
WO 2004/043924 PCT/SE2003/001739 2-pyridone derivatives as inhibitors of
neutrophile elastase  Field of the Invention s This invention relates to
novel 2-pyridone derivatives, processes for their preparation,
pharmaceutical compositions comprising them, and their use in therapy.
Background of the Invention to Elastases are possibly the most destructive
enzymes in the body, having the ability to  degrade virtually all connective
tissue components. The uncontrolled proteolytic  degradation by elastases
has been implicated in d number of pathological conditions.  Human
neutrophil elastase (hNE), a member of the chymotrypsin superfamily of
serine  proteases is a 33-KDa enzyme stored in the azurophilic granules of
the neutrophils. In 1s neutrophils the concentration of NB exceeded 5 mM and
its total cellular amount has been  estimated to be up to 3 pg. Upon
activation, NE is rapidly released from the granules into.  the
extracellular space with some portion remaining bound to neutrophil plasma
membrane  (See Kawabat et al. 2002, Eur. J. Pharmacol. 451, 1-10). The main
intracellular physiological function of NE is degradation of foreign organic
molecules phagocytosed by  20 neutrophils, whereas the main target for
extracellular elastase is elastin (Janoff and C Scherer, 1968, J. Exp. Med.
128, 1137-1155). NE is unique, as compared to other proteases  (for example,
proteinase 3) in that it has the ability to degrade almost all extracellular
matrix and key plasma proteins (See Kawabat et al., 2002, Eur. J. Pharmacol.
451, 1-10). It  degrades a wide range of extracellular matrix proteins such
as elastin, Type 3 and type 4 25 collagens laminin, fibronectin, cytokines
etc. (Ohbayashi, H., 2002, Expert Opin. Investig.  Drugs, 11, 965-980). NE
is a major common mediator of many pathological changes seen  in chronic
lung disease including epithelia] damage (Stockley, R.A. 1994, Am. J. Resp.
Crit. Care Med. 150, 109-113). 3o The destructive role of NE was solidified
almost 40 years ago when Laurell and Eriksson  reported an association of
chronic airflow obstruction and emphysema with deficiency of WO 2001/043924
PCT/SE2003/001739  2 



serum at-antitrypsin (Laurell and Eriksson, 1963, Scand. J. Clin. Invest.
15, 132-140).  Subsequently it was determined that al-antitrypsin is the
most important endogenous  inhibitor of human NE. The imbalance between
human NE and endogenous antiprotease is  believed to cause excess human NE
in pulmonary tissues which is considered as a major s pathogenic factor in
chronic obstructive pulmonary disease (COPD). The excessive human  NE shows
a prominent destructive profile and actively takes part in destroying the
normal  pulmonary structures, followed by the irreversible enlargement of
the respiratory airspaces,  as seen mainly in emphysema. There is an
increase in neutrophil recruitment into the lungs  which is associated with
increased lung elastase burden and emphysema in at-proteinase m
inhibitor-deficient mice (Cavarra et al., 1996, Lab. Invest. 75, 273-280).
Individuals with C )  higher levels of the NE-at protease inhibitor complex
in bronchoalveolar lavage fluid show  significantly accelerated decline in
lung functions compared to those with lower levels (Betsuyaku et al. 2000,
Respiration, 67, 261-267). Instillation of human NE via the trachea  in rats
causes lung haemorrhage, neutrophil accumulation during acute phase and 15
emphysematous changes during chronic phase (Karald et al., 2002, Am. J.
Resp. Crit. Care  Med., 166, 496-500). Studies have shown that the acute
phase of pulmonary emphysema  and pulmonary haemorrhage caused by NE in
hamsters can be inhibited by pre-treatment  with inhibitors of NE (Fujie et
al.,1999, Inflamm. Res. 48, 160-167). 20 Neutrophil-predominant airway
inflammation and mucus obstruction of the airways are major pathologic
features of COPD, including cystic fibrosis and chronic bronchitis. NEB
impairs mucin production, leading to mucus obstruction of the airways. NE is
reported to increase the expression of major respiratory mucin gene, MUC5AC
(Fischer, B.M &  Voynow, 2002, Am. J. Respir. Cell Biol., 26,447-452).
Aerosol administration of NE to  25 guinea pigs produces extensive
epithelial damage within 20 minutes of contact (Suzuki et al., 1996, Am. J.
Resp. Crit. Care Med., 153, 1405-1411). Furthermore NE reduces the  ciliary
beat frequency of human respiratory epithelium in vitro (Smallman et al.,
1984,  Thorax, 39, 663-667) which is consistent with the reduced mucociliary
clearance that is  seen in COPD patients (Currie et al., 1984, Thorax, 42,
126-130). The instillation of NE so into the airways leads to mucus gland
hyperplasia in hamsters (Lucey et al., 1985, Am.  



Resp. Crit. Care Med., 132, 362-366). A role for NE is also implicated in
mucus  hypersecretion in asthma. In an allergen sensitised guinea pig acute
asthma model an WO 2004/043924 PCT/SE2003/001739  3 inhibitor of NE
prevented goblet cell degranulation and mucus hypersecretion (Nadel et al.,
1999, But. Resp. J., 13, 190-196). NE has been also shown to play a role in
the pathogenesis of pulmonary fibrosis. s NE: al_protenase inhibitor complex
is increased in serum of patients with pulmonary  fibrosis, which correlates
with the clinical parameters in these patients (Yamanouchi et al.,  1998,
Eur. Resp. J. 11, 120-125). In a murine model of human pulmonary fibrosis, a
NE  inhibitor reduced bleomycin-induced pulmonary fibrosis (Taooka et al.,
1997, Am. J. Resp.  Crit. Care Med., 156, 260-265). Furthermore
investigators have shown that NE deficient 10 nice are resistant to
bleomycin-induced pulmonary fibrosis (Dunsmore et. al., 2001, Chest,  120,
35S-365). Plasma NE level was found to be elevated in patients who
progressed to  ARDS implicating the importance of NE in early ARDS disease
pathogenesis. (Donnelly  et al., 1995, Am. J. Res. Crit. Care Med., 151,
428-1433). The antiproteases and NE  complexed with antiprotease are
increased in lung cancer area (Marchandise et al., 1989,. is But. Resp. J.
2, 623-629). Recent studies have shown that polymorphism in the promoter
region of the NE gene are associated with lung cancer development (Taniguchi
et a]., 2002,  Clin. Cancer Res., 8, 1115-1120. Acute lung injury caused by
endotoxin in experimental animals is associated with elevated  20 levels of
NE (Kawabata, et al., 1999, Am. J. Resp. Crit. Care, 161, 2013-2018). Acute
lung inflammation caused by intratracheal injection of lipopolysaccharide in
mice has been  shown to elevate the NE activity in bronchoalveolar lavage
fluid which is significantly  inhibited by a NE inhibitor (Fujie et al.,
1999, Eur. J. Pharmacol., 374, 117-125; Yasui, et  al., 1995, Eur. Reap. J.,
8,1293-1299). NE also plays an important role in the neutrophil 25 induced
increase of pulmonary microvascular permeability observed in a model of
acute  lung injury caused by tumor necrosis factor . (TNF%) and phorbol
myristate acetate (PMA)  in isolated perfused rabbit lungs (Miyazaki et al.,
1998, Am. J. Respir. Crit. Care Med.,  



157, 89-94). 3o A role for NE has also been suggested in
monocrotoline-induced pulmonary vascular wall  thickening and cardiac
hypertrophy (Molteni et al., 1989, Biochemical Pharmacol. 38,  2411-2419).
Serine elastase inhibitor reverses the monocrotaline-induced pulmonary WO
2004/043924 PCTISE2003/001739  4 hypertension and remodelling in rat
pulmonary arteries (Cowan et al., 2000, Nature  Medicine, 6, 698-702).
Recent studies have shown that serine elastase, that is, NE or  vascular
elastase are important in cigarette smoke-induced muscularisation of small
pulmonary arteries in guinea pigs (Wright et al., 2002, Am. J. Respir. Crit.
Care Med., 166,  s 954-960). NE plays a key role in experimental cerebral
ischemic damage (Shimakura et al., 2000,  Brain Research, 858, 55-60),
ischemia-reperfusion lung injury (Kishima et al., 1998, Ann.  Thorac. Surg.
65, 913-918) and myocardial ischemia in rat heart (Tiefenbacher et al.,
1997, m Eur. J. Physiol., 433, 563-570). Human NE levels in plasma are
significantly increased~  above normal in inflammatory bowel diseases, for
example, Crohn's disease and ulcerative colitis (Adeyemi et al., 1985, Gut,
26,1306-1311). In addition NE has also been assumed  to be involved in the
pathogenesis of rheumatoid arthritis (Adeyemi et al., 1986,  Rheumatol.
Int., 6, 57). The development of collegen induced arthritis in mice is is
suppressed by a NE inhibitor (Kakimoto et al., 1995, Cellular Immunol. 165,
26-32).  Thus, human NE is known as one of the most destructive serine
proteases and has been  implicated in a variety of inflammatory diseases.
The important endogenous inhibitor of  human NE is al-antitrypsin. The
imbalance between human NE and antiprotease is zo believed to give rise to
an excess of human NE resulting in uncontrolled tissue destruction.  The
protease/ antiprotease balance may be upset by a decreased availability of
(7)  a1-antitrypsin either through inactivation by oxidants such as
cigarette smoke, or as a result of genetic inability to produce sufficient
serum levels. Human NE has been  implicated in the promotion or exacerbation
of a number of diseases such as pulmonary  



25 emphysema, pulmonary fibrosis, adult respiratory distress syndrome
(ARDS), ischemia reperfusion injury, rheumatoid arthritis and pulmonary
hypertension. WO 02/053543 discloses pyddone derivatives having affinity for
cannabinoid 2-type  receptor. 30 WO 2004/043924 PCT/SE2003/001739  5 The
present invention discloses novel 2-pyridone derivatives that are inhibitors
of human  neutrophil elastase and homologous serine proteases such as
proteinase 3 and pancreatic  elastase, and are thereby useful in therapy. s
Disclosure of the Invention The present invention provides a compound of
formula (I)  0  Y1I Y2 NFL-G2 la  R1 kN X R  G1 (R6)n  10 wherein  C X
represents O or S; 2 1 1 is Y represents N or CR and when R represents OH, Y
may also, in the tautomeric form,  represent NR 6; Y2 represents CR3; and
when Y1 represents CR2, then Y2 may also represent N; 20 R1 represents H or
Cl to 6 alkyl; said alkyl being optionally substituted by one or more
substituents selected independently from halogen, CN, CHO, OR7, NR8R9,
S(O)mR10 and  11 12 SO2NR R ; 



WO 2004/043924 PCT/SE2003/001739  6 and, when Y1 represents N, R1 may also
represent OH; R7 represents H, C1 to 6 alkyl or phenyl; said phenyl being
optionally further substituted  by halogen, Cl to 6 alkyl and Cl to 6
alkoxy; 5 R2 represents H, halogen or Cl to 6 alkyl;  R3 represents H or F;
C~  io GI represents phenyl or a five- or six-membered heteroaromatic ring
containing 1 to 3 heteroatoms independently selected from 0, S and N; or G1
represents a five- or six-.  membered saturated or partially unsaturated
cycloalkyl ring; or G1 represents a five- or  six-membered saturated or
partially unsaturated heterocyclic ring containing one  heteroatom selected
from 0, S and NR 13 where R13 represents H or Cl to 6 alkyl; 15 R5
represents H, halogen, C1 to 6 alkyl, CN, Cl to 6 alkoxy, NO2, NR14R15, Cl
to 3 alkyl  substituted by one or more F atoms or Cl to 3 alkoxy substituted
by one or more F atoms;  14 R15 R and independently represent H or Cl to 3
alkyl; said alkyl being optionally further  20 substituted by one or more F
atoms; n represents an integer 1, 2 or 3 and when n represents 2 or 3, each
R5 group is selected  independently; 2s R4 and R6 independently represent H
or CI to 6 alkyl; said alkyl being optionally further  substituted by OH or
Cl to 6 alkoxy; WO 2004/043924 PCT/SE2003/001739  7 or R4 and L are joined
together such that the group -NR 4L represents a 5 to 7 membered  azacyclic
ring optionally incorporating one further heteroatom selected from 0, S and
X16 



s L represents a bond, 0, NR 29 or Cl to 6 alkyl; said alkyl optionally
incorporating a  heteroatom selected from 0, S and NR16; and said alkyl
being optionally further  substituted by 01-1 or OMe; C G2 represents a
monocyclic ring system selected from:  10 i) phenyl or phenoxy, ii) a 5 or 6
membered heteroaromatic ring containing one to three heteroatoms
independently selected from 0, S and N, iii) a C3 to 6 saturated or
partially unsaturated cycloalkyl, or is iv) a C4 to 7 saturated or partially
unsaturated heterocyclic ring containing one or two  heteroatoms
independently selected from 0, S(O)p and NR17 and optionally further
incorporating a carbonyl group; or G2 represents a bicyclic ring system in
which each of the two rings is independently  20 selected from: 1) phenyl,
ii) a 5 or 6 membered heteroaromatic ring containing one to three
heteroatoms  independently selected from 0, S and N, 25 iii) a C3 to 6
saturated or partially unsaturated cycloalkyl, or iv) a C4 to 7 saturated or
partially unsaturated heterocyclic ring containing one or two  heteroatoms
independently selected from 0, S(O)p and NR17 and optionally further
incorporating a carbonyl group; WO 2004/043924 PCT/SE2003J001739  8 and the
two rings are either fused together, or are bonded directly together or are
separated  by a linker group selected from 0, S(O)q or CH2, said monocyclic
or bicyclic ring system being optionally further substituted by one to three
5 substituents independently selected from CN, OH, CI to 6 alkyl, Cl to 6
alkoxy, halogen,  NR 18R19, NO2, OSO 38, 20 21 22 24 ~ co2R , c(=NH)NH2,
c(o)NR R , C(S)NR 23 R ,  



SC(=NH)NH2, NR31C(=NH)NIi2, S(O)sR25, S02NR26R27, Cl to 3 alkoxy substituted
by  one or more F atoms and Cl to 3 alkyl substituted by S02R39 or by one or
more F atoms;  or to when L does not represent a bond, G2 may also represent
H;  in, p, q, s and t independently represent an integer 0, 1 or 2; is R8
and R9 independently represent H, Cl to 6 alkyl, formyl or C2 to 6 alkanoyl;
said alkyl  being optionally further substituted by phenyl optionally
substituted by halogen, Cl to 6  alkyl, Cl to 6 alkoxy or S02R30, or the
group NR8R9 together represents a 5 to 7 membered azacyclic ring optionally
incorporating one further heteroatom selected from 0, S and NR28; 20 1118
and R19 independently represent H, C1 to 6 alkyl, formyl, C2 to 6 alkanoyl,
S(O)tR32  or S02NR33R34; said alkyl group being optionally further
substituted by halogen, CN, CI  to 4 alkoxy or CONR41R42 2s R25 represents
H, Cl to 6 alkyl or C3 to 6 cycloalkyl; said alkyl group being optionally
further substituted by one or more substituents selected independently from
OH, CN,  CONR35R36 C02R37, OCOR40, C3 to 6 cycloalkyl, a C4 to 7 saturated
heterocyclic ring WO 2004/043924 PCTISE2003/001739  9 containing one or two
heteroatoms independently selected from 0, S(O)p and NR43 and  phenyl or a 5
or 6 membered heteroaromatic ring containing one to three heteroatoms
independently selected from 0, S and N; said aromatic ring being optionally
further  substituted by one or more substituents selected independently from
halogen, CN, Cl to 4 s alkyl, Cl to 4 alkoxy, OH, CONR44R45, CO2R46,
S(O)sR47 and NHCOCH3; R26 and R27 independently represent H, Cl to 6 alkyl,
formyl or C2 to 6 alkanoyl;  C R32 represents H, Cl to 6 alkyl or C3 to 6
cycloalkyl; 10 R38 represents H, Cl to 6 alkyl or phenyl; said phenyl being
optionally further substituted  



by halogen, C1 to 6 alkyl or Cl to 6 alkoxy; R10 R11, j12, R16, R17, R20 R21
R22 R23 R24 R28 R29 R30 R31 R33 R34 R35  s e e s s e e > s' f  15 R36, R37,
R39 R40' R41, R42, R43, k44, R45, R46 and R47 independently represent H or
Cl to 6 alkyl; and pharmaceutically acceptable salts thereof, with the
proviso that the following  compounds are disclaimed: 20 N-benzyI-5
6-dimethyl-2-oxo-1- hen l-I 2-dihydropyridine-3-carboxamde  Y~ Y P Y Y PY >
N-(2-phenethyl)-5,6-dimethyl-2-oxo-l-phenyl-l,2-dihydropyridine-3-carboxamid
e;
N-(2-hydroxyethyl)-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-carboxa
mide;
N-[2-(dimethylamino)ethyl]-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5
- carboxamide; 25
4-[2-[[[1,2-dihydro-l-(4-methylcyclohexyl)-2-oxo-3-pyridinyl]carbonyl]amino]
ethyl]- benzoic acid; and
4-[2-[[(1-cyclohexyl-1,2-dihydro-2-oxo-3-pyridinyflcarbonyl]amino]ethyl]-ben
zoic acid. WO 2004/043924 PCTISE2003/001739  10 The compounds of formula (I)
may exist in enantiomeric forms. It is to be understood that  all
enantiomers, diastereomers, racemates and mixtures thereof are included
within the  scope of the invention. 5 Compounds of formula (I) may also
exist in various tautomeric forms. Thus, for example,  compounds of formula
(I) wherein R1 represents OH and Y1 represents N, are tautomers of
compounds of formula (Is) wherein R6 represents H. RNY2 NFL-G2  l4  OAN X R
G1  (R5)" 



(la)  10 All possible tautomeric forms and mixtures thereof are included
within the scope of the  invention. Compounds of formula (Is) wherein R6
represents H or optionally substituted Cl to 6 alkyl are thus specifically
included within the scope of the invention. `--~  is Unless otherwise
indicated, the term "Cl to 6 alkyl" referred to herein denotes a straight or
branched chain alkyl group having from 1 to 6 carbon atoms. Examples of such
groups  include methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl,
t-butyl, pentyl and hexyl. The  terms "Cl to 3 alkyl" and "Cl to 4 alkyl"
are to be interpreted analogously. 20 Examples of "Cl to 3 alkyl substituted
by one or more F atoms" include fluoromethyl,  difluoromethyl,
trifluoromethyl, 2,2,2-trifluoroethyl,1,1-difluoroethyl, pentafluoroethyl
and 3,3,3-trifluoropropyl. WO 2004/043924 PCT/SE2003/001739  11 Unless
otherwise indicated, the term "CI to 6 alkoxy " referred to herein denotes
an  oxygen substituent bonded to a straight or branched chain alkyl group
having from 1 to 6  carbon atoms. Examples of such groups include methoxy,
ethoxy, n-propoxy, i-propoxy,  n-butoxy, i-butoxy and s-butoxy. The terms
"Cl to 3 alkoxy" and "Cl to 4 alkoxy" are to  s be interpreted analogously.
Examples of "Cl to 3 alkoxy substituted by one or more F atoms" include
fluoromethoxy,  trifluoromethoxy, 2 2 2-trifluoroethoxy and
3,3,3-trifluoropropoxy. 10 Unless otherwise indicated, the term "C2 to 6
alkanoyl" referred to herein denotes a  straight or branched chain alkyl
group having from 1 to 5 carbon atoms bonded to the  molecule via a carbonyl
group. Examples of such groups include acetyl, propionyl and  pivaloyl. is
Unless otherwise indicated, the term "halogen" referred to herein denotes
fluorine,  chlorine, bromine and iodine. Examples of a five or six membered
heteroaromatic ring containing 1 to 3 heteroatoms  independently selected
from 0, S and N include furan, thiophene, pyrrole, oxazole, 



20 oxadiazole, isoxazole, imidazole, thiazole, triazole, thiadiazole,
pyridine, pyrimidine and  pyrazine. Unless otherwise indicated, the term "C3
to 6 saturated or partially unsaturated cycloalkyl"  referred to herein
denotes a 3 to 6 membered non-aromatic carbocyclic ring optionally 25
incorporating one or more double bonds. Examples include cyclopropyl,
cyclopentyl,  cyclopentenyl, cyclohexyl and cyclohexenyl. The term "five- or
six-membered saturated or  partially unsaturated cycloalkyl ring" is to be
interpreted analogously. Unless otherwise indicated, the term "C4 to 7
saturated or partially unsaturated so heterocyclic ring containing one or
two heteroatoms independently selected from 0, S(O)p  and NR17 and
optionally further incorporating a carbonyl group" referred to herein
denotes WO 2004/043924 PCT/SE2003/001739  12 a 4 to 7 membered non-aromatic
heterocyclic ring optionally incorporating one or more  double bonds and
optionally incorporating a carbonyl group. Examples include
tetrahydrofuran, thiolane 1,1-dioxide, tetrahydropyran, 4-oxo-4H-pyran,
pyrrolidine,  pyrroline, imidazolidine, 1,3-dioxolane, piperidine,
piperazine, morpholine, s perhydroazepine, pyrrolidone and piperidone. The
term "five- or six-membered saturated  or partially unsaturated heterocyclic
ring containing one heteroatom selected from 0, S and  NR 13" is to be
interpreted analogously. Examples of a "5 to 7 membered azacyclic ring
optionally incorporating one further 10 heteroatom selected from 0, S and
NR16" include pyrrolidine, piperidine, morpholine, L)  thiomorpholine and
piperazine. In the definition of L, "Cl to 6 alkyl; said alkyl optionally
incorporating a heteroatom  selected from 0, S and NR16" embraces a straight
or branched chain arrangement of 1 to 6  is carbon atoms in which any two
carbon atoms are optionally separated by. 0, S or NR16 The definition thus
includes, for example, methylene, ethylene, propylene, hexamethylene,
ethylethylene, -CH2CH2O-CH2-, -CH2CH2O-CH2 CH2-, -CH2CH2S- and  -CH2CH2NR16
20 Examples of bicyclic ring systems in which the two rings are either fused
together, or are C~  



bonded directly together or are separated by a linker group selected from 0,
S(O)q or CH2 include biphenyl, thienylphenyl, pyrazolylphenyl,
phenoxyphenyl, naphthyl, indanyl,  quinoly], tetrahydroquinolyl,
benzofuranyl, indolyl, isoindolyl, indolinyl, benzofuranyl,  benzothienyl,
indazolyl, benzimidazolyl, benzthiazolyl, purinyl, isoquinolyl, chromanyl,
2s indenyl, quinazolyl, quinoxalyl, chromanyl, isocromanyl, 3H-indolyl,
1H-indazolyl,  quinuclidyl, tetrahydronaphthyl, dihydrobenzofuranyl,
morpholine-4-ylphenyl, 1,3- benzodioxolyl,
1,1-dioxido-2,3-dihydro-l-benzothienyl, 2,3-dihydro-1,4-benzodioxinyl  and
3,4-dihydro-isochromenyl . WO 2004/043924 PCT/SE2003/001739  13 Examples of
bicyclic ring systems in which the two rings are separated by a linker group
S(O)q include 4-(piperazin-1-ylsulfonyl)phenyl,
4-(morpholin-4-ylsulfonyl)phenyl,  4-(piperidin-1-ylsulfonyl)phenyl,
4-(pyrrolidin-1-ylsulfonyl)phenyl,  4-(4-pyridinylsulfonyl)phenyl,
4-(phenylsulfonyl)phenyl, 4-(thiazolylsulfonyl)phenyl, s
4-(pyrimidin-2-ylsulfonyl)phenyl, 4-(inidazolylsulfonyl)phenyI,
4-(triazolylsulfonyl)phenyl and 4-(oxazolylsulfonyl)phenyl. In one
embodiment, R5 represents H, halogen, Cl to 6 alkyl, CN, Cl to 6 alkoxy, Cl
to 3  C alkyl substituted by one or more F atoms or Cl to 3 alkoxy
substituted by one or more F  to atoms. In another embodiment, R5 represents
halogen, C1 to 6 alkyl, CN, Cl to 6 alkoxy or Cl to 3 alkyl substituted by
one or more F atoms. In another embodiment, R5 represents  halogen, CH3, CN,
OCH3 or CF3. In one embodiment, n represents an integer 1 or 2. In another
embodiment, n represents the  is integer 1. In one embodiment, R5 represents
halogen, CN or CF3; n "represents the integer 1; and 0 represents phenyl. 20
In one aspect, the invention provides compounds of formula (I) wherein X
represents 0;  Yl represents CR2; Y2 represents CO; RI represents optionally
substituted Cl to 6 alkyl;  Gl represents phenyl or a five- or six-membered
heteroaromatic ring containing 1 to 3  heteroatoms independently selected
from 0, S and N; R4 represents H; L represents Cl to  6 alkyl; and G2
represents an optionally substituted monocyclic ring system selected from:  



25 i) phony], ii) a 5 or 6 membered heteroaromatic ring containing one to
three heteroatoms  independently selected from 0, S and N, iii) a C3 to 6
saturated or partially unsaturated cycloalkyl, or WO 2004/043924
PCTISE20031001739  14 iv) a C4 to 7 saturated or partially unsaturated
heterocyclic ring containing one or two  heteroatoms independently selected
from 0, S(O)p and NR17 and optionally further  incorporating a carbonyl
group. 5 In another aspect the invention provides compounds of formula (I)
wherein X represents  0; Y1 represents CR2; Y2 represents CR3; RI represents
C1 to 6 alkyl; R2 and R3 each  represent H; G1 represents phenyl or a five-
or six-membered heteroaromatic ring  containing 1 to 3 heteroatoms
independently selected from 0, S and N; R4 represents H; L represents C1 to
6 alkyl; and G2 represents an optionally substituted monocyclic ring 1  to
system selected from: i) phenyl, ii) a 5 or 6 membered heteroaromatic ring
containing one to three heteroatoms  independently selected from 0, S and N,
is iii) a C3 to 6 saturated or partially unsaturated cycloalkyl, or iv) a C4
to 7 saturated or partially unsaturated heterocyclic ring containing one or
two  heteroatoms independently selected from 0, S(O)p and NR17 and
optionally further  incorporating a carbonyl group. 20 In another aspect the
invention provides compounds of formula (I) wherein X represents  0; Yl
represents N or NR6 and RI represents OH or a tautomer thereof; Y2
represents  CR3; Gl represents phenyl or a five- or six-membered
heteroaromatic ring containing 1 to  3 heteroatoms independently selected
from 0, S and N; R4 represents H; L represents Cl  to 6 alkyl; and G2
represents an optionally substituted monocyclic ring system selected 25
from: 



i) phenyl, ii) a 5 or 6 membered heteroaromatic ring containing one to three
heteroatoms  independently selected from 0, S and N, WO 2004/043924
PCT/SE2003/001739  15 iii) a C3 to 6 saturated or partially unsaturated
cycloalkyl, or iv) a C4 to 7 saturated or partially unsaturated heterocyclic
ring containing one or two  heteroatoms independently selected from 0, S(O)P
and NR17 and optionally further  incorporating a carbonyl group. s In
another aspect the invention provides compounds of formula (I) wherein X
represents  0; Yl represents CR2; Y2 represents CR3; R1 represents Cl to 6
alkyl; R2 and R3 each  represent H; G1 represents phenyl or pyridyl; R4
represents H; L represents Cl to 6 alkyl;  and G2 represents optionally
substituted phenyl. 10 In another aspect the invention provides compounds of
formula (I) wherein X represents  0; Yl represents CR2; Y2 represents CR3;
Rl represents Cl to 6 alkyl; R2 and R3 each  represent H; GI represents
phenyl or pyridyl; R4 represents H; L represents methylene; and  G2
represents optionally substituted phenyl. 15 In one embodiment, X in formula
(I) represents O. In one embodiment, the invention discloses compounds of
formula (I) in which Y1 C represents CR2 and Y2 represents CR3. In another
embodiment, the invention discloses zo compounds of formula (I) in which Y1
represents CR2 and Y2 represents CR3 and R2 and  R3 each represent H. In
another embodiment, Y1 represents N. In another embodiment, RI represents OH
in the  tautomeric form and Yl represents NR6. 25 In one embodiment, R1
represents optionally substituted Cl to 6 alkyl. In another  



embodiment, R1 represents Cl to 6 alkyl, particularly methyl. WO 2004/043924
PCT/SE2003/001739  16 In one embodiment, G1 represents phenyl or a five- or
six-membered heteroaromatic ring  containing 1 to 3 heteroatoms
independently selected from 0, S and N. In another { embodiment, GI in
formula (I) represents phenyl or pyridyl. In another embodiment, GI in  s
formula (1) represents phenyl. In another embodiment, G1 in formula (I)
represents phenyl  III and (R5)n represents a CF3 group in the 3-position.
In one embodiment, R4 represents H. io In one embodiment, L represents Cl to
6 alkyl. In another embodiment, L represents  -CH2-. In another embodiment,
L represents NR29 and R29 represents H. In one embodiment, G2 represents an
optionally substituted monocyclic ring system  selected from: 15 i) phenyl,
ii) a 5 or 6 membered heteroaromatic ring containing one to three
heteroatoms  independently selected from 0, S and N, iii) a C3 to 6
saturated or partially unsaturated cycloalkyl, or C  20 iv) a C4 to 7
saturated or partially unsaturated heterocyclic ring containing one or two
heteroatoms independently selected from 0, S(O)P and X17 and optionally
further  incorporating a carbonyl group. In another embodiment, G2
represents optionally substituted phenyl. In another 25 embodiment, G2
represents phenyl substituted by OS02R38, S(O)sR25, S02NR26R27,  NR18R19
(wherein at least one of Rib and R19 represents S(O)tR32 or SO2NR33R34) or
Cl to 3 alkyl substituted by S02R. 39 WO 2004/043924 PCT/SE2003/001739  17
In another aspect, the invention specifically provides one or more compounds
as described  



in the Examples herein, or the non-salt form thereof or a pharmaceutically
acceptable salt  thereof. s Particular compounds include:
N-(4-chlorobenzyl)-1-(4-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyri dine-3-
carboxamide
6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide C 10 6-methyl-N
(4-morpholin-4-ylbenzyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-[4-(methylsulfonyl)phenyl]-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
N-[4-(dimethylamino)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- 15 dihydropyridine-3-carboxamide
N-[4-(aminosulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide N
(4-methoxybenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine- 3-carboxamide 20
N-benzyl-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(4-chlorobenzyl)-1-(2-fluoro-5-methylphenyl)-6-methyl-2-oxo-1,2-dihydropyr
idine-3- carboxamide
N-(3-chlorobenzyl)-1-(2-fluoro-5-methylphenyl)-6-methyl-2-oxo-l,2-dihydropyr
idine-3- 2s carboxamide
1-(2-fluoro-5-methylphenyl)-N-(4-rethoxybenzyl)-6-methyl-2-oxo-1,
2-dihydropyridine- 3-carboxamide
N-(4-methoxybenzyl)-1-(3-methoxyphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3
- carboxamide 3o
N-(3-chlorobenzyl)-1-(3-methoxyphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide 
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N-(4-chlorobenzyl)-1-(3-methoxyphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-[4-(aminosulfonyl)benzyl]-1-(3-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyr
idine-3- carboxamide s
N-(4-chlorobenzyl)-1-(3-chloro-4-methylphenyl)-6-methyl-2-oxo-I,2-dihydropyr
idine-3- carboxamide
1-(3-chloro-4-methylphenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropy
ridine- 3-carboxamide
N-(4-chlorobenzyl)-I-(2,3-dimethylphenyI)-6-methyl-2-oxo-1,2-dihydropyridine
-3- 10 carboxamide~
N-(4-chlorobenzyl)-I-(3-chloro-4-fluorophenyl)-6-methyl-2-oxo-1,2-dihydropyr
idine-3- carboxamide
1-(3-chloro-4-fluorophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropy
ridine-3- carboxamide is
N-(4-chlorobenzyl)-1-(3-ethylphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-ca
rboxamide
1-(3-bromophenyl)-N-(4-chlorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide 1-(3-bromophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1;
2-dihydropyridine-3- carboxamide 20
N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl
)phenyl]- 1,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[3-(2-oxopyrrolidin-1-yl)propyl]-1-[3-(trifluoromethyl)phen
yl]-1,2- ` l  dihydropyridine-3-carboxamide
N-(4-bromobenzyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- 25 carboxande
N-(4-chlorophenyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- carboxamide 



6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxami
de
N-(4-methoxybenzyl)-6-methyl-2-oxo-l-phenyl-1,2-dihydropyridine-3-carboxamid
e `  30
N-(4-chlorobenzyl)-6-methyl-2-oxo-l-phenyl-1,2-dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(3,5-dimethylphenyl)-6-methyl-2-oxo-1,2-dihydropyridine
-3- carboxamide WO 2004/043924 PCT/SE2003/001739  19
N-[4-(aminosulfonyl)benzyl]-1-(3,5-dimethylphenyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide
1-(3,5-dimethylphenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridin
e-3- carboxamide s
N-benzyl-l-(3,5-dimethylphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-carboxa
mide
N-(4-chlorobenzyl)-6-methyl-l-(3-methylphenyl)-2-oxo-1ydihydropyridine-3-
carboxamide
N-(4-methoxybenzyl)-6-methyl-l-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-
catboxamide 10
N-(3-chlorobenzyl)-6-methyl-l-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-(4-chlorobenzyl)-1-(3-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-(3-chlorobenzyl)-1-(3-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
15 carboxamide
1-(3-chlorophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide methyl
4-[({[1-(3-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyridin-3-
yl]carbonyl}amino)methyl]benzoate 20
4-[({[1-(3-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyridin-3-
yl]carbonyl}amino)methyl]benzoic acid
1-(3-cyanophenyl)-N-(cyclohexylmethyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-



carboxamide
1-(3-cyanophenyl)-N-(2-furylmethyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-car
boxamide  25
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(pyridin-3-ylmethyl)-1,2-dihydropyridine-
3- carboxamide
N-benzyl-l-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-carboxamide
WO 2004/043924 PCT/SE2003/001739  20
1-(3-cyanophenyl)-N-2,3-dihydro-lH-inden-1-yl-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide
1-(3-cyanophenyl)-N-(2-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide s
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(3,4,5-timethoxybenzyl)-1,2-dihydropyridi
ne-3- carboxamide
1-(3-cyanophenyl)-N-(2,5-dimethoxybenzyI)-6-methyl-2-oxo-1,2-dihydropyridine
-3  carboxamide
1-(3-cyanophenyl)-N-(3,4-dimethoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine
-3- 10 carboxamide
1-(3-cyanophenyl)-N-[(1-ethylpyrrolidin-2-yl)methyl]-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide is
1-(3-cyanophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-(3-chlorobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(thien-2-ylmethyl)-1,2-dihydropyridine-3-
20 carboxamide
1-(3-cyanophenyl)-N-(cyciopropylmethyl)-6-methyl-2-oxo-1,2-dihydropyridine-3
- carboxamide 



1-(3-cyanophenyl)-N-(3-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide 25
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(pyridin-4-ylmethyl)-1,2-dihydropyridine-
3- carboxamide
1-(3-cyanophenyl)-N-[2.(3,4-dimethoxyphenyl)ethyl]-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-N-[2-(1-methylpyrrolidin-2-yl)ethyl]-2-oxo-1,2-
3o dihydropyridine-3-carboxamide
N-[2-(3-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide WO 2004/043924 PCT/SE2003/001739  21
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(2-pyridin-2-ylethyl)-1,2-dihydropyridine
-3- carboxamide
N-[2-(4-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide 5
1-(3-cyanophenyl)-N-[2-(2-methoxyphenyl)ethyl]-6-methyl-2-oxo-1,2-dihydropyr
idine-3- carboxamide
N-[2-(2-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide
1-(3-cyanophenyl)-N-[2-(3-methoxyphenyl)ethyl]-6-methyl-2-oxo-l,2-dihydropyr
idine-3- C 1o carboxamide
1-(3-cyanophenyl)-N-[2-(4-fluorophenyl)ethyl]-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide
1-(3-cyanoPhenY1)-N-C2-(2>4-dichloroPhenYI)ethYIl-6-methYl-2-oxo-l
2-dihydropyridine- 3-carboxamide 15
1-(3-cyanophenyl)-N-[2-(3-fluorophenyl)ethyl]-6-methyl-2-oxo-1,2-dihydropyri
dine-3- carboxamide
1-(3-cyanophenyl)-N-[2-(2-chorophenyl)ethyl]-6-methyl-2-oxo-1,2-dihydropyrid
ine-3- 



carboxamide
1-(3-cyanophenyl)-N-(2-cyclohex-l-en-1-ylethyl)-6-methyl-2-oxo-1,2-dihydropy
ridine-3- 20 carboxamide
N-[2-(4-bromophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyrid
ine-3- carboxamide
N-(3-bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide 25
N-(4-bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-(2-bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(3,4-dihydro-2H-pyran-2-ylmethyl)-6-methyl-2-oxo-1,2- 3o
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-N-(4-methylbenzyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide WO 2004/043924 PCT/SE2003/001739  22
1-(3-cyanophenyl)-6-methyl-N-(1-naphthylmethyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(2-ethoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide s
1-(3-cyanophenyl)-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1,2-dihydropyr
idine-3- carboxamide
1-(3-cyanophenyl)-6-methyl-N-(3-methylbenzyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(4-fluorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
10 carboxamide
N-(1,3-benzodioxoI-5-ylmethyl)-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2-dihydrop
yridine- 3-carboxamide 



1-(3-cyanophenyl)-N-(2,4-dichlorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-
3- carboxamide is
1-(3-cyanophenyl)-6-methyl-N-(2-methylbenzyi)-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(3,4-difluorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-
3- carboxamide
1-(3-cyanophenyl)-N-(3,4-dichlorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-
3- 20 carboxamide
1-(3-cyanophenyl)-6-methyl-N-[(5-methyl-2-furyl)methy]]-2-oxo-1,2-dihydropyr
idine-3- carboxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-1,2,3,4-tetrahydronaphthalen-1-yl-1,2-
dihydropyridine-3-carboxamide 25
1-(3-cyanophenyl)-N-(2,3-dimethoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine
-3- carboxamide
1-(3-cyanophenyl)-N-(3,5-dimethoxybenzyl)-6-methyl-2-oxo-l,2-dihydropyridine
-3- carboxamide
1-(3-cyanophenyl)-N-[1-(4-fluorophenyl)ethyl]-6-methyl-2-oxo-I,2-dihydropyri
dine-3- 30 carboxamide N-[
1-(4-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-l,2-dihydropyridin
e-3- carboxamide WO 2004/043924 PCT/SE2003/001739  23
1-(3-cyanophenyl)-N-(2,5-difluorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-
3- carboxamide
1-(3-cyanophenyl)-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-6-methyl-2-oxo-1,2
- dihydropyridine-3-carboxamide s methyl
4-[({[1-(3-cyanophenyl)-6-methyl-2oxo-1,2-dihydropyridin-3- yl]carbonyl }
amino)methyl]benzoate
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(4-phenoxybenzyl)-1,2-dihydropyridine-3- 



carboxamide
1-(3-cyanophenyl)-N-[(1S)-2,3-dihydro-lH-inden-1-yl]-6-methyl-2-oxo-1,2- C
10 dihydropyridine-3-carboxaride
1-(3-cyanophen)rl)-6-methyl-2-oxo-N-(thien-3-ylmethyl)-1,2-dihydropyridine-3
- carboxamide
1-(3-cyanophenyl)-6-methyl-N-[(5-methylisoxazol-3-yl)methyl]-2-oxo-1,2-
dihydropyridine-3-carboxamide is
1-(3-cyanophenyl)-N-[(2,5-dimethyl-3-furyl)methyl]-6-methyl-2-oxo-1,2-dihydr
opyridine- 3-carboxamide
1-(3-cyanophenyl)-N-(3-furylmethyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-car
boxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-[4-(1H-pyrazol-1-yl)benzyl]-1,2-dihydropy
ridine-3- carboxamide 20
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(4-thien-2-ylbenzyl)-1,2-dihydropyridine-
3- carboxamide
N-[4-(aminosulfonyl)benzyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-l,2-dihydropyri
dine-3- carboxamide
N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-1,2- 25
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(2-thien-2-ylethyl)-1,2-dihydropyridine-3
- carboxamide
1-(3-cyanophenyl)-N-[2-(2,4-dimethylphenyl)ethyl]-6-methyl-2-oxo-1,2-dihydro
pyridine- 3-carboxamide 30
1-(3-cyanophenyl)-6-methyl-N-[2-(4-methylphenyl)ethyl]-2-oxo-1,2-dihydropyri
dine-3- carboxamide WO 20041043924 PCT/SE2003/001739  24 N-{
2-[4-(aminosu]fonyl)phenyl]ethyl } -1-(3-cyatophenyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide 1-(3-cyanophenyl)-6-methyl-2-oxo-N-[(1
S)-1-phenyletliyl]-1,2-dihydropyridine-3- 



carboxamide s
N-(cyclohexylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydr
opyridine- 3-carboxamide
N-(2-furylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
6-methyl-2-oxo-N-(pyridin-3-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-1,2- 1o
dihydropyridine-3-carboxamide
N-2,3-dihydro-lH-inden-1-yl-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide
N-(2-methoxybenzyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-dihydro
pyridine- 3-carboxamide is
6-methyl-2-oxo-N-(tetrahydrofuran-2-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-
1,2- dihydropyridine-3-carboxamide
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-N-(3,4,5-trimethoxybenzyl)-1,2-
dihydropyridine-3-carboxamide
N-(3-fluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 2o carboxamide
N-(2,5-dimethoxybenzyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyll-1,2 ~ll
dihydropytdine-3-carboxamide
N-[(1-ethylpyrrolidin-2-yl)methyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phen
yl]-1,2- dihydropyridine-3-carboxamide 2s
N-(2-chlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- carboxamide
N-(4-chlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3  carboxamide
N-(3-chlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3  so carboxamide
6-methyl-2-oxo-N-(thien-2-yhnethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydr
opyridine- 



3-carboxamide WO 2004/043924 PCT/SE2003/001739  25
N-(cyclopropylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(3-methoxybenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydro
pyridine- 3-carboxamide s
6-methyl-2-oxo-N-(pyridin-4-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2-(3,4-dimethoxyphenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl
]-1,2- dihydropyridine-3-carboxamide
N-[2-(4-methoxyphenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- 1o dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(2-phenylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
6-methyl-N-[2-(1-methylpyrrolidin-2-yl)ethyl]-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide is
N-[2-(3-chlorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(2-pyridin-2-ylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2-(2-methoxyphenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- 2o dihydropyridine-3-carboxamide
N-[2-(2-chorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
~- dihydropyridine-3-carboxamide
N-[2-(3-methoxyphenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide 25 N
[2-(4-fluorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide 



