c phase is dried on sodium sul{ffate. After
purification by chronatography on siflica gel, 340 ing i
PS5t the title conpound is obtained. ([DVMBO-d6, st 0'313{1 Synthe
i thH K2C03, main isonmer): 5 = 1. 12-1.28 (t, 3H) Wz% ..
N\#s, 3H); 4.09-4.27 (in, 411); 6.51-6.64 (in, 3»—#», cight |sis asm
7.46, (dd, 1H); 7.98 (d, 1H); 8.55 (g, 1H) PPM [92
The |exanpl es bel ow descri be the production of the
conpounds according to the invention w thout the
lattler being limited to these exanplles. These (ESI)  |Caseof
conpounds can also be used as internnedi ate subsfances
in the production of substances of g¢eneral for mu|[M+1)
according to the invention. Exanple|142 (E or
Z) - Qyano- ( 3- et hyl - 4- ox0-5- (E/ Z) - 1[ 41 026wy 18);1 di h- 1-yI
-et hyl) - phenyl am nol -
net hyl enel -t hi azol i di n- 2-yl i dene) - a¢euged,ag)d ON ik
OH 0O NIL- N2.05 g of potassium (tert)-butylatle is
i ntrioduced into 50 m of tetrahydrof 4kais afy), 870
(d, 1H); 10.56 (s,
1H); 11.97 (s,
1H).
139 f 'H-NMR MW:  |INT12
HN"YO (DMSO-d6, 300 |582.722 |4/INT1
H Oy & |MHz) (selected 32
GN/\/N N sy{o )
0o H/‘i \ ks) & = MS
o r} \N peaks)
1.25 (m, 15H); | (ESI)
170 (m, 4H);  |[M+1]™:
Cyano-[5-[1-[3-(2,2-dimethyl- 2.60 (m, 2H); 583
propionylamino)-5-(2-pyrrolidin-1-yl- 3.39 (m, 2H);
ethylcarbamoyl)-phenylamino]-meth-(E/Z)- 4.26 (m, 4H);

ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)-

ylidene]-acetic acid ethyl ester

7.44 (s, 1H); 7.74

(s, 1H); 7.98 (s,




OC and mxed with 76.4 gl
conpound t hat

is descri bed under

of water.
Exanpl e 1 NT131)

1.0 g of t

he
i s

added and stiffed for 30 mnutes at OC, and for 20

hours at

room tenperature.

At OC, 8.25 nm of 2-nolar

hydrochloric acid in diethykgether is added, and it
is stirred for one hour at roomtenperature. The
solvent is condensed under high vacuum and the
Exanes Bttuctuiesind Wateer reacted w Thout [ gafihg onal 3
purti fication. Ml ar mass = 412.514 l\{ESI) M(TITCE | Bduct/
ple413. 193 Exanple 143 (E or . . i
Z) {Cyano- ( 3-et hyl -5- (E/ Z- (14-[ 3- (4} net hyl - pi perclalafl n- 1- Synthe
No.Y! ) - propi onyl am no] - . .
° phenyl ami nol - met hyl enel - 4- oxo-t hi agol i di n-2-yli 8%%@)” asSisasin
cefic acid N ONIRR 0 0O AOSNN ~~CH 0 4.4
the conpound that is described under Exanple 3)MY. 91 [the
g of Pd(PPh3)4 and 6.9 m of norpholine are stirred
in[150 m of tetrahydrofuran for 15 mnutes. AffESD 45Case of
m |[of triethylam ne is added, the freaction m xture
that is obtained is evaporated to the dry statBMihl’a
rotary evaporator. The thus obtained crude proguct is
pufrified by chromatography wth a |1H); 8.28 (s,
di ¢hl or onet hane/ net hanol m xture gn silica gel| 3.5 ¢
of[the title conpound is obtainedi a%gasphhdependent
5-(E/ Z)-isoner mxture. I H NWR (DVBO d6, nmain
i sprier): 8 = 1.20 (81-1); 2.19 (313} @42& 2. 55 (1 OH)
2.61 (2H); 4.20 (2H); 7.18 (2H); 1. %(21 /.87
(1f-1); ppm 194 The conpounds bel ?‘ﬁv (rs)rodJced
anpl ogously to the above-descri beg ‘ocess.’ Exanpl e
Structure Ml ecular M5 (ESI) Educt 1151)_yn
140 f 'H-NMR MW:  [INTI2
HN (DMSO-d6, 300 |594.733 |6/INT1
0] . //
H MHz) (selected 32
oy~ N,\f»{o 2
o] H \ eaks) § = MS
o l} N peaks)
1.22 (m, 15H); |(ESI)
1.70 (m, 4H); M+1]™:
Cyano-[5-[1-[3-(2,2-dimethyl- 2.61 (m, 2H); 595
propionylamino)-5-(2-pyrrolidin-1-yl- 3.40 (m, 2H);
ethylcarbamoyl)-phenylamino]-meth-(E/Z)- 4.28 (m, 2H);
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)- |4.71 (d, 2H);
ylidene]-acetic acid allyl ester 5.27 (dd, 1H);
5.39 (dd, 1H);




No. Weight [MHI]+ thesis as in the
1447 4575.5544 44 55 6674-6 T4 _.3 ONO 46 OH 0 SN

0 Cyano-[3-ethyl-4-oxo0-5-[1-[4-(3- pyrrolidin- |

-yl - propi onyl am no) -

Educt Case of

phenyl am no] - met h- (E/ Z) -yl i dene] -

thiazolidin-(2-(E or Z))-yligdgne] -acetic acid __T45
_T70.55 471 47 143 0 S OH AN-s ~ N Cyano-[3
-ethyl-4-o0ox0-5-f | - f 4-[3-(2- pyrrolidin- 1
Exgh- |Stiwgture aridNglad  phenyT am nol - et N R~ Y H ¢ “e;
thiazol i din-(2-(E or 2Z))-ylidene]-agetic acid 1p%50°ecu- |Educt/
pkExanpl e Structure Ml ecular M5 (ESI) Educt ---ynf
lar Synthe-
No.
Weight/ |sis as in
MS the
(ESI) Case of
[M+17*
6.00 (m, 1H);

7.42 (s, 1H); 7.77
(s, 1H); 7.97 (s,
1H); 8.28 (s,

1H); 8.52 (m,
1H); 9.42 (s,

1H); 10.76 (s,

1H).




No. Weight [ Mr1ll+ thesis as in the Case of 146 0
V~ ~~ gN [11,_~| N IO N 84 CH 455.54 456 49 143 0 N

ano- [ 3- et hyl -4-0x0-5-[1-[3-(3- pyrrolidin- I
%I - propi onyl am no) - phenyl ani no] - et h- (E/ Z) -yl i dene] -
thiazolidin-(2-(E or Z))-ylijpdene] -acet!p ach .
J)Ls~ja 147 0 455.54 456 5 143 4ON | '"i;~k "0 N A~:
SOH 0N "% Cyano- [3 -ethyl -4-o0x0-5 - [1-[4-(2-
Expmpleol 41{8-[1~[ Acetyl4(6-ailiys-pRFidMRY ) Jamino]-meth-(F/Z)-ylidene]-3-
S?:enyl ami no] - met h- ( E/ Z)-pyl i dene])- Thazol T d aryYdenel-3:

eth&)-al-oxbitmiaﬁaldiném 9Z)ﬁ?id%éllﬁ%flgﬁ%wcfﬁwﬁ&%e

lo
Mol ecul ar M5 (ESI) Educ esl's as

HNGDN he Case of
“CLN,T e

Ao\

420 mg of the compound that is described under Example 82) and 0.13 ml of
triethylamine are dissolved in 5 ml of dichloromethane. 0.02 ml of acetic anhydride is
added, and it is stirred for 2 hours at room temperature. The reaction mixture is mixed
with dichloromethane and washed three times with semi-saturated sodium bicarbonate
solution. The organic phase is dried on sodium sulfate. After purification by
chromatography on silica gel, 340 mg of the title compound is obtained.

(DMSO0-d6, stored with K2CO3, main isomer): § = 1.12-1.28 (t, 3H); 2.01 (s,
3H); 4.09-4.27 (m, 4H); 6.51-6.64 (m, 3H); 7.46 (dd, 1H); 7.98 (d, 1H); 8.55 (s, 1H)



148 499. 637 500 52 143 HW”,, -~ 0Sk 0SOH ~4 0N

N'N Cyano-[5-[I-f 4-[3-(2-diethylam no-
et hyl carbanoyl ) -propyl]-
phenyl ani no) - net h- (E/ Z) -yl i dene] - 3- _ _
et hyl - 4- oxo-thi azolidin-(2-(gyor Z))- ylidene]-acetic
acid 149 ON O -30-5.60 50-6 53 143 O N S> 0~
Cyano- [ 3-et hyl - 4-oxo-5-[1-[6-(2 pyrrolidin- |

- y| - dhgkaraplonbal ribpe @eu&wﬂ@ eAdsRE Stk 1
yl)ll dene]y ?ﬁlrasziol?‘g?dzsc(Z (Etpg? Z)) - ggnes acet | gj ©

|
e s eles stk L S

b4 Tfed ANTdtdrnied®ie Qfbstanles Fint $foduction of substances of general formula (I)

according to the invention.

Example 142

(E or Z)-Cyano-(3-ethyl-4-oxo-5-(E/Z)-{[4-(2-pyrrolidin-1-yl-ethyl)-phenylamino]-

methylene}-thiazolidin-2-ylidene)-acetic acid

a
\/\Q S ] OH

2.05 g of potassium-(tert)-butylate is introduced into 50 ml of tetrahydrofuran at
0°C and mixed with 76.4 pl of water. 1.0 g of the compound that is described under
Example INT131) is added and stirred for 30 minutes at 0°C, and for 20 hours at room
temperature. At 0°C, 8.25 ml of 2-molar hydrochloric acid in diethyl ether is added, and
it is stirred for one hour at room temperature. The solvent is condensed under high
vacuum, and the residue is further reacted without additional purification.

Molar mass = 412.514; MS (ESI): [M+1]+ = 413.



04 ONI1I-1 N QIano-[S-ethyI-4|—;)xo-5-[l-[3-(3-
rrolidin- | -yl-propylcarbanoyl)- o
Bzenyl am no]-neth-(E/ Z)-ylidene]- thiazolidin-(2-(E or
Z))-ylidene] -acetic acid 151 0 Ilk 414.49 41-5
-INT13 1-42 S OH Od'N~ \}]Nl%
ano-[5-[1-[3-(2, 2-di net hyl - .
?r/opi onyl am no) - phenyl am no] -nmeth (E Z)-ylidene] -3
Exawmiphe/143- 4- oxo- thiazolidin-(2-(E or 2))-ylidene]
-acetic acid 152 ---456-.57 457 13 INT_ _i4_2

(E%ﬁ-cfrmﬁ:alr(?viét [lz-gl-SE\’ﬁ-é{4~ 3'%%%2'8%??&’?% -?l)sélro & nylafnino]-

phéliylilhﬁlo}-methylene}-4-oxo-th1azol|dm-2-ylldene)-acet1c acid

Qo

o} \O\N,Is ] OH
o) NC-<\,:

4.4 g of the compound that is described under Example 3), 0.91 g of Pd(PPhs),
and 6.9 ml of morpholine are stirred in 150 m] of tetrahydrofuran for 15 minutes. After
45 ml of triethylamine is added, the reaction mixture that is obtained is evaporated to the
dry state in a rotary evaporator. The thus obtained crude product is purified by
chromatography with a dichloromethane/methanol mixture on silica gel. 3.5 g of the title
compound is obtained as a pH-dependent 5-(E/Z)-isomer mixture.

IH-NMR (DMSO-d6, main isomer): § = 1.20 (3H); 2.19 (3H); 2.23-2.55 (10H)

2.61 (2H); 4.20 (2H); 7.18 (2H); 7.52 (2H); 7.87 (1H); ppm.



Case of Cyan)-[3-ethyl-5-[I1-j4-[2-

hydr oxynet hyl - pi peridin- | -yl)-et

-nmeth- (E/ Z)-ylidene] - 4-
Z))-ylidene]-
L,,NIRt .0): S OH - Oy ~4
5-[1-14-[2-(4- met hyl -

142

Cyano- [ 3- et hyl -

-yl)-ethyl] -phenylam no) -

belejv-ade produdellianZlogdudiyis i
21)3 ; hyl(hlEggz:g?m—dgcef ?Vc agﬁgduwlz IF% _jﬁgé}%%gé% g%quéedlpi?cess'

"N .
-nltro-

O N-*I SOH 00N Cyano-[3 -ethyl-
phenyl ani no) - et h- (FJZ) yl i dene] - 4-

Exampieni azol 1 di n- (Frblard’ Z)) =y
Exam

NNo. | dr Syn

Structure and Nane _rff-~NN

(4

hyl ] - phenyl am nol

oxo-thiazolidin-(2-(E or
acetic acid 153 N, N) 441.56 442 | NT13

N'N

qular,

Weight

" pi perazin- |

5-T1-(3

199

- QM&(ESD/

[M+17*

Edpa

Syn- |
thesis as

in the

Case of

144

WQ,I*%

Cyano-[3-ethyl-4-oxo-5-[1 -[4-(3-
pyrrolidin-1 -yl-propionylamino)-
phenylamino] -meth-(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetic

acid

455.54

456

46

143

145

. ,\,HTHO
Y >{‘
Cyano-[3-ethyl-4- oxo-5-[1-{4-[3-(2-
pyrrolidin-1-yl-ethyl)-ureido]-
phenylamino}-meth—(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetic

acid

470.55

471

47

143




Weight/ thesis M as in (ESI) the

155 C1 (DMsO-d6, Stored T;fW _.- _~7_/
K2C03, Main 448.93 143 HH>~ 0 N,
[5-[I-[3-Chloro-5-(2, 2-dinet hyl -
(ESI) propionyl am no)yzphenyl am no] - meth- 4. 21

(9, 2H); [M1 ] + (B Z)-ylidene]-3-ethyl-4-oxo- 7.00
(s H; 449 thiazolidin-(2-(E or Z))-ylldene]-l7.5I2

= M5
12H);

k~,

[ Ml ] + Case of
NS OHwth

N I sormer): 8
1.12-1.29 (m

E am ld | H); cyano-@fighir€ acld 7. S NiSiecuthidls MY (FR 9_ Ly -
)(H);p 5.3 7 (s, | B 10, 18 (s, | TORFY 154.55@?955\5?8? yn
Nd [Ppm 200 Exam Structure %nq1cga ] G .
Educt) ple No. Weight/ Synthesils gférteEsN;ﬂ‘ﬁg in|the thesis as
[ Mt ]+ Case of 156 0 O MW 124/]1143 . |....... 5 ~aN in the
s 0 OH 534.659

Case of
146 o ,O\ o 455.54 456 49 143
G‘jl\)\u N,IS%OH
N
0 _ \\N
Cyano-[3-ethyl-4-oxo-5-[1-[3-(3-
pyrrolidin-1-yl-propionylamino)-
phenylamino]-meth-(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetic
acid
147 0 455.54 456 5 143
Chon
N 0
s OH
H'Ig{
O _ \\N
Cyano-[3-ethyl-4-oxo-5-[1-[4-(2-
pyrrolidin-1-yl-ethylcarbamoyl)-
phenylamino]-meth-(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetic
acid




HONNM (ESI) [M1] +:

Cyano-[5-[I-f4-[(2-di met hyl am no-et hyl) -

met hyl - sul f anoyl ] - phenyl am nol - net h- (E/ Z) -
yl i dene] - 3- et hyl - 4- oxo-t hi azol i di n-(2Z or
-acetic acid 157 N --~O 0 MN,135/143 S OH 402.472 H
N O NM (ESI) [MH] +:

535

E) ylidene]

Cyano-[5-[1-[4-(2-di net hyl am no- et hgxy) - 493 )
Rteerpté pni no] - et Tifehurd) - V1 T 0eNel ydiessbd Vs s -
oxo-t h| azol i din-(2Z or E)-ylidene -i‘ée%}c gchgl\)é Fduet | Syn
Exgn Structure and Nane Mol ecul ar uct e :
Veroht| Synthesis NS (£51) Ae in fAEERn R GSE o | thesis s
158 HN MAV/ 129/143 N N S OH 482.562 0 H in the
Case of
148 NN 499.637 500 52 143
£
m o N
s
DESe
(o) \_ \\N
Cyano-[5-[1-{4-[3-(2-diethylamino-
ethylcarbamoyl)-propyl]-
phenylamino}-meth-(E/Z)-ylidene]-3-
ethyl-4-oxo-thiazolidin-(2-(E or Z))-
ylidene]-acetic acid
149 505.60 506 53 143

O,

Cyano-[3-ethyl-4-0x0-5-[1-[6-(2-
pyrrolidin-1-yl-ethylcarbamoyl)-
naphthalen-2-ylamino]-meth-(E/Z)-
ylidene]-thiazolidin-(2-(E or Z))-

ylidene]-acetic acid




N Ms (ESI M-l ] +:

C,yanog[S-% 1- [13-[](2- di met hyl am no- et hyl)- 483

met hyl - car banoyl ] - I H-i ndol - 5-yl ami nol - o

nmet h- (E/ Z) -yl i dene] - 3- et hyl - 4- oxo-t hi azol i di n- (ZZ' or
E)-ylidene] -acetic acid H 159 N MV 128/143 H//'\N
/I\IN NS OH 496.59 YLIaH _]j N>_0 NM (ESI)
[Mrl] +: Cyano-[5-[1-[3-(2-diethylamno- 497

Btample ar baroyT) - IScAAOT - 5- YT A MAEIERT 15 Ben T Baver T 5o
(E/2) -yl i dene] - 3- et hy| -4-oxo-tlélxg;o?|s?|} n-t(lﬁfzs( §Pd o
E | idene] -acetic acid 202 am uct R .
I\/b)\fogcul ar ]Educt/ ple No. Veight/| SyfeHedi E%T?EDU thesis as
As in ftthe [M+l]+ Case of 160 H|0O N Mwv {130/143 | O in the
468. 535
Case of
150 o 469.57 470 INT13| 142
0 Nj:N \ 4
o) \_ \N
Cyano-[3-ethyl-4-0xo0-5-[1-[3-(3-
pyrrolidin-1-yl-propylcarbamoyl)-
phenylamino]-meth-(E/Z)-ylidene]-
thiazolidin-(2-(E or Z))-ylidene]-acetic
acid
151 0 O o 414.49 415 INT13| 142
S OH
e Njﬁr{_ 5
0 \\ \\N
Cyano-[5-[1-[3-(2,2-dimethyl-
propionylamino)-phenylamino]-meth-
(E/Z)-ylidene]-3-ethyl-4-oxo-
thiazolidin-(2-(E or Z))-ylidene]-acetic
acid
152 Ho/\O 456.57 457 INT13| 142
N
Q
\/\CLN’IS}{'OH 6
N
0 \\ \\N




N HN-O-SOH HNN M (ESI)

Cyano-

[5-[I-[3-(2-di net hyl am no-

et hyl car banoyl ) - | H i ndol - 6- yl am

(E/2)-
E) -yl i dene]
N~NOHNOHSOHd N""~

yl i dene] - 3- et hyl - 4- oxo-t hi

[ MEI] +:
469
noj - met h-

azol i din-(
-acetic acid 16JgsMN 137/143 554.668 ON
N14\\ H O M5 (ESI)

555

2Z or

[ Ml ]

+__ Cyano-[5-[|-[3-(2,2-dimethyl - 5
Egamyde ony| ami no) - 8trfcugyr r o 1 d1 n- Mble'u ar| MS (ESI) | Educt | Syn-
et hyl ¢ar banoyl ) - phenyl amh_nO] - Imefj E;gs = o
¢.dene] - 3- et hyl - 4- oxo-t hi azol i +11F thesi
%I) -ylidene] -acetic acid 203 Exam EE i c[{l\ﬁrlé_ and CS1s as
Nane Mol ecul ar Educt/ ple No. Wight/ Synthesis M in the
(ESI)[As in the [MH ]+ Case of | 162 MWN| 140/ 143
Case of
Cyano-[3-ethyl-5-[1- {4-[2-(4-
hydroxymethyl-piperidin-1 -yl)-ethyl]-
phenylamino} -meth-(E/Z)-ylidene]-4-
oxo-thiazolidin-(2-(E or Z))-ylidene]-
acetic acid
153 SN 441.56 442 INT13| 142
N o
V\szj:s%OH 7
N
(0] \\ \\N
Cyano-[3-ethyl-5-[1-{4-[2-(4-methyl-
piperazin-1-yl)-ethyl] -phenylamino} -
meth-(E/Z)-ylidene]-4-oxo-thiazolidin-
(2-(E or Z))-ylidene]-acetic acid
154 o 360.351 361 8 142
0 N O\H«Is CH
O 07N\
N
Cyano-[3-ethyl-5-[1-(3-nitro-
phenylamino)-meth-(E/Z)-ylidene]-4-
oxo-thiazolidin-(2-(E or Z))-ylidene]-
acetic acid




554.668 HN 0 0 SO OHNHH N M (ESI) CY O N[M |

Cyano-[5-[1-[3-(2, 2-di net hyl - 555
propi onyl am no) -5-(2-pyrrolidin- | -yl
et hyl car banoyl ) - phenyl am nol - net h- (E/ Z) -

yl i dene] - 3- et hyl - 4- oxo-t hi a;%l idin-(2-(E or
Z))-ylidene] -acetic acid 163 0 0 MW 126/143 "Is N
HO 465.552 NS OHHH _ ~:N O NM (ESI) [M1]

Cyano- [ 5-[ 1 - [ 4- (2-di met hyl ani no- 466
et hyl sul fanoyl ) - phenyl am nol - et h- (E/ Z) -
H =)

viiden
T Ao TTIYG

Exythi (8itedturd afd Re4- 0X0- L i azoh R (27—or—E)
-acetic acid 204 Exam Structure and Nane Mol

:
Majeeyr [Educy

pleB@yict/  ple No. Weight/ Synthesis M5 (ESI) As|in the
[ MH| ] + Case of far Syn-
Weight/ |thesis
MS asin
(ESD) the
[M+1]" |Case of
155 ) ¢l (DMSO0-d6, Stored MW: 77/
%NQ”’ISQOH with K,COy, Main ~ [448.93 143
© N\\ N\ Isomer):
o= MS
[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.12-1.29 (m, 12H); | (ESD)
propionylamino)-phenylamino]-meth- |4.21 (q, 2H); [M+1]":
(E/Z)-ylidene]-3-ethyl-4-oxo- 7.00 (s, 1H); 449
thiazolidin-(2-(E or Z))-ylidene]- 7.52 (s, 1H);
cyano-acetic acid 7.61 (s, 1H);

7.89 (s, 1H);
9.37 (s, 1H);
10.18 (s, 1H);
11.5-12.5 (b, 1H)

ppm.




164 MW 127/143 N,,\\ aN S OH534.659 11 H S 0 O~ N

>_

met hyl

N MS (ESI)
Cyano-[5-[1-13-[(2-di net hyl am no- et hyl) -

[MH] +:

- sul f anoyl | - phenyl am nol

535

-met h- (E/ Z) -yl i denel - 3- et hyhg- oxo- thiazolidin-(2Z or

E)-yli

dene]

s OH520.632 11 HO N O N Ms (ESI)
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[5-[1-[3-(2-di methyl ami no 521

[ MHI] +:

et hyl sul f anoyl ) - phenyl am no] - met h- (E/ 2)

-acetic acid 165 MW 125/143 H O O N VaN

PkhmdenSducure by Nafhe OX0- Thi azolTdim=

o¥uil -
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-acetjc acid 205 The exanpl es bel ow
pggﬁgu ction of the conpounds of genera Weight/ Synthesis
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N/j:s OH
H
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MS (ESI)
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Cyano-[5-[1-{4-[(2-dimethylamino-ethyl)- 535
methyl-sulfamoyl]-phenylamino } -meth-(E/Z)-
ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z or E)-
ylidene]-acetic acid
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| R N
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o ”> N\
MS (ESI)
[M+1]":
Cyano-[5-[1-[4-(2-dimethylamino-ethoxy)- 403

phenylamino]-meth-(E/ Z)-ylidene]-3-ethyl-4-

oxo-thiazolidin-(2Z or E)-ylidene]-acetic acid




formula (1) according to the invention, w thout the

|atter being limted to these exanples. Exanple 166

2-(E or

Z) - Cyano- N- et hyl - 2- ( 3- et hyl - 4-ox0-5-(E/ Z)-114- (2-pyrro

l'idin-21-yl-ethyl)- 201

phenyl am nol - met hyl ene) -t hi azol i di n- 2-yl i dene) - acet am

de ONNK O -0 '"NN 275 ng of the crude product that
Exan-de[SttuctaecandNiaie Exanpl e 142) (abOL‘M&ecﬁlar" 'E’dlt?ct/i

di ssglved in 10 m of dinethylfonnamid m xefd wth
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stirrled for 20 hours at roomtenpercﬁ\){ng .

I)e A
aWkd| AsBdhem
bi carlbonat e sol uti on and extracted VVI
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di chl{or omet hane. The organi ¢ sol uti on IPI'SH] wasHese of t

ated—sedi-um-chl-oride—solution dried on sodium
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pur|f|~Qa on rmt ographycon silica gel,| 51 ng qf
t he tji T o rrpoun i ne BH a ﬁ&i@pendent
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I\l

1.65({(m 4H); 2.45 (m 4H) 254 (m 2H)};
2.6242.75 (m 2H); 3.20 (pentupl et, 1945)(]3311). 21 (q,
2H); |7.20 (s, 4H); 7.67 (t, 1H); 8.04 (s, 1H) 10.23
(s, | H) ppm 206 Exanple 167 2-(E 3[{M+1 1
Z)-15%- a& (3- Am no- phenyl am no) - et hyl enel|- 3- et hyl| -
4- oxd Cyimo dilt @r[k2-dimethylamino-ethyl)-

2-ylidenel - 2- cyano- N- et hyl - acet am de %%Hz o**I S O
N~ 10wethyl-esrbareyll bikpmdohd-yldmaino}-s descri bed ynder
Exanpl e 215) is dissolved in 20 m of ethangl, m xed
wi t h|@eth-(g)eflidend](3-ethylehbxr-ihiteolidiny dr at e and stirre(
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(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z

or E)-ylidene]-acetic acid




reflux for another 2 hours.

