
WO 2007/077574 PCT/IN2006/000490  SULFOXIMINE
DERIVATIVES AS p38 MAP KINASE INHIBITORS FIELD OF
INVENTION The present invention relates to novel
compounds of general formula (I), their  regioisomers,
tautomeric forms, novel intermediates involved in
their synthesis, their  5 pharmaceutically acceptable
salts and pharmaceutical compositions containing them.
The present invention also relates to a process of
preparing compounds of general  formula (I), their
regioisomers, their tautomeric forms, their
pharmaceutically  acceptable salts pharmaceutical
compositions containing them, and novel intermediates
involved in their synthesis. O  n  N=S-R4 N- R3  S  R,
N"k R2 10 (')  BACKGROUND AND PRIOR ART The present
invention discloses novel compounds for the treatment
of diseases  caused by pro-inflammatory
cytokines/mediator(s) by inhibiting the p38 MAP
kinase. 15 The etiology and pathogenesis of diseases
caused by pro-inflammatory  cytokines are not yet
fully understood. It is believed that the exposure of
a genetically  susceptible individual to an
environmental factor, possibly an infectious agent,
leads to  an immune response, which results in the
activation of a wide range pro-inflammatory  cytokine
genes. Cells that play an active role are macrophages,
CD4+ T-cells, B-cells, 20 dendritic cells and mast
cells. They contribute significantly to various
aspects of the  disease either through cell-cell
interactions or through the production of cytokines
and  other mediators. The inhibition of cytokine
production through transcriptional inhibition is an
alternative strategy for therapeutic intervention. 25
Tumor necrosis factor-a (TNF-a) is a pro-inflammatory
cytokine, mainly  produced by activated monocytes and
macrophages. Excessive production of TNF-a is
believed to underlie the progression of many serious
inflammatory diseases, such as  rheumatoid arthritis
(RA), Crohn's disease and psoriasis. Recent clinical
data, obtained  1 



WO 2007/077574 PCT/IN2006/000490  using chimeric TNF-a
antibodies and soluble TNF-a receptor fusion proteins
in the  treatment of RA, have confirmed the important
role of TNF-a in these inflammatory  conditions. These
agents are generally well tolerated but have drawbacks
relating to  patient cost, efficiency of production,
and administration by injection. Therefore, 5
inflammation research has focused on the development
of orally active small molecular  inhibitors of
cytokine release. Protein kinases are involved in
various cellular responses to extracellular signals.
The  family of mitogen-activated protein kinases
(MAPK) includes Ser/Thr kinases that  activate their
substrates by dual phosphorylation. MAPKs are
reporters of changes in 10 the extracellular milieu,
which lead to cellular responses allowing adaptation
to  changed physiologic and pathologic circumstances.
MAPKs function as an "emergency  switch" that allows a
broad cellular response by turning on the target genes
of  transcription factors, cytokines, and their
surface receptors. These proteins are therefore
considered to be a promising target of future  15
therapeutic compounds that aim to treat diseases
caused by pro-inflammatory  cytokines/mediator(s). One
particularly interesting MAPK is p38, which is also
known as cytokine  suppressive anti-inflammatory drug
binding protein (CSBP) and RK. Activation of p38  MAP
kinase has been observed in cells by a wide variety of
stimuli, such as treatment 20 with LPS, UV,
anisomycin, or osmotic shock, and by treatment with
cytokines, such as  IL-1 (3 and TNFa. Inhibition of
p38 kinase leads to a blockade in the production of
both  IL-1 (3 and TNF-a, IL-1 (3 and TNF-a stimulate
the production of other proinflammatory  cytokines
such as IL-6 and IL-8 and have been implicated in
acute and chronic  inflammatory diseases and in
post-menopausal osteoporosis. p38 MAP kinase kinase 25
plays a central role in numerous proinflammatory
responses and regulates multiple  pathways in
inflammation. The p38 MAP kinase is widely expressed
in many cell  types, including immune, inflammatory
and endothelial cells. The p38 MAP kinase has four
isoforms (known till date), namely, p38 MAPKa,  p38
MAPK13, p38 MAPKy and p38 MAPK6 that are encoded by
separate genes. These  3o kinases are all members of
the CMGC (CDK (cyclin dependent kinase) MAPK GSK3
(glycogen synthase kinase) CLK (Cdc-2 like kinase))
branch of the human kinome. The  p38 MAPKa and p38
MAPK(3 kinases are 75% homologous, whereas p38 MAPKy
and  p38 MAPKS are approximately 60% homologous to p38
MAPKa. p38 MAPKa  2 



WO 2007/077574 PCT/IN2006/000490  specifically induces
the synthesis of proteases such as stromelysin 1
(matrix  metalloproteinase 3) or collagenase 1 (matrix
metalloproteinasel), which are important  for
mediating cartilage damage in RA. P38 MAPK(3 functions
as a survival protein,  inducing heat-shock protein
70, a potent antiapoptotic factor induced in the
synovial 5 membrane of RA patients. Maintaining cell
survival is considered a key feature of p38  MAPK(3
activation. Little is known about p38 MAPKy, which is
involved in myocyte  differentiation, or about p38
MAPK6, which acts on microtubule organization (which
might be important in the organization of synovial
microvessels). The p38 MAPKa  isoform has been
associated most closely to inflammatory responses. A
variety of 1o factors, including stress, endotoxin,
cytokines such as TNF-a and IL-1(3, and cigarette
smoke activate the p38 MAP kinases: Once activated,
p38 MAPK phosphorylates  downstream substrates to
initiate a signal cascade that regulates synthesis of
a variety  of proinflammatory mediators. TNF-a, IL-1
(3 and COX-2 are among the most  important
proinflammatory mediators regulated by p38 MAPK. The
inhibition of each 15 of these inflammatory mediators
has been demonstrated to lead to clinical benefit in
diseases caused by pro-inflammatory
cytokines/mediator(s), based on approved  biologics
and NSAIDs. In addition to regulating the production
of mediators such as  TNF-a and IL-1 (3, p3 8 MAPK is
activated following the binding of TNF-a, IL-1 (3 and
RANKL to their receptors and is responsible for some
of their effects. p38 MAPK 20 inhibition therefore
offers two opportunities in intervene in processes
involving these  cytokines. In addition to inhibiting
production of the cytokines themselves, p38 MAPK
inhibition has the potential to block deleterious
effects of any of the cytokines that may  still be
produced. For this reason p38 MAPK inhibitors may have
the potential for  greater efficacy in a variety of
diseases than would be predicted by the level of  25
inhibition of cytokine production observed in model
systems. The detailed etiology, physiological
function, forms etc, of the p38 MAP kinase  and their
utility in managing inflammation and other diseases
has been described in  WO 2006018718 Al, WO
2006094187, WO 2006084017, WO 2006013095, WO
2004024699, WO 2004021988, WO 2004032861 and several
other patent and non 30 patent literature. These are
incorporated as reference to the understanding of the
mechanism of activation, effects and utility of the
p38 MAP kinases. Several compounds which inhibit the
p38 MAP kinases have been developed  and are
continuing to be developed for the treatment of
inflammatory diseases and  3 



WO 2007/077574 PCT/IN2006/000490  other indications.
These includes those described in WO 2006099495, WO
2006089798, WO 2006067444, WO 20060111416, WO
2006047354, WO  2006040666, WO 2006026235, WO
2006018735, WO 2006018727, WO 2006010082,  WO
2005115991, WO 2005108387, WO 2005085244, WO
2005085206, WO 5 2005085248, WO 2005085249, WO
2004024699, WO 2004014870, WO 2004032861,  WO
03068746, WO 03068229, WO 03072569, WO 03032989, WO
03015828, WO  03005999, WO 02007772, WO 02085859, WO
03068746, WO 03068229, WO  9932111, WO 9932110, WO
9932106, WO 9852558, WO 0041698, WO 0043384,  WO
9923091, US 20050261354, US 20020065296, US
20030232856, US l0 20020058678, US 6525046 etc..which
are incorporated in their entirety as reference. J
Med. Chem. 2005, 48, 5966-5979 describes `Novel
Inhibitor of p38 MAP Kinase as  an Anti-TNF-a Drug:
Discovery of
N-[4-[2-Ethyl-4-(3-methylphenyl)-1,3-thiazol-5-
yl]-2-pyridyl]benzamide (TAK-715) as a Potent and
Orally Active Anti-Rheumatoid  Arthritis Agent'. US
20040053973 describes substituted 1,3-thiazole
compounds, with  15 the following general formula
having good p38 MAP kinase activity. 0 all,  HN N  \ I
S  N W02006051826 discloses nitrogenous heterocyclic
compound having p38  MAP Kinase activity with the
general formula as follows: E B  R1 A D  20 4 WO
2007/077574 PCT/IN2006/000490  However, since there
are no therapies available in the market and looking
at the potential of such treatments, there remains a
need to develop newer compounds having  good activity
and safety profile. We herein disclose novel compounds
that demonstrate p38 MAP kinases inhibitory  



5 activity and therefore may be suitable for the
treatment of Rheumatoid arthritis (RA).  SUMMARY OF
INVENTION The present invention describes novel
compounds useful as inhibitors of p38  MAP kinases.
The novel compounds are defined by the general formula
(I) below: O  n  N=S-R4 PN- R3  / S  R1 N~R2 (I)  10
These compounds, or their pharmaceutically acceptable
salts, or their  regioisomers may be, among other
things, suitable for the treatment or amelioration of
rheumatoid arthritis, pain and its associated
pathophysiological conditions wherein p38  plays a
significant biological role. EMBODIMENTS OF THE
INVENTION 15 In an embodiment of the present invention
is provided novel compounds of  general formula (I),
their tautomeric forms, their regioisomers, novel
intermediates  involved in their synthesis, their
pharmaceutically acceptable salts, their
pharmaceutically acceptable solvates and
pharmaceutical compositions containing them  or their
mixtures and their use in medicine. O  n  N=S-R4 N- R3
S  R1 N"~' R2  20 (I) In a further embodiment of the
present invention is provided a process for the
preparation of novel compounds of general formula (I),
their regioisomers, their  stereoisomers,their
tautomeric forms, novel intermediates involved in
their synthesis, 25 pharmaceutically acceptable salts
and pharmaceutical compositions containing them.  5 WO
2007/077574 PCT/IN2006/000490  In a still further
embodiment is provided. pharmaceutical compositions 



containing' compounds of general formula (I), their
tautomeric forms, their  stereoisomers ,their
regioisomers, their pharmaceutically acceptable salts
and their  mixtures having pharmaceutically acceptable
carriers, solvents, diluents, excipients and  5 other
media normally employed in their manufacturing
process. DETAILED DESCRIPTION: The novel compounds of
the present invention are defined by the general
formula (I) below: 0  It  N=S-R4 N- R3  S  R, N1~, R2
(I)  10 Wherein R1, R2 may be same or different and
independently represent hydrogen;  optionally
substituted groups selected from linear or branched
(Ci-C6)alkyl, linear or  branched (C2-C6)alkenyl,
linear or branched (C2-C6)alkynyl, (C3-C7)cycloalkyl,
(C3- C7)cycloalkenyl, aryl, heteroaryl, heterocyclyl
groups, each of the cyclic groups may  15 optionally
be fused; The aryl group may be an aromatic system
containing one, two or three rings  wherein such rings
may be attached together in a pendant manner or may be
fused; in a  preferred embodiment such aryl group may
be selected from phenyl, naphthyl,
tetrahydronaphthyl, indane, biphenyl groups; 20 The
heteroaryl group represents 5 to 8 membered aromatic
radicals, which may  be single or fused containing one
or more hetero atoms selected from 0, N or S; in a
preferred embodiment such groups may be selected from
pyridyl, thienyl, furyl,  pyrrolyl, oxazolyl,
thiazolyl, isothiazolyl, imidazolyl, isoxazolyl,
oxadiazolyl,  thiadiazolyl, triazolyl, tetrazolyl,
benzopyranyl, benzopyranonyl, benzofuranyl, 25
benzothienyl, indolinyl, indolyl, azaindolyl,
azaindolinyl, benzodihydrofuranyl,
benzodihydrothienyl, pyrazolopyrimidinyl,
pyrazolopyrimidonyl, azaquinazolinyl,
azaquinazolinoyl, pyridofuranyl, pyridothienyl,
thienopyrimidyl, thienopyrimidonyl,  quinolinyl,
pyrimidinyl, pyrazolyl, quinazolinyl, quinazolonyl,
pyrimidonyl,  pyridazinyl, triazinyl, benzoxazinyl,
benzoxazinonyl, benzothiazinyl, benzothiazinonyl,  6 



WO 2007/077574 PCT/IN2006/000490  behzoxazolyl,
ben2othiazolyl, benzimidazolyl, benzotriazolyl,
phthalazynil,  naphthylidinyl, purinyl; carbazolyl,
phenothiazinyl, phenoxazinyl groups; The term
"heterocyclyl" represents saturated, partially
saturated and unsaturated  ring-shaped radicals, the
heteroatoms selected from nitrogen, sulfur and oxygen;
in a  5 preferred embodiment such groups may be
selected from aziridinyl, azetidinyl, pyrrolidinyl,
imidazolidinyl, piperidinyl, piperazinyl,
2-oxopiperidinyl, 4y  oxopiperidinyl,
2-oxopiperazinyl, 3-oxopiperadinyl, morpholinyl,
thiomorpholinyl, 2=  oxomorpholinyl, azepinyl,
diazepinyl, oxapinyl, thiazepinyl, oxazolidinyl,
thiazolidinyl, and the like; examples of partially
saturated heterocyclic radicals include 10
dihydrothiophene, dihydropyran, dihydrofuran,
dihydrothiazole groups; R3 and R4 may  be same- or
different and may independently, be selected from
optionally substituted  linear or branched
(Cl-C6)alkyl, (C3-C7)cycloalkyl, aryl, heteroaryl,
heterocyclyl  systems, ' each of these cyclic systems
may be optionally fused, or R3 & R4 may,
together~,with the sulphur atom to which -they are
attached, form a 3-7 membered ring 15 system, which
may optionally contain from 1-3 heteroatoms selected
from N, 0 or S  Each of these terms are as defined
earlier; The substituents on any of the groups
described above may be selected from  hydroxyl, oxo,
halo, thio, nitro, amino, imino, cyano, formyl, or
optionally substituted  groups selected from alkyl,
haloalkyl, hydroxyalkyl, aminoalkyl, thoalkyl, alkoxy,
20 haloalkoxy, alkoxyalkyl, acyl, monosubstituted or
disubstituted amino, carboxylic acid  and its
derivatives such as esters and amides. When any of the
groups are further substituted; the substituents may
be selected  from any of the groups described above,
alone or in combination with other suitable  groups
mentioned in the specification. 25 In a further
preferred embodiment the groups, radicals described
above may be  selected from: - the "alkyl" group used
either alone or in combination with other radicals,
denotes a  linear or branched radical containing one
to eight carbons, selected from methyl,  ethyl,
n-propyl, iso-propyl, n-butyl, sec-butyl, tert-butyl,
amyl, t-amyl, n-pentyl, n- 30 hexyl, iso-hexyl,
heptyl, octyl and the like; - the "alkenyl" group used
either alone or in combination with other radicals, is
selected from a radical containing from two to twelve
carbons, more preferably  groups selected from vinyl,
allyl, 2-butenyl, 3-butenyl, 2-pentenyl, 3-pentenyl,
4- pentenyl, 2-hexenyl, 3-hexenyl, 4-hexenyl,
5-hexenyl, 2-heptenyl, 3-heptenyl, 4- 