N-[2-(2,4-dichlorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]
-1,2- dihydropyridine-3-carboxamide
N-[2-(3-fluorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- 30 dihydropyridine-3-carboxamide
N-[2-(2-fluorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE2003/001739  26
N-(2-cyclohex-l-en-1-ylethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1
,2- dihydropyridine-3-carboxamide
N-[2-(4-bromophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide s
6-methyl-2-oxo-N-[(1S)-1-phenylethyl]-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(3-bromobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
N-(4-bromobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- 10 carboxamide N-(2
bromobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin
e-3- carboxamide
N-(3,4-dihydro-2H-pyran-2-ylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phe
nyl]-1,2- dihydropyridine-3-carboxamide is
6-methyl-N-(4-methylbenzyl)-2-oxo-1-[3{trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
6-methyl-N-(1-naphthylmethyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydr
opyridi ne  3-carboxamide
N-(2-ethoxybenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 20 carboxamide
6-methyl-N-(3-methylbenzyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 



carboxamide
N-(4-fluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- carboxamide 25
N-(1,3-benzodioxol-5-ylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2- dihydropyridine-3-carboxamide
N-(2,4-dichlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-(2-methylbenzyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 30 carboxamide
N-(3,4-difluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)pheny]]-1,2-
dihydropyridine-3-carboxamide WO 2004/043924 pCT/SE2003/001739  27
N-(2-fluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- carboxamide
N-(2-chloro-4-fluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide s
N-(3,4-dichlorobenzyl)-6-methyl-2-oxo-1-[3-(ttifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-[(5-methyl-2-furyl)methylj-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-1,2,3,4-tetrahydronaphthalen-1-yl-1-[3-(trifluoromethyl)phe
nyl]-1,2- 1o dihydropyridine-3-carboxamide
N-(2,3-dimethoxybenzyl)-6-methyl-2-oxo-I-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[1-(4-chlorophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide 15
N-(2,5-difluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide 



methyl 4-{ [({
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3- yl
}carbonyl)amino]methyl}benzoate
6-methyl-2-oxo-N-(4-phenoxybenzyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydro
pyridine- 20 3-carboxamide
N-[(2,2-dimethyl-1,3-dioxolan-4-yl)methyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[(5-methylisoxazol-3-yl)methyll-2-oxo-1-[3-(trifluoromethyl)pheny
ll-1,2- dihydropyridine-3-carboxamide as
N-[(2,5-dimethyl-3-furyl)methyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl
l-1,2- dihydropyridine-3-carboxamide
N-(3-furylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
6-methyl-2-oxo-N-[4-(IH-pyrazol-1-yl)benzyl]-1-[3-(trifluoromethyl)phenyl]-1
,2- 3o dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(4-thien-2-ylbenzyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide WO 2004/043921 PCT/SE2003/001739  28
N-[2-(1,3-benzodioxal-5-yl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)pheny
l]-1,2- dihydropyiidine-3-carboxamide
6-methyl-2-oxo-N-(2-thien-2-ylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihyd
ropyridine- 3-carboxamide s
N-[2-(4-tert-butylphenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]
-1,2- dihydropyridine-3-carboxamide
6-methyl-N-[2-(4-methylphenyl)ethyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide N- { 2-[4-(aminosulfonyl)phenyl]ethyl }
-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 lo
dihydropyridine-3-carboxamide ( )
6-methyl-2-oxo-N-[(1R)-1-phenylethyl]-1-[3-(trifluoromethyl)phenyl]-1,2- 



dihydropyridine-3-carboxamide 3-{
[4-(2-methoxyphenyl)piperazin-1-yl]carbonyl }-6-methyl-l-[3-
(trifluoromethyl)phenyl]pyridin-2(1H)-one  is
N-[(4-cyanocyclohexyl)methyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1
,2- dihydropyridine-3-carboxamide 3- {
[4-(4-fluorophenyl)piperazin-1-yl]carbonyl } -6-methyl-l -[3-
(trifluoromethyl)phenyl]pyridin-2(1H)-one
N-[2-(4'-fluoro-1,1'-biphenyl-4-yl)ethyl]-6-methyl-2-oxo-l-[3-(trifluorometh
yl)phenyl]- 20 1,2-dihydropyridine-3-carboxamide
N-(2-hydroxy-l-phenylethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyll-l,2
- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[(2R)-2-phenylcyclopropyl]-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide 25
N-[I-(4-chlorobenzyl)piperidin-4-yl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide
6-methyl-N-(2-morpholin-4-ylethyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide N-[2-(4-chl
orophenyl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2- 30
dihydropyridine-3-carboxande
N-(2-hydroxy-2-phenylethyl)-6-methyl-2-oxo-1-[3-(trifluorornethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE20031001739  29
N-cyclopentyl-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridi
ne-3- carboxamide N-[2-(1H
imidazol-4-yl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide 5
N-(3,5-dimethoxybenzyl)-6-methyl-2-oxo-1-[3-(trifluoroniethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide 



N-(4-hydroxycyclohexyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(2-pyridin-2-ylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2- io
dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-]H-1,2,4-triazol-3-yl-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[1-(hydroxymethyl)-2-methylpropyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide is
3-{[3-(3,4-dichlorophenoxy)pyrrolidin-1-yl]carbonyl}-6-methyl-l-[3-
(trifluoromethyl)phenyllpyridin-2(IH)-one
6-methyl-2-oxo-N-(pyridin-3-ylmethyl)-1-[3-(trifluoromethyl)phenyll-1,2-
dihydropyridine-3-carboxamide
N-(2-methoxyethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 20 carboxamide
N-(2-hydroxypropyl)-6-methyl-2-oxo-1-[3-(trifluoromethy])phenyl]-1,2-dihydro
pyridine- 3-carboxamide ethyl 4-[({
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3-
yl)carbonyl)amino]piperidine-l-carboxylate  25
N-[3-(1H-imidazol-1-yl)propyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2- dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxanii
de  N-(4-chlorobenzyl)-6'-methyl-2-oxo-2H-1,2'-bipyridine-3-carboxamide
N-(4-methoxybenzyl)-1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxami
de 30 methyl 4-[({[1-(3-methylphenyl)-2-oxo-1,2-dihydropyridin-3-
yl]carbonyl}amino)methyl]benzoate WO 2014H43924 PCT/SE2003/001739  30
4-[({[1-(3-methylphenyl)-2-oxo-1,2-dihydropyridin-3-yl]carbonyl}amino)methyl
] benzoic  acid 



N-(4-chlorobenzyl)-1-(2-fluoro-5-methylphenyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide 5
1-(2-fluoro-5-methylphenyl)-N-(4-methoxybenzyl)-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-[4-(dimethylamino)benzyl]-1-(2-fluoro-5-methylphenyl)-2-oxo-1,2-dihydropyr
idine-3- carboxamide
N-[4-(aminosulfonyl)benzyl]-1-(2-fluoro-5-methylphenyl)-2-oxo-1,2-dihydropyr
idine-3- carboxamide
N-(4-chlorobenzyl)-4'-methyl-2-oxo-2H-1,2'-bipyridine-3-carboxamide f
N-(4-chlorobenzyl)-1-(2,5-dimethylphenyl)-2-oxo-1,2-dihydropyridine-3-carbox
amide
1-(2,5-dimethylphenyl)-N-(4-methoxybenzyl)-2-oxo-1,2-dihydropyridine-3-carbo
xamide
N-[4-(dimethylamino)benzyl]-1-(2,5-dimethylphenyl)-2-oxo-1,2-dihydropyridine
-3- 15 carboxamide
N-(4-chlorobenzyl)-1-[2-methyl-5-(trifluoromethyl)phenyl]-2-oxo-1,2-dihydrop
yridine-3- carboxamide
N-(4-methoxybenzyl)-1-[2-methyl-5-(trifluoromethyl)phenyl]-2-oxo-1,2-dihydro
pyridine- 3-carboxamide 20
N-[4-(dimethylamino)benzyl]-1-[2-methyl-5-(trifluoromethyl)phenyl]-2-oxo-1,2
- dihydropyridine-3-carboxamide
N-benzyl-5-methyl-2-oxo-i-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(2-chlorobenzyl)-5-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 25 carboxamide
5-methyl-2-oxo-N-(2-phenylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide
N-(4-chlorophenyl)-5-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- carboxanude 30
6-ethyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide 



WO 2004/043924 31 PCT/SE2003/001739
N-[4-(methylsulfonyl)benzyl]-2-oxo-6-propyl-l-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridiue-3-carboxamide
6-butyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide s
6-(methoxymethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-i-[3-(trifluoromethyl)p
henyl]- 1,2-dihydropyridine-3-carboxamide
6-(hydroxymethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)p
henyl]- 1,2-dihydropyridine-3-carboxamide
N-[4-(aminosulfonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
1o tetrahydropyrimidine-5-carboxamide
N-[4-(dimethylamino)benzyl]-2,4-dioxo-3-[3-(trifluoromethyI)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
N-(4-chlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydr
opyrimidine- 5-carboxamide is
N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phen
yl]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
N-[4-(methylsulfonyl)benzy]]-2,4-dioxo-3-[3-(trifluoromethyl)pheny]]-1,2,3,4
- tetrahydropyrimidine-5-carboxamide
N-(4-bromobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydro
pyrimidine- 20 5-carboxamide
N-(4-methoxybenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide 25
N-(3-chlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydr
opyrimidine- 5-carboxamide
1-butyl-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]
-1,2,3,4- tetrahydropyrimidine-5-carboxamide 



1-(2-methoxyethyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3- 30
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-methyl-N-[4-(methylsu]fonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide WO 2004/043924
PCT/SE2003/001739  32
1-ethyl-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]
-1,2,3,4- tetrahydropyrimidine-5-carboxamide
N-(4-chlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trfluoromethyl)phenyl]
-1,2,3,4- tetrahydropyrimidine-5-carboxamide s
5-iodo-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phe
nyl]-1,2- dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
N-(4-methoxybenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)pheny
l]- 10 1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-(2-methoxyethyl)-2,4-dioxo-N-(pyridin-4-ylmethyl)-3-[3-(trifluoromethyl)ph
enyl]- 1,2,3,4-tetrahydropyrimidine-5-carboxamide
N-[2-(3,4-dimethoxyphenyl)ethyl]-1-(2-methoxyethyl)-2,4-dioxo-3-[3-.
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide is
1-(2-methoxyethyl)-N-[2-(3-methoxyphenyl)ethyl]-2,4-dioxo-3-[3-
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-(2-methoxyethyl)-N-(4-methylbenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
1-(2-methoxyethyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3- 20
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide
N-(4-fluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3- 



(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide  25
N-(2-chloro-4-fluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluorometh
yl)phenyl] 1,2,3,4-tetrahydropyrimidine-5-carboxamide
N-(3,4-dichlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)ph
enyl]- 1,2,3,4-tetrahydropyrimidine-5-carboxamide  methyl4-{
[((1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4 30
tetrahydropyrimidin-5-yl}carbonyl)amino]methyl)benzoate
1-(2-methoxyethyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo-3-[3-
(tiifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide WO
2004/043924 PCTISE2003/001739  33
1-(2-methoxyethyl)-2,4-dioxo-N-[4-(IH-pyrazol-1-yl)benzyl)-3-[3-
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrinridine-5-carboxamide
N-(4-chlorobenzyl)-3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide s
3-(3-chlorophenyl)-N-(4-methoxybenzyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3,4-
tetrahYdroPYrimidine-5-carboxamide
3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dioxo-N-(pyridin-4-ylmethyl)-1,2,3
,4- tetrahydropyrimidine-5-carboxamide
3-(3-chlorophenyl)-N-[2-(3,4-dimethoxyphenyl)ethyl]-1-(2-methoxyethyl)-2,4-d
ioxo- 10 1,2,3,4-tetrahydropyrimidine-5-carboxamide
3-(3-chlorophenyl)-1-(2-methoxyethyl)-N-[2-(3-methoxyphenyl)ethyl]-2,4-dioxo
-1,2,3,4- tetrahydropyrimidine-5-carboxamide
N-(3-bromobenzyl)-3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide is
3-(3-chlorophenyl)-1-(2-methoxyethyl)-N-(4-methylbenzyl)-2,4-dioxo-1,2,3,4=
tetrahydropyrimidine-5-carboxamide
3-(3-chlorophenyl)-1-(2-methoxyethyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo
-1,2,3,4- tetrahydropyriniidine-5-carboxande 



3-(3-chlorophenyl)-N-(4-fluorobenzyl)-1-(2-rethoxyethyl)-2,4-dioxo-1,2,3,4-
20 tetrahydropyrimidine-5-carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dio
xo- 1,2,3,4-tetrahydropyrimidine-5-carboxamide
3-(3-chlorophenyl)-N-(3,4-difluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3
,4- tetrahydropyiimidine-5-carboxamide 25
N-(2-chloro-4-fluorobenzyl)-3-(3-chlorophenyl)-1-(2methoxyethyI)-2,4-dioxo-1
,2,3,4- tetrahydropyrimidine-5-carboxamide
3-(3-chlorophenyl)-N-(3,4-dichlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3
,4- tetrahydropyrimidine-5-carboxamide methyl
4-[(([3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dioxo-1,2,3,4- 30
tetrahydropyrimidin-5-yl]carbonyl}amino)methyl)benzoate
3-(3-chlorophenyl)-1-(2-methoxyethyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-
dioxo- 1,2,3,4-tetrahydropyrimidine-5-carboxamide WO 2004/0-13924 PCT/S1
2003/001739  34
3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-chlorobenzyl)-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4-tetrahydrop
yrimidine- 5-carboxamide s
1-butyl-3-(3-methoxyphenyl)-N-[2-(3-methoxyphenyl)ethyl]-2,4-dioxo-1,2,3,4-
tetrahydropyiimidine-5-carboxamide
N-(3-bromobenzyl)-1-butyl-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4-tetrahydropy
rimidine- 5-carboxamide
1-butyl-N-(4-fluorobenzyl)-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4-tetrahydrop
yrimidine- )0 5-carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-1-butyl-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4
- tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2,4-dichlorobenzyl)-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4- 



tetrahydropyrimidine-5-carboxamide  is 1-butY1-N-
3,4-difluorobenzY1)-3-(3-methoxYPhenY.l 2 4-dioxo-1,2 3 4
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2-chloro-4-fluorobenzyl)-3-(3-methoxyphenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-3-(3-methoxyphenyl)-2,4-diox
o-1,2,3,4- 20 tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-chlorobenzyl)-3-(3-chlorophenyl)-2,4-dioxo-1,2,3,4-tetrahydropy
rimidine-5- carboxamide
1-butyl-3-(3-chlorophenyl)-N-(4-methoxybenzyl)-2,4-dioxo-1,2,3,4-tetrahydrop
yrimidine- 5-carboxamide 25
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-(pyridin-4-yhnethyl)-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-[2-(3,4-dimethoxyphenyl)ethyI]-2,4-dioxo-1,2,3,
4- tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-[2-(3-methoxyphenyl)ethyl]-2,4-dioxo-1,2,3,4-
3o tetrahydropyrimidine-5-carboxamide
N-(3-bromobenzyl)-1-butyl-3-(3-chlorophenyl)-2,4-dioxo-1,2,3,4-tetrahydropyr
imidine-5- carboxamide WO 2004/043924 PCT/SE2003/001739  35
N-(4-bromobenzyl)-1-butyl-3-(3-chlorophenyl)-2,4-dioxo-1,2,3,4-tetrahydropyr
imidine-5- carboxamide
1-butyl-3-(3-chlorophenyl)-N-(4-methylbenzyl)-2,4-dioxo-1,2,3,4-tetrahydropy
rimidine-5- carboxamide 5
1-butyl-3-(3-chloropbenyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-(4-fluorobenzyl)-2,4-dioxo-1,2,3,4-tetrahydropy
rimidine-5- carboxamide 



N-(1,3-benzodibxoI-5-ylmethyl)-I-butyl-3-(3-chlorophenyl)-2,4-dioxo-1,2,3,4-
t0 tetrahydropyrimidine-5-carboxaniide
1-butyl-3-(3-chlorophenyl)-N-(2,4-dichlorobenzyl)-2,4-dioxo-1,2,3,4
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-(3,4-difluorobenzyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide is
1-butyl-N-(2-chloro-4-fluorobenzyl)-3-(3-chlorophenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-(3,4-dichlorobenzyI)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-2,4-dioxo
-1,2,3,4- 20 tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-[(4-cyanocyclohexyl)methyl]-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-ch]orophenyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo-1,2,3
,4- tetrahydropyrimidine-5-carboxamide 25
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-[4-(1H pyrazol-1-yl)benzyl]-1,2,3,4-
tetrahydropyrlmidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-[3-(2-oxopyrrolidin-1-yl)propylj-1,2,
3,4- tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-chlorobenzyl)-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-tetrahydropyr
imidine-5- 3o carboxamide
1-butyl-3-(3-cyanophenyl)-N-(4-methoxybenzyl)-2,4-dioxo-1,2,3,4-tetrahydropy
rimidine- 5-carboxamide WO 20 0 41414 3 9 2 4 PCTISE20031001739  36
1-butyl-3-(3-cyanophenyl)-2,4-dioxo-N-(pyridin-4-y]methyl)-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-N-[2-(3,4-dimethoxyphenyl)ethyl]-2,4-dioxo-1,2,3,4
- 



tetrahydropyrimidine-5-carboxamide s
1-butyl-3-(3-cyanophenyl)-N-[2-(3-methoxyphenyI)ethyl]-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
N-(3-bromobenzyl)-1-butyl-3-(3-cyanopheny])-2,4-dioxo-1,2,3,4-tetrahydropy.t
imidine-5- carboxamide
N-(4-bromobenzyl)-1-butyl-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-tetrahydropyri
midine-5- 10 carboxamide
1-butyl-3-(3-cyanophenyl)-N-(4-methylbenzyl)-2,4-dioxo-1,2,3,4-tetrahydropyr
imidine-5- carboxamide
1-butyl-3-(3-cyanophenyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide 15
1-butyl-3-(3-cyanophenyl)-N-(4-fluorobenzyl)-2,4-dioxo-1,2,3,4-tetrahydropyr
imidine-5- carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-1-butyl-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3=cyanophenyl)-N-(2,4-dichlorobenzyl)-2,4-dioxo-1,2,3,4- 20
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-N-(3,4-difluorobenzyl)-2,4-dioxo-1,2,3,4 l
tetrahydropyrimidine-5-carboxamide ` J
1-butyl-N-(2-chloro-4fluorobenzyl)-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyiimidine-5-carboxamide 25
1-butyl-3-(3-cyanophenyl)-N-(3,4-dichlorobenzyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrinudine-5-carboxamide
1-butyl-N-[(4-cyanocyclohexyl)methyl]-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimi dine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-N-[(5-rnethylisoxazol-3-yi)methyl]-2,4-dioxo-1,2,3
,4- 30 tetrahydropyr]mdine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-2,4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide 



WO 20041043924 PCT1SE2003/001739  37
1-butyl-3-(3-cyanophenyl)-2,4-dioxo-N-[3-(2-oxopyrrolidin-1-yl)propyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-chlbrobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide s
1-butyl-N-(4-methoxybenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-2,4-dioxo-N-(pyridin-4-ylmethyl)-3-[3-(trifluoromethyl)phenyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide
1-butyl-N-[2-(3,4-dimethoxyphenyl)ethyl]-2,4-dioxo-3-[3-(trifluoromethyl)phe
nyl]- C to 1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-butyl-N-[2-(3-methoxyphenyl)ethyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]
-1,2,3,4- tetrahydropyrimidine-5-carboxanide
N-(3-bromobenzyl)-1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide is
N-(4-bromobenzyl)-1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-methylbenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]
-1,2,3,4- 20 tetrahydropyrimidine-5-carboxamide r
1-butyl-N-(4-fluorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide  N-(1 3-benzodioxol-5-Y]methY1)-1-butYl-2
4-dioxo-3-[3-(trifluoromethY1PhenYI]-12 3 4 )
tetrahydropyrimidine-5-carboxamide 25
1-butyl-N-(2,4-dichlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide 



I-butyl-N-(3,4-difluorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2-chloro-4-fluorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-
1,2,3,4- so tetrahydropyrimidine-5-carboxamide
1-butyl-N-(3,4-dichlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3
,4- tetrahydropyrimidine-5-carboxamide WO 2004/043924 PCTISE2003101)1739  38
1-butyl-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-2,4-dioxo-3-[3-
(trifluoromethyl)phenyl] -1,2,3,4-totrahydropyrimidine-5-carboxamide
1-butyl-N-[(4-cyanocyclohexyl)methyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl
)-1,2,3,4- tetrahydropyrimidine-5-carboxamide 5
1-butyl-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo-3-[3-(trifluoromethyl)ph
enyl]- 1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-butyl-2,4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl]-3-[3-(trifluoromethyl)phenyl
]-1,2,3,4- tetrahydropyrimidine-5-carboxamide
1-butyl-2,4-dioxo-N-[3-(2-oxopyrrolidin-1-yl)propyl]-3-[3-(trifluoromethyl)p
henyl]- to 1,2,3,4-tetrahydropyrimidine-5-carboxamide ( j
6-(chloromethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide
N-[4{methylsulfonyl)benzyl]-6-[(methylthio)methyl]-2-oxo-1-[3-
(trifluoromethyI)phenyl]-1,2-dihydropyridine-3-carboxamide  15
N-[4-(methylsulfonyl)benzyl]-6-([
[4-(methylsulfonyl)benzyl]amino}methyl)-2-oxo-1-[3'
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[4-(methylsulfonyl)benzyl]-6-(morpholin-4-ylmethyl)-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-(cyanomethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phe
ny1l-1,2- 20 dihydropyridine-3-carboxaniide
6-isopropyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]
-1,2- ~\- 



dihydropyridine-3-carboxamide
N-[4-(ethylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide 2$
N-[3-chloro-4-(methylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)p
henyl]- I,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-1-(3-trifluoromethyl-phenyl)-I,2-dihydro-pyridine-3-carboxyli
c acid 4- cyclopropanesulfonyl-benzylamide
N-[3-methoxy-4-(methylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)
phenyl]- 30 1,2-dihydropyridine-3-carboxamide
N-[3-bromo-4-(methylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluorornethyl)p
henyl]- 1,2-dihydropyridine-3-carboxamide a WO 2004/043924 PCTISE2003/001739
39
N-[3-cyan-4-(mehylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)-phe
nyl]- 1,2-dihydropyridine-3-carboxamide
6-methyl-N-[3-methyl-4-(mehylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)-p
henyl]- 1,2-dihydropyridine-3-carboxamide s
6-methyl-N-[4-(methylthio)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-[4-(methylsulfinyl)benzylj-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
N-[4-(benzylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- 10 dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(propylsulfonyl)benzyl]-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
N-[4-(butylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide is
N-(4-(isobutylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2- 



dro 'dine-3-cazboxamide dihY Yn  P
N-[4-(sec-butylsulfonyl)benzylj-6-methyl-2-oxo-1-[3-(tnfluoromethyl)phenyl]-
l,2- dihYdroPYridine-3-carboxamide
N-[4-(isopropylsulfonyl)benzyll-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]
-1,2- 20 dihydropyridine-3-carboxamide
6-methyl-N-{4-[(3-methylbutyI)sulfonyl]benzyl}-2-oxo-1-[3-(trifluoromethyl)p
henyl]  1,2-dihydropyridine-3-carboxamide
N-{4-[(cyclopropylmethyl)sulfonyl]benzyl }-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  25
6-methyl-2-oxo-N-{4-[(tetrahydrofuran-2-ylmethyl)sulfonyl]-benzyl}-1-[3
(trifluoromethyl)phenylj-1,2-dihydropyridine-3-carboxamide
N-(4-[(2-hydroxyethyl)sulfonyl]benzyl)
-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide N-(4-[(cyanomethyl)sulfonyl]benzyl
}-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2- 3o
dihydropyridine-3-carboxamide N- ( 4-[(2-amino-2-oxoethyl)sulfonyl] benzyl
}-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide WO 2004/043924
PCT/SE20031001739  40 N-{ 4-[(4-eyanobenzyl)sulfonyl]benzyl
}-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
N-(4-[(2-cyanoethyl)sulfonyl]benzyl}-6-methyl-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide .5
N-{4-[(3-hydroxypropyl)sulfonyl]benzyl}-6-methyl-2-oxo-1-[3-(trifluoromethyl
)phenyl]- 1,2-dihydropyiidine-3-carboxamide N-(4-{
[2-(dimethylamino)-2-oxoethyl}sulfonyl }benzyl)-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  



ethyl 3-[(4- { [({
6-methyl-2-oxo-l-f3-(trifluoromety])phenyl]-1,2-dihydropyridin-3 io
yl}carbonyI)amino]methyl}phenyl)sulfonyl]propanoate 0  2-[(4-{
[((6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3-. yl
}carbonyl)amino]methyl }phenyl)sulfonyl]ethyl acetate N-{
4-[(3-cyanobenzyl)sulfonyl]benzyl)
-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide 15 methyl 3-[(4-{
[({6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3- yl)
carbonyl)amino]methyl }phenyl)sulfonyl]propanoate 6-methyl-N-(4-{
[(2-methyl-l,3-thiazol-4-yl)methyl]sulfonyl }benzyl)-2-oxo-1-[3 '
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-{4-[(pyridin-4-ylmethyl)sulfonyl]benzyl)-1-[3 20
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[4-f(3-cyanopropyl)sulfonyl]benzyl}-6-methyl-2-oxo-1-[3-(trifluoromethy])p
henyl]- 1,2-dihydropyridine-3-carboxamide
N-(4-([(3,5-dimethylisoxazol-4-yl)methyl]sulfonyl}benzyl)-6-methyl-2-oxo-1-[
3- (trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  2s
N-(4-([4-(acetylamino)benzyl]sulfonyl}benzyl)-6-methyl-2-oxo-1-[3
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  6-methyl-N-
[4-((2-[(5-methyl-1,3,4-thi adi azol-2-yl)amino]-2-oxoethyl }
sulfonyl)benzyl]-
2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[4-(methylsulfonyl)phenoxy]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1
,2- 3o dihydropyridine-3-carboxandde
6-methyl-2-oxo-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-3-carboxyli
c acid (4- bromo-phenoxy)-amide WO 2004/043924 PCTISE2003/001739  41
6-methyl-2-oxo-N-phenoxy-l-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3
- carboxamide
N-(4-aminobenzyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
oline-3- 



carboxamide 5
6-methyl-N-{4-[(methylsulfonyl)amino]benzyl}-2-oxo-1-[3-(trifluoromethyI)phe
nyl]-1,2- dihydropyridine-3-carboxamide
N-{4-[bis(methylsulfonyl)amino]benzyl}-6-methyl-2-oxo-1-[3-(trifluoromethyl)
phanyll- 1,2-dihydropyridine-3-carboxamide
N-[[4-[[(dimethylamino)sulfonyl]amino]phenyl]methyl]-1,2-dihydro-6-methyl-2-
oxo-1- 10 [3-(trifluoromethy])phenyl]-3-pyridinecarboxamide 6-methyl-N-{
4-[methyl(methylsulfonyl)amino] benzyl) -2-oxo-1-[3-
(trifluoromethyl)phenylj-1,2-dihydropyridine-3-carboxamide
N-[[4-[butyl(methylsulfonyl)amino]phenyl]methyI]-1,2-dihydro-6-methyl-2-oxo-
1-[3- (trifluoromethyl)phenyl]-3-pyridinecarboxamide is
1,2-dihydro-6-methyl-N-[[4-[(1-methylethyl)(methylsulfonyl)-amino]phenyl]met
hyl]-2- oxo-1-[3-(trifluoromethyl)phenyl]-3-pyridineearboxamide  N- {
4-[(2-methoxyethyl)(methylsulfonyl)amino]benzyl }-6-methyl-2-oxo-1-[3-
(trifluoromethyI)phenyl]-1,2-dihydropyridine-3-carboxamide  N-{
4-[(2-cyanoethyl)(methylsulfonyl)amino]benzyl } -6-methyl-2-oxo-1-[3 20
(trifluoromethyl)plienyl]-1,2-dihydropyridine-3-carboxamide
N-{4-[ethyI(methylsulfonyl)amino]benzy1}-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
1,2-dihydro-6-methyl-N-[[4-[(methylsulfonyl)propylamino]-phenyl]methylj-2-ox
o-1-[3- (trifluoromethyI)phenyl]-3-pyridinecarboxamide 25
N-[[4-[(3-amino-3-oxopropyl)(methylsulfonyl)amino]phenyl]-methyl]-1,2-dihydr
o-6- methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-3-pyridinecarboxamide
1,2-dihydro-6-methyl-N-[[4-[(methylsulfonyl)oxylphenyl]methyl]-2-oxo-1-[3-
(trifluoromethyl)phenyl]-3-pyridinecarboxamide  2-propanesulfonic acid,
4-[[[[1,2-dihydro-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl] 30
3-pyridinyl]carbonyl]aminojmethyl]phenyl ester
N-[(1,1-dioxido-2,3-dihydro-l-benzothien-5-y1)methyl],6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide 



WO 2004/043924 PCT/SE200301739  42
N-[(1,1-dioxido-2,3-dihydro-l-benzothien-5-y1)methyl]-5-iodo-6-methyl-2-oxo-
1-[3- (trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
5-iodo-N-{4-[isopropyl(methylsulfonyl)amino]benzyl }-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide s
1,2-dihydro-6-methyl-N-[[4-[(methylsulfonyl)methyllphenyl]-methyl1-2-oxo-1-[
3- (trifluoromethyl)phenyl]-3-pyridinecarboxamide
6-chloro-5-methyl-4-(3-methylphenyl-N-[4-(methylsulfonyl)benzyl]-3-oxo-3,4-
dihydropyrazine-2-carboxamide
5-bromo-6-(difluoromethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3- 1o
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide ( )
6-(difluoromethyl)-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)
phenyl]- 1,2-dihydropyridine-3-carboxamide
N-(2,3-dihydro-1.,4-benzodioxin-6-ylmethyl)-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  is
6-methyl-N-[3-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
6-methyl-N'-[4-(methylsulfonyl)phenyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1
,2  dihydropyridine-3-carbohydrazide
N'-(4-bromophenyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine- 20 3-carbohydrazide
N-[(5-methoxy-4-oxo-4H-pyran-2-yl)methyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide 1
N-(4-cyanobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethy])phenyl]-1,2-dihydropy
ridine-3- carboxamide 25. N-{ [3-(4-methoxyphenyl)isoxazol-5-yl]methyl
}-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N'-(4-cyanopheny])-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydrop
yridine-3- 



carbohydrazide
6-methyl-2-oxo-N-[(1-phenyl-lH-pyrazol-4-yl)methy11-1-[3-(trifluoromethyl)ph
enyl]- 30 1,2-dihydropyridine-3-carboxamide
N-(2,3-dihydro-1,4-benzodioxin-2-ylmethyl)-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide WO 2004/043924
PCT/SE2003/001739  43 6-methyl-N-{
[1-(3-methylphenyl)-1H-pyrazol-4-yl]methyl)-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N'-(4-chlorophenyl)-6-methyl-2-oxo-1-[3-(trifluoromethy])phenyl]-1,2-dihydro
pyridine- 3-carbohydrazide s
6-methyl-2-oxo-N-[2-(tetrahydro-2H-pyran-4-yl)ethyl]-1-[3-(trifluoromethyl)p
henyl]-1,2- dihydropyridine-3-carboxamide
N-[(1-ethyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phe
nyl]-1,2- dihydropyridine-3-carboxamide
N-[(4-benzyhnorpholin-2-yl)methyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phen
yl]-1,2- io dihydropyridine-3-carboxamide
6-methyl-N-[3-(2-methylpiperidin-l-yl)propyll-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide methyl 2- ([([
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3-
yl}carbonyl)amino]methyl }-3-furoate 15
6-methyl-N-[(1-methyl-1H-pyrazol-4-yl)methyl]-2-oxo-l-[3-(trifluoromethyl)ph
enyl]- 1,2-dihydropyridine-3-carboxamide
N-(3-azepan-1-ylpropyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-(3-morpholin-4-ylpropyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
20 dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(3-piperidin-1-ylpropyl)-1-[3-(trifluoromethyl)phenylj-1,2-
dihydtopyiidine-3-carboxamide 



N-[3-(3,5-dimethyl-lH-pyrazol-1-yl)propylj-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  25
N-[3-(2-ethylpiperidin-1-yl)propyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phe
nyl]-1,2- dihydropyridine-3-carboxamide
6-methyl-N-[2-(1-methyl-lH-imidazol-5-yl)ethylj-2-oxo-1-(3-(trifluoromethyl)
phenylj- 1,2-dihydropyridine-3-carboxamide
N-[(1-ethyl-3-methyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-oxo-1-[3- 30
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[4-(acetylamino)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE2003(001739  44
6-methyl-2-oxo-N-[3-(1H-pyrazol-1-yl)propyl]-1-[3-(trifluoromethyl)phenyl]-1
,2- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(pyridin-2-ylmethyl)-1-[3-(trifluoromethy])phenyl]-1,2-
dihydropyridine-3-carboxamide 5 6-methyl-N-{
[1-(4-methylphenyl)-1H-pyrazol-4-yl]methyl)-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N'-(4-methylphenyl)-2-oxo-l-[3-(trifluoromethy])phenyl]-1,2-dihydro
pyridine- 3-carbohydrazide
6-methyl-N-[3-(4-methylpiperidin-l-yl)propyl]-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- lo dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[3-(5-oxo-4,5-dihydro-lH-pyrazol-4-yl)propyl]-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  ethyl
5-methyl-4-([({6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
in- 3-yl}carbonyl)amino]methyl }-2-furoate is
N-[(6-fluoro-4H-1,3-benzodioxin-8-yl)methyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxarnide
6-methyl-2-oxo-N-(2-pyridin-3-ylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2- 



dihydropyridine-3-carboxamide
N-[(1,3-dimethyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-oxo-1-[3- zo
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-(2-pyridin-4-ylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide ` J
N'-(4-fluorophenyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-dihydro
pyridine- 3-carbohydrazide 25 6-methyl-N-[(1-tnethyl-1H-pyr
ol-2-yl)methyl]-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-oxo-N'-phenyl-l-[3-(trifluoromethy])phenyl]-1,2-dihydropyridine-3
- carbohydrazide
N-[(1-ethyl-5-methyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-oxo-1-[3- 30
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[2-(l-methyl-lH-imidazol-4-y])ethyl)-2-oxo-1-[3-(trifluoromethyl)
phenyl]- 1,2-dihydropyridine-3-carboxamide WO 2004/043924 PCTISE2003/001739
e 45
N-[2-(1,3-dioxolan-2-yl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2- dihydropyridine-3-carboxamide
N-(1-benzothien-3-ylmethyl)-6-methyl-2-oxo-1-(3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide s
N-[(1,5-dimethyl-lH-pyrazol-4-yl)methyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[2-(3,5-dimethyl-IH-pyrazol-4-yl)ethyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[2-(3,5-dimethylisoxazol-4-yl)ethyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)
phenyl]- 10 1,2-dihydropyridine-3-carboxamide
N-(3,4-dihydro-lH-isochromen-1-ylmethyl)-6-methyl-2-oxo-1-[3- 



(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxanude  N-{
[(2R)-I-ethylpyrrolidin-2-yl]methyl
}-6-methyl-2-oxo-1-[3-(trifluorornethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide is
6-methyl-2-oxo-N-[(2R)-tetrahydrofuran-2-ylmethyl]-1-[3-(trifluoromethyl)phe
nylJ-1,2-.  dihydropyridine-3-carboxamide 5-chloro-N-{
4-[(dimethylamino)sulfonyl]benzyl)-6-methyl-2-oxo-1-(3.-
(trifluoromethyl)phenylJ-1,2-dihydropyridine-3-carboxamide
N-{4-[(dimethylantino)sulfonyllbenzyl
}-6-methyl-2-oxo-1-[3-(trifiuoromethyl)-phenyl]- 20
1,2-dihydropyridine-3-carboxamide
5-chloro-6-methyl-2-oxo-N-[4-(piperazin-1-ylsulfonyl)benzyl]-1-[3-(trifluoro
- methyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(piperazin-l-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)-p
henyl]-1,2- dihydropyridine-3-carboxamide 25
6-methyl-N-[4-(morpholin-4-ylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(piperidin-1-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)-p
henyl]-1,2- dihydropyridine-3-carboxamide
6-methyl-N-{4-[(methylamino)sulfonyl]benzyl)-2-oxo-1-[3-(trifluoromethyl)-ph
enyl]-1,2- 3o dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(pyrrolidin-1-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)p
henyl]-1,2- dihydropyridine-3-carboxamide  WO 2004/043924 PCT/SE2003/001739
46 5-chloro-6-methyl-2-oxo-N-[4-(pyrrolidin-1-ylsulfonyl)benzyl]-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
5-chloro-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)-
phenyl]- 1,2-dihydropyridine-3-carboxamide s
N-{4-[(acetylamino)sulfonyl]benzyl}-6-methyl-2-oxo-1-[3-(trifluoromethyl)-ph
enyl]-1,2- 



dihydropyridine-3-carboxamide
N-[4-(isopropylsulfonyl)benzyl]-5-iodo-6-methyl-2-oxo-1-[3-(trifluoromethyl)
phenyi]-1,2- dihydropyridine-3-carboxamide
N-[4-(cyclopropylsulfonyl)benzyl]-5-iodo-6-methyl-2-oxo-1-[3-(trifluoromethy
l)phenyl]- 10 1,2-dihydropyridine-3-carboxamide
1,2-dihydro-6-methyl-N-[[4-[(methylsulfonyl)oxy]phenyl]methyl]-2-oxo-1-[3-
(trifluoromethyl)phenyl]-3-pyridinecarboxamide
N-[4-(1,1-dioxidoisothiazolidin-2-yl)benzyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide is
6-methyl-2-oxo-N-[[4-(4-pyridinylsulfonyl)phenyl]methyl]-1-[3-(trifluorometh
yl)phenyl]- 1,2-dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(phenylsulfonyl)benzyl]-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(1,3-thiazol-2-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)
phenyl]-1,2- 20 dihydropyridine-3-carboxanide
6-methyl-2-oxo-N-[4-(pyrmidin-2-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)phe
nyl]-1,2- dihydropyridine-3-carboxamide
N-[4-(1H-imidazol-2-ylsulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)
phenyll- 1,2-dihydropyridine-3-carboxamide 25
6-methyl-N-{4-[(1-methyl-1H-1,2,4-triazol-5-yl)sulfonyl]benzyl }-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  6-methyl-N- {
4-[(5-methyl-1,3-oxazol-4-yl)sulfonyl]benzyl) -2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  6-methyl-N-{
[6-(methylsulfonyl)pyridin-3-yl]methyl }-2-oxo-1-[3 so
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
5-fluoro-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)p
henyl]-1,2- dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE2003/001739
47 



N-(4-(methylsulfonyl)benzyl]-2-oxo-6-(2-oxoethyl)-l-[3-(trifluoromethyl)phen
yl]-1,2- dihydropyridine-3-carboxamide
5-ethyl-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)ph
enyl]-1,2- dihydropyridine-3-carboxamide 5 and pharmaceutically acceptable
salts thereof. The present invention includes compounds of formula (1) in
the form of salts, in particular  acid addition salts. Suitable salts
include those formed with both organic and inorganic  acids. Such acid
addition salts will normally be pharmaceutically acceptable although salts
10 of non-pharmaceutically acceptable acids may be of utility in the
preparation and  purification of the compound in question. Thus, preferred
salts include those formed from  hydrochloric, hydrobromic, sulphuric,
phosphoric, citric, tartaric, lactic, pyruvic, acetic,  succinic, fumaric,
maleic, methanesulphonic and benzenesulphonic acids. 15 In a further aspect
the invention provides a process for the preparation of a compound of
formula (1) which comprises: reacting a compound of formula (II) O  2 R' N
G1  (R5)" (H)  20 wherein RI, R5, Y1, Y2, X, G1 and n are as defined in
formula (1) and L represents a  leaving group, with an amine of formula
(III) or a salt thereof WO 2004/043924 PCT/SE2003/001739  48 H.,VL-G2  R4 



(III)  wherein R4, G2 and L are as defined in formula (I), s and where
desired or necessary converting the resultant compound of formula (1), or
another  salt thereof, into a pharmaceutically acceptable salt thereof; or
converting one compound of  formula (1) into another compound of formula
(1); and where desired converting the resultant  compound of formula (1)
into an optical isomer thereof. io The process is carried out at a suitable
temperature, generally between 0 C and the boiling  point of the solvent, in
a suitable solvent such as dichloromethane or  N-methylpyrrolidinone. The
process is optionally carried out in the presence of a base  and/or a
coupling reagent such as HATU, HOAT, HOST or DIEA. Suitable leaving groups
LI include OH and halogen, particularly OR 15 Compounds of formula (II)
wherein Yl is CR2, Y2 is CR3, L1 is OH and R2 and R3 are  both hydrogen can
be prepared by condensing a compound of formula (IV) O  (IV) 20 wherein RI
is as defined in formula (I),  with a compound of formula (V) WO 2004/043924
PCT/SE2003/001739  49 G O O N 01-1-1  n H (V)  wherein G R5 and n are as
defined in formula (I), in the presence of a suitable base, such  as sodium
methoxide, in a suitable solvent, such as ethanol, followed by hydrolysis
using a  s suitable base such as sodium hydroxide. In general, compounds of
formulae (IV) and (V) are either known or may be prepared  using methods
that will be readily apparent to the man skilled in the art. For example,  



compounds of formula (IV) can be prepared according to the methods of S.M
Brombridge 10 et al., Synthetic Communications, 1993, 23, 487-494. And
compounds of formula (V) can  be prepared according to the methods of Igor
V. Ukrainets et al., Tetrahedron, 1994, 50,  10331-10338. Compounds of
formula (II) wherein Y1 is CRz, Y2 is CR3, L1 is OR and Rl is hydrogen  is
can be prepared by reacting a compound of formula (VI) G  (R5)n \NH2  (VI)
wherein G1, R5 and n are as defined in formula (I), with a compound of
formula (VII)  20 WO 2004/043924 PCT/SE2003/001739  50  s O O  (VII) wherein
R2 or R3 are as defined in formula (1), at a suitable temperature, such as
160 C, followed by base promoted cyclisation and acid hydrolysis. Compounds
of formula (VII) (._l  5 can be prepared according to US 3,838,155.
Compounds of formula (II) wherein Y1 is CR2, Y2 is CR3, Ll is OH, R1 is
methyl and RZ  and R3 are both hydrogen can be prepared by condensing a
compound of formula (VIII)  0~CN (R5)n H  to (VIII) wherein Gl, RS and n are
as defined in formula (1), with 4-methoxy-3-buten-2-one in the CJ  presence
of a suitable base, such as 1,4-diazabicyclo[2.2.2]octane, at a suitable
temperature J  in a suitable solvent such as diethyleneglycol monomethyl
ether, followed by acid is hydrolysis. Compounds of formula (II) wherein R1
is OH, Yl is nitrogen and Y2 is CR3 can be  



prepared by condensing a compound of formula (IX) WO 2004/043924
PCT/SE2003/001739  51 n H  (OX)  wherein G R5 and n are as defined in
formula (1), with a compound of formula (X) O /- O  O (X)  in the presence
of a suitable base, such as sodium ethoxide, at a suitable temperature in a
suitable solvent such as ethanol. 10 A compound of formula (IX) can be
prepared from the corresponding isocyanate derivative  by treatment with
ammonia in acetonitrile. Salts of compounds of formula (I) may be formed by
reacting the free base or a salt,  enantiomer, tautomer or protected
derivative thereof, with one or more equivalents of the  is appropriate
acid. The reaction may be carried out in a solvent or medium in which the
salt is insoluble, or in a solvent in which the salt is soluble followed by
subsequent removal of  the solvent in vacuo or by freeze drying. Suitable
solvents include, for example, water,  dioxane, ethanol, 2-propanol,
tetrahydrofuran or diethyl ether, or mixtures thereof. The  reaction may be
a metathetical process or it may be carried out on an ion exchange resin.
20 Compounds of formula (1) and intermediate compounds thereto may be
prepared as such or  in protected form. The protection and deprotection of
functional groups is, for example, WO 2004/043924 PCTISE2003/001739  52
described in `Protective Groups in Organic Chemistry', edited by J. W. P.
McOmie,  Plenum Press (1973), and `Protective Groups in Organic Synthesis',
3rd edition, T. W.  Greene & P. G. M. Wuts, Wiley-Interscience (1999). 