The reaction m xture is
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stiffed for 30 m nutes at

roomt enper

ature, an

d
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[1-[3-(2,2-dimethyl-

tnl/,

Cyano-[5-
propionylamino)-4-(2-pyrrolidin-1-yl-

ethylcarbamoyl)-phenylamino]-meth-(E/Z)-
ylidene]-3-ethyl-4-oxo-thiazolidin-(2-(E or

Z))-ylidene]-acetic acid

MW 1

554.668

MS (ESI)
[M+1]™:

555

137/ 143




3H); 3.12-3.25 (in, 211); 3.30 (s, 3H); 3.54 (t, 2H);
3.68 (t, 211); 4.09 (s, 211); 4.22 (q, 2H); 6.97 (s,
IH); 7.20-7.30 (in, 211); 7.55-7.77 (in, 211); 8.04
(s, 1H); 9.68 (s, 1H); 10. 3 9 (s, 1 H ppm 208 The
exanpl es bel ow are producedygnal ogously to the
above-descri bed process. Exam Structure and Nane

"H NMR Mol ecu- Educt/ ple No. lar Syn- Wight/ thesis

Exans> Stﬂmédréadem [WFTT+ Case of 1BdolebulM YadwtO
. 07 1501 1.27 (t, 3H);| 496.63 166 0 N~
67-1. 87 (m 6H); 3-1[2-((E or PykighyandSynthesis
p%.%l‘?t- ».87 (m 6H); M & yn
et hyl car banoyl - net hyl ene) - 3- et hyl - 4- 3M§J(E§I)3]A@'Hlthe
4H); (ESD oxo-thiazolidin-5-(E 2)-(H Z)- 423 (q,
2H); [ Mtl] +:  ylidenenethyl] -am no)|sN-,3
7.16-7.31 (m IH; 497 pyrrolidin- | MFHY® ~ | Case of
-yl -propyl)-henzanmide 7.38-7 58 (m 2Hh: 7 69
2@ | 8.19 (s, 1K)L 8.68 (s, 1H: 10/MW(s, 11 If)"fb‘Hn
170(]\1,. , N Ya Hoo :SON1.25(t 3-2 MA 1501
N4 1.58-1.77 (mu¢the 522.671 166 O 54.668
o)
Oﬁ/QN s ) oH
NH H,ji » MS (ESI)
o VI,
[M+1]:
Cyano-[5-[1-[3-(2,2-dimethyl- 555
propionylamino)-5-(2-pyrrolidin-1-yl-
ethylcarbamoyl)-phenylamino]-meth-(E/Z)-
ylidene]-3-ethy1-4-oxo-thiazolidin-(Z-(E or
Z))-ylidene]-acetic acid
163 | W MW: 126/143
N\/\ P
Q 465.552
N/jis OH
H
(9] N \\
) N MS (ESI)
[M+1]7:
Cyano-[5-[1-[4-(2-dimethylamino- 466
ethylsulfamoyl)-phenylamino}-meth-(E/Z)-
ylidene]-3-ethyl-4-oxo-thiazolidin-
(2Z or E)-ylidene]-acetic acid




N 1.77-1.95 (m 4H);

209 Exam Structure and Nane

"H NVR Mol ecu- Educt/ ple No. lar Syn Weight/ thesis
Ms as in (ESI) the [MH]+ Case of 3-j[2-(1 -(E or Z
) - Cyano- 2- 0x0-2- 2.34-2.48 (m 6H); M pyrrolidin- 1
-yl -ethylidene)-3-ethyl- 049-3.35 (m 2H); (ESI)
oxo-thiazolidin-5-(E/2)- 3.44-3.61 (m 411); [M1l] +:
yl i denemet hyl ]-ami nol -N-(3- 4.21 (q, 211); 523
HR4R- O! S%&ureland)ﬁfan{%mpy') penzam de /. }éfbleéufa# (Eﬁlucﬁ"")i
7.69 114); 0 (s, 1H); 8.61 (t, 3 6
H)ppm 1710—|124(t 3H); M\ .
4@‘19‘ S|0 ~ra N>.~N 1.59-1.80 (m 6H): %éeg&{é/% é’glheﬂsr
1.80-2.03 (m 4H); 3-({2-[1-(E or 2){ (2-
2.30-3.46 (m 6H): M5 hydroxyr net hyl ipayérk?%ll)l di‘s.n fhe
-yl')-2-o0xo0- 3.19-3.30 (m 211); (ESI)
et hyl ildene] - 3- et hyl - 4- oxo- t hi azol i di n- [M+Hg. 3. £esq of
I H) - | I\/l+1] +: R (F/ Z)-ylidenenethyl)dam no)- (3-
3169-3. 69 (m %p% pyrrolidi n- | [MW: 1271143
-yl - pr yl)-b 405432 m 3H),
QE | 534.659
MS (ESI)
[M+1]™
Cyano-[5-[1-{3-[(2-dimethylamino-ethyl)- 535
methyl-sulfamoyl]-phenylamino}
-meth-(E/Z)-ylidene]-3-ethyl-4-oxo-
thiazolidin-(2Z or E)-ylidene]-acetic acid
165 MW: 125/143
NOUUR
S S N s OH |520.632
| . |
0 N
)
MS (ESI)
[M+1]7:
Cyano-[5-[1-[3-(2-dimethylamino- 51
ethylsulfamoyl)-phenylamino}-meth-(E/Z)-
ylidene]-3-ethyl-4-oxo-thiazolidin-
(2Z or E)-ylidene]-acetic acid




210 Exam Structure and Nane 'H NVR Mol ecu- Educt/

ple No. lar Syn Wight/ thesis nms as in (ESI) the

[MtI]+ Case of 4.79 (t, 1H); 7.31-7.55 (m 3H); 7.71

(s, IH; 8.20 (s, 1H); 8.62 (t, IH; 10.32 (s, 1H

ppm 172 OH 1.27 (t, 3H); Mjs 150/ cl,"m YaN *):s 0 N

r-j 1.58-1.77 (m 6H); 512.632 166 0 -0 N, N

232247(m 6H); 3-(12-[(E or Z )-Cyano-(2-hydroxy-
8}'}% &ém 18 bélh: deMSlbe the production of the compounds of general

etgfy car yl) - rrr:thy ene]-3-ethyl-4 3.48 (q, 2H);

c%ﬁn 3 éll,? agé(c%qgﬁmp téaﬁg r#l\%ggiglﬁkv%lg{og%h% Eﬂ)att(gtt“l,)eﬁ I 1r§ﬁgdlt§[t%sb]exdrnples.

yrrolldln 1 yl - propyl)-benzam de 7.34-7.56 (m 4H);
.73 (s, IH; 8.19 (s, 1H; 8.62 (t, IH); 211

Example 166
2-(EorZ )-Cyano-N-ethyl—2-(3-ethyl—4-oxo-5-(E/Z)-{[4-(2-pyrrolidin-l-yl-ethyl)—

phenylamino]-methylene}-thiazolidin-Z-ylidene)-acetamide
G

o) N\\ \\N

275 mg of the crude product that is described under Example 142) (about 0.2
mmol) is dissolved in 10 ml of dimethylformamide, mixed with 139 pl of triethylamine,
150 pl of a 2M solution of ethylamine in tetrahydrofuran and 96 mg of TBTU and stirred
for 20 hours at room temperature. The reaction mixture is mixed with semi-saturated
sodium bicarbonate solution and extracted with dichloromethane. The organic solution is
washed with saturated sodium chloride solution, dried on sodium sulfate, concentrated by
evaporation, and after purification by chromatography on silica gel, 51 mg of the title
compound is obtained as a pH-dependent 5-(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO3, main isomer): 8 = 1.07 (t, 3H); 1.23 (1,
3H); 1.65 (m, 4H); 2.45 (m, 4H); 2.54-2.62 (m, 2H); 2.62-2.75 (m, 2H); 3.20 (pentuplet,

2H); 4.21 (q, 2H); 7.20 (s, 4H); 7.67 (t, 1H); 8.04 (s, 1H); 10.23 (s, 1H) ppm.



Exam Structure and Nane 'H NVR Mol ecu- Educt/ ple
No. lar Syn Weight/ thesis Ms as in (ESD the [MtI]+
Case of 10.40 (s, | H ppm 173 Jr O N 1.26 (t, 3H);
MA 1501 0 1.62-1.77 (m 6H); 511.648 166 V N ,
2.38-2.47 (m 6H); 3-(12-[¢f or Z)-Cyano-(N ,N - 2.52
(s, 6H); M5 dinethyl-hydrazinocarbonyl)- 3.23-3.36

(m 2H); (ESI) nmet hyl ene] - 3- et hyl - 4- oxo-t hi azol i di n-

[ M1l +:
E?Téle) yli denerret hyl | -ami no)-N-(3- 7.35-7.42 (m 2H);

-i# ﬂ{g—@iﬂk%A&lngY@ﬁgﬁzﬁ?_Ezmtgﬁﬂéﬁ%egh (At%)xﬁ)ghlisalzolldm-
21“491‘&(28@'“(‘911&%?' 423 166 g 0 NH?%; NMlA.jgis?rln
3-(12-[(E or 2)- C,yano(l- 2.33-2.48 (m 6H); M
/@Egam Stor ugture and Nane ' H NVR Mol ecu- Educt/

100 mg of the compound that is described under Example 215) is dissolved in 20
ml of ethanol, mixed with 291 mg of tin(II) chloride dihydrate and stirred under reflux for
4 hours. Another 145 mg of tin(II) chloride dihydrate is added, and it is stirred under
reflux for another 2 hours. The reaction mixture is mixed with saturated sodium
bicarbonate solution, stirred for 30 minutes at room temperature, and extracted with a
mixture that consists of chloroform, dichloromethane, and methanol (5:5:1). The organic
solution is dried on sodium sulfate, concentrated by evaporation, and after purification by
chromatography on amino phase silica gel, 50 mg of the title compound is obtained as a
pH-dependent 5-(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO03, main isomer): 8= 1.07 (t, 3H); 1.26 (1,
3H); 3.21 (q, 2H); 4.22 (g, 2H); 5.23 (s, 2H); 6.29 (d, 1H); 6.39 (d, 1H); 6.45 (s, 1H);

6.97 (t, 1H); 7.68 (t, 1H); 7.95 (d, 1H); 10.18 (d, 1H) ppm.



Weight/ thesis M as in (ESI) the [Mtl]+ Case of
hydr oxynmet hyl - 3.24-3.38 (m 2H); (ESI)

cycl opentyl car banoyl ) - met hyl ene] -3- 3.42 (s, 2H);
[MrI] +:  ethyl-4-oxo-thiazolidin-5-(E/2)- 4.24 (q,
2H); 567 ylidenemethyl) -apgno)-N-(3- 5.11 (s, 1H);
pyrrolidin- 1 -yl-propyl)-benzamde 6.71 (s, 1H);
7.31-7.42 (m 2H); 7.49 (m IH); 7.70 (s, IH; 8.20

E&Smpik .61 (t, 1H); 10.35 (s, b, 1H) pprn. 175 0
{‘JH‘izs (t 3H); MAW 1501 40NN NH H 1.30 (s, 6H):

z-ié & %§C§§1%N%tﬂg&<l-]2-ﬁgét§%ﬂ§-ﬂ§(gb- ﬁ]tt)zl('gb-.ﬁéth&?y-%ﬁm’é:{@t z
A S R P s e
[I\/H-I] +. 5-(F/7)-vlident-nt- thyII-amno) N-?ileé
Exam \Sj\wu re and Mamp— H NVR Mol ecu- Educt/

S N S*{b H
’OIN\\ \\N

16.5 pl of 2-(2-methoxyethoxy)-acetic acid is introduced into 1 ml of
tetrahydrofuran at 0°C and mixed with 37 pl of triethylamine and 18.5 ul of isobutyl
chloroformate. It is stirred for 30 minutes at 0°C, 50 mg of the compound that is
described under Example 167), dissolved in 2 ml of tetrahydrofuran, is added, and it is
stirred for another 2 hours at room temperature. The reaction mixture is mixed with
semi-saturated sodium bicarbonate solution and extracted with dichloromethane. The
organic solution is washed with saturated sodium chloride solution, dried on sodium
sulfate, concentrated by evaporation, and after purification by chromatography on silica
gel, 35 mg of the title compound is obtained as a pH-dependent 5-(E/Z)-isomer mixture.

1H-NMR (DMSO-d6, stored with K2CO3, main isomer): = 1.08 (t, 3H); 1.25 (t,
3H); 3.12-3.25 (m, 2H); 3.30 (s, 3H); 3.54 (t, 2H); 3.68 (t, 2H); 4.09 (s, 2H); 4.22 (q,
2H); 6.97 (s, 1H); 7.20-7.30 (m, 2H); 7.55-7.77 (m, 2H); 8.04 (s, 1H); 9.68 (s, 1H);

10.39 (s, 1H) ppm.




e No. lar Syn Weight/ thesis M as in (ESI) the
]+ Case of 5-(E/ 2)-ylidenenethyll-am no)-N(3-

0 (s, 1H); 541 pyrrolidin- 1 -yl-propyl)-benzam de
8 (s, I H; 7.33-7.42 (m 2H); 7.5 0 (m 1 H);
2 (s, 1H); 8.20 (s, IHpp8.61 (t, 1 H); 10.37 (s,
, 1H) ppm 176 1.25 (t, 3H); MW 150/ OCH 1.60-1.78
m 6H); 602.756 166 O YaN FC 2.35-2.50 (m 6H); O
! SN~The exahlpfes Hétod € ptdducedtdhalopbuslydto thelabové-dEscBbedProtdss.

- Benzyl - 2- ﬁydr oxy 3. BO- 3.51 (m 4H); (ESD
et hyl car banoyl ) - cyano- net hyl ene]-3- 4.05 (m 111);
[MHI] +:  ethyl-4-oxo-thiazolidin-5-(E 2) 4.23 (q,

P
[
5
6.
2
b
(

x| Stragiore ahd e ety ——am oy iR S 5% CSvbieSl- [Bduct
ple No. lar Syn-
Weight/ |thesis
MS asin
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[M+1]" |Case of

169 1.07 (t, 3H); MW: 150/

O‘l\/\,nm/@ S ] H/_
5 ”1N>‘<- 1.27 (t, 3H); 496.63 |166
(o) _ \\N

1.67-1.87 (m, 6H);

3-{[2-((E or Z )-Cyano-
{2 -Gy 2.61-2.87 (m, 6H); MS

ethylcarbamoyl-methylene)-3-ethyl-4-
y Y ylene)-3-cthy 3.11-3.31 (m, 4H); | (ESD)

oxo-thiazolidin-5-(E/Z)-(E/Z)- .
423 (q, 2H); [M+1]™:

lidenemethyl]-amino}-N-(3-
Y Y] 3N 7.16-7.31 (m, 1H); 497

pyrrolidin-1-yl-propyl}-benzamide 1, o oo 1 omy;
7.69-7.71 (m, 2H);
8.19 (s, 1H);
8.68 (s, 1H);

10.42 (s, 1H) ppm.

07 N

170 o 1.25 (t, 3H); MW: 150/
H’I \ 1.58-1.77 (m, 6H); 522.671 | 166
N

1.77-1.95 (m, 4H);




pyrrolidin-

1 -yl

-propyl)-benzam de 7.05-7.34 (m 6H);

214 Exam Structure and Nane 'H NVR Mol ecu- Educt/
ple No. lar Syn Weight/ thesis M as in (ESI) the
[MtI]+ Case of 7.34-7.45 (m 2H); 7.49 (m IH; 7.72
(s, 1H); 8.19 (s, IH); 8. (s, 1H); 10.35 (s, b,
1H) ppm 177 1.26 (t, 3H); 1501 JOH H 0 1.60-1.77
(m 611) 588.729 166 N _S~..~-NONNH OHO
Ao GEENGRe ' NS - (TEFRMR Z Molecu- | Educt/
Ex qS&“&?rf RN 1 3. 2134 i 2H): v |oleew |Edue
1 enyl et hyl car banoyl ) - net hyl ene] - 3- 3.62-3.791én1 Syn-
P ZFD, fESI) et hyl - 4- oxo-thi azolidin-5-(E/2)- 4.23 (q,
1 [Mt i +:  ylidenenmethyl) {am no)-N(3- 4./§,9 , .
1 H); 589 pyrrolidin- I -yl-piopyl)-benzani de%g‘?lgéa‘ﬂ thesis
s, |1H);
( MS asin
(ESI) the
[M+1]" | Case of
3-{[2-(1-(E or Z )-Cyano-2-0x0-2- 2.34-2.48 (m, 6H); MS
pyrrolidin-1-yl-ethylidene)-3-ethyl-4- | 3.19-3.35 (m, 2H); (ESI)
oxo-thiazolidin-5-(E/Z)- 3.44-3.61 (m, 4H); [M+1]":
ylidenemethyl]-amino}-N-(3- 4.21 (q, 2H), 523
pyrrolidin-1-yl-propyl)-benzamide 7.31-7.52 (m, 3H),
7.69 (s, 1H);
8.20 (s, 1H);
8.61 (t, 1H);
10.36 (s, 1H) ppm.
171 L [1.24(t, 3H); MW: 150/
QN 3l
N H'IS Ni:‘ 1.59-1.80 (m, 6H); 552.696 |166
© o”™N W\
\
N 1.80-2.03 (m, 4H);
3-({2-[1-(E or Z )-Cyano-2-(2- 2.30-2.46 (m, 6H); MS
hydroxymethyl-pyrrolidin-1-yl)-2-oxo- |3.19-3.30 (m, 2H); (ESI)
ethylidene]-3-ethyl-4-oxo-thiazolidin- | 3.38-3.49 (m, 1H); [M+1]™:
5-(E/Z)-ylidenemethyl}-amino)-N-(3- |3.49-3.69 (m, 3H); 553
pyrrolidin-1-yl-propyl)-benzamide 4.05-4.32 (m, 3H);




7.18-7.43 (m 8H);
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| pylcarbannyl) phenyl am no] - |3.70-3.89 (m 2l Syn-
p%ﬁﬁill +:. methylene) -thiazolidin-2-ylidene)- 4.27 ((q,
2H);| 571 acetyl am no] - 3- hydr oxy- propi onic aciqy .
(m |1H); nethyl ester 5.26 (s, |1H); 7.32-7.46§ §Eﬁ§ thesis
3H);| 7.50 (m | H; 7.72 (s, [1H); MS as in
(ESD) the
[M+1]* |Case of
4.79 (t, 1H);
7.31-7.55 (m, 3H);
7.71 (s, 1H);
8.20 (s, 1H);
8.62 (t, 1H);
10.32 (s, 1H) ppm.
172 o /__,OH 1.27 (t, 3H); MW: 150/
0 N’IN \ 1.58-1.77 (m, 6H);  |512.632 |166
o) k \N
2.32-2.47 (m, 6H);
3-({2-[(E or Z )-Cyano-(2-hydroxy-
({2-{(B or Z )-Cyano~(2-hydroxy 3.18-3.32 (m, 4H); |MS
thylcarb 1)-methylene]-3-ethyl-4-
cthylearbamoyl)-methylene]-3-ethyl-4- | /¢ (q, 28 (EST)
-thiazolidin-5-(E/Z)-
oxo-thiaz EZ) 424 (g, 2H); [M+1]*:
lid ethyl}-amino)-N-(3-
ylidenemethyl}-amino)-N-( 475 (t, 1H); 513
lidin-1-yl-propyl)-benzamide
pyrrolidin-1-yl-propy} 7.34-7.56 (m, 4H);
7.73 (s, 1H);
8.19 (s, 1H);
8.62 (t, 1H);




8.22 (s,
Name ' H- NVMR Mol ecu-
t hesi s

1H); 8.61 (t, |
Educt/

(ESI) the

H) ;
pl
[

M5 as in

H ppm 179 -S\-,~ICH 1.25 (t,
ON N JraN*~-S,.~NH 1.60-1.99,(m 814);

O 0ONNZ2.04 (s, 3H;

216 Exam Structure and

e No. |ar
M+l ]+ Case of

Syn Wi ght/
10.49 (s,
3H; MW 1501 O H
586.778 166 H
3-(12-[(E or 2)-Cyano-(I-

2.32-2.48 (m 8H); M5 hydroxynethyl - 3- et hyl sul f anyl -

3 203 b, (EST) pr opylieamNeRmoyT ) - met/ivydiedie]| Educt/
Ex&@ -§§ﬁgﬁP%gasgﬁ%n] I H; [MI] +:
1ethgm-thiazolidin-5-(E/Z)- 4.2% (g, 2H); 587 |lar Syn-
p 'T'denemet hyl | -am no)-N-(3- 4.85 (s, 1H); pyrriolidin-
1 -yl-propyl)-benzanmde 7.14 (d, 1H); 7.33-7. 46600 |thesi
oH) 7.5 0 (m 1 H; 7.71 (s, |114); 8.20 (s.| 18y |00
(ESI) |the
[M+1]" |Case of
10.40 (s, 1H) ppm.
173 C‘ o M- | 126 3H); MW: 150/
U\ '
Y Nji{' B 162177 (m, 6H);  |511.648 |166
0% N W\
N
2.38-2.47 (m, 6H);
3-({2-[(E or Z )-Cyano-(N',N'"- 2.52 (s, 6H); MS
dimethyl-hydrazinocarbonyl)- 3.23-3.36 (m, 2H); (ESI)
methylene]-3-ethyl-4-oxo-thiazolidin— 423 (q, 2H); M +1]+:
5-(E/Z)-ylidenemethyl}-amino)-N-(3- 7.35-7.42 (m, 2H); 512
pyrrolidin-1-yl-propyl)-benzamide 7.50 (m, 1H);
7.71 (s, 1H);
8.20 (s, 1H);
8.58-8.66 (m, 2H);
10.47 (s, b, 1H) ppm.
174 on | 1.24 (1, 3H); MW: 150/
Qi o
N~ H'IS*{'H 1.40-1.80 (m, 12H); |566.723 |166
(0] o N\\ N
N 1.91 (m, 2H);
3-({2-[(E or Z )-Cyano-(1- 2.33-2.48 (m, 6H); |MS




10. 32 (s,

"H NVR Mol ecu- Educt/ ple No. |ar
Ms as in (ESI) the
311); MWN 150/ 1.18-1.39 (m 5H);

1.39-1.60 (m 2H);

b, 1H) ppm 217 Exam Structure and Nane

Syn Wi ght/ thesis
[ Mt ]+ Case of 180 -~CH 0.89 (t,
554.712 166 O

3 -(12-[4F or Z )-Cyano- (|

N

1.60-1.79 (m 6H); M5 hydroxynethyl -butyl carbanoyl) -

2.35-2.48 (m 6H);

(ESI)

ExamL MR rdtide and Naphel - 4- 0X0- T aZOIH MR 3. 20- 3. JW/418u- |Educt/
4H) ;| [MH] +: 5-(E/ Z2)-ylidenenmet hyl) -am no)-N-(3-
0-3.94 (m IH; 555 pyrrolidin- 1 ] Svn-
ple%?‘- propyl)-benzanide 4.23 (q, |2H); 4.79 (s, 1|—Br; m
6.99 (d, 1H); 7.31-7.45 (m 2H); 7.49 (d, |Hx..7 .
(s, |l H: 820 (s, 111): 8.61 (s, 111); 10. 3%"‘(“%‘,‘%%"“5
1H) [ppm 218 Exam Structure and Nanme 'H NWVR I}@ ecu-| .
Edu¢t/ ple No. lar Syn asi
(BSD) |the
[M+1]" | Case of
hydroxymethyl- 3.24-338 (m, 2H);  |(ES])
cyclopentylcarbamoyl)-methylene]-3-  |3.42 (s, 2H);, [M+11":
ethyl-4-oxo-thiazolidin-5-(E/Z)- 4.24 (q, 2H); 567
ylidenemethyl} -amino)-N-(3- 5.11 (s, 1H);
pyrrolidin-1-yl-propyl)-benzamide 6.71 (s, 1H);
7.31-7.42 (m, 2H);
7.49 (m, 1H);
7.70 (s, 1H);
8.20 (s, 1H);
8.61 (t, 1H);
10.35 (s, b, 1H) ppm.
175 ) OH 11.25 (t, 3H); MW: 150/
O‘l\/\,nj(@h‘ S } N ( )
S Desd 1.30 (s, 6H); 540.685 |166
0N W
N
1.60-1.78 (m, 6H);
3-({2-[(E or Z )-Cyano-(2-hydroxy-
({2-{(E or2)-Cy (2-hy Y 2.36-2.48 (m, 6H); MS
1,1-dimethyl-ethylcarb 1)-
imethyl-cthylcarbamoyl) 321-3.45 (m, 4H); | (ESD)
thylene]-3-ethyl-4-oxo-thiazolidin-
methylene]-3-ethyl-4-ox 421 (g, 2H); [M+1]":
5-(E/Z)-vlidenemethvl} -amina)-N-(3-




Weight/ thesis M as in (ESI) the

[ Ml ] + Case of

181 1.25 (t, 3H; MW 1501 N,~~ yam*Is 0 O -
1.62-1.75 (m 6H); 506.628 166 N 0 ~~N 2.38-2.49 (m
6H); 3 - {[2-((E or Z )-Cyano-prop-2 3.07 (t, 1H; M
ynyl car banoyl - net hyl ene) - 3,xzethyl -4 3.22-3.35 (m
2H); (ESI) oxo-thiazolidin-5-(E/2) 3.92 (m 2H);
[MHI] +: ylidenenethyl] -amno) -N-(3 4.23 (q, 2H);
Exah! | SRYGtiRlah@Namel - Y1 - PTopyT) {ERAMRT de 7. 36-TMdideu TEduct/
2H);) 7.5 0 (m | H; 7.72 (s, |1H); 8.09 (t, |IH;
1 (s, 1H); 8.62 (t, 1H); 10.46 (s, b, 1H m 18
IENG it -
pe(%N% 1.15-1.31 (m 12H): MAN 1511 S NO-OH 1.31-1.45 Syn
(m |2H); 497.617 166 Weight/ |thesis
MS asin
(ESI) the
[M+1]" |Case of
5-(E/Z)-ylidenemethyl}-amino)-N-(3- |5.20 (s, 1H); 541
pyrrolidin-1-yl-propyl)-benzamide 6.68 (s, 1H);
7.33-7.42 (m, 2H);
7.50 (m, 1H);
7.72 (s, 1H);
8.20 (s, 1H);
8.61 (t, 1H);
10.37 (s, b, 1H) ppm.
176 1.25 (t, 3H); MW: 150/
C\ Nw,@ o 8” 1.60-1.78 (m, 6H); 602.756 |166
N~ S,
& N’;:N%N 2.35-2.50 (m, 6H);
(WY
2.74-2.92 (m, 2H); MS
3-({2-[(E or Z)-(1-Benzyl-2-hydroxy-
3.20-3.51 (m, 4H);  |(ESI)
ethylcarbamoyl)-cyano-methylene]-3- N
4.05 (m, 1H); [M+1]™:
ethyl-4-oxo-thiazolidin-5-(E/Z)-
4.23 (g, 2H); 603
ylidenemethyl}-amino)-N-(3-
494 (s, 1H);
pyrrolidin-1-yl-propyl)-benzamide
7.05-7.34 (m, 6H);




N _~", 1.72-1.85 (m 2H); 219 Exam Structure and
Nanme 'H NVR Mol ecu- Educt/ ple No. lar Syn Wi ght/
thesis Ms as in (ESI) the [MH]+ Case of
N-[3-(12-[1-(E or Z )-Cyano-2-(4- 3.14-3.28 (m 2H);
M5 hydroxy-piperidin- 1 -yl)2-0xo- 3.68-3.80 (m I|H);
(ESI) ethylidene]-3-ethyl-4-o0xo-thiazolidin-
3.80-3.93 (m 211); [M+l] +: 5-(E/2)-ylidenenethyll

A R ctufe ahd Nanfe! (M 2H); 298 NMR Molecu- | Educt/
Exa r?ﬁ?‘-’tﬁfz-gi met hyl - pr opi onani|de 4.8 0 (d, | |H); 6.90

phe
pléﬂBz‘ll-i); 7.23 (t, IH); 7.35 (d, 1H); 7.69 (SiarlH);éyn-

(s, IH; 9.23 (s, 1H); 10.20 (s, | H ppm 183
1,12-1.30 (m | IH); MN 1511 |NICL S 3.21 (pkot. .
2H):| 441.553 166 -*1 0 N 4.24|(q, 211); 2-(E g"r%‘ﬁh“ thesis
) - Ofano-2- (5- (E/2)- {[3-(2,2- §.93 (d, | H: Mg .
di mgt hyl - propi onyl anino)- 7.23[(t, IH; (ESI) asin

(ESI)  |the

[M+1]" |Case of

7.34-7.45 (m, 2H);
7.49 (m, 1H);

7.72 (s, 1H);

8.19 (s, 1H);

8.61 (s, 1H),

10.35 (s, b, 1H) ppm.