7 WO 2007/077574 PCT/IN2006/000490  heptenyl,
5-heptenyl, 6-heptenyl and the like; the "alkenyl"
group includes dienes  and trienes of straight and
branched chains; - the "alkynyl" group used either
alone or in combination with other radicals, is
selected from a linear or branched radical containing
two to twelve carbon atoms,  5 more preferably thynyl,
1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl,
3-butynyl, 1 pentynyl, 2=pentynyl, 3-pentynyl,
4-pentynyl, 1-hexynyl, 3-hexynyl, 4-hexynyl, 5-
hexynyl, and the like, The term "alkynyl" includes
di.; and tri-ynes; - the "cycloalkyl', or "alicyclic"
group used either alone of in combination with other
radicals, is selected from a cyclic radical containing
three to seven carbons, more  10 preferably
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl,
cycloheptyl and the like; The terms "bicycloalkyl"
means more than one cycloalkyl groups fused  together;
- the "cycloalkenyl" group used either alone or in
combination with other radicals,  are preferably
selected from cyclopropenyl, 1.cyclobutenyl,
2-cylobutenyl, 1- 15 cyclopentenyl, 2-cyclopentenyl,
3-cyclopentenyl, 1-cyclohexenyl, 2-cyclohexenyl,
3-cyclohexenyl, 1-cycloheptenyl, cycloheptadienyl,
cycloheptatrienyl, and the like;  = the "alkoxy" group
used either alone or in combination with other
radicals, is  selected from groups containing an alkyl
radical, as defined above, attached directly  to an
oxygen atom, more preferably groups selected from
methoxy, ethoxy, n 20 propoxy, iso-propoxy, n-butoxy,-
t-butoxy, iso-butoxy, pentyloxy, hexyloxy, and the
like; = the "alkenoxy" group used either alone or in
combination with other radicals, is  selected from
groups containing an alkenyl radical, as defined
above, attached to an  oxygen atom, more preferably
selsected from vinyloxy, allyloxy, butenoxy,  25
pentenoxy, hexenoxy, and the like; - the "haloalkyl"
group is selected from an alkyl radical, as defined
above, suitably  substituted with one or more
halogens; such as perhaloalkyl, more preferably,
perfluoro(C1-C6)alkyl such as fluoromethyl,
difluoromethyl, trifluoromethyl,  fluoroethyl,
difluoroethyl, trifluoroethyl, mono or polyhalo
substituted methyl,  30 ethyl, propyl, butyl, pentyl
or hexyl groups; - the "haloalkoxy" group is selected
from suitable haloalkyl, as defined above,  directly
attached to an oxygen atom, more preferably groups
selected from  fluoromethoxy, chloromethoxy,
fluoroethoxy chloroethoxy, and the like; 



8 WO 2007/077574 PCT/IN2006/000490  the "acyl" group
used either alone or in combination with other
radicals, is selected  from a radical containing one
to eight carbons, more preferably selected from
formyl, acetyl, propanoyl, butanoyl, iso-butanoyl,
pentanoyl, hexanoyl; heptanoyl,  benzoyl and the like,
which may be substituted; 5 - the "mono-substituted
amino" group used either alone or in combination with
other  radicals, represents an amino group substituted
with one group selected from (C1- C6)alkyl,
substituted alkyl, aryl, substituted aryl or arylalkyl
groups as defined  earlier, more preferably such
groups are selected from methylamine, ethylamine, n-
propylamine, n-butylamine, n-pentylamine and the like;
10 - the `disubstituted amino" group used either alone
or in combination with other  radicals, represents an
amino group, substituted with two radicals that may be
same  or different selected from (C1-C6)alkyl,
substituted alkyl, aryl, substituted aryl, or
arylalkyl groups, as defined above, more preferably
the groups are selected from  dimethylamino,
methylethylamino, diethylamino, phenylmethyl amino and
the like; 15 - the "arylamino" used either alone or in
combination with other radicals, represents  an aryl
group, as defined above, linked through amino having a
free valence bond  from the nitrogen atom, more
preferably the groups are selected from phenylamino,
naphthylamino, N-methyl anilino and the like; - the
"carboxylic acid" group, used alone or in combination
with other radicals,  20 denotes a -COOH group, and
includes derivatives of carboxylic acid such as esters
and amides; - the "ester" group used alone or in
combination with other radicals, denotes -COO- group,
and includes carboxylic acid derivatives, more
preferably the ester moieties  are selected from
alkoxycarbonyl, such as methoxycarbonyl,
ethoxycarbonyl, and 25 the like, which may optionally
be substituted; aryloxycarbonyl group such as
phenoxycarbonyl, napthyloxycarbonyl, and the like,
which may optionally be  substituted; - the
"hydroxyalkyl" group used either alone or in
combination with other radicals, is  selected from an
alkyl group, as defined above, substituted with one or
more  30 hydroxy radicals, more preferably the groups
are selected from hydroxymethyl, hydroxyethyl,
hydroxypropyl, hydroxybutyl, hydroxypentyl,
hydroxyhexyl and the  like; the "thioalkyl" group used
either alone or in combination with other radicals,  



denotes an alkyl group, as defined above, attached to
a group of formula -SR',  9 WO 2007/077574
PCT/IN2006/000490  where R' represents hydrogen, alkyl
or aryl group, e.g. thiomethyl,  methylthiomethyl,
phenylthiomethyl and the like, which may be optionally
substituted. Suitable groups and substituents on the
groups may be selected from those  5 described
anywhere in the specification. In a further preferred
embodiment, the compounds of the present invention may
be selected from
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl
)-1,3-thiazol-5-yl)-pyridine- 2-y1]-sulfoximine3 to
S,S-DicycloheX,yl-N-[4-(2-ethyl-4-m-tolyl.-thiazol-5-y
1)-pyridine-2-yl]-sulfoximine;  S-methyl-,S-4,
methoxyphexyl-N-[4=(2=ethyl-4-m-tolyl-thiazol-5-y1)-py
ridine-2=y1]- sulfoximine;
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,
3-thiazol-5-yl)-pyridine-2-yl]- sulfoximine; 15
(+)-(S)-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylpheny
l)-1,3-thiazol-5-yl)-pyridine- 2-yl]-sulfoximine;
(-)-(S)-Methyl-S-phenyl-N-[4-(2'=ethyl-4-(3-methylphen
yl)-1,3-thiazol-5-yl)-pyridine- 2-yl]-sulfoximine;
S-Methyl-S-(4-fluorophenyl)-N-[4-(2-ethyl-4-(3-methylp
henyl)-1, 3-thiazol-5-yl)- 20
pyridine-2-yl]-sulfoximine;
S-Isobutyl-S-phenyl=N-[4-(2-ethyl-4-m-tolyl-thiazol-5-
yl)-pyridin-2=yl]-sulfoximine;  S-(3
-Fuuorophenyl)-S-methyl-N-[4-(2-ethyl=4-m-tolyl-thiazo
l=5 -yl)-pyridin-2-yl] - sulfoximine; S-(3
-Methylphenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-thiazo
l-5 -yl)-pyridin-2-yl] - 25 sulfoximine; S,
S-Diphenyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)-pyrid
in-2-yl]-sulfoximine;
S-(2-Methylphenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-th
iazol-5-yl)-pyridin-2-yl]=  sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-
1, 3-thiazol-5-yl)-pyridine-2- 30 yl]-sulfoximine;
S-Ethyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-
thiazol-5-yl)-pyridine-2-yl]- sulfoximine; 



S-Methyl-S-4-methylphenyl-N-[4-(2-ethyl-4-(3-methylphe
nyl)-1, 3-thiazol=5-yl)- pyridine-2-y1]-sulfoximine;
10 WO 2007/077574 PCT/IN2006/000490
Din-butyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazol
-5-yl)-pyridine-2-yl]- sulfoximine; S-Methyl-S-(3
-chloro-4-flurophenyl)-N-[4-(2-ethyl-4-(3-methylphenyl
)-1,3-thiazol-5- yl)-pyridine-2-yl]-sulfoximine; 5
1-Imino-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3
-thiazol-5-yl)-pyridine-2-y1]-tetrahydro-
2H-thiopyran- l -oxide; 1;Imino-N-[4-(2-ethyl-4-(3
-methylphenyl)-
1,3-thiazol-5-yl)-pyridine-2-yl]-tetrahydro-
thiophene-1-oxide ;
(-)-(S)-Methyl-S-phenyl-N-[4-(2-ethyl-4phenyl)-1,3-thi
azole-5-yl)-pyridine-2-yl]- 10 sulfoximine;
(+)-S-Methyl-S-phenyl-N-[4-(2-ethyl-4phenyl)-1,
3-thiazole-5-yl)-pyridine-2-yl]- sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thiaz
ole-5-yl)-pyridine-2-yl]- sulfoximine; 15
S-(4-Methoxyphenyl)-S-methyl-N-[4-(2-ethyl-4-phenyl)-1
,3-thiazole-5-yl)-pyridine-2- yl]-sulfoximine;
S-Methyl-S-(3-methylphenyl)-N-[4-{2-ethyl-4-phenyl-thi
azol-5-yl} -pyridine]- sulfoximine; S-Methyl-S-(3
-fluorophenyl)-N-[4-12-ethyl-4-phenyl-thiazol-5-yl}
-pyridine]- 20 sulfoximine;
4-[2-Ethyl-4-phenyl-thiazol-5-yl]-2-(dicyclohexyl
sulfoximine)-pyridine;  S-Methyl- S-(4
-fluorophenyl-N- [4- { 2-ethyl-4-phenyl-thiazol-5 -yl
} -pyridine] - sulfoximine;
S-Cyclopentyl-S-phenyl-N-[4- {
2-ethyl-4-phenyl-thiazol-5 -yl } -pyridine]
-sulfoximine;  25
(-)-S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3
-thiazol-5-yl)-pyridine-2-yl]- sulfoximine;
(+)-S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3
-thiazol-5-yl)-pyridine-2-yl]- sulfoximine
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thiazol-
5-yl)-pyridine-2-yl]- 30 sulfoximine; S,
S-Diphenyl-N-[4-(2-ethyl-4-phenyl-thiazol-5-yl)-pyridi
n-2-yl]-sulfoximine;  



(-)-S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluoro-phenyl
)-thiazol-5-yl]-pyridin-2-yl} - sulfoximine; 11 WO
2007/077574 PCT/IN2006/000490
S-(4-Methoxy-phenyl)-S-methyl-N- f
4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-yl]-
pyridin-2-yl } -sulfoximine; S-Isopropyl-S-phenyl-N-
{4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-y1]-pyridin-
2-y1 }  sulfoximine;
(-)=Isopropyl-S-phenyl=N-{4-[2-ethyl-4-(4-fluoro-pheny
l)-thiazol-5-yl]-pyridin-2-y1}- sulfoxitnine;
(+)-S-isopropyl-S-phenyl-N-
{4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-yl]-pyridin-
2- yl}-sulfoximine; S-Ethyl-S-phenyl-N=
{4-[2-ethyl4-(4-fluoro-phenyl)-thiazol-5-y1]-pyridin-2
-yl} - 10 sulfoximine;
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluoro-phenyl)-1,
3-thiazol-5-yl)-pyridine=2-y1]- sulfoximine;
(+).-S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluoro-pheny
l)-1,3-thiazol-5 -y1)-pyridine-2- yl]=sulfoximine; 15
S-Methyl-S-4-fluorp-phenyl-N-[4-(2-ethyl-4-(4-fluoro-p
henyl)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine;
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluorophenyl
)-1, 3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine;
(-)-S-Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4=(4-fluo
ro-phenyl)-1,3-thiazol-5-yl)- 20
pyridine-2-yl]-sulfoximine;
(+)-S-Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4-(4-fluo
ro-phenyl)-1, 3-thiazol-5-yl)-
pyridine-2-yl]-sulfoximine;
S,S-Diphenyl-N-[4-(2-ethyl-4-(4-fluoro
phenyl)-thiazol-5-yl)-pyridin-2-yl]- sulfoximine; 25
S=Methyl-S-3-methylphenyl-N-[4-(2-ethyl-4-fluorophenyl
-thiazol35-y1)-pyridine)  sulfoximine;
S-Methyl-S-3-fluorophenyl-N-[4-{2-ethyl-4-(4-fluorophe
nyl)-thiazol-5-yl} -pyridine- 2y1]-sulfoximine;
S-Cyclohexyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluorophenyl)
-thiazol=5-y1]-pyridine } - 30 sulfoximine;
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-m-benzoic
acid-thiazol-5-yl)-pyridine-2-yl]- 



sulfoximine;
S-Methyl-S-phenyl=N-[4-(2-ethyl-4-(3-fluoro-phenyl)-1,
3-thiazol-5-yl)-pyridine-2-yl]- sulfoximine; 12 WO
2007/077574 PCT/IN2006/000490
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-phenyl)
-1, 3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine;
S-Cyclopentyl-S=phenyl-N=[4-(2-ethyl-4-(3-fluoro-pheny
l)-1,3-thiazol-5-y1)-pyridine- 2-yl]-sulfoximine; 5
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-naphthalene-1-yl-thi
azol-5-yl]-pyridin-2-yl}- sulfoximine;
S-Methyl-S,phenyl-N-
{4-[2-ethyl-4-(3-trifluoromethylphenyl)-thiazol-5-yl]-
pyridin-2- yl}-sulfoximine; S-Methyl-S-phenyl=N-14,[2;
ethyl-4-(4-methoxyphenyl)-thiazol-5-yl]-pyridin-2-y1}
to sulfoximine; S-Methyl=S-phenyl-N-
{t4-[2-(4-methylsulfanyl-phenyl)-4-ln-tolyl-thiazol-5
-y1] -pyridin- 2-yl}-sulfoximine; S-Methyl-S-phenyl-N-
{ 4-[2-(4-methylsulfinyf-phenyl)-4-m-tolyl-thiazol-5
-y1]-pyridin- 2-yl}-sulfoximine; 15
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(3,4-difluorophenyl)
-thiazol-5-yl]-pyridin-2-yl}- sulfoximine;
S-Methyl-(4-fluorophenyl)-N-
{4-[2-ethyl-4-(3,4-difluorophenyl)-thiazol-5-yl]-pyrid
in- 2-yl}-sulfoximine; S-isopropyl-S-phenyl-N-
{4-[2-ethyl-4-(3,4-difluorophenyl)-thiazol-5-yl]-pyrid
in-2-yl } - 20 sulfoximine; S-isopropyl-S-phenyl-N-
{4-[2-ethyl-4-(3,
5-difluorophenyl)-thiazol-5-yl]-pyridin-2-yl} -
sulfoximine; S-Methyl-S-phenyl-N- {4-[2-ethyl-4-(3,
5-difluorophenyl)-thiazol-5-yl]-pyridin-2-yl} -
sulfoximine; 25,
S,S-Diphenyl-N-{4-[2-ethyl-4-(3,5-difluorophenyl)-thia
zol-5-yl]-pyridin-2-yl}- sulfoximine;
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-p-tolyl
-thiazol-5-yl]-pyridin-2-y1}-sulfoximine;
S-Cyclopentyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-
(3-fluorophenyl)-(1,3)- thiazol-5 -yl] -pyridin-2-yl }
-sulfoximine; 30
S-Isopropyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-(3
-fluorophenyl)-(1,3)-thiazol-5- 