s The compounds of the invention and intermediates may be isolated from
their reaction  mixtures, and if necessary further purified, by using
standard techniques. The compounds of formula (I) may exist in enantiomeric
or diastereoisomeric forms or  mixtures thereof, all of which are included
within the scope of the invention. The various  to optical isomers may be
isolated by separation of a racemic mixture of the compounds using
conventional techniques, for example, fractional crystallisation or HPLC.
Alternatively, the  individual enantiomers may be made by reaction of the
appropriate optically active starting  materials under reaction conditions
that will not cause racemisation. 1s Intermediate compounds may also exist
in enantiomeric forms and may be used as purified  enantiomers,
diastereomers, racernates or mixtures thereof. According to a further aspect
of the invention we provide a compound of formula (1) or a  pharmaceutically
acceptable salt thereof, for use as a medicament. 20 The compounds of
formula (1),. and their pharmaceutically acceptable salts, are useful
because < ")  they possess pharmacological activity in animals. The
compounds of formula (I) have activity as pharmaceuticals, in particular as
modulators of human neutrophil elastase and  homologous serine proteases
such as proteinase 3 and pancreatic elastase, and as such are  25 predicted
to be useful in therapy. The compounds of formula (I) are particularly
useful as inhibitors of human neutrophil elastase. They may thus be used in
the treatment or  prophylaxis of inflammatory diseases and conditions.
Examples of these conditions are: adult respiratory distress syndrome
(ARDS), cystic  30 fibrosis, pulmonary emphysema, chronic obstructive
pulmonary disease (COPD) and  ischaemic-reperfusion injury. The compounds of
this invention may also be useful in the b WO 2004/043924 PCTISE2003/001739
53  modulation of endogenous and/or exogenous biological irritants which
cause and/or  propagate atherosclerosis, diabetes, myocardial infarction;
hepatic disorders including but  not limited to cirrhosis, systemic lupus
erythematous, inflammatory disease of lymphoid  



origin, including but not limited to T lymphocytes, B lymphocytes,
thymocytes; 5 autoimmune diseases, bone marrow; inflammation of the joint
(especially rheumatoid  arthritis, osteoarthritis and gout); inflammation of
the gastro-intestinal tract (especially  inflammatory bowel disease,
ulcerative colitis, pancreatitis and gastritis); inflammation of  the skin
(especially psoriasis, eczema, dermatitis); in tumour metastasis or
invasion; in  disease associated with uncontrolled degradation of the
extracellular matrix such as 10 osteoarthritis; in bone resorptive disease
(such as osteoporosis and Pager's disease);  diseases associated with
aberrant angiogenesis; the enhanced collagen remodelling  associated with
diabetes, periodontal disease (such as gingivitis), corneal ulceration,
ulceration of the skin, post-operative conditions (such as colonic
anastomosis) and dermal  wound healing; demyelinating diseases of the
central and peripheral nervous systems (such is as multiple sclerosis); age
related illness such as dementia, inflammatory diseases of  cardiovascular
origins; granulomatous diseases; renal diseases including but not limited to
nephritis and polyarteritis; cancer; pulmonary hypertension, ingested
poisons, skin  contacts, stings, bites; asthma; rhinitis; HIV disease
progression; for minimising the effects  of organ rejection in organ
transplantation including but not limited to human organs; and 20
replacement therapy of proteinase inhibitors. C Thus, another aspect of the
invention provides the use of a compound of formula (1) or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament
for the  treatment or prophylaxis of diseases or conditions in which
inhibition of neutrophil elastase 25 activity is beneficial; and a method of
treating, or reducing the risk of, diseases or  conditions in which
inhibition of neutrophil elastase activity is beneficial which comprises
administering to a person suffering from or at risk of, said disease or
condition, a  therapeutically effective amount of a compound of formula (1)
or a pharmaceutically  acceptable salt thereof. 30 In another aspect, the
invention provides the use of a compound of formula (I) or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament
for the WO 2004/043924 PCT/SE2003/001739  



54 treatment or prophylaxis of inflammatory diseases or conditions; and a
method of treating,  or reducing the risk of, inflammatory diseases or
conditions which comprises administering  to a person suffering from or at
risk of, said disease or condition, a therapeutically effective  amount of a
compound of formula (I) or a pharmaceutically acceptable salt thereof. s In
particular, the compounds of this invention may be used in the treatment of
adult  respiratory distress syndrome (ARDS), cystic fibrosis, pulmonary
emphysema, chronic  obstructive pulmonary disease (COPD), pulmonary
hypertension, asthma, rhinitis,  ischemia-reperfusion injury, rheumatoid
arthritis, osteoarthritis, cancer, atherosclerosis and  io gastric mucosal
injury. Prophylaxis is expected to be particularly relevant to the treatment
of persons who have  suffered a previous episode of, or are otherwise
considered to be at increased risk of, the  disease or condition in
question. Persons at risk of developing a particular disease or is condition
generally include those having a family history of the disease or condition,
or .  those who have been identified by genetic testing or screening to be
particularly  susceptible to developing the disease or condition. For the
above mentioned therapeutic indications, the dose of the compound to be 20
administered will depend on the compound employed, the disease being
treated, the mode  of administration, the age, weight and sex of the
patient. Such factors may be determined  by the attending physician.
However, in general, satisfactory results are obtained when the  compounds
are administered to a human at a daily dosage of between 0.1 mg/kg to 100
mg/kg (measured as the active ingredient). 25 The compounds of formula (I)
maybe used on their own, or in the form of appropriate  pharmaceutical
formulations comprising the compound of the invention in combination  with a
pharmaceutically acceptable diluent, adjuvant or carrier. Particularly
preferred are  compositions not containing material capable of causing an
adverse reaction, for example, 30 an allergic reaction. Conventional
procedures for the selection and preparation of suitable 



WO 2 0 0 410 4 39 24 PCTISE20031001139  55 pharmaceutical formulations are
described in, for example, "Pharmaceuticals - The Science  of Dosage Form
Designs", M. E. Aulton, Churchill Livingstone, 1988. According to the
invention, there is provided a pharmaceutical formulation comprising  s
preferably less than 95% by weight and more preferably less than 50% by
weight of a  compound of formula (1) in admixture with a pharmaceutically
acceptable diluent or  carrier. We also provide a method of preparation of
such pharmaceutical formulations that  to comprises mixing the ingredients.
The compounds may be administered topically, for example, to the lungs
and/or the  airways, in the form of solutions, suspensions, EFA aerosols or
dry powder formulations,  for example, formulations in the inhaler device
known as the Turbuhaler(r)'; or systemically, 1s for example, by oral
administration in the form of tablets, pills, capsules, syrups, powders  or
granules; or by parenteral administration, for example, in the form of
sterile parenteral  solutions or suspensions; or by rectal administration,
for example, in the form of  suppositories. C 20 Dry powder formulations and
pressurized HFA aerosols of the compounds of the invention  may be
administered by oral or nasal inhalation. For inhalation, the compound is
desirably  finely divided. The finely divided compound preferably has a mass
median diameter of less  than 10 gm, and may be suspended in a propellant
mixture with the assistance of a dispersant, such as a Cs-C20 fatty acid or
salt thereof, (for example, oleic acid), a bile salt, a  25 phospholipid, an
alkyl saccharide, a perfluorinated or polyethoxylated surfactant, or other
pharmaceutically acceptable dispersant. The compounds of the invention may
also be administered by means of a dry powder  inhaler. The inhaler may be a
single or a multi dose inhaler, and may be a breath actuated  so dry powder
inhaler. WO 20041(43924 PCT/SE2003/001739  56 



One possibility is to mix the finely divided compound with a carrier
substance, for  example, a mono-, di- or polysaccharide, a sugar alcohol, or
an other polyol. Suitable  carriers are sugars, for example, lactose,
glucose, raffinose, melezitose, lactitol, maltitol, s trehalose, sucrose,
mannitol; and starch. Alternatively the finely divided compound may be
coated by another substance. The powder mixture may also be dispensed into
hard gelatine  capsules, each containing the desired dose of the active
compound. Another possibility is to process the finely divided powder into
spheres which break up P,  to during the inhalation procedure. This
spheronized powder may be filled into the drug reservoir of a multidose
inhaler, for example, that known as the Turbuhaler(r) in which a  dosing
unit meters the desired dose which is then inhaled by the patient. With this
system  the active compound, with or without a carrier substance, is
delivered to the patient. is For oral administration the active compound may
be admixed with an adjuvant or a carrier,  for example, lactose, saccharose,
sorbitol, mannitol; a starch, for example, potato starch,  corn starch or
amylopectin; a cellulose derivative; a binder, for example, gelatine or
polyvinylpyrrolidone; and/or a lubricant, for example, magnesium stearate,
calcium  stearate, polyethylene glycol, a wax, paraffin, and the like, and
then compressed into 20 tablets. If coated tablets are required, the cores,
prepared as described above, may be  coated with a concentrated sugar
solution which may contain, for example, gum arabic,  gelatine, talcum,
titanium dioxide, and the like. Alternatively, the tablet may be coated
with a suitable polymer dissolved in a readily volatile organic solvent. 25
For the preparation of soft gelatine capsules, the compound may be admixed
with, for  example, a vegetable oil or polyethylene glycol. Hard gelatine
capsules may contain  granules of the compound using either the above
mentioned excipients for tablets. Also  liquid or semisolid formulations of
the drug may be filled into hard gelatine capsules. WO 2004/043924
PCT/SE2003/001739  57 Liquid preparations for oral application may be in the
form of syrups or suspensions, for  example, solutions containing the
compound, the balance being sugar and a mixture of  



ethanol, water, glycerol and propylene glycol. Optionally such liquid
preparations may  contain colouring agents, flavouring agents, saccharine
and/or carboxymethylcellulose as a 5 thickening agent or other excipients
known to those skilled in art. The compounds of the invention may also be
administered in conjunction with other  compounds used for the treatment of
the above conditions. to The following Examples are intended to illustrate,
but in no way limit the scope of the  invention. General procedures . tH NMR
and 13C NMR were recorded on a Varian Inova 400 MHz or a Varian Mercury- 15
VX 300 MHz instrument. The central peaks of chloroform-d (SH 7.27 ppm),
dimethylsulfoxide-d6 (51 12.50 ppm), acetonitrile-d3 (SH 1.95 ppm) or
methanol-d4 (SH 3.31  ppm) where used as internal references. Low-resolution
mass spectra were obtained on an  Agilent 100 LC-MS system equipped with an
APCI ionisation chamber. Column  chromatography was carried out using silica
gel (0.040-0.063 mm, Merck). C 20 Unless stated otherwise, starting
materials were commercially available. All solvents and  commercial reagents
were of laboratory grade and were used as received. Unless otherwise
stated, organic solutions were dried using anhydrous Na2SO4. Unless
otherwise stated, the following methods were used for HPLC and LC/MS
analysis:  25 LCIMS-MethodA Instrument Agilent 1100; Column Waters Symmetry
2.1 x 30 mm; Mass APCI; Flow rate  0.7 ml/min; Wavelength 254 nm; Solvent A:
Water + 0.1% TFA; B: Acetonitrile + 0.1%  TFA ; Gradient 15-95%/B 8 min, 95%
B 1 min. LC-Method B WO 2004/043924 PCT/SE2003/001739  58 Instrument Agilent
1100; Column KR100-5C18 150 x 4.6 mm; Flow rate 1.0 ml/min;  Wavelength 220
nm; Solvent A: Water + 0.1% TPA; B: Acetonitrile + 0.1% TPA;  Gradient
20-100%B 8 min, 100% B 2 min. s The following abbreviations are used: 



HBTU O-(Benzotriazol-1-yl)-N,N,N',N'-tetramethyluronium hexafluorophosphate
HATU O-(7-Azabenzotriazol-1-yl)-N,N,N',N'-tetramethyluronium
hexafluorophosphate  HOBT 1-Hydroxybenzotriazole HOAT
1-Hydroxy-7-azabenzotriazole  co DMA N,N Diisopropylethylamine  NMP
1-N-Methyl-2-pyrrolidinone  THE Tetrahydrofuran TFA Trifluoroacetic acid is
Example 1 N-(4-Chlorobenzyl)-1-(4-chlorophenyl)-6-methyl-2-oxo-1.2-
dihydropyridine-3-carboxamide a) Ethyl
3-[f4-chlorol2heny-I)aininol-3-oxWropanoate The title compound was prepared
essentially as described by I. V. Ukrainets et al., 20 Tetrahedron, 1994,
50,10331-10338. `.  b) Ethyl
1-(4-chlorophenyl)-6-methyl-2-oxo-1,2-dihvdr.ol2)~ddine-3-=boxyI ate A
mixture of ethyl 3-[(4-chlorophenyl)amino]-3-oxopropanoate (1 g, 4 mmol),
4-methoxy- 3-buten-2-one (0.42 g, 4.2 mmol) and sodium methoxide (0.22 g,
4.1 mmol) in ethanol  (10 ml) was heated to reflux for 5 It After cooling,
the solvent was evaporated off. The 25 residue was chromatographed on silica
using heptane/ethyl acetate (1:1 to 1:5) as eluent,  affording the title
compound (297 mg, 25%). 'H NMR (CDC13): 8 8.17 (11-1, d); 7.49 (2H, d); 7.13
(2H, d); 6.21 (1H, d); 4.34 (2H, q);  2.03 (3H, s); 1.35 (3H, t). c)
1-(4-Chlorophenyl)-6-methyl-2-oxo-1.2-dihydropyridine-3-carboxylic acid 3o
Ethyl 1-(4-chlorophenyl)-6-methyl-2-oxo-l,2-dihydropyridine-3-carboxylate
(297 mg, WO 2004/043924 PCT/SE2003/001739  59 1.0 mmol) was dissolved in a
mixture of 1M sodium hydroxide solution (6 ml) and THF (5  ml). The reaction
mixture was stirred for 2.5 h at room temperature, then acidified to pH 2
using 5M hydrochloric acid, and then extracted with dichloromethane. The
combined  organic phases were washed with water, dried, filtered and
evaporated to give the title 



s compound (268 mg, 100%). 'HNMR (CDC13): S 8.51 (1H, d); 7.59 (2H, d); 7.18
(211, d); 6.53 (1H, d); 2.15 (311, s).  dd)
N-(4-Chlorobenzyl)-l-(4-chlorophenyl)-6-methyl-2-oxo-1.2-dihydropyridine-3-
carboxamide A mixture of
1-(4-chlorophenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-carboxylic acid  to
(100 mg, 0.38 mmol), HBTU (59 mg, 0.42 mmol), HOBT (64 mg, 0.42 mmol) and
DIEA  (195 p1, 1.14 mmol) in NMP (1 ml) was added to 4-chlorobenzylamine
(108 mg, 0.76  mmol) in NMP (0.5 ml). The reaction mixture was stirred for
18 h. The solvent was  evaporated off and the residue was purified using
preparative HPLC to give the title  compound (60 mg, 41%). 15 'H NMR
(CDCl3): S 9.91 (1H, brs); 8.54 (1H, d); 7.53 (21-1, d); 7.24 (4H, s); 7.13
(2H, d);  6.42 (114, d); 4.53 (2H, d); 2.07 (311, s). Using the general
method described in Example 1, the compounds of Examples 1.1 to 1.27  were
prepared: L20 Example 1.1 6-Methyl-N-14-(methylsulfonyl)benzvll-2-oxo-1-l3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  'H NMR (CDC13):
S 9.96 (1H, t); 8.57 (1H, d); 7.85 (211, d); 7.80 (1H, d); 7.73 (1H, t);
7.50 (3H, brd); 7.42 (1H, d); 6.46 (1H, d); 4.65 (2H, d); 3.00 (3H, s); 2.07
(3H, s). 25 Example 1.2 6-Methyl-N-(4-morpholin-4-ylbenzyl)-2-oxo-l-(3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  'H NMR
(DMSO-d6): S 9.69 (1H, brt); 8.38 (1H, d); 7.89-7.87 (211, m); 7.79 (1H, t);
7.70  (1H, d); 7.15 (211, d); 6.87 (211, d); 6.62 (1H, d); 4.36 (2H, d);
3.72-3.69 (4H, m) 3.05 30 3.03; (4H, m); 2.00 (3H, s). WO 2004/043924
PCT/SE2003/001739  60  APCI-MS mlz: 472 {MH+l. Example 1.3
6-Methyl-N-f4-(methy1sulfonyl)phenyl1-2-oxo-l-l3- 



trifluoromethyl)phenyl1-12-dihydropvridine-3-carboxamide  5 1H NMR (CDC13):
S 12.00 (IH, s); 8.66 (111, d); 7.92-7.85 (513, m); 7.79 (111, t); 7.56
(1I4, s); 7.49 (IH, d); 6.55 (111, d); 3.04 (3H, s); 2.13 (3H, s).  APCI-MS
m/z: 451[we]. Example 1.4 N-f4-(Dimethvlamino)benzyll-6-methyl-2-oxo-l-f3-
1o (trifluorometh}1)phenyll-1.2-dihydroovridine-3-carboxamide 'H NMR
(CDC13): 6 9.67 (111, brs); 8.57 (1H, d); 7.78 (111, d); 7.71 (111, t); 7.49
(111, s);  7.41 (111, d); 7.21(2H, brd); 6.72 (211, brs); 6.43 (111, d);
4.50 (2H, d); 2.91 (611, s); 2.05  (311, s). is Example 1.5
N-f4-(Aminosulfonyl)benzvil-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-l2-dihvdronyridine-3-carboxamide  'HNMR (DMSO-d6):
S 9.89 (1H, brs); 8.37 (1H, d); 7,91 (111, s); 7.89 (111, d); 7.80 (111,
t); 7.75 (211, d); 7.72 (IH, d); 7.45 (211, d); 7.27 (211, s); 6.62 (111,
d); 4.54 (2H, s); 2.02  (311, s). 20 ~_ .  Example 1.6
N-(4-Methoxybenzyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  'H NMR (CDC13):
8 9.72 (111, brs); 8.59 (IH, d); 7.79 (1H, d); 7.72 (111, t); 7.49 (1H, s);
7.42 (111, d); 7.24 (211, d); 6.82 (211, d); 6.44 (111, d); 4.52 (211, d);
3.76 (311, s); 2.05 (3H,  25 s). Example 1.7
N-Benzyl-6-methyl-2-oxo-1_13-(trifluoromethyj)phenyll-1,2-
dihydropyridine-3-carboxamide 'H NMR (CDC13): 6 9.85 (111, brs); 8.62 (1H,
d); 7.81 (111, d); 7.74 (1H, t); 7.52 (111, s);  3o 7.44 (1H, d); 7.36-7.21
(5H, m); 6.47 (111, d); 4.61 (21-L d); 2.08 (311, s). WO 2004/043924
PCT/SE2003/001739  61 Example 1.8
N-(4-Chlorobenzyl)-1-(2-fluoro-5-methylphenyl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxanide 'HNMR (CD3OD): 5 8.48 (1H, d); 7.40-7.36
(1H, m); 7.30 (41-1, s); 7.25 (11-L t); 7.19 (1H,  



5 dd); 6.62 (1H, d); 4.56 (2H, q); 2.39 (3H, s); 2.13 (3H, s). Example 1.9
N-(3-Chlorobenzyl)-1-(2-fluoro-5-methvlphenvl)-6-methyl-2-oxo-
1.2-dihvdropyridine-3-carboxamide 'H NMR (CD3OD): 8 8.48 (1H, d); 7.40-7.36
(1H, m); 7.33-7.32 (1H, m); 7.29-7.22 (411,  to m); 7.20 (111, dd); 6.62
(111, d); 4.57 (2H, q); 2.39 (31L s); 2.13 (3H, s). Example 1.10
1-(2-Fluoro-5-methy1phenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-
1,2-dihkdropvridine-3-carboxamide 'H NMR (CD3OD): 8 8.48 (1H, d); 7.40-7.36
(1H, m); 7.27-7.21 (3H, m); 7.02 (1H, dd);  is 6.86 (2H, d); 6.62 (1H, d);
4.50 (2H, q); 3.75 (3H, s); 2.39 (3H, s); 2.12 (3H, s).  APCI-MS m/z: 381
[MH+]. Example 1.11
N-(4-Methoxybenzyll-1-(3-methoxynhenyl)-6-methyl-2-oxo-1,2- dihvdro
idine-3-carboxamide pyr  20 'H NMR (CDC13): 6 9.86 (1H, brs); 8.54 (1H, d);
7.45 (1H, t); 7.23 (2H, d); 7.04-7.01 (1H,  II m); 6.80 (2H, d); 6.78-6.75
(1H, m); 6.70 (1H, t); 6.39 (1H, d); 4.51 (211, d); 3.82 (31L s);  3.76 (3H,
s); 2.09 (3H, s). APCI-MS m/z: 379 [MH+]. 25 Example 1.12
N-(3-Chlorobenzyl)-1-(3-methoxvahenyl)-6-methyl-2-oxo-1,2-
dihvdropyridine-3-carboxamide 'H NMR (CDC13): 8 10.00 (1H, brs); 8.55 (1H,
d); 7.47 (1H, t); 7.30 (1H, brs); 7.19 (3H,  brs); 7.05-7.01 (111,1n);
6.80-6.75 (1H, m); 6.72 (1H, t); 6.41 (11- d); 4.55 (2H, d); 3.83  (3H, s);
2.11 (3H, s). 30 WO 2004/043924 PCT/SE2003/001739  62 Example 1.13
N-(4-Chlorobenzvl)-1-(3-methox)!hen 1)-)-6-methyl-2-oxo-12-
dihydropvridine-3-carboxamidc 'H NMR (CDC13): 810.00 (IH, brs); 8.56 (IH,
d); 7.48 (111, t); 7.28 (411, s); 7.07-7.03  



(1H, m); 6.81-6.77 (1H, m); 6.73 (1H, t); 6.41 (1H, d); 4.56 (2H, d); 3,85
(311, s); 2.12  s (311, s). Example 1.14
N-f4-(Aminosulfonyl)benzyll-l-(3-chlorophenyl)-6-methyl-2-oxo-
1.2-dihydropyridine-3-carboxamide 'H NMR (CDC13): 8 9.99 (1H, t); 8.55 (111,
d); 7.84 (211, d); 7.53-7.49 (2H, m); 7.46 (111,  io d); 7.25-7.24 (111, m);
7.14-7.10 (1H, m); 6.44 (111, d); 4.72 (211, brs); 4.64 (211, d); 2.10
(311, s). Example 1.15
N-(4-Chlorobenzvl)-1-(3-chloro-4-methylphenvl)-6-methyl-2-oxo- 1,2-dih
ydropyridine-3-carboxamide u 'H NMR (CDCl3): 6 9.93 (111, brs); 8.56 (111,
d); 7.44 (1H, d); 7.28 (4H, s); 7.24 (111, d);  7.03 (111, dd); 6.43 (111,
d); 4.56 (211, d); 2.46 (311 , s); 2.12 (3H, s). Example 1.16
1-(3-Chloro-4-methylphenyl)-N-(4-methoxybenzyl)-6-methyl-2-
oxo-1.2-dihydropy idine-3-carboxamide 20 'H NMR (CDCl3): 8 9.80 (111, brs);
8.54 (111, d); 7.40 (111, d); 7.23 (2H, d); 7.20 (1H, d);  7.00 (111, dd);
6.81 (211, d); 6.39 (1H, d); 4.51 (211, d); 3.76 (3H, s); 2.43 (311, s);
2.09 (311,  s). Example 1.17
N-(4-Chlorobenzvl)-1-(2,3-dimety1phenyl)-6-methyl-2-oxo-1,2- 25
dihydropyridine-3-carboxamide 'H NMR (CDCI3): 8 10.04 (1H, brs); 8.58 (1H,
d); 7.31-7.24 (611, m); 6.96-6.94 (1H, m);  6.45 (111, d); 4.63-4.50 (2H,
m); 2.38 (311, s); 2.03 (311, s); 1.95 (311, s). Example 1.18
N-(4-Chlorobenzvl)-1-(3-chloro-4-fluorophenyl)-6-methyl-2-oxo- 30 1
2-dihydropyridine-3-carboxamide WO 2004/043924 PCTISE20031001739  63 'HNMR
(CDC13): 6 9.83 (1H, brs); 8.57 (1H, d); 7.38-7.32 (2H, m); 7.27 (411, s);
7.15- 7.11 (1H, m); 6.45 (1H, d); 4.57 (2H, d); 2.12 (311, s). APCI-MS m/z:
405.1, 407 [MH}]. s Example 1.19
1-(3-Chloro-4-fluorophenyl)-N-(4-methoxvbenzyl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxamide 



'H NMR (CDCl3): 3 9.72 (1H, brs); 8.58 (111, d); 7.39-7.31 (2H, m); 7.26
(2H,`d); 7.14- 7.10 (111, m); 6.84 (2H, d); 6.43 (1H, d); 4.54 (211, d);
3.79 (31-L s); 2.11(3H, s). io Example 1.20
N-(4-Chlorobenzvl)-1-(3-ethyphenyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide 'H NMR (CDC13): 610.03 (1H, brs); 8.56 (111,
d); 7.49 (1H, t); 7.36 (1H, d); 7.28 (411, s);  7.02 (2H, d); 6.42 (1H, d);
4.61-4.50 (2H, m); 2.75 (211, q); 2.09 (311, s); 1.29 (3H, t). is Example
1.21 1-(3-Bromophenvl)-N-(4-chlorobenzyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide 'H NMR (CDC13): 8 9.86 (1H, brs); 8.55 (1H,
d); 7.67-7.64 (111, m); 7.45 (1H, t); 7.39  (1H, t); 7.25 (4H, s); 7.17-7.15
(111, m); 6.42 (1H, d); 4.54 (2H, d); 2.09 (3H, s).  APCI-MS m/z: 431.1, 433
[MI3+1. C20 Example 1.22
1-(3-Bromophenyi)-N-(4-methoxybenzyI)-6-methyl-2-oxo-1,2-
dihvdronvridine-3-carboxamide 'H NMR (CDC13): 8 9.74 (1H, brs); 8.55 (1H,
d); 7.65-7.63 (1H, m); 7.44 (1H, t); 7.38  (1H, t); 7.23 (2H, d); 7.16-7.14
(111, m); 6.81 (2H, d); 6.40 (1H, d); 4.52 (2H, d); 3.76 (3H,  25 s); 2.07
(3H, s). Example 1.23 N-(2.3-Dihydro-l-benzofuran-5-
Iymethyl)-6-methyl-2-oxo-1-(3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide WO 2004/043924
PCTISE20031001739  64 'H NMR (CDC13): 6 9.70 (1H, brs); 8.59 (111, d); 7.79
(111, d); 7.73 (111, t); 7.50 (111, s);  7.43 (111, d); 7.17 (111, s); 7.05
(1H, d); 6.69 (1H, d); 6.44 (111, d); 4.56-4.50 (411, m); 3.16  (211, t);
2.06 (311, s). APCI-MS m/z: 429 [MI?].  5 Example 1.24
6-Methyl-2-oxo-N-f3-(2-o)cogyrrolidin-1-yl)pryll-143-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  'H NMR (CDCI3):
8 9.55 (111, brs); 8.55 (111, d); 7.82 (111, d); 7.75 (111, t); 7.52 (111,
s); 



7.45 (111, d); 6,45 (111, d); 3.44-3.33 (611, m); 2.38 (211, t); 2.05-1.98
(211, m); 2.08 (311, ( )  '0 s); 1.86-1.79 (211, m). APCI-MS mlz: 422 [MH}].
Example 1.25 N-(4-Bromobenzyl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll-
1.2-dihydrop +ridine-3-carboxamide is 'H NMR (CDC13): S 9.84 (111, brs);
8.58 (111, d); 7.81 (111, d); 7.73 (111, t); 7.51 (111, s);  7.43 (111, d);
7.41 (2H, d); 7.20 (211, d); 6.46 (1H, d); 4.59-4.49 (211, m); 2.08 (311,
s).  APCI-MS m/z: 465.1, 467 [MI?]. Example 1.26
N-(4-Chlorophenyl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll 20
1.2-dihydropyridine-3-carboxamide ~.~  APCI-MS mlz: 407 [MH+]. Example 1.27
6-Methyl-2-oxo-l-f3-(trifluoromethyl)phen llY 1.2=dihydropyridine-
3-carboxamide 25 APCI-MS m/z: 297 [IvII3+]. Example 2
N-(4-Methoxybenzv1)-6-methyl-2-oxo-l-pheny-1.2- dihydropvri
dine-3-carboxamide 3o a)
6-Methyl-2-oxo-l-phenyl-1,2-dihydropyridine-3-carbonitrile WO 2004/043924
PCTISE20031001739  65 A mixture of cyanoacetanilide (0.80 g, 5 mmol),
4-methoxy-3-buten-2-one (1 g, 10 mmol)  and 1,4-diazabicyclo[2,2,2]octane
(0.55 g, 5'mmol) in diethyleneglycol monomethylether  was heated to 125 C
for 5 h. The reaction mixture was partitioned between  dichloromethane (100
ml) and 2M hydrochloric acid (100 ml). The organic layer was s separated,
washed with water, dried, filtered and evaporated. The residue was
chromatographed on silica using heptane/ethyl acetate (1:1) as eluent,
affording the title  compound (660 mg, 63%). 1H NMR (CDC13): 8 7.78 (1H, d);
7.52 (3H, m); 7.17 (2H, dd); 6.22 (1H, d); 2.06 (3H, s).  b)
6-Methyl-2-oxo-l-phenyl-1,2-dihydropvridine-3-carbox liY c acid 10
6-Methyl-2-oxo-l-phenyl-1,2-dihydropyridine-3-carbonitrile (300 mg, 1.4
mmol) was  



dissolved in 2.5M sulphuric acid (10 ml). The mixture was heated to 100 C
for 16 h.  After cooling, the solution was poured into water and made
alkaline with 5M sodium  hydroxide solution. The water phase was washed with
dichloromethane, then acidified to  pH 2-3 using 2M hydrochloric acid. The
acidified water phase was extracted with is dichloromethane, dried, filtered
and evaporated to give the title compound  (300 mg, 92%). 'H NMR (CDC13): 8
13.96 (1H, s); 8.50 (1H, d); 7.59 (3H, m); 7.23 (211, dd); 6.53 (111,  d);
2.13 (3H, s).
N-(4-Methoxybenzyl)-6-methyl-2-oxo-l-phenyl-1,2-dihydropvridine-3-carboxamid
e  20 The title compound was prepared from
6-methyl-2-oxo,l-pheny1-1,2-dihydropyridine-3- carboxylic acid and
4-methoxybenzylamine by a method analogous to that described in  Example 1
step (d). 1H NMR (CDC13): 5 9.87 (1H, brs); 8.56 (IH, brd); 7.52 (3H, m);
7.23 (211, d); 7.18 (2H,  d); 6.79 (211, d); 6.40 (1H, d); 4.51 (2H, d);
3.75 (3H, s); 2.04 (3H, s). 25 The compounds of Examples 2.1 to 2.174 were
prepared by a method analogous to that  described in Example 1 or 2. Example
2.1 N-(4-Chlorobenzyl)-6-methyl-2-oxo-l-phenyl-l,2-dihvdropvridine- 30
3-carboxamide WO 2004/043924 PCTISE2003/001739  66 1H NMR (CDC13): S 9.96
(1H, s); 8.54 (111, d); 7.54 (3H, m); 7.23 (411, s); 7.18 (2H, d);  6.41
(114, d); 4,54 (2H, d); 2.06 (311, s). Example 2.2
N-(4-Chlorobenzyl)-l-(3,5-dimethylphenyl)-6-methyl-2-oxo-1.2- s
dihydropyridine-3-carboxamide 111 NMR (CDC13): S 10.01 (IH, brs); 8.52 (111,
d); 7.23 (411, s); 7.11(1H, s); 6.78 (211, s);  6.38 (111, d); 4.53 (211,
d); 2.36 (611, s); 2.07 (311, s). Example 2.3
N-r4-(AminosulfonvDbenzyll-l-(3,5-dimethylphenvl)-6-methyl-2- 10
oxo-1.2-dihydropyridine-3-carboxamide 



'H NMR (CDC13): 8 10.14 (1H, brs); 8.51(1H, d); 7.82 (2H, d); 7.45.(211, d);
7.12 (111, s);  6.79 (211, s); 6.41 (111, d); 4.72 (2H, s); 4.62 (211, d);
2.36 (611, s); 2.09 (311, s). Example 2.4
1-(3.5-Dimethy]phenyl)-N-(4-methoxvbenzyl)-6-methyl-2-oxo-1,2- is
dihydropyridine-3-carboxamide 1HNMR (CDC13): S 9.90 (111, brs); 8.54 (111,
d); 7.24 (211, s); 7.11 (1H, s); 6.81 (21d, d);  6.79 (2H, s); 6.38 (1H, d);
4.52 (211, d); 3.77 (3H, s); 2.37 (611, s); 2.07 (311, s). Example 2.5
N-Benzvl-l-(3,5-dimethylphenyl)-6-methyl-2-oxo-1.2 2o
dihydropyridine-3-carboxamide < )  1H NMR (CDC13): 8 9.98 (111, brs); 8.57
(111, d); 7.36-7.19 (511, m); 7.13 (IH, s); 6.82 (211, s); 6.41 (111, d);
4.61 (211, d); 2.39 (6H, s); 2,10 (311, s). Example 2.6
N-(4-Chlorobenzvl)-6-methyl-l-(3-methylphenyl)-2-oxo-1.2- 25
dihydropyridine-3-carboxamide 1H NMR (CD3OD): S 8.46 (1H, d); 7.47 (111, t);
7.36 (1H, d); 7.30 (4H, s); 7.10 (1H, s);  7.06 (1H, d); 6.60 (1H, d); 4.56
(211, s); 2.42 (3H, s); 2.09 (311, s). APCI-MS m/z: 367 [MI{ ). WO
2004/043924 PCT/SE20031001739  67 Example 2.7
N-(4-MethoxybenzyD-6-methy]-1-(3-methylphenvl)-2-oxo-1,2-
dihydropyridine-3-carboxamide 'H NMR (CD3OD): 8 8.45 (1H, d); 7.44 (1H, t);
7.33 (111, d); 7.22 (2H, d); 7.07 (111, s);  7.03 (111, d); 6.84 (211, d);
6.58 (111, d); 4.49 (211, s); 3.74 (3H, s); 2.41 (31-L s); 2.07 (3H,  s s).
APCI-MS m/z: 363 Example 2.8 N-(3-Chlorobenzyl)-6-methyl-l-(3-methylphhenyl)
2-oxo-1,2- dihydropyridine-3-carboxamide io 'H NMR (CD3OD): S 8.46 (111, d);
7.46 (111, t); 7.35 (111, d); 7.32-7.21(411, m); 7.10 (111,  s); 7.06 (111,
d); 6.60 (111, d); 4.56 (211, s); 2.42 (311, s); 2.09 (311, s). Example 2.9
N-(4-Chlorobenzvf-1-(3-chlorophenxl)-6-methvl-2-oxo-1,2-
dihydronvridine-3-carboxamide 



is 'H NMR (DMSO-d6): 8 9.86 (111, t); 8.35 (111, d); 7.59-7.58 (311, m);
7.39-7.29 (511, m);  I11 6.60 (111, d); 4.46 (211, d); 2.04 (311, s).
APCI-MS m/z: 387.1, 389 [MR}]. Example 2.10
N-(3-Chlorobenzyl)-1-(3-chlorophenyl)-6-methyl-2-oxo-1.2- 20
dihydropyridine-3-carboxamide 'H NMR (DMSO-d6): 8 9.88 (111, t); 8.36 (IH,
d); 7.59-7.58 (311, m); 7.39-7.32 (411, m);  7.25 (111, d); 6.60 (111, d);
4.48 (2H, d); 2.04 (311, s). APCI-MS m/z: 3111, 389 [MH+]. 25 Example 2.11
1-(3-Chlorophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-12-
dihydropvridine-3-carboxamide 'H NMR (DMSO-d6): 8 9.73 (111, t); 8.34 (111,
d); 7.56 (2H, d); 7.34-7.31 (111, m); 7.19  (211, d); 6.85 (211, d); 6.58
(111, d); 6.60 (111, d); 4.38 (2H, d); 3.69 (3H, s); 2.01 (314, s).  APCI-MS
m/z: 383 [MH+]. 30 WO 2004/043924 PCT/SE2003/001739  68 Example 2.12 Methyl
4-f(1 f 1-(3-chlorophenvl)-6-methyl-2-oxo-1.2-
dihydropyridin-3-yl]carbonyI)amino)methyllbenzoate 'H NMR (DMSO-d6): S 9.92
(1H, t); 8.36 (1H, d); 7.91 (2H, d); 7.60-7.58 (3H, m); 7.41  (2H, d);
7.38-7.35 (IH, m); 6.60 (1H, d); 4.56 (2H, d); 3.83 (3H, s); 2.04 (3H, s). s
APCI-MS m/z: 411 [Me] Example 2.13 4-f(1 f
I-(3-Chlorophenyl)-6-methyl-2-oxo-1.2-dihydroyyridin-3-
yllcazbonyllamino)methyllbenzoic acid 'H NMR (DMSO-d6): S 12.82 (1H, brs);
9.91 (1H, t); 8.36 (IH, d); 7.88 (211, d); 7.59-7.58  10 (3H, m); 7.39 (2H,
d); 7.38-7.35 (1H, m); 6.60 (1H, d); 4.55 (211, d); 2.04 (3H, s).  APCI-MS
m/z: 397 [MH+J Example 2.14 1-(3-Cyanophen fl-N-(c cly
ohexylmethyl)-6-methyl-2-oxo-1,2- dihydropyridine-3-carboxamide is APCI-MS
mlz: 350 [MII+J. 



Example 2.15 1-(3-Cyanonhenyl)-N-(2-furylmethyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 334 [NIII+].  20 Example 2.16
1-(3-C anophenyll-6-methyl-2-oxo-N-(pyridin-3- lmethyl)-1,2-
dihvdropyridine-3-carboxamide APCI-MS m/z: 345 [MHJ  zs Example 2.17 N-Benz
-l-(3-c anophenyl)-6-methyl-2-oxo-1.2-dihydrop, n - 3-carboxamide APCI-MS
m/z: 344 fMHtl. WO 2004/043924 69 PCTISE2003/001739  Example 2.18
1-(3-Cvanophenvl)-N-2 3-dihydro-1H inden-1-v1-6-methyl-2-oxo-
1.2-dihydropyridine-3-carboxamide APCI-MS n)/z: 370 [MH+]. s Example 2.19
1-(3-Cvanophenvl)-N-(2-methoxvbenzy )-6-methyl-2-oxo-1.2-
dihydrouvridine-3-carboxamide APCI-MS m/z: 374 [MH+]. Example 2.20
1-(3-Cyanophenyl)-6-methyl-2-oxo-N-(3.4,5-trimethoxybenzyl)-1.2- 1o
dihvdropyridine-3-carboxamide APCI-MS m/z: 434 [MH+]. Example 2.21 1
-(3-Cvanophenvl)-N-(2.5-dimethox benzyl)-6-methyl-2-oxo-12-
dihydropyridine-3-carboxamide 15 APCI-MS m/z: 404 [NIIi+l. Example 2.22
1-(3-Cvanophenvl)-N-(3.4-dimethoxybenzyl)-6-methyl-2-oxo-1,2-
dihvdropyridine-3-cazboxamide APCI-MS m/z: 404 [MH+].  20 Example 2.23
1-3-Cvanophenvl)-N-[(1-ethylpynolidin-2-y1)methv11-6-methyl-2- 



oxo-1,2-dihvdropyridine-3-carboxamide APCI-MS m/z: 365 [M[d+]. 25 Example
2.24 N-(4-Chlorobenzyl)-1-(3-cyanophen l -6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 378 [MIi+3. Example 2.25
1-(3-Cvanophenvl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2- 30
dihvdropyridine-3-carboxamide WO 2004/043924 PCT/SE2003/001739  70  APCI-MS
mlz: 374 [Mil +]. Example 2.26 N-(3-Chlorobenzyl)-1-(3-cyanophen Iv
1-6-methvl-2-oxo-1,2- dihvdropyridine-3-carboxamide s APCI-MS m/z: 378
[MH+], Example 2.27 1-(3-Cyanoyenyl)-6-methyl-2-oxo-N-(thien-2-ylmeth
ly)-1,2- dihydropyridine-3-carboxamide APCI-MS m/z: 350  10 Example 2.28
1-(3-C anophenyl)-N-(cycloprop 1Ymethyl -6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 308 [MH+], 15 Example 2.29
1-(3-Cyanophenvl)-N-(3-methoxybenzyl)-6-methyl-2-oxo-1.2-
dihvdropyridine-3-carboxamide APCI-MS m/z: 374 [MH+] Example 2.30
1-(3-Cyanophenvl)-6-methyl-2-oxo-N-(pyridin-4- llmethyl)-1,2- 20
dihvdropyridine-3-carboxamide APCI-MS m/z: 345 [MH+]. Example 2.31
1-(3-Cyanophenyl)-N-12-(3,4-dimethoxyphenyl)ethyll-6-methyl-2-
oxo-1,2-dihydropvridine-3-carboxamide 25 APCI-MS m/z: 417 [MH+] 



Example 2.32 1-(3-Cyanophenvl)-6-methyl-N-f 2-(1-methylpyrrolidin-2-v
)ethyll- 2-oxo-1,2-dihydropvridine-3-carboxamide APCI-MS m/z: 365 [MH+],  30
WO 2004/043924 PCT/SE2003/001739  71 Example 2.33
N-[2-(3-Chlorophenyl)ethy11-1-(3-cyanoohenyl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 392 [MI?]. 5 Example 2.34
1-(3-Cvanophenyl)-6-methyl-2-oxo-N-(2-pyridin-2-)Lethyl)-1,2-
dihydrooridine-3-carbooxamide APCI-MS m/z: 359 [MI?]. Example 2.35
N-f2-(4-Chloroohenyl)ethyll-l-(3-cyanophenyl)-6-methyl-2-oxo- to
1,2-dihvdroQydine-3-carboxamide APCI-MS m/z: 392 [MH+]. Example 2.36
1-(3-Cyanophenyl)-N-f2-(2-methoxyphenyl)ethyl]-6-methyl-2-oxo-
1,2-dihydr-opyridine-3-carboxarnide 15 APCI-MS m/z: 388 [MI?]. Example 2.37
N-12-(2-Chlorophhenyl)ethyll-I-(3-cyanophenyf-6-methyl-2-oxo-
1,2-dihdropyridine-3-carboxamide APCI MS m/z: 392 [MI?].  20 Example 2.38
1-(3-Cyanonhenyl)-N-f2-(3-methoxyphenyl)ethyll -6-methyl-2-oxe- 1 2
dihydropyridine-3-carboxamide APCI-MS m/z: 388 [MH+] 25 Example 2.39 1-
3-Cvanophenvl)-N-f2-(4-fluorophenyl)ethyll-6-methyl-2-oxo-1.2-
dihydropyridine-3-carboxamide APCI-MS rn/z: 376 [MII+] Example 2.40 1-(3-C
yanophenyl)-N-F2-(2.4-dichloropheny1)ethy11-6-meth)1_2- 



30 oxo-1,2-dihydropyridine-3-carboxaniide WO 2004/043924 PCT/SE2003/001739
72  APCI-MS m/z: 426 [MH+] . Example 2.41 1-(3-Cyano
benyl)-N-[2-(3-fluorophenvl)ethyll-6-methyl-2-oxo-1.2-
dihydropyridine-3-carboxamide s APCI-MS m/z: 376 [MH+]. Example 2.42
1-(3-Cyanophenvl)-N-[2-(2-fluorophenyl)ethy11-6-methyl-2-oxo-1.2-
dihydroyyridine-3-carboxamide APCI-MS m/z: 376 [MH+].  20 Example 2.43
1-(3-Cyanophenvl)-N-(2-cvclohex-l-en-1-vlethyl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 362 is Example 2.44
N-[2-(4-Bromophenvl)ethvll-l-(3-cyanophenvl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 438 [MH+]. Example 2.45
N-(3-Bromobenzyl)-1-(3-cvanophenyl)-6-methyl-2-oxo-1.2- zo
dihydropvridine-3-carboxamide APCI-MS m/z: 424 [MII+]. Example 2.46
N-(4-Bromobenzyl)-l-(3-cvanophenyl)-6-methyl-2-oxo-1.2-
dihydropyridine-3-carboxamide 25 APCI-MS m/z: 424 [MH+]. Example 2.47
N-(2-Bromobenzvl)-1-(3-cvanophenyl)-6-methyl-2-oxo-1.2-
dihydropyridine-3-carboxamide APCI-MS m/z: 424 [MA+].  30 WO 2004/043924
PCT/SE2003/001739  73 



Example 2.48 1-(3-Cyanophenyl)-N-(3,4-dihydro-2H-orain-2_ lmethvl)-6-methyl-
2-oxo-l,2-dihydrouyridine-3-carboxamide APCI-MS m/z: 350 [MI3}], s Example
2.49 1-(3-Cyanophenyll-6-methyl-N-(4-methvlbenzyl)-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 358 [MI?], Example 2.50
1-(3-Cyanophenyl)-6-methyl-N-(1-naphthylmethyl)-2-oxo-1.2- 10
dihvdropyridine-3-carboxamide APCI-MS in/z: 394 [MH+]. Example 2.51
1-(3-Cyanonhenyl)-N-(2-ethoxybenzyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide is APCI-MS m/z: 388 [MH+3, Example 2.52
1-(3-Cyanophenyl)-6-methyl-N-14-(methylsulfonyl)benzyll-2-oxo-
1.2-dihydropvridine-3-carboxamide APCI-MS m/z: 422 [MH+],  20 Example 2.53
1-(3-Cyangphenyl)-6-methyl-N-(3-methvlbenzyl)-2-oxo-1,2-
dihydrooyridine-3-carboxamide APCI-MS m/z: 358 [MIt]. 25 Example 2.54
1-LCyanophenyl)-N-(4-fluorobenzyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 362 [MH+]. Example 2.55
N-(1,3-13enzodioxol-5-ylmethyl)-1-(3-cyanophenvl)-6-methyl-2- 30
oxo-1,2-dihydropyridine-3-carboxamide WO 211114/043924 PCT/SE2003/001739  74
APCI-MS m/z: 388 [MH+]. Example 2.56
1-(3-Cyanophenyl)-N-(2.4-dichlorobenzyl)-6-methyl-2-oxo-1.2-
dih'dropyridine-3-carboxamide 



s APCI-MS m/z: 412 [MH+]. Example 2.57
1-(3-Cyanophenyl)-6-methvl-N-(2-methylbenzyl)-2-oxo-1.2-
dihvdropyridine-3-carboxamide APCI-MS m/z: 358 [MH+].  10 Example 2.58
1-(3-Cyanophenyl)-N-(3.4-difluorobenzyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 380 [Mii+]. 1s Example 2.59
1-(3-Cyanophenvl)-N-(3.4-dichlorobenzyl)-6-methvl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 412 [MH+]. Example 2.60
1-(3-Cyanophenvl)-6-methyl-N-1(5-methvl-2-furvl)methyll-2-oxo- 20
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 348 [IvIHt]. Example 2.61
1-(3-Cyanophenyl)-6-methvl-2-oxo-N-1,2,3,4-tetrahydronaphthalen-
1-vl-1,2-dihydropyridine-3-carboxamide 25 APCI-MS m/z: 384 [MH+]. Example
2.62 1-(3-Cyanophenyl)-N-(2 3-dimethoxybenzyl)-6-methvl-2-oxo-1,2-
dihvdronvridine-3-carboxamide APCI-MS m/z: 404 [he]  30 WO 2004/043924
PCTISE2003/001739  75 Example 2.63
1-.(3-Cvanophenyl)-N-(3,5-dimethoxybenzyl)-6-methyl-2-oxo-1,2-
dihydropyridine-3-carboxamide APCI-MS m/z: 404 [MH+]. s Example 2.64
1-(3-Cvanophenyl)-N-f l-(4-fluorophenvl)ethyll-6-methyl-2-oxo-12-
dihvdropvridine-3-carboxamide APCI-MS m/z: 376 [MH+]. 