177 Q_/ 126 (t, 3H); MW: 150/
OH
Q. 2 - .
G‘W“Y@N ~y *{_” 1.60-1.77 (m, 6H);  |588.729 |166
© HO N W
N

2.35-2.48 (m, 6H),

3-({2-[(E or Z )-Cyano-(2-hydroxy-1- 3.21-340 (m, 2H); | MS

.62-3. , ; ESI
phenyl-ethylcarbamoyl)-methylene]-3- 3.62-3.79 (m, 2H) (ESI)

; M+1]™:
ethyl-4-oxo-thiazolidin-5-(E/Z)- 4.23 (q, 2H); [M+1]
. ; 589
ylidenemethyl}-amino)-N-(3- 4.89 (q, LH);
5.06 (s, 1H);

pyrrolidin-1-yl-propyl)-benzamide
7.18-7.43 (m, 8H),

7.49 (m, 1H);

7.71 (s, 1H);




j-1 A 220 Exam Structure and Nanme ' H NMR Ml ecu-
Educt/ ple No. lar Syn Weight/ thesis M as in
(ESI) the [Mt1l]+ Case of phenyl am no]-net hyl ene}
-3-ethyl-4- 7.35 (d, | H)y; [MI] +:
oxo-thiazolidin-2-ylidene)-Nsethyl- 7.63-7.75 (m 2H);
442 acetamde 8.00 (d, 111); 9.23 (s, IH; 10.38 (d,
1H ppm 184 0 0 1.16-1.29 (m 12H); MAN 151/ NN

2T 2 Horat) 127 526 166 O Ny .23 (0, ZMieledr-((Educt/
Ex‘grrn stwraér?gfi E{'bfné_ ZH’ NMER 1H)? eI\/S uct

(E/2)- 1[3 -(2,2- 6.92 (d,
i.mat hyl - propi onyl am no) - 7.23|(t, 1H); (ESI) )
pl%ﬁ%‘ryl am no] - net hyl enel -3-ethyl-4- 7.35 (d, | 1?—rl); Syn

[ MHl]] +:  oxo-thiazolidin-2-ylidene)-N-methyl - &i@ ¢ | thesis

(s, [111); 428 acetamde 7.70 (s, IH; 8.01 (s

9.23 (s, 1H); 10.40 (s, 1H) ppm 221 Exam St rl\%gt ure .
and |[Namre ' H NMR Mol ecu- Educt/ asm
(ESD the

[M+1]" |Case of

8.19 (s, 1H);
8.60 (s, 1H);

10.35 (s, b, 1H) ppm.

178 1.26 (t, 3H); MW: | 150/

O_
(o] OH
C\ H Q =&—/
NN ﬁ’)’&(” 1.60-1.79 (m, 6H);  |570.668 |166
© 0N W\
— 2.35-2.48 (m, 6H);

2-[2-(E or Z )-Cyano-2-(3-ethyl-4-oxo- |3.19-3.48 (m, 2H); MS

5-(B/Z)-{[3-(3-pyrrolidin-1-yl- 3.68 (s, 3H); (EST)
propylcarbamoyl)-phenylamino]- 3.70-3.89 (m, 2H);  |[M+1]™:
methylene}-thiazolidin-2-ylidene)- 4.27 (q, 2H); 571

acetylamino]-3-hydroxy-propionic acid |4.45 (m, 1H);
methyl ester 5.26 (s, 1H);
7.32-7.46 (m, 3H),
7.50 (m, 1H);

7.72 (s, 1H);

8.22 (s, 1H);

8.61 (t, 1H);




pl e
[
0
L4

Z) - Cyano- 2- (2- 3.50-3.70 (m, 3H);

1]

No. lar Syn Weight/ thesis

+
4
NNN 3.35-3.48 (m 1H); N[

M5 as in

3-({2-[1-(E or
%S

(ESI') the
Case of 185 OH 1. 15 -1.3 2 (m 12H); MAN 151/

SND--,ANa N 1.65-2.03 (m 4H); 497.617 166

hydroxynet hyl - pyrrolidin- I -yl)-2-o0oxo- 4.05-4.32 (m
3H); (ESI) ethylidene] -3 -ethyl -4-oxo-t _hi a;ol i di n-
Exfhglr(n So gtulé(%'ygn']c_l }E%ﬂ?'é {I. H)+; 48-8( = Z)HINMRNEMel YT T Iviolecu- |Educt/
PN Ly 60 (o) 1byo B0z (5 10 .23 (& TryiSm
1?1/32 gsi | &H? Q\BmNblfésﬂ.lislf}nl' 3%;("‘511?’2')42 W?@m; thesis
NONS~AHHO N~ ""IN121.73-1.89 (m 1H); ,
N-[3-(12-[1-(E or Z)-Cyano-2-(2- 2.87-3.05 (m|MB); ngsin
222 (ESI) the
[M+1]" |Case of
10.49 (s, 1H) ppm.
—s ; 5
179 CLWHW(CL o\_§—/OH 1.25 (t, 3H); MW: 150/
Y H’I3>_<' N 1.60-1.90 (m, 8H); 586.778 |166
TN
2.04 (s, 3H);
3-({2-[(E or Z )-Cyano-(1- 2.32-2.48 (m, 8H); |MS
hydroxymethyl-3-methylsulfanyl- 3.20-3.51 (m, 4H); (ESD
propylcarbamoyl)-methylene]-3-ethyl- |3.98 (m, 1 H); [M+1]™:
4-oxo-thiazolidin-5-(E/Z)- 4.25 (q, 2H); 587
ylidenemethyl} -amino)-N-(3- 4.85 (s, 1H);
pyrrolidin-1-yl-propyl)-benzamide 7.14 (d, 1H);
7.33-7.46 (m, 2H);
7.50 (m, 1H);
7.71 (s, 1H);
8.20 (s, 1H);
8.62 (t, 1H);
10.32 (s, b, 1H) ppm.




Exam Structure and Nanme ' H NVR Ml ecu-

No.
[ M+

lar Syn Weight/ thesis
]+ Case of

VS
(ES)

hydr oxynet hyl - pi peri di n-
3.45-3.65 (m 2H);

Educt/
as in
I

pl e

(ESI) the
-yl) - 2-oxo-

et hyl i dene] - 3- et hyl - 4- oxo-t hjsazol i di n- 3.89-4.01 (m

1H); [M+1l +. 5-(E/ 2)-ylidenenethyl) -am no)-
4.10-4.35 (m 3H); 512
ExBREM8hdictdre and Nag{eyT - propi onam[eNMRS (t, 1H)[M&le&P |Educt/
(d, [1H); 7.22 (t, 1H); 7.34 (d, IH); 7.70 (|s, 1H);
ple&&?c (s, 1H; 9.23 (s, 1H); 1{). 20 (s, | H ppmy 187 @yn_
I 1.15-1.29 (m 12H); MW 1511 .90 N~, 1.83 (m
4H); 467.591 166 0 N~ "% 3.49((m 4H); N (3 - . :
-(Elor Z )-Cyano-2-o0x0-2- 4.21((q, 2H); M Wéight | thesi
pyrnolidin-1-yl-ethylidene)-3-ethyl-4- 6.80 (d, %/I:); as in
(ESl}) oxo-thiazolidin-5-(E/2)4 7.17 (t, | H); I\[I l]
+: 223 Exam Structure and Nanme 'H NVR Ml ecu- Eguct/
ple|No. lar Syn (E the
[M+1]" | Case of
180 \_}_/OH 0.89 (t, 3H); MW: 150/
0,
O“\/\/nj(CL S N 1.18-1.39 (m, SH); 554.712 | 166
I N
o ™N W
N 1.39-1.60 (m, 2H);
3-({2-[(E or Z )-Cyano-(1- 1.60-1.79 (m, 6H); |MS
hydroxymethyl-butylcarbamoyl)- 2.35-2.48 (m, 6H); (ESI)
methylene]-3-ethyl-4-oxo-thiazolidin- |3 ,20-3.50 (m, 4H); [M+1]™:
5-(E/Z)-ylidenemethyl}-amino)-N-(3- |3.80-3.94 (m, 1H); 555
pyrrolidin-1-yl-propyl)-benzamide 423 (q, 2H);
4.79 (s, 1H);
6.99 (d, 1H);

7.31-7.45 (m, 2H),
7.49 (d, 1H);
7.70 (s, 1H);
8.20 (s, 1H);
8.61 (s, 1H);

10.39 (s, b. 1H) ppm.




Weight/ thesis
yl i denenet hyl |
468 di net hyl - propi onanide 7.5 0 (s,

I H);

M5 as in
-anm no |

(ESI)
- phenyl

9.13 (s,

1H); 10.34 (s,

the [M+l]+ Case of
)-2,2- 7.31 (d, 1H;
1 H,; 8.14 (s,

1H ppm 188 0 0 \ N

1.17-1.28 (m 12H); MN 151k 2.54 (s, 6H); 456.568

166

0N, \,

4.23 (q, 2H); N[3-(12-[(E or Z

)-Cyano- (N, N - 6.91 (d, | H; M

EXdE St tufdali &dnteocar bonyT) - 7[BENMR TH) ;' (ESMolecu- |Educt/
met hyl ene] - 3-et hyl - 4-oxo-thiazglidin- 7.3 6 (d, 1 H);
ﬂ%ﬁ§l] +1 5-(E/ Z)-ylidenenethyl) -amno)- 7.684s, Syn-
il 457 phenyl]-2, 2-di met hyl {propi onam de 8.[02 (s,
1H);| 8.5 8 (s, 1 H; 9.22 (s, |1H); 10.40 (s, | .
ppm| 224 Exam Structure and Nanme ' H NWR Nbleéﬁakmj thesis
Edugt/ ple No. lar Syn Wight/| thesis M as HQS .
(ESI) the [Mtl]+ Case of asm
(ESI) the
[M+1]" |Case of
181 = |1.25(t, 3H); MW: 150/
O\JWHW(Q\N S ] H
0 ,oj:N 1.62-1.75 (m, 6H); 506.628 |166
W
LN
2.38-2.49 (m, 6H);
3-{[2-((E or Z )-Cyano-prop-2-
3.07 (t, 1H); MS
ynylcarbamoyl-methylene)-3-ethyl-4-
3.22-3.35(m, 2H); | (ESI)
oxo-thiazolidin-5-(E/Z)-
3.92 (m, 2H); M+1]":
ylidenemethyl]-amino}-N-(3-
4.23 (q, 2H); 507
pyrrolidin-1-yl-propyl)-benzamide
7.36-7.44 (m, 2H);
7.50 (m, 1H);
7.72 (s, 1H);
8.09 (t, 1H);
8.21 (s, 1H);
8.62 (t, 1H);
10.46 (s, b, 1H) ppm.
182 o 1.15-1.31 (m, 12H); |MW: 151/
/E:j\ ] r<:>-0H
S
?)LN N'j: }{_ 131-145 (m, 2H);  |497.617 |166
0 \‘~QN
1.72-1.85 (m, 2H);




189 -SOH 1. 15 -1.3 0 (m 12H); MA 151/ O 1.65-1.91
(m 2H); 531.699 166 -0 N, \., N 2.05 (s, 3H); 2-(E
or Z)-Cyano-2-(5-(E/2)-1[3-(2,2- 2.40-2.52 (m 2H); M
di met hyl - propi onyl am no)- 3.38-3.55 (m 2H); (ESI)
phenyl am no] - met hyl ene) - 3-etfyl -4- 3.90-4.05 (m | H);
[MH] +: oxo-thiazolidin-2-ylidene)-N(l - 4.23 (q,
211); 532 hydroxyrnethyl-3-nethyl sul fanyl - 4.84 (t, |

i Bidanateman de, 6. 9T (dBINNR: 7. 09 (RMolReu- |Educt/

E"%ﬁ);@&g.gsa&, I'H): 7.35 (d, [H): 7.69 (s, I|H);

4 (s, IH); 9.21 (s, 111); 10.39 (s, b, 114},oPM |Syn-

plf‘glgg. Exam Structure and Nane ''H- NVR Mol ecu- E(J?Jct/ n

ple [No. lar Syn Weight/ thesis| Ms as in (ESI J .

[Mrl] + Case of 190 0 Irk 1, 15|-1.12 (m 12H): kiR | thesis
MS

1513 N O N

asin
(ESI) the

[M+1]" |Case of

N-[3-({2-[1-(E or Z )-Cyano-2-(4- 3.14-3.28 (m, 2H); MS
hydroxy-piperidin-1-yl)-2-oxo- 3.68-3.80 (m, 1H); (ESD)
ethylidene]-3-ethyl-4-oxo-thiazolidin- |3.80-3.93 (m, 2H); [M+1]7:
5-(E/Z)-ylidenemethyl}-amino)- 4.10-4.27 (m, 2H); 498
phenyl]-2,2-dimethyl-propionamide 4.80 (d, 1H);
6.90 (d, 1H);
7.23 (t, 1H);
7.35 (d, 1H);
7.69 (s, 1H);
8.04 (s, 1H);
9.23 (s, 1H);

10.20 (s, 1H) ppm.

183 1.12-1.30 (m, 15H); |MW: 151/

(0] [ j e} —
?)LN H’j:s}-{_h' 3.21 (pent., 2H); 441.553 |166
0] Nk \\N

4.24 (q, 2H);

2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- | ¢ 93 (d, 1H); MS

dimethyl-propionylamino)- 7.23 (¢, 1H); (ESD

1 axilasnas | Py . | 1 Y aelayst A




N NA~: 3.01 (s, 6H); 441.553 166 4.20 (g, 2H); 2-(E
or Z)-Cyano-2-(5-(E/2)- 1[3 -(2,2- 6.90 (d, 1H; M5
di met hyl - propi onyl ami no)- 7.22 (t, 1H); (ESI)

phenyl am no] - net hyl ene) -3-ethyl-4- 7.35 (d, 1H);
[MHI] + oxo-thiazolidin-2,ylidene)-N N 7.69 (s,
IH); 442 dinethyl-acetamde 8.02 (s, IH); 9.22 (s,
1H); 10.29 (s, I H ppm 191 0 lik OH 1. 16-1.3 0 (m

A )| DT A A B L0 /=1 -0 "~ [F.NMRN H - ST A
E ﬁ"z_'{esfdgy&rfaiwfg? 552 166 N 3.2%1\1(“31,{ 2H) ; 2-(%@‘% Educt/
pl@%ano-z-(&(azy 1[3-(2,2- 4.24 (q, 2H); MS

t hyl - propi onyl am no)- 4.75((t, 1H); (ESI) lar Syn-

phenyl am no] - met hyl enel - 3-et hyl|-4- 6.91 (d, 1H\ iy I Mlls ..
+. |oxo-thiazol i di n-2-ylidene){N-(2- 7.21 (t, 1“%’6‘%{\‘44715@“‘8
226 | Exam Structure and Nane 'H NVR Mol ecu- E(:M t/ .
ple|No. lar Syn Weight/ thesis| M5 as in (ESI)Ythe |31
[ Mtl]] + Case of hydroxy-ethyl)-acetam de 7.34 (d, 1H)|
7.40 (s, 111): (ESD™ " fthe

[M+1]" |Case of

phenylamino]-methylene}-3-ethyl-4- | 7.35 (d, 1H); [M+1]7:
oxo-thiazolidin-2-ylidene)-N-ethyl- 7.63-7.75 (m, 2H); 442

acetamide 8.00 (d, 1H);
9.23 (s, 1H);

10.38 (d, 1H) ppm.

184 1.16-1.29 (m, 12H); |MW: 151/

Q [ j o
*LH ﬁ'j;s>-<_m 2.72 (d, 3H); 427.526 |166
0 N\\ \\N

423 (q, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- 6.92 (d, 1H); MS
dimethyl-propionylamino)- 7.23 (¢, 1H):; (ESI)
phenylamino]-methylene} -3-ethyl-4- 7.35 (d, 1H); [M+1]7:
oxo-thiazolidin-2-ylidene)-N-methyl- 7.61 (s, 1H); 428
acetamide 7.70 (s, 1H);

8.01 (s, 1H);

9.23 (s, 1H);

10.40 (s, 1H) ppm.
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(s,

151/
511.644 166

114) ;

8.03 (s,

111) ;

9.21 (s, 1H

2-(E

1 H ppm 192 0 Nk OH 1. 17-1.3 0 (m 12H): M\
1140 Q) NIOM'):S 1.44-1.59 (m 2H);

-0 N\N 1.59-1.84 (m 4H);

10. 48

or Z

)- Cyano- 2- (5- (E/Z)- 1[3 - (2,2 1.84-2.00 (m 2H); M5

di net hyl - pr opi onyl am no) -

3.42

(d, 2H);

(ESI)

phenyl am no] - met hyl ene) -3-ethyl-4- 4.21 (q, 2H); [ Ml

B [ e T L opentyil) aaam de 6. 70 (o 1|~
PENRry Strbct ure and Kane.* H Nk ol ecu-  Educt /| Tple |
No. |lar Syn Weight/ thesis Mslas in (ESI) thewlo-e :
()% oo o Tes (5] T foa'ce, T PP
’ MS as in
(ESD) |the
[M+1]" | Case of
185 e 1.15-1.32 (m, 12H); |MW: |151/
o o 3
Z)LH/@H/IS}{-NO 1.65-2.03 (m, 4H);  |497.617 |166
"\ 3.35-3.48 (m, 1H);
N-[3-({2-[1-(E or Z )-Cyano-2-(2- 3.50-3.70 (m, 3H); | MS
hydroxymethyl-pyrrolidin-1-yl)-2-oxo- 4.05-4.32 (m, 3H); (ESI)
ethylidenc]-3-ethyl-4-oxo-thiazolidin- | *+7° (& 1H); [M+1]™:
5-(E/Z)-ylidenemethyl}-amino)- 6.91 (d, 1H); 498
phenyl]-2,2-dimethyl-propionamide 7.23 (t, 1H);
7.35 (d, 1H);
7.69 (s, 1H);
8.02 (s, 1H);
9.23 (s, 1H);
10.32 (s, 1H) ppm.
186 oH 1.10-1.30 (m, 13H); |MW: [151/
;LNO\N/IS*%b 131-1.73 (m, 4H);  |511.644 |166
i "o N\ 1.73-1.89 (m, 1H);
N-[3-({2-[1(E or Z )-Cyano-2-(2- 2.87-3.05 (m, 1H); | MS




1930(}|117128(m12H) MA 151/ e L P .4 SN
N'SHHH~_>~", 1.30 (s, 6H); 485.606 166 O N ~

N 3.38 (d, 2H); 2-(E or Z )-Cyano-2-(5-(E/2)- 1
[3-(2,2- 4.20 (g, 211); Ms dinethyl -propionyl anm no) -
5.19 (t, 1H); (ESI)

phenyl am no] - net hyl enel - 3- ethyl 4- 6.68 (s, | H);

[I\/Hr11+ oxothlazoI|d|n2yI|dene) N-(2- 6.94 (d,

T T -dimet ) -acet a - [Educt/
Ex?rré Sﬁi&mf %)SW 7 Vi-NeNRY 1) - M6Rcu uc

(d, 1H); 7.70 (s, 111); 8.01 (d,
lf‘sﬁ’ 9.23 (s, IH); 10.38 (d, 1H ppm 228 Exgg Syn-
P Ycture and Nane 'H NVR Mol equ- Educt/ ple No. |ar
Syn (Weight/ thesis M as in (|ESI) the [M+11-I\Ng%§ thesi
of 194 1. 13 -1.3 0 (m 12H; MAN 1511 O r4~d M f | thesis
2.72-2.93 (m 2H); 547.677 166 | N -S H 3.44 (J§;s2H | asin
HH

(ES)  |the

[M+1]" | Case of

hydroxymethyl-piperidin-1-yl)-2-oxo- | 3.45-3.65 (m, 2H); (ESI)
ethylidene]-3-ethyl-4-oxo-thiazolidin- | 3.89-4.01 (m, 1H); M+1]7:
5-(E/Z)-ylidenemethyl} -amino)- 4.10-4.35 (m, 3H); 512
phenyl]-2,2-dimethyl-propionamide 4,75 (t, 1H);
6.90 (d, 1H);
7.22 (t, 1H);
7.34 (d, 1H);
7.70 (s, 1H);
8.00 (s, 1H);
9.23 (s, 1H);

10.20 (s, 1H) ppm.

187 o ,©\ o O 1.15-1.29 (m, 12H); |MW: 151/
N
Y‘LH N'j:s% 1.83 (m, 4H); 467.591 |166
o} N\\ \\N
3.49 (m, 4H);
N-(3-{[2-(1-(E or Z )-Cyano-2-0x0-2- 421 (g, 2H); MS
pyrrolidin-1-yl-ethylidene)-3-ethyl-4- | ¢ ¢ (d, 1H); (ESI)

oxo-thiazolidin-5-(E/Z)- 7.17 (t, 1H); [M+1]":

1° 2 al 1] M ) 1 A e B 1




N~ 3.98-4.08 (m 1H); M
N- (I -Benzyl - 2- hydroxy-ethyl)-2-(E or 4.21 (q, 2H);
(ESD Z)-Cyano-2-(5-(E/ 2)-1[3-(2,2- 4.94 (t, | H);

[Mel] +: di met hyl - propi onyl ani no) 6.93 (d I H); 548
phenyl am no] - net hyl enel -3-¢jhyl-4- 7.08-7.39 (m 8H);

oxo-t hi azol i din-2-ylidene)-acetam de 7. 70 (s 1H);

8.02 (s, 111): 9.23 (s, 1H); 10.40 (s, | H ppm 195

4 O3 o O ya

Exgm. | Structdreany H MW I5T ‘I‘IJNM NK "1z, CI FMBlecu- | Educt/
’??‘71 i Eeﬁ)nr%aé"?es 166 .e SINNH IS IAHH 0N
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di mgt hyl - prol Di on-yl am no) 229 | Exam Structur ﬂt/ thesi
Nanmg ' H NVR Mol ecu- Educt ple|No. lar Syn Wi SW?% s
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(ESD) the
[M+1]" |Case of
ylidenemethyl}-amino} -phenyl)-2,2- 7.31 (d, 1H); 468
dimethyl-propionamide 7.50 (s, 1H);
8.14 (s, 1H);
9.13 (s, 1H);
10.34 (s, 1H) ppm.
188 o \ 1.17-1.28 (m, 12H); |MW: 151/
Dme 34"
S
N H'j: »-z' N 2.54 (s, 6H); 456.568 |166
TN
4.23 (q, 2H);
N-[3-({2-[(E or Z )-Cyano-(N',N'- 6.91 (d, 1H); MS
dimethyl-hydrazinocarbonyl)- 7.22 (t, 1H); (ESI)
methylene]-3-ethyl-4-oxo-thiazolidin- |~ 3¢ (d, 1H); [M+1]":
5-(E/Z)-ylidenemethyl} -amino)- 7.68 (s, 1H); 457
phenyl]-2,2-dimethyl-propionamide 8.02 (s, 1H);
8.58 (s, 1H);
9.22 (s, 1H);
10.40 (s, 1H) ppm.




(ESI) the [M+l]+ Case of dinethyl-propionyl am no)-
6.91 (d, 1H); [Ml] +:

phenyl am no] - net hyl enel -3-ethyl -4- 7.17-7.27 (m 2H);
534 oxo-thiazolidin-2-ylidene)-N-(2- 7.27-7.40 (m
S5H); hydroxy- 1 -phenyl-ethyl)-acetamde 7.69 (s,

2H); 8.00 (s, 111); 9.21 (s, 1H; 10.36 (s, IH) ppm
196 0- OH 1.19-1.31 (m 12H); MW 151/ OI|kCIL
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E"?f" §§r€l§tge 2-[2-(E or Z )-Cyano-2-(5-(FE/ 2)-
11 4. 25 (q 2H) I\/IS (2, 2-di mgt hyl - pr opi onyl ajfpo) -
PiaN43 (m 111); (ESI) phenyl anijno] - et hyl enel
-3-gthyl-4- 5.25 (t, | H); [Ml]+: : thesi
oxo-|t hi azol i di n-2-yl i dene}- 6.93 (d, IH): 516 | cent |thesis
acet|yl am no] - 3- hydr oxy- propi onilc acid 7.23 (t, ]%él)

Syn-

methyl ester 7.30-7.41 (m 2H):| 7.71 (s, 1H): asin
Exam Structure and Name ' H NVMR Mol ecu- Educt/ E%&e th
No. {lar Syn Weight/ thesis ( ©

[M+1]" | Case of

- - ; : 151
189 ] s_}_jOH 1.15-1.30 (m, 12H); |MW 51/
O,
Nz@”ts >_<‘N 1.65-1.91 (m, 2H);  |531.699 |166
"M\ 2.05 (s, 3H);

2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- |240-2.52 (m, 2H); | MS

dimethyl-propionylamino)- 3.38-3.55 (m, 2H); (ESD

. +t
phenylamino]-methylene}-3-ethyl-4- 3.90-4.05 (m, 1H); [M+1] "

oxo-thiazolidin-2-ylidene)-N-(1- 4.23 (q, 2H); 532
hydroxymethyl-3-methylsulfanyl- 4.84 (t, 1H);

propyl)-acetamide 6.91 (d,b, 1H);
7.09 (s, b, 1H);
7.23 (1, 1H);
7.35 (d, 1H);
7.69 (s, TH);
8.04 (s, 1H);
9.21 (s, 1H);

10.39 (s, b, 1H) ppm.