yl]-pyridin-2-yl} -sulfoximine;
S-Cyclohexyl-S-phenyl-N-
{4-[2-(2,6-difluorophenyl)-4-(3-fluorophenyl)-(1,3)-th
iazol- 5-yl]-pyridin-2-yl} -sulfoximine; 13 WO
2007/077574 PCT/IN2006/000490
S-Cyclohexyl-S-phenyl-N-{4-[2-(4-fluorophenyl)-4-(3-fl
uorophenyl)-(1,3)-thiazol.5- yl]-pyridin-2-yl }
-sulfoximine; S-Isopropyl-S-phenyl-N-
{4-[2-(4-fluorophenyl)-4-(3-fluorophenyl)-(1,3)-thiazo
l-5-yl]- pyridin-2-yl } -sulfoximine; 5 Methane
sulfonate salt of
(+)-S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl)- (1,3)-thiazol-5-yl]-pyridin-2-yl} -sulfoximine;
N-Oxide of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl)-(1,3)-thiazol-5- yl]-pyridin-2-yl}-sulfoximine
methane sulfonate salt; S-Cyclopentyl-S-phenyl-N-[4-(3
-fluorophenyl)-1, 3-thiazol-5-yl)-pyridine-2-yl]- io
sulfoximine; S-Methyl-S-phenyl-N-[4-(
3-fluorophenyl)-1,3-thiazol-5-yl)-pyridine-2-yl]-
sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(3-fluorophenyl)-1,
3-thiazol-5-yl)-pyridine-2-yl]- sulfoximine; 15
S-Methyl-S-phenyl,N-[4-(
4-fluorophenyl)-1,3-thiazol-5-yl-pyridine-2-yl]-
sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(4-fluorophenyl)-1,
3-thiazol-5-yl)-pyridine-2-yl]- sulfoximine;
S-Cyclopentyl-S-phenyl-N-[4-(4-fluorophenyl)-1, 3
-thiazol-5 -yl)-pyridine-2-yl] - 20 sulfoximine;
S-Methyl-S-phenyl-N-[
4-phenyl-(1,3)-thiazol-5-yl-pyridine-2-yl]-sulfoximine
;  S-Isopropyl-S-phenyl-N-[
4-phenyl-1,3-thiazol-5-yl)-pyridine-2-yl]-sulfoximine;
S-Cyclopentyl-S-phenyl-N-[(4-phenyl-thiazol-5-yl)-pyri
dine-2-yl]- sulfoximine. The compounds of formula (I),
where all symbols are as defined earlier, may be  25
synthesized using the methods described below, or in
combination with suitable  modifications of
conventional techniques known to those skilled in the
art of organic  synthesis, or variations thereof as
appreciated by those skilled in the art. Preferred
methods include, but not limited to those described
below: 30 14 



WO 2007/077574 PCT/IN2006/000490  Scheme: 0  x N=S-R4
R3  d + HN=S N- il  -R4 j S R3 S  R, RZ R2  (II) (III)
(I)  Reacting compounds of formula (II) wherein `X'
represents suitable leaving  group such as iodo,
bromo, and the like as are known in the literature and
all other 5 symbols are as defined earlier, with
sulfoximine compound of formula (III) wherein all  the
symbols are as defined earlier using suitable coupling
catalyst(s) such as different  palladium-catalysts;
like palladium acetate, copper salts, such as
copper(I) iodide, in the  presence of suitable
ligand(s) like N,N'-dimethylethyl diamine (DMEDA), and
in  presence of suitable inorganic base(s) such as
cesium carbonate, cesium acetate, to potassium
carbonate, potassium phosphate, potassium hydroxide,
sodium hydroxide,  sodium carbonate, lithium
hydroxide, sodium hydride, potassium hydride and the
like  yields compound of formula (I). The reaction may
be carried out in suitable solvents  selected from
toluene, DMSO, dioxane and the like or mixture(s)
thereof and the  reaction may be carried out at a
temperatures in the range of 0 C to reflux temperature
15 of the solvent(s) used and the reaction time may
range from 1 to 72 hours. It will be appreciated that
in any of the above mentioned reactions any reactive
group in the substrate molecule may be protected,
according to conventional chemical  practice. Suitable
protecting groups in any of the above mentioned
reactions are those  used conventionally in the art.
20 The invention is explained in greater detail by the
examples given below, which  are provided by way of
illustration only and therefore should not be
construed to limit  the scope of the invention. IH NMR
spectral data given at the end of each of the
compounds (vide infra) are  recorded using a 300 MHz
spectrometer (Bruker AVANCE-300) and reported in 5  25
scale. Until and otherwise mentioned the solvent used
for NMR is CDC13 using  



tetramethyl s/lane as the internal standard. EXAMPLE 1
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphei-y
l)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine 15 WO
2007/077574 PCT/IN2006/000490  To a stirred solution
of 4-[2-ethyl-4-
(3-methyl-phenyl)-1,3-thizol-5-yl]-2-I odo  pyridine
(0.15g) in dry toluene was added
S-Cyclopentyl--S-phenyl sulfoximine (77.27  mg),
copper (I) iodide (7 mg), N, N'-Dimethyl-ethylene
diamine (6.5 mg) and Cesium  carbonate (0:3 g). The
reaction mixture was heated to elevated temperature
(at least 100 5 C) under nitrogen atmosphere
overnight. After completion of reaction, the contents
were poured into water and extracted with ethyl
acetate. The organic layer was dried  over Na2SO4 and
solvents were evaporated under vacuum to give brown
oil. The crude  product 'was flash chromatographed
over silica. Elution with 50 % ethyl acetate in
hexane afforded desired product as a white solid
(0.093 mg). Yield =32% 10 1H NMR [CDC13, 300 MHz]:
1.40-1.45(3H, t, J=7.57Hz); 1.68-1.75(4H, broad);
2,01- 2,17(3H, broad); 2.3(1H, s); 2.34-2.36(1H,
broad); 3.75-3.8(1H, m); 6.54-6.51 (1H, dd.,  1,56Hz,
J=5.29Hz) 6.87(1H, s); 7.1-7.17(3H, m); 7.36(1H, s);
7.50-7.58 (3H, m); 7.86- 7.91(3H, m) EXAMPLE 2 15
S,S-dicyclohexyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)
-pyridine-2-yl]-sulf(r)ximine  To a stirred solution
of
4-[2-ethyl-4-(3-methyl-phenyl)-1,3-thiazol-5-yl]-2-iod
o  pyridine (0.15g) in dry toluene was added
S,S-Dicyclohexyl sulfoximine (77.27 mg),  copper (I)
iodide (7 mg), N, N'-Dimethyl-ethylene diamine (6.5mg)
and Cesium  carbonate (0.3 g). The reaction mixture
was heated to elevated temperatures (at least 20 100
C) under nitrogen atmosphere overnight. After
completion, the contents were  poured over water and
extracted with ethyl acetate. The organic layer was
dried over  Na2SO4 and solvents were evaporated under
table vacuum, to give brown oil. The crude  product
was flash chromatographed over silica. Elution with
ethyl, acetate in hexane  afforded desired product
(0.09 mg) as white solid. (yield=32 %). 25 'H NMR
(CDC13, 300Hz): 1.2(9H,m); 1.4(3H, t, J =7.5Hz);
1.6(4H, m); 1.8(4H, m);  2.1(4H,m); 2.3(3Hm);
3.05(2H,q, J =7.59Hz); 3.4(2H,m);6.5(1H,dd,J=l.47),
6.925(1H,s); 7.1(2H,m);7.4(1H,s), 8.02(1H,dd,J=5.32Hz)
The following compounds were prepared by procedures
similar to those  



described in examples 1 or 2 with appropriate
variations of reactants, reaction  30 conditions and
quantities of reagents, as can be appreciated by a
person skilled in the  art. EXAMPLE 3
S-Methyl-S-4-methoxyphenyl-N-[4-(2-ethyl-4-m-tolyl-thi
azol-5-yl)-pyridine-2-yl]- sulfoximine 16 WO
2007/077574 PCT/IN2006/000490  'H NMR (CDC13, 300Hz)
1.43 (3H, t, J = 7.5Hz); 2.32 (3H, s); 3.06 (2H, q, J
= 7.56  Hz); 3.35 (3H,s); 3.81(3H,s); 6.61(1H,m);
6.88(1H,s); 7.09(2H,dd); 7.26 (3H,m); 7.38  (1H,s);
7:92 (3H,m) Yield =33 % EXAMPLE 4 5
S-Methyl-S-phenyl-N-[4-(2=ethyl=4-(3-methylphenyl)-1,3
-thiazol-5-yl)-pyridine-2- yl]-sulfoximine 'H
NMR,(CDC13, 300M Hz CDC13, 300 MHz) 1.41-1.46(3H, t,
J=7.57 Hz), 3.03=  3.10(2H, t, J=7.55 Hz), 3.36(3H,
s), 6.59-6.61(1H, d, J=4.56 Hz), 6.89(1H, s), 7.09-
7.21(3H, m), 7.38(1H, s), 7.53-7.65(3H, m),
7.92-7.94(1H, d, J=5.13 Hz), 8.00=  10 8.03(1H; d,
J=7.17'Hz)Yield =39 %. EXAMPLE 5
(+)-(S)-methyl-S=phenyl-N-[4-(2-ethyl-4-(3-methylpheny
l)-1,3-thiazol-5-yI)- pyridine-2-yl]-sulfoxinine 'H
NMR (CDC13, 300M Hz) 1.41 (t, 3H, J=7.59 Hz), 2.32 (s,
3H), 3.03 (q, 2H, J=7.59  15 Hz), 3.37 (s, 3H), 6.59
(dd, 1H, J=1.56 & 6.9 Hz), 6.89 (s, 1H), 7.11 (m, 3H),
7.39 (s,  1H), 7.56 (m, 3H), 7.92 (d, 1H, J=5.3 Hz),
8.0 (dd, 2H, J=1.59 & 8.46Hz). Yield =56  %. EXAMPLE 6
(-)-S-methyl-S-phenyl-N=[4-(2-ethyl-4-(3-methylphenyl)
-1,3-thiazol-5-yl)-pyridine- 20 2-yl]-sulfoximine 'H
NMR (CDC13, 300M Hz) 1.41 (t, 3H, J=7.59 Hz), 2.32 (s,
3H), 3.03 (q, 2H, J=7.59  Hz), 3.37 (s, 3H), 6.59 (dd,
1H, J=1.56 & 6.9 Hz), 6.89 (s, 1H), 7.11 (m, 3H), 7.39
(s,  1H), 7.56 (m, 3H), 7.92 (d, 1H, J=5.3 Hz), 8.0
(dd, 2H, J=1.59 & 8.46Hz). Yield = 45  %. 25 EXAMPLE 7
S-Methyl-S-(4=fluorophenyl)-N-[4-(2-ethyl-4=(3-methylp
henyl)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine 



'H NMR (CDC13, 300 MHz) 1.41-1.46(3H, t, J=7.59 Hz),
2.32(3H, s), 3.03-3.11(2H, t,  1=7.59 Hz), 3.36(3H,
s), 6.61-6.63(1H, dd, J=1.56 & 5.31 Hz), 6.88(1H, s),
7.12- 30 7.23(5H, m), 7.38(1H, s), 7.92-7.94(2H, d,
J=5.37 Hz), 7.99-8.04(2H, dd, J=1.8 & 5.1  Hz) Yield
=64 %. EXAMPLE 8
S-Isobutyl-S-phenyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-$-
yl)-pyridin-2-yl]-sulfoximine  17 WO 2007/077574
PCT/IN2006/000490  'H NMR (CDC13, 300 MHz) 0.95 (d,
3H, J=6.6 Hz), 1.04 (d; 3H, J=6.6Hz), 1:41 (t, 3H,
J=7.5 Hz), 2.31 (s; 3H), 3.03 (q, 2H, J=7.5 Hz), 3.23
(dd, 1H, J=6.6 & 6.6 Hz), 3.41  (dd, 2H, J=5.7 & 6
Hz), 6.55 (dd, 1H, J=1.5 & 5.4 Hz), 6.87 (s, 1H), 7.11
(m, 314),  7,37 (s, 1H), 7.51 (m, 3H), 7.90 (d, 1H,
J=5.4 Hz), 7.95 (m, 2H). Yield =39 %. 5 EXAMPLE 9
S-(3-Fluoroplienyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-t
hiazol-5-yl)-pyridin-2-yl]- sulfoximine 'H NMR (CDC13,
300 MHz) 1.41 (t, 3H, J=7.5 Hz), 2.32 (s, 3H), 3.03
(q, 2H, J=7x5  Hz), 3.36 (s, 3H); 6.61 (dd, 1 H, J=1.5
& 5.3 Hz), 6.88(s, 1H); 7.12 (m, 3H), 7.31 (m,  10
1H), 7.39 (s, 1H), 7.54 (m, 1H), 7.70 (d, 1H, J=7.9
Hz), 7.79 (d, 1H, J=7.9 Hz), 7.91 (d,  1H; J=5.3 Hz).
Yield =93 %. EXAMPLE 10
S-(3-Methylphenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-th
iazol-5=yl)-pyridin-2-yl]- sulfoximine 15 'H NMR
(CDC13, 300 MHz) 1.41 (t, 3H, J=7.5 Hz), 2.31 (s, 3H),
2.45 (s, 3H), 3.03 (q,  2H, J=7,5 Hz), 3.36 (s, 3H),
6.59 (dd, 1H, J=1.5 & 5.3 Hz), 6.89(s, 1H), 7.11 (m,
3H);  7.39 (m, 3H), 7.77 (m, 1H), 7.85 (s, 1H), 7.94
(d, 1H, J=5.3 Hz). Yield =45 % EXAMPLE 11 S,
S-Diphenyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)-pyrid
in-2-yl]-sulfoximine 20 'H NMR (CDC13, 300 MHz) 1.23
(t, 3H, J=7.3 Hz), 2.31 (s, 3H), 3.04 (q, 2H, J=7.5
Hz), 6.58 (dd, I H, J=1.5 & 5.3 Hz), 7.05 (s, I H),
7.11 (m, 3H), 1.38 (s, I H), 7.47 (m,  614), 7.89 (d,
1H, J=5.1 Hz), 8.03 (dd, 4H, J=1.3 & 7.7 Hz). Yield
=19 %. EXAMPLE 12 S-(2-Methylphenyl)-S-methyl-N-
[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)-pyridiu-2-yl]- 25
sulfoximine 'H NMR (CDC13, 300 MHz) 1.40 (t, 3H, J=7.5
Hz), 2.31 (s, 3H), 2.615 (s, 311), 3.02 (q,  2H, J=7.5
Hz), 3.35 (s, 3H), 6.6 (dd, 1H, J=1.4 & 5.3 Hz), 6.8
(s, 1H), 7.11 (m, 3H),  