Example 2.65 N-fl-(4-Chlorophhenyl)ethvll-l-(3-cyanophenyl)-6-methvl-2-oxo-
10 1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 392 [IVIII+]. Example 2.66
1-(3-C phenyl)-N-(2,5-difluorobenzyl)-6-methyl-2-oxo-1,2- dihydropyridine-3
cazboxamide 15 APCI-MS m/z: 380 [MH+] Example 2.67
1-(3-Cvanophenvl)-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-6-
methyl-2-oxo-1,2-dihydropyridine-3-carboxanide  APCI-MS m/z: 386 [MH+]. C20
Example 2.68 Methyl 4-f (( f
1-(3-cyanophenvl)-6-methyl-2-oxo-1,2-dihydropyridin- 3-vllcarbonyl }
amino)methyllbenzoate APCI-MS m/z: 402 [MI-I+1. 2s Example 2.69
1-(3-Cyanophenyl)-6-methyl-2-oxo-N-(4-phenoxybenzvl)-1,2-
dihvdropyridine-3-carboxamide APCI-MS m/z: 436 [Me]. Example 2.70 1-(3-C
anophenyl)-N-f(1S)-2 3-dihydro-1H-inden-1-yll-6-methyl-2- 30
oxo-1,2-dihvdropvridine-3-carboxamide WO 201141043924 PCT/SE2003(001739  76
APCI-MS m/z: 370 [MH] Example 2.71
1-(3-Cvanophenyl)-6-methyl-2-oxo-N-(thien-3-vlmethvl)-l .2-
dihydropyridine-3-carboxamide s APCI-MS mlz: 350 [MH+]. Example 2.72
1-(3-Cyanophenyl)-6-methyl-N-f(5-methylisoxazol-3-yl)methv11-2-
oxo-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 349 [MH+]. Example 2.73
1-(3-Cyanophenyl)-N-f(2.5-dimethyl-3-furyl)methyll-6-methyl-2- oxo-1
dihydropyridine-3-carboxamide 



APCI-MS mlz: 362 [MH}]. 1s Example 2.74 1-(3-Cyanophenvl)-N-(3-fur
lmethyl)-6-methyl-2-oxo-1.2- dibydropvridine-3-carboxamide APCI-MS m/z: 334
[MH+]. Example 2.75
1-(3-Cyanophenyl)-6-methyl-2-oxo-N-f4-(IH-pyrazol-1-yl)benzvll 20
1.2-dihydropyridine-3-carboxamide (  APCI-MS m/z: 410 [MH+]. Example 2.76
1-(3-Cyanophenyl)-6-methyl-2-oxo-N-(4-thien-2-vlbenzvl)-1,2-
dihydropyiidine-3-carboxamide 25 APCI-MS m/z: 426 [MH+] Example 2.77
N-[4-(Aminosulfonyl)benzyll-1-(3-cyanonhenyl)-6-methyl-2-oxo-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 423 [MH+].  30 WO 2004/043921
PCT/SE2003/001739  77 Example 2.78 N-12-(1,3-Benzodioxol-5-yl)ethy
l-1-(3-cyano henyl)-6-methyl-2- oxo-1.2-dihvdropyridine-3-carboxamide
APCI-MS mlz: 402 [H+1 5 Example 2.79
1-(3-Cvanophenyl)-6-methyl-2-oxo-N-(2-thien-2-vlethyl)-1.2-
dihydrogvridine-3-carboxamide APCI-MS mha 364 [MH+]  ti C Example 2.80
1-(3-Cyanophenvi)-N-[2-(2.4-dimethyl henyl)ethyll-6-methyl-2- 10
oxo-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 386 [MH+]. it Example
2.81 1-(3-Cyanophenyl)-6-methyl-N-F2-(4-methy]phenvl)ethyll-2-oxo- 1
2-dihydropyridine-3-carboxamide is APCI-MS m/z: 372 [MH+]. 



Example 2.82 N-(2-14-(Aminosulfonyl-]phenyllethyl 1-I-(3-cyanophenyi)-6-
methyl-2-oxo-1,2-dihydropyridine-3-carboxamide APCI-MS mlz: 437 [Ivffl ].
.: 20 Example 2.83
1-(3-Cyanophenyl)-6-methyl-2-oxo-N-1(1S)-1-phenvlethyll-1.2-
dihydronyridine-3-carboxamide APCI-MS m/z: 358 W1. as Example 2.84
N-(Cyclohexylmethyl)-6-methyl-2-oxo-l-[3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 393
[MH+]. Example 2.85
N-(2-Furylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]- so
1,2-dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE2003/001739  78
APCI-MS m/z: 377 [MH+]. Example 2.86
6-Methyl-2-oxo-N-(pvridin-3-ylmethyI)-1-f3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  s APCI-MS m/z:
388 [H}]. Example 2.87 N-2,3-Dihydro-lH-inden-1-yl-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  APCI-MS m/z: 413
[MH+]. i0 Example 2.88 N-(2-Methoxybenzyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihvdmpyridine-3-carboxamide  APCI-MS m/z: 417
is Example 2.89 6-Methyl-2-oxo-N-(tetrahydrofuran-2- Imethyl)-l-[3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 381
[MH+]. Example 2.90 6-Methyl-2-oxo-l-13-(trifluoromethyl)phenyll-N-(3.4.5- 



20 trimethoxvbenzyl)-1.2-dihydropvridine-3-carboxamide APCI-MS m/z: 477 [Me]
Example 2.91
N-(3-Fluorobenzyl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll-
1,2-dihydropyridine-3-carboxamide 25 APCI-MS m/z: 405 [MH+]. Example 2.92
N-(2,5-Dimethoxybenzyl)-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 447
[MH+]. 30 t WO 2004/043924 PCTISE20031001739  79  Example 2.93
N-f(1-Ethylpyrmlidin-2-yllmethy11-6-methvl-2-oxo-1-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 408
s Example 2.94
N-(2-Chlorobenzyl)-6-methyl-2-oxo-l-f3-ftrifluoromethyllphenvll-
1,2-dihvdropyridine-3-carboxamide APCI-MS m/z: 421 [MH+] C Example 2.95
N-(4-Chlorobenzyl)-6-methvl-2-oxo-l-f3-(trifluoromethylfphenyll- 10
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 421 W1. Example 2.96
N-(3-Chlorobenzyl!-6-methyl-2-oxo-l-f3-(trifluoromethvl)phenyll-
1,2-dihydropyridine-3-carboxamide 35 APCI-MS m/z: 421 [MH}]. Example 2.97
6-Methyl-2-oxo-N-(thien-2- mmethvl)-1-F3-(trifluorometh l)nhenylll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 393 [MH+]  20 Example 2.98
N-(Cyclopropylmethy1)-6-methyl-2-oxo-l-f3- 



(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 351
[MH+]. 25 Example 2.99 N-(3-Methoxybenzyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 417
[MH+]. Example 2.100 6-Methyl-2-oxo-N-(pyridin-4-ylmethyl)-1-f3- 30
(trifluoromethyl)p-henvll-1,2-dihydropyrdine-3-carboxan ide WO 2004/043924
PCT/SE2003/901739  80  APCI-MS m/z: 388 [MIi+]. Example 2.101
N-f2-(3,4-Dimethoxyphenyll)ethyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-l,2-dihvdropyridine-3-carboxamide  s APCI-MS m/z:
461 [M13+], Example 2.102 N-f2-(4-Methoxyphenyl)ethvll-6-methyl-2-oxo-l-f3-
trifluoromethyl)phenyll-1,2-dihvdroovridine-3-carboxamide  APCI-MS m/z: 431
[MFI+], 10 Example 2.103
6-Methyl-2-oxo-N-(2-phenylethyl)-1-[3-(trifluoromethyl)phenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 401 [NIIl;+]. is Example
2.104 6-Methyl-N-f2-(1-methylpyrrolidin-2-yl)ethyll-2-oxo-l-[3.-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 408
[MH+], Example 2.105 N-[2-(3-Chlorophenvl)ethyll-6-methyl-2-oxo-l-f3- 20
(trifluorometh l)Rhenyll-1,2-dihydropvridine-3-carboxamide APCI-MS m/z: 435
[MH+] Example 2.106 6-Methyl-2-oxo-N-(2 pyridin-Meth d -1-13-
(h'fluorometh)l)phenyll-l,2-dihydropyridine-3-carboxamide  25 APCI-MS m/z:
402 (he] 



Example 2.107 N-f2-(2-Methoxyphenvl)ethyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-l.2-dihydropyridine-3-carboxamide  APCI-MS m/z: 431
[IvII3+l, 30 WO 2004/043924 PCT/SE2003/001739  81 Example 2.108
N-[2-(2-Chlorophenyl)ethyll-6-methyl-2-oxo-1-[3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxannide  APCI-MS m/z:
435 [MH+], s Example 2.109 N-f2-(3-Methoxyphen ly
)ethyll-6-methyl-2-oxo-1-[3-
(trifluoromethvl)phenyll-l,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 431
[Me] Example 2.110 N-r2-(4-Fluorophenyl)ethyll-6-methyl-2-oxo-l-f3- J0
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 419
[14H ], Example 2.111 N-[2-(2,4-Dichlorophenyl)ethyll-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyll-1,2-dihydrop_yridine-3-carboxamide  is APCI-MS m/z:
469 [MH+1, Example 2.112 N-[2-(3-Fluorophenvl)ethyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1 2-dihydropyridine-3-carboxamide APCI-MS m/z:419
[MH+],  ~., 20 Example 2.113 N-f2-(2-Fluorophenyethyll-6-methyl-2-oxo-1-[3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 418
[MH+]. 2s Example 2.114 N-(2-Cyclohex-l-en-1-ylethyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 405
[M13+]. Example 2.115 N-f2-(4-Bromophenyl)ethyll-6-methyl-2-oxo-l-f3- 



30 (trifluoromethyl)phenyll-12-dihydropyridine-3-carboxamide WO 20041043924
PCT/SE2003/001739  82  APCI-MS m/z: 481 [MI3+]. Example 2.116
6-Methyl-2-oxo-N_[(1S)-1-nhenylethy11-1-f3- (trifluoromethvl)nhenyli
l,2-dihypyridine-3-carboxamide s APCI-MS m/z: 401 Example 2.117
N-(3-Bromobenzyl)-6-methyl-2-oxo-l-f3-(.trifluoromethyl)phenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 467 [MH+].  10 Example 2.118
N-(4-Bromobenzyll)-6-methyl-2-oxo-l-f3-(trifluoromethvl)phenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 467 [MII+1, is Example 2.119
N-(2-Bromobenzvl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 467 [MH+]. Example 2.120
N-(3.4-Dihydro-2H-pyran-2-ylmethyl)-6-methyl-2-oxo-l-f3- 20
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 393
[MH+]. Example 2.121 6-Methyl-N-(4-methylbenzyl)-2-oxo-I-
3-(trifluoromethyl)nheny1Z  1.2-dihydronvridine-3-carboxamide 25 APCI-MS
m/z: 401 [MH+]. Example 2.122 6-Methyl-N-(l-nayhthylmethyl)-2-oxo-l-f3-
(tiifluoromethyl)nhenvll-1,2-dihydropyridine-3-carboxamde  APCI-MS m/z: 437
[MH+ 30 WO 2004/043924 PCTISE20031001739  83 



Example 2.123
N-(2-Ethoxybenzyl)-6-methyl-2-oxo-l-13-(trifluoromethyl)nhenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS nih: 431 [Me] s Example 2.124
6-Methyl-N-(3-methvlbenzyl)-2-oxo-l-13-(trifluoromethvl)phenyll-
1.2-dihydropyridine-3-carboxamide APCI-MS m/z: 401 [MH+]. Example 2.125
N-(4-Fluorobenzvl)-6-methyl-2-oxo-1-(3-(trifluoromethvllphenvll- io
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 405 [MH+]. Example 2.126
N-(1,3-Benzodioxol-5-ylmethyl)-6-methyl-2-oxo-l-(3-
(trifluoromethyl)phenvll-l.2-dihydropyridine-3-carboxamide  ry is APCI-MS
m/z: 431 [MH+]. Example 2.127 N-(2 4-Dichlorobenzyl)-6-methyl-2-oxo-1-[3- "
(trifluoromethyl)phenyl1-1.2 dihvdropyndme-3-carboxamide  APCI-MS mlz: 456
[MH+ C20 Example 2.128
6-Methvl-N-(2-methvlbenzv1)-2-oxo-1-f3-(trifluoromethy1)p henv1l-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 401 M]. 25 Example 2.129
N-(3.4-Difluorobenzyl)-6-methyl-2-oxo-l-(3- ( u methv1) p henv1l-1 2-dihydro
ine- -c rb xamide tnfl oro nd 3 a o  Py  APCI-MS m/z: 423 [MH+]. Example
2.130 N-(2-Fluorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethvl)phenyll- so
1.2-dihydropdine-3-carboxamide WO 2004/043924 PCT/SE2003/001739  84  



APCI-MS m/z: 405 [MH}] I. Example 2.131
N-(2-Chloro-4-fluorobenzyf-6-methyl-2-oxo-l-[3-
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  s APCI-MS m/z:
439 [MH+]. Example 2.132 N-(3.4-Dichlorobenzyl)-6-methyl_2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 456
[VIII+]. i  m Example 2.133
6-Methyl-N-f(5-methyl-2-furvl)methyll-2-oxo-l-f3-
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 391
[MFI+]. is Example 2.134
6-Methyl-2-oxo-N-1.2,3.4-tetrahydronajhthalen-l-yl-l-f3-
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 427
[Me] Example 2.135 N-(2,3-DimethoxybenzyI)-6-methyl-2-oxo-l-f3- 20
(trifluoromethyl)phenv11-1.2-dihvdropyridine-3-carboxamide  APCI-MS m/z: 447
[Me], Example 2.136 N-f1-(4-ChloroRhenyl)ethyll-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenvll-1,2-dihvdropyridine-3-carboxamide  25 APCI-MS m/z:
434 [MH+]. Example 2.137 N-(2.5-Difluorobenzvl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyl-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 423
[Mli+]. 30 WO 2004/043924 PCTISE2003/001739  85 Example 2.138 Methyl 4-4 [({
6-methyl-2-oxo-l-f3-(trifluoromethyll)phenyll-12  dih)dropyridin-3-yl I
carbonyllaminomethyl }benzoate APCI-MS m/z: 445 [MHO]. 



5 Example 2.139 6-Methvl-2-oxo-N-(4-nh enoxybenzyl)-l-f3-
(trifluoromethyl)uhenvll-1.2-dihydropvridine-3-carboxamide  APCI-MS m/z: 479
[U1+]. Example 2.140
N-f(2.2-Dimethvl-1,3-dioxolan-4-yl)methyll-6-methyl-2-oxo-l-f3- io
(trifluoromethyl)phenyll-1,2-dihydrop3ridine-3-carboxamide APCI-MS m/z: 411
[NH]. Example 2.141 6-Methyl-N-r(5-methylisoxazol-3-yl)methyll-2-oxo-l-f3-
(trifluoromethyI)phenyll-1,2-dihydropyridine-3-carboxamide  is APCI-MS m/z:
392 [MH+]. Example 2.142 N-f(2,5-Dimethvl-3-furyflmetbyll-6-methyl-2-oxo-1
43- (trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z:
405 [MH+). C20 Example 2.143
N-(3-Furylmethyl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll-
1,2-dihydropvridine-3-carboxamide APCI-MS m/z: 377 [IvUf J. 25 Example 2.144
6-Methyl-2-oxo-N-f4-(1H-pvrazol-l-yl)benzyll-l-f3- (trifluoromethv])phen ly
1=12 dihydropyridine-3-carboxamide APCI-MS m/z: 453 Example 2.145
6-Methyl-2-oxo-N-(4-thien-2-ylbenz 1)y 1-f3- 3o
(trifluoromethyl)12henyll-12-dihydropyridine-3-carboxamide WO 2004/043924
PCT/SE2003/001739  86  APCI-MS mlz: 469 [MH+]. Example 2.146
N-f2-(1.3-Benzodioxol-5-yl)ethyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  5 APCI-MS m/z:
445 [MH+]. Example 2.147 6-Methyl-2-oxo-N-(2-thien-2
ylethyI)-1-[3-(trifluoromethyl)phenXll- 1.2-dihvdropyridine-3-carboxamide 



APCI-MS mlz: 407 [MH+].  10 Example 2.148
N-f2-(4-Tert-butylphenyl)ethyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)nhenvll-1,2-dihydrovvridine-3-carboxamide  APCI-MS m/z: 457
[MH+]. is Example 2.149 6-Methyl-N-f2-(4-methylphen ly )ethyll-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  APCI-MS m/z: 415
[MH+]. Example 2.150
N-I2-f4-(Aminosulfonyl)phenyllethyll-6-methyl-2-oxo-l-f3- 20
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 480
[MH+]. Example 2.151 6-Methyl-2-oxo-N-f(1R)-1-phenvlethyll-l-f3-
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carboxamide  2s APCI-MS m/z:
401 [MH+]. Example 2.152 3-( f4-(2-Methoxyphenyl)piperazin-1-yllcarbonyl
}-6-methyl-143- (trifluoromethyl)phenvllpyridin-2(lH)-one APCI-MS m/z: 472
[Me],  30 ~- WO 2004/043924 PCT/5E2003/001739  87 Example 2.153
N-f(4-Cyanocyclohexvlfinethvll-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 418
[MH+7. 5 Example 2.154
3-1f4-(4-Fluoro4henyl)piperazin-l-y11carbony11-6-methyl-l-f3-
(trifluoromethvl)phenyllpyridin-2(1H)-one  APCI-MS m/z: 460 [Me]. Example
2.155 N-f2-(4'-Fluoro-1.1'-biphenyl-4-yl)ethyll-6-methyl-2-oxo-l-f3- to
(trifluoromethvfphenyll-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 495
[M[3+]. 



Example 2.156 N-(2-Hydrox)-l-phenylethvl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  is APCI-MS m/z:
417 [MIl*7. Example 2.157 6-Methyl-2-oxo-N-f(2R)-2-phenylcyclopropvll-1-f3-
(trifluoromethyl)phenyll-l,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 413
[MFI+]. C 20 Example 2.158
N-fl-(4-Chlorobenzyl)piperidin-4-yll-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phenyll-l,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 504
[M lt]. 25 Example 2.159 6-Methyl-N-(2-morpholin-4-ylethyl)-2-oxo-l-f3-
(trifluoromethyl)phenyll-l,2-dihydrgpvridine-3-carboxamide  APCI-MS rn/z:
410 [MHt], Example 2.160 N-f2-(4-Chlorophenyl)ethvll-6-methyl-2-oxo-l-f3- 30
(trifluoromethyl)p_henyll-l,2-dihydropyridine-3-carboxamide WO 2004/043924
PCT/SE20031001739  88  APCI-MS m/z: 435 [MH+]. Example 2.161
N-(2-Hydroxv-2-phen lethyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-l.2-dihydropyridine-3-carboxamide  s APCI-MS m/z:
417 [MH+]. Example 2.162 N-Cvclopentyl-6-methyl-2-oxo-l-f3-(trifluorometh
1)y nhenyll-1.2- dihydropyddine-3-carboxamide APCI-MS mlz: 365 [MH+]. {  i0
Example 2.163 N-[2-(IH-Irnidazol-4-yl)ethyll-6-methyl_2-oxo-l-[3-
(trifluoromethvl)yhenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS mlz: 391
is Example 2.164 N-(3.5-Dimethoxybenzyl)-6-methyl-2-oxo-1-[3- 



(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  APCI-MS m/z: 447
[MH+]. Example 2.165 N-(4-Hydroxycyclohexvl)-6-methyl-2-oxo-l-f3- 20
(trifluoromethy-1)nhenyll-1.2-dihydrQpvridine-3-carboxamide  APCI-MS mlz:
395 [MIi+]. Example 2.166 6-Methyl-2-oxo-N-(2-Qyridin-2-ylethyl)-1-f3-
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  25 APCI-MS m/z:
402 [MH+]. Example 2.167 6-Methyl-2-oxo-N-1H-1.2.4-triazol-3-yl-1-f3-
(trifluoromethyl)phenyll-1.2-dihydropyridine 3-carboxamide  APCI-MS m/z: 364
[MH+]. 30 WO 2 0 0 4104 39 2 4 PCT/SE2003/001739  89 Example 2.168 N-f
1-(Hyddroxymethyl)-2-methylpronyll-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z: 383
[Me] s Example 2.169 3-f [3-(3,4-DichlorophenoxY12vrrolidin-1-yllcarbonyl1
6-methyl-l- f3-(trifluoromethyDphenyjlpvridin-2(1H)-one  APCI-MS Yin/z: 512
[MH+], Example 2.170 6-Methyl-2-oxo-N-(pyridin-3-yImethyl)-l-f3- io
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  APCI-MS m/z: 388
[MH+] Example 2.171
N-(2-Methoxyethyl')-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyll- 1
2-dihydropyridine-3-carboxamide is APCI-MS m/z: 355 [MH+] Example 2.172
N-(2-Hydroxypropyl)-6-methyl-2-oxo-l-f3-
(trifluoromethvl')phenyll-l,2-dihydropyridine-3-carboxamide  APCI-MS m/z:
355 [MII ]. 



20 Example 2.173 Ethyl 4-f([6-methyl-2-oxo-1-[3-(trifluoromethyl)phenvl
dihydropyridin-3 1 I carbonyl)aminolpiperidine-l-carboxylate APCI-MS m/z:
452 [MH+]. 25 Example 2.174
N-[3-(1H-Imidazol-1-vDpropyll-6-methyl-2-oxo-l-f3- (trifluoromethyl)phen 1
-1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 405 [M$}]. Example 3
N-(4-Chlorobenzyl)-1-(3-methylnhenyl)-2-oxo-l,2-dihydropyridine- 30
3-carboxamide WO 20041043921 PCT/SE2003/001739  90 a) Diethyl f3-ethoxyprop
2-enylidenelmalonate Diethyl malonate (160 g, 1.0 mole) was added dropwise
to a stirred, refluxing solution of  1,1,3,3-tetraethoxypropane (330 g, 1.5
Cool), acetic anhydride (306 g, 2.0 moles) and zinc  s chloride (10 g, 0.073
mole) over a period of 30 minutes. The mixture was heated for 1 h, and after
that a Dean-Stark apparatus was connected and the lower boiling components
were distilled off. Additional acetic anhydride (150 ml) was added and
refluxing was  continued for 1 h. The reaction mixture was distilled to give
the title compound as a yellow  oil (182 g, 75%), b.p. 139-143 C at 0.8 nun
Hg. 10 'H NMR (CDCI3): S 7.38 (111, d, J=12.1 Hz); 7.04 (11-1, d, J=12.2
Hz); 6.19 (1H, t, J=12.1  Hz); 4.27 (21L q); 4.21 (2H, q); 3.96 (2H, q);
1.36-1.24 (9H, m). hl Diethyl 3-1(3-methylphen)rlIamino ro
-2-envlidene}malonate Diethyl [3-ethoxyprop-2-enylidene]malonate (9.7 g, 40
mmol) and rn toluidine (4.3 g, 40;  mmoI) were dissolved in ethanol (150 ml)
and stirred at room temperature for three days.  1s The solvents were
evaporated off. Column chromatography on silica using heptane/ethyl acetate
(4:1) as eluent afforded the title compound as an oil, which solidified
after standing  fora couple of days (10 g, 83%). 'H NMR (CDC13): 8 7.65
(111, d, J=12.4 Hz); 7.39 (211, brd, 1=7.7 Hz); 7.19 (1H, t, J=7.7  Hz);
6.85 (1H, d, J=7.7 Hz); 6.75 (111, s); 6.73 (11-1, d, J=6.5 Hz); 6.46 (IH,
in, J=12.4, 6.5  



20 Hz); 4.32 (211, q); 4.25 (2H, q); 2.35 (3H, a); 1.36 (3H, t) 1.33 (3H,
t). APCI-MS m/z: 304 [MH+] c)
1-(3-Methylphenvl)-2-oxo-1.2-dihydropyridine-3-carboxylic acid Diethyl
(3-[(3-methylphenyl)amino]prop-2-enylidene)malonate (10 g, 33 mmol) was
mixed with 2M sodium hydroxide solution (100 ml) and stirred at room
temperature for 30  25 minutes. The reaction mixture was extracted (washed)
with ethyl acetate and the water phases were acidified with hydrochloric
acid to pH 3-4. An orange coloured precipitate  appeared and was filtered
off, washed with water and dried to afford the title compound  (7.3 g, 97%).
WO 2004/043924 PCT/SE2003/001739  91 1H NMR (CDCI3): S 14.08 (1H, s); 8.64
(1H, dd, J=7.2, 2,2 Hz); 7.72 (1H, dd, J=6.7, 2.2   Hz); 7.47 (1H, t, J=7.7
Hz); 7.37 (1H, d, 1=7.7 Hz); 7.23 (1H, s); 7.21 (1H, brd); 6.67 (1H,  t,
J=7.2, 6.7 Hz); 2.47 (3H, s). APCI-MS m/z: 230 [MH+]. s d4
N-(4-Chlorobenzvl)-l-(3-methylphenyl)-2-oxo-1.2-dihvdropyridine-3-carboxamid
e  To a mixture of 1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic
acid (115 mg,  0.5 mmol), HATU (209 mg, 0.55 mmol), HOAT (75 mg, 0.55 mmol)
and DIEA (275 }tl,  1.6 mmol) in dichloromethane (2.5 ml) was added
4-chlorobenzylamine (71 mg, 0.5 mmol) C in dichloromethane (1 ml). The
reaction was stirred for 1 h at room temperature. More 10 dichloromethane
was added and the crude product was washed twice with aqueous sodium
hydrogencarbonate, 0.5M aqueous citric acid and water. The solvent was
removed in  vacuo and the residue was purified by column chromatography on
silica using  dichloromethane/ethyl acetate (4:1) as eluent to afford the
title compound in almost  quantitative yield. 15 1HNMR (CDCl3): S 10.10 (1H,
brt); 8.68 (1H, dd); 7.58 (11-1, dd); 7.43 (IH t); 7.33-7.25  (5H, m);
7.20-7.14 (2H, m); 6.53 (1H, t); 4.59 (21L d); 2.45 (3H, s). APCI-MS m/z:
353 [MH+]. Example 4
N-(4-Chlorobenzvl)-6'-methyl-2-oxo-2H-1.2'-bipylidine-3- 



20 carboxamide a) Dieth ly
{3-F(6-methylpyridin-2-yl)aminolpron-2-enylidenelmalonate  Diethyl
[3-ethoxyprop-2-enylidene]malonate (1.7 g, 7 mmol) and 2-amino-6-
methylpyridine (1.08 g, 10 mmol) were heated (without solvent) at 140 C for
6 h. The 25 reaction mixture was worked-up as described in Example 3 (b) to
afford the title  compound. APCI-MS m/z: 305 [MH+]. b) 6'-Methyl-2-oxo-2Ii
1,2'-binyridine-3-carboxylic acid The title compound was prepared from
diethyl {3-[(6-methylpyridin-2-yl)amino]prop-2- 3o enylidene}malonate using
the method described in Example 3 (c). WO 2004/043924 PCT/8E20031001739  92
tH NUR (CDCI3): S 14.02 (1H, brs); 8.65 (111, dd); 8.20 (1H, dd); 7.84 (1H,
t); 7.68 (1H,  d); 7.33 (1H, d); 6.72 (111, t); 2.64 (3H, s), APCI-MS rn/z:
231 [MH+j. c) N-(4-Chlorobenzyl)-6'-meth lv
2-oxo-2H-1,2'-bipvridine-3-carboxamide s The title compound was prepared
from 6'-methyl-2-oxo-2H-1,2'-bipyridine-3-carboxylic  acid and
4-chlorobenzylamine using the method described in Example 3 (d). 'H NMR
(CDC13): 8 10.04 (1H, brt); 8.68 (1H, dd); 7.95 (1H, dd); 7.79 (111, t);
7.55 (211,  d); 7.29 (511, brd); 6.58 (111, t); 4.61 (21-L d); 2.62 (311,
s). APCI-MS m/z: 354 [MH+].  10 The compounds of Examples 4.1 to 4.18 were
prepared by a method analogous to that  described for Example 4. Example 4.1
N-(4-Methoxybenzyl)-1-(3-methkphenyl)-2-oxo-1,2- is
dihvdropyridine-3-carboxamide 'H NMR (CDC13): S 9.98 (111, bit); 8.68 (111,
dd); 7.56 (111, dd); 7.42 (1H, t); 7.32-7.25  (311, m); 7.18-7.13 (2H, m);
6.84 (211, d); 6.52 (111, t); 4.56 (211, d); 3.79 (3H, s); 2.43 (3H,  s). 



APCI-MS m/z: 349 [MH+1.  20 Example 4.2 Methyl 4-[(f El
-(3-methvlphenyl)-2-oxo-1,2-dihydropyridin-3- yl)carbonyl I
amino)methvlibenzoate 'H NUR (CDCl3): S 10.17 (111, brt); 8.69 (111, dd);
7.98 (211, d); 7.59 (1H, dd); 7.46-7.40  (311, m); 7.32 (111, d); 7.20-7.16
(211, m); 6.54 (111, t); 4.69 (211, d); 3.92 (311, a); 2.45 (311,  25 s).
APCI-MS mIz: 377 [MH+]. Example 4,3 4-f(f f
1-(3-Methyllphenyl)-2-oxo-1,2-dihydropyridin-3- llcar onyilamino)methyll
benzoic acid WO 2004/043924 PCT/SE2003/001739  93 A suspension of methyl
4-[({[1-(3-methylphenyl)-2-oxo-1,2-dihydropyridin-3-
yl]carbonyl}amino)methyl] benzoate (120 mg, 0.32 mmol) and 2M sodium
hydroxide  solution (0.5 ml) in methanol (20 nil) and water (10 ml) was
stirred at 40 C overnight. The  methanol was evaporated off and the aqueous
solution was acidified with I M hydrochloric s acid (1 ml). A beige coloured
precipitate appeared which was filtered off, washed twice  with water and
dried to afford the title compound (110 mg, 95%). 'H NMR (DMSO-d6): S 12.84
(1H, s); 10.05 (1H, t); 8.45 (1H, dd); 7.99 (1H, dd); 7.88  (2H, d);
7.43-7.38 (3H, m); 7.30 (11-L d); 7.27 (1H, s); 7.24 (1H, d); 6.61(1H, t);
4.57 (21-L  C d); 2.35 (3H, s). 10 APCI-MS m/z: 363 [MH+]. Example 4.4
N-(4-Chlorobenzyl)-l-(2-fluoro-5-methylphenyl)-2-oxo-1.2-
dihydropyridine-3-carboxamide 'H NMR (CDC13): S 9.97 (1H, brt); 8.69 (1H,
dd); 7.51 (111, dd); 7.31-7.26 (511, m); 7.21- is 7.15 (2H, m); 6.56 (1H,
t); 4.59 (211, brs); 2.40 (3H, s). APCI-MS m/z: 371 [MH+]. Example 4.5
1-(2-Fluoro-5-methylphenyi)-N-(4-methoxvbenzyl)-2-oxo-1.2-.
dihydropyridine-3-carboxamide 



~. 20 'H NMR (CDC13): S 9.86 (11L bit); 8.69 (111, dd); 7.49 (1H, dd);
7.30-7.25 (3H, in); 7.20- 7.14 (211, m); 6.84 (2H, d); 6.54 (1H, t); 4.56
(2H, brd); 3.79 (31-L s); 2.39 (3H, s).  APCI-MS m/z: 367 [H+1 Example 4.6
N-14-(Dimethylamino)benzyLl-(2-fluoro-5-methvlphenyl)-2-oxo- 25
1,2-dihvdropyridine-3-carboxamide 'H NMR (CDC13): S 9.78 (1H, bit); 8.69
(11L dd); 7.47 (1H, dd); 7.27 (11-L dd); 7.22 (211,  d); 7.19-7.13 (2H, m);
6.68 (2H, d); 6.53 (1H, t); 4.53 (2H, brd); 2.92 (6H, s); 2.39 (3H, s).
APCI-MS m/z: 380 [MH+]. WO 2004/043924 PCTISE2003/001739  94 Example 4.7
N-14_(Aminosulfonyl)benzyll-l-(2-fluoro-5-meal ylphenyl) 2-oxg-
1,2-dihydropyridine-3-carboxamide 'H NMR (CDC13): 810.11 (1H, brt); 8.69
(1H, dd); 7.86 (211, d); 7.54 (111, dd); 7.48 (2H,  d); 7.30 (11-1, dd);
7.20 (2H, d); 7.17 (211, brd); 6.58 (1H, t); 4.68 (2H, brd); 2.41 (311, s).
s APCI-MS m/z: 416 [MH+]. Example 4.8
N-(4-Chlorobenzyl)-4'-methyl-2-oxo-2H-1.2'-bipyridine-3- carboxamide 'H NMR
(CDC13): 810.02 (1H, brt); 8.68 (1H, dd); 8.48 (1H, d); 7.94 (1H, dd); 7.58
(111,  ,o s); 7.30-7.28 (4H, m); 7.23 (114, d); 6.58 (1H, t); 4.61 (2H, d);
2.48 (311, s). APCI-MS m/z: 354 [MH+]. Example 4.9
N-(4-Chlorobenzyl)-1-(2,5-dimethylphenyl' 2-oxo-1,2-
dihydropyridine-3-carboxamide is 'H NMR (CDCI3): 8.10.11(111, brt); 8.69
(1H, dd); 7.47 (1H, dd); 7.29-7.20 (611, m); 7.02  (IH, s); 6.54 (111, t);
4.59 (2H, m); 2.38 (311, s); 2.09 (311, s). APCI-MS m/z: 367 [MH+]. Example
4.10 1-(2,5-Dimethylphhenyl)-N-(4-methoxybenzyl)-2-oxo-1.2- 20
dihydropyridine-3-carboxamide 'H NMR (CDCl3): 8 9.97 (111, brt); 8.67 (111,
dd); 7.43 (111, dd); 7.27-7.16 (411, m); 6.99  (1H, s); 6.81 (211, d); 6.50
(111, t); 4.53 (2H, m); 3.77 (311, s); 2.35 (3H, s); 2.07 (311, s).  



APCI-MS m/z: 363 [MH+1. 25 Example 4.11
N-[4-(Dimethylamino)benzyll-l-(2,5-dimethylphenvl)-2-oxo-1,2-
dihydrooyridine-3-carboxamide 'H NMR (CDCI3): 8 9.91 (1H, brt); 8.69 (111,
dd); 7.43 (1H, dd); 7.26-7.19 (411, m); 7.01  (111, s); 6.68 (211, d); 6.52
(111, t); 4.52 (211, m); 2,92 (611, s); 237 (311, s); 2.08 (311, s).
APCI-MS m/z: 376 30 WO 2004/043924 PCT/SE2003/001739  95 Example 4.12
N-(4-Chlorobenzyl)-1-f2-methyl-5-(trifluoromethypheny11-2-oxo- 1,2-dihydroQ
ridine-3-carboxamide 'H NMR (CDCI3): 8 9.94 (1H, brt); 8.72 (1H, dd); 7.69
(1H, dd); 7.53 (1H, d); 7.50 (1H,  s); 7.46 (1H, dd); 7.28 (4Ii, s); 6.60
(1H, t); 4.59 (2H, m); 2.23 (3H, s). s APCI-MS m/z: 421 [MH}]. Example 4.13
N-(4-Methoxybenzvl)-1-[2-methyl-5-(trifluoromethvl)phenv11-2-
oxo-1.2-dihydropvridine-3-carboxamide C 'H NMR (CDC13): 6 9.80 (1H, brt);
8.71 (11-1, dd); 7.65 (111, dd); 7.50 (1H, d); 7.47 (1H,  to . s); 7.42
(111, dd); 7.27-7.24 (411, m); 6.82 (2H, d); 6.56 (1H, t); 4.54 (2H, m);
3.76 (3H, s);  2.19 (3H, s). APCI-MS m/z: 417 [MH+]. Example 4.14
N-[4-(Dimethylamino)benzyll-l-f2-methvl-5- is
(trifluoromethyl)pheny11-2-oxo-l.2-dihvdropvridine-3-carboxamide 'H NMR
(CDC13): S 9.75 (IH, brt); 8.73 (1H, dd); 7.67 (IH, dd); 7.52 (1H, d); 7.49
(1H,  s); 7.42 (IH, dd); 7.23 (211, d); 6.69 (211, d); 6.57 (1H, t); 4.53
(2H, m); 2.92 (611, s); 2.21  (3H, s). APCI-MS m/z: 430 [MH+].  20 Example
4.15 N-Benzyl-5-methvl-2-oxo-1-[3-(tritluoromethyl)ohenyll-1,2-
dihvdropyridine-3-carboxamide 



APCI-MS m/z: 3 87 [Mel. 25 Example 4.16
N-(2-Chlorobenzyl)-5-methyl-2-oxo-1-[3-(trifluoromethyl)phenyll-
1,2-dihydropyridine-3-carboxamide APCI-MS m/z: 421 [MH+]. Example 4.17
5-Methyl-2-oxo-N-(2-phenyl) 1-f3-(trifluoromethyl)phenvll- 30
1,2-dihydroyyridine-3-carboxamide WO 21104/043924 PCT/SE2003/001739  96
APCI-MS m/z: 401 [MH+]. Example 4.18
N-(4-Chloronhenvl)-5-methyl-2-oxo-l-f3-(trifluoromethyl)nhenvll-
1,2-dihydropyridine-3-carboxamide s APCI-MS m/z: 407 [MH+]. Example 5
6-Ethyl-N-[4-(methylsulfonvl)benzyl]-2-oxo-1-[3-
(trifluoromethyl)phenyl-1,2-dihydropyridine-3-carboxamide  to a)
6-Ethyl-2-oxo-l-[3-(trifluoromethyl
Rhhen)!ll-l.2-dihvdropyridine-3-carboxylic acid The title compound was
prepared from ethyl 3-oxo-3-1[3-(trifluoromethyl)phenyl] amino }propanoate
and 1-methoxypent-l-en-3-one using the method described in Example  1 steps
(a) and (b). 'H NMR (CDC13): S 13.75 (1H, brs); 8.59 (1H, d); 7.87 (111, d);
7.79 (1H, t); 7.55 (1H, s);  is 7.49 (IH, d); 6.61 (1H, d); 2.37 (2H, q);
1.20 (3H, t). APCI-MS m/z: 312 [MH+]. b)
6-Ethyl-N-f4-(methylsulfonyl)benzyll-2-oxo-l-[3-(trifluoromethyl)phenyll1.2-
dihydropyridine-3-carboxamide The title compound was prepared from
6-ethyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2- 2o
dihydropyridine-3-carboxylic acid and 4-(methylsulfonyl) benzylamine
hydrochloride  using the method described in Example 3 (d). 'H NMR (CDCI3):
5 10.00 (IH, brt); 8.64 (111, d); 7.88 (2H, d); 7.82 (1H, d); 7.75 (1H, t);
7.53 (2H, d); 7.52 (1H, s); 7.45 (1H, d); 6.51(1H, d); 4.68 (2H, m); 3.02
(3H, s); 2.31 (2H,  q); 1.17 (3H, t). 



25 APCI-MS m/z: 479 [MH+]. The compounds of Examples 5.1 and 5.2 were
prepared by a method analogous to that  described for Example 5. WO
2004/043924 PCTISE2003/001739  97 Example 5.1 N
[4-(Methylsulfonyl)benzvll-2-oxo-6-propyl_1-f3- (trifluoromethyl phen ly
l-1,2-dihydronyridine-3-carboxamide 'H NMR (CDC13): S 10,00 (1H, brt); 8.62
(1H, d); 7.88 (2H, d); 7.83 (1H, d); 7.75 (1H, t);  7.53 (211, d); 7.52 (1H,
s); 7.45 (111, d); 6.49 (1H, d); 4.68 (2H, m); 3.02 (31L s); 2.26 (211,  s
t); 1.55 (2H, sxt); 0.87 (3H, t). APCI-MS m/z: 493 W]-Example 5.2
6-Butyl-N-f4-(methylsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethyl)phenv11.2-dihvdropyridine-3-carboxanride  10 'H NMR
(CDC13): 810.00 (1H, brt); 8.62 (1H, d); 7.88 (2H, d); 7.83 (1$ d); 7.75
(111, t); 7.54 (2H, d); 7.52 (1H, s); 7.45 (1H, d); 6.49 (1H, d); 4.68 (211,
m); 3.03 (311, s); 2.29 (21-L  t); 1.49 (2H, qv); 1.24 (2H, sxt); 0.80 (3H,
t). APCI-MS mlz: 507 [MH+]. is Example 6
6-(Methoxvmethvl)-N-14-(methylsulfonyl)benzvll-2-oxo-1-[3-
(trifluoromethyDphenyl] 1.2-dihydropyridine-3-cattoxamide a)
6-(Bromomethyl)-2-oxo-l-[3-(trifluoromethyl)phenyll-1,2-dihydrop idine-3-
carboxylic acid C 20 The title compound was prepared by refluxing
6-methyl-2-oxo-1-[3-(trifluoromethyl)
phenyl]-1,2-dihydropyridine-3-carboxylic acid (297 mg, 1 mmol),
N-bromosuccinimide  (240 mg, 1.3 mmol) and 2,2'-azobis-2-methylpropionitrile
(AIBN) (15 mg) in carbon  tetrachloride/chloroform (2:1, 5 ml) overnight.
The solvent was evaporated to give the title  compound. 2s APCI-MS m/z:
376/378 [MHO]. b)
6-(Methoxymethv])-2-oxo-l-f3-(trifluoromethvl)phenyll-1,2-dihydronyridine-3-
carboxylic acid The title compound was prepared by heating crude
6-(bromomethyl)-2-oxo-1-[3- 



(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid with an
excess of sodium  30 methoxide in methanol at 40 C for 15 minutes. The
organic solvents were removed, water WO 2004/043924 PCT/SE2003/001739  98
was added and the reaction mixture was washed with ethyl acetate. The water
phases were  acidified with hydrochloric acid to pH 3-4. A yellowish
precipitate appeared which was  filtered off, washed (water and
water/methanol,1:1) and dried to give the title compound.  'H NMR (CDC13): 8
13.66 (1H, brs); 8.63 (1H, d); 7.87 (111, d); 7.77 (1H, t); 7.58 (1H, s);  s
7.50 (1H, d); 6.84 (1H, d); 3.96 (2H, d); 3.27 (3H, s). APCI-MS m/z: 328
[MH+]. cl 6-(Methoxymethyl)-N-[4-(methvlsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide  The title
compound was prepared from 6-(methoxymethyl)-2-oxo-1-[3 1o
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid and
4-(methylsulfonyl)  benzylamine hydrochloride using the method described in
Example 3 (d). 'H NMR (CDC13): 5 9.98 (1H, brt); 8.67 (IH, d); 7.87 (211,
d); 7.82 (1H, d); 7.73 (1H, t);  7.53 (314, m); 7.47 (IH, d); 6.72 (1H, d);
4.67 (2H, m); 3.92 (2H, d); 3.23 (3H, s); 3.01  (3H, s). 1s APCI-MS m/z: 495
[MH+]. Example 7 6-(Hydroxvmethyl)-N-f4-(methylsulfonvl)benzyll-2-oxo-1-F3-
(trifluoromethyl)phenyll-1.2-dihvdronvridine-3-carboxamide  20 a)
6-(Hydroxvmethyl)-2-oxo-l-f3-(trifluoromethyll)phenvll-1.2-dihydrovvridine-3
- carboxylic acid The title compound was prepared by heating
6-(bromomethyl)-2-oxo-l-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid and dilute
sodium  hydroxide in methanol for a few minutes. The reaction mixture was
washed with ethyl 2s acetate. The water phases were acidified with
hydrochloric acid. A precipitate appeared  which was recrystallised several
times from ethyl acetate/methanol to give the title  compound. 