M5 as in
9.24 (s,

(ESI') the [Mt1l]+ Case of 8.07 (s, 1H);
IH); 10.48 (s, 1H) ppm 197 I1CH 0.89 (t, 3H);
MAN 1511 11~t 0 O S N 1.15-1.35 (m 14H); 499.633 166

H H

HN O 9%-

N 1.40-1.55 (m 2H);

2-(E or

Z) - Oyano- 2- (5- (E/ 2)- 1[ 3- (2, 255 3. 35-3.50 (m 2H); M5

di net hyl - pr opi onyl am no) -

3.87 (m 1H);

(ESI)

phenyl am no] -nethyl enel -3-ethyl-4_ 4.24 (q, 2H); [Mtl
B [ A Tyl ) acer aronis 05 (o Ipp e g
) lq 1H; 7.25 (t, 1H); 7.36 (d, 1H); 7.70 (9ar 1H) :|Syn-
pé&.B‘l (d, 1H); 9.24 (s, | H; 231 Exam Strucfture and
Namg ' H- NMR Mol ecu- Educt/ ple No. lar Syn Weight/ | thesis
MS as in
(ESI) the
[M+1]" | Case of
190 0 O\ o / 1.15-1.32 (m, 12H); |MW: 151/
?)LH N’j::>-< \ 3.01 (s, 6H); 441.553 |166
T 4.20 (q, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- 6.90 (d, 1H); MS
dimethyl-propionylamino)- 7.22 (t, 1H):; (ES)
phenylamino]-methylene} -3-ethyl-4- 7.35 (d, 1H); [M+1]*:
oxo-thiazolidin-2-ylidene)-N,N- 7.69 (s, 1H); 442
dimethyl-acetamide 8.02 (s, 1H);
9.22 (s, 1H);
10.29 (s, 1H) ppm.
191 o O\ o /_/OH 1.16-1.30 (m, 12H); |MW: 151/
N
*Lu u'oj/:}-{: H 3.28 (q, 2H); 457.552 | 166
~ 3.48 (g, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- | 4,24 (q, 2H); MS
dimethyl-propionylamino)- 4.75 (t, 1H); (ES])
phenylamino]-methylene}-3-ethyl-4- | ¢ 99 (d, 1H); [M+1]™:
oxo-thiazolidin-2-ylidene)-N-(2- 7.21 (¢, 1H); 458




Weight/ thesis M as in (ESI) the [Mtl]+ Case of
10.38 (d, 1H) ppm 198 0.83-0.94 (m 6H); MW 1511 S

NNOH 0 1.18-1.65 (m 15H); 513.659 166 AO N O 3.41

(m 2H); 3.97 (m I H; M5 2-(Eor Z
)-Cyano-2-(5-(E/2Z2)- [3-(2,2,4% 21 (q, 2H); (ESI)

di net hyl - propi onylam no)- 4.78 (t, | H; [MI] +:
phenyl am no] - net hyl ene) -3-ethyl-4 6.54 (d, IH); 514

E)ﬁ%ho L &GR dndNbine YT 1 dene) - N- (T'THRMR (d, 1H);|Molecu-

ydrloxymet hyl - 3-met hyl -butyl) 7.23 (t, IH); acetam de

Educt/

pltzlgl,g. |5H§d 1H; 7.71 (s, IH; | 8.00 (d, 1H; |1 24 |Syn-
Weight/ |thesis
MS asin
(ESI) the
[M+1]" |Case of
hydroxy-ethyl)-acetamide 7.34 (d, 1H);
7.40 (s, 1H);
7.68 (s, 1H);
8.03 (s, 1H);
9.21 (s, 1H);
10.48 (s, 1H) ppm.
151/
1.44-1.59 (m, 2H), 511.644 |166

Pl

192 OH 1.17-1.30 (m, 12H); |MW:
0
N

1.59-1.84 (m, 4H);

2-(E or Z )-Cyano-2-(5-(B/Z)-{[3-(2,2- |1-84-2.00 (m, 2H); MS

dimethyl-propionylamino)- 3.42 (d, 2H); (ESD)

+l
phenylamino]-methylene} -3-ethyl-4- 4.21(q, 2H); [M+1] ™
oxo-thiazolidin-2-ylidene)-N-(1- 5.10(t, 1H); 512

hydroxymethyl-cyclopentyl)-acetamide |6.70 (s, 1H);
6.91 (d, 1H);

7.22 (t, 1H);

7.35(d, 1H);




10.39 (d, 1H) ppm 232 Exam Structure and Nane
"H NVR Mol ecu- Educt/ ple No. |ar
Ms as in (ESI) the [MH]+ Case of 199 IOH 0.91 (s,
9H); MW 1511 0 O NN s 1.20-1.32 (m 12H); 513.659
166 0 O NN 3.58 (t, 2H); 24(E or Z )-Cyano-2-(5
-(E2)- [3 -(2,2- 3.73 (m 1H); M

di met hyl - propi onyl am no)- 4.25 (q, 2H); (ESI)

Syn Wi ght/ thesis

ERRR Bt nd Rty | ene) - 3- et hyTTTE-NMRE8 (T, THMoledlt! [Educt/
+:  |oxo-thiazolidin-2-ylidene){N-(I- 6.75 (d, | H,; 514
plmg.r oXyr net hyl -2, 2-di met hyl - prapyl )- 6.95 (d, [4§; Syn-
acetlamde 7.24 (t, 1H; 7.36 (d, IH; 7.72 (s, |H;
8.07 (d, IH; 9.24 (s, IH; 10.40 (d, 1H) ppn - .
oH d.85 (d, 3H); MV 1511 0 0| s 0.90 (d, 311 weidy”|thesis
499.1633 166 O MS as in
(ES)  |the
[M+1]" |Case of
7.69 (s, 1H);
8.04 (s, 1H);
9.21 (s, 1H);
10.38 (s, 1H) ppm.
OH 1.17-1.28 (m, 12H); |MW: 151/
193 o : o ) k ( )
?)LH H'j:sy-i' ; 1.30 (s, 6H); 485.606 |166
° N\\ \\N
3.38 (d, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- |4.20 (q, 2H); MS
dimethyl-propionylamino)- 5.19 (t, 1H); (ESD)
phenylamino]-methylene}-3-ethyl-4- | ¢ 68 (s, 1H); [M+1]%:
oxo-thiazolidin-2-ylidene)-N-(2- 6.94 (d, 1H); 486
hydroxy-1,1-dimethyl-ethyl)-acetamide |7 23 (t, 1H);
7.37 (d, 1H);
7.70 (s, 1H);
8.01 (d, 1H);
9.23 (s, 1H);
10.38 (d, 1H) ppm.




N1. 17-1.3 0 (m 12H); 233 Exam Structure and Nane
"H NVR Mol ecu- Educt/ ple No. lar Syn Weight/ thesis
Ms as in (ESI) the [Ml]+ Case of

2- (Eor2z)-Cyano-2-(5-(E/2)-1[3-(2,2- 1.90(octet,lH; M
di met hyl - propi onyl am no) - 3,41-3.60 (m 2H); (ESI)
phenyl am no] - net hyl enel -3-ethyl-4- 3.68 (m 1H); [ Mtl]
+: oxo-thiazolidin-2-ylidene)-N(I- 4.23 (q, 2H); 500

T Y NamEt YT - PropyT ) {"H-NmMR(T, TH; TMolecu- |Educt/
Efg%ﬁetgpnﬁdfefe?ﬁg}gdnﬁ, 1H,; 6.94 (d, 1H; 7.25 e e

(t,
IH);l 7.37 (d, 1H); 7.72 (d, 1H); 8.02 (d, 1H), Svn-
plqﬁ%n (s, I H; 10.40 (d, IH ppm 201 N% O 10 E?PO.85 n
(t, |3H); MWN 1511 1.20-1.31 (m 12H); 485.606 0 -
N, N 1.40-1.68 (m 2H); 2-(E o ‘g’@%-ﬂ‘“‘s
[3-(2,2- 3.45 (m 2H); M 234 |Exam Structureﬁgd

Z )-Cyano-2-(5
Namg ' H- NVMR Mol ecu- Educt/

=50

asin
(ESI) the

[M+1]" |Case of

194 1.13-1.30 (m, 12H); |MW: 151/

OH 2.72-2.93 (m, 2H); 547.677 |166

O 2
S N
*L” u’I ).{' H 3.44 (m, 2H);
(o] W

(' 3.98-4.08 (m, 1H);  |MS
N-(1-Benzyl-2-hydroxy-ethyl)-2-(E or | 421 (q, 2H); (ESD)
Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- 4.94 (t, 1H); [M+1]%:
dimethyl-propionylamino)- 6.93 (d, 1H); 548

phenylamino]-methylene}-3-ethyl-4-  |7.08-7.39 (m, 8H);
oxo-thiazolidin-2-ylidene)-acetamide |7 .70 (s, 1H);
8.02 (s, 1H);
9.23 (s, 1H);

10.40 (s, 1H) ppm.

195 Q_J 1.19-1.32 (m, 12H); |MW: 151/
OH
o Q 0, 3 3.71 (m, 2H); 533.65 |166
> D2k
: " Pi; 4.24 (q, 2H);

N
|
490 (q, 1H); MS

-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2-
24 or Z y-Cyano 2 (HE-{H 5.05 (t, 1H); (ESD)

dimethyl-propionylamino)-




ple No. lar Syn Weight/ thesis M as in (ESI) the
[ Mt1] + Case of dinethyl-propionylamno)- 3.76 (m |
H); (ESI) phenylam no]-nethylenel -3-ethyl-4- 4.23 (q,
2H); [MrlI] +1 oxo-thiazolidin-2-ylidene)-N(I - 4.28
(t, IH); 486 hydroxynet hyl B,ropyl) acetam de 6.94 (d,
I H; 7.00 (d, 111); 7.242 7.36 (d, 1H);
7.72 (s, 1H); 8.02 (d, I1H; 924(s,IH); 10. 3 8
Exefh- ?n’ﬁ'&t i Nedee O TTKOF T TIgpeMRZH) ; MV llx'ialkcu- Educt/
o Slso(m 12H): 471.879 166 N- 3.41
2H);| 2-(E or Z )-Cyano-2-(5-(EN2)- {[3 -(2, 2- 3191( Svn-
pl? , M5 dinethyl-propionylamno)- 4.23 (q, 2 a "Syn
(ESI) phenyl am no] - net hyl ene) |- 3-ethyl -4- 4.8 .
IH);| [Ml] + 235 Exam Structjure and Nane fH%N&)Ight/ thesis
i'vgl gcu- Educt/ ple No. lar Syn Wight/ thesis Mg/B as| i
(ESI) the
[M+1]" |Case of
dimethyl-propionylamino)- 6.91 (d, 1H); [M+1]7:
phenylamino]-methylene}-3-ethyl-4- | 7.17-7.27 (m, 2H); 534
oxo-thiazolidin-2-ylidene)-N-(2- 7.27-7.40 (m, SH);
hydroxy-1-phenyl-ethyl)-acetamide 7.69 (s, 2H);
8.00 (s, 1H);
9.21 (s, 1H);
10.36 (s, 1H) ppm.
196 O=l;):/OH 1.19-1.31 (m, 12H); |MW: 151/
o
NQN s 3oy 3.67 (s, 3H); 515.588 |166
2P eO(
"N\ 3.69-3.88 (m, 2H);
2-[2-(E or Z )-Cyano-2-(5-(E/Z)-{[3- 4.25 (q, 2H); MS
(2,2-dimethyl-propionylamino)- 4.43 (m, 1H); (ESD)

: +11*:
phenylamino]-methylene} -3-ethyl-4- 525 (¢, 1H); [M+1]
oxo-thiazolidin-2-ylidene)- 6.93 (d, 1H); >16
acetylamino]-3-hydroxy-propionic acid 7.23 (t, 1H);
methyl ester 7.30-7.41 (m, 2H);

7.71 (s, 1H);




( ESI

) the [M+l]+ Case of

oxo-thiazolidin-2-ylidene)-N-(2- 6.94 (d, 1H);

472

hydroxy- 1 -methyl-ethyl)-acetam de 7.06 (d, 111);
7.24 (t, IH); 7.3 6 (d, I H); 7.71 (s I H); 8.02
(d, 111); 9.25 (s, 1H); 40 (d, | ppm 203 0 O
1.15-1.29 (m 12H); MN 151? ~AN10 NO* Is 3.05
(t, 1H; 451.548 166 0 NN 3.91 (m 2H); 2-(E or Z
S ST e e
P or i 01 1 di n-2-v1 i dene) N prop-2- 7.3 4 Far 1 [
H); |452 ynyl-acetamde 7.63 (g, 111); 7.98 (s .
236 | Exam Structure and Nanme '|H NVR Ml ecu- Educ]lg);p/ thesis
ple |[No. lar Syn Weight/ thesis| M5 as in (ESI Mtshe as in
(ESI)  |the
[M+1]" |Case of
8.07 (s, 1H);
9.24 (s, 1H);
10.48 (s, 1H) ppm.
197 \—1,)_/0H 0.89 (t, 3H); MW: 151/
?)OLHO\H,ISQ” 1.15-1.35 (m, 14H); |499.633 |166
S Y 1.40-1.55 (m, 2H);
2-(E or Z )-Cyano-2-(5-(B/Z)-{[3-(2,2- |3-35-3:30 (m, 2H); | MS
dimethyl-propionylamino)- 3.87 (m, 1H); (ESD
phenylamino]-methylene} -3-ethyl-4- 4.24 (q, 2H); [M+1]":
oxo-thiazolidin-2-ylidene)-N-(1- 4.78 (t, 1H); 500
hydroxymethyl-butyl)-acetamide 6.95 (d, 1H);
6.99 (d, 1H);
7.25 (¢, 1H);
7.36 (d, 1H);
7.70 (s, 1H);
8.01 (d, 1H);
9.24 (s, 1H);




[ Mt1] + Case of

8.09 (s, 1H);

9.20 (s,

1H);

| H ppm 204 1. 12-1.3 0 (m 6H); MN 142/

1.65 (m 411);

(m

) - Cyano- 2- ( 3- et hyl

2H) ;

- 4- oXxo-

10. 45 (s,
NO/ O
497.617 166 1 0 S 0 N~ \N 2.39-2.48
2.52-2.61 (m 2H); M5 [2-(E or Z

5-,9.61-2.72 (m 2H);

(ESI)

(E/2)- {[4-(2-pyrrolidin- 1 -yl-ethyl)- 3.88 (d, 2H);
(Mt1] +: phenyl am no]-nmethylene | -thiazolidin- 4.11
Exafh- Sﬁmctufb%d Namyd 1 dene) - acet yITaINMR - aceti C [aMblcu- |Educt/
4.224 (q, 2H); ethyl ester 6.96-47.19 (m 4H); [7.69 (5],
11) 8.15 (s, 1H); 10.30 (s, b, I H ppm|1437 Svn-
pl%\(l am Structure and Nanme ' H NVR Mol ecu- Educt/| ple n
lar Syn Weight/ thesis MsS|as in (ESI) thes. .
[I\/H]+ Case of 205 1.21 (t, 3H)|; MN 142/ (Weight/ | thesis
MS as in
(ESI) the
[M+1]" |Case of
10.38 (d, 1H) ppm.
198 C 0.83-0.94 (m, 6H); MW: 151/
OH
o Q o, 3 1.18-1.65 (m, 15H); |513.659 |166
s
Y
N 3.41 (m, 2H);
0 \_ \\N
3.97 (m, 1H); MS
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2-
4.21 (q, 2H); (ESI)
dimethyl-propionylamino)- .
4,78 (t, 1H); [M+1] ™
phenylamino]-methylene} -3-ethyl-4-
6.54 (d, 1H); 514
oxo-thiazolidin-2-ylidene)-N-(1-
7.00 (d, 1H);
hydroxymethyl-3-methyl-butyl)-
7.23 (t, 1H);
acetamide
7.35 (d, 1H);
7.71 (s, 1H);
8.00 (d, 1H);
9.24 (s, 1H);
10.39 (d, 1H) ppm.




NOHO N1.68 (m 4H);
2.35-2.49 (m 2H):

2-(E or Z

455.58 166 VS HHO N~

) - Cyano- 2- (3-ethyl -4-o0xo0-5- 2.54-2.62 (m 2H); M

(E/2)-1[ 4- (2-pyrrolidin-1-yl-ethyl)-

2.62-2.72 (m

2H); (ESI) phenyl am no] - metfyyl enel -thiazolidin- 3.24
(q, 2H); [MH] +: 2-ylidene)-N(2-hydroxy-ethyl)-
3.45 (g, 2H); 456 acetamide 4.20 (q, 2H); 4.74 (t,
Exafil Strgotl apdNamdn SH) ;7. 86 {HBMRM ZH);  [iMélecu-S|/Educt/
IH);} 10.30 (s, IH ppm 206 1.25 (t, 3H); MAN 142/ N
ple%’ﬁ?' 1.66 (m 4H); 449.576 166 |0 N k__ N 2.38-0,48 (mgyn
4H);| 2-(E or Z )-Cyano-2-(3-ethyl -4-o0xo-5- 2.54-2.61
(m |2H); M5 238 Exam Structurle and Name ' H NNR.. .
Mol gcu- Educt/ ple No. lar Syn \Weight/ thesiswﬁ)@htés thesis
'n MS asin
(ESD)  |the
[M+1]" |Case of
199 Ag_/OH 0.91 (s, 9H); MW: 151/
o 0
YILNO\”’):S %H 1.20-1.32 (m, 12H); {513.659 |166
S Y 3.58 (t, 2H);
2-(E or Z )-Cyano-2-(5-(B/Z)-{[3-(2,2- |3-73 (m, 1H); MS
dimethyl-propionylamino)- 4.25 (g, 2H); (ESD)
phenylamino]-methylene} -3-ethyl-4- 4.68 (t, 1H); [M+1]":
oxo-thiazolidin-2-ylidene)-N-(1- 6.75 (d, 1H); 514
hydroxymethyl-2,2-dimethyl-propyl)- | 695 (& 1H);
acetamide 7.24 (¢, 1H);
7.36 (d, 1H);
7.72 (s, 1H);
8.02 (d, 1H);
9.24 (s, 1H);
10.40 (d, 1H) ppm.
200 oH 0.85 (d, 3H); MW: 151/
IO s 8
S 0.90 (d, 3H); 499.633 | 166
N
S Y 1.17-1.30 (m, 12H);




( ESI

1 -yl

[ Mt
2H) ;
I H);

P WaVal

) the
-ethyl)-

] +
450 4.24 (q,
8.90 (s, |

H) ;

[ Ml ] + Case of

2H) ;

(E/2)- |
2.61-2.76 (m 2H);
phenyl am no] - net hyl ene} -thiazolidin-
2-ylidene)-Nprop-2-ynyl -
7.10s, 7 28 (m 411);
10. 31
1.00-1.45 (m 6H) MN 152/

(ESD
3.07 (t,

1 H ppm 207

1H);

acetam de 3.93 (m
8.40 (s,

HO

N 1.57-1.73 (m 2H);

[4-(2-pyrrolidin-

SHLT4 \' 1.86-2. 12 ( THAMR 4-(E or Molecu- Educt/
E")%F‘c,y%rﬁ"‘?&[aé‘d tal%l _5-(E/Z)_ 2.38-2.55 (m 2H):
1;2&;)1-[2 (4- hydroxymst hyl - pi peridin- 1 - 2.62-2.14 (m Syn-
P )| (ESI) yl)-ethyll -phenylam nol -nethyleng)-4-
2.89-3.05 (m 211); [ M1l +: .
oxo-|t hi azol i di n-2-yl i dene] - N-prlop-2- 3.06 (t, 1\Y|fl;gh%91fhesm
Ynyl|-acetam de 3.24 (t, 211); 3.90 (m 2H); ZS@SExam .
Structure and Name ' H NMR Mol edu- Educt/ ple NG° |ar|2™
Syn \Weight/ thesis mnms as in (|[ESI) the [M+l]f Case
of |4.24 (q, 2H); (ESI)  |the
[M+1]" |Case of
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- |1.90 (octet, 1H); MS
dimethyl-propionylamino)- 3.41-3.60 (m, 2H); (ESI)
phenylamino]-methylene}-3-ethyl-4- | 3.68 (m, 1H); [M+1]™:
oxo-thiazolidin-2-ylidene)-N-(1- 4,23 (q, 2H); 500
hydroxymethyl-2-methyl-propyl)- 4.75 (t, 1H);
acetamide 6.88 (d, 1H);
6.94 (d, 1H);
7.25 (t, 1H);
7.37 (d, 1H);
7.72 (d, 1H);
8.02 (d, 1H);
9.24 (s, 1H);
10.40 (d, 1H) ppm.
201 o Q O—>_/°H 0.85 (t, 3H); MW: 151/
N N'j:s}{- H 1.20-1.31 (m, 12H); |485.606 |166
0 N\\ \\N
1.40-1.68 (m, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- |3 45 (m, 2H); MS




4.44 (m 1H);

(d,
3H);

7.10-7.30 (m 5H); 8.09 (t, 1H);

1H ppm 0 1.25 (t, 3H); MAN 208 INT13 N

397.501 8/166 \N 2.35 (m

4H); 2-(E or

Z)-(3-Ethyl-4-0x0-5-(E/2)- 3.55 (m 4H); ns
phenyl am nomet hyl ene-t hi azoldi

n-2- 4.20 (q, 2

H) ;

10. 32
2.20 (s,

(ESI) vylidene)-3-(4-nethyl-piperazin-1-yl)-3- 7.17
(t, 1H); [Mtl] +: oxo-propionitrile 7.24-7.40 (m
Exahi-; Sﬁ%@tu?%a’h(d}‘la?me 1H)5 10. 20 (9/HINMR PPM 209 Nokefu- [Educt/
(t, [BH); INT13 0 .4 S > ~|No 4NH2 1.50 (m 2H);
4 511 8/166 ON \\ N1.78 (m 2H); 240 Ex .
pleSﬁr'uct_ure and Nanme ' H NWR _I\/bI equ- Educt/ ple ﬂg‘} | ar Syn
g%/n Weight/ thesis M as in (|ESI) the [Mll'Weﬁﬁée thesis
MS as in
(ESI) the
[M+1]" |Case of
dimethyl-propionylamino)- 3.76 (m, 1H); (ESI)
phenylamino]}-methylene}-3-ethyl-4-  |4.23 (q, 2H); [M+11™:
oxo-thiazolidin-2-ylidene)-N-(1- 428 (t, 1H); 486
hydroxymethyl-propyl)-acetamide 6.94 (d, 1H);
7.00 (d, 1H);
7.24 (t, 1H);
7.36 (d, 1H);
7.72 (s, 1H);
8.02 (d, 1H);
9.24 (s, 1H);
10.38 (d, 1H) ppm.
OH . .
202 o Q o )_/ 1.11 (d, 2H); MW: 151/
s
N H'j: %” 1.19-1.30 (m, 12H); |471.579 |166
o) N\\ \\N
3.41 (m, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- |3 91 (m, 1H); MS
dimethyl-propionylamino)- 4.23 (q, 2H); (ESD)
phenylamino]-methylene}-3-ethyl-4- | 4 ¢4 (t, 1H); [M+1]:




1-[2-(E or Z )-Cyano-2-(3-ethyl-4-oxo- 2.40 (t, |H);
MS 5- (E/ Z) - phenyl am nonet hyl ene- 2. 97 (t, 2H); (ESI)
thiazolidin-2-ylidene)-acetyl]- 4.05-4.29 (m 4H);
[MH] +: piperidine-4-carboxylic acid am de 6.81 (s,
1H); 426 7.05 (t, IH); 7.2Q57.40 (m 5H); 8.10 (s,
1H); 10. 15 (s, 1 H ppm 210 -h 0 1.27 (t, 3H); INT13
S> NO 1.87 (m b, 4H); 368.459 8/166 O N, N 3.51
G- [Rirufiile and Namd! Z ) - (3- ELhYTHANMRO- 5- (E/ 7) -Mé}le&ii Educt/
B g, gl%?‘; e’I\?él phenyl am nonet hyllene-t hi azol i di nr2- 7.05
1H); (ESI) vylidene)-3-0x0-3-pyrrolidin-1-plr Svn-
pl‘%&ﬁk‘:-?. 39 (m 4H); [Mt1ll +: prjopionitrile 8.20 r(s, n
1H);| 369 10.23 (s, 1H ppm 241 Exam Structur :
Nanmg ' H NVR Mol ecu- Educt/ ple No. lar Syn V\é\gﬁ%ﬁg thesis
thesis M5 as in (ESI) the [Ml]+ Case of 21}&,94 1. as in
15-1.90 (m 8H); MW INT13 1 Z4.85-3.05 (m 114},
412.512 1 .24-3. 4 I ;
512 8/166 0 3 3.40 (m ; (ES]) the
[M+1]" |Case of
oxo-thiazolidin-2-ylidene)-N-(2- 6.94 (d, 1H); 472
hydroxy-1-methyl-ethyl)-acetamide 7.06 (d, 1H);
7.24 (t, 1H);
7.36 (d, 1H);
7.71 (s, 1H);
8.02 (d, 1H);
9.25 (s, 1H);
10.40 (d, 1H) ppm.
203 0 _ 1.15-1.29 (m, 12H); |MW: 151/
Qs o
S /N
N N'j:Ny{‘ 3.05 (t, 1H); 451.548 |166
0] W
~ N 3.91 (m, 2H);
2-(E or Z )-Cyano-2-(5-(E/Z)-{[3-(2,2- 4.23 (q, 2H):; MS
dimethyl-propionylamino)- 6.90 (d, 1H); (ESI)
phenylamino]-methylene}-3-ethyl-4- |- 5, (t, 1H); [M+1]":
oxo-thiazolidin-2-ylidene)-N-prop-2- |~ 34 (d, 1H); 452
ynyl-acetamide 7.63 (S, lH);
7.98 (s, 1H);




2-(E or Z)-(3-Ethyl

-4- 0xo0-5-(E Z) -

3.56 (m 2H); M

phenyl am nonet hyl ene-t hi azolidin-2- 3.95 (d, 1H);

(ESI) ylidene)-3-(2-hydroxynethyl- 4.18 (q, 2H);
[MH] +: piperidin-1-yl)-3-oxo-propionitrile 4.3 0
(s, b, 1 H; 413 4.74 (t, Ik)g 7.05 (t, IH);
7.20-7.38 (m 4H); 8.18 (s, 1H); 10.20 (s, | H ppm
212 1 25 (t 3H) MAN INT13 O/ -is, N\ 3.02 (s,
fb‘aln Fh?éo UnN,=> '\' 4. ZHNMR ZI1)7 _di Babre®d, Educt/
E’%ﬁi not clarme 06 (t, I H); 2-(Eor zZ
Cylano- 2- (3-et hyl -4-oxo-5_ 7. 43 7.40 (m 4H); [1tES!) |Syn-
pl%%?’ Exam Structure and Nane '{H NVR Mol ecu- Ec}uct/ n
ple [No. lar Syn Wight/ thesis| M5 as in (ESD .
[ MtlI]] + Case of (E/ Z)-phenyl anijnonet hyl ene- 8. D@Q%Ht/ thesis
1H);} [M+l] +: thiazolidin-2-ylildene)-N, N-di net % 10 as in
18 (d, I H ppm 343 acetamdg 213 1 ** 1.26 ,
3H) ;| MW INT13 2.71 (d, 3H); 328.394 8/166 (ESD) the
[M+1]" |Case of
8.09 (s, 1H);
9.20 (s, 1H);
10.45 (s, 1H) ppm.
J12-1. , 6H); MW: 142/
204 C\N /_<o—/ 1.12-1.30 (m, 6H)
\/\@H,IS}O{_N o |1.65 (m, 4H); 497.617 |166
N\ 2.39-2.48 (m, 2H);
2.52-2.61 (m, 2H); MS
[2-(E or Z )-Cyano-2-(3-ethyl-4-0x0-5- 2.61-2.72 (m, 2H); (ES)
(E/Z)-{[4-(2-pyrrolidin-1-yl-ethyl)- 3.88 (d, 2H); [M+1]*:
phenylamino]-methylene} -thiazolidin- 411 (q, 2H); 498
2-ylidene)-acetylamino]-acetic acid 422 (q, 2H);
ethyl ester 6.96-7.19 (m, 4H);
7.69 (s, b, 1H);
8.15 (s, 1H);
10.30 (s, b, 1H) ppm.