7.27 (m, 1H), 7.37 (M, 2H), 7.42 (m, 1H), 7.90 (d, 1H,
J=5.3 Hz), 8.16 (d, 1H, J=7.86  Hz). Yield =59 %. 3o
EXAMPLE 13
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-
1,3-thiazol=5-yl)-pyridine- 2-yl]-sulfoximine 'H NMR
(CDC13, 300 MHz) 1.27-1.29( 3H, m ); 1.41-1.46( 3H, t,
J=7.53Hz ); 2.30(  3H, s) 3.02-3.1(2H, q, J=7.57Hz);
3.57-3.67( 1H, m); 6.54-6.56( 1H, dd, J=1.53Hz,  18 WO
2007/077574 PCT/IN2006/000490  J=5.32 Hz ); 6.89( 1H,
s ); 7.1-7.2( 311, m ); 7.37( 1H, s ); 7.5-7.6( 3H, m
); 7.87- 7.91(3H, m) Yield =65 % EXAMPLE 14
S-Ethyl-S-Phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-
thiazol-5-yl)-pyridine-2- 5 yl] sulfoximine  'H
NMR[CDC13 300 MHz] 1.24-1.29 (3H, t, J=7.34Hz );
L41-1.46( 3H; t, J=7,56Hz  ); 2.31( 3H, s ); 3.03-3.1
( 2H, q, J=7.56Hz ); 3.46-3.53( 2H, q, J=7.39Hz );
6.57=  6.59( 1H,dd, J=1.45Hz, J=5.33Hz ); 6.9( 1H, s
); 7.11-7.19( 3H, m ); 7.38( 1H, s );  10 7.52-7.62
(3H, m); 7.91.7.96(3H, m). Yield =57 %.  EXAMPLE 15
S-Methyl-S-4-methylphenyl-N-[4-(2-ethyl-4-(3-methylphe
nyl)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine 15
'H NMR [CDC13, 300 MHz] 1.41-1.46 (3H, t, J=7.44 Hz);
2.31(3H, s); 2.44 (3H, s);  3.03-3.1 (2H, q, J=7.59
Hz); 3.34 (3H, s); 6.58-6.60 (1H, dd, J=1.62Hz, J=
5.37 Hz);  6.88 (1H, s); 7.09-7.21 (3H, m); 7.33-7.38
(3H, t, J=8.02Hz); 7.87-7.90 (2H, d, J= 8.31 Hz);
7.93-7.95 (1H, d, J=5.4Hz). Yield =62 %.  EXAMPLE 16
20
Di-n-butyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazo
l-5-yl)-pyridine-2-yl]- sulfoximine 'H NMR [CDC13, 300
MHz] 0.93-0.98 (6H, t, J=7.33 Hz); 1.41-1.46 (4H, m);
1.48- 1.53 (3H, t, J=7.39Hz); 1.78-1.86 (4H, m); 2.32
(3H, s); 3.03-3.10 (2H, q, J= 7.56 Hz);  3.40-3.47
(4H, m); 6.58-6.61(1H, dd, J=1.54 Hz, J=5.37 Hz); 6.80
(1H, s); 7.09-7.21  25 (3H, m); 7.40 (1H, s);
7.99-8.01(1H, d, J=5.37Hz ). Yield =44 %. EXAMPLE 17  



S-Methyl-S-(3-chloro-4-fluro-phenyl)-N-[4-(2-ethyl-4-(
3-methylphenyl)-1,3-
thiazol-5-yl)-pyridine-2-yl]-sulfoximine  'H NMR
[CDC13, 300 MHz] 1.41-1.46 (3H, t, J=7.54Hz), 2.32
(3H, s), 3.03-3.11(2H, 30 q, J= 7.57Hz ), 3.36( 3H, s
), 6.63-6.65( 1H, dd, J=1.56Hz, J=5.37Hz ), 6.87(1H, s
),  7.12- 7.18( 3H, m ), 7.28-7.33( 1H, m ); 7.39( 1H,
s ), 7.90-7.94( 2H, m ), 8.08- 8.11(111, dd, J=2.34Hz,
J=6.66Hz ). Yield =26 %. 19 WO 2007/077574
PCT/IN2006/000490  EXAMPLE 18
1-Imino-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazoi-5
-yl)=pyridine-2-y1]- tetrahyd ro-2H-thiopyran-l-oxide
'H NMR [CDC13, 300 MHz] 1.41-1.46( 3H, t, J=7.56Hz );
1.64-1:69( 2115 m ); 2.01- 5 2.1(4H, m); 2.33 (3H, s),
3.03-3.11(2H, q, J=7.57Hz ); 3.28-3637(2t45 m ); 3.65-
3.68( 2H, m );6.60-6.63( 1H, ;dd, J=1.59Hz, J=5.34Hz
); 6.80( 1H, s ); 7510.7.24( 3H,  in) ; 7.41( 1H,
s)8.01-8.02( lH, d, J=5.43Hz). Yield =40 %. EXAMPLE
191  1-lmino-N-[4-(2-ethyl-4-(3-methylphenyl)-1;
3,thiazol-5-yl)-pyridine-2-ylla  10
tetrahydro-thiopheire-1 -oxide 'H NMR [CDC13, 300-MHz]
-1.31-1.36(311, t, J=7.5lHz`); 2=05.2.1( 211, m );
2.12=2.18(  2H, m ); 2.28 (3H, s); 2.98-3,.66(2H, q,
J=7.54Hz); 3.24-3.29( 2H, m ); 3.47-3.53(  211, m,);
6.58( 111, s ); 6.61-6.64(1H, dd,`,J=1.47Hz, J=5.33Hz
); 7:16-7:25( 3H, m )s  7.35(1H, s) 8.03-8.05( 1H, d,
J=5.3lHz). Yield=71 %. 15 EXAMPLE 20
(-)-(S)-Methyl-S-Phenyl-N-[4-(2-ethyl-4phenyl)-1,3-thi
azole-5-yi)-pyridine-2-yl]- sulfoximine 'H NMR [CDCL3,
30014z] 1.43(311, t, J = 7.5Hz); 3.06(2H,q, J = 7.56
Hz); 3.35(3H,s);  6.61(1H, dd, J=1 38Hz & 5.31Hz);
6.88(1H,s); 7.3(3H',m) 7.4(211,m); 7.5(3H,m); 20
7.6(3H,dd, J=7.07 & 15.5 Hz). Yield =33 %.  EXAMPLE 21
(+)-S-Methyl-S-Phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thia
zole-5-y1)-pyridine-2-y1]- sulfoximine 1H NMR [CDCL3,
300Hz] 1.43 (311, t, J = 7.5Hz); 3.06(2H,q, J = 7.56
Hz); 3.35(3Hs);  25 6.61(111, dd, J=1.38 Hz & 5.31Hz);
6.88(IH,s); 7.3(3H,in); 7.4(2H~m); 7.5(3H,m);
7.6(3H,dd; J=7.07 & 15.5Hz). Yield =29 %. EXAMPLE 22  



S-Isopropyl-S-Phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thiaz
ole-5-yl)-pyridine-2-yl]- sulfoximine 30 111 NMR
[CDC13, 300 Hz] 1.2 (3H, d, J =6.8Hz); 1.4(6H,m);
3.08(211, q, J=7.5Hz),  3.6 (111, m) 6.5(1H, d,
J=5.356 Hz); 6.8(1H, d, J=7.35Hz), 7.4(4H, m), 7.5(4H,
m);  7.8(2H, dd, J=7.7&7.lHz) Yield =17 %. 20 WO
2007/077574 PCT/IN2006/000490  EXAMPLE 23
S-(4-Methoxy-phenyl)-S-methyl-
N-[4-(2-ethyl-4-phenyl)-1,3-thiazole-5-yI)-
pyridine-2-yl]-sulfoximine 'H NMR [CDCl3a 300Hz] 1.43
(3H, t, J = 7.5Hz); 3.06(2H,q, J = 7.56 Hz); 3.35
(3H,s);  5 3.87(3H,s); 6,61(1H,m); 6.88(1H,s);
7.09(2H,dd); 7.26(3H,m); 7.38(1H,s) 7.92 (3H,m)  Yield
=35 %. EXAMPLE 24
S-Methyl-S-(3-Methylphenyl)-N-[4-{2-ethyl-4-phenyl-thi
azol-5-.y1}-pyridine]- sulfoximine 10 1H NMR [CDC13,
300 Hz] 1.4(3H, t,'J=7.5'6 Hz); 2.04 (3H,s); 3.08(2H,
q, J=7.56Hz);  3.3(3H,s), 6.6(1H, d, J= 5.2 Hz);
6.8(1H,s); 7.2(4H,m); 7.4(3H,m); 7.6(2H,m)  7.9(1H,d,
J=5.4Hz) Yield =13 %o. EXAMPLE 25
S-Methyl-S-(3-fluorophenyl)-N-[4-{2=ethyl-4-phenyl-thi
azol-5-yl}-pyridine]- 15 sulfoximine 1H NMR [CDC13,
300Hz] 1.4(3H, t, J=7.56Hz);,3.08 (2H, q, J=7.56Hz);
3.3(3H,s)  6.6(1H,dd, J=1.5Hz & 3.17 Hz); 6.8(1H,s);
7.3(4H,m); 7.4(2H,m); 7.5(1H,d,J=5.25Hz)  7.7(1H,s);
7.8(1H,d, J=8.OlHz); 7.9(1H,d, J=5.4Hz). Yield =35 %.
EXAMPLE 26 20
4-[2-ethyl-4-phenyl-thiazol-5-yl]-2-(Dicyclohexyl
sulfoximine)-pyridine 1H NMR [CDC13, 300 MHz]
1.25(6H,m); 1.4(3H, t, J = 7.5Hz); 1.64(3H,m);
1.68(3H,m); 1.72(2H,m) 1.89(4H,broad); 2.17(4H,m);
3.05(2H, q, J= 7.7 Hz); 6.5(1H,  dd, J= 1.53 & 3.8
Hz); 6.9(1H,s) 7.2(3H,m); 7.5(2H,m); 8.03(1H, d, J =
5.4Hz). Yield  =29 %. 25 EXAMPLE 27
S-Methyl-S-(4-fluorophenyl-N-[4-{2-ethyl-4-phenyl-thia
zol-5-yl}=pyridine]- sulfoximine 'H NMR [CDC13, 300
MHz] 8.05 (m, 2H), 7.96 (d, 1H, J=5.3 Hz), 7.5(m, 2H),
7.31(m,  



3H), 7.24(m, 2H), 6.87(s, 1H), 6.64(dd, 1H, J=1.6,
5.3Hz), 3.37(s, 3H), 3.12(q, 2H,  30 J=7.6Hz), 1.47(t,
3H, J=7.6Hz). Yield =28 %. EXAMPLE 28
S-Cyclopentyl-S-phenyl-N-[4-{2-ethyl-4-phenyl-thiazol-
5-y1}-pyridine]-sulfoximine  21 WO 2007/077574
PCT/IN2006/000490  'H NMR [CDC13, 300MHz] 7.91-7.88
(in, 3H), 7.61-7.52 (m, 6H), 7.29(s, 2H), 6.87(s,
1H), 6.54(dd, 1H, J=1.6, 5.3Hz), 3.8(t, 1H, J=8.OHz),
3,1(q, 2H, J=7.5Hz), 2.29(m,  1H), 2.18(in, 1H),
1.75(m, 3H), 1.46(t, 3H, J=7.5Hz). Yield =41 %.
EXAMPLE 29 5
(-)-S-Cyclopentyl-S-phenyl-N=[4-(2-ethyl-4-phenyl)-1,3
-thiazol-5-y1)-pyridine-2- y1]-sulfoximine 'H NMR,
[CDCl3, 300 MHz] 1.40-1.46(3H, t, J=7.5511z),
1.73-1.15(5H, m ), 2.01- 2,.17(2H, m), 2.28=2.31( 1H,
m ), 3.02-3.10(214, q, J=7.57Hz), 3.75-3,80( 1H, m ),
6+53-6.55(1H) d, J=4.92Hz ), 6.88( 1H, s ), 7.28-7.29(
2H, m ), 7.44-7,48( 2H, m ),  10 7,49-7.60( 4H, m ),
7.89-7.91( 3H, m ). Yield =50 %. EXAMPLE 30
(+)-S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3
-thiazol=5-yl)-pyridine-2- yl]-sulfoximine 'H NMR,
[CDC13, 300 MHz] 1.40-1.46(3H, t, J=7.55Hz),
1.73=1.75(5H, m), 2.01- 15 2.17(21-1, m),
2.28-2.31(1H, m), 3.02-3.10(2H, q, J=7.57Hz ),
3.75-3.80( 1H, m ),  6.53-6.55(1H, d, J=4.92Hz ),
6.88( 1H, s ), 7.28-7.29( 2H, m ), 7.44-7.48( 2H, m ),
7.49-760( 4H, m ), 7.89-7.91(3H, m). Yield =39 %.
EXAMPLE 31 S-methyl-S-phenyl-N-
[4-(2-ethyl-4-phenyl)-1,3-thiazol-5.-y1)-pyridine-2-yl
]- 20 sulfoximine 'H NMR [CDC13, 300 MHz]
1.41-1.46(3H, t, J=7.56 Hz), 3.03-3.11(2H, q,
J=7.56Hz),  3.37(3H, s), 6.59-6.61(1H, dd, J=1.57Hz,
J=5.35 Hz), 6.89(1H, s), 7.29-7.31(3H, m),  7.48-7.50
(21-1, rn), 7.56-7.61(3H, m), 7.93-7.95(1H, d,
J=5.42Hz), 8.00-8.03 (2H, dd,  J=1.58Hz, J=7,69Hz).
Yield =67 %. 25 EXAMPLE 32
S,S-diphenyl-N=[4-(2-ethyl-4-phenyl-thiazol-5-yl)-pyri
din-2-ylj-sulfoximine  'H NMR[CDC13, 300 MHz] 1.42 (t,
3H, J=7.59 Hz), 3.04 (q, 2H, J=7.51 Hz), 6.58 (d,  1H,
J=5.49 Hz), 7.04 (s, 1H), 7.47 (m, 1OH), 7.91 (d, 1H,
J=5,1 Hz), 8.03 (d, 5H,  J=6.38 Hz). Yield =63 %. 