'H NMR (DMSO-d0): 8 13.99 (1H, bra); 8.53 (1H, d); 8.00 (111, s); 7.94 (111,
d); 7.83 (1H,  t); 7.81 (1H, d); 6.94 (1H, d); 5.85 (1H, t); 3.99 (2H, d).
3o APCI-MS m/z: 314 W1. WO 2004/043924 PCT/SE2003/001739  99 b)
6-(Hydroxymethyl)-N-f4-(methylsulfonyl)benzyll-2-oxo-l-[3-
(trifluoromethyl)phen l -1,2-dihydropyridine-3-carboxamide The title
compound was prepared from 6-(hydroxymethyl)-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid and
4-(methylsulfonyl)  s benzylamine hydrochloride using the method described
in Example 3 (d). tH NMR (DMSO-d6): 5 9.92 (111, brt); 8.49 (111, d);
7,92-7.81 (413, m); 7.78 (1Ii, t); 7.71  (1H, d); 7.53 (2H, d); 6.78 (111,
d); 5.71 (111, t); 4.57 (211, brd); 3.95 (211, brd); 3.16 (3H,  s). APCI-MS
m/z: 481 [MH}].  10 Example 8 N-f4-(Aminosulfonvl)benzylll-2,4-dioxo-3-f3-
(trifluoromethyl)phenyll-1,2,3,4-tetrahy&opvr]midine-5-carboxamide  a)
2,4-Dioxo-3-f
3-(trifluoromethyl)phenyll-1,2,3,4-tetrahydrogyrimidine-5-carboxylic is acid
3-(Trifluoromethyl)phenyl isocyanate (3.52 g, 22 mmoi) was added quickly to
a vigorously  stirred ice-cooled solution of aqueous ammonia (10 ml, 33%) in
acetonitrile (40 nil). The  mixture was heated at 40 C for 10 minutes and
then the solvent was evaporated. The  resulting urea was redissolved in dry
ethanol (15 ml) and diethyl ethoxymethylene 20 malonate (5 ml, 24.7 mmol)
and finally sodium ethoxide solution (50 mmol in ethanol)  was added, and
the mixture was refluxed for 2 h. Water (10 ml) was added and the  mixture
was allowed to cool, then washed with ethyl acetate, acidified to pH-3 with
cone.  hydrochloric acid and extracted with ethyl acetate. The organic
extracts were dried and  evaporated to give a solid material.
Recrysta]lisation from heptanelethyl acetate afforded  2$ the title compound
(0.5 g, 7%). 



tH NMR (CDC13): 5 12.41 (111, brd, J=6.4Hz); 8.15 (111, d, J=6.4Hz); 7.46
(111, d,  J=7.6Hz); 7.40 (111, t, J=7.6Hz); 7.30 (brs,1H); 7.22 (111, d,
7=7.6Hz). APCI-MS m/z: 300 [M1.-I}], b)
N-f4-(Aminosulfonvl)benzyll-2,4-dioxo-3-f3-(trifluoromethyf)phenyll-1,2,3,4-
30 tetrahydropvrimidine-5-carboxamide WO 2410 4/4143 9 2 4 PCT/SE2003/001739
100 The title compound was prepared from
2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxylic acid and N-[4-(aminosulfonyl)-benzylamine
hydrochloride using the method described in Example 1 (d). tH NMR (DMSO-d6):
S 12.21 (1H, brd); 9.11 (1H, t); 8.29 (1H, s); 7.81 (2H, d); 7.77-7.70  5
(3H, m); 7.65 (111, d); 7.44 (111, d); 7.28 (2H, s); 4.46 (2H, d). The
compounds of Examples 8.1 to 8.8 were prepared using the general method
described  for Example 8. io Example 8.1
N-f4-(Dimethylamino)benzyll-2,4-dioxo-3-f3-
(trifluoromethyl)phenyll-1.2,3.4-tetrahydropyrimidine-5-carboxamide
trifluoroacetate 'H NMR (CD3CN): S 9.73 (1H, brd); 8.96 (1H, brt); 8.35 (1H,
d); 7.79 (1H, d); 7.72 (1I1,  t); 7.63 (113, s); 7.55 (1H, d); 7.36 (211,
d); 7.23 (211, d); 4.49 (211, d); 3.04 (6H, s). is Example 8.2
N-(4-Chlorobenzy)-2,4-dioxo-3-[3-(trifluoromethyl)phenyll-
1.2,3,4-tetrahydropyrimidine-5-carboxamide  'H NMR (CD3CN): S 9.65 (1H,
brd); 8.96 (1H, brt); 8.39 (111, d); 7.80 (1H, d); 7.72 (111,  t); 7.63 (1H,
s); 7.56 (1H, d); 7.33 (2H, d); 7.25 (21f, d); 4.49 (2H, d). 20 Example 8.3
N-(2,3-Dihydro-l-benzofuran-5-yllmethvl)-2,4-dioxo-3-[3-
(trifluoromethvl)phenvll-1.2,3.4-tetrahydropyrimidine-5-carboxamide  'H NMR
(CDC13): S 8.53 (1H, d); 7.76 (IH, m); 7.67 (1H, m); 7.53 (1H, m); 7.44 (1H,
m),  7.13 (1H, m); 7.04 (1H, m); 6.68 (1H, d); 5.28 (2H, d); 4.57 (2H, t);
3.19 (2H, t).  APCI-MS m/z: 432 [NII3+]. 25 Example 8.4
N-f4-(Methylsulfonvl)benzvll-2,4-dioxo-3-f3- 



(trifluoromethyl)phenyl1-1,2,3:4-tetrahydropyrin idine-5-carboxamide 'H NMR
(CDC13): 6 9.05 (IH, m); 8.52 (1H, d); 8.40 (1H, m); 7.88 (2H, d); 7.75 (1H,
d);  7.66 (111, t); 7.53 (1H, m); 7.49 (211, d); 7.44 (111, d); 4.65 (2H,
d); 3.01 (3H, s). 3o APCI-MS m/z: 468 [M[}].  II 4 WO 2004/043924
PCT/SE20031001739  101  Example 8.5
N-(4-Bromobenzyl)-2,4-dioxo-3-f3-(trifluoromethvl)phenyll-
1,2,3,4-tetrahydropvrirnidine-5-carboxamide  'H NMR (CDCI3): 6 8.90 (IH, m);
8.50 (1H, d); 8.32 (1H, m); 7.74 (IH, d); 7.65 (IH, m); s 7.52 (1H, m); 7.42
(3H, m); 7.16 (2H, d); 4.50 (2H, d).  APCI-MS m(z: 467[MH ]. Example 8.6
N-(4-Methoxybenzyl)-2,4-dioxo-3-13-(trifluoromethyDphenyll-
1,2,3,4-tetrahydropyrimidine-5-carboxamide  10 'H NMR (CDC13): 8 8.86 (1H,
m); 8.62- 8.53 (2H, m); 7.77 (111, m); 7.69 (1H, m); 7.55 (1H, m), 7.47 (1H,
m), 7.24 (2H, m); 6.86 (1H, m); 4.52 (2H, d); 3.80 (3H, s).  APCI-MS m/z:
420 [Me] Example 8.7 N-(1,3-Benzodioxol-5-ylmethyl)-2,4-dioxo-3-f3- 15
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrinlidine-5-carboxarnide 'H NMR
(CDC13): 8 8.93 (111, m); 8.71(1H, m); 8.54 (1H, t); 7.76 (1H, d); 7.68 (IH,
t);  7.54 (111, m); 7.46 (1H, d); 7.27 (1H, s); 6.85 (1H, d); 6.76 (1H, d);
5.95 (2H, d); 4.56 (1H,  d); 4.48 (1H, d). APCI-MS m/z: 434 [MH+]  20
Example 8.8 N-(3-Chlorobenzyf-2.4-dioxo-3-f3-(trifluoromethyl)phenyll-
1,2,3,4-tetrahydropvrimidine-5-carboxamide  'H NMR (CDC13): 8 10.07 (1I1,
d); 9.11 (1H, t); 8.54 (III, d); 7.78 (1H, d); 7.69 (1H, t);  7.55 (1H, m);
7.47 (1H, d); 7.29 (1H, m); 7.26 (2H, m); 7.19 (1H, m); 4.58 (2H, d). 



25 APCI--MS m/z: 424 [MIi+] Example 9
1-Butyl-N-f4-(methylsulfonyI)benzyll-2,4-dioxo-3-f3-
(trifluoromethyl)phenyll-1.2,3,4-tetrahydropyrimidine-5-carboxamide  so a)
N-Butyl-N'-f3-(trifluoromethyl)phen llures WO 2094/043924 PCT/SE2003/001739
102 1-Isocyanato-3-(trifluoromethyl)benzene (0.74 ml, 5.34 mmol) was added
to an ice cooled  solution of n-butylamine (1.06 ml, 10.68 mmol) in
acetonitrile (10 ml). The mixture was  stirred for 10 minutes and then the
solvent was evaporated to give the title compound as a  white solid (1.37 g,
99%). s APCI-MS m/z: 261 [MH+]. b) Ethyl
1-butyl-2.4-dioxo-3-13~r]fluoromethyl)phenyll-1.2,3,4-tetrahydropyrimidine-5
- carboxvlate To a solution of N-butyl-N'-[3-(trifluoromethyl)phenyl]urea
(1.37 g, 5.26 mmol) and  diethyl (ethoxymethylene)malonate (2.13 ml, 10.68
mmol) in NMP (6 ml) at 100 C was  10 added potassium tert-butoxide (0.10 g,
0.89 mmol) and the mixture was stirred for 1 h. Ethyl acetate was added and
the mixture was washed with 1M hydrochloric acid, brine and  water. The
solvent was evaporated and the resulting oil was purified by HPLC to give
the  title compound (667 mg, 33%). 'H NMR (CDC13): S'8.33 (1H, s); 7.70 (1H,
d); 7.62 (1H, t); 7.51(1H, a); 7.41 (1H, d);  1s 4.35 (2H, q); 3.89 (2H, t);
1.81-1.74 (2H, m); 1.45-1.33 (5H, m); 0.99 (3H, t).  APCI-MS m/z: 385 [Me]
c)
I-Butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyll-1,2.3.4-tetrahydropvrimidine
-5- carboxy]ic acid A solution of ethyl
1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4 20
tetrahydropyrimidine-5-caiboxy]ate (101 mg, 0.26 mmol) and 0.5M sodium
hydroxide  solution (700 l, 0.35 mmol) in THE was stirred for 2 h. Water was
added and the mixture  was washed with ethyl acetate. Acidification of the
aqueous phase, extraction with ethyl  acetate and removal of the solvent
yielded the title compound (65 mg, 70%). 



`H NMR (CDCI3): S 8.57 (1H, s); 7.79 (111, d); 7.70 (IH, t); 7.55 (IH, s);
7.46 (111, d);  25 3.96 (2H, t); 1.85-1.75 (2H, m); 1.50-1.37 (2H, m); 1.00
(3H, t). APCI-MS m/z: 357 [MH+]. d)
1-Butyl-N14-(methylsulfonyl)benzvl)-2,4-dioxo-3-13-(trifluoromethyl)phenyll-
1.2,3,4-tetrah dropvrinudine-5-carboxamide A solution of
4-methylsulphonylbenzylamine hydrochloride (30 mg, 0.14 mmol) and  ao DIEA
(24 l, 0.14 mmol) in dichloromethane (1 ml) was added to a stirred mixture
of i Ft WO 2004/043924 - PCTISE2003/001739  103
1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine
-5-carboxylic  acid (44 mg, 0.12 mmol), HATU (52 mg, 0.14 mmol), HOAT (19
mg, 0.14 mmol) and  DIEA (63 l, 0.37 mmol) in dichloromethane (1 ml), The
resulting mixture was stirred for  2 h. The solvent was evaporated and the
product was purified by HPLC and by flash s chromatography to give the title
compound (22 mg, 35%). 'H NUR (CDCI3): 5 9.14 (111, t); 8.55 (111, s); 7.89
(211, d); 7.75 (111, d); 7.67 (1H, t);  7.53 (111, s); 7.50 (211, d); 7.44
(111, d); 4.66 (2H, d); 3.93 (211, t); 3.03 (311, s); 1.83-1.75  (211, m);
1.47-1.38 (211, m); 0.99 (3H, t). APCI-MS m/z: 524 [MH+].  10 The compounds
of Examples 9.1 to 9.4 were prepared using the general method described  for
Example 9: Example 9.1 1-(2-Methoxyethyl)-N-f4-(meth ly sulfonyl
benzyll-2,4-dioxo-3-f3- 1s
(trifluoromethyl)phenyll-1,2,3,4-tetrahydrovvrimidine-5-carboxamide 111 NMR
(CDC13): 8 9.13 (111, t); 8.61 (111, s); 7.90 (211, d); 7.75 (111, d); 7.67
(111, t);  7.54 (1H, s); 7.51 (2H, d); 7.45 (1H, d); 4.66 (211, d); 4.12
(211, t); 3.68 (2H, t); 3.40 (311,  s); 3.03 (311, s). APCI-MS mlz: 526
[MH+].  20 



.. Example 9.2 1-Methyl-N-f4-(methvlsulfonyl)benzyll-2,4-dioxo-3-13-
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrimidine-5-carboxamide  1H NMR
(CDC13): 8 9.10 (111, t); 8.57 (111, s); 7.90 (211, d); 7.76 (111, d); 7.67
(111, t);  7.52 (111, s); 7.50 (211, d); 7.43 (1H, d); 4.66 (211, d);
3.61(311, s); 3.03 (311, s). u APCI-MS m/z: 482 [MH+]. Example 9.3
1-Ethyl-N-[4-(methyisulfon l)benzvll-2 4-dioxo-3-f3- (trifluorometh l
henyll-1,2,3,4-tetrahydropyrimidine-5-carboxamide WO 2004/043924
PCT/SE2003/001739  104 'H NMR (CDC13): 8 9.13 (1H, t); 8.58 (114, s); 7.90
(21-1, d); 7.75 (1H, d); 7.67 (1H, t);  7.53 (1H, s); 7.50 (2H, d); 7.44
(1H, d); 4.66 (2H, d); 4.01 (2H, q); 3.03 (311, s); 1.45 (3H,  t) APCI-MS
m/z: 496  5 Example 9.4
N-(4-Chlorobenzyl)-l-(2-methoxyethyl)-2,4-dioxo-3-f3-
(trifluoromethyl)12henyll-1.2.3,4-tetrahydropyrimidine-5-carboxamide  'H NMR
(CDC13): S 8.99 (111, t); 8.60 (1H, s); 7.74 (111, d); 7.66 (111, t); 7.53
(1H, s); 7.44 (1H, d); 7.30-7.22 (4H, m); 4.54 (2H, d); 4.11(2H, t); 3.67
(2H, t); 3.40 (3H, s). ( )  to APCI-MS m/z: 482 Example 10
5-Iodo-6-methyl-N-f4-(tnethylsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide
N-Iodosuccinimide (9.7mg, 0.043 mmol) was added to a stirred solution of
6-methyl-N is
[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropy
ridine-3- carboxamide (20 mg, 0.043 mmol) in trifluoromethanesulfonic acid
(0.5 ml). The mixture .  was stirred for 10 minutes. Dichloromethane (10 ml)
was added and the organic phase was  washed with aqueous sodium
hydrogencarbonate, aqueous sodium thiosulfate and water.  The extracts were
dried and evaporated to give the title compound (100%). 20 'H NMR (CDC13): S
9.81 (1H, brt); 8.86 (1H, s,); 7.88 (211, d); 7.82-7.69 (3H, m); 7.48  



(2H, d); 7.40 (1H, d); 4.65 (2H, m); 3.01 (3H, s); 2.28 (3H, s). The
following Intermediates were prepared using the procedure described in
Example 9(c):  25
1-(2-Methoxyethyl)-2,4-dioxo-3-f3-(trifluoromethyl)phenyll-1,2,3,4-tetrahydr
opyrirnidine- 5-carboxylic acid APCI-MS m/z: 359 [MH+].
3-(3-Chlorophenyl)-l-(2-methoxyethyl)-2,4-dioxo-1,2,3,4-tetrahydrol)yrimidin
e-5- 3o carboxylic acid WO 2004/043924 PCT/SE2003/001739  105  APCI-MS n)/z:
325 [MH+1. 1-Butyl-3-(3-met
hoxyphenyl)-2.4-dioxo-1,2,3,4-tetrahvdroQyrimidine-5-carboxylic acid  tH NMR
(DMSO-d6): S 12.09 (111, br s); 8.79 (111, s); 7.39 (1H, t); 7.01 (1H, dd);
9.91  s (IH, t); 6.85(1H,d); 3.89 (21-L t); 3.74 (3H, s); 1.61 (2H, pentet);
1.30 (2H, hextet); 0.89  (311, t).
1-Butyl-3-(3-(trifluoromethyl)phenyl)-2.4-dioxo-1,2,3,4-tetrahydropvrimidine
-5- carboxylic acid ro 3H NUR MSO-d6 : S 12.55 1H br s); 8.76 1H s);
7.84-7.60 4H in); 3.89 2H t  1.63 (211, pentet); 1.30 (211, hextet); 0.89
(311, t).
1-Butyl-3-(3-chlorophenyl)-2,4-dioxo-1.2,3,4-tetrahydropyrimidine-5-carboxyl
ic acid  APCI-MS m/z 323 jMH 1. 15
1-Butyl-3-(3-cyanophenvl)-2,4-dioxo-1,2.3,4-tetrah
dropyrimidine-5-carboxylic acid 'H NMR (DMSO-d6): S 12.30 (111, br s); 8.74
(1H, s); 7.94-7.85 (211, m); 7.75-7.69 (211,  m); 3.89 (24 t); 1.63 (21-L
pentet); 1.30 (21-L hextet); 0.89 (31-L t). 20 Example 11
N-(4-Chlorobenzyl)-l-(2-methoxyethyl)-2,4-dioxo-3-f3-
(trifluoromethyl)phenyll-1,2,3,4-tetrahvdropyrimidine-5-carboxamide
1-(2-Methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydr
opyrimidine- 5-carboxylic acid (0.016 mmol, 0.2M in NMP) was added to
PS-Carbodiimide resin (60  mg), (0.032 in mmo] 0.3M in and NMP (200 Nl).The
mixture was stirred for 



g  25 15 minutes and 4-chlorobenzylamine (0.019 mmol, 0.3M in NMP) was
added. After  shaking overnight the excess HOBT was scavenged using
PS-Trisamine resin (45 mg),  shaking for 2 h before the resin reagents were
filtered off. The title compound was  obtained after purification using
preparative HPLC. APCI-MS m/z: 482.4 [MH+1.  30 WO 2004/043924 PCT/S
E2003/001739  106 Examples 11.1 to 11.13 were prepared from
1-(2-methoxyethyl)-2,4-dioxo-3-[3-
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and
the  appropriate amine using the general procedure described in Example 11:
s Example 11.1 N-(4-Methoxybenz I-(2-methoxyethy -2,4-dioxo-3-[3-
(trifluorometh 1)y phenyll-1,2,3,4-tetrahvdropvrimidine-5-carboxamide
APCI-MS m/z; 478.5 Example 11.2 1-(2-Methoxyeth l
-2,4-dioxo-N-(pyridin-4-ylmethvl)-3-[3- to
(trifluoromethyl]phenyll-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 449.4 [MI3+]. Example 11.3 N-f2-(3,4-Dimethoxyp
enyl)ethyll-l-(2-methoxyethyl)-2.4-dioxo-3- f 3-(trifluoromethyI)ph
enyll-1,2,3,4-tetrahydropvrimidine-5-carboxamide is APCI-MS m/z: 522.5
Example 11.4 142-Methoxvethyll-N-[2-(3-methoxyphenvfethvll-2:4-dioxo-3-[3-
(trifluoromethyl)phenyll-1,2.3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 492.5 [MH+]. 20 Example 11.5
1-(2-Methoxyethyl)-N-(4-methylbenzyl)-2,4-dioxo-3-[3-
(trifluoromethyl)phenyll-1,2.3.4-tetrahydro]2yrimidine-5-carboxamide
APCI-MS m/z: 462.5 [MH+]. 25 Example 11.6
1-(2-Methoxvethyf-N-r4-(methvlsulfonvl)benzvll-2.4-dioxo-3-L  



(trifluoromethvl)nhenyll-1.2.3,4-tetrah vdropyrimidine-5-carboxamide APCI-MS
m/z: 526.5 [MH+]. Example 11.7
N-(4-Fluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3- 30 (trifluoro
ethyl)nhenvll-1.2,3,4-tetrahydropyrimidine-5-carboxamide ;~. WO 2004/043924
PCT/SE2003/001739  107  APCI-MS m/z: 466.4 [Ivffl+]. Example 11.8
N-(1,3-Benzodioxol-5-ylmethvi)-l-(2-methoxyethyl)-2,4-dioxo-3-
f3-(trifluoromethyl henyll-1,23,4-tetrahydropyrim'dine-5-carboxamide s
APCI-MS m/z: 492.5 [MH+]. Example 11.9
N-(2-Chlom-4-fluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-f3-
(trifluoromethyllphenyll-1.2,3.4-tetrah dropyrimidine-5-carboxamide C
APCI-MS m/z: 500.4 [ival+].  10 Example 11.10
N-(3,4-Dichlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-f3-
(trifluoromethyl)phenvll-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 516.4, 518.4 [Me] is Example 11.11 Methyl 4-{ f({
1-(2-methoxyethyl)-2.4-dioxo-3-f3- (trifluorometh 1)y
phenyll-1,2,3.4-tetrahydropyrimidin-5 yl l carbonyl)aminoimethyl) benzoate
APCI-MS m/z: 506.5 [MIi+], 20 Example 11.12
1-(2-Methoxyethyi)-N-i(5-methylisoxazol-3-yl)methyll-2.4-dioxo-3-
f3-(trifluoromethyl)phenvll-1,2,3,4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 453.4 [MH+]. Example 11.13 1-(2-Methoxyeth +yf
-2,4-dioxo-N-f4-(1Hpvrazol-l-yl)benzyll-3-f3- 2s
(trifluoromethyfnhenyll-1.2,3.4-tetrahydropvrimidine-5-carboxamide APCI-MS
m/z: 514.5 [MH+I. Examples 11.14 to 11.29 were prepared from
3-(3-chlorophenyl)-1-(2-methoxyethyl)-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and the appropriate
amine using the  



30 general procedure described in Example 11: WO 2004/043924
PCT/SE2003/001739  108 Example 11.14
N-(4-Chlorobenzyl)-3-(3-chlorophenyl)-l-(2-methoxvethyl)-2,4-
dioxo-1,2,3.4-tetrahvdropvrimidine-5-carboxamide  APCI-MS m/z: 448.4, 450.4
[MA}]. s Example 11.15 3-(3-Chlorophenyf-N-(4-methox
bybenzyl)-1-(2-methoxvethyl)-2,4-
dioxo-1.23.4-tetrahydronyrimidine-5-carboxamide  APCI-MS m/z: 444.4 [MI3+],
10 Example 11.16
3-(3-Ch]oropheny])-1-(2-methoxvethyl)-2,4-dioxo-Nlpyridin-4-
ylrnethyl)-1,2.3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 415.4
[MHO]. Example 11.17
3-(3-Chlorophenyl)-N-f2-(3,4-dimethoxyphenyl)ethvll-l-(2- is
methoxvethyl)-2,4-dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 488.5 [MHJ.. Example 11.18
3-(3-Chloronheny1)-1-(2-methoxvethyl)-N-[2-(3-
methoxyphenyl)ethyll-2,4-dioxo-1.2.3,4-tetrahydropvrimidine-5-carboxamide
[MH+]. i,  20 APCI-MS m/z: 458.5 Example 11.19
N-(3-Bromobenzyf-3-(3-chloro)benv])-1-(2-methoxyeth IY )-2,4- dioxo-1
23,4-tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 492.4, 494.3 [MH+]  25
Example 11.20 3-(3-Chlorophhenyl)-1-(2-methoxvethyl)-N-(4-methy]benz ]y
)_2,4- dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z; 428.4
[MH+]. WO 2004/043924 PCT/SE2003/001739  109 



Example 11.21 3-(3-Chlorophenyl)-1-(2-methoxyethvl)-N-f4-
(methylsulfonyl)benzyll-2,4-dioxo-i,2,3,4-tetrahydronyrimidine-5-carboxamide
APCI-MS m/z: 492.4 [MH+]. s Example 11.22
3-(3-Chlorophenyl)-N-(4-fluorobenzyl)-1-(2-methoxyethvl)-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 432.4 Del.
Example 11.23 N-(1,3-Benzodioxol-5-ylmethyl)-3-(3-chlorophenyl)-1-(2- io
methoxyethvl)-2,4-dioxo-1.2.3.4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 458.4 [MH+]. Example 11.24 3-(3-Chlorophenyf -N-(3
4-difluorobenzyl)-1-(2-methoxyethvl)-2,4-
dioxo-1,2,3,4-tetrahydropyr]midine-5-carboxamide  is APCI-MS m/z: 450.3
[MH+]. Example 11.25 N-(2-Chloro-4-fluorobenzyl)-3-(3-chlorophenyl)-1-(2-
methoxyethyl)-2,4-dioxo-1,2,3.4-tetrahydropyrfr]midine-5-carboxan ride
APCI-MS m/z: 466.4, 468.4 [MH*]. C 20 Example 11.26
3-(3-Chlorophenyl)-N-(3,4-dichlorobenzyl)-1-(2-methoxyethyl)-2 4-
dioxo-1.2,3,4-tetrahydropyrimidine-5-carboxamide  APCI MS m/z: 482 .3,484.3
W1. 2s Example 11.27 Methyl
4-f(lf3-(3-chlorophenyl)-l-(2-methoxyethyl)-2,4-dioxo-
1,2,3,4-tetrahydropyrimidin-5-yllcarbonyll }amino)methyllbenzoate APCI-MS
m/z: 472.4 [MH+]. Example 11.28
3-(3-Chlorophenyl)-1-(2-methoxyethvl)-N-f(5-methylisoxazol-3- 30
yl)methyll-2,4-dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide WO
2004/043924 PCT/SE2003/001739  110  APCI-MS m/z: 419.4 [MIl*]. Example 11.29
3-(3-Chloroyhenyl)-l-(2-methoxyethyl)-2,4-dioxo-N-14-(1H-
pyrazol-1-vl)benzyll-1.2,3,4-tetrahydronyrimidine-5-carboxamide  



s APCI-MS m/z: 480.5 [Mi3+]. Examples 11.30 to 11.38 were prepared from
1-butyl-3-(3-methoxyphenyl)-2,4-dioxo-
1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and the appropriate amine
using the genera] procedure described in Example 11: (  10 Example 11.30
1-Butyl-N-(4-chlorobenzyl)-3 (3-methoxyphenyl)-2.4-dioxo-1.2.3,4-
tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 442.4 [MH+]. is Example
11.31 1-Butyl-3-(3-methoxynhenyl)-N-[2-(3-methoxyphenyl)ethyll-2.4-
dioxo-1,2,3,4-tetrahydrooyrimidine-5-carboxamide  APCI-MS m/z: 452.3 [MI3+].
Example 11.32 N-(3 Bromobenzyl) l-butt']-3
(3-methoxyohenyl)-2.4-dioxo-1.2.3.4- zo tetrahydro2yrimidine-5-carboxamide
APCI-MS m/z: 486.4, 488.4 [Me]. Example 11.33
1-Butyl-N-(4-fluorobenzyl)-3-(3-methoxyphenyl)-2.4-dioxo-1.2.3 4-
tetrahvdropyrimidine-5-carboxamide 25 APCI-MS m/z: 426.3 [M[3+]. - Example
11.34 N-(1.3-Benzodioxol-5-ylmet l 1=butyl_3 (3-methoxyphenyl)-2,4
dioxo-1,2,3 ,4-tetrahydropvrimidine-5-carboxamide  APCI-MS m/z: 452.4 30 WO
2004/043924 PCT/SE2003/001739  111 Example 11.35
1-Butyl-N-(2.4-dichlorobenzvl)-3-(3-methoxyphenyl)-2,4-dioxo-
1,2,3,4-tetrahyddropyrimidine-5-carboxamide  APCI-MS m/z: 476.4, 478.4
[MIi+]. s Example 11.36
1-Butyl-N-(3.4-difluorobenzyl)-3-(3-methoxyphenyl)-2.4-dioxo-
1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 444.3 [MH }. 



Example 11.37 1-Butyl-N-(2-chloro-4-fluorobenzyl)-3-(3-methoxyphenyl)-2,4
to dioxo-1,2,3,4-tetrahydropytimidine-5-carboxamide APCI-MS m/z: 460.3
[MH{]. Example 11.38 1-Butyl-N-(2,3-dihydro-l-benzofuran-5-ylmethyl)-3-(3-
methoxyphenvl)-2,4-dioxo-1,2,3,4-tetrahyddropwrimidine-5-carboxamide  15
APCI-MS m/z: 450.5 [MH+]. Examples 11.39 to 11.58 were prepared from
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-
1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and the appropriate amine
using the  general procedure described in Example 11: 20 Example 11.39
1-Butyl-N-(4-chlorobenzyl)-3-(3-chlorophenvl)-2,4-dioxo-1,2,3,4-
tetrahvdropyrimidine-5-carboxamide APCI-MS m/z: 446.4, 448.4 [MH+]. 25
Example 11.40 1-Butyl_3-(3-chlorophenvl)-N-(4-methoxybenzyl)-2
4-dioxo-1,2,3,4- tetrahvdropyrimidine-5-carboxamide APCI-MS m/z: 442.4
[MI3+]. Example 11.41
1-Butyl-3-(3-chlorophenyl)-2,4-dioxo-N-(pyridin-4ylmethyl)- 30
1,2,3,4-tetrahydropyrimidine-5-carboxami de WO 2004/043924 PCT/SE2003/001739
112  APCI-MS m/z: 413.3 [MH+]. Example 11.42
1-Butyl-3-(3-chlorophenyl)-N-f2-(3.4-dimethoxyphenyl)ethyll-2,4-
dioxo-1.2,3,4-tetrahvdropyrimidine-5-carboxamide  s APCI-MS m/z: 486.4
[MIi+], Example 11.43
1-Butyl-3-(3-chlorophenyl)-N-f2-(3-methoxyphenyl)ethyll-2,4-
dioxo-1.2,3,4-tetrahydropyrimidine-5-carboxanlide  APCI-MS mlz: 456.4
[NIfI+1, 10 Example 11.44
N-(3-Bromobenzyl)-l-butyl-3-(3-chlorophenvl)-2,4-dioxo-1,2,3,4- 



tetrahydropyrimidine-5-carboxanude APCI-MS m/z: 490.3, 492.3 is Example
11.45 N-(4-Bromobenzvl -1-butyl-3-(3-chlorophenyl)-2,4-dioxo-1,2,3 4-
tetrahydropyrimidine-5-carboxami de APCI-MS m/z: 490.3, 492.3 [MH+]. Example
11.46 1-Butyl-3-(3-chlorophenyl)-N-(4-methylbenzyl}-2,4-dioxo-1,2,3,4- zo
tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 426.4 [MH+1. Example 11.47
1-Butyl-3-(3-chlorophenyl)-N-[4-(methylsulfonyl)benzyll-2.4-
dioxo-1,2,3,4-tetrahvdropyrimidine-5-carboxamide  25 APCI-MS m/z: 490.4
Example 11.48
1-Butyl-3-(3-chlorophenyl)-N-(4-fluorobenzy,-2,4-dioxo-1,2,3,4-
tetrahvdropyrimidine-5-c arbox amide APCI-MS m/z: 430.4 [MH+],  30 WO
20041043924 PCT/SE2003/001739  113 Example 11.49
N-(l,3-Benzodioxol-5-vlmethyl)-1-butyl-3-(3-chlorophenvl)-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 456.4 [Mli}].
s Example 11.50 1-Butyl-3-(3-chlorophenvl)-N-(2.4-dichlorobenzvl)-2,4-dioxo-
1.2.3,4-tetrahydropyrimidine-5 carboxamide APCI-MS m/z: 480.3, 482.3
[NII3+]. C Example 11.51
1-Butyl-3-(3-chlorophenvl)-N-(3.4-difluorobenzyl)-2,4-dioxo- 10
1.2,3,4-tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 448.4 [MH+], Example
11.52 1-Butyl-N-(2-chloro-4-fluorobenzyl)-3-(3-chlorophenvl)-2,4-dioxo-
1.2,3,4-tetrahydrogvrimidine-5-carboxamide 1s APCI-MS m/z: 464.4, 466.4
[Mli+]. 



Example 11.53 1-Butyl-3-(3-chlorophen)rl)-N-(3,4-dichlorobenzyl)-2,4-dioxo-
1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 480.3, 482.4 20
Example 11.54 1-Butyl-3-(3-chlorophenyl)-N-(2,3-dihvdro-l-benzofuran-5-
methyl) 2.4-dioxo-1.2,3,4-tet ahydropvrimidine-5-carboxamide APCI-MS n-1/z:
452.4 [Me]. 25 Example 11.55
1-Butyl-3-(3-chlorophenvl)-N-f(4-cyanocyclohexyl)methvll-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 443.3 [Me].
Example 11.56 1-Butyl-3-(3-chlorophenvl)-N-1(5-methylisoxazol-3-yl)methyl
-2,4- 30 dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide WO 2004/043924
PCTISE2003/001739  114  APCI-MS m/z: 417.3 [MH+]. Example 11.57
1-Butyl-3-(3-chlorophen l -2,4-dioxo-N-(4-(1H-pvrazol-l-
yl)benzvll-1,2,3,4-tetrahdropyrimidine-5-carboxarnide  s APCI-MS m/z: 478,4
[MH+]. Example 11.58
1-Butyl-3-(3-chlorophenyl)-2,4-dioxo-N-13-(2-oxopyrrolidin-l-
Ll)propell-1,2,3,4-tetrahydropvrimidine-5-carboxamide  APCI-MS m/z: 447.3 is
- Examples 11.59 to 11.77 were prepared from
1-butyl-3-(3-cyanophenyl)-2,4-dioxo-
1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and the appropriate amine
using the general procedure described in Example 11: is Example 11.59
1-Butyl-N-(4-chlorobenzyl)-3-(3-cyanophenvl)-2,4-dioxo-1.2,3.4-
tetrahydropyrimidine-5-carboxamide APCI MS m/z: 437.4 [MH+]. Example 11.60
1-Butyl-3-(3-cyanophenvl)-N-(4-methox_ybenzvl)-2,4-dioxo-1.2.3,4- 



20 tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 433.5 [M13+]. Example
11.61 1-Butyl-3-(3-cyanophenyl)-2,4-dioxo-N-(nyridin-4-ylmethyl)-
1.2,3,4-tetrahvdropyrimidine-5-carboxamide  25 APCI-MS m/z: 404.3 [MH+].
Example 11.62
1-Butyl-3-(3-cvanophenyl)-N-12-(3,4-dimethoxyphenyllethyll-2,4-
dioxo-1,2,3,4-tetrahydropyrirnidine-5-carboxamide  APCI-MS m/z: 477.4 [Mli+]
. 30 WO 2004/043924 PCT/SE2003/001739  115 Example 11.63
1-Butyl-3-(3-cyanophenvl)-N-f2-(3-methoxyphenyl)ethyll-2,4- dioxo-1,2 3
4-tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 447.3 [MH+]. s Example
11.64 N-(3-Bromobenzyl)-1-bu 1ty 3-(3-c anophenyl)-2.4-dioxo-1.2.3.4-
tetrahydropyrimidine-5-carboxamide APCI-MS mlz: 481.4, 483.4 [MIi+]. Example
11.65 N-(4-Bromobenzyl)-1-buty_l-3-(3-cvanonhenvl)-2,4-dioxo-1,2,3,4- 10
tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 481.4, 483.4 [MH+] Example
11.66 1-Butyl-3-(3-cyanonhenyl)-N-(4-methylbenzvl)-2.4-dioxo-1,2.3,4-
tetrahydropyrimidine-5-carboxamide is APCI-MS m/z: 417.4 [MH+]. Example
11.67 1-Butyl-3-(3-cyanophenyl)-N-f4-(methylsulfon l)benzvll-2,4-dioxo-
1,2.3.4-tetrahydrouyrimidine-5-carboxamide APCI-MS m/z: 481.4 [MH+].  20
Example 11.68
1-Butyl-3-(3-cyanophenyl)-N-(4-fluorobenzyl)-2.4-dioxo-1.2,3,4-
tetrahydropyrimidine-5-carboxamide 



APCI-MS m/z: 421.3 [MH+]. 25 Example 11.69
N-(1,3-Benzodioxol-5-vlmethyl)-1-butyl-3-(3-cvani)henyl)-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 447.4 [MH+].
Example 11.70 1-Butyl-3-(3-cyanophenyl)-N-(2,4-dichlorobenzvl)-2,4-dioxo- 30
1,2,3,4-tetrahydropyrimidine-5-carboxamide WO 20041043924 PCT/S E2003/001739
116  APCI-MS m/z: 471.4, 473,4 [MH}]. Example 11.71
1-Butyl-3-(3-cyanophenyl)-N-(3 4-difluorobenzvl)-2 4-dioxo- 1
2.3.4-tetrahvdropyrimidine-5-carboxamide s APCI-MS in/z: 439.4 Example 11.72
1-Buhl-N-(2-chloro-4-fluorobenzyl)-3-(3-c anophenyl)-2,4-dioxo- 1
2,3,4-tetrah ydropyrimidine-5-carboxamide APCI-MS m/z: 455.4 [MH+].  10
Example 11.73 1-Bum-3-(3-cyanophenyf-N-(3,4-dichlorobenzyl)-2,4-dioxo-
1,2,3,4-tetrahydropvrimidine-5-carboxamide  APCI-MS m/z: 471.4, 473.5 [MH+].
. is Example 11.74
1-Butyl-N-f(4-cyanocyclohexyl)methvll-3-(3-cyanonhe.nvl)-2,41
dioxo-12,3.4-tetrahydrop rimidine-5-carboxamide APCI-MS m/z; 434.5 [MIi+]
Example 11.75
1-Buty1-3-(3-cyanophenyl)-N-f(5-methylisoxazol-3-yll)methyll-2.4- 2a
dioxo-1,2,3.4-tetrahvdropyrimidine-5-carboxamide APCI-MS m/z: 408.4 [MH+].
Example 11.76 1Butyl-3-(3-cyanophenyl)-2.4-dioxo-N-f4-(1H-gyrazol-l-
yl)benzvll-1.2,3.4-tetrahydropyrimidine-5-carboxanvde  25 APCI-MS m/z: 469.5
[MU"'] .  