0- NN4.21 (q, 211); 2-(E or Z

) - Cyano- 2- ( 3-et hyl -4-o0xo0-5- 7.06 (t, | H; M

(E/ Z) - phenyl am nomet hyl ene- 7.23-7.39 (m 4H); (ESI)
thiazolidin-2-ylidene)-N-nmethyl- 7.63 (q, | H; [ Ml
+  acetam de 8.08 (s, IH;,329 10. 3 0 (s, | H ppm
1. 15 (d, 6H); MW INT13 2I4 at, 1.25 (t, 3H);
356.448 8/166 -0 N 3.99 (octet, 1H); 2-(E or Z

E mL'y %tﬁre(aﬁdq{a?lyé 4- 0X0-o- 4. 431INMR<F) ;. V5 | Molecu- |Educt/
phenyl am nonet hyl ene- 7.05 (t, 1H); (ESI

@ zoI|d|n 2-ylidene)-Nisoprapyl- 7.23-7.40 '(_159 Svn-
W, [Mel] +: 243 Exam Strugture and Name ' |H NWVR y
Mol gcu- Educt/ ple No. lar Syn Weight/ thesis| M5 as .
in |(ESI) the [M1]+ Case of |acetanide 8.09 (‘HF‘gF‘Z) .thesis
357 110.28 (d, II1) ppm 215 1,08 (1, 3H; MW 811111 )
N. I+ S MS asin

(BESI) |the

[M+1]" | Case of

205 C\N i /_/OH 1.21 (t, 3H); MW: 142/
Elﬁts >_<~” 1.68 (m, 4H); 455.58 |166
TN 2.35-2.49 (m, 2H);
2-(E or Z )-Cyano-2-(3-ethyl-d-oxo-5- | 2-54-2:62 (m, 2H); | MS
(B/Z)-{[4-2-pyrrolidin-1-yl-ethyl)- | 262-2:72 (m, 2H); 1 (ES)
phenylamino]-methylene} -thiazolidin- 3.24 (q, 2H); [M+1]7:
2-ylidene)-N-(2-hydroxy-ethyl)- 3.45 (q, 2H); 456
acetamide 4.20 (g, 2H);
4.74 (t, 1H);
7.06-7.19 (m, 3H);
7.86-7.06 (m, 2H);
8.20 (s, 1H);
10.30 (s, 1H) ppm.
206 1.25 (t, 3H); MW: 142/

@
Q =
V\Q\N'j:s }_{-[j 1.66 (m, 4H); 449,576 |166
S Y 2.38-2.48 (m, 4H);

2-(E or Z )-Cyano-2-(3-ethyl-4-oxo-5- |2-34-2:61 (m, 2H); | MS

LTI




0- NaN~ N 11 N 1.25 (t, 3H); 387.420 0 0 3.24 (q,
2H); 2-(E or Z )-Cyano-N-ethyl-2-13 -ethyl- 4.24 (q,
2H); M5 5-(E/2)-[(3-nitro-phenylamno,)- 7.61 (t,
1H); (ESI) nethyl ene]-4-oxo-thiazolidin-2- 7.71-7.81
(m 2H); [M11l +  ylidene),sacetanide 7.86 (d, 1H);
388 8.10 (s, 111); 8.20 (s, 1H); 10.50 (s, 1H ppm
216 0-/ 1.22 (t, 3H; MW 89/166 0 0/ ~ N+ 0 1.28
Exaht | Stbctuftamd Nfflpe 0 O N v L \“FNNMRO (d, ZH)[Mblkcd-H Educt/
or zg) &yano-2-(3-ethyl -5-(E/2)_ 4,14 (q, 2H):| NS
1% 3-n|tro phenyl ami no) - et hyl ene] - 4 4.25 (09, Ak Syn-
am Structure an me Ecu-
PYESI) 244 Ex S d [Name ' H NVR Mbl
Edugt/ ple No. lar Syn Wight/| thesis M as . .
(ESI)) the [Ml]+ Case of oxo-[thiazolidin-2-y W&‘éﬁ‘é) thesis
- 7.160 (t, 1H): [MH] +: MS wsin
(ESD)  |the
[M+1]" |Case of
(E/Z)-{[4-(2-pyrrolidin-1-yl-ethyl)-  |2.61-2.76 (m, 2H);  [(ES])
phenylamino]-methylene} -thiazolidin- |3.07 (1, 1H); M+11%:
2-ylidene)-N-prop-2-ynyl-acetamide 3.93 (m, 2H); 450
4.24 (q, 2H);
7.10-7.28 (m, 4H);
8.40 (s, 1H);
8.90 (s, LH);
10.31 (s, 1H) ppm.
207 Ho/\O 1.00-1.45 (m, 6H); MW: 152/
N
(o] Ve _ .
\/\©\H'IS>_<_H 1.57-1.73 (m, 2H); 493.629 |166
0N N\ .
Y 1.88-2.12 (m, 2H);
2-(E or Z )-Cyano-2-[3-ethyl-5-(8/Z)- |2-38-2.55 (m, 2H); | MS
({4-[2-(4-hydroxymethyl-piperidin-1- 2.62-2.78 (m, 2H); (ESD
yl)-ethyl]-phenylamino} -methylene)-4- 2.89-3.05 (m, 2H); [M+1]":
oxo-thiazolidin-2-ylidene]-N-prop-2- 3.06 (t, 1H); 494
ynyl-acetamide 3.24 (1, 2H);
3.90 (m, 2H);




acetylam no)-acetic acid ethyl ester 7.79 (d, 1H); 446
7.86 (d, 1H); 8.01-8.15 (m 214); 8.23 (s, IH); 10.55
(s, 1H ppm 217 N 1.25 (t, 3H); MAN INT13 4.16 (d,
2H); 353.405 8/166 O N~ ""N 4.23 (q, 211); 2-(Eor Z
) - Cyano- N- cyanonet hyl - .08 (t, IH; M
(3-ethyl -4-ox0-5-(E/2)- 7.18-7.43 (m 411); (ESI)
phenyl am nonet hyl ene-thi azolidin-2- 8.17 (s, | H);
vt acetam de 8. 3gINNMR, | B, ShokBu-4Educt/
Exag- Sﬁ)“““reyd“dqfdﬁ% 0 218 1.27 |(m 3H), 3.45 MA | NT13
SNIN H_)~>_ (m 1H), 3.53 (M 360.411 8/166(,0 N |gyn-
PleNp. | 4. 21 (m 2H), 245 Exam Structure and Nape m
"H NMR Mol ecu- Educt/ ple No. |lar Syn Weight/ [,S .
nme as in (ESI) the Wg{i‘gﬂ/ thesis
MS asin
(ESI) |the
[M+1]" |Case of
4.24 (q, 2H);
4.44 (m, 1H);
7.10-7.30 (m, 5H);
8.09 (t, 1H);
10.32 (d, 1H) ppm.
208 o 1.25 (t, 3H); MW: INT13
L -
Nﬁ;s}-t \—/ 2.20 (s, 3H); 397.501 |8/166
0 N\\ \\N
2.35 (m, 4H);
2-(E or Z)-(3-Ethyl-4-oxo-5-(E/Z)- 3.55 (m, 4H); MS
phenylaminomethylene-thiazolidin-2- 4.20 (g, 2H); (ESD)
ylidene)-3-(4-methy1-piperazin-1-y1)-3- 7.17 (t, 1H); [M+1] +,
oxo-propionitrile 7.24-7.40 (m, 4H); 398
8.10 (s, 1H);
10.20 (s, 1H) ppm.
: : INT13
209 @ o o 1.24 (t, 3H); MW
H'j/:s}-{'ND—(NHz 1.50 (m, 2H); 425.511 |8/166
o} N\\ \\N
1.78 (m, 2H);




[ Mt ]+ Case of  2- (EorZ)-Cyano- 2-(3- et hyl - 4- 0x0- 5-

4.40(m1H),4.53 M5 (E/ 2)-phenyl am nonet hyl ene- (m

1H), 7.05 (m (ESI)

t hi azol i di n-2-ylidene)-N(2-fluoro- 111), 7.30 (m

411), [Mrl] + ethyl)-acetgpjde 7.7 0 (s, | H, 8. 10

(s, 361 111), 10.31 (s, 114). 219 0 1.22 (m 3H), 2.78

MN INT13 (m 2H), 3.32 (m 418.519 8/166 2H), 4.20

C72 Z)-Cyano- Z2- ( 3TaINmR- 4- 0X0- 5- [ MoROu- | Educt/

E’i"ﬁ‘% 111 mre;anggﬂzﬁ}g (E/ 2) - phenyl|ani nomet hyl ene-| (m
%&l), 7.31 (m (ESI) thiazolidijn-2-ylidene)- lar Syn-
PIRNSHenet hyl - 5H), 7.97 (s, | H)|, [M+] + acetanide

8.12 (s, IH, 10.30 (s, 419 111). 220 0.89 (M ywRbhY: | thesi

1.28 MV INT13 NSO HH (m 5H, 1.46 (m STLVHEhY | thesi

8/166 O N 2H), 3.19 (m 2H), 4.21 (m 2H), 7.;@1\/5 asin

246 | Exam Structure and Nane '|H NVR Mol ecu- E §t/

ple No. lar Syn Weight/ thesis | M5 as in (ESI e h

[ Mr1] + Case of N-Butyl-2-(E or| Z)-cyano-2-(3-¢ - 4{the

1H), 7.32 ESI .

(m 1 (m ) [M+1]" | Case of
1-[2-(E or Z )-Cyano-2-(3-ethyl-4-oxo- 2.40 (t, 1H); MS
5-(E/Z)-phenylaminomethylene- 2.97 (t, 2H); (ESI)
thiazolidin-2-ylidene)-acetyl]- 4.05-429 (m, 4H);  |[M+1]™:
piperidine-4-carboxylic acid amide 6.81 (s, 1H); 426

7.05 (t, 1H);

7.20-7.40 (m, SH);

8.10 (s, 1H);

10.15 (s, 1H) ppm.

210 @ 5 1.27 (t, 3H); MW:  |INT13
N’j:sy{_ N(j 1.87 (m, b, 4H); 368.459 |8/166
o) N\\ \\N

3.51 (m, b, 4H);
2-(E or Z )-(3-Ethyl-4-oxo0-5-(E/Z)- 4.23 (q, 2H); MS
phenylaminomethylene-thiazolidin-2- |- g (t, 1H); (ES])
ylidene)-3-oxo-3-pyrrolidin-1-yl- 7.25-7.39 (m, 4H); M+1]":
propionitrile 8.20 (s, 1H); 369

10.23 (s, 1H) ppm.




0x0- 5- (E/ Z) - phenyl am nonet hyl ene- 4H),

[ M+

111),
| NT13

(m
8H),

+:
! 10.27 371 (d, 1H).
(m 211),

1H),
7.61 (m

221 q
4.39 (d, 211),

7.63 (

1.25 (m 3H),
480.59 8/ 166

m 1H),

t hi azol i di n-2-ylidene)-acetam de 8.08 (m

4.26 MWV
0 7.06

7.45 N-Bi phenyl -4,y methyl -2-(E or Z)- (m
cyano- 2- ( 3-et hyl - 4- oxo-5-(E/ 2) -

511),

8.10 (d, 1H), Ms phenyl am nonet hyl ene-t hi azol i di n- 2-

Ex%mé g&ﬁbtuﬂelafhﬂ’Na%ﬁé 30 (EST) yliTégneyracet am de| Niglecd+8[Educt/
2210 1.25 (m 3H), 4.20 MN I|NT13 N ~S N H 0~/"|
1§§ﬂf 214), 4.50 (m 410.52 8/166 0 S N 2H), 6.0 (M |Syn-
PO, 7.08 (m IH), 7.35 M8 2-|(E or
Z) - Qyano- 2- (3-et hyl -4-o0x0-5- (m 4H), 7.97 (s, v |thesi
(ESI)) 247 Exam Structure and [Name ' H NVR Mol e\}c\',fj{-_g'}l oSl
Educt/ ple No. lar Syn Weight/| thesis M as Iﬂ[ as in
(ESI) the [Mt1l]+ Case of (FE Z)-phenylam nonet §I eneft
8. 10 (s, I H, 8.33 (m _fMml]' ~.
t hi dzol i di n-2-yl i dene)- N-Thioghen-2- 1H), 10. gESPs, |the
1H) .| 411 .
[M+1]" |Case of
211 OH 1.15-1.90 (m, 8H); |MW: |INTI13
ON,ISQN ) 2.85-3.05 (m, 1H); 412.512 |8/166
S Y 3.24-3.40 (m, 1H);
2-(E or Z -(3-Ethyl-4-ox0-5-E/Z)- | >>6 (m 2HD; MS
phenylaminomethylene-thiazolidin-2- 3.95 (d, 1H); (ESD
; M+1]":
ylidene)-3-(2-hydroxymethyl- 4.18 (q, 2H); [M+1]
piperidin-1-yl)-3-oxo-propionitrile 4.30 (s, b, 1H); 413
4.74 (t, 1H);
7.05 (t, 1H);
7.20-7.38 (m, 4H);
8.18 (s, 1H);
10.20 (s, 1H) ppm.
212 @ 1.25 (t, 3H); MW: INT13
Q7
H’j:S}{'N\ 3.02 (s, 6H); 342.421 |8/166
o N N
S N 4.20 (q, 2H);
disclosed, but not claimed 7.06 (t, 1H); MS
2-(E ot Z )-Cyano-2-(3-ethyl-4-oxo-5- | 7:23-7:40 (m, 4H); | (ESI)




yl met hyl -acetam de 223 1.25 (m 3H), 4.20 MW |INT13 S
OHNH(m 2H), 4.35 (m 394.453 8/166 > 0 0 X N
2H), 6.21 (m 1H), 6.40 (m 1H), 7.08 M5 2-(E or
Z) - Cyano- 2- (3-ethyl -4-ox0-5- (m IH, 7.31 (m 4H,
(ESI') (E 2)-phenyl am nonet byl ene- 7.55 (s, 111), 8.13
(m [Mt11l +: thiazolidin-2-ylidene)- N-furan-2- 2H),
10.31 (s, 1H). 395 ylnethyl-acetam de 224 0 0.60 (m
TS M NML3 S N aN 0) TTRIRMRH) , 3. 30 [(Mblecu- |Educt/
Eght | Syl Natiey S 1H), 4.20 (m 2H N 7.07] (m
llﬁ]})’ 7.30 M5 2-(E or Z )-Cyang-N-cycl opropyl - Raf 3- Syn-
P¥nY 14H), 7.65 (m (ESI) ethyl -|4- oxo-5-(E/ Z)- [LH),
8.08 (s, | H, [MI] + 248 ExXam Structure apg thesi
"H NMR Mol ecu- Educt/ ple No. |lar Syn Weight/ tﬁgggg oSl
M5 as in (ESI) the MS .
asim
(ESD the
[M+1]" | Case of
(E/Z)-phenylaminomethylene- 8.09 (d, 1H); [M+1]™:
thiazolidin-2-ylidene)-N,N-dimethyl- | 10.18 (d, 1H) ppm. | 343
acetamide.
213 @ o 1.26 (t, 3H); MW: INT13
/
H'j:%{_ N 2.71 (d, 3H); 328.394 |8/166
o) NK \\N
4.21(q, 2H);
2-(E or Z )-Cyano-2-(3-ethyl-4-0x0-3- | 5 ¢ (t, 1H); MS
(E/Z)-phenylaminomethylene- 7.23-7.39 (m, 4H); (ESI)
thiazolidin-2-ylidene)-N-methyl- 7.63 (g, 1H); [M+1] +
acetamide 8.08 (s, 1H); 329
10.30 (s, 1H) ppm.
1.15 (d, 6H); MW: INT13
214 @ o ) (d, 6H)
H'j:s}-{_ N 1.25 (t, 3H); 356.448 |8/166
0% ™N W
— N 3.99 (octet, 1H);
2-(E or Z )-Cyano-2-(3-ethyl-4-0x0-5- {492 (q, 2H); MS
(E/Z)-phenylaminomethylene- 7.05 (t, 1H); (ESD)
th1azohd1n-2-yhdene)-N-lsopropyl- 7.23-7.40 (m’ 4H), [M+1] +:




[ M+
10.
(m
4H)

]+ Case of phenyl am nonet hyl ene-thi azol i di n- 2-
30(s, I H. 355 ylidene)-acetam de 225
311), 3.71 MW INT13 ; ONN. NS N\ j NH~4 (m
6.81 (m IH,
6.97 (m 2H), M5 2-(3-EthyhzA-oxo-5-(E/2)- 7.07 (m

4.22 (m 459.572 8/166 N

\\'N 2H),

Ow 1. 25

H, 7.3 0 (ESI) phenyl am nonet hyl ene-thi azoli din-2-
(m 6H) 8.11 (d, 1H), [MtI]+: (E or
et Y| St BRIF) and MeaRgE 3- (4- pnenyT - THINMR( D, TH) . P¥iBlecu- |Educt/
pi pgrazin- | -yl)-propionitrile 226 :11, 1 1 .23 (m
pl§ﬁ§: 4.21 MM INT13 aZz~, N/ | H-~ SN~ (m 2[1), Syn-
4.31 (d, 211), 480.59 8/166 01(7.05 (m IH), 7,19 (m
1H),| 7.35 (m M5 N Bi phenyl -2-lyl net hyl - 2- (E oy .
12H)|, 8.08 (d, 111), (ESI) Wélght | thesis
cyano- 2- (3-et hyl -4-oxo-5-(E/ 2)-| 8.16 (m 1H), ]1% 29 sin
[MtY | +: phenyl am nonet hyl eng-t hi azol i di n- 2- § a
111)|, 481 249 Exam Structure |and Nanme ' H NVR Ml ecur
Educt/ ple No. lar Syn Wight/| thesis M as |SD  [the
[M+1]" [Case of
acetamide 8.09 (d, 1H); 357
10.28 (d, 1H) ppm.
215 1.08 (t, 3H); MW:  |89/166
i, SN
o.N+»©\ S N
i H'j: 1.25 (t, 3H); 387.420
0 N\\ \\N
3.24 (q, 2H);
2-(E or Z )-Cyano-N-ethyl-2-{3-ethyl- 4.24 (q, 2H); MS
5-(E/Z)-[(3-nitro-phenylamino)- 7.61 (t, 1H); (EST)
methylene]-4-oxo-thiazolidin-2- 7.71-7.81 (m, 2H); [M+1]*:
ylidene}-acetamide 7.86 (d, 1H); 188
8.10 (s, 1H);
8.20 (s, 1H);
10.50 (s, 1H) ppm.
; MW: 89/166
216 o 1.22 (t, 3H);
o:N+© s 3 N/_«o 1.28 (t, 3H); 445.454
6 ”’oj:N \
WY 3.90 (d, 2H);
; MS
(2-(B or Z )-Cyano-2-{3-ethyl-5-(E/z)- | +14 (@ 2HD;
[(3-nitro-phenylamino)-methylene]-4- 4.25 (g, 2H); (ESD




(ESI') the

[ MF1] + Case of

yl i dene) - acet am de 227 1.23

(m 3H), 4.20 MW INT13 (m 2H), 4.42 (d, 2H), 480.59
8/166 7.06 (m | H, 7.3 5 (m 13H), 8.08 (d, M
N- Bi phenyl - 3-yl met hyl -2-(E or Z)- 1H), 8.36 (m 1H),

(ESD cyano-2-(3-ethyl -4-o0xgzp-(E/ Z)- 10.28 (d,

[ M+

1] +:

IH).

phenyl am nomet hyl ene-t hi azol i di n-2- 481

y[irggne? - zjlcet z‘;\lrrﬁi de 228 (a, 1.26 (m 3H), 3.28 MA
Exaiy %(rr‘ha“iiﬂ“,d%?&( fnl ZE]I) , “VE 4§ﬁlqékg?bz 0 M6tk | Educt
PSS phenyl am nomet hylene (4, 1 B, (] + [0 S
bropL 2 ynyl - acetam de 250 | Exam Structure and| NEHERY [thess
'MI;- g/Ri r'\1/b| ecu- Educt/ ple No. [lar Syn Wi ght/ MgeSi Slasin
(ESI) the
[M+1]" |Case of
oxo-thiazolidin-2-ylidene} - 7.60 (t, 1H); [M+1]7:
acetylamino)-acetic acid ethyl ester 7.79 (d, 1H); 446
7.86 (d, 1H);
8.01-8.15 (m, 2H);
8.23 (s, 1H);
10.55 (s, 1H) ppm.
217 ©\ o =N 1.25 (t, 3H); MWw: INT13
ﬁ’j:syi_u 4.16 (d, 2H); 353.405 |8/166
° N\\ N
4.23 (q, 2H),
2-(EorZ )-Cyano-N-cyanomethyl-2- 7.08 (t, 1H); MS
(3-ethyl-4-oxo0-5-(E/Z)- 7.18-7.43 (m, 4H); (ESI)
phenylaminomethylene-thiazolidin-2- 8.17 (s, 1H); M+1]":
ylidene)-acetamide 8.30 (s, 1H); 354
10.40 (s, 1H) ppm.
218 @\ o /_/F 1.27 (m, 3H), 3.45 MW: INT13
ﬁfj;sﬁu (m, 1H), 3.53 (m, 360.411 |8/166
AN 1H), 4.21 (m, 2H),




4.21 MN

m MS

(ESI) the [M+ll+ Case of 229 0 1.25 (m 3H),
INT13 s - N_~H>(m 4H), 7.08 (m 428.514 8/166 O
XX N 111), 7.49 (m 9H), 8.10 (d, IH, 8.20 (

2-(E or Z)-Cyano-2-(3-ethyl-4-o0oxo-5- 1 H), 10. 3 8 (d,
1 H. (ESI) (FE Z)-phenylanmyppnethyl ene-

t hi azol i di n-2-yl i dene) -

N- ( 3- phenyl - 429

[ MEI] +:

prop-2-ynyl)-acetam de 230 1.22 (m 3H), 1.36 (s, MA
Ey%a)% 'jStru@ture and'YJdme S X HOIH, 4'dgNNvm 2H), 370Mélkbu- |Educt/
%6.11 (s, 111), 7./08 (m 1H), 7.32 (m
pl4i’f%s)’ I\/IS N-tert-ButyI 2-(E or |Z)-cyano-2-(3- Bladl (d{Syn-
11T)| 10.27 (ESD ethyl-4-oxo-5-(E/2)- (d, 1H)| [M]
phenyl am nonet hyl ene-thi azgli di n-2- 371 Weight/ | thesis
yI I dene) -acetam de 251 Exam Structure and Nape £
"H NWVR Mol ecu- Educt/ ple No. {ar Syn Wi ght/ esi S|,.:
Ms as in (ESI) the J MR asin
(ESD)  |the
[M+1]" |Case of
2-(E or Z )-Cyano-2-(3-ethyl-4-oxo-5- |4.40 (m, 1H), 4.53 MS
(E/Z)-phenylaminomethylene- (m, 1H), 7.05 (m, (ESI)
thiazolidin-2-ylidene)-N-(2-fluoro- 1H), 7.30 (m, 4H), [M+1]™:
ethyl)-acetamide 7.70 (s, 1H), 8.10 (s, [361
1H), 10.31 (s, 1H).
219 ©\ o 1.22 (m, 3H), 2.78 MW: INT13
H
S,
N/Qj;)xi‘ (m, 2H),3.32 (m,  |418.519 |8/166
o '\\ \\N
2H), 4.20 (m, 2H),
2-(E or Z)-Cyano-2-(3-ethyl-4-0xo0-5- | 7.00 (m, 1H), 7.20 MS
(E/Z)-phenylaminomethylene- (m, 4H), 7.31 (m, (ESD
thiazolidin-2-ylidene)- N-phenethyl- 5H), 7.97 (s, 1H), [M+1]™:
acetamide 8.12 (s, 1H), 10.30 (s, [419
1H).
220 @\ o 0.89 (m, 3H), 128 |MW: [INT13
H
S,
ﬁ/j; }%R (m, SH), 1.46 (m,  |370.475 |8/166
o N\\ \\
N 2H), 3.19 (m, 2H),
4.21 (m, 2H), 7.08 MS




[Mrl]+ Case of 231 0 1.36 (m 311),
S~~-NHON\\\N (m 311),
4.35 (m 2H),
) - N- But - 2- ynyl
(ESI)

7.03

et hyl

(m 3H), 7.

-2-cyano-2-(3 -
- 4- 0Xxo-

5- (E/ Z) -

3.20 (s,

1.81 MW
3H),
36 (m M5
2H), 8.08 (d, |
47 (d, 1H).

| NT13
380. 47 8/ 166
(E or Z

H),

[ MEI] +:

phenyl am nonet hyl ene-t hi azol'idi n-2- 381 vylidene)-

N-rrethyl acetam de 232 0 1.23 (m 3H) 2.52 (d, MN
HNT ; IJ. \U II‘I), 3 8711606 i
Exay- ﬁ?%‘;e T{; )\ 4.25 (m 2H) le 2~ (E o Morees | Eduo
- Qyano- et hyl -4-oxo 7.10 [(m 111) 738 )

PIS?\](’ Z) - phenyl ani nonet hyl ene- (m 4H), 8.22 (s ll;'IS H) , Syn-
[M+ 1 +: thiazolidin-2-ylidendg)-acetyll-aziri :i%vneh hesi
10. 611 (s, 1H). 399 2-carboxylilc acid nethyl es &te 552t esis
Exa Structure and Nane ' H NVR Mol ecu- Educt/ M@l e .
No. | ar Syn Weight/ thesis M |as in asi

(ES)  |[the
[M+1]" |Case of
N-Butyl-2-(E or Z)-cyano-2-(3-ethyl-4- | (m, 1H), 7.32 (m, (ES])
ox0-5-(E/Z)-phenylaminomethylene-  |4H), 7.63 (m, 1H),  |[M+1]™:
thiazolidin-2-ylidene)-acetamide 8.08 (m, 1H), 10.27 371
(d, 1H).
221 1.25 (m, 3H), 4.26 MW: INT13
pes .
" O\ (m, 2H), 4.39 (d, 2H), | 480.59 |8/166
7.06 (m, 1H), 7.45
. (m, 8H), 7.61 (m,
N-Biphenyl-4-ylmethyl-2-(E or Z)-
5H), 8.10 (d, 1H), MS
cyano-2-(3-ethyl-4-oxo-5-(E/Z)-
o 8.32 (m, 1H), 10.30 | (ESI)
phenylaminomethylene-thiazolidin-2-
_ (d, 1H). [M+1]™:
ylidene)-acetamide
431
222 @\ o 1.25 (m, 3H), 4.20 MW: INT13
H
S N
ﬁ/i L(/] (m, 2H), 4.50 (m,  |410.52 |8/166
o N\\ \\ 5
N 2H), 6.96 (m, 2H),
7.08 (m, 1H), 7.35 MS
2-(E or Z)-Cyano-2-(3-ethyl-4-0x0-5- |\ (m, 4H), 7.97 (s, 1H), | (ESI)




(ESI') the

MA/

6H),
or Z)-Azetidin-I-yl

H) .