3o EXAMPLE 33
(-)-S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluoro-phenyl
)-thiazol-5-yl]-pyridin-2- Y1} sulfoximine 22 WO
2007/077574 PCT/IN2006/000490  'H NMR[CDC13, 300 MHz]
7.9(m, 3H), 7.6(m, 3H), 7.4(m, 2H), 6.9(t, 2H, J=8.8,
8.7Hz), 6.8(d, 1H, J=0.6Hz), 6.6(dd, 1H, J=1.5,
3.9Hz), 3.3(s, 3H), 3:0(q; 2H, J=7.5,  7.8Hz), 1.4(t,
314). Yield =76 %. EXAMPLE 34 5
S-(4-Methoxy-phenyl)-S-methyl-N-{4-[2-ethyl-4-(4-fluor
o-phenyl)-thiazol-5-y1]- pyridin-2-yl}-sulfoximine 'H
NMR, [CDC13, 300 MHz] 8.0(d, 1H, J=5.4Hz), 7.9(d, 2H,
J=9Hz), 7.4(in, 2H),  7.0(m, 4H), 6.8(s, IH), 6.5
-(dd, 1H, J=1.5, 3.9Hz), 3.8(s, 3H), 3.3(s, 3H),
3.0(q, 214,  J=7.5, 7.5Hz), 1.4(t, 3H, J=7.8, 7.5 Hz).
Yield =57 %. 1o EXAMPLE 35
S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluoro-phenyl)
-thiazol=5-yl]-pyridin-2-y1}- sulfoximine 'H NMR,
[CDC137 300 MHz] 7.9 (d, 1H, J=5.4Hz), 7.8(d, 2H,
J=6.9Hz), 7.6(d, 111,  J=7.2Hz), 7.5(t, 2H, J=7.2,
7.5Hz), 7.4(m, , 2H), 6.9(t, 2H, J=8.7, 9Hz), 6.8(s,
1H),  15 6.5(dd, 1H, J=1.5, 3.9Hz), 3.6(m, 1H), 3.0(q,
2H, J=7.5, 7.5Hz),1.4(t, 6H, J=7.5,  7.5Hz), 1L2(d,
3H, J=6.9Hz). Yield =45 %. EXAMPLE 36
(-)-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluoro-pheny
l)-thiazol-5-yl]-pyridin-2- yl}-sulfoximine 20 'H NMR,
[CDC13, 300 MHz] 7.9(d, 1H, J=5.4Hz), 7.8(d, 2H,
J=6.9Hz), 7.5(d, 1H,  J=7.8Hz), 7.4(m, 4H), 6.9(t, 2H,
J=9, 8.7Hz), 6.8(d, 1H, J=0.9Hz), 6.5(t, 1H, J=1.5,
5.4Hz), 3.6(m, 1H), 3.0(q, 2H, J=7.8, 7.5Hz), 1.4(t,
6H, J=7.5, 7.2Hz), 1.2(d, 3H,  J=6.9Hz). Yield =45 %.
EXAMPLE 37 25
(+)-S-Isopropyl-S-phenyl-N={4-[2-ethyl-4-(4-fluoro-phe
nyl)-thiazol-5-yl]-pyridin- 2-yl}-sulfoximine 'H NMR,
[CDC13, 300 MHz] 7.9(d, 1H, J=5.4Hz), 7.8(d, 2H,
J=6.9Hz), 7.5(d, 1H,  J=7.8Hz), 7.4(m, 4H), 6.9(t, 2H,
J=9, 8.7Hz), 6.8(d, 1H, J=0.9Hz), 6.5(t, IH, J=1.5,
5.4Hz), 3.6(m, 1H), 3.0(q, 2H, J=7.8, 7.5Hz), 1.4(t,
6H, J=7.5, 7.2Hz), 1.2(d, 3H,  



30 J=6.9Hz). Yield =57 %. EXAMPLE 38
S-Ethyl-S-phenyl-N-{4-
[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-yl]-pyridin-2-y
l}- sulfoximine 23 WO 2007/077574 PCT/IN2006/000490
'H NMR[CDC13, 300 MHz] 7.9(m, 3H), 7.5-7.6(m, 4H),
7.4(dd, 2H, J=5.4, 3.3Hz),  6.9(t, 2H, J=8.7,
8.7Hz),6.85(s, 1H), 6.5(dd, 1H, J=1.8, 3.6Hz), 3.4(m,
2H), 3.0(q, 2H,  J=7.5, 7.5Hz),1.4(t, 3H, J=7.5,
7.8Hz), 1.27(t, 3H, J=7.5, 7.5Hz). Yield =48 %.
EXAMPLE 39 5
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluoro-phenyl)-1,
3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine 'H NMR,
[CDC13, 300,MHz] 1.41-1.46(3H, t, J=7.57 Hz),
3.02-3.10(2H, q, J=7.57 Hz),  3.37(3H, s),
6.58-6.61(1H, dd, J=1.54Hz, J=5.33Hz), 6.85(1H, s),
6.95.7.01(2H, m),  7.44-7.49( 2H, m ), 7.54-7.64('31,
m ),' 7.96-8.02( 3H, m) Yield =82 %. 1o EXAMPLE 40
(+)-S-Methyl-S-phenyl=N=[4-(2-ethyl-4-(4-fluoro-phenyl
)-1,3-thiazol-5-yl)- pyridine-2-yI]-sulfoximine 'H NMR
[CDCl3, 300 MHz] 1.41-1.46 (3H, t, J=7.55Hz),
3.02-3.10(2H, q, J=7.53Hz,  3.37(3H, s), 6.59-6.61(1H,
d, J=5.18Hz), 6.85(1H, s), 6.95-7.01(2H, t, J=8.66Hz),
7.44- 15 7.49 (2H, m ), 7.54-7.63( 3H, m ),
7.96-8.02(3H, m). Yield =38 %. EXAMPLE 41
S-Methyl-S-4-fluoro-phenyl-N-
[4-(2-ethyl-4-(4-fluoro-phenyl)-1,3-thiazol-5-yl)-
pyridine-2-yl]-sulfoximine 'H NMR [CDC13, 300 MHz]
1.41-1.46(3H, t, J=7.5lHz), 3.02-3.10(2H, q;
J=7.5OHz),  20 3.37(3H, s), 6.60-6.62(1H, d,
J=4.74Hz), 6.84(1H, s), 6.96-7.02(2H, t, J=8.55Hz),
7.21- 7.24(2H, m), 7.45-7.49(2H, m), 7.96-8.02 (3H,
m). Yield =78 %. EXAMPLE 42
S-Cyclopentyl-S-Phenyl-N-[4-(2-ethyl-4-(4-fluorophenyl
)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine 25 'H
NMR [CDC13, 300 MHz] 1.40-1.45(3H, t, J=7.56Hz),
1.65-1.74(5H, m), 2.0-2.12  (2H, m), 2.29-2.33(1H, m),
3.01-3.09(2H, q, J=7.56Hz ), 3.74-3.79(1H, m ),6.52-
6.54(1H, dd, J=1.48Hz, J=5.25Hz ); 6.83( 1H, s );
6.91-6.97(2H, t, J=8.75Hz ),7.41- 7.45(2H, m);
7.51-7.59(3H, m); 7.87-7.93(3H, m). Yield =71 %.
EXAMPLE 43 



30
(-)-S-Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4-(4-fluo
ro-phenyl)-1,3-thiazol-5-yl)-
pyridine-2-yl]-sulfoximine 'H NMR [CDC13, 300 MHz]
1.41-1.46 (3H, t, J=7.54Hz), 3.02-3.10 (2H, q,
J=7.58Hz),  3.37(3H, s), 6.61-6.62(1H, d, J=3.99Hz),
6.84(1H, s), 6.96-7.02(2H, t, J=8.71 Hz),
7.21-7.24(2H, m), 7.45-7.49(2H, m), 7.96-8.02(3H, m).
Yield =74 %. 24 WO 2007/077574 PCT/IN2006/000490
EXAMPLE 44
(+)-S=Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4-(4-fhio
ro-phenyl)-1,3-thiazol-5-yl)-
pyridine-2-yl]-sulfoximine 1H NMR [CDC13, 300 MHz]
1.41-1.46(3H, t, J=7.54 Hz), 3.02-3.10 (2H, q, J=7.58
Hz),  5 3.37 (3H, s), 6.61-6.62(1H, d, J=3.99Hz),
6.84( 1H, s ),6.96-7.02( 2H, t, J=8,71Hz  ),7.21-7.24(
2H, m ), 7.45-7.49( 2H, m ), 7.96-8.02( 3H, m ). Yield
=75 %. EXAMPLE 45
S,S-Diphenyl-N-[4-(2-ethyl-4-(4-fluorophenyl)-thiazol=
5=yl)..pyridin-2-yl]- sulfoximine 10 'H NMR [CDC13,
300 MHz] 1.41 (t,,'3H, J=7.59 Hz), 3.03 (q, 2H5 J=7.59
Hz), 6.59 (d,  1H, J=5.31 Hz), 6:91 (m, 3H), 7.43 (m,
9H), 7.94 (d, 1143 J=5.37 Hz), 8.03 (m, 3H).  Yield =
7 %. EXAMPLE 46
S-Methyl-S-3-methylphenyl-N-[4-(2-ethyl-4-fluorophenyl
-thiazol-5-yl)-pyridine]- 15 sulfoximine 1H NMR
[CDC13, 300 MHz] 1.4(3H, t, J=7.56Hz); 2.4(3H,s)
3.07(2H, q, J=7.56Hz);  3.36(3H,s); 6.6(1H,dd, J=1.5Hz
& 3.9Hz); 6.8(1H,s); 6.9(2H,m); 7.4(4H,m);  7.7(1H,m);
7.8(1H,s); 8.0(1H,d, J=5.4Hz) Yield =49 %. EXAMPLE 47
20
S-Methyl=S=3-fluorophenyl-N-[4-{2-ethyl-4-(4-fluorophe
nyl)-thiazol-5-yl}- pyridine-2y1]-sulfoximine 1H NMR
[CDC13, 300 MHz] 1.4(3H, t, J=7.56Hz); 3.05(2H,q,
J=7.56Hz); 3.3(3H,s);  6.6(1H, dd, J=1.5Hz & 3.9Hz);
6.8(1H,s); 6.9(2H,m); 7.3(1H,m); 7.4(2H,m);  7.5(1H,m)
25 7.7(1H,m); 7.8(IH,m); 8.0(1H,d, J=5.4Hz). Yield =
45 %.  EXAMPLE 48 S-Cyclohexyl-S-phenyl-N-{4-
[2-ethyl-4-(4-fluoropheinyl)-thiazol-5-yl]=pyridine}-
sulfoximine 



1H NMR [CDC13, 300 MHz] 1.17(1H, m); 1.2(2H, 'm);
1.4(3H, t, J= 7.59Hz);  30 1.6(2H,m); 1.8(2H,m)
2.00(IH,m); 2.35(1H,m); 3.01(2H, q, J= 7.576Hz);
3.2(1H,m);  3.5((1H,d, J=4.74Hz); 6.53(1H, dd, J= 1.41
Hz & 3.9Hz); 6.56(1H,s); 6.9(2H,m);  7.44(2H,m);
7.52(2H,m); 7.6(1H,m); 7.8(2H, d, J=7.14Hz); 7.9(1H,
d, J=5.25Hz). Yield =24 %. 25 WO 2007/077574
PCT/IN2006/000490  EXAMPLE 49
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-m-benzoic
acid-thiazol-5-y1)-pyridine-2-yl]- sulfoximine
S-Methyl-S-phenyl-N-{3-(2-ethyl-4-m-benzoic acid ethyl
ester)-thiazol-5-yl-pyridine- 5 2-yl}-sulfoximine
(0.205g) was dissolved in THE & MeOH at ambient
temperature.  LiOH.H20 (0.035g) dissolved in water was
added to the reaction mixture and stirred at  ambient
temperature for 2 to 4 hours The reaction mixture was
basified to pH 8 by  adding solution of sodium
bicarbonate. The aqueous layer was extracted with
ethyl  acetate, organic layer collected, dried over
sodium sulfate & evaporated under table io vaccum. The
crude compound (0. 120g) was purified by flash column
chromatography.  1H NMR[CDC13, 300 MHz] 1.45(3H, t,
J=7.54Hz), 3.3 (3H,s); 6,6(1H, dd; J= 5.4Hz);
6.8(1H,s); 7.4(1H,m),7.6(4H,m); 7.9(4H,m);8.2(1H,s).
Yield=26 %. EXAMPLE 50
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-phenyl)-1,
3-thiazol-5-yl)-pyridine-2- 15 yl]-sulfoximine 1H NMR
[CDC13, 300 MHz] 1.41-1.46( 3H, t, J=7.54Hz ),
3.03-3.10( 2H, q, J=7.54Hz  ), 3.33-3.37( 3H, s ),
6.60-6.62( 114, dd, J=1.56Hz, J=5.35Hz), 6.86-6.87(IH,
d,  J=0.93Hz) 6.96-7.02 ( 1H, m), 7.22-7.25(2H, m),
7.54-7.63(3H, m), 7.974.02(3H,  m ). Yield = 49 %. 20
EXAMPLE 51
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-phenyl)
-1,3-thiazol-5-yl)-pyridine- 2-yl]-sulfoximine 1H NMR
[CDC13, 300 MHz] 7.9 (d, 1H, J=5.4Hz), 7.8(d, 2H,
J=6.9Hz), 7.6(d, 1H,  J=7.2Hz), 7.5(t, 2H, J=7.2,
7.5Hz), 7.4(m, 214), 6.9(t, 2H, J=8.7, 9Hz), 6.8(s,
114),  25 6.5(dd, 1H, J=1.5, 3.9Hz), 3.6(m, 1H),
3.0(q, 2H, J=7.5, 7.5Hz), 1.4(t, 6H, J=7.5,  7.5Hz),
1.2(d, 3H, J=6.9Hz). Yield = 58 %. EXAMPLE 52
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-pheny
l)-1,3-thiazol-5-yl)- 