Example 11.77 1-Butyl-3-(3-cvanophenyl)-2,4-dioxo-N-f3-(2-ox pynolidin-l-
yl)propyl]-1.2,3.4-tetrahydropyrimidine-5-carboxanvde  APCI-MS m/z: 438.4
[MH+] 30 WO 20041043924 PCTISE2003/001739  117 Examples 11.78 to 11.97 were
prepared from 1-butyl-3-(3-(trifluoromethyl)phenyl)-2,4-
dioxo-1,2,3,4-tetrahydropyrimidine-5-carboxylic acid and the appropriate
amine using the  general procedure described in Example 11; s Example 11.78
1-Butyl-N (4-chlorobenzyl)-2,4-dioxo-3-f3- (trifluoromethyl)ahenyll-1,2 3
4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z: 480.4, 482.4 [MH+].
Example 11.79 1-Butyl-N-(4-methoxybenzyl)-2,4-dioxo-3-f3- io
(trifluoromethyl)phenvll-12,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
mlz: 476.5 [MH+]. Example 11.80
1-Butyl-2.4-dioxo-N-(p_yiidin-4-ylmethyl)-3-f 3-
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropvrimidine-5-carboxamide  is
APCI-MS m/z: 447.4 [MH+], Example 11.81 1-Butyl-N-f2-(3,4-dimethoxvphen ]y
)ethyll-2.4-dioxo-3-f3- (trifluoromethyl)phenyll-
1,2,3,4-tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 520.4 [MH+].  C z0
Example 11.82 1-Butyl-N-f 2-(3-methoxyphenyl)ethyll-2,4-dioxo-3-f3-
(trifluoromethvl)phenyll-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 490.4 [MH+] , 2s Example 11.83
N-(3-Bromobenzvll-l-butyl-2,4-dioxo-3-f3-
(trifluoromethvl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 524.4, 526.5 [IvIH+I. Example 11.84
N-(4-Bromobenzvl)-l-butyl-2,4-dioxo-3-f3 



30 Strifluoromethyl)phenyll-1,2 3 4-tetrahydropyrimidine-5-carboxamide WO
2004/043924 PCT/SE2003/001739  118  APCI-MS m/z: 524.4, 526.5 [VIII+],
Example 11.85 1-Butyl-N-(4-methylbenzyl)-2,4-dioxo-3-f3-
(trifluoromethyl)phenvll-1 2 3 4-tetrahvdronvrimidine-5-carboxamide  s
APCI-MS m/z: 460.4 [MH+]. Example 11.86
1-Butyl-N-f4-(methylsulfonyl)benzyll-2.4-dioxo-3-f3-
(trifluoromethyl)phenyll-1.2,3,4-tetrahyddropyrimidine-5-carboxamide
APCI-MS mlz: 524.5 [MI3+], 10 Example 11.87 1-Butyl-N-(4-fluorobenzvl)-2
4-dioxo-3-f3-(trifluoromethyl)phenyl]_
1.2,3,4-tetrahydropyrimidine-5-carboxamide APCI-MS m/z: 464.4 [IvIFi}]. is
Example 11.88 N-(1,3-Benzodioxol-5-ylmethyl)-1-butyl-2.4-dioxo-3-[3-
(trifluoromethyl)phenyll-1.2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 490.5 [MI3+] Example 11.89
1-Butyl-N-(2,4-dichlorobenzyl)-2.4-dioxo-3-f3- 20
(trifluoromethvl)uhenyll-1.2,3,4-tetrahydropvrimidine-5-carboxamide  APCI-MS
m/z: 514.4, 516.4 [MR J. Example 11.90
1-Butyl-N-(3,4-difluorobenzyl)-2,4-dioxo-3-f3- (trifl uorometh yl
)phenyll-1.2,3.4-tetrah ydropyri midine-5 -carboxamide  2s APCI-MS m/z:
482.5 [MH+]. Example 11.91
1-Butyl-N-(2-chloro-4-fluorobenzyi)-2,4-dioxo-3-f3- (trifluor
omethyI)phenyll-1,2,3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS m/z:
498.4, 500.4 [MA+]. 30 WO 2004/043924 PCT/SE2003/001739  119 



Example 11.92 1Butyl-N-(3,4-dichlorobenzvl -2 4-dioxo-3-f3-
(trifluoromethy])phenyll 1 2 3 4 tetrah~drooyrimidine-5-carboxamide  APCI-MS
m/z: 514.4, 516.4 [MH+]. s Example 11.93
1-Butyl-N-(2,3-dihydro-l-benzofuran-5-vlmethyl)-2,4-dioxo-3-f3- (ti
fluoromethyl)pheny11,2,3,4-tetrahvdropyrimidine-5-carboxamide APCI-MS m/z:
486.5 [MH+]. Example 11.94 1-Butyl-N
f(4-cyanocyclohexyl)methyll-2,4-dioxo-3-f3- 1o
(trifluoromethyl)phenyll-1.2.3,4-tetrahydropvrimidine-5-carboxamide  APCI-MS
m/z: 477.5 [MH+I. Example 11.95
1-Butyl-N-f(5-methylisoxazol-3_yl)methyil-2,4-dioxo-3-f3-
(trifluoromethyl)i)henyll-1.2,3,4-tetrahydropyrimidine-5-carboxamide  1s
APCI-MS m/z: 451.3 [MH+]. Example 11.96
1-Butyl-2,4-dioxo-N-r4-(1H-pyrazol-l-vl)benzvl7-3-f3-
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropvrimidine-5-carboxamide  APCI-MS
m/z: 512.5 (MH+]. C20 Example 11.97
1-Butyl-2,4-dioxo-N-f3-(2-oxopyrrolidin-1-yDpropyll-3-f3-
(trifluoromethyl)phenyll-1,2.3,4-tetrahydropyrimidine-5-carboxamide  APCI-MS
m/z: 481.4 [Mlifi]. 25 Example 12
6-(Chloromethvl)-N-f4-(methylsulfonyl)benzvll-2-oxo-l-f3-
(trifluoromethyl)phenyll 1,2-dihydropyridine-3-carboxamide The title
compound was prepared by heating 6-(hydroxymethyl)-N-[4-
(methylsulfonyl)benzyll-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- carboxamide (48 mg, 0.1 mmol) and an excess of thionyl chloride (1
ml) in CH2C12 (10 WO 2004/043924 PCT/SE2003/001739  120 ml) for 1 h. Removal
of the solvents afforded the product.(50 mg, 100%) as a white solid  after
trituration from diethyl ether. 'H-NMR (DMSO-d6): S 993 (1H, brt); 8.67 (1H,
d); 7.88 (2H, d); 7.86 (1H, d); 7.76 (1H,  



t); 7.61 (1H, s); 7.54 (1H, d); 7.52 (2H, d); 6.75 (1H, d); 4.68 (2H, m);
4.12 (2H, s); 3.02  5 (3H, s). APCI-MS m/z: 499 [MH+]. Example 13
N-f4-(Methvisulfonyf)benzyll-6- f(methylthio)methyl1-2-oxo-l-f3-
(trifluoromethvllpheny11-1.2-dihydropyrdine-3-carboxamide  10 The title
compound was prepared by stirring 6-(chloromethyl)-N-[4
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- carboxamide (40 mg, 0.08 mmol) with an excess of sodium
methylthiolate (28 mg, 0.4  mmol) in NW (10 ml) at room temperature
overnight. Water was added and the reaction  mixture was extracted with
EtOAc. The crude product was purified by column is chromatography on silica
using EtOAc/heptane (4:1) as eluent to afford 15 mg (37%a) of   the title
compound. ''H-NMR (CDC13): 8 9.97 (1H, brt); 8.63 (111, d); 7.88 (211, d);
7.81 (1H, d); 7.73 (1H, t);  7.62 (1H, s); 7.53 (3H, m); 6.51(1H, d); 4.67
(2H, m); 3.26 (2H, d); 3.02 (3H, s); 2.03  (3H, s). zo APCI-MS m/z: 511 [M1i
. Example 14 N-f4-(Methylsulfon l)benzyll-6-(1f4 (meth
lsulfonyl)benzyllamino)methyll-2-oxo-l-f3-(trifluorometh f henyll-1.2-
dihydrooyridine-3-carboxamide 25 The title compound was prepared by stirring
6-(chloromethyl)-N-[4-
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- carboxamide with an excess of 4-(methylsulfonyl) benzy] amine
hydrochloride and DIEA  in NMP at room temperature overnight. The crude
product was purified by preparative  HPLC. 30 APCI-MS m/z: 648 [MH+1. t WO
2004/043924 PCT/SE2003/001739  121  Example 15
N-f4-(Methylsulfonyl)benzyll-6-(morpholin-4-ylmethyl)-2-oxo-l- 



F3-(trifluoromethyi)phenyl]-1,2-dihyddropyridine-3-carboxamide  The title
compound was prepared by stirring 6-(chloromethyl)-N-[4 s
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- carboxamide with an excess of morpholine in THE at 50 C overnight.
The crude product  was purified by preparative HPLC. APCI-MS m/z: 550 [M1{
].  C io Example 16 6-(Cyanomethyl)-N-f4-(methylsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethyl)phenyls-l,2-dihydropyridine 3-carboxamide The title
compound was prepared by stirring 6-(chloromethyl)-N-[4-
(methylsulfonyl)benzyl]-2-oxo-l-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- .  carboxamide with an excess of sodium cyanide in THE at 50 C
overnight. The crude  15 product was purified by preparative BPLC. APCI-MS
m/z: 490 [MH+]. Example 17
6-Isoprouyl-N-F4-(methvlsulfonyl)benzyll-2-oxo-1-L
(trifluoromethyl)phenyll-1 2-dihvdropyridine-3-carboxamide 20 a)
6-Isopropyl-2-oxo-l-f3-(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carbox
ylic  acid A mixture of ethyl
3-oxo-3-{[3-(trifluoromethyl)phenyllamino}propanoate (5.5 g, 20  mmol),
1-methoxy-4-methylpent-l-en-3-one (prepared using the method of S.M. 25
Bromidge et al, Synth. Commun., 23(4), 487-494 (1993) (2.7 g, 21 mmol) and
sodium  methoxide (2 g, 40 mmol) in ethanol (50 ml) was heated to reflux for
5 h and then cooled.  Water (50 ml) and 2M NaOH were added and the mixture
stirred at room temperature  overnight. The organic solvents were removed
and the reaction mixture extracted with  EtOAc. The aqueous phases were
acidified with 0.5M citric acid to pH 3-4, the precipitate WO 2004/1143924
PCT/SE2003/001739  122 formed was filtered off, washed with water and dried
to afford 0.4 g (6%) of the title  



compound as a brownish powder. 1H-NMR (CDC13): 313.74 (1H, s); 8.59 (1H, d);
7.87 (1H, d); 7.78 (1H, t); 7.54 (111,  brs); 7.48 (1H, d); 6.64 (IH, d);
2.54 (lH, m); 1.20 (6H, t). s APCI-MS m/z: 326 [MH+). b)
6-Isopropyl-N-14-(methvlsulfonyl)benzyll-2-oxo-1-(3-(trifluoromethvl)phenyll
-1.2- dihvdropvridil a-3-carboxamide To a mixture of
6-isopropyl-2-oxo-1-[3-(trifluoromethyl)phenyl)-1,2-dihydropyridine-3-
carboxylic acid (98 mg, 0.3 mmol), HATU (126 mg, 0,33 mmol), HOAT (45 mg,
0,33  10 mmol) and DIEA (162 p1, 0.95 mmol) in NMP (3 ml) was added
4-(methylsulfonyl) benzylamine hydrochloride (69 mg, 0.31 mmol), the pH was
adjusted to approx. pH 8-9  with DIEA. The mixture was stirred for I h at
room temperature. EtOAc was added and the organic  phase washed twice with
aqueous sodium hydrogen carbonate, 0.5M citric acid and water.  is The
solvent was removed in vacuo and the residue was purified by column
chromatography on silica using CH2C12[EtOAc (4:1) as eluent to afford the
title  compound in quantitative yield. 'H-NMR (CDC13): S 9.99 (1H, brt);
8.65 (1H, d); 7.87 (2H, d); 7.82 (1H, d); 7.74 (IH, t);  7.51 (3H, m); 7.44
(1H, d); 6.54 (1H, d); 4.67 (211, m); 3.01 (3H, s); 2.49 (111, m); 1.17  20
APCI-MS m/z: 493 [MH+]. Example 18 N
14-(Ethylsulfonyllbenzyll-6-meth]-2-oxo-1-13- trifl u orometh
yi)phenyll-1,2-dihydropvridine-3-carboxamide 25 pert-Butt' f4-(met
ylsulfonvl)benzyllcarbamate To a solution of [4-(methylsulfonyl)benzyl]amine
(600 mg, 2.7 mmol) in THE (9 ml),  di-tert-butyldicarbonate (590 mg, 2.7
mmol) and DIEA (926 l, 5.4 mmol) were added  and the mixture was stirred
overnight. After removal of the solvent the crude product was 30 purified by
flash chromatography to give the subtitle compound (650 mg, 84 %). WO
2004/043924 PCT/SE2003/001739  



123 'H-NMR (CDC13): 6 7.91(2H, d); 7.49 (2H, d); 5.00 (1H, bs); 4.42 (21L
d); 3.05 (3H, s);  1.48 (9H, s). APCI-MS m/z: 169.1,186.1 [MH+], b)
tent-Butyl f4-(ethylsulfony-Dbenzyl]carbamate s To a solution of tert-butyl
[4-(methylsulfonyl)benzyl]carbamate (400 mg, 1.4 mmol) in  TIIF (5 ml) at
-72 C, n-butyl lithium (1750 p1, 2.8 mmol) was added dropwise while
maintaining the temperature at -70 C. After addition the temperature was
allowed to rise  to -40 C and methyl iodide (105111, 1.7 mmol) added. The
mixture was stirred for 1 h, an  aqueous solution of NI-14CI was added and
then the mixture was extracted with EtOAc. io The organic layer was washed
with NH1C1 solution and evaporated. The crude product  was purified by
preparative HPLC to give the subtitle compound (148 mg, 35%).  'H-NMR
(CDCI3): 6 7.88 (2H, d); 7.49 (2H, d); 4.98 (1H; bs); 4.43 (2H, bs);
3.11(2H, q);  1.48 (9H, s); 1.28 (3H, t). APCI-MS m/z: 183.2, 200.2 [MH+3.
1s c) [4-(EthylsulfonyDbenzvllamine trifluoroacetate Ten-butyl
[4-(ethylsulfonyl)benzyl]carbamate (148 mg, 0.5 mmol) was stirred in 10%
TFA in CH2C12 for 3 h. The solvent was evaporated leaving the title compound
(191 mg).  APCI-MS in/z: 200.1 [MH ) d)
N-[4-(EthyIsulfonyl)benzyll-6-methyl-2-oxo-l-[3-(trifluoromethyl)phen
11-1,2- 20 dihydropyridine-3-carboxamide The title compound was obtained
from 4-(ethylsulfonyl)benzylamine trifluoroacetate  and
1-(3-methY1PhenY1)-2-oxo-12 dihYdroPYridine 3-carboxYlic acid using a
procedure,  analogous to that described in Example 17. 'H-NMR (CDC13): 6
9.98 (1H, t); 8.59 (1H, d); 7.84-7.81 (3H, m); 7.74 (111, t); 7.52-7.50  25
(3H, m); 7.45 (1H, d); 6.48 (1H, d); 4.74-4.63 (2Ii, in); 3.08 (2H, q); 2.09
(3H, t); 1.26  (3H, t). APCI-MS m/z: 479.3 [MH+]. Example 19
N-[3-Chloro-4-(methylsulfonvl)benzvll-6-methyl-2-oxo-1-[3- 



30 (ttifluoromethyIlphenvll-1,2-dihvdropyridine-3-carboxamide WO 2004/043924
PCTISE2003/001739  124  a) 3-Chloro-4-(methylthio)benzaldehvde To a stirred
solution of 2-chlorothioanisole (1.25 nil, 9.5 mmol) in CH2CI2 at -5 C,
titanium(IV) chloride (2076 l, 18.9 mmol) was added dropwise over 10 min,
while s maintaining the temperature below 0 C . After addition the mixture
was stirred for 10  min before a,a-dichloromethyl methyl ether (0.94 ml,
10.4 mmol) was added dropwise  maintaining the temperature below 0 C. After
addition, the mixture was allowed to reach  ambient temperature and poured
onto a saturated aqueous solution of sodium bicarbonate  (70 mi). The
mixture was filtered through a plug of celite, washing with CH2CI2. The to
phases were separated and the aqueous phase was extracted with CH2C12 The
combined  organic phases were washed with brine and the solvent removed in
vacuo. The crude  product was purified by flash chromatography to yield the
subtitle product (535 mg,  30%). 'H-NMR (CDC13): 6 9.91 (1H, s); 7.84 (111,
d); 7.75 (1H, dd); 7.27 (1H, d); 2.56 (3H, s),  is APCI-MS m/z: 187.1
[MII+]. b) f3-Chloro-4-(methylthio)phenyllmethanol To a solution of
3-chloro-4-(methylthio)benzaldehyde (332 mg, 1.8 mmol) in THE (6 ml)  and
water (0.6 ml), NaBH4 (269 mg, 7.1 mmol) was added. The mixture was stirred
for 2  h. The reaction was quenched with 1M aqueous HCl and EtOAc was added.
After 20 separating the phases, the organic layer was washed with water,
dried and evaporated to  afford the subtitle compound (350 mg, 91%). 'H-NMR
(CDC13): 5 7.39 (1H, d); 7.26 (IH, dd); 7.17 (1H, d); 4.66 (2H, s); 2.49
(311, s).  APCI-MS m/z: 170.9 [MH+]. c) f3-Chloro-4-(meth
]sulfonyl)phenvllmethano] 25 [3-Chloro-4-(methylthio)phenyl]methanol (350
mg, 1.9 mmol) was dissolved in aqueous  sodium hydroxide (0.5M, 4.44 m]) and
stirred for 20 min, sodium bicarbonate (1.23 g)  and acetone (1.5 ml) were
added followed by addition of Oxone(r) (1.85 g, 3.0 mmol) in  



EDTA (6.5 ml, 0.4 mM). After stirring for 2 h the reaction was quenched by
addition of  sodium bisulphite (0.9 g) in water. EtOAc was added and the
solution was acidified with 3o aqueous 2M HCI. Sodium chloride was added to
the aqueous which was then extracted a. WO 2004/043924 PCT/SE20031001739
125  with EtOAc. The organic layers were combined and washed with water,
brine and dried.  Evaporation afforded the subtitle compound as a white
solid (359 mg, 88%). 'H-NMR (CDC13): S 8.12 (111, d); 7.60 (1H, d); 7.44
(1H, dd); 4.81 (2H, s); 3.27 (311, s).  d)
4-(Bromomethyl)-2-chloro-l-(methy]sulfonyl)benzene s
[3-Chloro-4-(methylsulfonyI)phenyl]methanol (239 mg, 1.1 mmol) was added to
dioxane.  The slurry was stirred and heated to 40 C before addition of Pars
(71 l, 0.8 mmol). The  reaction was heated to 100 C for 1 h and then allowed
to cool. Water was added and the  mixture extracted with EtOAc. The organic
layer was washed with water followed by  brine and dried. Evaporation
afforded the subtitle compound (310 mg, 100%). 10 'H-NMR (CDC13): S 8.14
(111, d); 7.61 (111, d); 7.49 (1H, dd); 4.46 (211, s); 3.28 (311, s).  e)
13-Chloro-4-(methylsulfony benzvllamine
4-(Bromomethyl)-2-chloro-l-(methylsulfonyl)benzene (160 mg, 0.56 mmol) was
dissolved in methanol (3 ml) and added to an equal mixture of ammonia (28%)
and  methanol (10 ml). The reaction was stirred at 40 C for 1 h and
evaporated. The crude is product was dissolved in ELOAc and aqueous 6M
sulphuric acid. The aqueous phase was  separated, adjusted to pH 14 using
sodium hydroxide and extracted with CH2CI2. The  CH2CI2 phase was dried and
evaporated to afford the title compound (65 mg, 53%).  APCI-MS m/z: 219.9
[Me]. t)
N-[3-Chloro-4-(methylsulfonyl)benzyll-6-methyl-2-oxo-l-f3-(trifluoromethyllp
henyll- 20 1,2-dihydropyridine-3-carboxamide The title compound was prepared
as described in Example 17. 'H-NMR (CDC13): 6 10.03 (111, t); 8.58 (1H, d);
8.07 (111, d); 7.82 (1H, d); 7.75 (IH, t);  7.52 (211, d); 7.45 (111, d);
7.41 (111, d); 6.49 (111, d); 4.69-4.57 (211, m); 3.23 (311, s);  



2.10 (311, s). 2s APCI-MS m/z: 499.0 [MH+]. Example 20
6-Methyl-2-oxo-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-
3-carboxylic acid 4-cvclopropanesulfonyl-benzylamide so a)
4-Cyclopropanesu]fonyl-benzylamine WO 2004/043924 PCT/SE2003/001739  126
1-Cyc]opropanesulfonyl-4-methyl-benzene, prepared by the method of W. E.
Truce, et al,  J. Org. Cheat, 1961, 26, 1463-1467, (190 mg, 0.969 mmol),
N-bromosuccinimide (190  mg, 1.07 mmol) and benzoyl peroxide (12 mg) in
carbon tetrachloride (4 ml) were heated  under reflux for 24 h, cooled,
filtered and concentrated. The residue in methanol (1 ml) s was added in
portions during 10 min to a solution of ammonium hydroxide (28 %, 2 ml)  in
methanol (2 m]). After 2 h the solution was partitioned between EtOAc (10
ml) and  sulphuric acid (0.4M, 10 ml), the pH of the aqueous layer was
adjusted. to 14 using 2M  aqueous KOH and then extracted three times with
dichloromethane. The organic phase  was dried and concentrated to give the
subtitle compound (83 mg). 10 1H-NMR (CDCl3): S 7.78 (2H, bd); 7.35 (2H,
bd); 2.46 (3H, s); 2.46 (1H, m); 1,34 (2H,  m); 1.02 (2H, m). APCI-MS m/z:
212 (MH+] The corresponding dibenzyl amine (12%) is also present. b)
6-Metal-2-oxo-l-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-3-carbox
.licacid  1s 4-cyclopropanesulfonyl-benzylamide The title compound was
obtained from 4-cyclopropanesulfonyl-benzylamine and 1-(3-
methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid by a method
analogous to  that described in Example 17, 'H-NMR (CDCl3): 8 9.93 (1H,
brt); 8.38 (1H, d); 7.89 (2H, bd); 7.84-7.80 (3H, m); 7.73  20 (1H, bd);
7.53 (2H, d); 6.26 (1H, d); 4.58 (2H, d); 2.80 (1H, m); 2.02 (3H, s); 1.08
(2H,  m); 1.01 (2H, m). APCI-MS m/z: 491.1 [MH+], 



Example 21 N-f3-Methoxy-4-(meth4sulfonyl)benzvll-6-methyl-2-oxo-l-f3- 25
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide a)
f3-Methoxy-4-(methylsulfonyl)phenvllmethanol
[3-Methoxy-4-(methylthio)phenyl]methanol, prepared as described by Garcia et
al.  Supramolecular Chemistry, 1992, 1, 31-45, (75 mg, 0,4 mmol) was
dissolved in aqueous 30 sodium hydroxide (0.5M,1.22 ml) and stirred for 30
min. Further reaction as in Example WO 2004/043924 PCT/SE2003/001739  127 19
(c) gave, after trituation with toluene, the subtitle compound as white
crystals (47 mg,  54%): 'H-NMR (CDC13): 5 7.97 (d, J 8.0 Hz, 1H); 7.15 (s,
1H); 7.08 (d, J 8.0 Hz, 1H); 4.81 (d, J  5.4 Hz, 2H); 4.04 (s, 31-1); 3.32
(s, 3H). s APCI-MS m/z: 217 [MH+]. b)
4-(Bromomethyl)-2-methoxy-l-(methylsulfonyl)benzene To a o 3-methox -- s n
en ethano1 mg, 0.32 T slurry of [ y 4 (methyl ulfo yl)ph yl]m (69 g, 0 mmol)
and toluene at 40 C was added PBr3 (30 l, 0.32 mmol). The reaction was
heated to 100 C  C for 1 h, cooled and water added, The reaction mixture was
diluted with EtOAc, washed  30 with water and brine and dried. Evaporation
afforded the subtitle compound as a pale  yellow oil (62 mg, 69%). 'H-NMR
(CDC13): 5 7.97 (d, J 8.0 Hz, 1H); 7.14 (dd, J 8.0, 1.4 Hz, 1I3); 7.10 (d, J
1.2  Hz, 111); 4.50 (a, 2H); 4.05 (s, 311); 3.24 (s, 3H). APCI-MS m/z: 280
[MH}]. 1s c) 3-Methoxy-4-(methylsulfonv])benzylamine
4-(Bromomethyl)-2-tnethoxy-l-(methylsulfonyl)benzene (62 mg, 0.22 mmol) in
methanol was slowly added to an equal mixture of ammonia (28%) and methanol.
The  reaction was stirred at room temperature for 2 h and evaporated. The
reaction mixture was  partitioned was between EtOAc and aqueous 6M sulphuric
acid. The aqueous phase was C 20 made alkaline with sodium hydroxide and
extracted with CH2C12: The CH2CI2 phase was  dried and evaporated to afford
the title compound (36 mg, 76%). 



APCI-MS mlz: 216 [I4H ]. d)
N-f3-Methoxy-4-(meth~lsulfonyl)benzvll-6-methyl-2-oxo-l-f3-
(trifluorometb-vl)phenyll-1,2-dihydropyridine-3-carboxamide  25 The title
compound was obtained from 3-methoxy-4-(methylsulfonyl)benzylamine and
1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid by a method
analogous  to that described in Example 17. 'H-NMR (CDC13): 3 10.03 (s, 1H);
8.60 (d, J 7.5 Hz, 11-1); 7.91 (d, J 8.1 Hz, 11); 7.83 (d,  J 8.3 Hz, 111);
7.76 (t, J 7.8 Hz, 1H); 7.54 (d, J 4.7 Hz, 1H); 7.46 (d, J 7.2 Hz, 1H); 6.50
WO 201)41043924 PCT/SE2003/001739  128 (d, J 7.2 Hz, 11-1); 7.05 (td, J7.9,
5.3 Hz, 2H); 4.64 (t, J 6.3 Hz, 2H); 3.98 (s, 3H); 3.19 (s,  3H); 2.11 (s,
3H). APCI-MS m/z: 495 [Mel. s Example 22
N-f3-Bromo-4-(methylsulfonyl)benzyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydronvridine-3-carboxamide  a)
3-Bromo-4-(methylthio)benzaldehyde To a solution of
3-bromo-4-fluorobenzaldehyde (0.5 g, 2.5 mmol) in NMP (10 nil), 10 potassium
carbonate (0.68 g, 4.92 mmol) and sodium metanethiolate (0.26 g, 3.69 mmol)
were added. The mixture was heated to 70 C for 7 h, cooled, and partitioned
between  EtOAc and water. The organic phase was dried, filtered, evaporated
and purified by  column chromatography on silica using heptane/EtOAc (4:1)
as eluent to afford the title  compound (0.25 g, 44%). 1s 'H-NMR (CDCl3): 6
9.89 (111, s); 8.00 (1H, d); 7.79 (1H, dd); 7.23 (111, d); 2.54 (3Hy s).
APCI-MS m/z: 465.3 [MS ]. b) f3-Bromo-4-(meth lty hio)phenyllmethanol To a
solution of 3-bromo-4-(methylthio)benzaldehyde (0.25 g, 1.08 mmol) in
methanol  (15 ml) was added sodium borohydride (0.2 g, 5.4 mmol). The
solution was stirred at wo room temperature for 4 h, water was added, and
the mixture was extracted with CH2C12.  The organic layer was dried,
filtered and evaporated to give 0.24 g (95%) of the title  



compound. 1H-NMR (CDC13): 6 7,55 (111, d); 7.29 (111, dd); 7.12 (1H, d);
4.64 (2H, s); 2.48 (3H, s).  c) f3-Bromo-4-(methylsulfonyl'phenyllmethanol
25 A suspension of sodium hydroxide (2.5 ml, 1.25 mmol) and [3-bromo-4-
(methylthio)phenyl]methanol (0.24 g, 1.03 mmol) was stirred at ambient
temperature for  20 min, then sodium bicarbonate (0.69 g, 8.2 mmol) and
acetone (I ml) were added,  followed by a Oxone(r) solution (1.6 gin 6 ml of
0.4 mM EDTA) added over 10 min. The  suspension was stirred overnight at
room temperature. EtOAc was added and the solution 30 was acidified with 5M
HCI. The organic phase was washed several times with water and WO
20041043924 PCT/SE2003/001739  129 then dried, filtered and evaporated to
give the title compound 0.19 g (70%).  APCI-MS m/z: 249.1, 251 [NII3+]. d)
2-Bromo-4-(bromomethvl)-1-(methylsulfonyl benzene
[3-Bromo-4-(methylsulfonyl)phenyl]methanol (0.19 g, 0.72 mmol) was mixed
with s toluene (5 ml) and phosphorus tribromide (30 l, 0.32 mmol) at 40 C,
and the mixture  was stirred at 100 C for 20 min. EtOAc (100 ml) was added
to the cooled solution and  then washed with water. The organic phase was
dried, filtered and evaporated to give 0.23  g (97%) of the title compound.
'H-NMR (DMSO-d6): 8 8.06 (1H, d); 8.02 (1H, d); 7.73 (111, dd); 4.76 (211,
s); 3.38 (311,  io s), e)13-Bromo-4-(meth ly sulfonvDbenzyllamine A solution
of 2-bromo-4-(bromomethyl)-1-(methylsulfonyl)benzene (230 mg, 0.70 mmol)  in
methanol (3 rnl and THE 1 ml was added to NHaOH (7 ml, 28%) during 30 min.
After 4 h the solution was acidified with 0.5M HCI, washed twice with CH2CI2
and then is basified to pH 14 with 5M sodium hydroxide. The water phase was
extracted with  CH2C12, and the organic layer was dried, filtered and
evaporated to give 80 mg (43%) of  the title compound. 'H-NIvIR (DMSO-d4): S
7.99 (111, d); 7.89 (111, d); 7.58 (111, dd); 3.79 (211, s); 3.31 (3K  



s). 20 APCI-MS mlz: 264, 266 [M11+]. fl N-13-Bromo-4-(methylsulfon l
benzyll-6-methyl-2-oxo-l-[3-(trifluoromethyl)phhenvll-
1,2-dihydropyridine-3-carboxanilde The title compound was obtained from
[3-bromo-4- (methylsulfonyl)benzyl]anvne  and
1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid by a method
2$ analogous to that described in Example 17. 'H-NMR (DMSO-do): S 9.94
(1I-1, t); 8.37 (1I3, d); 8.02 (111, d); 7.93-7.68 (5H, m); 7.54  (1H, d);
6.61 (111, d); 4.55 (211, d); 3.33 (311, s). APCI-MS in/z: 543.2, 545.2
[MH+). WO 2004/043924 PCT/SE2003/001739  130 Example 23
N-13-Cvano-4-(methylsulfon I)benoll-6-methyl-2-oxo-1-13-
(trifluoromethyl)-nhenyll-1 2-dihydrop ridine-3-carboxamide a)
5-Formyl-2-(methy lthio)benzonitrile s The subtitle compound was prepared
analogously to Example 22a but at room  temperature for I h instead of
heating the reaction mixture. 'H-NMR (400 MHz, CDC13): 6 9.94 (1H, s); 8.07
(1H, d, J 1.7 Hz); 8.01 (1H, dd, J 8.3,  1.8 Hz); 7.40 (1H, d, J 8.3 Hz);
2.64 (31f, s). GC-MS m/z: 177 [M+]. to b)
5-(Hydroxymethyl)-2-(methylthio)benzonitrile The subtitle compound was
prepared analogously to Example 22b. 1H-NMR (400 MHz, CDC13): 6 7.62 (IH,
s); 7.53 (1H, d, J 8.3 Hz); 7.32 (1H; d, J 8.3  Hz); 4.70 (2H, s); 2.57 (3H,
s). cj 5-(Hydroxymethy11-2-(meth lsulfonyl)benzonitrile is The subtitle
compound was prepared analogously to Example 22c. 'H-NMR (400 MHz, CDC13): 5
8.17 (111, d, J 8.1 Hz); 7.93 (1H, s); 7.79 (1H, d, J 8.2  Hz); 4.88 (2H,
s); 3.27 (3H, s). d) 5-(Bromomethyl -2-(meth~lsulfonyllbenzonitrile 



The subtitle compound was prepared analogously to Example 22d. 20 'H-NMR
(400 MHz, CDC13): 8 8.18 (1H, d, J 8.1 Hz); 7.93 (1H, d, J 1.7 Hz); 7.82
(1H,  dd, J 8.2,1.6 Hz); 4.51 (2H, s); 3.29 (3H, s). e)
5-(Aminomethyl)-2-(methvlsulfonvl)benzonitrile The subtitle compound was
prepared analogously to Example 22e. 'H-NMR (400 MHz, CDaOD): 6 8.14 (1H, d,
J 8.2 Hz); 8.04 (IH, s); 7.88 (1H, d, J 8.1  25 Hz); 3.97 (2H, s); 3.29 (3H,
s) APCI-MS m/z: 211 [MH+]. f)
N-f3-Cyano-4-(methvlsulfonyl)benzvl1-6-metal-2-oxo-l-f3-(trifluoromethv]2nhe
nyll- 1.2-dihvdropyridine-3-carboxami de The title compound was prepared
analogously to Example 17. WO 2004/043924 PCT/SE2003/001739  131 'H-NMR
(400M&, CDCI3): 8 10.19 (1H, t, J 5.7 Hz); 8.56 (1H, d, J 7.4 Hz); 8.11(1H,
d, J 8.1 Hz); 7.85-7.71(4H, in); 7.53 (111,s); 7.46 (1H, d, J 8.0Hz); 6.51
(11-1, d, J7.5  Hz); 4.71 (111, dd, J 15.9, 6.2 Hz); 4.65 (111, dd, J 15.9,
6.0 Hz); 3.23 (3H, s); 2.11(3H,  s) s APCI-MS m/z: 490 [Me]. Example 24
6-Methyl-N-f3-methyl-4-(methylsulfonvfbenzvll-2-oxo-l-f3-
(trifluoromethyl)-jhenyll-1,2-dihydropyridine-3-carboxamide  10 a)
3-Methyl-4-(methylthio)benzaldehyde The subtitle compound was prepared
analogously to Example 22a.  GC-MS m/z: 166 [M+].
b[3-Methyl-4-(methylthio)phenyllmethano]  The subtitle compound was prepared
analogously to Example 22b. is 'H-NMR (300 MHz, CDC13): S 7.18 - 7.09 (3H,
m); 4.57 (211, s); 2.44 (3H, s); 2.32 (3H,  s). c)
[3-Methyl-4-(methylsulfonyl)phenyllmethanol The subtitle compound was
prepared analogously to Example 22c. 



'H-NMR (300 MHz, CDC13): S 7.92 (111, d, J 18.7 Hz); 7.35 - 7.29 (211, m);
4.73 (211, s);  20 3.05 (3H, s); 2.66 (3H, s). d)
4-(Bromomethyl)-2-methyl-I-(methvlsulfonyl)benzene The subtitle compound was
prepared analogously to Example 22d. 'H-NMR (300 MHz, CDC13): S 8.00 (1H, d,
J 8.1 Hz); 7.42 - 7.28 (2H, m); 4.46 (2H, s);  3.07 (311, s); 2.70 (3H, s).
25 el [3-Methyl-4-(methylsulfonyl)benzyllamine The subtitle compound was
prepared analogously to Example 22e. 'H-NMR (400 MHz, CDC13): S 7.98 (111,
d, J 8.2 Hz); 7.35 - 7.29 (211, m); 3.93 (2H, s);  3.06 (311, s); 2.70 (3H,
s). APCI-MS m/z: 200 [MIf ). WO 2004/043924 PCT/SE20(13/001739  132 f)
6-Methyl-N-f3-methyl-4-(meth ls~yl)benzyll-2-oxo-l-f3-(trifluoromethvl)-
phenyll-1.2-dihydropyridine-3-carboxamide  The title compound was prepared
analogously to Example 17. 'H-NMR (300 MHz, CDC13): S 9.91 (1H, bt, J
5.7Hz); 8.58 (1H, d, J 7.5 Hz); 7.95 (1H,  s d, J 8.1Hz); 7.83 - 7.27 (6H,
m); 6.47 (1H, dd, J 7.5, 0.5 Hz); 4.68 - 4.53 (211, in); 3.03  (3H, s); 2.66
(3H, s); 2.08 (311, s). APCI-MS m/z: 479 [MH+] Example 25 6-Methyl-N-f4-
ethylthio)benzyll-2-oxo-l-f3- io
(tdfluoromethyl)phenylt1,2-dihydropyridine-3-carboxamide
6-Methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxyli
c acid  (1.29 g, 4.35 mmol) and [4-(methylthio)benzyljamine (0.66 g, 4.35
mmol) were dissolved  in NMP (18 nil). HBTU (1.81 g, 4.79 mmol) and DIEA
(1.86 ml, 10.9 mmol) were added  neat at room temperature and the mixture
was stirred overnight. The reaction mixture was is poured into EtOAc. The
organic phase was washed with 2,5% aqueous sodium carbonate,  then three
times with water and dried. Purification by flash-chromatography (EtOAc:
cyclohexane 9:1) gave the title compound (1.3 g, 69%). 



'H-NMR (400 NII-1z, DMSO-de) S 9.78 (1H, t, J 5.8 Hz); 8.38 (113, d, J 7.4
Hz); 7.91 - 7.69 (4H, m,); 7.22 (4H, m); 6.62 (1H, d, J 7.6 Hz); 4.42 (2H,
d, J 5.9 Hz); 2.43 (3H, s,); 20 2.01 (313, s). (  APCI-MS m/z: 433.1 [H+]
Example 26 6-Methvi-N f4-(methvlsulfinvl)benz 1 -2-oxo-l-f3-
(trifluoromethyl)phenvll-1.2-dihydropyridine-3-carboxamide  25
6-Methyl-N-[4-(methylthio)benzylj-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
dihydropyridine-3-carboxamide (1.26 g, 2.93 mmol) was dissolved in CH2CI2
(12 ml).  The solution was cooled to -15 C. To the stirred solution
3-chloroperoxybenzoic acid  (672 mg, 2.93 mmol) was added portion wise. The
reaction was stirred for 1 h. The  cooling bath was removed and the reaction
was allowed to reach room temperature. After 30 2 h, CH2CI2 and diluted
sodium thiosulphate solution were added. The mixture was a. WO 2004/043924
PCT/SE2003/001739  133 shaken and the water phase was separated. The organic
layer was washed twice with  saturated NaHCO3, once with brine and finally
dried. Purification by flash- chromatography (EtOAc: McOH 9:1) gave the
title compound (1.1 g, 80%). 4H-NMR (400 MHz, DMSO-d6) 8 9.88 (1H, t, J 5.9
Hz); 8.38 (1H, d, J 7.5 Hz); 7.93  5 7.69 (411, m,); 7.62 (213, d, J 8.2
Hz); 7.47 (211, d, J 8.2 Hz); 6.62 (1H, d, J7.7 Hz); 4.54  (2H, d, J 6.0
Hz); 2.70 (3H, s,); 2.02 (3H, s,). APCI-MS m/z: 449.1 [MH ]. Example 27
N-f4-Benzylsulfonvfbenzy11-6-methyl-2-oxo-l-f3- :o
(trifluoromethvl)phenyll-1,2-dihydropyridine-3-carboxamide a
N-(4-Mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethvl)phenyll-1.2-
dihydropyridine-3-carboxamide
6-Methyl-N-[4-(methylsulfinyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- is dihydropyridine-3-carboxamide (0.30 g, 0.67 mmol) was dissolved in dry
acetonitrile (3  ml) and 2,6-lutidine (0.24 ml, 2.08 mmol) was added. The
solution was cooled to -20 C  and trifluoroacetic anhydride (0.28 ml, 2.0
mmol) was added . The reaction was kept  



between -10 C and 0 C for 1 h, and then allowed to reach room temperature.
All  volatile materials were evaporated at 30 C. The crude residue was
cooled to 0 C. A C 20 degassed, dry 1:1 mixture of triethylamine (1.1 ml)
and methanol (1.1 ml),.cooled.to 0 C,  was added. The reaction was stirred
at room temperature for 30 min and then evaporated.  The residue was
dissolved in a 1:1 mixture of methanol and 6M hydrochloric acid and  stirred
at 50 C for 20 min. The major part of the solvent was evaporated. Ethyl
acetate  and water were added. The water phase was separated and washed
again with ethyl 25 acetate. The combined organic phase was washed with
brine, dried, evaporated and used  as crude product in the next step. LC-MS;
method B RT: 8.19 min, APCI-MS m/z: 419.3 [MH+]. b)
N-f4-(BenUlsulfonyl)benzyfl-6-methyl-2-oxo-l-f3-(trifluoromethyl)phen
ly1-1,2- 3o dihydropyridine-3-carboxamide WO 2004/043924 PCT/SE2003/11111739
134 In an argon filled vial N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide (29 mg, 0.07
mmol) was  dissolved in dried, degassed ethanol (0.1 ml) and cooled to 0 C.
A solution of potassium  tert-butoxide (7.8 mg, 0.7 mmol) in ethanol (0.2
ml) was added. The reaction was stirred s for 45 min. (Bromomethyl)benzene
(12 1, 0.105 mmol) in ethanol (0.1 ml) was added.  The ice bath was removed
and the reaction was stirred overnight. A mixture of ethyl  acetate and 1M
aqueous NI-14C1 was added. The organic layer was separated, dried and
evaporated. The residue was dissolved in CH2CI2 (240 l) and cooled with
stirring to - 15  C. 3-Chloroperoxybenzoic acid (35 mg, 0.154 mmol) in
CH2CI2 (200 Al) was added. The 10 cooling bath was removed and the reaction
was stirred overnight. EtOAc and 5% aqueous  sodium thiosulfate were added.
The organic layer was separated, washed with 5%  aqueous sodium carbonate,
brine and dried. Purification by preparative HPLC gave the  title compound
(11 mg, 30%). 'H-NMR (400 MHz, DMSO-d6) S 9.91(1H, t, J 6.1 Hz); 8.38 (1H,
d, J 7.5 Hz); 7.81 (4H,  is m); 7.66 (2H, d, J 8.4 Hz); 7.46 (2H, d, J 8.2
Hz); 7.31- 7.11 (511, m,); 6.63 (1H, d, J 7.6  



Hz); 4.62 (2H, s,); 4.57 (2H, d, J 6.1 Hz); 2.03 (311, s,). APCI-MS m/z:
541.4 [MH+]. Following the general method of Example 27 (b), the compounds
of Examples 28 to 33  20 . were prepared: Example 28
6-Methyl-2-oxo-N-14-(pvlsulfonyl)benzyll-l-i3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 25
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 1-bromopropane (10 l,
0.105  mmol). Yield: 12 mg (35%n). 'H-NMR (400 MHz, DMSO-d,) S 9.93 (1H, t,
J 6.1 Hz); 8.38 (1H, d, J 7.5 Hz); 7.94 - 7.70 (6H, in); 7.53 (2H, d, J 8.2
Hz); 6.63 (1H, d, J 7.6 Hz); 4.58 (21-1, d, J 6.1 Hz); 3.22  (2H, m); 2.02
(3H, s,); 1.52 (2H, q, J7.6 Hz); 0.89 (3H, t, J7.4 Hz). 30 APCI-MS m/z:
493.3 [MH+]. WO 2004/043924 PCT/SE2003/001739  135 Example 29
N-f4-(Butylsulfonyl)benzyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihvdropvridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 s
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 1-bromobutane (11 Al,
0.105  mmol). Yield: 14 mg, 0.028 mmol (39%). 'H-NMR (400 MHz, DMSO-d6) S
9.93 (1H, t, J 6.1 Hz); 8.38 (1H, d, J7.4 Hz); 7.93 - 7.70 (611, m); 7.53
(211, d, J 8.3 Hz); 6.63 (1H, d, J7.7 Hz); 4.59 (211, d, J6.1 Hz); 3.24
(211, m); 2.02 (3H, s,); 1.48 (2H, m); 1.31 (211, m); 0.81 (311, t, J 7.3
Hz). 10 APCI-MS m/z: 507.3 [MHJ. Example 30
N-f4-(Isobutylsulfonvl)benzvll-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phenyll-1,2-dihvdropyridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 is
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and I
-bromo-2-methylpropane (11  l, 0.105 mmol). Yield: 10 mg, 0.020 mmol (28%). 