[ Mr1] + Case of 233
INT13 O'N (m 2H),

7.06 (m 1H),
(ESI)

t hi azol i di n-2-yl i dene) - 3- oxo-

N 1.25 (m 3H),

4.21 (m 354.432 8/ 166 Hi
7.31 (m 411),
-2-(3-ethyl -
0x0- 5- (E/ Z) - phenyham nonet hyl ene- [ Mrl ] +:

8. 10 (s,
I H),

(%)
10. 3

2.22
0
3-(E
7 (s,

1

355 propionitrile 234 0

9-91(”1 3H), 1.22 MW INT13 ON'S ~~N(m 5H),
Exhnt " ‘%8%‘% 87166 H N YWUVNTEHMR3. 00 (s, lecu- | Educt/
’%.4 s{"""“ 420|vs N-Butyl|- 2- (E or %
- clyano-2-(3-ethyl-4- (m 2H),| 7.08 (m (ESI) .
pl%l\g& 5- (E/ Z) - phenyl arri nomet hyl ene- IH), 7.31 (rrlar4H) Syn
[ Mt +:  thiazolidin-2-ylideng)- N-methyl- 8.0g fgﬂt/ lhesi
H)y, |10. 16 385 acetamde (d, 1 H. 253 Exam © o8I
Structure and Nane 'H NMR Mol equ- Educt/ ple lar]_ .
Syn Weight/ thesis Ms as in ([ESI) the [MH]# se (3T
of 235 1.21 (m 3H), 2.88 MW I[[NT13
(ESD) the
[M+1]" |Case of
(E/Z)-phenylaminomethylene- 8.10 (s, 1H), 8.33 (m, |[M+1] ™
thiazolidin-2-ylidene)- N-thiophen-2- | 1H), 10.31 (s, 1H). 411
ylmethyl-acetamide
223 @\ o 1.25 (m, 3H), 4.20 MW: INT13
H
S N
H/j; >><§ \_éj (m, 2H), 4.35 (m, 394.453 |8/166
o~ N W °
N 2H), 6.21 (m, 1H),
6.40 (m, 1H), 7.08 MS
2-(E or Z)-Cyano-2-(3-ethyl-4-0x0-5- | (m, 1H), 7.31 (m, 4H, | (ESI)
(E/Z)-phenylaminomethylene- 7.55 (s, 1H), 8.13 (m, |[M+1]":
thiazolidin-2-ylidene)- N-furan-2- 2H), 10.31 (s, 1H). 395
ylmethyl-acetamide
224 @\ o 0.60 (m, 4H), 1.21 MW: INT13
H
u/jis N (m, 3H), 330 (m,  |354.432 |8/166
0 N\\ Y 1H), 4.20 (m, 2H),
7.07 (m, 1H), 7.30 MS
, 4H), 7.65 (m, ESI
2-(E or Z )-Cyano-N-cyclopropyl-2-(3- (m, 4H) (m (ESD
1H), 8.08 (s, 1H), M+1]":
ethyl-4-0x0-5-(E/Z)- ) 8.08 (s, 1H), | [M+1]
1NN (e 1IN




(m

2H), 3.03 (s,

3H),

432.546 8/166 3.61 (m 2H),

4.19 2-(E or Z)-Cyano-2-(3-ethyl-4-0oxo0-5- (m 2H),
7.08 (m Ms (FE 2) -phenyl am nonethylene- 1H), 7.20 (m
I H, (ESI) thiazolidin-2-ylidene)- Nnethyl-N 7.35
(m 8H), 8.07 (s, [MtI] +: enet hyl -acetam de | H),
10.10 (s, IH. 433 0 H1.28 (m 3H), 3.95 MW INT13 N
236 N H (m 2H), 4.22 (m 396.392 8/166 0 2H), 7.09
G TRdctufe aid Nafhe 210> 7- 96 (S,["YMR (E OF Z [Molecy- |Educt/
Bxlit T8coyfe g Name ©7 o 1K) BT (d. 1M, | eSS
2) - phenyl am nonet hyl ene- 10.|39 (d, 1H). [ M+ +: .
pl%E{Pazol i di n-2-ylidene)- N-(2,2,2- 397 o Syn
triflluorethyl)-acetam de 254 HBxam Structure apd. Nan .
"H NVR Mol ecu- Educt/ ple No. {lar Syn Weight/ w@?s%em
Ms as in (ESI) the [MtlI]+ Case of 237 1.26 (1&4314) .
3.08 MW INT13 (m 1H), 3.92 (jm 352.42 8/ 166|MS asin
(ESD the
[M+1]" | Case of
phenylaminomethylene-thiazolidin-2- | 10.30 (s, 1H). 355
ylidene)-acetamide
. ,3.71 MWw: INT13
225 @ . o — 1.25 (m, 3H), 3
H,I%{- O (m, 4H), 422 (m,  |459.572 |8/166
o N N\
N

2H), 6.81 (m, 1H),

6.97 (m, 2H), MS
2'(3'Ethy1'4'0x0'5'(E/Z)" 7.07 (m’ 1H), 730 (ESI)
phenylaminomethylene-thiazolidin-2- (m, 6H), 8.11 (d, 1H), | [M+1]*:
(E or Z)-ylidene)-3-o0xo-3-(4-phenyl- 10.21 (4, 1H). 460
piperazin-1-yl)-propionitrile

226 o 1.23 (m, 3H), 4.21 MW: INT13
QPR
”/ji >’<§ $ ) (m, 2H), 4.31 (d, 2H), | 480.59 | 8/166
[¢] N\\ \\N
O 7.05 (m, 1H), 7.19
(m, 1H), 7.35 (m, MS
ESI
N-Biphenyl-2-ylmethyl-2-(E or Z)- 12H), 8.08 (d, 1H), | (ESD
. M+1]":

cyano-2-(3-ethyl-4-oxo-5-(E/Z)- 8.16 (m, 1H), 1029 | [M+1]
phenylaminomethylene-thiazolidin-2- (d, 1H). 481




2H) ,

(E/ Z) - phenyl am nonet hyl ene-

+:

4.20 (m 2H), 7.08 (m 111), 7.31 M5 2-(
) - Cyano- 2- ( 3- et hyl - 4- ox0-5- (m

211),

4H), 8. 10 (m

t hi azol i di n-2-ylidene)- N prop-2-ynyl- 353
acetam de 238 -N HO MW 153/,, ON 0 528.67 166 4b. N

10.35 (d, 1H).

E or Z
(ESI)

[ MF11

CH ONM (ESI) [MI] +: 529 255 Exam Structure
and Narme 'H NMR -go-lecu- Educt/ ple No. lar Syn
EXB- ISt uchieldNa® as 1 N (EST)[TheMRrl MFI1+ Cab@oRku- [Educt/
239 | N MW 153/ ON O 510.66 166 N N
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI) the
[M+1]" | Case of
ylidene)-acetamide
1.23 (m, 3H), 4.20 MW: INT13
227 Qu/jf >:§ o (m, 3H)
o \\ \ (m, 2H), 4.42 (d, 2H), | 480.59 |8/166
Q 7.06 (m, 1H), 7.35
(m, 13H), 8.08 (d, MS
N-Biphenyi-3-ylmethyl-2-(E or Z)- 1H), 8.36 (m, 1H), (ESD)
cyano-2-(3-ethyl-4-oxo-5-(E/Z)- 10.28 (d, 1H). [M+1]1%:
phenylaminomethylene-thiazolidin-2- 481
ylidene)-acetamide
228 @L Qs 1.26 (m, 3H), 3.28 MW: INT13
Y =
o \ (m, 1H), 4.21 (m, 366.443 |8/166
N
4H), 7.06 (m, 1H),
7.31 (m, 4H), MS
2-(E or Z )-Cyano-2-(3-ethyl-4-oxo-5-
8.10 (d, 1H), 10.26  |(ESI)
(E/Z)-phenylaminomethylene-
(d, 1H). [M+1]":
thiazolidin-2-ylidene)- N-methyl-N-
367
prop-2-ynyl-acetamide




HO0~S).~aOd NM (ESI) [MI] + 511 240 ~-N MN
153/ ON O 494.66 166 NI%O N, % N M (ESI) [M I
+: 495 256 Exam Structure and Name 'H NVR Mol ecu- E
uct ple No. lar Syn Wight/ thesis M as in (ESI)
the [M+l]+ Case of 241 N N M)V 153/ ~, N \N O 493.63
166 N 0 X\ N
Exam- | Structure and Name "H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESD the
[M+1]" | Case of
229 @\ o 1.25 (m, 3H), 4.21 MW: INT13
H
S
ﬁ/j; }% \__<: ) | (m, 4H), 7.08 (m, 428.514 |8/166
o N \
W 1H), 7.49 (m, 9H),
8.10 (d, 1H), 8.20 (m, | MS
2-(E or Z)-Cyano-2-(3-ethyl-4-oxo-5- |1H), 10.38 (d, 1H).  [(ESI)
(E/Z)-phenylaminomethylene- [M+1]™:
thiazolidin-2-ylidene)- N-(3-phenyl- 429
prop-2-ynyl)-acetamide
230 @\ o 1.22 (m, 3H), 1.36 (s, | MW: INT13
H
S,
”j:f%% OH), 4.22 (m, 2H),  |370.475 |8/166
o \\ \\N
6.11 (s, 1H), 7.08 (m,
1H), 7.32 (m, 4H), MS
N-tert-Butyl-2-(E or Z)- -2-(3-
ert-Butyl-2-(E or Z)-cyano-2-( 8.11(d, 1H), 1027 | (ESD)
thyl-4-ox0-5-(E/Z)-
ethyl-4-ox0-5-(52) (4, 1H). [V
phenylaminomethylene-thiazolidin-2- 371
ylidene)-acetamide




M5 (ESI)

166

Z) - 2- Cyano- N- cycl opr opyl
-(E/2)- (I
-yl)-ethyl]

[ MF1] +:
/>SS 0 N~~\\,\ N M
-2-[ 3-

[2-(4-methyl - 481
- phenyl am no}

4-

494 242 MW 153/
(ESI)

NOR O
(E or
[ MEI] +:

pi perazin- 1

et hyl -

480. 63
5

251
nmet hyl ene) - 4- oxo-t hi azol i d| n-2- ylidene]-acetam de 257

Exam Structure and Nane ' H NVR Mol ecu- Educt/ ple
Exdh- |IStuctard and@Naah / Thesis M5Tag.NMR (ESl) theMolecu- |Educt/
[ MHl] + Case of 243 -N MA 153/ | ON O 494. 66 16p
plgkg.— -\ N lar Syn-
Weight/ |thesis
MS as in
(ESI) the
[M+1]" | Case of
231 N 136 (m, 3H), .81 |MW: |INT13
[ j S
”/\;*%" (m, 3H), 3.20 (s, 3H), {380.47 |8/166
[¢]
4.35 (m, 2H), 7.03
(m, 3H), 7.36 (m, MS
(E or Z )-N-But-2-ynyl-2-cyano-2-(3- 2H), 8.08 (4, 1H) (ESD)
ethyl-4-0x0-5-(E/Z)- 10.47 (d, 1H). [M+1]*:
phenylaminomethylene-thiazolidin-2- 381
ylidene)- N-methyl-acetamide
232 Oy N 1.23 (m, 3H), 2.52 (d, | MW: INT13
@\ S\/I{fo\
M N> N\, ° 1H), 2.71 (4, 1H),  |398.441 |8/166
(&)
3.40 (m, 1H), 3.70 (s,
3H), 4.25 (m, 2H), MS
1-[2-(E or Z)-Cyano-2-(3-ethyl-4-oxo-
7.10 (m, 1H), 7.38 | (ES])
5-(E/Z)-phenylaminomethylene-
(m, 4H), 8.22 (s, 1H), [[M+1]™:
thiazolidin-2-ylidene)-acetyl]-aziridine-
10.61 (s, 1H). 399
2-carboxylic acid methyl ester




oN ~ N M (ESI) [Mtl]+: 495 244 -N MN 153/ LDN
522.71 166 NSO "4~-[N> NM5S (ESI) [M+l]+: 523
258 Exam Structure and Name ' H NVR Ml ecu- Educt/
ple No. lar Syn Weight/ thesis ns as in (ESI) the

[ MH1] + Case of 245 MW 153/ ,5496.68 166 ms (ESD

[ MHEI]  +:

Exam- | Structure and Name 'H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESD) the

[M+1]" |Case of

233 o NQ 1.25 (m, 3H), 2.22 MW: INT13

Q”/jj:f?i\\ (m, 2H), 421 (m,  |354.432 |8/166
© > 6H), 7.06 (m, 1H),
7.31 (m, 4H), 8.10 (s, | MS

3-(E or Z )-Azetidin-1-yl-2-(3-ethyl-4- |1H), 10.37 (s, 1H). | (ESD
oxo-5-(E/Z)-phenylaminomethylene- [M+1]™:
thiazolidin-2-ylidene)-3-oxo- 355
propionitrile

234 0.91 (m, 3H), 1.22 MW: INT13

/
Q
l :l s A N
”‘;jj;\\ (m, 5H), 1.54 (m, 384.502 |8/166
o)
; 2H), 3.00 (s, 3H),

3.41 (m, 2H), 420  |MS

N-Butyl-2-(E or Z)-cyano-2-(3-ethyl-4- (m, 2H), 7.08 (m, (ESD

oxo-5-(E/Z)-phenylaminomethylene- 1H), 7.31 (m, 4H), [M+1]";

thiazolidin-2-ylidene)- N-methyl- 8.07 (d, 1H), 10.16 385

acetamide d, 1H).




497

N~~\\Nnms (ESI) [Mtl] + 549 259 Exam Structure
and Narme 'H NVR Mol ecu- Educt/ ple No. |ar
Weight/ thesis M as in (ESD the

246 F M\ 153/

N, NLCON Ple h 548.68 166 083,

Syn
[ MtI ] + Case of 247

o

-0 MW 153/ N LDN 560.72 166, 0, H_I1S 0 N~ N M5
(ESI) [M+l] + 561 248 -N) MW 153/
Exam- | Structure and Name "H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ | thesis
MS as in
(ESI) the
[M+1]" |Case of
235 O\ o 1.21 (m, 3H), 2.88 MW: INT13
i SRV\Q
/\0;—5 S (m, 2H), 3.03 (s, 3H), {432.546 |8/166
3.61 (m, 2H), 4.19
(m, 2H), 7.08 (m, MS
2-(E or Z)-Cyano-2-(3-ethyl-4-oxo-5-
. 1H), 7.20 (m, 1H), (ESI)
(E/Z)-phenylaminomethylene-
o _ 7.35 (m, 8H), 8.07 (s, |[M+1]™:
thiazolidin-2-ylidene)- N-methyl-N-
. 1H), 10.10 (s, 1H). 433
phenethyl-acetamide
236 O r 1.28 (m, 3H), 3.95 MW: INT13
©\N 57/?\/&"
“/\Sﬂ} N (m, 2H), 4.22 (m, 396.392 |8/166
o]
2H), 7.09 (m, 1H),
7.33 (m, 4H), 7.96 (s, |MS
2-(E or Z )-Cyano-2-(3-ethyl-4-0x0-3-
1H), 8.12 (d, 1H), (ESI
(E/Z)-phenylaminomethylene- .
10.39 (d, 1H). [M+1]™:
thiazolidin-2-ylidene)- N-(2,2,2-
397

trifluorethyl)-acetamide




P, 0 496.68 166 o N %N MsS (ESD |[M+l]+: 497 260
Exam Structure and Nanme ' H NMR Mol ecu- Educt/ ple
No. lar Syn Weight/ thesis Ms as in (ESI) the

[ Ml ]+ Case of 249 -N MW 1531 (DN O 494.66 166 -0 N
NM (ESI) (Eor 2)-2-Cyanes N [Ml] +:

cycl opropyl net hyl -2-[3-ethyl -5-(E/ Z)- 495

(14 [2 (4 net hyl - pi perazin- | -yl) ethyl] -phenyl am no
0 on Thiazol 1 dijAig2NMR dene) - aceMabscae| Educt/
Bl PR o
ple No. lar Syn-

Weight/ |thesis
MS as in
(ESI) the

[M+1]" |[Case of

237 @\ 126 (m, 3H), 3.08 |MW: |INT13
0,
u”j;s N (m, 1H),3.92 (m,  |352.42 |8/166
TN 2H), 4.20 (m, 2H),

7.08 (m, 1H), 731 |MS

2-(E or Z )-Cyano-2-(3-ethyl-4-0x0-5- | (m, 4H), 8.10 (m, (ESI)

(E/Z)-phenylaminomethylene- 2H), 10.35 (d, 1H).  |[M+1]™:
thiazolidin-2-ylidene)- N-prop-2-ynyl- 353
acetamide

238 |~y Ho MW: 153/

K/N‘/\Q\ Q r—? 52867 |166
S N OH
~

MS
(ESI)
[M+1]™:

529




, ~1J) F562.71 166 OXN N M5 (ESI) [M+l] +: 563
261 Ex-am Structure and Nane ' H NVR 140-| ecu- Educt/
ple No. lar Syn Weight/ thesis M as in (ESI) the

[MHI]+ Case of 251 F MW 153/ NF FF Ot 572.60 166

FONNMS (Eor 2)-2-Cyangs2-[3-ethyl-5-(E/ 2)- (ESD

(14-[2-(4-nmethyl -pi perazin- | -yl)- [MH] +: ethyl]
-phenylam no | -nethyl ene)-4- 573
oxo=tdaz Ul T 0iGmes Y T dENEJ - N TH-NMR Molecu- | Educt/
E>{a?12S§ru§fu§é %ﬁe&nlg%{ﬁ? uor o- propyl ) -| acet am de
ple No. lar Syn-

Weight/ |thesis
MS as in
(ESD) the

[M+1]" | Case of

XTI MW: 153/
K/N\/\@ Yol 510.66 |166
S
N'j: *{- OH
o ; W,

MS
(ESI)
[M+1]7:

511

240 | Sy MW:  |153/

K/NV\@ o 49466 |166
s}_{-N
N\

MS
(ESD)
[M+1]7:

495




252

MAN 1531 ~, N po 494.66 166 O N -0 N N M5
[ MHI] +:

(ESI)
495 262 Exam Structure and Nane ' H NWVR

Mol ecu- Educt/ ple No. lar Syn Weight/ thesis M as
in (ESI) the [M1]+ Case of 253 -N MAN 153/ ON O
--~N (-C 531.68 166 N-*XS\ ,0 N N M5 (ESI) [MI] +:
532 254 ~, N\ 0 MW 153/
Exam- |Structure and Name "H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESD the
[M+1]" |Case of
241 ~N MW: 153/
\/\Q o 493.63 |166
N'j:sﬁz‘ \
0 ; W
MS
(ESI)
M+1]™
494
242 N ,\| MW: 153/
LN
\/\Q\ o P 480.63 |166
N'j:s»% ;
N
0 ) \\N
MS
(ESI)
(E or Z)-2-Cyano-N-cyclopropyl-2-[3- [M+] +,
ethyl-5-(E/Z)-({4-[2-(4-methyl- 481
piperazin-1-yl)-ethyl]-phenylamino}-
methylene)-4-oxo-thiazolidin-2-
ylidene]-acetamide




ON O 512. 68 166
No.

-0 N, N MS (ESD

M5 as in

[ MEI] +:
Exam Structure and Name ' H NVR Ml ecu-
lar Syn Weight/ thesis

[ MtI ] + Case of 255 MW 153/

513 263
Educt/ ple
(ESI) the

~, N 510.70 166 O N, N M5

(ESI) [MHl] +: 511 256 'I NN 153/ ON O r4_ 560.72
166 N OHGOs)..~-N N
Exam- |Structure and Name 'H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI) the
[M+1]" |Case of
243 | ~y MW: 153/
@
\/\@ Q 494.66 | 166
X<
N
o] ) \\N
MS
(ESI)
[M+1]™:
495
244 N MW: 153/
@ O
\/\@ 9 522.71 |166
u’j;&{L H
N
(e} ) \\N
MS
(ESI)
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MS

(ESD [MH] +:

561 257 -N MW 153/ ON,

~ 7S50

553.77 166 0)~N, N 264 Exam Structure and Nane

' H NVR Mol ecu-
M5 as in

+:

-0 N N M8 (ESI)

Educt /
(ESI) the
554 258 N MWN 153/
[ MH ]

pl e No.
[ MH1] + Case of
0 51g4.72 166

lar Syn Weight/ thesis
M5 (ESI) [ M+ ]
~ ~aN, A~s > -~s

Exam-

ple No.

Structure and Name

"H-NMR Molecu-
lar
Weight/
MS
(ESD)

[M+1]"

Educt/
Syn-
thesis
as in
the

Case of

245

MW:

496.68

MS
(ESI)
[M+1]":

497

153/

166

246

-n

MW:

548.68

MS
(ESI)
[M+1]™:

549

153/

166




515 259 ON MW 153/
(ESI) [MHl] +:
Mol ecu- Educt/
in (ESI) the [M+1]+
0 537.73 166 s o N

--N_") MW 153/ ~,N

pl e No.

N ) 565.78 166 1%N O

Case of

N M QESI) [MH] +:

566 260 N MW 153/

oN NNM

265 Exam Structure and Nane ' H NWVR
| ar Syn Weight/ thesis

M5 as

538 261

ON

Exam- | Structure and Name

ple No.

TH-NMR

Molecu-
lar
Weight/
MS
(ESD

[M+17*

Educt/
Syn-
thesis
as in
the

Case of

247

MW:

560.72

MS
(ESI)
[M+1]7:
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153/

166
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MW:

496.68

MS
(ESD)
[M+1]™:
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0 526.70 166 o N> ~0\ NMS
266 Exam Structure and Nane ' H NVR Ml ecu- Educt/

ple No. lar Syn Wight/ thesis

(ESI) [MH] + 527

Ms as in

(ESI) the

[ MF1] + Case of 262 N MW 153/ ON OH 0 526.70 166 O N
M5 (ESI) [Ml] +: 527 263, MW 153/ 0 545.71 166
0 N M
Exam- | Structure and Name "H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ |thesis
MS asin
(ESD the
[M+1]" | Case of
249 | Ny MW: 153/
@ <
\/\©\ Q 494.66 |166
ujj;{u
N
o} ) \\N
MS
(ESI)
E or Z)-2-Cyano-N-
(E or2)-2-Cy [M+1]"
cyclopropylmethyl-2-[3-ethyl-5-(E/Z)- 495
({4-[2-(4-methyl-piperazin-1-yl)-
ethyl]-phenylamino}-methylene)-4-
oxo-thiazolidin-2-ylidene]-acetamide
250 \NK, MW: 153/
N
(lujs K ﬁ>—< ) 562.71 |166
=
0o ) \\N
MS
(ESI)
[M+1]":
563




(ESI') [M+Hl] +: 546 267 Exam Structure and Nane
"H NVR Mol ecu- Educt/ ple No. lar Syn Weight/ thesis
Ms as in (ESI) the [MH]+ Case of 264 -N MW 153/
ON 482.65 166 O- N, Ms (ESI) [M+l] +: 483 265 -N')
MN 153/ ~, N ~14:rS 0 N-] 494.66 166 O N, N Ms
(ESI) [MtI] +: 495 268 Exam Structure and Nane

'H Mol ecu- Educt/

Exam- | Structure and Name "H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI) the

[M+1]" |Case of

251 NN F MW: 153/
A /Ei?F
\/\O\NESQ-N 1 F 572.60 |166
o) 5 \\N
MS
(E or Z)-2-Cyano-2-[3-ethyl-5-(E/Z)- (ESD
({4-[2-(4-methyl-piperazin-1-y])- [M+1]":
ethyl]-pheny]amino}-methylene)—4- 573
oxo-thiazolidin-2-ylidene]-N-
(2,2,3,3,3-pentafluoro-propyl)-
acetamide
252 | SN MW: 153/

K/N\/\Q\H'IS O=”§ 494.66 (166
o ;><_\N

MS
(ESD)
[M+1]":

495
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497 269 Exam Structure and Name

(ESD t he

(ESI)

H NMR Mol ecu- Educt/ ple , lar Syn Wight/ thesis
M5 as in (ESI) the [M1]+ se of
Exam- | Structure and Name "H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI) the
[M+1]" |Case of
253 SN MW: 153/
N VA
\/\@H,Is 3 N/‘QN 531.68  |166
o) ;>-<\'
MS
(ESI)
[M+1]":
532
254 \D \o MW: 153/
N
\/\@ Q 512.68 |166
<
N
0 ) \\N
MS
(ESD
[M+1]™:
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268 N MW 153/ ON O 498.65 166 OH 0 N Ms (ESI)
[MH1] +: 499 269 -N OH MW 153/ 0 498.65 166 0 ~[
N~~\\,\ NM5 (ESI) [MH]+: 499 270 Exam Structure
and Nane 'H NVR Mol ecu- Educt/ ple No. lar Syn
Weight/ thesis MSas in (By) the [Mtl]+ Case of

270 N MN 153/ ~ N ~91 0 510.70 166 N
Exam- | Structure and Name "H-.NMR Molecu- | Educt/
ple No. lar Syn-

Weight/ |thesis
MS as in
(ESD the

[M+1]" |Case of

255 | SN MW:  |153/

0—3—\ 510.70 |166

MS
(ESI)
[M+1]™:

511

256 | ~n MW: 153/

N
~ \/\O\ Q /‘Q 560.72 |166
S N OH

MS
(ESD
[M+1]™:

561

257 | NN | MW: 153/

(L >
\/\@ k N/“F‘ 553.77 |166
Des




MS
166

(ESO [Mr11l +:
O NMS (ESI)

511 271 ,N MA 153/
[MH ] +:

ON 0 510.70
511 272 ,N M\ 153/

ON ~~Na 510.70 166 O N N 271 Exam Structure and

Nanme ' H- NVR Mol ecu-
t hesi s
[ MHEI]  +:

M5 as in
511

Educt/

pl e No.

lar Syn Wi ght/

(ESI') the 5 Mt ]+ Case of M5 (ESI)

0

Exam-

ple No.

Structure and Name

"H-NMR

Molecu-
lar
Weight/
MS
(ESI)

[M+17"

Educt/
Syn-
thesis
as in
the

Case of

MS
(ESD)
[M+1]7:
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MW:

514.72

MS
(ESD
[M+1]%:
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166
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MW:
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MS
(ESI)

M+1]™:
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273 N MW 153/
(ESI) [MH] +:

ON 0 525.72 166
526 274 -, N

MA 153/

"O SNNN 0)_ "
L, N o 525.72
272 Exam
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166 "oo S>_ ~\\N M

Structure and Nane 'H NVR Ml ecu-

Syn Wei ght/ thesis

(ESD

[ M ] +:

M5 as iBgs (ESD the

Educt/

ple No. |ar

[ MF1] + Case of

526 275 -N MA 153/ ON HO,, 0 526.70 166 o N, N
Exam- | Structure and Name 'H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI) the
[M+1]" |Case of
566
260 SN N MW: 153/
N
~ ‘/\0\ Q Q 537.73 | 166
N’IS»(L b
N
o] ) \\N
MS
(ESI)
[M+1]":
538
261 | Ny MW: 153/
\/\O\ Q M\ 526.70 | 166
uﬁj*{-m
N
o ) \\N
MS
(ESI)
[M+1]™:
527




ME (ESI) [MH] +:

527 276 -N--)

531.68 166 OXN>-~N N M5 (ESD

M5 as in

MA 153/
[ MF11 +:
Exam Structure and Nanme ' H NVR Ml ecu-
No. lar Syn Weight/ thesis

~NNSO
532 273

pl e

(ESI) the

[ M ]+ Case of 277 N MN 153 O Pus ON 532.67 166

S)._ ~-NOH 0 NN M (ESI)
Exam- | Structure and Name 'H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESI)  |the
[M+1]" | Case of
262 | SN MW: 153/
(N OH
\/\O\H,IS R Nf—l'_/ 526.70 |166
o) ; W
MS
(ESI)
[M+117%:
527
263 \N(} p MW: 153/
\/\QN’ISQH 545.71 |166
o) ; \\N
MS
(ESD)
[M+1]"
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[MHI] +: 533 278 N MW 153/ On O ON 01 r*):S 558.75
166 0O NNM (ESI) [MH] + 559 274 Exam
Structure and Nane 'H NVR Mol ecu- Educt/ ple No. lar
Syn Weight/ thesis Ms as in (ESI) the [M+tl]+ Case
of 279 MW 153/ ~,N O 558.%p,166 SN,> N M5 (ESI)

[ MHI] +:

Exam- | Structure and Name "H-NMR Molecu- |Educt/
ple No. | lar Syn-
Weight/ |thesis
MS asin
(ESI) the

[M+1]" |Case of

264 \N,\ MW: 153/

é 482.65 1166

MS
(ESI)
[M+1]":
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265 | N MW: 153/

494.66 |166

MS
(ESD)
M+1]™:

495




559 280 N MW 153/

MS (ESI)

[MH] +:

N 561. 75 166
562 275 Exam Structure and Nane

LDN O~

"0 S> ~\\N

"H NMR Mol ecu- Educt/ ple No. lar Syn Wight/ thesis
M5 as in (ESI) the [Mrl]+ Case of 281 F MW 153/ N
562.71 166 ON P, -0 NI\%?gVS (ESI) [MH] + 563
282 MW 153/ ~,N O 570.76 86 N"):S> ~N
Exam- | Structure and Name "H-NMR Molecu- | Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESD) the
[M+1]" |Case of
266 | ~\ MW:  [153/
@
‘/\O\ QY 496.68 | 166
DS
N
0 ) \\N
MS
(ESI)
[M+1]7:
497
267 ~N MW: 153/
O
\/\@ o ~ 496.68 |166
pece
0 ; W
MS
(ESD)
[M+1]7:
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N MS (ESI)

[ M+ |

+:

571 276 Exam Structure

and Nanme 'H NVR Mol ecu- Educt/ ple No. Syn
Weight/ thesis M as in (ESI) the [Mtl]+ Case of
283 ~-N Mv. 153/ ON 480.63 166 0 Ms [ MHI ] +:
481 284 Mnx 150/ N 550.724,466 HN O O N N> ~ N-O O~
Ms N
Exam- | Structure and Name "H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ |thesis
MS as in
(ESD)  |the
[M+1]" |Case of
268 | Ny MW: 153/
O
\/\@ &~ 498.65 |166
Y o
N
o) ) \\N
MS
(ESD
[M+1]™:
499
269 | ~y oh MW 153/
O
\/\@ o 498.65 |166
s
N
0 ) \\N
MS
(ESI)
[M+1]7;
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(ESI') [M+rl] +: 551 277 Exam Structure and Nane
"H NVR Mol ecu- Educt/ ple No. lar Syn Weight/ thesis
Ms as in (ESI) the [MH]+ Case of 285 MW 1501
524.686 166 HN O N M (ESI) [M+l] +: 525 286 MN
150/ N ~HN Q F F 550.603 168, S ~. X 0 F M5 N (ESI)
[ MHI] +: 551 287 4N~ O (DVBSO-d6, Stored MN 146/

Exam- | Structure and Name 'H-NMR Molecu- |Educt/
ple No. lar Syn-
Weight/ | thesis
MS as in
(ESD) the

[M+1]" |Case of

270 |~y MW:  |153/

k’N\/\@ o ? 51070 |166
e

MS
(ESD)
[M+1]™:
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27 \N/\ MW: 153/

k’N\/\@ K RZ 510.70 | 166

MS
(ESI)
[M+1]*:

511

M2 | NN MW:  |153/

510.70 |166




Ao SN> 0 Nwith K2C03, Main 482.61 166 L~"ANNHHH
N Isonmer): 278 Exam Structure and Nane 'H NVR
Mol ecu- Educt/ ple No. lar Syn Weight/ thesis M as

in (ESI) the [Mtl]+ Case of
2- Cyano- N-et hyl - 2-[ 3-et hyl - 45px0-5- 8 M5
[1-[3-(3-pyrrolidin-1-yl- 1.08 (t, 3H); (ESI)

propl onyI am no) phenyl am no]-neth- 1.24 (t, 3H); [ MHI]
d ¢ -thiazol 1di n-[Tg=NMROr 7)) - 1]NRleciR |Educt/
E’ﬂﬂ ur fd ene -acetam de 2.39-2.60 (m 611); 2.73
l%‘hq 211); 3 20 (pentuplet, 211)| 4.23 (g, 2H 1aP- 96 Syn-
PENOnH); 7.16 (d, 114); 7.25|t, IH; 7.65-7.77 (m
2H);{7.99 (d, 1H; 10. 14 (s, {| H; 10.39 (d :
ppm | 279 Exam Structure and Nanme 'H NVR Mol e:%}-e@ht/ thesis
Educt / MS as in
(ESD the
[M+1]" |Case of
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(ESD)
[M+11":
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273 \N/ﬁ MW: 153/
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N
° ) W N
MS
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[M+1]™:
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274 | NN N MW
K’N\/\Q o 525.72 166
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N
o) ) \\N
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(ESI)
[M+1]17":




ple No. lar Syn Weight/ thesis M as in (ESI) the
[ MH ]+ Case of 288 (CDCl3, Stored with MN 142/ N O
~JOH N K2C03, Main 483.63 166 NS HO NH>~t, N
Isomer): 8 = M5 2-Cyano-2-[3-ethyl-4-o0xo0-5-[1-[4-(2-
1.00 (t, 3H); (ESI) pyrroligi,n- |

-yl -ethyl)-phenylamno]- 1.27 (t, 3H); [MH] +:
nmeth-(E/ Z)-ylidene]-thiazolidin-(2-(E 1.47-1.73 (m

> [ $BettRE afd Naghk! d€nel -N- ((S)'H-NMR 1. 81 (M |#folecu- | Educt/
Eﬁ%r DXy et hf}l - p?opyl )-acetamde| 2.57 (m 2H); |2.67

’H); 2.80 (m 2H); 3.60-3{79 (m 2H); 3.9704,(M |gyn-
pﬁfﬂ%";' 4.38 (q, 2H); 6.22 (d, 1H; 7.00 (d, 2H%‘;r m
7.21}(d, 2H); 280 Exam Structpure and Nanme ' H{NVME .
Mol ecu- Educt/ %ght/ thesis

MS as in
(ESI) the

[M+1]" |Case of

526

275 | ~Sn™ MW: | 153/

'\,N\/\@ S >3{°:”>_\_ 526.70 | 166
Y

MS
(ESI)
[M+1]%:

527

276 | SN MW: 153/

\/\Q\N'j:s & N/_D 531.68 |166
o N>.<:
) N

MS
(ESI)
[M+1]7:

532




pl e
[ Mt

(DMSO-d6, Stored MAN 142/
469.61 166 S HHO N~ \\N Isoner):

No. lar Syn Weight/ thesis
1]+ Case of 7.54 (d, 1H);

Ms as in (ESI) the
10. 47 (d, 111) ppm 289

NOHONwWth K2CO3, Min

8 MS

2- Cyano- 2-[ 3-et hyl - 4-0x0-5-[;h5[4-(2- 1. 11 (d, 3H);

(ESI) pyrrolidin- | -yl-ethyl)-phenylam no] - 1.25
(t, 3H; [Ml] +
TrdiRlcfoke Yid RERE] - T hi azol 1 di nPENGR 1. 68 (M [Midlecu- |Educt/
ES fﬂr?ylidene]-l\l—((S)-Z-hydroxy-I- 2.47 (M 4H):
Rihyl - ethyl)-acetani de 2.59 ( 211); 2.70 (Mgar2H); |Syn-
PR (m 111); 3.91 (m 114): | 4.21 (q, 211):| 4.83
(t, pH); 7.03 (d, I H); 281 BExam Structure agg: Bt
"H NWVR Mol ecu- Educt / Wi Finesis
MS as in
(ESI) the
[M+1]" |Case of
277 | ~\ MW: 153/
O 0
\/\©~ o o 532.67 |166
u’j:&{b H
N
(e) ) \\N
MS
(ESD)
[M+1]":
533
278 | ~, MW:  [153/
QO
V\Q Q 558.75  |166
Do
N
o ) \\N
MS
(ESD)
[M+1]17:
559




ple No. lar Syn Weight/ thesis M as in (ESI) the

[MHI]+ Case of 7.13-7.24 (m 4H); 8.08 (s, 1H); 10.28
(s, 111) ppm 290 (CDC13, Stored with MAN 142/ N OH N
K2C03, Main 497.67 166 N"*ISHH- N~ O Isoner): 8

= M5 2-Cyano-2-[3-ethyl-4-oxp-5-[1-[4-(2- 0.90-1.03
(m 6H); (ESI) pyrrolidin- | -yl-ethyl)-phenylam noj
- 1.40 (t, 3H); [M i +:

QLT T = prane fengl -t hi azol 1 di nfIE2NMR 1. 80 (m | #dlécu- | Educt/
Eg :)étﬁzc)ﬁgr?ﬁ(ilggﬁg] -N-((S)- I F 1.96 (m 1H);
g roxyrnet hyl -2-nmet hyl -propyl )t 2.57 (m 4H); |jar Syn-
PECEt ani de 2.67 (m 2H); 2.80 (m 2H); 3.63-3.90 (m
3H);| 4.38 (g, 2H); 6.30 (d, 2H); 282 Exam St Wl:‘%é}{{f‘

LN Pthesis
and Nanme 'H NVMR Mol ecu- Educt/ |ple No. lar Syrn

MS as in
(ESI) the

[M+1]" | Case of

279 | ~y MW:  |153/
@
558.75 |166

MS
(ESI)
[M+1]7:

559

280 N MWw: 153/

SN 561.75 |16
-

o) ) W, MS
(EST)
[M+1]*:

562




Weight/ thesis M as in (ESI) the [Mtl]+ Case of
6.99 (d, 2H); 7.20 (d, 2H); 7.5 2 (d, | H); 10.47 (d,
1H) ppm 283 Exam Structure and Nane 'H NVR Mol ecu-

Educt/ ple No. lar Syn Wight/ thesis M as in
(ESI) the [Mrl]+ Case of 29L(DVSO d6, Stored MWA
142/ N OH O Nwith K2CO3, Main 483.63 166 N HH O N
\\N Isoner): 8 M5
Eﬁfgg-y TohrE SRENAMRE - 4- OX0-o- [T-TPHRMRL. 22 (1, 3Mbolécu- |Educt/
f I pyrrolidin-1-yl-ethyl)-phenylam no]- 1.29 (s,
p%% [ MF11 +: . met h- (E/ Z) -ylidepe] -thi azolidin{{a-(E |Syn-
. (m 411); 484 or 2))-ylidepe] -N(2-hydroxy- 1, 1
_2H52:45 (m 4H); dinethyl-ethyl)-acetanm de 2. 55“@&ht/ thesis
MS asin
(ESI) the
[M+1]" |Case of
Y 562.71 |166
O
T A 8
Dece
N
o} ) \\N MS
(ESD)
M+1]%:
563
282 \D MW: 153/
N
Q % 570.76 |166
o N W
) N
MS
(ESI)
[M+1]™:
571




2.69 (m 211); 3.38 (d, 211); 4.20 (g, 211); 5.20
(t, 1H); 6.66 (s, 111); 7.15-7.25 (m 411); 8.08 (s,
1H); 10.25 (s, 111) ppm 284 -Ex-am Structure and
Nane ' H NWR - Tao--1ecu- Educt/ ple No. lar Syn
Weight/ thesis MSas in (BS) the [M+ | ]+ Case of
_92- (DVBO-d6, Stored MW 151/ 0 0 .0 2 C03, Main
510.66 166 N NHwith KZ NN H f H, ~NOTt1\1 N

Eiiaﬁ‘g- Toctbe andambF (1S, 25) - 2- PFRLNMERCY €l ohexyl Molecu- | Educt/
. 07t1.32 (m 16H); (ESI)
mna- 2-[5-[1-[3-(2,2-dinethyl-|1.63 (s, b, 211ja Syn-
p]% 'l +: propionyl am no)-pheny| ai ni no]-neth- 1.84 (d,
2H); | 511 (E/ 2)-ylidene]-3-ethy|-4-o0x0- 2.59-2.GRidt |thesis
1H);
MS as in
(ESI) the
[M+1]" |Case of
283 NN ) MW: 153/
K’N\/\@ q § 48063 |166
et
N
0 ) \\N
MS
(ESD)
[M+1]™:
481
MW: 150/
284
G
550.724 |166
HNY@ 0
] u’j;;{'u-o
o N N MS
) N
(ESI)
M+1]™:
551




thiazolidin-(2-(E or Z))-ylidene]-

3.35 (m b, 3H);

acetamde 4.22 (q, 2H); 6.90 (d, 1H); 7.04-7.28 (m
2H); 7.34 (d, 1H); 7.67 (d, 1H; 8.03 (s, 1H; 9.21
(s, 1H) ppm --i-93- _ (D~M5O-d6, Stored WV - -151 /
0 0 with K2C03, Main 545.66 5166 .rk ~.SNOH Na NH
HH > ~ |soner): O N~ t, \-- N285 Exam
Structure and Narre ' H- NMR Mol ecu- Educt / ple No. |ar
Exithl Vﬁh&ﬂlré ahdR&he Mo as 1n (EplyMRIe | MHl] TMed&8- |Educt/
of ZQIanOZ[S[I-[S(Z P-di methyl - 1.24 (s,
pl?'fbo (ESI ) propionyl am no) - phepyl am nol - met h- | {,.28 Syn-
t, Bll); [Mrll (E/ 2)-ylidene]t 3-ethyl-4-oxo- '85
, LH); 546 thiazolidin-(2-(H or Z))-ylidenel .
3.13/(dd, 1H); ((1 S, 2R)-2- hydrpxy-indan- 1 -y|§%${‘.‘/ ghesis
7 .
(a, pH): MS as in
(ESD) the
[M+1]" |Case of
285 O MW: 150/
N
k 524.686 |166
HN)’/O\ o
sl
N
0 ) \\N MS
(ESD)
[M+1]7:
525
286 C‘ MW: 150/
N
\S 550.603 |166
HN)/@ (0] F F
A0 P
N
o] \\N MS
(ESD
[M+1]™:
551
287 O (DMSO-d6, Stored MW: 146/
N" o
k)LN,CLN,j:s*O{_”’_ with K,CO3, Main | 482.61 | 166
" HO N W I .
N somer):




acetamide 450 (m I H; 527 (m 1H; 5.56 (d,
1H); 6.94 (d, 1H); 7.15-7.30 (m 6H); 7.36 (d, 1H);
7.72 (s, 1H); 8.08 (s, 114); 9.23 (s, 1H); 10.50 (s,
111) pprn. 294 0 "Rt 0 (DVMBO-d6, Stored 151/ ,01, .0
NS NH2 ~AH HN>_ ~\\ with K2 ,Main 413.50 166 N
| soner): 286 Exam Structure and Nane ' H NVR Ml ecu-
Educt/ ple No. lar Syn Wight/ thesis M as in
b dge Case of M5 [TH.NMR Molecu- | Educt/
E§5§yano MBI ITT3- (2, 2-dinethy| - 1.10-1.30 (m| 12H);
%ﬁfl propi onyl am no) - phenyl anj no] - met h- 4. 24 | (., Syn-
P [MH] +: (BE/2)-ylidene]-3tethyl-4-o0xo- 6/94 (d,
414 thiazolidin-(2-(E or [))-ylidene]- 7. %&%ﬁ@%ZLthesis
(m AH)
MS as in
(EST) the
[M+1]" | Case of
2-Cyano-N-ethyl-2-[3-ethyl-4-0x0-5- |8 = MS
[1-[3-(3-pyrrolidin-1-yl- 1.08 (t, 3H); (ESD
propionylamino)-phenylamino] -meth- | 1.24 (t, 3H); [M+1] *
(E/Z)-ylidene]-thiazolidin-(2-(E or Z))- [1.70 (m, 4H); 483

ylidene]-acetamide

2.39-2.60 (m, 6H);
2.73 (t, 2H);

3.20 (pentuplet, 2H);
4.23 (q, 2H),

6.96 (d, 1H);

7.16 (d, 1H);

7.25 (t, 1H),
7.65-7.77 (m, 2H);
7.99 (d, 1H),

10.14 (s, 1H);

10.39 (d, 1H) ppm.




acetamde 7.71 (s, 1H); 8.01 (d, 1H); 9.23 (s, 1H);
10.41 (d, 1H) ppm _i9 5 OH (DVMBO d6, -Stored 155/ O
0 4 S Nwth K2CG3, Miin 520.05 166 HH>~ HON, N
Isomer): 8 = M5 2-[5-[I-[3-Chloro-5-(2,2-di nethyl- 1.
propi onyl am no) - phenyl am no] -nmeth- 1.30 (s, 6H); [ Mtl]
(E/Z)-ylidene]-3-ethyl-4-o0xo- 3.36 (d, 2H); 521
L Ara D ak@Nafe OF  2) ) - VI TdenFIRMRIF. 20 (g, 2Molecu- |Educt/
Ec*‘y“am%?lé- Rydroxy- 1, 1 -dimethyl- 5.16 (s, b| 1H):
g}g}y )-acetam de 6.35-6.70 (s, pb, IH,; 287 Exam Syn-
P ucture and Nane ' H NVR Mol ecu- Educt/ ple No. lar
Syn Weight/ thesis Ms as in (ESI) the [Ml]+ thesis
of 6.70-6.98 (s, b, 1H); 7.48 (s, 211); 8.13|(s,
1H); 9. 27 (S, 1H); MS as in
(ESI) the
[M+1]" |Case of
288 C\ g_/OH (CDCls, Stored with | MW: 142/
N
\/\QNES*‘O{_N K,CO3;, Main 483.63 |166
H
© N\\ Y Isomer):
o= MS
2-Cyano-2-[3-ethyl-4-ox0-5-[1-[4-2- | 1-00 (& 3ED); (ESD
pyrrolidin-1-yl-ethyl)-phenylamino]- 1.27 (¢, 3H); [M+1] =
meth-(E/Z)-ylidene]-thiazolidin-(2-(E 1.47-1.73 (m, 2R); 484
or Z))-ylidene]-N-((S)-1- 1.81 (m, 4H);
hydroxymethyl-propyl)-acetamide 2.57 (m, 2H);
2.67 (m, 2H);
2.80 (m, 2H);

3.60-3.79 (m, 2H),
3.97 (m, 1H);
438 (q, 2H),
6.22 (d, 1H);
7.00 (d, 2H);

7.21 (d, 2H);




10.37 (s, 1H) ppm 296 d (DWsO-d6, Stored MN 155/ O
0O Nwith K2CG3, Main 476.00 166 N'' |I-S HeHHN
Isomer): 8 = M5 2-[5-[1-[3-Chloro-5-(2, 2-di nethyl -
1.06 (t, 3H); (ESI)

propi onyl ar ni no) - phenyl am nojggpneth- 1. 15 -1.3 2 (m
12H); [MHl  (E/ Z)-ylidenej-3-ethyl-4-o0xo0- 3.21
(pentuplet 2H); 477 thiazolidin-(2-(E or

-y 237(q, 211); ['H-NMR Molecu- |Educt/
cyrgn $th§b§tnﬁhndd§g@fal nide 7.01 (5, 1H); 7.51 (s, 1H);

4| (s, 1H) 7.72 (s, 1H); 7{99 (s, 1H); 9.&5 (s, |Syn-
p]f}ﬁ 288 Exam Structure and Nane ' H NVR Mol ecu
Educt/ ple No. lar Syn Weight/|[thesis M5 as iiRyeight/ |thesis
(ESI') the [M+l]+ Case of 10. B 6 (s, 1 H ppm %

Cl (DVBO-d6, Stored MA 155/ s|N with K2CC8, N -
485. 99 166 RS asin
(ESD)  |the

[M+1]" |Case of

7.54 (d, 1H);

10.47 (d, 1H) ppm.

289 (DMSO-d6, Stored | MW: 142/

\/\CLN,IS}O{N with K,COs, Main 469.61 166
H

N

" AL \\N

Isomer):
o= MS

: ESI

2-Cyano—2-[3-ethy1-4-oxo-5-[1-[4-(2- 1.11 (d, 3H); (ESD)
; : M+1]™:

pyrrolidin-1-yl-ethyl)-phenylamino]- 1.25 (t, 3H); [M+]

: 470
meth-(B/Z)-ylidene]-thiazolidin-(2-E | 1-68 (™, 4H);

or Z))-ylidene]-N-((S)-2-hydroxy-1- | 247 (m, 4H);
methyl-ethyl)-acetamide 2.59 (m, 2H);
2.70 (m, 2H);
3.41 (m, 1H);
3.91 (m, 1H);
421 (q, 2H);
4.83 (t, 1H);

7.03 (d, 1H);




NHHHO O NNIsoner): 8 = M5
2-[5-[1-[3-Chloro-5-(2,2-dinethyl- 1.14-1.32 (m 12H);
(ESI') propionyl am no) - phenyl ai ni no]-nmeth- 3.06 (s, b,
I H; [MI] (E/Z)-ylidene]-3-ethyl-4-o0xo0- 3.94 (m
211); 486 thiazolidin-(2-(Bgpr Z))-ylidene]-2- 4.23
(q, 2H); cyano-N-prop-2-ynyl-acetarnide 7.03 (s, 1H);
7.52 (s, 1H); 7.65 (s, 1H); 8.03 (s, IH; 8.12 (s,
Eﬂdfﬁ Stﬁxctfhfe I NFRE; 10.42°(S, THL.NMR Z2798- ClMolecu- |Educt/
(DVBO-d6, Stored MM 155/ 0 (r)R- N N Nw th K2
486.98 166 NS H HHO NN Isoner): 289 [.:_xam
1 Syn-
P ructure and Narme 'H NVMR Mol eclu- Educt/ ple \Ig lar |2
Syn Weight/ |thesis
MS as in
(ESD) the
[M+1]" |Case of
7.13-7.24 (m, 4H);
8.08 (s, 1H);
10.28 (s, 1H) ppm.
290 C\N "g_/OH (CDCl;, Stored with | MW: 142/
0
\/\QN,IS*{_H K,CO;, Main 497.67 |166
H
© N\\ \\N Isomer):
&= MS
2-Cyano-2-[3-ethyl-4-oxo-5-[1-[4-(2- |0.90-1.03 (m, 6H); | (ESD)
+-
pyrrolidin-1-yl-ethyl)-phenylamino]- 1.40 (t, 3H); [M+1] ™
meth-(E/Z)-ylidene]-thiazolidin-(2-(E | 1-80 (m, 4H); 498
or Z))-ylidene]-N-((S)-1- 1.96 (m, 1H);
hydroxymethyl-2-methyl-propyl)- 2.57 (m, 4H);
acetamide 2.67 (m, 2H);
2.80 (m, 2H);
3.63-3.90 (m, 3H);
4.38 (q, 2H);
6.30 (d, 2H);




h
| -
1)
[

7.63 (s,

111);

esis Msas in (ESI) the [M+l]+ Case of
[3

-Chloro-5-(2,2-dinethyl- 1.13-1.34 (m

pr opi onyl am no) - phenyl am no] - net h-
Ml +: (E/Z)-ylidenej-3-ethyl-4-oxo-
2H); 487

thiazolidin-(25E or Z))-ylidenel

1H): 8.09 (s, 1H); 8.32 (s,

1H);

4.17

-2

cyano- N- cyanonet hyl -acetam de 7.51 (s,

4.22

9.35

211) | [ MH]
211)} 530 thiazolidin-(2-(E or| 2))-ylidene]

1H); 290

(E/Z)-ylidenej-3-efhyl -4-oxo- 4.24

95

TH) m_f o F{DWVBO-
S PRty 0 PTG | B KR D (o Molecu
.7 166 HIAHH>_~ ON NIlsoner): 8 =
r[1-]3-Chloro-5-(2,2-dinethyl- 1.12-1.34 (
pr opi onyl am no) - phenyl am no] - mret h- 3.

ar12H)

(K}(Telqg’ht/

-24_7.00
MS

(EST)

[M+1]"

Educt/
Syn-
thesis
as in
the

Case of

6.99 (d, 2H);
7.20 (d, 2H);

7.52 (d, 1H);

10.47 (d, 1H) ppm.




Exam Structure and Nane 'H NVR Mol ecu- Educt/ ple

No. lar Syn Weight/ thesis yg as in (ESI) the

[ MH1] + Case of cyano-N- (2, ’2, -trifluoro-ethyl)- 7.51
1H); acetamide 7.62 (s, 1H); 8.09 (s, 1H); 8.18

HH-—9-33 (s 131)—16-48L ) B 0] 010 | N I G
Exany possctyee g §pms v 155/ s N IGNVRt h k2o Nglects- 1 Educt/
532.06 166 NH 1AHH-INO "IN Isoner): 8 = Ms S
pleNp_ | 5-[1-[3-Chl oro-5- (2, 2-di metlhyl - 1.17-1.31 (K 12h)|>Y™
(BSI') propionylam no)-phenyl am no]-nmeth- 1.39-1. 52 .
(M 2H): [MH] (B 2)-ylidene]|-3- et hyl - 4- oxo- | Weight{ phesis
2H); 533 thiazolidin-(2-(E onp 2))-ylidene]- 2 )
1.[77-2.01 (m 211); cyano-N-((I S, 2S)-2-hydroMs 3.g8sin
(m 1H); cyclopentyl)-acetamjde 4.00 (m 1H); 4.23
(qr 2H); 4.78 (d, 1H); 7.02|(s, 1H); 291 (ESD) the

[M+1]" |Case of

291 (DMSO-d6, Stored | MW: 142/

O o
0
V\Q\NIIS N with K,CO;, Main | 483.63 |166
H
0 N\\

\\N Isomer):

&= MS
2-Cyano-2-[3-ethyl-4-oxo-5-[1-[4-(2- |1.22 (& 3H); (ESD
pyrrolidin-1-yl-ethyl)-phenylamino]- | 129 (s, 6H); [M+1] ™
meth-(E/Z)-ylidene]-thiazolidin-(2-(E 1.68 (m, 4H); 484
or Z))-ylidene]-N-(2-hydroxy-1,1- 2.45 (m, 4H);
dimethyl-ethyl)-acetamide 2.58 (m, 2H);

2.69 (m, 2H);

3.38 (d, 2H);

4.20 (q, 2H);

5.20 (t, 1H);

6.66 (s, 1H);

7.15-7.25 (m, 4H);
8.08 (s, 1H);

10.25 (s, 1H) ppm.




Exam Structure and Nane 'H NVR Mol ecu- Educt/ ple
No. lar Syn Weight/ thesis Ms as in (ESI) the
[Mel ]+ Case of 7.39 (s, 1HZ847.51 (s, IH: 7.65 (s,

1H); 8.01 (s, 1H); 9.34 (s, 111) 10. 37 (s 1H) ppm

0-/ (DMSO-d6_—St-ored—MA—155/T th r\LbUJ YR TEducy
Exan4EStepsture 80d JaRN S H 0 ' -~ | H‘NMR',\I S| potect- | Bduc

| sprer): 8 M5 12-Cyano-2- [3]-ethyl- [I-(3-nitro-

pleNb. P2 (t, 311): (ESI) lar Syn-
phenyl am no)-nmeth-(E/ Z)-ylidene]-4- 1.28 (t, 311) )

11 +: oxo-thiazolidin-(2-([E or 2))-yli deneWel@téltheSIS
(dj 2H); 446 acetylam nol -adetic acid ethyl {ester

4.12 (q, 2H); 4.25 (q, 2H); 7.61 (t, 1H); 7.MB(d, |asin

(ESI)  |the

[M+1]" |Case of

292 (DMSO-d6, Stored |{MW:  |151/
Z)@.LNQQ’):S;%HQ NH, |with KoCOs, Main  |510.66 |166
H ° N\\ \\N Isomer):
8= MS
N-((1S,28)-2-Amino-cyclohexyl)-2- | 1:07-1:32 (m, 16H); (ESD)
cyano-2-[5-[1-[3-(2,2-dimethyl- 1.63 (s, b, 2H); [M+1] ™
propionylamino)-phenylamino]-meth- 1.84 (d, 2H); 511
(E/Z)-ylidene]-3-ethyl-4-oxo- 2.59-2.75 (m, 1H);
thiazolidin-(2-(E or Z))-ylidene]- 3.35 (m, b, 3H);
acetamide 422 (q, 2H);
6.90 (d, 1H);

7.04-7.28 (m, 2H);
7.34 (d, 1H),
7.67 (d, 1H);
8.03 (s, 1H);

9.21 (s, 1H) ppm.