pyridine-2-yl]-sulfoximine 30 'HNMR, [CDC13, 300 MHz]
1.40-1.46(3H, t, J=7.59Hz), 1.68-1.75(3H, m
),1.98-2.10(  2H,m), 2.29-2.33( 1H, m), 3.02-3.09(2H,
q), 3.71-3.79( 1H, m), 6.54-6.56( 114, d,  J=5.31Hz)
6.84( 1H, s ), 6.96-6.97( 1H, m ), 7.20-7.23( 3H, m ),
7.49-7.59 (3H, m ),  7.88-7.94 (314, m ). Yield =53 %.
26 WO 2007/077574 PCT/IN2006/000490  EXAMPLE 53
S-Methyl-S-phenyl-N={4-[2-ethyl-4-naphthalene-l-yl-thi
azol-5-yl]-pyridin~2-yl}- sulfoximine 'H NMR
[CDCl33300 MHz] 7.9(m, 4H), 7.7(t, 2H, J=3.6, 5.4Hz),
7.54(s, 1H), 7.51(t,  5 2H, J=6.3, 1.5Hz), 7.4(m, 4H),
6.3(d, 114; J=1.2Hz), 6.2(dd, 1H, J=3.6, 1.8Hz),
3.2(s,  3H), 3.1(q, 2H, J=7.5, 7.8Hz), 1.2(t, 3-H,
J=2.1, 3.1Hz). Yield =56 %. EXAMPLE 54
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(3-trifluoromethylph
enyl)-thiazol-5-y1]=  pyridin-2-yl}=sulfoximine 10 'H
NMR [CDC13, 300 MHz] 8.02(d, 3H, J=6.9Hz), 7.85(s,
1H), 7.66(t, 2H, J=7.1Hz),  7.59(t, 3H3 J=7:4Hz),
7x43(t, 1H, J=7.7Hz), 6.85(s, 1H), 6:6(d, 1H,
J=4.3Hz), 3.36(s;  3H), 3.12(q, 2H, J=7.5Hz), 1.48(t,
3H, J= 7.5Hz). Yield =52 %. EXAMPLE 55
S-Methyl-S-phenyl-N-{4-[2-ethyl
4-(4-methoxyphenyl)-thiazol-5-y1]-pyridin-2-yl}- 15
sulfoximine 'H NMR [CDC13, 300 MHz] 8.04(m, 2H),
7.56(d, 2H, J=11.3Hz), 7.59(m, 3H), 7.25(m,  2H),
6.95(m, 2H), 6.79(m, 2H), 3.84(s, 3H), 3.33(m, 4H),
1.96(m, 2H), 1.27(m, 3H).  Yield =40 %. EXAMPLE 56 20
S-Methyl--S-phenyl-N-{4-[2-(4-methylsulfanyi-phenyl)-4
-m-tolyl-thiazol-5-yl]- pyridin-2-yl}-sulfoximine iH
NMR [CDC13, 300 MHz] 8.0(d, 2H, J=7.2Hz), 7.9(m, 3H),
7.5(m, 4H), 7.4(s, 1H),  7.3(s, 2H), 7.1(m, 2H),
6.9(s, 1H), 6.6(dd, 1H, J=1.5, 3.9Hz), 3.3(s, 3H),
2.5(s, 3H),  2.3(s, 3H). Yield =67 %. 25 EXAMPLE 57
S-Methyl=S-phenyl-N-{4-[2-(4-methylsulfinyl-phenyl)-4-
m-tolyl-thiazol-5-yl]- pyridin-2-yl}-sulfoximine A
round bottom flask containing
S-methyl-S-phenyl-N={4-[2-(4- 



methylsulfanyl-phenyl)-4-m-tolyl-thiazol-5-yl]-pyridin
-2-y1}-sulfoximine (0.250g) in  30 DMF was cooled. To
this was added metacholoroperbenzoic acid (0.163g) &
stirred at ambient temperature for few hrs. After
completion of the reaction, the reaction mixture  was
extracted with ethyl acetate.The organic layer was
separated , dried & evaporated  to get brown oil. The
crude was purified by flash column chromatography to
give pale  yellow solid (0.079 g). 27 WO 2007/077574
PCT/IN2006/000490  1H NMR [CDCI~, 300 MHz] 8.1(d, 2H,
J=8.4Hz), 7.9-8.0(m, 3H), 7.7(d, 2H, J=8.4Hz),  1.6(m,
3H), 7.4(s, 1H), 7.28(s, 1H), 7.21(m, 2H), 6.9(d, 1H,
J=0.9Hz), 6.6(t, 1H, J=1.5,  3.9Hz), 3.39(s, 3H),
2.79(s, 3H), 2.35(s, 3H). Yield =29 %. EXAMPLE 58 5 '
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(3,4-difluorophenyl)
-thiazol-5-yl]=pyridin-2- yl}-sulfoximine 1H
NMR[CDCI3, 300 MHz] 8.02 (m, 3H), 7.64-7.54(m, 3H),
7.20-7:04(m, 2H),  6.84(m, 1.,H), 6.63(dd, 1H, J=1.6,
5.4Hz), 3.37(s, 3H), 3.09-3,01(q, 2H5 J=7.6Hz),
1.46(t, 3H, J=7.6Hz). Yield =78 %. to EXAMPLE 59
S-Methyl-S-(4-fluorophenyl)-N-{4-[2-ethyl-4-(3,4-diflu
orophenyl)-thiazol=5-yl]- pyridin-2-yl}-sulfoximine 1H
NMR[C,DC13, 300 MHz] 8.04(m, 3H), 7.36-7.31(m,.1H),
7.24-7.21(m, 2H), 7.09(m,  1H),, 6.83(s, 1H), 6.65(dd,
1H, J=1.4, 5.3Hz), 3.37(s, 3H), 3.10(q, 2H, J=7.6Hz),
1.46  15 (t, 3H, J=7.6Hz). Yield =68 %. EXAMPLE 60
S-Isopropyl-S-phenyl-N={4-[2-ethyl-4-(3,4-difluorophen
yl)-thiazol-5-yl]-pyridin-2- yl}-sulfoximine 'H
NMR[CDC13, 300 MHz] 8.00 (d, 1H, J=5.3Hz), 7.88(d, 2H,
J=7.3Hz), 7.62(m, 3H),  20 7.17(d, 1H,
J=2.3Hz),7.06(q, IH, J=9.2Hz), 6.83(s, 1H), 6.59(d,
1H, J=4.OHz), 3.65- 3.54(m, IH), 3.09(q, 2H,
J=7.5Hz),1.45-1.4(m, 614), 1.27(t, 311, J=7.5Hz).
Yield =45 %. EXAMPLE 61
S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(3,5-difluorophen
yl):thiazol-5-yl]-pyridin-2- 25 yI}-sulfoximine 'H NMR
[CDC13, 300 MHz] 7.9 (d, 1H, J=5.lHz), 7.8(d, 2H,
J=7.2Hz), 7.5-7.6 (m,  3H), 7.0(d, 2H, J=6.3Hz),
6.8(s, 1H), 6.7(m, 1H), 6.5(t, 1H, J=1.2, 3.9Hz),
3.6(m, 1H),  



3.0(q, 2H, J=7.5, 7.5Hz), 1.4(t, 6H, J=7.5, 7.5Hz),
1.1(d, 3H, J=6Hz). Yield =51 %.  EXAMPLE 62 3o
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-(3,5-difluorophenyl)
-thiazol-5-yl]-pyridin-2- yl}-sulfoximine 1H NMR
[CDC13, 300 MHz] 1.4(3H,t, J = 7.5Hz); 3.04(2H, q, J =
7.56 Hz); 3.3(3H,s);  6.61(1H,dd,J=1.56Hz & 3.75Hz);
6.73(1H,s); 6.8(1H,m); 7.03(2H,dd,J=2.27&6.19Hz)
7.6(3H,m), 7.9(3H,m). Yield =70 %. 28 WO 2007/077574
PCT/IN2006/000490  EXAMPLE 63 S,S-Diphenyl-N-
{4-[2-ethyl-4-(3,5-difluorophenyl)-thiazol-5-yl]-pyrid
in-2-yl}- sulfoximine 'H NMR [CDC13, 300 Hz] 8.0(m,
5H), 7.46-7.52(m; 6H), 7.0(br, 3H), 6.6(m, 2H),  5
3.0(q, 2H, J=7.5, 7.5Hz), 1.4(t, 3H, J=7.5, 7.8Hz).
Yield =73 %. EXAMPLE 64
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-p-tolyl
-thiazol-5-yl]-pyridin-2-y1}-sulfoximine  'H NMR
[CDC13, 300 MHz] 8.04(d, 1H, J=7.lHz), 7.95(d, 1H,
J=5.3Hz), 7.63-7.64(m,  3H), 7.40(d, 2H, J=8 Hz),
7.12(d, 2H, J=7.9Hz), 6.90(s, 1H), 6.0(dd, 114, J=1.4,
5.3Hz), 10 3.38(s, 3H), 3.10(q, 2H, J=7.6Hz), 2.35(s,
314), 1.46(t, 3H, J=7.6Hz). Yield =55 %.  EXAMPLE 65
S-Cyclopentyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-
(3-fluorophenyl)-(1,3)-
thiazol-5-yl]-pyridin-2-yl}-sulfoximine 1H NMR [CDC13,
300 MHz] 8.0(m, 3H), 7.93-7.53(m, 3H), 7.41-7.29(m,
2H), 7.10- 15 6.96(m, 3H), 6.65(m, 1H), 3.79-3.76(m,
1H), 3.50-3.48(m, 1H), 2.33(m, 11-1), 2.14- 2.01(m,
2H), 1.75(m, 3H). Yield = 8 %. EXAMPLE 66
S-Isopropyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-(3
-fluorophenyl)-(1,3)-
thiazol-5-yl]-pyridin-2-yl}-sulfoximine 20 1H NMR
[CDC13, 300 MHz] 8.02(d, 1H, J=5.4Hz), 7.9-7.88(m,
2H), 7.65-7.52 (m,  3H), 7.46-7.29(m, 4H),
7.10-7.04(m, 2H), 7.01-6.96(m, 2H), 6.67(dd, 1H,
J=1.5,  5.4Hz), 3.6(m, 1H), 1.4(d, 314, J=7.5Hz),
1.1(d, 3H, J=7.5Hz). Yield =60 %.  EXAMPLE 67
S-Cyclohexyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-(
3-fluorophenyl)-(1,3)- 25
thiazol-5-yl]-pyridin-2-yl}-sulfoximine 1H NMR [CDC13,
300 MHz] 8.01(d, 1H, J=5.2Hz), 7.88(d, 2H, J=7.5Hz),
7.61-7.51 (m,  



3H), 7.41-7.24(m, 4H), 6.66(d, 1H, J= 5.4Hz), 3.3(m,
1H), 2.0(d, 1H), 1.8(m, 2H),  1.4(m, 2H), 1.2(m, 3H),
1.14(m, 2H). Yield =50 %. EXAMPLE 68 30
S-Cyclohexyl-S-phenyl-N-{4-[2-(4-fluorophenyl)-4-(3-fl
uorophenyl)-(1,3)-thiazol-
5-yl]-pyridin-2-yl}-sulfoximine 1H NMR [CDC13, 300
MHz] 1.17(1H,m); 1.2(2H,m); 1.4(2H,m); 1.5(1H,m);
1.8(2H,m)  2.00(1H,m); 2.35(1H,m); 3.3(1H,m); 6.6(1H,
dd, J= 5.2 Hz); 6.9(1H,s), 7.01(1H,m)  7.1(2H,m);
7.3(3H,m); 7.5(2H,m); 7.6(1H,m); 7.8(2H,m); 7.9(3H,m).
Yield =50 %. 29 WO 2007/077574 PCT/IN2006/000490
EXAMPLE 69
S-Isopropyl-S-phenyl-N-{4-[2-(4-fluorophenyl)-4-(3-flu
orophenyl)-(1,3)-thiazol-5-
yl]-pyridin-2-yl}-sulfoximine 114 NMR [(HMSO - D6),
300MHz] 8.00-7.96(m, 3H); 1.90(d, J = 7,3 Hz, 214);
7.62- 5 7.52(m, 314); 7.33-7.25(m, 3H); 7.19(t, J =
8.6Hz); 6:9(dd; J = 1.3Hz, 5.3Hz); 3.6(quint,
J=6.8Hz, 114); 1.45(d, J = 6.8Hz); 1.28(d, J = 6.8 Hz,
3H). Yield =50 %. EXAMPLE 70
S-Cyclopentyl-S-phenyl-N-[4-(3-fluorophenyl)-1,3-thiaz
ol-5-yl)-pyridine-2-yl]- sulfoximine to H1-NMR [CDC13,
300 MI7z] 1.57-1.63(2H, m ), 1.65-1.77( 3H, m ),
1.98-2.13( 2H, m  ), 2.30-2.37( 1FH, -m ), 3.75-3.83(
1H, m- ), 6.57-6.59( 1H, dd, J=1.4lHz, J=5.23Hz ),
`6.88( 1H, s), 6.97-7.0~( 1H, m), 7.22-7.25(3H, m),
7.49-7.59( 3H, m), 7,88=7.91(  2H, d, J=7.l lHz),
7.95-7.97(2H, d, J=5.3lHz ), 8.82( 1H, s ).Yield =85
%. EXAMPLE 71 15
S-Methyl-S-phenyl-N-[4-(3-fluorophenyl)-1,3-thiazol-5-
yl)-pyridine-2-y1]- sulfoximine H'-NMR [CDC13, 300
MHz] 3.38(3H, s), 6.64-6.66(1H, d, J=5.27Hz), 6.90(1H,
s),  6.99-7.05(1H, m), 7.23-7.29(3H, m), 7.55-7.66(3H,
m), 8.00-8.03(3H, m ), 8.84( 1H,  s). Yield =54 %. 20
EXAMPLE 72
S-Isopropyl-S-phenyl-N-[4-(3-fluorophenyl)-1,3-thiaz(i
i=5-yl)-pyridine-2-yl]- sulfoximine Hl-NMR [CDC13, 300
MHz] 1.27-1.29(3H, d, J=6.81Hz), 1.41-1.44(3H, d,
J=6.78Hz),  3.57-3.66(1H, m), 6.59-6.62(1H, dd,
J=1.27, 5.19Hz), 6.89(1H, s), 6.97-7.02( 1H, m ),  25
7,23( 2H, s), 7.27(1H, s), 7.51-7.61 (3H, m),
7.87-7.89 (2H, d, J=7.19z ), 7.98-8.0(  