'H-NMR (400 MHz, DMS O-d6) S 9.93 (111, t, J 6.0 Hz); 8.38 (111, d, J 7.5
Hz); 7.94 - 7.69 (611, m,); 7.53 (2H, d, J 8.3 Hz); 6.63 (111, d, J7.7 Hz);
4.58 (211, d, J 6.2 Hz); 3.16  (211, d, J 6.5 Hz); 2.02 (3H, s); 1.96 (1H,
quintet, J 6.6 Hz); 0.95 (611, d, J 6.7 Hz). C 20 APCI-MS m/z: 507.3 [MHO].
Example 31 N-f4-(sec-But l~onyl)benzyll-6-methyl-2-oxo-l-f3-
(trifluoromethyj)lphenyll-1.2-dihvdropyridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 25
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 2-brombutane (11 ptl,
0.105  mmol). Yield:12 mg, 0.024 mmol (35%). 'H-NMR (400 MHz, DMSO-d6) 5
9.94 (1H, t, J 6.0 Hz); 8.38 (1H, d, J7.5 Hz); 7.93 - 7.69 (611, m,); 7.53
(211, d, J 8.2 Hz); 6.63 (1H, d, J7.8 Hz); 4.59 (2H, d, J 6.1 Hz); 3.17
(111, dq, J 13.4, 6.7 Hz); 2.02 (311, s,); 1.77 (111, m); 1.29 (1H, m); 1.11
(311, d, J 6.9 Hz);  30 0.89 (311, t, J 7.5 Hz). WO 2004/033924
PCT/SE20031001739  136  APCI-MS m/z: 507.4 [MH+] Example 32
N-f4-(Isopropylsulfonyl)benzyll-6-methyl-2-oxo-l-f3- (trifluoromethyl)phenyl
l-1.2-dihvdropyridine-3-carboxamide s From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyI]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 2-bromopropane (10 II,
0.105  mmol). Yield:11 mg, 0.022 mmol (33%). 1H-NMI{ (400 MHz, DMSO-d6) 5
.9.94 (1H, t, J 6.1 Hz); 8.38 (1H, d, J 7.4 Hz); 7.94 - 7.69 (6H, in,); 7.54
(2H, d, J 8.3 Hz); 6.63 (1H, d, J7.7 Hz); 4.60 (2H, d, J 6.1 Hz); 3.36  10
(1H, septet, J 6.2 Hz); 2.03 (3H, s,);1.13 (6H, d, J 6.8 Hz). APCI-MS m/z:
493.3 [MH+I Example 33 6-Meths-N f 4-f(3-methylbutyfsulfonyllbenzvl
-2-oxo-l-f3- (trifluoromethyl)phenyll-1,2-dihvdrooyridine-3-carboxamide  is
From N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(ttifluoromethyl)phenyl]-1,2
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 1-bromo-3-methylbutane
(13 l,  



0.105 mmol). Yield:11 mg, 0.021 mmol (31 %). 'H-NMR (400 MHz, DMSO-d6) 5
9.93 (1H, t, J 6.1 Hz); 8.38 (1H, d, J 7.4 Hz); 7.94 - 7.69 (6H, m,); 7.53
(2H, d, J 8.3 IIx); 6.63 (1H, d, J 7.5 Hz); 4.59 (2H, d, J 6.1 Hz); 3.23  20
(21-I, m); 2.02 (3H, s,);1.57 (1H, septet, J 6.8 Hz); 1.39 (211, m); 0.80
(6H, d, J 6.6 lIz).  APCI-MS m/z: 521.4 [MH+]. Following the general method
of Example 27, the compounds of Examples 34 to 52 were  prepared: 25 Example
34 N-f 4-f(Cyclopropylmethyl)sulfonyllbenzyI1-6-methyl-2-oxo-1-L
(trifluoromethvll)phenyll-1,2-dihydropvridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 pig, 0.07 mmol) and
(bromomethyl)cyclopropane (10 30 p1, 0.105 mmol). Yield: 13 mg, 0.027 mmol
(38%). WO 2004/043924 PCT/SE2003/001739  137 'H-NMR (400 MHz, DMSO-d6) 8
9.93 (1H, t, J 6.2 Hz); 8.38 (1H, d, J 7.5 Hz); 7.93 - 7.70 (611, m); 7.53
(2H, d, J 8.3 Hz); 6.63 (1H, d, J 7.6 Hz); 4.59 (2H, d, J 6.1 Hz); 3.21
(213, d, J7.2 Hz); 2.02 (3H, s,); 0.80 (1H, m); 0.43 (2H, m); 0.09 (2H, m).
APCI-MS m/z: 505.3 [MH+1.  s Example 35
6-Methyl-2-oxo-N-(4-f(tetrahydrofuran-2'vlmethvl)sulfonyll-
benzyl1-1-13-(trifluoromethvl)phenyll-1.2-dihydropyridine-3-carboxamide
From N-(4-mercaptobenzyl)-6-methyl-2-oxo-1- [3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
2-(bromomethyl)tetrahydrofuran 10 (12 l, 0.105 mmol). Yield: 8 mg, 0.015
mmol (22%). 'H-NMR (400 MHz, DMSO-d6) 6 9.93 (1H, t, J 6.0 Hz); 8.38 (1H, d,
J 7.5 Hz); 7.93 - 7.70 (611, m,); 7.51 (211, d, J 8.2 Hz); 6.63 (1H, d, J
7.6 Hz); 4.58 (2H, d, J 6.1 Hz); 4.05  (1H, quintet, J 6.5 Hz); 3.59 (1H, q,
J 7.4 Hz); 3.50 (3H, m); 2.02 (3H, s,); 1.94 (1H, m);  1.75 (2H, m); 1.54
(1H, m). 



is APCI-MS m/z: 535.4 W1. Example 36
N-{4-((2-Hydroxyethvl)sulfonyllbenzv11-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 20
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 2-bromoethanol (7121,
0.105  mmol . Yield: 12 mg, 0.025 mmol (36%). 'H-NMR (400 MHz, DMSO-d6) S
9.93 (1H, t, J 6.1 Hz); 8.38 (1H, d, J 7.4 Hz); 7.93 - 7.70 (6H, m); 7.52
(2H, d, J 8.3 Hz); 6.63 (1H, d, J7.6 Hz); 4.58 (211, d, J 6.1 Hz); 3.65
(2H, t, J 6.4 Hz); 3.40 (211, t, J 6.5 Hz); 2.02 (3H, a,). zs APCI-MS m/z:
495.3 [MH+]. Example 37 N-{4-f(Cyanomethy11sulfony1lbenzvl
I-6-methyl-2-oxo-1-f3-
(trifluoromethyl)phenvll-l.2-dihydronyridine-3-carboxamide WO 2004/043924
PCT/SE2003/001739  138 Prom
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(ttifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and chloroacetonitrile (7
l, 0.105  mmol). Yield: 8 mg, 0.017 mmol (24%). 'I-NMR (400 MHz, DMSO-d6) S
9.96 (1H, t, J 6.1 Hz); 8.37 (1H, d, J 7.5 Hz); 7.95  s 7.69 (6H, m,); 7.62
(2H, d, J 8.3 Hz); 6.63 (111, d, J 7.6 Hz); 5.20 (2H, s,); 4.61 (2H, d, J
6.2 Hz); 2.03 (311, s). APCI-MS m/z: 490.3 [MH+]. Example 38 N-I4-f
(2-Amino-2-oxoethyl)sulfonyllbenzyl 1-6-methyl-2-oxo-1- 10
[3-(trifluoromethy phenvll-1.2-dihydropyridine-3-carboxamide Prom
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 2-bromoacetamide (14
mg,  0.105 mmol). Yield: 15 mg, 0.029 mmol (41%). 'H-NMR (400 MHz, DMSO-d0)
S 9.94 (1H, t, J 6.1 Hz); 8.38 (1H, d, J7.4 Hz); 7.95  is 7.46 (10H, m,);
6.62 (1H, d, J 7.6 Hz); 4.58 (2H, d, J 6.0 Hz); 4.18 (214, s,); 2.02 (314,
s,).  APCI-MS m/z: 508.3 [MH+]. 



Example 39 N-I4-f(4-Cyanobenzyl)sulfonvllbenzvll-6-meth 1y 2-oxo-1-L
(trifluoromethyl henyll-l.2-dihydrouvridine-3-carboxamide 20 From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
4-(bromomethyl)benzonitrile  (21 mg, 0.105 mmol). Yield: 3 mg, 0.004 mmol
(6%). LC-MS; method B RT: 7.80 min, APCI-MS m/z: 566.4 [MEI*]. 2s Example 40
N-f4-f(2-Cyanoethyl)sulfonvllbenzvl}-6-methyl-2-oxo-l-f3-
(ttrifluoromethyl)phenyii-12 dihydropyridine-3-carboxamide Prom
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 3-chloropropanenitrile
(8 d,  0.105 mmol). Yield: 1 mg, 0.002 mmol (3%). 3o LC-MS; method B RT:
7.16 min, APCI-MS m/z: 504.3 [MII+]. fi WO 20041043924 PCTISE2003/001739
139  Example 41 N-f4 f(3-Hvdroxypropvl)sulfonvllbenzyll-6-methyl-2-oxo-l-13-
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2 s
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 3-bromopropan-l-ol (9
Al, 0.105  mmol). Yield: 6 mg, 0.012 mmol (18%). LC-MS; method B RT: 6.40
min, APCI-MS m/z: 509.3 W1. Example 42 N-(4-f
12-(Dimethylamino)-2-oxoethyllsulfonyl)benzyI)-6-methyl- 10
2-oxo-1-13-(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0,07 mmol) and 2-chloro-N,N-
dimethylacetamide (11 Al, 0.105 mmol). Yield: 10 mg, 0.019 mmol (27%).
LC-MS; method B RT: 6.61 min, APCI-MS m/z: 536.4 [MH+]. 15 Example 43 Ethyl
3-1(4-f 1(16-methyl-2-oxo-1-13-(trifluoromethyDphenyll-1.2- 



dihydropyridin-3-yllcarbonyl)aminolmethyllphenyl)sulfonyllyropanoate  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and ethyl 3-bromopropanoate
(13 Itl, C 20 0.105 mmol). Yield: 5 mg, 0.009 mmol (13%n). LC-MS; method B
RT: 7.64 min, APCI-MS m/z: 551.4 [MH*}, Example 44 2-1(4-f
1(16-Methyl-2-oxo-1-13-(trifluoromethy-I)p-henyll-1.2-
dihydropyridin-3-yllcarbonyl)aminolmethylIphenyl)sulfonyllethyl acetate 25
From N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0,07 mmol) and 2-bromoethyl acetate
(12 l,  0.105 mmol). Yield: 7 mg, 0.014 mmol (20%). LC-MS; method B RT: 7.19
min, APCI-MS mlz: 537.3 [IvII3+}, WO 2004/043924 PCT/SE2003/001739  140
Example 45 N-{ 4-r(3-Cyanobenzyl)sulfonyllbenzyl }-6-methyl-2-oxo-143-
ftrifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  From
N-(4anercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
3-(bromomethyl)benzonitrile s (21 mg, 0.105 mmol). Yield: 2 mg, 0.004 mmol
(6%). LC-MS; method B RT: 7.77 min, APCI-MS m/z: 566.3 [MH+]. Example 46
Methyl 3-[(4-{ [({6-methyl-2-oxo-l-[3-(trifluoromethvl)phenyl]_
1.2-dihydropyridin-3-yl) carbonyl)aminolmethyl )pbenyl)sulfonyllpropanoate
10 From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and methyl
3-bromopropanoate (11  l, 0.105 mmol). Yield: 2 mg, 0.005 mmol (7%). LC-MS;
method B RT: 7.28 min, APCI-MS m/z: 537.3 [MH+].  is Example 47
6-Methyl-N-(4-(1(2-methyl-1,3-thiazol-4 yl)methyl]sulfonyl
}benzvl)-2-oxo-1-[3-(trifluoromethyl)phenyll-1.2-dihydropyridine-3-
carboxamide trifluoroacetate From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2- 



dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
4-(chloromethyl)-2-methyl-1,3- 20 thiazole hydrochloride (19 mg, 0.105
mmol). Yield: 11 nig, 0.017 minol (24%). LC-MS; method B RT: 7.21 min,
APCI-MS m/z: 562.3 [MH+] Example 48 6-Methyl-2-oxo-N-44-[(pyridin-4-
lmethyllsulfonyllbenzyl}-1-[3-
(trifluoromethy-I)phenyll-1,2-dihvdropvridine-3-carboxamide trifluoroacetate
2s From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
4-(chloromethyl)pyridine  hydrochloride (17 mg, 0.105 mmol). Yield: 5 mg,
0.008 mmol (11%). LC-MS; method B RT: 5.79 min, APCI-MS m/z: 542.3 [MH+]. WO
2004/043924 PCT/8E2003/001739  141 Example 49
N-{4-[(3-Cyanopropvfsulfonyllbenzy}-6-methyl-2-oxo-l-f3-
~phenyll-1,2-dihydropyridine-3-carboxamide  (trifluoromethyl From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 4-bromobutanenitrile
(10 l,  s 0.105 mmol). Yield: 11 mg, 0.022 mmoI (31%). LC-MS; method B RT:
7.19 min, APCI-MS m/z: 518.3 [MId+]. Example 50
N-(4-{f(3,5-Dimethylisoxazol-4-y1)methyllsulfonvl)benzy11-6-
methyl-2-oxo-l-f
3-(trifluoromethyll)phenyll-1,2-dihydropyridine-3-carboxamide 10
trifluoroacetate From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-l-j3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 4-(chloromethyl)-3,5-
dimethylisoxazole (13 p.1, 0.105 mmol). Yield 9 mg, 0.013 mmol (19%).
LC-MS; method B RT: 7.50 min, APCI-MS mlz: 560.4 [MI3+]. 15 Example 51
N-(4-{ f4-(Acetylaminolbenzyllsulfonyl l benzyfl-6-methyl-2-oxo-1-
[3-(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide  From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-l-[3-(trifluoromethyl)phenyI]-1,2- 



dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
N-[4-(chloromethyl)phenyl] zo acetamide (19 mg, 0.105 mmol). Yield: 7 mg,
0.013 mmol (18%).  LC-MS; method B RT: 6.98 min, APCI-MS m/z: 598.4 W1.
Example 52 6-Meths l-N-f~ 4-({2-1(5-methyl-1,3,4-thiadiazol-2-yl)aminol-2-
oxoethyl l
sulfonyl)benzv11-2-oxo-l-f3-(trifluoromethyl)phenvll-1,2-dihydropyridine-3-
25 carboxamide From
N-(4-mercaptobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and
2-bromo-N-(5-methyl-1,3,4- thiadiazol-2-yl)acetamide (25 mg, 0.105 mmol).
Yield: 4 mg, 0.006 mmol (9%).  LC-MS; method B RT: 6.62 min, APCI-MS m/z:
606.2 [MH+I. 30 WO 2004/043924 PCTISE2003/001739  142 Example 53
6-Methyl-N-14-(methylsulfonyl)phenoxyl-2-oxo-1-13-
(trifluoromethyl)phenylT-I,2-dihydropyridine-3-carboxamide  To a mixture of
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylic acid (67 mg, 0.22 mmoI), HATU (93.7 mg, 0.25 mmol), HOAT (34 mg,
0.25 s mmol), DIBA (150 Al, .87 mmol) and NMP (2 ml) was added
O-[4-(methylsuifonyl)phenyl]hydroxylamine, prepared according to the
procedure in J.  Med. Chem., 1967, 512 (41 mg, 0.22 mmol). After stirring at
room temperature for 3 h the  mixture was partitioned between EtOAc and
water. The organic extract was washed with  brine, dried, filtered and
evaporated to dryness. The crude product was further purified by  to
preparative $PLC to give the title compound as a white solid (41 mg, 40%).
'H-NMR (CDC13): S 12.19 (1H, a); 8.58 (1H, d, J 7.4 Hz); 7.92 - 7.86 (311,
m); 7.80 (1H,  t, J 7.9 Hz); 7.57 (1H, s); 7.50 (1H, d, J 7.9 Hz); 7.30 7.26
(5H, m); 6.56 (111, d, J 7.5  Hz); 3.03 (3H, s); 2.16 (3H, s). APCI-MS m/z:
567 [MH}].  15 Example 54
6-Methyl-2-oxo-1-(3-trifluoromethyl-phenyl)-1.2-dihydro-pyridine- 



3-carboxylic acid (4-bromo-uhenoxy)-amide A solution of
6-methyl-2-oxo-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-3-
carboxylic acid (0.060 g, 0.20 mmol) in CH2CI2 (5 ml) and SOC12 (5 ml) was
stirred for 3  20 h at room temperature and then concentrated to give the
crude intermediate acid chloride as a solid. The solid was dissolved in
1,4-dioxane and O-(4-bromo-phenyl)- hydroxylamine, prepared according to the
procedure in J. Med. Chem., 1967, 512, (0.10 g, 0.53 mmol) was added and the
mixture was stirred at room temperature for 10 min. The  volatiles were
removed and the residue was purified on preparative HPLC, giving 0.055 g  25
(58%) of the title compound as an off-white solid. 1H-NMR (CDC13): S 12.08
(1H, s); 8.57 (1H, d, J 7.42 Hz); 7.84 (1H, d, J 8.01 Hz); 7.77  (IH, t, j
8.01 Hz); 7.55 (111, s); 7.47 (1H, d, J 8.01 Hz); 7.38 (213, d, J 8.87 Hz);
7.00  (211, 8.90 Hz); 6.52 (1H, d, J 7.48 Hz); 2.13 (3H, s) APCI-MS m/z:
467.1 and 469.0 [MH*].  30 S WO 2004/043924 PCT/SE2003/001739  143  Example
55 6-Methyl-2-oxo-N-phenoxv-l-f3-(trifluoromethyl)nheny11-1,2-
dihydropvridine-3-carboxamide The title compound was prepared as described
in Example 53 starting form 0-phenyl  Ili hydroxyl amine. s 1H-NMR (CDC13):
S 12.04 (1H,s); 8.58 (1H,d); 7.85-7.74 (2H,m); 7.55 (1H,brs); 7.48  (IH,d);
7.32-7.26 (2H,m); 7.12 (2H,d); 7.02 (1H,t); 6.51 (1H,d); 2.12 (3H,s).
APCI-MS m/z: 389[MH ]. Example 56
N-(4-Aminobenzvil-6-methyl-2-oxo-l-f3-(trifluoromethvl)uhenyll- to
1,2-dihydroproline-3-carboxamide To a mixture of
1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid (212  mg, 0.7
mmol), HATU (272 mg, 0.7 mmol), HOAT (97 mg, 0.7 mmol) and DIEA (275  



mg, 2.13 mmol) in NMP (3 ml) was added (4-aminobenzyl)amine (87 mg, 0.7
mmol) in  NMP (1 nil). The reaction was stirred for 12 h at room
temperature. The reaction mixture is was diluted with water (1.0 ml) and
purified on a Xterra@Prep MS C8 column (19 x 50  mm) using a gradient of
CH3CN/water at a flow rate of 20 ml/min. Freeze drying of the  mixture
afforded the title compound (140 mg, 49%). 1H-NMR (400 MHz, CDC13), 6 9.74
(111, t, J 5.4 Hz ), 8.56 (1H, d, J 7.5 Hz ), 7.78 (111,  in
),7.50(1H,s),7.43(1H,d,J7.8Hz ),7.27(1H,a), 7.15 (21-L d, J 8. 1 Hz ), 6.81
(2K  20 d, J 8.2 Hz ), 6.43 (1H, d, J 7.4 Hz), 4.49 (2H, m), 2.06 (3H, s,
J.9.1 Hz) APCI-MS m/z: 402.2 [MHt]. Example 57 6-Methyl-N-f
4-f(methylsulfonyl)aminolbenzylI-2-oxo-1-13-
(trifluoromethY])phenyll-l.2-dihydropyridine-3-carboxamide  25 To a mixture
of N-(4-aminobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
dihydroproline-3-carboxanride (80 mg, 0.2 mmol) in CH2C12, methanesulfonyl
chloride  (23 mg, 0.2 mmol) and DIEA (26 mg, 0.2 minol) were added. The
reaction mixture was  stirred for 0.5 h at room temperature. The CH2C12 was
evaporated off and the residue  dissolved in CH3CN/water and purified on a
Xterra@Prep MS CS column (19 x 50 mm) WO 2004/043924 PCT/SE2003/001739  144
using a gradient of CH3CN/water at a flow rate of 20 ml/min. Freeze drying
of the  mixture afforded the title compound' (67 mg, 70%). 'H-NMR (400 MHz,
CDC13) 8 9.83 (1H, s ), 8.59 (IH, d, J7.4 Hz ), 7.80 (1H, d, J7.9  Hz), 7.73
(1H, t, J 7.8 Hz), 7.51 (11-1, s), 7.43 (1H, d, J 7.9 Hz), 7.31 (2H, d, J
8.4 Hz),  s 7.14 (2H, d, J 8.4 Hz), 6.46 (1H, d, J 7.4 Hz), 6.38 (111, s),
4.57 (m, IM, 2.97 (3H, s, J  3.9 Hz), 2.08 (3H, s, J 4.3 Hz ). APCI-MS m/z:
480.1 [MH+]. Example 58
N-{4-fBis(methylsulfonyl)aminolbenzvl}-6-methyl-2-oxo-l-f3- io
(trifluoromethyl)nhenyll-1,2-dihydropyiidine-3-carboxamide The title
compound was isolated as a by-product using the method described in Example
57. 



'H-NMR (400 MHz, CDC13): S 9.94 (t, J 5.6 Hz, 1H), 8.59 (d, J7.4 Hz, 11-1),
7.82 (d, J  7.9 Hz, 1H), 7.75 (t, J 7.8 Hz, 21-117.53 (s, 1H), 7.45 (t, J
5.6 Hz, 3H), 7.29 (d, J 9.7 Hz,  is 211); 6.47 (d, J 7.5 Hz, 1H), 4.64 (t, J
5.1 Hz, 211), 3.39 (s, 6H), 2.09 (s, 3H). APCI-MS m/z: 558.4 [Me]. Example
59 N-ff4-ff(Dimethylamino)sulfonvllaminolphenyllmeth ll-1,2- di
hydro-6-methyl-2-oxo-l-f3-(trifiuoromethxl)phenv11-3-pyridinecarboxamide 20
The title compound was prepared from N-(4-aminobenzyl)-6-methyl-2-oxo-i-[3-
(trifluoromethyl)phenyl]-1,2-dihydroproline-3-carboxamide and
dimethylsulfamoyl  chloride (2 mg, 10%) following the method outlined in
Example 57. 'H-NUR (400 MHz, CD3OD) S 8.48 (IH, d, J7.5 Hz); 7.86 (1H, d,
J7.4 Hz); 7.79 (211,  t, J 7.9 Hz); 7.73 (IH, s, ); 7.59 (1H, d, J 8.5 Hz);
7.25 (211, d, J 8.6 Hz); 7.17 (2H, d, J  25 8.5 Hz); 6.63 (1H, d, J 7.6 Hz);
4.52 (20, s, ); 2.74 (6H, s, ); 2.09 (3H, s). APCI-MS m/z: 509.3 [MH+].
Example 60 6-Methyl-N-{4-(methyl(methylsulfonyl)aminolbenzyl l-2-oxo-l-[3-
(trifluoromethyl)phenyl1-1,2-dihydropyridine-3-carboxamide WO 2004/043924
PCTISE20031001739  145 To a mixture of
6-methyl-N-{4-[(methylsulfonyl)amino]benzyl)-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide (10 mg, 0.02
nnnol) in  dichloromethane, iodomethane (4 mg, 0.03 mmol) and DIEA (3.9 mg,
0.03 mmol) were  added. The reaction was stirred for 10 min at 60 C in a
microwave oven. After s evaporation of the solvent, the residue was
dissolved in CH3CN/water and purified on a  III Xterra@Prep MS C8 column (19
x 50 mm) using a gradient of CH3CN/water at a now rate  of 20 ml/min. Freeze
drying of the mixture afforded the title compound (6 mg, 60%).  1H-NMR (400
MHz, DMSO-d6) & 9.83 (1H, t, J 5.9 Hz), 8.38 (1H, d, J 7.5 Hz), 7.89 (2H, C
d,J8.7Hz);7.80(1H,t,J7.7Hz),7.71(1H,d,J8.0Hz),7.32(411, m), 6.62 (111, d,
J7.5  10 Hz), 4.48 (2H, d, J 5.9 Hz), 3.20 (3H, s), 2.91(3H, s), 2.01 (311,
s) APCI-MS m/z: 494.1 [MH+]. 



Following the general method of Example 60, the compounds of Examples 60.1
to 60.7  were prepared: 15 Example 60.1 N-ff4-IBu
l(methylsulfonyl)aminoiphenvllmethvi1-l.2-dihydro-6-methyl-2-oxo-l-f3-
(trifluoromethvl)phen 1-3-pyridinecarboxamide Using 1-iodobutane. Yield (7
mg, 43%). 20 1H-NMR (400 MHz, DMSO-d6) 6 9.86 (11-1, s, ); 8.38 (1H, d, J7.3
Hz); 7.89 (2H, d, J 9.5  Hz); 7.80 (1H, I, J 7.4 Hz); 7.72 (1H, d, J 8.2
Hz); 7.32 (411, s, ); 6.63 (1H, d, J7.2 Hz);  4.49 (211, d, J 5.8 Hz); 3.58
(2H, s, ); 2.91 (3H, s, ); 2.02 (3H, a, );1.27 (411, s, ); 0.81  (3H, t, J
6.2 Hz). APCI-MS mlz: 536.4 [MH}].  25 Example 60.2
1.2-Dihydro-6-methyl-N-ff4-((1-meth 1v eth l)y(meth lsulfo yn- aminolpheny
lmethyll-2-oxo-l-[34trifluoromethyfphenyll-3-pyridinecarboxamide  Using
2-iodopropane. Yield (10 mg, 38%). 1H-NNE (400 MHz, DMSO-d6) 6 9.88 (2H, t,
J 6.0 Hz); 8.39 (2H, d, J 7.4 Hz); 7.89 (4H,  30 d, J 11.6 Hz); 7.80 (3H, t,
J 7.8 Hz); 7.72 (2H, d, J 8.1 Hz); 7.33 (4H, d, J 8.3 Hz); 7.22 WO
2004/043924 PCT/SE2003/001739  146 (4H, d, J 8.3 Hz); 6.63 (2H, d, J 7.6
Hz); 4.52 (411, d, J 6.1 Hz); 4.30 (2H, quintet, J 6.7  Hz); 3.02 (7H, s, );
2.02 (6H, s, ); 1.04 (1211, d, J 6.8 Hz). APCI-MS m/z: 522.4 [l ffl . s
Example 60.3 N-14-f (2-Methoxvethyl)(methylsulfonyl)aminolbenzyl1-6-methyl-
2-oxo-l-f3-(trifluoromethyl)plieyll-1.2-dihydropyridine-3-carboxamide  Using
2-bromoethyl methyl ether. Yield (15 mg, 33%). 'H-NMR (400 MHz, DMSO-d6) 5
9.86 (1H, t, J 5.9 Hz); 8.38 (1H, d, J 7.4 Hz); 7.89 (2H,  d, J 9.3 Hz);
7.80 (1H, t, J 7.8 Hz); 7.72 (1H, d, J 7.9 Hz); 7.32 (4H, d, ); 6.62 (1H, d,
J 10 7.5 Hz); 4.49 (2H, d, J 6.0 Hz); 3.73 (211 t, 15.8 Hz); 3.29 (211, t, J
5.7 Hz); 3.17 (3H, s,  



); 2.98 (311, s, ); 2.02 (3H, s). APCI-MS m/z: 538.4 [MH+]. Example 60.4
N-14-f(2-Cyanoethyl methvlsulfonvllanunolbenzyl1-6-methyl-2- is
oxo-l-f3-(trifluoromethvl)phenyll-1.2-dihydropyridine-3-carboxamide Using
3-bromopropionitrile. Yield (3 mg, 19%). 'H-NMR (400 MHz, DMSO-d6) 6 9.86
(1H, t, ); 8.39 (111, d, J 7.4 Hz); 7.89 (2H, d, J 9.3  Hz); 7.80 (1H, t, J
0.0 Hz); 7.72 (111, d, J 7.5 Hz); 7.36 (4H, s, ); 6.63 (IH, d, J 7.5 Hz);
4.50 (2H, d, J 6.2 Hz); 3.86 (21-1, t, J 6.4 Hz); 3.00 (3H, s, ); 2.60 (2H,
t, J 6.3 Hz); 2.02  20 (3H, s). APCI-MS m/z: 533.1 W1. Example 60.5
N-{4-fEthyl(methylsulfonyl)aminolbenzyl1-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-l,2-dihydropyridine-3-carboxanvde  25 Using
iodoethane. Yield: (6 mg, 59%). 'H-NMR (400 MHz, DMSO-d6) 8 9.86 (1H, t, J
5.9 Hz); 8.38 (1H, d, J 7.4 Hz); 7.89 (2H,  d, J 9.3 Hz); 7.80 (11-1, t, J
7.8 Hz); 7.72 (1H, d, J 8.1 Hz); 7.32 (4H, dd, J 11.6, 8.7 Hz);  6.62 (111,
d, J 7.5 Hz); 4.49 (211, d, J 6.0 Hz); 3.62 (2H, q, J 7.1 Hz); 2.93 (3H, s,
); 2.02  (3H, s, ); 0.96 (3H, t, J 7.1 Hz); 30 APCI-MS m/z: 508.4 [MH+]. 4
WO 2004/043924 PCT/SE2003/001739  147  Example 60.6 1,2-Dihydro-6-methyl-N-f
f4-f (methvlsulfonvl)propvlaminol-
phenyllmethyll-2-oxo-l-f3-(trifluoromethyl)phen lll-3-pyridinecazboxamide
Using 1-iodopropane. Yield (6 mg, 57%). s 'H-NMR (400 MHz, DMSO-d6) S 9.86
(1H, t, J 6.0 Hz); 8.38 (1H, d, J7.5 Hz); 7.89 (2H,  d, J 8.8 Hz); 7.80 (1H,
t, J 7.8 Hz); 7.72 (1H, d, J 8.2 Hz); 7.32 (411, s, ); 6.62 (1H, d, f  7.7
Hz); 4.49 (2H, d, J 6.0 Hz); 3.54 (211, t, J 7.1 Hz); 2.92 (3H, s, ); 2.01
(3H, s, ); 1.31  (2H, q, J 7.2 Hz); 0.80 (3H, t, J 7.3 Hz). APCI-MS mlz:
522.4 [MH+].  



10 Example 60-7 N-ff4-f(3-Amino-3-oxopropyl)(meth Isulfonyl)aminol henvll-
methvll-1.2-dihydro-6-methyl-2-oxo-l-f3-(trifluoromethvll)phenyll-3-
pyridinecarboxamide Using 3-bromopropionamide. Yield (7 mg, 30%). is 'H-NAM
(400 MHz, DMSO-d6) 5 9.86 (1H, t,'J 6.0 Hz); 8.39 (11-L d, J 7.5 Hz); &7.89'
(2H, d, J 10.5 Hz); 7.80 (1H, t, J7.7 Hz); 7.72 (1H, d, J 7.8 Hz); 7.32 (SH,
dd, J 11.0, 8.8  Hz); 6.81 (1H, s, ); 6.63 (1H, d, J 7.6 Hz); 4.50 (211, d,
J 6.0 Hz); 3.80 (2H t, J7.5 Hz);  2.96 (3H, s, ); 2.17 (2H, t, J 7.6 Hz);
2.02 (3H, s). APCI-MS mlz: 551.4 W1.  20 Example 61
1,2-Dihvdro-6-methyl-N-ff4-f(methylsulfonvI)oxylphenyllmethyll-
2-oxo-l-f3-(trifluoromethyl)nhenyll-3 vridinecazboxamide a)
N-(4-Hvdroxybenzyl)-6-methyl-2-oxo-l-f3-(trifluoromethyl)phenyll-1,2- 25
dihydropyridine-3-carboxanvde To a mixture of
1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid (I g,  3,36
mmol), HATU (1.28 g, 3.36 mmol), HOAT (457 mg, 3.36 mmol) and DIEA (1.7 g,
13.36 mtnol) in NMP (10 ml) was added (4-hydroxybenzyl)amine hydrobromide
(686  mg, 3.36 mmol) in NMP (5 ml). The reaction was stirred for 12 h at
room temperature. 3o The reaction mixture was diluted with water (75.0 ml)
and extracted with EtOAc. The WO 20041043924 PCT/SE2003/001739  148 organic
phase was dried (MgSO4), filtered and evaporated affording the title
compound  (1,2 g, 89%a). 1H-NMR (400 MHz, DMSO-d5) S 9.66 (1H, t, J 5.7 Hz);
9.27 (1H, s, ); 8.36 (1H, d, J 7.4  Hz); 7.86 (211, d, J 4.5 Hz); 7.78 (1H,
t, J 8.0 Hz); 7.68 (114, d, J 7.9 Hz); 7.06 (21j, d, J  5 8.3 Hz); 6.67 (2H,
d, J 8.5 Hz); 6.60 (1H, d, J7.4 Hz); 4.33 (2H, d, J 5.8 Hz); 1.99 (3H,  s).
APCI-MS m/z: 403.3 [MH*]. 



b) 1,2-Dihydro-6-methyl-N-ff4-f(methylsu]fon d)oxy]phenyl
methvll-2-oxo-l-f3- (trifluoromethyl)yhenvll-3-pvridinecarboxamide  10 The
title compound was prepared from N-(4-hydroxybenzyl)-6-methyl-2-oxo-1-[3
(trifluoromethyl)phenyI]-1,2-dihydropyridine-3-carboxamide and
methansulfonyl  chloride as in Example 57 (200 mg, 84%). 1H-NMR (400 MHz,
DMSO-d6) 8 9.87 (IH, t, J 6.0 Hz); 8.38 (1H, d, J 7.5 Hz); 7.89 (2H,
d,J8.9Hz);7.80(1H,t,J7.8Hz);7.72(1H,d,J7.9Hz);7.39(211,d,J8.6Hz);7.29  1s
(2H, d, J 8.6 Hz); 6.62 (11-1, d, J 7.5 Hz); 4.50 (211, d, J 6.0 Hz);
3.35,(3H, s); 2.02 (3H,  s). APCI-MS m/z: 481.3 Del. Example 62
2-Propanesulfonic acid, 4-f 11 f 112-dihvdro-6-methyl-2-oxo-l-f3- 20
(trifluoromethy henyll-3-pyridinyIlcarbonvilaminolmethyl]phen 1 ester The
title compound was prepared from N-(4-hydroxybenzyl)-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide and
isopropylsulfonyl  chloride as in Example 57. 'H-NMR (400 MHz, DMSO-do) S
9.83 (111, t, ); 8.35 (111, d, J 7.5 Hz); 7.86 (2H, d, J 8.7  25 Hz); 7.78
(11-1, t, J7.7 Hz); 7.69 (1H, d, J 7.3 Hz); 7.35 (211, d, J 8.5 Hz); 7.22
(2H, d, J  8.6 Hz); 6.60 (1H, d, J 7.3 Hz); 4.46 (213, d, J 6.2 Hz); 3.66
(1H, in); 1.99 (3H, s);1.38  (6H, d, J 6.9 Hz). APCI-MS m/z 509.4 $ WO
2004/043924 PCT/SE20031001739  149 Example 63
N-f(1,1-Dioxido-2,3-dihvdro-l-benzothien-5-yl)methyl1-6-methyl_
2-oxo-1-13-(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide
a)2,3-Dihydro-l-benzothiophene-5-carbaldehyde and 2,3-Dhhydro-l-benzothio
hene-7- 5 carbaldehyde The subtitle compounds were prepared according to the
procedure described in WO  01/12602. b)
2,3-Dihydro-l-benzothien-5-vhnethanol and
2,3-Dihydro-l-benzothien-7-vlmethanol  



C The title compounds were prepared by stirring a mixture of 2,3-dihydro-l
io benzothiophene-5-carbaldehyde and
2,3-dihydro-1-benzothiophene-7-carbaldehyde(4.3  g, 26 mmol) with sodium
borohydride (3.78 g, 100 mmol) in THE (100 ml) and water (10  ml) at room
temperature overnight. 1M Hydrochloric acid was added slowly to quench  the
excess of borohydride. The mixture was extracted with EtOAc and washed with
water. The solvents were removed in vacuo and the residue purified by column
is chromatography on silica using heptane/EtOAc (4:1) as eluent to afford
2,3-dihydro-l- benzothien-5-ylmethanol (1.84 g): 'H-NMR (CDCI3): S 7.22 (1H,
brs); 7.20 (1H, d, J 8.3 Hz); 7.11 (1H, brd, J 8,3 Hz); 4.61  (2H, a);
3.41-3.25 (4H, m); and 2,3-dihydro-l-benzothien-7-ylmethanol (1.18 g) (total
yield 70%): 20 'H-NMR (CDC13): S 7.18 (111, d, J7.5 Hz); 7.15 (1H, d, J7.5
Hz); 7.05 (1H, t, J7.5 Hz);  4.63 (2H, s); 3.41-3.28 (4H, m). c)
1.1-Dioxido-2,3-dihydro-l-benzothien-5-yl)methanol The title compound was
prepared by stirring 2,3-dihydro-l-benzothien-5-ylmethanol  (1.08 g, 6.38
mmol), oxone (5.8 g, 9.4 mmol), aqueous EDTA (22 ml, 0.4 MM), and 25 sodium
hydrogen carbonate (4.8 g) in a mixture of acetone and water at pH 7.5 at
room  temperature overnight. The reaction mixture was extracted with EtOAc
and washed with  water. The solvents were removed in vacuo and the residue
purified by column  chromatography on silica using heptane/EtOAc (4:1) as
eluent to afford the subtitle  compound (1.0 g, 79%). WO 2004/043924
PCT/SE2003/001739  150 'H-NMR (CDC13): S 7.70 (1H, d, J 7.9 Hz); 7.43 (111,
d, J 7.9 Hz); 7,42 (111, s); 4.79  (211, s); 3.53-3.36 (411, m). i)
5-(Bromomethvl)-2.3-dihydro-1-benzothiophene 1,1-dioxide The title compound
was prepared by refluxing (1,1-dioxido-2,3-dihydro-l-benzothien-5- 5
yl)methanol (1.0 g, 5 mmol) with phosphorus tribromide (0.524 g, 0.188 ml, 2
mmol) in  dry toluene (20 ml) for 1 h. Water was added and the crude mixture
was extracted with 1  



EtOAc, washed with water and brine and dried. The solvents were removed in
vacuo to  afford the subtitle compound (1.15 g, 88%a). . 'H-NMR (CDC13): S
7.73 (IH, d, J 8.0 Hz); 7.51 (IH, d, J 8.0 Hz); 7.43 (1H, s); 4.51  to (211,
s); 3.53 (211, t, J 6.8 Hz); 3.43 (211, t, J 6.8 Hz). e)
(1,1-Dioxido-2,3-dihydro-l-benzothien-5-y1)methylanilne The title compound
was prepared by stirring 5-(bromomethyl)-2,3-dihydro-l- benzothiophene
1,1-dioxide (1.14 g, 4.36 mmol) with aqueous ammonia (43 ml) in
methanol/THF 1:1 (30 ml) overnight. The solvents were removed in vacuo to
afford the  is subtitle compound (700 mg, 81%). 'H-NMR (CDC13): 5 8.05 (211,
brs); 7.82 (111, d, J 8.3 Hz); 7.63 (111, s); 7.61 (111' d, J  8.3 Hz); 4.15
(2H, a); 3.62 (211, t, J 6.9 Hz); 3,36 (211, t, J 6.9 Hz), APCI-MS m/z: 198
[Me] f)
N-f(11-Dioxido-2.3-dihydro-l-benzothien-5-vl)methyll-6-methyl-2-oxo-i-f3- 20
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide Starting from
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylic acid (743 mg, 2.5 mmo]) and
(1,1-dioxido-2,3-dihydro-l-benzothien-5- yl)methylamine (500 mg, 2.5 mmol)
using the method described in Example 17, the title  compound (1.05 g, 88%)
was obtained. 25 111-NMR (CDCI3): S 9.94 (111, brt, J 6.0 Hz); 8.39 (111, d,
J 7.5 Hz); 7.93 (IH, s);  7.91(111, d, J 7.7 Hz); 7.83 (IH, t, J 7.7 Hz);
7.74 (111, d, J 7.7 Hz); 7.70 (111, d, J 8.0  Hz); 7.45(iH, d, J 8.0 Hz);
7.43 (111, s); 6.64 (111, d, J 7.5 Hz); 4.58 (211, d, J 6.0 Hz);  3.57 (211,
t, J 6.9 Hz); 3.34 (211, t, J 6.9 Hz); 2.04 (3H, s). APCI-MS m/z: 477 [Me],
30 WO 2004/043924 PCT/SE2003/001739  151 Example 64 N-1(1.
1-Dioxido-2.3-dihvdro-1-benzothien-5-vl)methvll-5-iodo-6-
methyl_2-oxo-1-[3-(trifluoromethyl)phenyl-1,2-dihydropyridine-3-carboxamide
To a solution of
N-[(1,1-dioxido-2,3-dihydro-l-benzothien-5-yl)methyl)-6-methyl-2-oxo- 



1-[3-(uifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide (102 mg, 0.21
mmol), s dichloromethane (1.8 ml) and TFA (0.9 ml) was added
N-iodosuccinimide (47 mg, 0.21  mmol). The mixture was stirred at room
temperature for 4 h and the solvent was then  removed in vacuo. The residue
was partitioned between EtOAc and aqueous NaHCO3 and  the organic extract
was washed with water, dried, filtered and evaporated. The crude  product
was purified by preparative HPLC to give the title compound as a white solid
(87  io mg, 69%). 'H-NMR (CDC13): S 9.85 (111, t, J 5.7 Hz); 8.91 (1H, s);
7.83 (111, d, J 8.1 Hz); 7.76 (1H,  t, J 8.0 Hz); 7.68 (111, d, J 8.0 Hz);
7.49 (11-L s); 7.41(2H, d, J 8.0 Hz); 7.34 (113, s); 4.64  (2H, t, J 6.5
Hz); 3.48 (2H, t, J 6.9 Hz); 3.35 (2H, t, J 7.0 Hz); 2.32 (311, s). APCI-MS
m/z: 603 MH} .  is Example 65
5-Iodo-N-{4-}isopropyl(methylsulfonyl)aminolbenzyll-6-methyl-
2-oxo-1-[3-(ftrifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxanlide  The
title product was prepared as described for Example 64 but starting from
N-{4- [isoprop yl(methylsulfonyl)-amino]benzyl } -6-methyl-2-oxo-1- [3 20
(trifluoromethY1)PhenYl -1 2-dihYdroPp yYridine-3-carboxamide. White powder
(4 mg,  68%). 'H-NMR (400 MHz, DMSO-d6) d 9.77 (IN, t, J 6.1 Hz); 8,61(1H,
s); 7.90 (213, t, J 8.2  Hz); 7.81 (1H, t, J 7.9 Hz); 7.72 (1H, d, J7.9 Hz);
7.33 (21-1, d, J 8.2 Hz); 7.21(2H, d, J  8.3 Hz); 4.51(2H, d, J 6.0 Hz);
4.30 (1H, quintet, J 6.7 Hz); 3.02 (31-L s); 2.20 (3H, s);  25 1.04 (611, d,
J 6.7 Hz). APCI-MS m/z: 648 [he] Example 66
1.2-Dihvdro-6-methyl-N-[[4-[(methylsulfonyl)methvllphenyil-
methyll-2-oxo-1-[3-(trifluoromethvl)nhenyll-3 uvridinecarboxamide 30 WO
2004/043924 PCT/SE2003/001739  152 a) 6-Metal-N-f
4-ffinethylthio)methyllbenz l1-2-oxo-l-f3-(trifluoromethvl)nhenvl1-12- 



dihydropyridine-3-carboxamide To a mixture of
1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid (412  mg,
1.39 mmol), TBTU (527 mg, 1.39 mmol) and DIEA (719 mg, 5.56 mmol) in NMP  5
was added [(methylthio)methyl]benzene (232 mg, 1.39 mmol) in NW (1 ml). The
reaction was stirred for 1 h at room temperature, then diluted with water
(15 ml) and  extracted with EtOAc. The organic phase was dried (MgSO4),
filtered and evaporated  affording the crude title compound (620 mg), which
was used directly in the next step.  b)
I.2-Dihydro-6-methyl-N-ff4-f(methylsulfonyl)methyliphen
llmethyIl-2-oxo-l-f3- )o (trifluoromethyl)phenyl{-3-pyridinecazboxamide. To
crude 6-methyl-N-(4-[(methylthio)methyl]benzyl}-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide (620 mg 1.39 mmol
) in  CH2CI2 (10 nil) cooled to -150 C was added m-chloroperoxybenzoic acid
(483 mg, 2.8  mmol.) The mixture was stirred for 30 min and then overnight
at room temperature. The is reaction mixture was diluted with more CH2C12
and water, washed with sodium  thiosulfate, sodium bicarbonate and brine.
The solvent was removed in vacuum and 25  mg of the residue was dissolved in
CH3CN/water (2.0 ml) and purified on a Xterra@Prep  MS C8 column (19 x 50
mm) using a gradient of CH3CN/water at a flow rate of 20  ml/min. Freeze
drying of the mixture afforded the title compound (15 mg). 20 )H-NMR (400
MHz, DMSO-d5) S 9.66 (1H, t, J 5.7 Hz); 9.27 (IH, s, ); 8.36 (1H, d, J 7.4
Hz);7.86(2H,d,J4.5Hz);7.78(1H,t,J8.0Hz);7.68(1H,d,J7.9Hz);7.06(2H,d,J  8.3
Hz); 6.67 (2H, d, J 8.5 Hz); 6.60 (1H, d, J 7.4 Hz); 4.33 (2H, d, J 5.8 Hz);
1.99 (3H,  s). APCI-MS m/z; 479.3 [MH+].  25 Example 67 6-Chloro-5-methyl-4
(3-methylnhen l-N-f4_
methylsulfonyl)benzyll-3-oxo-3.4-dihydronvrazine-2-carboxantide  a)
6-Chloro-5-methyl-4-(3-methylphenvl)-3-oxo-3,4-dihydropyrazine-2-carbonitril
e WO 2004/043924 PCT/SE2003/001739  153 