293 (DMSO-d6, Stored  |[MW: | 151/
0 O\ o % with K,CO3, Main | 545.66 | 166
N N

[ N OH
H H,IN \ H Isomer):
W




7.86 (d, 111); 8.02-8.15 (m 2H); 292 Exam
Structure and Nane ' H NWR I8 cu- Educt/ ple No. lar
Syn Weight/ thesis M as i (ESI) the [Mtl]+ Case

of

8.22 (s,

1H); 10.56 (s, 1H ppm Ex- Structure and

duct?

v ariyl oyn-- pre L |Educt/
Exarre ESI) in the I[Il\/H-l + Case of | 302 !
' O N N aN|[S (CDC13, 300 SESF. 443 Syn-
pleNoigg H MHz) (selected N " N peaks) 8 MS (ESIY m
N- But - 2-ynyl - 2- cyano- 2-[ 3- et hyjl - 4-oxo-5-[1- 1. %& :
3 : phenyl am no- net|h- (E or Z)-ylide 1§-hnt} thesis
1.B3 (s, 3H); 4.0g 367 '
thj azol i di n-(2Z/ E)-ylidene] -adetani de (m 2H) ;M8 36 |asin
(m 2H); 6.40 (m
(ESY) the
[M+1]" |Case of
o= MS
2-Cyano-2-[5-[1-[3-(2,2-dimethyl- 1.24 (s, 9H); (ESD
propionylamino)-phenylamino]-meth- |1.28 (t, 3H); [M+1] ™
(E/Z)-ylidene]-3-ethyl-4-oxo- 2.85 (d, 1H); 546
thiazolidin-(2-(E or Z))-ylidene]-N- 3.13 (dd, 1H);
((18,2R)-2-hydroxy-indan-1-yl)- 4.25 (q, 2H);
acetamide 4.50 (m, 1H);
5.27 (m, 1H);
5.56 (d, 1H);
6.94 (d, 1H);
7.15-7.30 (m, 6H);
7.36 (d, 1H);
7.72 (s, 1H);
8.08 (s, 1H);
9.23 (s, 1H);
10.50 (s, 1H) ppm.
294 o Q o (DMSO-d6, Stored | MW: 151/
N NS NH : :
¥ H'j: with K,CO3, Main ~ |413.50 166
o N N
\_ N
Isomer):




1H; 7.09 (m 3H); 7.38 (m 2H); 8. 10 (d, 293 Ex-
Structure and Nane 'H NVR Myl ecu- Educt/ am |ar Syn-
ple Weight/ thesis as No. (ESI) in the [ M1] + Case
of IH)' 10.50 (d, 1H). 303 F 7 ff--N -MR MN 157/
0 i N {DBSMO-d6 306044753 PR S—HN—H-NT “TEduct/
Exany- se‘it’é@f%ﬁ‘&fgg&%‘f 8 = M5 (ESI) | BB m 3H) - W‘TCE: ue
Z-Q/an02[5[l-[4(2 di met hyl{am no- 2.21 (s, |6H); Syn-
pleN®. 51 448 et hoxy) - phenyl ani no]|- et h- (E/ 2) - yl i ¢éhe] - 3-{°"
(m 2H); 3.45 (m ethyl-4-o0xq-thiazolidin-(24_or. .
E)rylidene]- IH);: 3.52 (m V&?elght/ thesis
(2t fluoro-ethyl)-acetam de 1H); 4.03 (m 2H); |4.22 (m .
ZHP; 4.40 (m | H; 4.58 (m| IH; 6.95 (d, - |asin
7.23 (d,
(ESD the
[M+1]" | Case of
&= MS
2-Cyano-2-[5-[1-[3-(2,2-dimethyl- 1.10-1.30 (m, 12H); (ESI)

. +,
propionylamino)-phenylamino]-meth- | 4.24 (q, 2H); [M+1] ™:
(E/Z)-ylidene]-3-ethyl-4-oxo- 6.94 (d, 1H); 414
thiazolidin-(2-(E or Z))-ylidene]- 7.10-7.41 (m, 4H);
acetamide 7.71 (s, 1H);

8.01 (d, 1H);
9.23 (s, 1H);
10.41 (d, 1H) ppm.

295 ¢l o (DMSO-d6, Stored | MW: 155/

0 \)_/
?)LNQNIIS*O{H with K,CO3, Main | 520.05 |166
H H
oL Isomer):

o= MS

: - | (ESI
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.13-1.28 (m, 12H); | (ESI)

. : M+1] ™
propionylamino)-phenylamino}-meth- 1.30 (s, 6H); [M+1]

. 521
(E/Z)-ylidene]-3-ethyl-4-oxo- 3.36 (d, 2H);
thiazolidin-(2-(E or Z))-ylidene]-2- 4.20 (q, 2H);
cyano-N-(2-hydroxy-1,1-dimethyl- 5.16 (s, b, 1H);
ethyl)-acetamide 6.35-6.70 (s, b, 1H);




2H); 7.77 (m 1H); 8.01 (ni, 1H); 10.28 (s, 1H).
294 Ex- Structure and Nane ' NMR Mbl ecu- Educt/ am
lar Syn- ple Wight/ thesi s 2& No. M5 (ESI) in the
[ Mt1] + Case of 304 N'_"""o0o O "HNWMR MW 157/ s NV

IR N ) (REERE § B duct/

[4-(2 1.25 (m :3%; [ Mt
pleNo}| +: - di net hyl ani no- et hoxy) -|phenyl ar ni no] 2. (s, |°M™
6 ., 2.60 441 -nmeth-(E 2Z2)-|lylidene]-3-ethyll-4-0x0- )
(m 2H); 4.02 (m thiazolidin-(2Z or Weight/ | thesis

E)tylidene]-acetam de 2H); 4.15 (d, 2H); 4.25|(m _
; 6.91 (d, 2H); 7.26 (d, |2H); 8.08 (s, IMS 8.3@sm
( 1H); 10.39 (s, 1H).

(BS) |the

[M+1]" |Case of

6.70-6.98 (s, b, 1H);
7.48 (s, 2H);
8.13 (s, 1H);
9.27 (s, 1H);

10.37 (s, 1H) ppm.

296 cl (DMSO-d6, Stored MW: 155/
?/'OLHCLWJ:S}O{—”’_ with K;COs, Main ~ |476.00 [166
© N\\ N Isomer):
&= MS
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.06 (t, 3H); (ESD
propionylamino)-phenylamino]-meth- 1.15-1.32 (m, 12H); |[M+1] "

(B/Z)-ylidene]-3-ethyl-4-oxo- 3.21 (pentuplet, 2H); |477
thiazolidin-(2-(E or Z))-ylidene]-2- 4.23 (g, 2H);
cyano-N-ethyl-acetamide 7.01 (s, 1H);
7.51 (s, 1H);
7.64 (s, 1H);
7.72 (s, 1H);
7.99 (s, 1H);

9.35 (s, 1H);




NVR M\ 157/

305 N O N (CDC13, 300 441.553 166

S HHN M) 8 1.40 (m 3H); M (ESI)

N Al Iyl - 2- eyano- 2- [ 5- [ | - [ 4- (388di net hyl ami no- 2. 32 (s,

I aN

6H); 272 [Me 1 |+ 205 Ex- Structure and Name =~
Exargrs | Strygsturgand Same | 1y ¢ hea'['?vhf; EINMR T TR I ML= TEduct/
el 51 Phenty 3 0 T o U P (B 40F, 4 4o
(m or E)-ylidene]-acetanide 2H); 5.18 (dd, [1H); _
5.25 (dd, 1H); 5.90 (m 1H);| 6.27 (m [|H); |8Vaght(dthesis
2H); 7.01 (d, 2H); 7.47 (d, [1H); 10.48 (d, |1H. 306
H NVR MY 157/ N MS oS in
(ESI) |the
[M+1]" |Case of
10.36 (s, 1H) ppm.
297 cl (DMSO-d6, Stored MW: 155/
?)OLN u«j:s;z-u’_z with K,CO3, Main | 485.99 |166
© N\\ N Isomer):
8= MS
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.14-1.32 (m, 12H); |(ESD)
propionylamino)-phenylamino]-meth- 3.06 (s, b, 1H); [M+1] ™
(E/Z)-ylidene]-3-ethyl-4-oxo- 3.94 (m, 2H); 486
thiazolidin-(2-(E or Z))-ylidene]-2- 4.23 (q, 2H);
cyano-N-prop-2-ynyl-acetamide 7.03 (s, 1H);
7.52 (s, 1H);
7.65 (s, 1H);
8.03 (s, 1H);
8.12 (s, 1H);
9.37 (s, 1H);
10.42 (s, 1H) ppm.
298 cl (DMSO-d6, Stored |[MW:  |155/
0 0 =N
YLN E«Is *_{‘H with K,CO3, Main | 486.98 |166
© N\\ N Isomer):




s H (DVsO-d6, 300 455.580 166 H N 4,

0.22 (m 2H); Ms (ESI) 0.40
2- Cyano- N-cycl opr opyl nmet hyI

gm 2H) ;[ Ml ]

+:

0 N M) 8

B[ 5-[1-[4-(2 1.01 (m

1H); 456 di net hyl _am no- et hoxy) phenyl am no] -neth 1.22
Bany [ e o NaBe00 o1 B o1 | (oHA et o de. (WOGH {2
3.p2 (m 296 'H NMR Mol ecu- Educt/ Ex- Stractjure ang
pleNdafre am lar Syn- ple Wight/ [thesis as No. I‘/%I(ESI )| Syo-
inlthe [ MFl] + Case of 2H); 4.100 (m 2H); 4.22 .
2H): 6.91 (d, 2H); 7.20 (d, [2H); 7.70 (m Jl‘éelgls/c@lesw
e asin
(ESD the
[M+1]" | Case of

&= MS
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.13-1.34 (m, 12H); (ESD)
propionylamino)-phenylamino]-meth- |4.17 (d, 2H); | [M+1] *
(E/Z)-ylidene]-3-ethyl-4-oxo- 4.22 (q, 2H); 487
thiazolidin-(2-(E or Z))-ylidene]-2- 7.00 (s, 1H);
cyano-N-cyanomethyl-acetamide 7.51 (s, 1H);

7.63 (s, 1H);

8.09 (s, 1H);

8.32 (s, 1H);

9.35 (s, 1H);

10.50 (s, 1H) ppm.

299 el . (DMSO-d6, Stored | MW: 155/
?/?LN ,N"IS)O{—H/—GFF with K,CO;, Main 529.97 |166
° N\\ \\N Isomer):

&= MS
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- 1.12-1.34 (m, 12H); | (ESD
propionylamino)-phenylamino]-meth- 3.95 (m, 2H); [M+1] ™
(E/Z)-ylidene]-3-ethyl-4-o0xo- 4.24 (¢, 2H); 530
thiazolidin-(2-(E or Z))-ylidene]-2- 7.00 (s, 1H);




1

H; 10. 19 (s, IH).

307 NVR MN 157/

00rj//

N

(DVMBO-d6, 300 439.537 166 SHHHN Miz) 8 1.23 (m

3H); Ms (ESI)

2.19 (s, 6H);2

.5 8 [Mr11 +:

%;IrC‘AIaQPhM[S [I-[4 (2 di mst hyI arlnl_r)g- (m 2H); 3.05 (m
Exméfwzwl@ P T s T e [ EG
pleNal)” 422 (m 20, 602 (d 4. 7 25 td ol 8 oS

(m 297 Ex- Structure and Nane ' H NVR Mbl ecu-| Educt /

amt lar Syn- ple Wight/ thesils as No. M5 (E$Weigh/ |thesis

the [Mrl]+ Case of 2H); 10.27 (s, IH. 308 K 7H - N\R

MA' 157 NOONFF s H (DVSQ d6, 300 483.512M$%6 asin

(ES)  |the
[M+1]" | Case of

cyano-N-(2,2,2-trifluoro-ethyl)- 7.51 (s, 1H);
acetamide 7.62 (s, 1H);

8.09 (s, 1H);

8.18 (s, 1H);

9.33 (s, 1H);

10.48 (s, 1H) ppm.

300 % Q (DMSO0-d6, Stored MW: 155/
?LHQ”XSQE OH with K,CO3, Main 532.06 |166
0 N\\ \\N Isomer):

5= MS
2-[5-[1-[3-Chloro-5-(2,2-dimethyl- | 117-1.31 (m, 12H); (ESI)
propionylamino)-phenylamino]-meth- 1.39-1.52 (m, 2H); [M+1] 7
(E/Z)-ylidene]-3-ethyl-4-oxo- 1.62 (m, 2H); >33
thiazolidin-(2-(E or Z))-ylidene]-2- 1.77-2.01 (m, 2H);
cyano-N-((18,2S)-2-hydroxy- 3.85 (m, 1H);
cyclopentyl)-acetamide 4.00 (m, 1H);

423 (q, 2H);

478 (d, 1H);

7.02 (s, 1H);




MHz) 8 1.25 (m 3H); M5 (ESI) 2.19 (s, 6H); [M- 1] +:
2-@ano-2-[5-[|-[4-(2-dimst%lam’no- 2.59 (m 2H); 484
et hoxy) - phenyl am no] - net h- ( i) -ylidene]-3- 3.98 (m

4H); ethyl-4-oxo-thiazolidin-(2Z or E) 4.22 (m 2H);

ygenel=NA2 2 2=triftuoro-agiffWmd- 91 (0, Z®ialecu.

Exam-3[ STUCHTRANG NBEE 4 oy g, 0g Ho MR- g 16 | Pigiequy| Bduct
10031 (s, 1H). 309 0 -"-HNVR MW 157/ N S H Svn-

ple NoD\VSO- d6, 300 429.542 166 H N[0 N MHz) 8 1.05 l"r‘h 3H)| >
MS| (ESI) 1.22 (m 3H); [Mr1l4: , .
2-Cyano-2-[5-[ I -[ 4- (2-di et hyl|ami no 2.21 (s, ¢Meightgg thesis
Ex;t Structure and Nane ' H NVR |Mbl ecu- Educt/ |am lar|
Syn- ple Wight/ thesis as Nd. M5 (ESI) in thMM§ M ]|esin
Case of ethoxy)-phenyl am no] -jneth-(E Z)-ylidenel - 3-
2.21 (s, 6H); 430 (ESD  |the

[M+1]+ Case of

7.39 (s, 1H);
7.51 (s, 1H);
7.65 (s, 1H);
8.01 (s, 1H);
9.34 (s, 1H);

10.37 (s, 1H) ppm.

301 o _/ (DMSO-d6, Stored | MW: 155/
o:WO\N,j:S*_O{-u’_‘o with K,COs, Main ~ |445.45 |16
° H © N\\ N\ Isomer):
o= MS
{2-Cyano-2-[3-ethyl-5-[1-(3-nitro- 1.22 (t, 3H); (ESD)
phenylamino)-meth-(E/Z)-ylidene]-4- 1.28 (t, 3H); [M+1] ™
oxo-thiazolidin-(2-(E or Z))-ylidene]}- 3.91 (d, 2H); 446

acetylamino}-acetic acid ethyl ester 4.12 (q, 2H);
425 (g, 2H);

7.61 (¢, 1H);
7.79 (d, 1H);
7.86 (d, 1H);

8.02-8.15 (m, 2H);




et hyl - 4-oxo-thiazolidin-(2Z or E) 2.60 (m 2H);

-ylidene] - N-et hyl -acet am de 20 ((m 2H); 4.00 (m
2H): 4.21 (m 2H); 6.92 (02,%22H); 7.22 (d, 2H);
7.63 (m 1H); 7.99 (s, 1H); 10.20 (s, IH. 310 F
7H = NYRAMN 57— 00— F N (DIYBPRiGR 300 465.
Exang-g| $rugrurgahd Name o0 (my 3H) l\ﬁ% "ifoléced | Educt/
| 2-Cyano-N- (2, 2-difluoro-ethyl)]-2-[5 2.20 (s, 6H).;
pleNavirl] +: -[I-[4-(2-dinethylarni no-ethoxy)- 2.% (m Syn-
2H); 466 phenyl am nol -neth-(|E/ Z)-ylidene] -3 _-ethyl .
3.52 (m 2H): -4-oxo-thiazolildin-(2Z or E)-yl|\Weigyy -| thesis
4.00 (m 2H); acetamide 4.20 (m 2R); 6.03 (tjt, IH);
299 Ex- Structure and Name ' H NVR Mol ecu- EdyM$  amasin
| ar Syn- ple Weight/ thesis as| No. M5 (ESI) iln the
[ MH1] + Case of (ESID) the
[M+1]" |Case of
8.22 (s, 1H);
10.56 (s, 1H) ppm.
Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) |in the
[M+1]" |Case of
302 'H-NMR MW: INT138
s (CDCl;, 300 366.443 |/ 166
N
H/j_N \\N MHz) (selected
o > peaks) & = MS (ESI)
38 , ; M+1 +:
N-But—2-yny1—2-cyano-2—[3-ethy1-4-oxo-5-[1- 1.38 (m, 3H) [ ]
1.83 (s, 3H); 4.09 | 367
phenylamino-meth-(E or Z)-ylidene]- (s, 3H)
. , 2H); 4.36 (m,
thiazolidin-(2Z/E)-ylidene]-acetamide (m, 2H); 4.36 (m
2H); 6.40 (m,
1H); 7.09 (m,
3H), 7.38 (m,
2H); 8.10 (d,




6.82 (d, 1H); 6.97 (m | H; 7.33 (s, IH; 8.20 (s,
IH). 311 'H NVR MN 162/ ( O d6, 300 617.718 166
HNOFHOr_~FGNNSN (selected H 0 H 14",
N peaks) 8 (ESI) 124(m 12H); [M+11 +: 1.69 (m
—AHh _18 S L2t t=Cyanmo-1=(2Z, Z-air TIHRMR 2- 28 (Molddit: | Educt/
Ex- oLy %rm!f/lflf nmeth-(Z or E)-ylidene]- 3- 3.60(rr(1)
2H); ethyl-4-oxo-thiazolidin-(5E/2)- 4.23 (m ZQ(#) Syn-
am- y| | denemethyl] -amino 1 -5 -(2,2-dimethyl- 6.09¢tt, I|>"
H:; propionylamno)-N(2-pyrrolidin-21-yl-ethyl|)- 7.41 .
ple (5, 1H); 7.71 benzamde (s, IH; |7.93 (m 2I—|);)V§‘?1$]©t71 thesis as
IH; 8.50 (m 1H); 9.41 (s, 1H); 10.60 (s, 300 Ex- |
No. Structure and Nane ' H NMR Mol ecu- |Educt/ am ||8S 658D |in the
pl e Wi ght/ thesis as
[M+1]*  |Case of
1H); 10.50 (d,
1H).
303 F | '"H-NMR MW: 157/
AP 0 /J |
| s N (DSMO-d6, 300 |447.532 |166
N
H/j;N N\ MHz) (selected
o ) N
peaks) d = MS (ESD)
124 (m, 3H);  |[M+1]™:
2-Cyano-2-[5-[1-[4-(2-dimethylamino- 2.21 (s, 6H); 2.61 | 448

ethoxy)-phenylamino]-meth-(E/Z)-ylidene]-3-
ethyl-4-oxo-thiazolidin-(2Z or E)-ylidene]-N-

(2-fluoro-ethyl)-acetamide

(m, 2H); 3.45 (m,
1H); 3.52 (m,
1H); 4.03 (m,
2H); 4.22 (m,
2H); 4.40 (m,
1H); 4.58 (m,
1H); 6.95 (d,
2H); 7.23 (d,
2H); 7.77 (m,
1H); 8.01 (m,
1H); 10.28 (s,

1H).




No. M5 (ESI)

in the [I\/H]+ Case of

1H) .

312 -

H- NVR

MAN 162/ HHNO O r-j D%S d6, 300 599. 728 166
,--~~N,,,~S N MHz) (selec NN>~H Y& HONON
peaks) 8 %S (ESI) 1.26 (m 12H); [M+1 + 1.68 (m

- uuu 2=tt=Cyano=—1t=(2=ftT ylcarba -

Ex 2 a“ﬁflj(;]alh meth-(Z or E)-yli de=nefﬂgﬁet hyl - @%au Educt
34_6 (m 1H); thiazolidin-(5 BZ-ylldenerrethylklr S
am- _lanino 1 -5 3.53 (m 1H); yn-

(12, 2-di net hyl - propi onylam no)-N-(2 4.23 (m 2H)|;,,.. .
ple pyrrolidin-1-yl-ethyl)-benzanide 4.40 (m( 1H) H) Weighy/ |thesis as
(m 1H); 7.41 (s, IH; 7.71 (s, |1H; 7.82 (m 1|—]|%'
No. 7492 (s, IH: 8.18 (m 1H; 8.50 (m MS (ESI) |in the
[M+1]" | Case of
304 /\/o\©\ o. /=" |'HNMR MW: 157/
N
H
”ﬁjk‘? (DMSO-d6, 300 |{440.525 |166
N AN
° ) N MHz) (selected
peaks) & = MS (ESD)
: M+11"
2-Cyano-N-cyanomethyl-2-[5-[1-[4-(2 1.25 (m, 3H); (M)
_ 2.20 (s, 6H); 2.60 | 441
-dimethylamino-ethoxy)-phenylamino] (s, 6H)
2H); 4.02 (m,
-meth-(E/Z)-ylidene]-3-ethyl-4-0xo- (m, 2H); 4.02 (m
2H); 4.15 (d,
thiazolidin-(2Z or E)-ylidene]-acetamide ) (
2H); 4.25 (m,
2H); 6.91 (d,
2H); 7.26 (d,
2H); 8.08 (s,
1H); 8.30 (m,
1H); 10.39 (s,
H).
305 /| H-NMR MW: 157/
N~ )
\@\ . %H (CDCl3, 300 441.553 166
N
5 N) \\N MHz) 6 =
1.40 (m, 3H); MS (ESI)
N-Allyl-2-cyano-2-[5-[1-[4-(2-dimethylamino- 2.32 (s, 6H); 2.72 [M+1]™:




1H); 9.41 (s, 1H); 10.57 (d,
295
Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) |in the
[M+1]" |Case of
ethoxy)-phenylamino]-meth- (m, 2H); 4.00 (m, | 442
(B/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-(2Z | 4H); 4.39 (m,
or E)-ylidene]-acetamide 2H); 5.18 (dd,
1H); 5.25 (dd,
1H); 5.90 (m,
1H); 6.27 (m,
1H); 6.92 (d,
2H); 7.01 (d,
2H); 7.47 (d,
1H); 10.48 (d,
1H).
1
H-NMR MW: 157/
306 \N/\/O o /,—4
| [ l””jf%” (DMSO-d6, 300 |455.580 |166
H
N Y
< N MHz) § =
0.22 (m, 2H); MS (ESI)
0.40 (m, 2H);  |[M+1]™:
2-Cyano-N-cyclopropylmethyl-2-[5-[1 -[4-(2-
1.01 (m, 1H); 456
dimethylamino-ethoxy)-phenylamino]-meth-
1.22 (m, 3H);
(E/Z)-ylidene]-3-ethyl-4-oxo-thiazolidin-(22
2.19 (s, 6H); 2.60
or E)-ylidene]-acetamide
(m, 2H); 3.02 (m,




296

Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ES]) |in the
[M+1]" |Caseof
2H); 4.00 (m,
2H); 4.22 (m,
2H); 6.91 (d,
2H); 7.20 (d,
2H); 7.70 (m,
1H); 8.00 (s,
1H); 10.19 (s,
1H).
307 /J// "H-NMR MW: 157/
\TNO\Q\ S%itu (DMSO-d6, 300 |439.537 |166
ﬁ/oil\l) \\N MHz) § =
1.23 (m, 3H);  |MS(ES])
2.19 (s, 6H); 2.58 [ [M+1]™:
2-Cyano-2-[5-[1-[4-(2-dimethy1amino- (m, 2H); 3.05 (m, 440
ethoxy)-phenylamino]-meth-(E/Z)-ylidene]-3- | 111); 3.90 (m,
ethyl-4-oxo-thiazolidin-(2Z or E)-ylidene]-N- 2H); 4.01 (m,
prop-2-ynyl-acetamide 2H); 4.22 (m,
2H); 6.92 (d,
2H); 7.22 (4,

2H); 8.03 (m,




297

Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) |in the
[M+1]" |Case of
2H); 10.27 (s,
1H).
308 " | H-NMR MW: 157/
NN\ 0 //k
| \©\N S%n | (DMSO-d6, 300 |483.512 |166
H?N) \\N MHz) & =
1.25 (m, 3H); MS (ESI)
2.19 (s, 6H); [M+1]™:
2-Cyano-2-[5-[1-[4-(2-dimethylamino- 2.59 (m, 2H); 484
ethoxy)-phenylamino]-meth-(E/Z)-ylidene]-3- 3.98 (m, 4H);
ethyl-4-oxo-thiazolidin-(2Z or E) 422 (m, 2H);
-ylidene]-N-(2,2,2-trifluoro-ethyl) 6.91 (d, 2H);
-acetamide 722 (d, 2H);
8.06 (s, 1H); 8.16
(m, 1H); 10.31
(s, 1H).
309 | N~ A° o. / |HNMR MW: 157/
| \Q\Hi% H (DMSO-d6, 300 |429.542 |166
0 N> \\N MHz) 8 =
1.05 (m, 3H); MS (ESD)
122 (m, 3H);  |[M+1]™:
2-Cyano-2-[5-[1-[4-(2-dimethylamino-
2.21 (s, 6H);




298

Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) | in the
[M+1]" |Case of
ethoxy)-phenylamino]-meth-(E/Z)-ylidene]-3- |2.21 (s, 6H); 430
ethyl-4-oxo-thiazolidin-(2Z or E) 2.60 (m, 2H);
-ylidene]-N-ethyl-acetamide 3.20 (m, 2H);
4.00 (m, 2H);
4.21 (m, 2H);
6.92 (d, 2H);
7.22 (d, 2H);
7.63 (m, 1H);
7.99 (s, 1H);
10.20 (s, 1H).
F 1T .
310 G . //< H-NMR MW: 157/
| \©\N s%{u F | (DMSO-d6, 300 |465.522 |166
H/OjN \\N MHz) & =
) 1.20 (m, 3H); MS (ESID)
2-Cyano-N-(2,2-difluoro-ethyl)-2-[5 2.20 (s, 6H); [M+1] +.
-[1-[4-(2-dimethylamino-ethoxy)- 2.49 (m, 2H); 466
phenylamino]-meth-(E/Z)-ylidene]-3-ethyl 3.52 (m, 2H);
-4-oxo-thiazolidin-(2Z or E)-ylidene]- 4.00 (m, 2H);
acetamide 4.20 (m, 21;1);

6.03 (tt, 1H);




299

Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) |in the
[M+1]" |Case of
6.82 (d, 1H);
6.97 (m, 1H);
7.33 (s, 1H); 8.20
(s, 1H).
311 "H-NMR MW: 162/
HN\'to £ |(DMSO-d6,300 |617.718 |166
GN N’H){@N’XS&NAF MHz) (selected
o Ry |} N\ peaks) = MS (ESD)
124 (m, 12H); |[M+1]™:
1.69 (m, 4H); 618

3-{[2-[1-Cyano-1-(2,2-difluoro-
ethylcarbamoyl)-meth-(Z or E)-ylidene]-3-
ethyl-4-oxo-thiazolidin-(SE/Z)-
ylidenemethyl]-amino}-5-(2,2-dimethyl-
propionylamino)-N-(2-pyrrolidin-1-yl-ethyl)-

benzamide

2.58 (m, 2H);
3.60 (m, 2H);
4.23 (m, 2H);
6.09 (tt, 1H),
7.41 (s, 1H); 7.71
(s, 1H); 7.93 (m,
2H); 8.19 (m,
1H); 8.50 (m,
1H); 9.41 (s,

1H); 10.60 (s,




300

Ex- |Structure and Name "H-NMR Molecu- |Educt/
am- lar Syn-
ple Weight/ |thesis as
No. MS (ESI) |in the
[M+1]" |Case of
1H).
312 f "H-NMR MW: 162/
HN" "0 F |(DMSO-d6,300 |599.728 |166
H o) /’J
NN N/jsk{” MHz) (selected
: :/ H \
O 0 N) > peaks) & = MS (ESI)
1.26 (m, 12H); |[M+1]™:
1.68 (m, 4H); 600
3-{[2-[1-Cyano-1-(2-fluoro-ethylcarbamoyl)-
2.58 (m, 2H);
meth-(Z or E)-ylidene]-3-ethyl-4-oxo-
3.46 (m, 1H);

thiazolidin-(SE/Z)-ylidenemethyl]-amino}-5-
(2,2-dimethyl-propionylamino)-N-(2-

pyrrolidin-1-yl-ethyl)-benzamide

3.53 (m, 1H);
4.23 (m, 2H);
4.40 (m, 1H);
4.59 (m, 1H);
7.41 (s, 1H); 7.71
(s, 1H); 7.82 (m,
1H); 7.92 (s,
1H); 8.18 (m,
1H); 8.50 (m,
1H); 9.41 (s,

1H); 10.57 (d,