1H, d, J=5.22 Hz ), 8.83 ( 1H, s ). Yield =75 %.
EXAMPLE 73
S-Methyl~S-phenyl-N-[4-(4-fluorophenyl)-1,3-thiazol-5-
yl-pyridine-2-yl]- sulfoximine 3o H1-NMR [CDC13, 300
MHz] 3.38(3H, s), 6.63-6.65( 1H, d, J=5.22Hz), 6.89(
1H, s),  6.97-7.03 (2H, t; J=8.61Hz ), 7.48-7.59(4H, m
), 7.62-7.66( 1H, m ), 8.00-8.03( 3H,  m), 8.83 (*1H,
s ). Yield =82 %. 30 WO 2007/077574 PCT/IN2006/000490
EXAMPLE 74
S-Isopropyl-S-phenyl-N-[4-(4-fluorophenyl)-1,3-thiazol
-5-y1)-pyridine-2-yl]- sulfoximine H'-NMR [CDC13, 300
MHz] 1.27-1.29(3H, d, J=6.8lHz), 1.41-1.44(3H, d,
J=6.78Hz),  5 3.57-3.66(1H, m), 6.58-6.59(1.1I, d, J=
5.1Hz), 6.89(1H, s), 6.94-7.02 (2H, t,  J=8.61Hz),
7.45-7.51( 2H, m ), 7.53-7.5-6 (2H, m), 7.60-7.65(1H,
m), 7.87-7.89 (2H, d,  J=7.472 ), 7.98-7.99( 1H, d,
Jt=5.3Hz ), 8.82 ( 1H, s ). Yield =54 %. EXAMPLE 75
S-Cyclopentyl-S-phenyl-N-[4-(4-fluorophenyl)-1,3-thiaz
ol-5-yl)-pyridine-2-yl]- 10 sulfoximine H'-NMR [CDC13,
300 MHz] 1.56-1.63(2H, m), 1.65-1.75(3H, iii),
1.97-2,13(2H, m),  2.-27-2.34(1H, m), 3.75-3.83( 1H,
in), 6.56-6.58( IH, dd, J=1.26Hz, 5.4Hz), 6.87(1H,
s), 6.93-6.99( 2H,,t, JT8.67Hz ), 7.44-7.51( 4H, m ),
7.54=7.62( 1H, m ), 7.88-7.91(  2H, d, J=7.32Hz),
7.95-7.97( 1H, d, J=5.19Hz ), 8.81( 1H, s). Yield =45
%. 15 EXAMPLE 76 S-Methyl-S-phenyl-N-[
4-phenyl-(1,3)-thiazol-5-yl-pyridine-2-y1]-sulfoximine
H1-NMR [CDC13, 300 MHz] 3.38(3H, s), 6.63-6.65(1H, dd,
J=1.44Hz, J=5.25Hz), 6.92  (1H, s), 7.31-7.33(3H, m),
7.51-7.54(2H, m ), 7.56-7.63( 3H, m ), 7.97-8.03( 3H,
m )  8.84 ( IH, s ). Yield =41 %. 20 EXAMPLE 77
S-Isopropyl-S-phenyl-N-[
4-phenyl-l,3-thiazol-5-yl)-pyridine-2-yl]-sulfoximine
H1-NMR [CDC13, 300 MHz] 1.27-1.29(3H, d, J=6.79Hz),
1.41-1.43(3H, d, J=6.82Hz),  3.67(1H, m),
6.59-6.60(1H, d, J=5.33Hz), 6.91-6.92(1H, s),
7.29-7.31(3H, m), 7.49- 7.56(5H, m), 7.87-7.9 (2H, d,
J=8.53Hz), 7.94( 1H, d), 8.83 ( 1H, s ). Yield =40 %.
25 EXAMPLE 78 



S-Cyclopentyl-S-phenyl-N-[(4-phenyl-thiazol-5-yl)-pyri
dine-2-yl]- sulfoximine  H1-NMR[CDC13, 300 MHz]
1.61-1.77( 5H, m ), 1.98-2.05( 2H, m), 2.30-2.34(1H,
m),  3.72-3.83( 1H, m ), 6.56-6.58( 1H, dd, J=1.4lHz,
J=5.28Hz ), 6.90(1H, s), 7.26-7.3(  3H, m),
7.48-7.61(5H, m), 7.89-7.93(2H, m), 8.82( 1H, s).
Yield =36 %. 3o EXAMPLE 79 Methane sulfonate salt of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-
fluorophenyl)-(1,3)-thiazol-5-yl]-pyridin-2-yl}-sulfox
imine  To a solution of
(+)-S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl) (1,3)-thiazol-5-yl]-pyridin-2-yl}-sulfoximine
(0.2g ) in THE was added  31 WO 2007/077574
PCT/IN2006/000490  methanesulfonic acid (37mg) and
stirred at ambient temperature for few hrs. The
solvents were evaporated to yield solid compound
(0.24g). 'H NM1t [CDC13, 300 MHz] 15.37(s,1H), 8.25(d,
1H, J=6:4Hz), 7.99(d, 2H, J=7.3 Hz),  7.75-7.63(m,
3H), 7.27(m, 2H), 7.05(s,1H), 6.94-6.85(m 3H),
3.67-3.62(m, 1H),  5 3.09(q, 2H, J= 7.5Hz), 2.9(s,
3H), 1.51(d, 3H, J=6.7132), 1.45(t, 3H, J=7.5Hz),
1.29(d,  3H, J=6.7Hz). Yield =98 %. EXAMPLE 80 N-Oxide
of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl)-(1,3)- thiazol-5-yl]-pyridin-2-yl}-sulfoximine
methane sulfonate salt 10 Step 1: N-Oxide of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl)-(1,3)- thiazol-5-yl]-pyridin-2-yl } -sulfoximine
To a solution of
O-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-fluorophenyl
)- (1,3)-thiazol-5-yl]-pyridin-2-yl}-sulfoximine(0.3g)
in dry chloroform was added m- chloroperbenzoic acid
(0.344g) and the reaction mixture was heated to
elevated 15 temperature. for about 8 hrs. After
completion, the reaction mixture was poured into  sat.
NaHCO3 solution & extracted by ethyl acetate. The
organic layer was combined &  dried over sodium
sulfate, solvent was evaporated to yield brown oil
(0.3g) The crude  product was purified by flash column
chromatography. (0. 15 g). Yield=48 %. Step 2: N-Oxide
of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl.4-(4-fluorophen
yl)-(1,3)- 20 thiazol-5-yl]-pyridin-2-yl}-sulfoximine
methane sulfonate salt The process was similar to that
described in Example 70. 1H NMR [CDC13, 300 MHz]
8.22(d, 1H, J=7.lHz), 8.10(d, 2H, J=7.3 Hz),
7.76-7.68(m,  3H), 7.37(dd, 211, J=5.4, 8.6Hz),
7.06(d, 1H, J=2.lHz), 6.98(t, 2H, J=8.6Hz), 6.79(dd,
18, J=2.2, 7:1Hz), 3.93(qui, 1H, J= 6.7Hz); 3.12(q,
2H, J=7.5Hz), 1.55(d, 3H,  



25 J=6.7Hz), 1.45(t, 3H, J=7.5Hz), 1.31(d, 3H,
J=6.7Hz). Yield=67 %. Preparation of inorganic salts
To a stirred solution of sulfoximine in methanol was
added methanolic acid  such as methanolic hydrochoric
acid, methanolic sulphuric acid etc. The reaction
mixture were stirred at ambient temperature for few
hrs. The solvents were evaporated  30 to yield solid
compound. A) Demonstration of ex vivo efficacy of the
compounds: Blood was collected by venous puncture from
3 different volunteers in separate  heparinized (100
IU/ml) tubes and incubated in the presence of 10 M and
100 M of  32 WO 2007/077574 PCT/IN2006/000490  test
compounds for 1 hr at 37 T. Following this LPS (1
ng/ml final concentration) was  added and incubation
continued for 5 hr. The reaction was terminated by
placing the  samples on ice for 10 min. The samples
were then centrifuged, plasma separated and  stored at
-70 C until the analysis of TNF-a and IL-1(3 by ELISA:
5 The results of the finding are shown in table 1.
Table 1i ex-vivo data Ex. No. Ex-vivo(human whole
blood)  Cone TNF a IL-1 JI  ( inhibition inhibition
25 10 15.39 38.5  100 64.06 79.4 46 10 40.9 73.3  100
90.1 95.8  47 10 24.4 78.1 100 89.6 98.5  60 10 36.66
35.19  100 81.72 84.46 24 10 7.43 22.7  100 69.72 81.2
43 10 17.79 24.62 100 55.14 79.29  44 10 32.74 64.82
100 95.59 92.36 



36 10 34.31 38.85  100 97.69 96.26 33 WO 2007/077574
PCT/IN2006/000490  B) Demonstration of in vivo
efficacy of the compounds: Balb/c mice were kept for
acclimatization in the observation room for two days
before  the experiment. On the day of the experiment,
animals were weighed and the test  compounds to be
administered calculated at a 10 mg/kg body weight
basis in a total 5 volume of 2 ml. Control groups
received vehicle alone while the treatment groups
received the test compound, both given orally, 30
minutes prior to intravenous injection of  LPS
(50g/kg). Blood was collected 60 minutes after the LPS
injection from retro orbital  plexus, the serum
separated & stored in deep freeze till the estimation
of TNF by ELISA  method. 10 Ex. No. In vivo LPS
induced  TNF a inhibition in  Balb/c mice TNF a %
inhibition (10mg/kg)  25 59.6  46 56.80  47 48.60  60
53.65  24 39.3  43 49.4  44 50.4  36 43.3  C)
Demonstration of in-vitro activity The compounds were
screened using an in vitro ELISA assay for p38 MAP  15
kinase activity. Activated p38 MAP kinase during the
course of its biological function  phosphorylates its
substrates. The assay was based on the detection of a
phosphorylated  p38 MAP kinase substrate using ATF-2
as the biological substrate. More the activity of  the
p38 MAP kinase inhibitor in the reaction mixture less
will be the amount of active  34 WO 2007/077574
PCT/IN2006/000490  



p38 MAP kinase available to phosphorylate ATF-2. So,
lower OD value will indicate  the higher inhibition of
p38 MAP kinase by the specific p38 MAP kinase
inhibitor, The  quantitation of phosphorylated ATF-2
at varying concentrations of p38 MAP kinase  inhibitor
was used to determine the IC5o by fitting the results
to a logistic dose-response 5 program (Graphpad Prism,
CA). IC50 was defined as the concentration of compound
required to achieve 50 % inhibition of p38 MAP kinase
activity. This can be seen in Table 3 below.  'Table
3:' Example No. p-38 MAPK Enzyme assay  IC5o m -1 0.78
2 1.2  3 1.1  4 1.12  5 1.4  6 0.15  7 3.8  8 55,4  9
5.42  10 11.1  11 2.0  12 6.95  13 1.3  14 6.2  15 4.9
16 1.9  17 10  18 15  19 6.8  20 0.8  21 2.7  22 5.01
23 6.6  24 9.8  27 3.1  



28 0.46  29 2.6  31 3.2  32 10  33 3.9  34 6.4  35
14.6  36 13.4  37 5.93  38 0.17  35 WO 2007/077574
PCT/IN2006/000490  39 4.6 40 2.7  41 1.4  42 7.1  43
71  44 6.6  45 1.35  50 4.4  53 1.9  54 4.8  57 6.5
58 1.0  59 6.6  60 11.8  64 9.4  70 8.2  71 25.5  72
3.9  74 7.5  75 12.6  36 WO 2007/077574
PCT/IN2006/000490  We claim: 



1. Compounds of the general formula (I) 0  I N=S-R4
N- R3  S R1 NR2 their regioisomers, stereoisomers,
tautomeric forms, their pharmaceutically  acceptable
salts, wherein RI-, R2 may be same or different and
independently  represent hydrogen, optionally
substituted groups selected from linear or branched 10
(C1-C6)alkyl, linear or branched (C2-C6)alkenyl,
linear or branched (C2-C6)alkynyl,  (C3-C7)cycloalkyl,
(C3-C7)cycloalkenyl, aryl, heteroaryl, heterocyclyl
groups, each  of the cyclic groups may optionally be
fused; R3 and R4 may be same or different  and may
independently be selected from optionally substituted
linear or branched  (C1-C6)alkyl, (C3-C7)cycloalkyl,
aryl, heteroaryl, heterocyclyl systems, each of 15
these cyclic systems may be optionally fused, or R3 &
R4 may, together with the  sulphur atom to which they
are attached, form a 3-7 membered ring system, which
may optionally contain from 1-3 heteroatoms selected
from N, 0 or S. 2. A compound as claimed in claim 1
wherein aryl group may be an aromatic system
containing one two or three rings wherein such rings
may be attached together in a  20 pendant manner or
may be fused, more preferably the aryl groups are
selected from  phenyl, naphthyl, tetrahydronaphthyl,
indane, biphenyl groups. 3. A compound as claimed in
claim 1 wherein the heteroaryl group represents 5 to 8
membered aromatic radicals, which may be single or
fused containing one or more  hetero atoms selected
from 0, N or S. 25 4. A compound as claimed in claim 1
or 3 wherein the heteroaryl group is preferably
selected from pyridyl, thienyl, furyl, pyrrolyl,
oxazolyl, thiazolyl, isothiazolyl,  imidazolyl,
isoxazolyl, oxadiazolyl, thiadiazolyl, triazolyl,
tetrazolyl, benzopyrahyl,  benzopyranonyl,
benzofuranyl, benzothienyl, indolinyl, indolyl,
azaindolyl,  azaindolinyl, benzodihydrofuranyl,
benzodihydrothienyl, pyrazolopyrimidinyl, 30
pyrazolopyrimidonyl, azaquinazolinyl,
azaquinazolinoyl, pyridofuranyl,  37 WO 2007/077574
PCT/IN2006/000490  pyridothienyl, thienopyrimidyl,
thienopyrimidonyl, quinolinyl, pyrimid nyl,
pyrazolyl, quinazolinyl, quinazolonyl, pyrimidonyl,
pyridazinyl, triazinyl,  



benzoxazinyl, benzoxazinonyl, benzothiazinyl,
benzothiazinonyl, benzoxazolyl,  benzothiazolyl,
benzimidazolyl, benzotriazolyl, phthalazynil,
naphthylidinyl,  5 purinyl, carbazolyl,
phenothiazinyl, phenoxazinyl groups. 5 A compound as
claimed in claim 1 wherein the heterocyclyl represents
saturated,  partially saturated and unsaturated
ring-shaped radicals, the heteroatoms selected  from
nitrogen; sulfur and oxygen. 6. A compound as claimed
in claim 1 or 5 wherein the heterocyclyl is preferably
10 selected from aziridinyl, azetidinyl, pyrrolidinyl,
imidazolidinyl, piperidinyl,  piperazinyl,
2-oxopiperidinyl, 4-oxopiperidinyl, 2-oxopiperazinyl,
3- oxopiperazinyl, morpholinyl, thiomorpholinyl,
2-oxomorpholinyl, azepinyl,  diazepinyl, oxapinyl,
thiazepinyl, oxazolidinyl, thiazolidinyl, and the
like; examples  of partially saturated heterocyclic
radicals include dihydrothiophene, dihydropyran,  15
dihydrofuran, dihydrothiazole groups. 7. A compound as
claimed in any of the preceding claims wherein
substituents may be  selected from hydroxyl, oxo,
halo, thio, nitro, amino, imino, cyano, formyl, or
optionally substituted groups selected from alkyl,
haloalkyl, hydroxyalkyl,  aminoalkyl, thioalkyl,
alkoxy, haloalkoxy, alkoxyalkyl, acyl, monosubstituted
or 20 disubstituted amino, carboxylic acid and its
derivatives such as esters and amides.  8. A compound
as claimed in any preceding claim preferably selected
from
S=G'yclopentyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylpheny
l)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine; S,
S-Dicyclohexyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)-p
yridine-2-y1]-sulfoximine;  25
S-methyl=S-4-methoxyphexyl-N-[4-(2-ethyl-4-m-tolyl-thi
azol-5-yl)-pyridine-2-yl]- sulfoximine;
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3
-thiazol-5-yl)-pyridine-2- yl]-sulfoximine;
(+)-(S)-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylpheny
l)-1,3-thiazol-5-yl)- 30 pyridine-2-yl]-sulfoximine;
(-)-(S)-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylpheny
l)-1,3 -thiazol-5-yl)- pyridine-2-yl]-sulfoximine;
S-Methyl-S-(4-fluorophenyl)-N-[4-(2-ethyl-4-(3-methylp
henyl)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine;
38 WO 2007/077574 PCT/IN2006/000490
S-Isobutyl-S-phenyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-
yl)-pyridin-2-yl]- 



sulfoximine; S-(3
-Fluorophenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-thiazo
l-5-yl)-pyridin-2-yl]- sulfoximine; 5
S-(3-Methylphenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-th
iazol-5-yl)-pyridin-2-yl]- sulfoximine; S,
S-Diphenyl-N-[4-(2-ethyl-4-m-tolyl-thiazol-5-yl)-pyrid
in-2-yl]-sulfoximine;
S-(2-Methylphenyl)-S-methyl-N-[4-(2-ethyl-4-m-tolyl-th
iazol-5-y1)-pyridin-2-yl]=  sulfoximine; 10
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-
1,3-thiazol-5-yl)-pyridine- 2-yl]-sulfoximine;
S-Ethyl-S-phenyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,
3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine;
S-Methyl-S-4-methylphenyl-N-[4-(2-ethyl-4-(3-methylphe
nyl)-1, 3 -thiazol-5 -yl)- 15
pyridine-2-yl]-sulfoximine;
Din-butyl-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazol
=5-y1)-pyridine-2-yl]- sulfoximine;
S-Methyl-S-(3-chloro-4-flurophenyl)-N-[4-(2-ethyl-4-(3
-methylphenyl)-1,3-
thiazol-5-yl)-pyridine-2-yl]-sulfoximine;  20
1-Imino-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazol-5
-yl)-pyridine-2-yl] tetrahydro-2H-thiopyran- l -oxide;
1-Imino-N-[4-(2-ethyl-4-(3-methylphenyl)-1,3-thiazol-5
-yl)-pyridine-2-yl]- tetrahydro-thiophene-l-oxide;
(-)-(S)-Methyl-S-phenyl-N-[4-(2-ethyl-4phenyl)-1,3-thi
azole-5-yl)-pyridine-2-yl]- 25 sulfoximine;
(+)-S-Methyl-S-phenyl-N-[4-(2-ethyl-4phenyl)-1,
3-thiazole-5-yl)-pyridine-2-yl]- sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thiaz
ole-5-yl)-pyridine-2-yl]- sulfoximine; 30
S-(4-Methoxyphenyl)-S-methyl-N-[4-(2-ethyl-4-phenyl)-1
,3-thiazole-5-yl)- pyridine-2-yl]-sulfoximine;
S-Methyl-S-(3-methylphenyl)-N-[4- {
2-ethyl-4-phenyl-thiazol-5-yl} -pyridine]-
sulfoximine; 39 WO 2007/077574 PCT/IN2006/000490
S-Methyl-S-(3-fluorophenyl)-N-[4-{2-ethyl-4-phenyl-thi
azol-5-yl} -pyridine]- 



sulfoximine;
4-[2-Ethyl-4-phenyl-thiazol-5-yl]-2-(dicyclohexyl
sulfoximine)-pyridine;
S-Methyl-S-(4-fluorophenyl-N-[4-
{2-ethyl-4-phenyl-thiazol-5-yl} -pyridine]- 5
sulfoximine; S-Cyclopentyl-S-phenyl-N- [4- {
2-ethyl-4-phenyl=thiazol-5 -y l } -pyridine] -
sulfoximine;
(-)-S-Cyclopentyl-S-phenyl-N'[4-(2-ethyl-4-phenyl)=1;
3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine; 10
(+)-S-Cyclopentyl-S-phenyl-N=[4-(2-ethyl-4-phenyl)-1,3
=thiazol-5=y1)-pyridine-2- yl]-sulfoximine;
S-M.ethyl-S-phenyl-N-[4-(2-ethyl-4-phenyl)-1,3-thiazol
=5-yl)-pyridine-2-yl]- sulfoximine; S,S-Diphenyl
N-[4-(2-ethyl-4-phenyl-thiazol-5-y1)-pyridin-2-y1]-sul
foximine; 15 (-)-S-Methyl=S-phenyl-N-{4-[2-ethyl-4
;(4-fluoro-phenyl)-thiazol-5-yl]-pyridin-2- yl}
sulfoximine;  S-(4-Methoxy-phenyl)-S-methyl-N= {
4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-y1]-
pyridin-2-yl } -sulfoximine; 20
S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluoro-phenyl)
-thiazol-5-yl]-pyridin-2- yl} -sulfoximine; (;
)-Isopropyl-S-phenyl-N-{4-[2-etbyl-4-(4-fluoro-phenyl)
-thiazol=5-yl]=pyridin-2- yl}-sulfoximine;
(-J-)-S-isopropyl- S; phenyl-N- {
4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5 -yl]-pyridin-
25 2-yl}-sulfoximine; S-Etlayl-S-phenyl-N-
{4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-yl]-pyridin-
2-yl } - sulfoximine S-Methyl-S-phenyl-N-
[4-(2-ethyl-4-(4-fluoro-phenyl)-1, 3 -thiazol-5
-yl)-pyridine-2- yl]-sulfoximine; 30
(+)-S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluoro=phenyl
)-1;3-thiazol-5=yl)- pyridine-2-yl]-sulfoximine;
S-Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4-(4-fluoro-p
henyl)-1,3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine;
40 WO 2007/077574 PCT/IN2006/000490
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(4-fluorophenyl
)-1,3-thiazol-5-yl)- 



pyridine-2-yl]-sulfoximine;
(-)-SMethyl-S-4-fluoro-phenyl-N-[4-(2-ethyl-4-(4-fluor
o-phenyl)-1,3-thiazol-5-
yl)-pyridine-2-yl]-sulfoximine; 5
(+)=S-Methyl-S-4-fluoro-phenyl-N-[4-(2-ethyl=4-(4-fluo
ro-phenyl)-1,3-thiazol-5-
yl)-pyridine-2-yl]-sulfoximine;
S,S-Diphenyl-N-[4-(2-ethyl-4-(4-fluoro
phenyl)-thiazol-5-yl)-pyridin-2-yl]- sulfoximine;
S-Methyl-S-3-methylpheayl-N-[4-(2-ethyl-4-fluorophenyl
-thiazol-5-yl)-pyridine]- 1o sulfoximine;
S-Methyl-S-3-fluorophenyl-N-[4-
{2-ethyl-4-(4-fluorophenyl)-thiazol-5-yl }
pyridine-2y1]-sulfoximine;
S-Cyclohexyl-S-phenyl-N-{4-[2-ethyl-4-(4-fluorophenyl)
-thiazol-5-yl]-pyridine} - sulfoximine; 15
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-m-benzoic
acid-thiazol-5-yl)-pyridine-2-yl]- sulfoximine;
S-Methyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-phenyl)-1,
3-thiazol-5-yl)-pyridine-2- yl]-sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-phenyl)
-1,3-thiazol-5-y1)-pyridine- 20 2-yl]-sulfoximine;
S-Cyclopentyl-S-phenyl-N-[4-(2-ethyl-4-(3-fluoro-pheny
l)-1, 3-thiazol-5-yl)- pyridine-2-yl]-sulfoximine;
S-Methyl-S-phenyl-N- { 4-
[2-ethyl-4-naphthalene-1-yl-thiazol=5-yl]-pyridin-2-yl
} - sulfoximine; 25
S-Methyl-S-phenyl=N-{4-[2-ethyl-4-(3-trifluoromethylph
enyl)-thiazol-5-y1]- pyridin-2-yl } -sulfoximine;
S-Methyl-S-phenyl-N-
{4-[2-ethyl-4-(4-methoxyphenyl)-thiazol-5-yl]-pyridin-
2- yl}-sulfoximine; S=Methyl-S-phenyl-N-
{4-[2-(4-methylsulfanyl-phenyl)-4-m-tolyl-thiazol-5-yl
]- 30 pyridin-2-yl}-sulfoximine; S-Methyl-S-phenyl-N-
{4-[2-(4-methylsulfinyl-phenyl)-4-m-tolyl-thiazol-5-yl
]- pyridin-2-yl } -sulfoximine; S-Methyl-S-phenyl-N-
{4-[2-ethyl-4-(3,4-difluorophenyl)-thiazol-5-yl]-pyrid
in-2- yl}-sulfoximine; 41 WO 2007/077574
PCT/IN2006/000490  



S-Methyl-(4-fluorophenyl)-N-{4-[2-ethyl-4-(3,4-difluor
ophenyl)-thiazol-5-yl] - pyridin-2-yl } =sulfoximine;
S-isopropyl-S-phenyl-N-
{4-[2-ethyl-4-(3,4-difluorophenyl)-thiazol-5=y1]-pyrid
in-2- yl}sulfoximine; 5
S-isopropyl-S-phenyl-N-{4-[2-ethyl-4-(3,5-difluorophen
yl)-thiazol-5-yl]-pyridin-2- yl}-sulfoximine;
S-Methyl-S-phenyl=N- { 4-[2-ethyl-4-(3,
5-difluorophenyl)-thiazol-5 -yl]-pyridin-2-
yl}-sulfoximine; S,
S-Diphenyl-N-{4-[2-ethyl-4-(3,5-difluorophenyl)-thiazo
l-5-yl]-pyridin-2-y1} - 10 sulfoximine;
S-Methyl-S-phenyl-N-{4-[2-ethyl-4-p-tolyl
-thiazol-5-yl]-pyridin-2-y1} - sulfoximine;
S-Cyclopentyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-
(3 fluorophenyl)-(1,3)- thiazol-5 -yl]-pyridin-2-yl }
-sulfoximine; 15
S-Isopropyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-(3
-fluorophenyl)-(13)- thiazol-5-yl]-pyridin-2-yl}
-sulfoximine;
S-Cyclohexyl-S-phenyl-N-{4-[2-(2,6-difluorophenyl)-4-(
3-fluorophenyl)-(1,3)- thiazol-5-yl]-pyridin-2-yl }
-sulfoximine; S-Cyclohexyl-S-phenyl-N-
{4-[2-(4-fluorophenyl)-4-(3-fluorophenyl)-(1,3)-thiazo
l- 20 5-y1]-pyridin-2-yl}-sulfoximine;
S-Isopropyl-S-phenyl-N-
{4-[2-(4-fluorophenyl)-4-(3-fluorophenyl)-(1,3)-thiazo
l-5- yl]-pyridin-2-yl} -sulfoximine; Methane sulfonate
salt of (+)-S-Isopropyl-S-phenyl-N-{4-[2-ethyl-4-(4-
fluorophenyl)-(153)-thiazol-5-yl]-pyridin-2-yl}
-sulfoximine; 25 N-Oxide of
(+)-S-isopropyl,S-phenyl-N-{4-[2-ethyl-4-(4-fluorophen
yl)-(1,3)- thiazol-5-yl]-pyridin-2-yl}-sulfoximine
methane sulfonate salt; S-Cyc
lopentyl-S-phenyl-N-[4-(3-fluorophenyl)-1, 3
-thiazol-5 -yl)-pyridine-2=yl]- sulfoximine;
S-Methyl-S-phenyl-N-[4-(3-fluorophenyl)-1,3-thiazol-5-
yl)-pyridine-2-yl]- 30 sulfoximine;
S-Isopropyl-S-phenyl-N-[4-(3-fluorophenyl)-1,3-thiazol
-5-yl)-pyridine-2-yl]- sulfoximine;
S-Methyl-S-phenyl-N-[4-(4-fluorophenyl)-1,3-thiazol-5-
yl-pyridine-2-yl]- sulfoximine; 42 
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S-Isopropyl-S-phenyl-N-[4-(4-fluorophenyl)-1,3-thiazol
-5-yl)-pyridine-2-yl]- sulfoximine;
S-Cyclopentyl-S-phenyl-N-[4-(4-fluorophenyl)-
1,3-thiazol-5-yl)-pyridine-2-yl]- sulfoximine; 5
S-Methyl-S-phenyl-N-[
4-phenyl-(1,3)-thiazol-5-yl-pyridine-2-yl]-sulfoximine
;  S-Isopropyl-S-phenyl-N-[
4-phenyl-1,3-thiazol-5-yl)-pyridine-2-yl]-sulfoximine;
S-Cyclopentyl-S-phenyl-N-[(4-phenyl-thiazol-5-yl)-pyri
dine-2-yl]= sulfoximine; 9. A pharmaceutical
composition which comprises compounds of formula (I),
as  10 claimed in any preceding claims and a
pharmaceutically acceptable carrier, diluent  or
excipients. 10. A process for preparing compound of
formula (I) as claimed in any preceding  claims
comprising the steps of reacting a compound of formula
(II) wherein `X'  represents suitable leaving group
with sulfoximine compound of formula (III) using 15
suitable coupling catalyst(s) selected from palladium
acetate, copper salts in the  presence of suitable
ligand(s) selected from NN'-dimethylethyl diamine
(DMEDA), in presence of suitable inorganic base(s)
selected from cesium  carbonate, cesium acetate,
potassium carbonate, potassium phosphate, potassium
hydroxide, sodium hydroxide, sodium carbonate, lithium
hydroxide, sodium 20 hydride, potassium hydride or
mixtures thereof to yield compound of formula (I),
wherein each of the terms are as defined in the
specification 0  X N=S-R4  N- N- R3  \ / 0 \ / +
HN=S-R4 S R3 ~ S  Rj " NR2 Rj N~R2  (II) (III) (I)
11. A method of treating inflammatory diseases
mediated via activation of p38 MAP  kinase comprising
administering an effective, non-toxic amount of
compound of 25 formula (I) or suitable pharmaceutical
composition containing them, to a patient in  need
thereof. 12. A method of as claimed in claim 10,
wherein the inflammatory diseases is  



rheumatoid arthritis comprising administering an
effective, non-toxic amount of  compound of formula
(I) or suitable pharmaceutical containing them, to a
patient in  30 need thereof 43 WO 2007/077574
PCT/IN2006/000490  13. Use of compounds of formula
(I), their pharmaceutical compositions and medicines
containing them as defined in any of the previous
claims as a medicament suitable  for the treatment of
diseases mentioned in any of the aforesaid claims. 5
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