The title compound was prepared essentially as described by Gibson. et al.
J. Org. Chein.  1994, 59, 1072-1077 and Hoornaert et al. Tetrahedron, 1990,
46, 5715-5732. b)
6-Chloro-5-methyl-4-(3-methylahenyl)-3-oxo-3.4-dihydropyrazine-2-carbox lic
acid  A solution of
6-chloro-5-methyl-4-(3-methylphenyI)-3-oxo-3,4-dihydropyrazine-2 s
carbonitrile (100 mg, 0.38 mmol) in 11M sulphuric acid (10 ml) was heated at
90 C for 16  h. Water (200 ml) was added. The water phase was extracted with
dichloromethane. The organic layer was dried, filtered and evaporated to
give the subtitle compound (20 mg,  F 19%). APCI-MS m/z: 279.2 W1, HPLC
Chromolith speedROD RP The 50-4.6 mm, flow 2.5  10 ml/min, wavelength 254
nm, time 1.93 min. c)
6-Chloro-5-methyl-4-(3-methylphenyl-N-14-(methvlsulfonyl benzyli-3-oxo-3,4-
dihydro yrazine-2-carboxamide The title compound was prepared starting from
6-chloro-5-methyl-4-(3-methylpheny))-3- oxo-3,4-dihydropyrazine-2-carboxylic
acid and (4-methylsulfonyl)benzy] amine as is described in Example 17.
'H-NMR (DMSO-d5): S 9.68 (111, t); 7.87 (211, d); 7.57 (213, d); 7.49 (111,
t); 7.36 (111,  d); 7.19 (211, d); 4.59 (211, d); 3.18 (311, s); 2.36 (311,
s); 2.11 (311, s). APCI-MS mlz: 446.3 [NH ).  I~ f 20 Example 68
5-Bromo-6-(difluoromethyn-N-14-(methylsulfonyl)benzyll-2-oxo-
I-t3-(trifluoromethvl)phenyl-1,2-dihydropyradine-3-carboxamide  a) Ethyl
6-methyl-2-oxo-1-13-(tnfluoromethyl)phenyn-1,2-dihydropyrdine-3-carboxylate
The title compound was prepared by stirring a mixture of 6-methyl-2-oxo-1-[3
25 (trifluoromethyl)phenyl]-1,2-dihydropyrdine-3-carboxylic acid (20.8 g, 70
mmol) with  sodium carbonate (8.16 g, 77 mmol) in NMP (150 ml). Ethyl iodide
(15.6 g, 100 mmol)  was added slowly (about 10-15 minutes) and the mixture
stirred at room temperature for 4  h. Water was added and the crude product
was extracted with EtOAc, washed with water  and dried and filtered. The
solvent was removed in vacuo and the residue triturated with WO 20041043924
PCT/SE2003/001739  



154 diethyl ether (100 ml), filtered, washed with diethyl ether and dried to
afford the subtitle  compound (18 g, 79%) as a white solid. 'H-NMR (CDC13):
8 8.21(1H, d, J 7.4 Hz); 7.75 (1H, d, J 7.9 Hz); 7.68 (Ili, t, J 7.9 Hz);
7.49 (1H, s); 7.42 (111, d, J7.9 Hz); 6.25 (1H, d, J7.4 Hz); 4.36 (2H, q,
J7.2 Hz); 2.03 s (311, s); 1.37 (3H, t, J 7.2 Hz).  APCI-MS m/z: 326 [MH+].
b) Ethyl 5-bromo-6-(bromomethyfZ 2-oxo-1-13-(trifluoromethyl)pbenyll-1.2-
dihvdropyridihte-3-carboxylate The subtitle compound (3.25 g, 98%) was
prepared by stirring ethyl 6-methyl-2-oxo-1-[3- 10
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylate (2.25 g, 6.9
mmol) with  N-bromosuccinimide (2.45 g, 13.8 mmol) and benzoyl peroxide (35
mg, 0.14 mmol) in  carbon tetrachloride (40 ml) at 70 C for 4 It 'H-NMR
(CDC13): S 8.33 (1H, s); 7.82 (1H, d, J 7.9 Hz); 7.72 (1H, t, J 7.9 Hz);
7.62 (1H,  s); 7.56 (1H, d, J 7.9 Hz); 4.38 (2H, 9, J 7.1 Hz); 4.16-4.08
(2H, m); 1.37 (3H, t, J 7.1 is Hz). APCI-MS m/z: 482/484/486 [MH+]. c) Ethyl
5-bromo-6-(hydroxymethvl)-2-oxo-l-f3-(trifluoromethyl)phen Iy 1-1,2-
dihydronyridine-3-carboxylate The subtitle compound was prepared in
quantitative yield by stirring ethyl 5-bromo-6- 20
(bromomethyl)-2-oxo-1-[3-(trifluoromethyl)phenyI]-1,2-dihydropyridine-3-carb
oxylate  with aqueous sodium bicarbonate in aqueous THE at 60 C overnight.
'H-NMR (CDC]3): 5 8.35 (1H, s); 7.78 (IH, d, J 7.9 Hz); 7.68 (1H, t, J 7.9
Hz); 7.57 (1H,  s); 7.50 (1H, d, J7.9 Hz); 4.45-4.33 (4H, m); 1.37 (3H, t,
J7.1 Hz). APCI-MS m/z: 420/422 [MH+]. 25 d) Ethyl
5-brorno-6-fon-nyl-2-oxo-l-f3-(trifluorometh-vl)Rhenyll-1.2-dibydrop-Ldin 3
e carboxylate  



Dimethyl sulphoxide (1.14 g, 1.036 ml, 14.6 mmol) was added dropwise to a
solution of  oxalyl chloride (0.93 g, 0.64 m], 7.3 mmol) in dry CH2CI2 (40
ml) at 70 C under an  argon atmosphere. After 10 minutes stirring, ethyl
5-bromo-6-(hydroxymethy])-2-oxo-1 30
[3-(trifluoromethyl)phenyI]-1,2-dihydropyridine-3-carboxylate (2.8 g, 6.66
mmol) in WO 2004/043924 PCT/SE2003/001739  155 CH2C12 (10 ml) was added and
stirring was continued for 20 minutes followed by the  addition of
triethylamine (3.34 g, 4.6 ml, 33 nunol). After a further 15 minutes at low
temperature, the reaction mixture was allowed to reach -15 C and water (20
ml) was  added. Stirring was continued until the reaction mixture reached
room temperature. It was s then extracted with water and CH2C12, washed with
brine, dried and filtered. The solvents  were removed in vacuo and the
residue purified by column chromatography on silica  using CH2C12 as eluent
to afford the title compound (1.46 g, 52%). 'H -NUR (CDCI3): 6 9.74 (iN, s);
8.31 (11-1, s); 7.75 (1H, d, J 7.9 Hz); 7.65 (1H, t, J 7.9  Hz); 7,46 (iH,
a); 7.41(1H, d, J 7.9 Hz); 4.41(2H, q, J 7.1 Hz); 1.39 (3H, t, J 7.1 Hz).
io APCI-MS m/z: 418/420 [NIFi+7. e) Ethyl
5-bromo-6-(difluoromethyfl-2-oxo-l-f3-(trifluoromethyflphenvll-l,2-
dihvdropvridine-3-carboxylate. The subtitle compound was prepared by
stirring ethyl 5-bromo-6-formyl-2-oxo-i-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylate (0.98 g, 2.34
mmol) with  1s (diethylanuno)sulfur trifluoride (DAST) (378 mg, 2.34 mmol)
in dry CH2C12 (20 ml) overnight. Water was added and the reaction mixture
was extracted with CH2C12. The  solvents were removed in vacuo to afford
1.06 g (100%) of the subtitle compound.  'H-NMR (CEC13): 3 8.29 (114, brt, J
1.1 Hz); 7.77 (1H, d, J 8.I Hz); 7.65 (1H, t, J 8.I  Hz); 7.53 (iH, s); 7.46
(1H, t, J 8.1 Hz); 6.82 (1H, t, J 55.1 Hz); 4.39 (2H, q, J 7.1 Hz);  20 1.38
(211, q, J 7.1 Hz). APCI-MS m/z: 440/442 [MH+]. f)
5-Bromo-6-(difluoromethyl)-N-f4-(methvlsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethyl)phonvl i-1,2-dihydropyridine-3-carboxamide 



The title compound was prepared from 5-bromo-6-(difluoromethyl)-2-oxo-1-[3
2s (trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid [obtained
from ethyl 5-
bromo-6-(difluoromethyl)-2-oxo-1-[3-(trifiuoromethyl)phenyl]-1,2-dihydropyri
dine-3- carboxylate by alkaline hydrolysis] and 4-(methylsulfonyl)
benzylamine hydrochloride  using the method described in Example 17. WO
2004/043924 PCT/SE2003/001739  156 'H-NMR (CDCI3): S 9.79 (1H, brt, J 5.2
Hz); 8.78 (111, s); 7.89 (2H, d, J 8.4 Hz); 7.82  (1H, d, J 7.8 Hz); 7.70
(1H, t, J 7.8 Hz); 7.55 (1H, s); 7.50 (213, d, J 8.4 Hz); 7.47 (1H, d,  J
7.8 Hz); 6.92 (1H, t, J 51.9 Hz); 4.67 (2H, m); 3.02 (3H, s). APCI-MS nilz:
579/581 [MEI ].  s Example 69 6-(Difluoromethvl)-N-f4
(methylsulfonyl)benzy11-2-oxo-l-f3- (trifluoromethyl)nhenyll-1.2-dihydroQ
ridine-3-carboxamide The title compound was prepared by hydrogenation of
5-bromo-6-(difluoromethyl)-N-[4-
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyrid
ine-3- 1a carboxamide with palladium on charcoal (Pd/C) and ammonium formate
in methanol. 1H-NMR (CDC13): S 10.00 (1H, brt, J5.8 Hz); 8.76 (IH, d, J7.5
Hz); 7.89 (2H, d, J8.2  Hz); 7.87 (11-1, d, J7.9 Hz); 7.77 (1H, t, J7.9 Hz);
7.58 (111, s); 7.52 (1H, d, J 7.9 Hz);  7.51 (2Hrd, J 8.2 Hz); 6.98 (1H, d,
J 7.5 Hz); 6.10 (1H, t, J 53.0 Hz); 4.70 (2H, m); 3.03  (3H, s). 1s APCI-MS
m/z: 501 (MH*]. The compounds described in Examples 70.1 to 70,50 were
prepared by a method  analogous to that described in Examples 1 and 2: zo
Example 70.1 N-(2,3-Dihydro-1,4-benzodioxin-6-ylmethyl)-6-methyl-2-oxo-l-f3-
(trifluorometh~l)phenyl]-1.2-dihydronyddine-3-carboxamide  1HNMR (DMSO-d6):
S 9.93 (1H, t); 838 (1H, d); 7.88 (215, d); 7.80 (1H, t); 7.70 (1H,  d);
6.79-6.70 (3H, rn); 6.62 (1H, d); 4.34 (21-1, d); 4.18 (4H, s). APCI-MS m/z:
466.3 (MH}].  



25 Example 70.2 6-Metesl-N-[3-(methylsulfonyl)benzyll 2-oxo-is3-
rifluoromethyllphenyll-1.2-dihydronvridine-3-carboxamide  'H NMR (DMSO-d6):
8 9.93 (1H, t); 8.38 (1H, d); 7.95-7.45 (8H, m); 6.62 (1H, d); 4.58  (2H,
d); 3.18 (3H, s). 90 WO 2004/043924 PCT/SE2003/001739  157 Example 70.3
6-Methyl-N'-[4-(methylsulfonyl' phenyll-2-oxo-l-f 3-
(irifluoromethvDphenyll-1,2 dihydropyridine-3-carbohydrazide tH NMR
(DMSO-d6): 610.80 (IH, s); 9.62 (IH, d); 7,99-7.74 (4H, m); 7.65 (211, d);
6.80 (2H, d); 6.67 (1H, d); 3.07 (31-L s). s Example 70.4
N'-(4-Bromophenyl)-6-methyl-2-oxo-l-13-
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carbohydrazide  'HNMR
(DMSO-d6): 810.69 (1H, s); 8.35 (111, d); 7.99-7.73 (4H, m); 7.29 (2H, d);
6.66 (3H, dd). 10 Example 70.5
N-f(5-Methoxv-4-oxo-4H-pyran-2-vl)methyll-6-methyl-2-oxo-1-
f3-(trifluoromethyl)phenyll-l,2-dihvdLo yr:dine-3-carboxamide APCI-MS m/z:
435.2 is Example 70.6
N-(4-Cyanobenzyl)-6-methyl-2-oxo-1-13-(trifluoromethyl)phenyll-
1.2-dihvdropvridine-3-carboxamide APCI-MS m/z: 412.3 [MIi+]. { Example 70.7
N-f f3-(4-Methoxyyhenyl)isoxazol-5-yllmethyl }-6-methyl-2-oxo-1- 20
[3-(trifluoromethyl)phenv11-12-dihydropyridine-3-carboxamide APCI-MS mlz:
484.4 [MH+] Example 70.8
N'-(4-Cvanophenvl)-6-methyl-2-oxo-l-f3-(tdfluoromethvl)phenyll`
1,2-dihydropvridine-3-carbohvdrazide 



25 APCI-MS m/z: 413.3 [MH}]. Example 70.9
6-Methyl-2-oxo-N-f(1-nhen1-1H-nyrazol-4-yllmethyll-l-f3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide  APCI-MS m/z:
467.3 [Me] 30 WO 2004/043924 PCT/SE2003/001739  158 Example 70.10 N-(2 3
Dihvdro-l4-benzodioxin-2-ylmethvl)-6-metbyl-2-oxo-l-f3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z:
445.2 [MH+]. s Example 70.11 6-Methyl-N-{
11-(3-methylpheriyl)-1H-pyrazol-4-yl]mt~ethyll-2-oxo-
1-13-(trifluoromethyl)phenyl-1,2-dihydrop ridine-3-carboxamide APCI-MS mlz:
467.3 [MH+]. Example 70.12 N'-(4-Chlorophenvl)-6-methyl-2-oxo-l-f3- Jo
(trifluoromethyl)phenyll-1,2-dihydropyd'dine-3-carbohydrazide  APCI-MS m/z:
422.2 [M11 ]. Example 70.13 6-Methyl-2-oxo-N-T2-(tetrahydro-2H-Ryran-4
yl)ethyll-l-f3- (trifluoromethvl)phenyll_1.2-dihyddropyridine-3-carboxamide
1s APCI-MS m/z: 409.4 Example 70.14 N-f(1-Et
yl-lH-nylazol-4-yl)methyll-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1.2-dihydropyri dine-3-carboxamide APCI-MS m/z:
405.2 jMH+].  20 Example 70.15 N-f(4-Benzvlm
tpholin-2-ylmethvll-6-methyl-2-oxo-l-13- (trifluoromethyl)phenyll
1.2-dihydropyridine-3-carboxamide APCI-MS mlz: 486.3 jMH+]. 2s Example 70.16
6-Methyl-N-f3-(2-methvlpiperidin-1-yl)provyll-2-oxo-l-13-
(trifluoromethy-l)phenyll-12-di ydropyridine-3-carboxamide APCI-MS m/z:
436.3 [MH+]. 



Example 70.17 Methyl 2-{ 1(46-methyl-2-oxo-l-f3-(trifluoromethyl)phenyl-1,2-
3o dihydropyridin-3-vllcarbonyl)anlinolmethyl1-3-furoate WO 2004/043924
PCTISE2003/001739  159  APCI-MS mlz: 558.3 [MH+]. Example 70.18
6-Methyl-N-f(1-methyl-1H-pyrazol-4-y1)methv11-2-oxo-143-
(trifluoromethyl)phenvll-1.2-dihydropyridine-3-carboxamide  s APCI-MS m/z:
391.2 [MH+]. Example 70.19 N;(3-Azepan-l-vIpro yl) 6-methyl-2-oxo-1-f3-
(trifluoromethyl)phenyli-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z:
436.3 1H+] 10 Example 70.20 6-Methyl-N-(3-morpholin-4-ylpropvl)-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropvridine-3-carboxamide  APCI-MS mlz:
424.3 [MH+]. is Example 70.21
6-Methyl-2-oxo-N-(3-piperidin-1-ylpropvl)-l-f3- (trifluoromethy
)phhenyll-1,2-dih) dropyridine-3-carboxandde  APCI-MS m/z: 422.3 [MH+].
Example 70 22
N-13-(3,5-Dimethyl-1H-pyrazol-l-vl)propyIl-6-methyl-2-oxo-l-f3- 20
(trifluoromethvl)phenyll1,2-dihvdropyridine-3-carboxamide APCI-MS m/z: 433.3
[MIi+]. Example 70.23
N-f3-(2-Ethylpiperidin-1-vf)propyll-6-methyl-2-oxo-l-f3- (tri
fluoromethvl)phenyll-1.2-dihydropyridine-3-carbox amide 25 APCI-MS m/z:
450.4 [MH+]. Example 70.24
6-Methyl-N-2-(1-methyl-lH-imidazol-5-vl)ethyll-2-oxo-l-f3- (trifluorome
thvl)phenvll-l.2-dihydropyridine-3-cazboxami de APCI-MS m/z: 405.2 [MH+]  30
WO 2004/043924 PCT/SE20031001739  



160 Example 70.25 N-f(1-Ethv]-3-methyl-1H
nvrazol-4-vl)methyll-6-methyl-2-oxo- -
f3-(trifluoromethvDphenyll-1,2-dihyddrop rridine-3-carboxam]de APCI-MS m/z:
419.2 [MFI+], s Example 70.26 N[4-(Acetylamino)benzyl]-6-methl-2-oxo-113-
(trifluoromethyl)phenvll-l 2-dihydropyridine-3-carboxamide APCI-MS m/z:
444.2 [MH*]. Example 70.27 6-Methyl-2-oxo-N-f3(1H-pvrazol-l-vl)nronvll-143-
10 (trifluoromathyl)nhen3l1-1,2-dihydropyridine-3-carboxamide APCI-MS m/z:
405.2 [ME"')  Example 70.28 6-Methyl-2-oxo-N-(pyridin-2-ylmethyl) 1-f3-
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  is APCI-MS m/z:
388.3 [MH+]. Example 7029 . 6-Methyl N-f
fl-(4-methylphenyl)-lH-pyrazol-4-yllmethyll-2-oxo-
1-f3-(trifluoromethvI)nhenvll-1,2-dihydropyridine-3-carboxami de APCI-MS
m/z: 467.3 [MH+].  20 Example 70.30 6-lyj
thyl-N'-(4-methylphenyl)-2-oxo-l-f3- (ttrif
uoromethyl)phenyll-1.2-dihydropyridine-3-carbohydrazide  APCI-MS m/z: 402.2
[MH+]. 25 Example 70.31 6-Methyl
N-f3-(4-methylpiperidin-l-yl)propyll-2-oxo-l-f3-
(trifluoromethyl)pheny]1-1,2-dihydropyridine-3-carboxamide  APCI-MS m/z:
4363 [MH+]. Example 70.32 6-Methy1-2-oxo-N-[3;(5-oxo-4
5-dihydro-lH-pyrazol-4-y])nronyll- 30 1-f3-(trifluoromethyI)pbenvll-i
2-d]hydropyrid]ne-3-carboxamide t WO 2004/043924 PCT/SE2003/001739  161
APCI-MS m/z: 421.3 [M13*]. 



Example 70.33 Ethyl5-methyl-44 f({ 6-methyl-2-oxo-1-T3 dL_
pyridin-3-yl}carbonvOaminolmethyj}-2-furoate
(trifluoromethvl)phenyll-1,2-dih s APCI-MS m/z: 463.3 [MH}]. Example 70.34
N-f(6-Fluoro-4H-1,3-benzodioxin-8-vl)methyll-6-methyl-2-oxo-1-
f3-(trifluoromethyphenyll-1,2-dihydropvridine-3-carboxamide  APCI-MS m/z:
463.3 [MH+1. to Example 70.35 6-Methyl-2-oxo-N-(2-pyridin-3_ylethyl)-143-
(trifluoromethvl)phenyI11,2-dihydropyridine-3-carboxamide  APCI-MS m/z:
402.2 [M]I+1. is Example 70.36 N-f(1.3-Dimethyl-lH-pyrrazol-4
-YI)methyll-6-methyl-2-oxo-l-j3-
(trifluoromethyl)phenvll-1,2-dihydropyridine-3-carboxamide APCI-MS m/z:
405.2 [MIi+1. Example 70.37 6-Methy1-2-oxo-N-(2-pyridin-4-ylethyl)-l-f3- 20
(trifluoromethyl)phenvll-1.2-dihvdropyridine-3-carboxamide  APCI MS m/z:
402.2 [MH+]. Example 70.38
N'-(4-Fluorophenyl)-6-methyll-2-oxo-1-f3-(trifluoromethylhheny11-
1,2-dihydropyridine-3-carbohydrazide s APCI-MS m/z: 406.2 [MH+1. Example
70.39 6-Methyl-N-f(1-methyl-lH-pyrrol-2 1))methyll-2-oxo-l-f3-
(trifluorometh yI phenyll-1,2-dihydrouyridine-3-carboxamide APCI-MS m/z:
390.3 [MH+].  30 WO 2004/043924 PCT/SE2003/001739  162 Example 70.40
6-Methyl-2-oxo-N'-phenyl-1-f33-(trifluoromethvl)nhenvl1-12-
dihydronyridine-3-eaarbohydrazide APCI-MS m/z: 388.3 jMIi+]. 



s Example 70.41 N-f(1-Ethyl-5-methyl-lH-oyrazol-4-yl)methylL-methyl-2-oxo-1-
f 3-(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide APCI-MS m/z:
419.2 W1. Example 70.42
6-Methy1-N-f2-(1-methyl-IH-imidazol-4-yIl)ethyll-2-oxo-l-f3- 10
(trifluoromethy])phenvll-1.2-dihydropvridine-3-carboxamide APCI-MS m/z:
405.2 [MH+]. Example 70.43
N-[2-(1,3-Dioxolan-2-yl)ethyll-6-methyl-2-oxo-l-13-
(trifluoromethvl)phenvll-1,2-dihydropyridine-3-carboxamide  is APCI-MS m/z:
397.3 [MH+I, Example 70.44 N-(1-Benzothien-3-ylmethyl)-6-methyl-2-oxo-l-[3-
trifluoromethyl)phenvll-1,2-dihydroyyridine-3-carbox a mide APCI MS m/z:
443,3 [MIi+], 20Example 70A5 Q-[(1.5 Dimethy!-IH-pyrazol-4
~y1)methy11-6-methyl-2-oxo-l-f3-
(tlifluoromethyl)phenvll-1,2-dihydronvridine-3-carboxamide  APCI-MS m/z:
405,2 [MH } 25 Example 70.46
N-[2-(3.5-DimethyI-lH-pyrazol-4-yl)ethv11-6-meths-2-oxo-1-13-
(trifluoromethyl)phenvll-1,2-dihydropvridine-3-carboxamide  APCI-MS m/z:
419.2 [MW]. Example 70.47 N-f2-(3,5
Dimethylisoxazol-4-vl)ethvll-6-methyl-2-oxo-l-f3- 30
(tdfluoromethyl)phenvll-12-dihydropyridine-3-carboxanvde WO 2004/043924
PCTISE2003/001739  163  APCI-MS m/z: 420.3 [MH+]. Example 70.48
N-(3.4-Dihydro-lH-isochromen-l-ylmethyl)-6-methyl-2-oxo-l-f3-
(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  s APCI-MS m/z:
443.2 [MH+]. Example 70.49 N-{ f(2R)-1-Ethylpyrrolidin-2-y11methyl
}-6-methyl-2-oxo-1-f3- (trifluoromethvl)phenvll-l,2-dih
dropyridine-3-carboxamide APCI-MS m/z: 408.3 [MH+].  



10 Example 70.50 6-Methyl-2-oxo-N-f(2R)-tetrahydrofuran-2-yhnethyll-1-13-
(trifluoromethvl)phenyls-l,2-dihydropyridine-3-carboxamide  APCI-MS n1/z:
381.2 [MH+J. is Example 71
5-Chloro-N-{4-f(dimethylamino)sulfonyllbenzyl+l}-6-meth-2-oxo-
1-f3-(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide  a)
N-f4-(Benzylthio)benzy)1-6-methyl-2-oxo-l-f3-(trifluoromethyll)phenyl11,2-
dihydropyridine-3-carboxamide C 20 The subtitle compound was prepared as
described for N-[4-(benzylsulfonyl)benzyl]-6-
methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamde
[Example  27 (b)] but excluding the oxidation step. The sub title product
was purified by preparative  HPLC (x-terra column, 0.2% ammonia,
acetonitrile) to afford the title compound. 'H NMR (DMSO): 6 9.78 (1H, t,
16.0 Hz); 8.37 (1H, d, 3 7.5 Hz); 7.91- 7.68 (4H, m); 25 7.35 - 7.16 (911,
m); 6.62 (1H, d, J 7.6 Hz); 4.47 - 4.37 (211, m); 4.20 (211, s); 2.01(3H,
s).  APCI-MS m/z: 509 [MH+I. b)
5-Chloro-N-{4-f(dimethylamino)sulfonyllbenzyl}-6-methyl-2-oxo-1-13-
(tiifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide WO 2004/043924
PCTISE20031001739  164 To
N-[4-(benzylthio)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (92 mg, 0.18 mmol) was added 50% formic
acid/water (18  ml) and CH2C12 (9 ml), The reaction mixture was cooled to
-20 C and chlorine gas was  bubbled through for 1 min. After evaporation of
the excess chlorine the reaction mixture s was partitioned between CH2C12
and water. The organic phase was washed with 0.5M  aqueous NaHCO3 and brine,
and then dried. After filtration, the solvent was removed in  vacuo and the
residue was dissolved in ethanol (10 ml). 5,6M Dimethylaniine in ethanol
(250 l) was added and the mixture was stirred at room temperature overnight.
After  removal of the solvent the residue was purified by preparative HPLC
(x-terra, 0.2% 10 ammonia, acetonitrile) to afford the title compound (41
mg, 43%). 1H NMR (CDC13): S 9.88-9.81 (1H, m); 8.65 (1H, s); 7.85 - 7.67
(41-1, m); 7.51- 7.39 (411, 



m); 4.73 - 4.59 (2H, m); 2.68 (6H, s); 2.19 (3H, s).  APCI-MS m/z: 528 [}4S
]. is Example 72 N-{4-r(Dimethylamino)sulfonyllbenzv11-6-methyl-2-oxo-1-13-
(trifluoromethyl)-phenyll-1,2-dihvdropyridlne-3-carboxamide  5-Chloro-N-
{4-[(dimethylanrino)sulfon yllbenzyl } -6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide (15 mg, 0.028
mmol) was  dissolved in hot methanol (1 ml). After cooling to room
temperature, ammonium formate 20 (6 mg, 0.1 mmol) and 10% palladium on
carbon (3 mg) were added. The reaction mixture  was stirred in a sealed vial
at room temperature for 4 h. After filtration through Celite, the  solvent
was evaporated and the residue was purified by column chromatography on
silica  using CH2C12/methanol (98:2) as eluent to afford the title compound
(6 mg, 43%). 'H NMR (CDC13): S 10.01-9.92 (IH, m); 8.59 (1H, d, 17.5 Hz);
7.85 - 7.66 (4H, m); 7.55 - 2s 7.41 (4H, m); 6.48 (111, d, J 7.5 Hz); 4.75 -
4.59 (2H, in); 2.68 (611, s); 2.09 (3H, a).  APCI-MS m/z: 494 [MH+ Example
73 5-Chloro-6-methyl-2-oxg-Nd4-(Diperazin-l-)lsulfonvllbenzyll-1-13-
(trifluoro-met l)phhenyll-l2-dihydropyridine-3-carboxamide 3o The title
compound was prepared using the general method of Example 71.  III WO
2004/043924 - PCT/SE20031001739  165 'H NMR (CDCI3): 5 9.99 - 9.82 (2H, m);
8.64 (IH, d, .1 8.2 Hz); 7.86 - 7.62 (4H, m); 7.53 - 7.39 (4H, m); 4.76 -
4.55 (2H, m); 3.86 - 2.92 (8H, m); 2.19 (3H, s). APCI-MS m/z: 569 [MH+]. s
Using the general method of Example 72, the compounds of Examples 74 to 78
were  prepared: Example 74 6-Methyl-2-oxo-N
14-(piperazin-l-ylsulfonyl)benzyll-l-r3-
(trifluoromethyl)-phenvll-l.2-dihydropyridine-3-carboxamide  10 'H NMR
(CDCI3): 5 10.11- 9.79 (2H, m); 8.67 - 8.50 (1H, m); 7.89 - 7.38 (8H, m);
6.52  6.43 (1H, m); 4.78 - 4.52 (2H, m); 3.89 - 3.62 (2H, m); 3.49 - 2.94
(6H, m); 2.09 (313, s).  



APCI-MS m/z: 535 [MH+]. Example 75 6-Methyl-N44-(morpholin-4- lsy
ulfonyl)benzyll-2-oxo-l-r3- u
(trifluoromethyl)phenvll-1.2-dihydropyridine-3-carboxamide 'H NMR (CDCI3): S
10.05-9.95 (1H, m); 8.58 (1H, d, 17.5 Hz); 7.84 - 7.64 (411, m); 7.54 - 7.41
(4H, m); 6.48 (1H, dd, J 7.4, 0.8 Hz); 4.75 - 4.59 (2H, m); 3.76 - 3.69 (4H,
m); 3.01- 2.94 (411, m); 2.09 (311, s). APCI-MS m/z: 536 [Mft).  20 Example
76 6-Methyl-2-oxo-N-r4-(piperidin-1 ylsulfonynbenzyll-1-13-
(trifluoromethvl)-phenvll-l,2-dihvdrovvridine-3-carboxamide  'H NMR (CDC13):
S 10.02-9.92 (1H, m); 8.60 (1H, d, 17.3 Hz); 7.84 - 7.64 (4H, m); 7.54 -
7.41(4H, m); 6.48 (1H, dd, 3 7.5, 0.5 Hz); 434 - 4.59 (2H, m); 2.99 - 2.91
(411, m); 2.09 25 (3H, s); 1.68 -1.35 (611, m).  APCI-MS m/z: 534 [Me].
Example 77 6-Methyl-N (4-f(methylamino)sulfonyllbenzyll-2-oxo-l-r3-
(trifluoromethyl)-phenvll-1.2-dihhydropyridine-3-carboxamide WO 2004/043924
PCTISE2003/001739  166 'H NMR (CDC13): S 10.02-9.92 (111, in); 8.59 (1H, d,
173 Hz); 7.86 - 7.70 (411, in); 7.54 - 7.41 (4H, m); 6.48 (1H, d, J 7.3 Hz);
4.73 - 4.58 (2H, m); 4.29 (1H, s); 2.63 (311, s); 2.09  (3H, s). APCI-MS
m/z: 480 [MI3+7.  5 Example 78
6-Methyl-2-oxo-N-14-(pyrcolidin-l-vlsulfonyl)benzyll-1-13-
(trifluoromethyl)phenyll-1.2-dih opyridine-3-arc boxamide 'H NMR (CDC13): S
10.00 - 9.91(1H, m); 8.60 (111, d, J 7.5 Hz); 7.85 - 7.68 (411, in); 7.53
7.40 (4H, m); 6.48 (IH, dd, J 7.5, 0.7 Hz); 4.76 - 4.58 (2H, in); 3.26 -
3.16 (4H, m); 2.09  10 (3H, s); 1.80 -1.70 (4H, m). APCI-MS mfz: 520 [MH+]. 



Example 79 5-Chloro-6-methyl-2-oxS~-N-14-(pyrrolidin-l-ylsulfosyl)benzy11-1-
13-(trifluoromethyl)phenyll-1.2-dihydropvridine-3-carboxamide  1s The title
compound was prepared using the general method of Example 71. 'H NMR
(CDCI3): 8 9.89 - 9.79 (1H, m); 8.66 (111, s); 7.86 7.72 (411, m); 7.52 -
7.40  (411, in); 4.74 - 4.59 (2H, m); 3.25 - 3.17 (4H, m); 2.19 (3H, s);1.78
- 1.72 (4H, m).  APCI-MS mlz: 554 [MH]. 20 Example 80
5-Chloro-6-methLl-N-i4-(methylsulfonyl)benzvll-2-oxo-1-13- (trifluorome l)
phenyll-1,2-dihydroyyridine-3-carboxamide
6-Methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide [Example 1.1] (50 mg, 0.108 mmol) was
dissolved in  acetonitrile (1 ml) and cooled to 0 C. KNO3 (16 mg, 0.16 mmol)
and sulfuryl chloride (13 25 Al, 0.16 mmol) were added. The reaction mixture
was stirred for 1 h at 0 C, followed by  the addition of saturated aqueous
Na2CO3 and diethyl other. The aqueous phase was  extracted with diethyl
ether and the combined organic phase was washed with brine and  dried. After
filtration, the solvent was removed in vacuo, the residue was dissolved in
methanol, a white precipitate appeared and was filtered off and dried to
afford the title 30 compound (22 mg, 41%). WO 20041043924 PCTISE20031001739
167 'H NMR (CDC13): S 9.93 - 9.80 (111, m); 8.64 (111, s); 7.94 - 7.69 (411,
m); 7.57 - 7.37  (411, m); 4.75 - 4.57 (211, m); 3.01 (311, s); 2.19 (311,
s). APCI-MS mlz: 499 [Me]. s Example 81
N-f4-((AcetylaminolsuifonyllbenzylI-6-methyl-2-oxo-1-(3-
(trifluoromethyl)-phenyll-l.2-dihydropyridine-3-carboxamide
N-[4-(Aminosulfonyl)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2
- dihydropyridine-3-carboxamide (Example 1.51(16 mg, 0.034 mmol) was
dissolved in  CHZC12 (1 ml). Powdered KOH (6 mg, 0.11 mmol) and 10% acetyl
chloride in CH2CI2 (25 10 l, 0.035 mmol) were added and the mixture was
stirred at room temperature for 1.5 h.  Water and IM aqueous HCl were added.
The reaction mixture was extracted with CH2CI2.  



The organic phase was washed with water, brine and dried. The solvent was
removed in  vacuo and the residue was purified by preparative HPLC (x-terra,
0.2% ammonia,  acetonitrile) to afford the title compound (7 mg, 41%). 1s 'H
NMR (CDCI3): 510.03-9.96 (111, m); 8.58 (111, d, J 7.4 Hz); 8.16 (111, s);
7.98 - 7.93  (211, m); 7.83 - 7.71 (211, in); 7.53 - 7.42 (411, m); 6.47
(1H, d, 17.4 Hz); 4.72 - 4.59 (211,  m); 2.08 (311, s); 2.02 (311, s).
APCI-MS m/z: 508 [MH+7. C 20 Using the general method of Example 10, the
compounds of Examples 82 and 83 were  prepared: Example 82 N-r4-(Isopr lsY
ulfonvIlbenzXll 5-iodo-6-methyl-2-oxo-l-f3-
(trifluoromethyl)ohenvll-1,2-dihydropyridine-3-carboxamide  25 'H NMR
(CDCI3): 5 9.90 (111, t, 15.7 Hz); 8.91 (1H, s); 7.83-7.80 (3H, m); 7.76
(IH, t, J 7.9 Hz); 7.50-7.48 (311, m); 7.41 (111, d, J 7.3 Hz); 4.68 (211,
t, J 6.2 Hz); 3.15 (111, m);  2.31 (311, s);1 28 (611, d, 16.89 Hz). APCI-MS
m/z: 619 [MH+]. WO 2004/043924 PCT/SE2003/001739  168 Example 83
N-f4-(Cyclopropylsulfonyl)benzyll-5-iodo-6-methyl-2-oxo-l-[3-
(trifluoromethyl)nhemyll-1,2-dihydropyridine-3-carboxamide  'HNMR (CDCl3): S
9.86 (1H, t, J 5.8 Hz); 8.90 (1H, s); 7.83-7.80 (311, m); 7.75 (111, t, I
7.8 Hz); 7.49-7.47 (3H, m); 7.40 (1H, d, J 7.8 Hz); 4.66 (211, t, J 5.7 Hz);
2.42 (111, m); s 2.31 (3H, s); 1.32 (211, m); 1.01 (2H, m).  APCI-MS m/z:
617 [MH+1. Example 84
1,2-Dihydro-6-methyl-N-ff4-f(methylsulfonyl)oxylphenyllmethyll-
2-oxo-1_[3-(trifluoromethvl)phenyll 3-pyridinecarboxamide 10 The title
compound (31 mg, 46%) was prepared from N-(4-hydroxybenzyl)-6-methyl-2-
oxo-1-[3-(trifluoromethyl)phenylJ-1,2-dihydropyridine-3-carboxamide and
benzensulfonyl  chloride using the general method of Example 61. 'H NMR
(DMSO-d6) S 9.87 (1H, t, J 6.0 Hz); 8.38 (1H, d, J 7.5 Hz); 7.89 (2H, d, J
8.9  



Hz);7.80(IH,t,J7.8Hz);7.72(1H,d,J7.9Hz);7.39(2H,d,J 8.6Hz);7.29(211,d,18.6
is Hz); 6.62 (111, d, J 7.5 Hz); 4.50 (2H, d, J 6.0 Hz); 3.35 (311, s,);
2.02 (313, s). APCI-MS mlz: 543.3 [MX+]. Example 85
N-f4-(1.1-Dioxidoisothiazolidin-2-y1)benzyll-6-methyl-2-oxo-1-13-
(trifluoromethyphenyll-1.2-dihydropyridine-3-carboxamide  20 The title
compound (12 mg, 9.5%) was prepared from N-(4-aminobenzyl)-6-methyl-2-oxo
1-[3-(trifluoromethyl)phenylJ-1,2-dihydroproline-3-carboxamide and 3-
chloropropanesulfonyl chloride using the general method of Example 56. 'H
NMR (DMSO-d6) S 9.78 (1H, t, 15.8 Hz); 8.37 (11-1, d, J 7.4 Hz); 7.88 (2H,
d, 17.6  Hz);7.79(iH,t,J7.8Hz);7.70(1H,d,J8.2Hz);7.28(211,d,38.6Hz);
7.14(211, d, 18.5  25 Hz); 6.61 (111, d, J 7.5 Hz); 4.43 (211, d, J 5.8 Hz);
3.69 (2H, t, J 6.5 Hz); 3.47 (211, t, 17.4  Hz); 2.38 (2H, quintet, J 7.0
Hz); 2.01(3H, s). APCI-MS m/z 506.3 [MHtJ. Example 86
6-Methyi-2-oxo-N-ff4-(4-pwridinyIsulfonyl'phepvl)methyl1-143- 30
(trifluoromethyl)phenyll-l,2-dihydropyridine-3-car oxaniide WO 2004/043924
PCT/SE2003/001739  169 a) 1-14-(Pyridin-4-ylsulfonvl)12henyllmethanamine To
a mixture of 4-mercaptopyridine (0.8 g, 7.2 mmol) and K2C03 (2.0 g, 14.4
nvnol) in  NMP, 4-fluorobenzaldehyde (0.99 g, 8.0 mmol) was added. The
mixture was then stirred  5 at 70 C for 3 h. After cooling, the reaction
mixture was diluted with water (5.0 ml) and extracted with EtOAc. The
organic solvent was evaporated and the residue dissolved in  methanol.
Sodium borohydride (0.57 g, 15 mmol) was added and the mixture stirred for 3
h at room temperature. After addition of water, the methanol was removed in
vacuo and  the residue extracted with CH2CI2. The organic phase was dried
over MgSO4, filtered, and 10 evaporated and the residue was dissolved in
toluene (10 ml). The toluene solution was  heated to 40 C, phosphorus
tribromide (0.25 g, 0.92 mmol) was added and the  temperature increased to
100 C for 30 minutes. After cooling, water (50 ml) was added  and the
mixture extracted with EtOAc. The organic phase was evaporated, the residue



dissolved in methanol and slowly added to a mixture of 25% ammonia (15 ml)
in methanol 15 (10 ml). After stirring for 3 h at room temperature the
subtitle compound was obtained.  (0.30 g, 37%) as a white solid. APCI-MS
m/z: 217.2 [MH+]. b) 6-Methyl-2 oxo-N-fL(4
pyridinylsulfonyl)phenyllmethyll-l-13- 20
(trifluoromethyl'phenyll-1,2-dihyddronvridine-3-carboxamide To a mixture of
6-methyl-2-oxo-.1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylic acid (0.28 g, 0.92 mmol), HBTU (0.35 g, 0.92 mmol) and DIEA (0.24
g, 1.84  mmol) in NMP was added
1-[4-(pyridin-4-ylsulfonyI)phenyl]methanamine (0.20 g, 0.92  mmol) in NMP (1
ml). The reaction mixture was stirred for 1 h at room temperature, then 25
diluted with water (15 nil) and extracted with EtOAc. The organic phase was
dried  (MgSO4), filtered and evaporated. To the residue dissolved in CH2CI2
(10 ml) cooled to - 15 C was added m-chloroperoxybenzoic acid (0.48 g, 2.76
mmol). The mixture was  stirred for 30 min and then overnight at room
temperature. The reaction mixture was  diluted with more CH2CI2 and water,
washed with Na2S2O3, NaHCO3 and brine. The 30 solvent was removed in vacuo
and 25 mg of the residue was dissolved in acetonitrile/water WO 2004/043924
PCT/8E20113/001739  170 (2.0 ml) and purified on a Xterra@Prep MS CS column
(19 x 50 mm) using a gradient of  acetonitrile/water at a flow rate of 20
mllmin. Freeze drying of the mixture afforded the  title compound (12 mg,
49%). 'H NMR (DMSO-d6) S 9.92 (1H, t, 16.0 Hz); 8.85 (211, dd, J 4.4, 1.6
Hz); 8.34 (IH, d, J s 7.5 Hz); 7.96 (2H, dd, J 6.7, 1.7 Hz); 7.90 (4H, m,);
7.87 (lH, t, 14.4, 1.6 Hz); 7.71 (lH, d'  J 7.9 Hz); 7.54 (2H, d, J 8.4 Hz);
6.61(2H, d, J 8.2 Hz); 4.55 (2H, d, J 6.0 Hz); 2.01(3H, L,'I S). APCI-MS
m/z: 528.4 [MH}]. 10 Starting from
6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylic acid and the appropriate methanamine derivative and using the
general method  of Example 86, the compounds of Examples 87 to 91, 92(b) and
93(b) were prepared:  



Example 87 6-Methyl-2-oxo-N-14-(phenvlsulfonyl)benzyll-1-f3 is
(trifluoromethyl)nhenyll-1.2-dihydrooyridine-3-carboxamide  The title
compound (34 mg, 219o') was prepared using
1-[4-(phenylthio)phenyl]methanamine (from thiophenol and
4-fluorobenzaldehyde). 'H NMR (CDC13) S 9.90 (1H, t, J 6.0 Hz); 8.34 (IH, d,
7 7.5 Hz); 7.90 (6H, m); 7.80 (1H,  t, J 8.1 Hz); 7.78 (2H, m); 7.59 (2H, t,
J 7.5 Hz); 7.49 (2H, d, 18.4 Hz); 6.60 (111, d, J 7.7  20 Hz); 4.53 (2H, d,
J 6.2 Hz); 2.01 (3H, s). APCI-MS m/z; 527.4 [MH+]. Example 88
6-Methyl-2-oxo-N-(4-(1.3-thiazol-2-yisulfonyl)benz)Il-l-13-
(trifluoromethyl)nhenyll-l,2-dihydronyridine-3-cazboxamide  2s The title
compound (50 mg , 21%) was prepared using 1-[4-(1,3-thiazol-2
ylsulfony])phenyl]methanamine (from 2-mercaptothiazole and
4-fluorobenzaldehyde). IH NMR (400 MHz, DMSO-d6) S 9.91 (111, t, 16.1 Hz);
8.32 (1H, d, J 11.8 Hz); 8.23 (IH,  d, J 7.9 Hz); 8.06 (111, d, 13.1 Hz);
7.95 (211, d, 18.4 Hz); 7.87 (2H, d, J 7.2 Hz); 7.78  (113, t, J 7.9 Hz);
7.68 (111, t, 17.5 Hz); 7.54 (2H, d, 18.4 Hz); 6.59 (1H, d, J 7.7 Hz); 4.54
30 (2H, d, J 6.4 Hz); 1.99 (3H, s). WO 2004/043924 PCTISE2003/001739  171
APCI-MS m/z: 534.3 [Mfi+J. Example 89
6-Methyl-2-oxo-N-f4-(pyrimidin-2-ylsulfonvl)benzyll-l-f3-
(trifluoromethyl)phenyll- 1 , 2-dihydropyridine-3-carboxamide 5 The title
compound (10 mg, 23%) was prepared using 1-[4-(pyrimidin-2-
ylsulfonyl)phenyl]methananrine (from 2-mercaptopyrimidine and
4-fluorobenzaldehyde).  'H NMR (DMSO-d6): S 9.63 (111, t, J 6.1 Hz); 8.69
(1H, d, J 4.9 Hz); LD5 (1H, d, J 7.5  Hz); 7.60 (4H, q, 18.6 Hz); 7.45 (3H,
m); 7.23 (211, d, J 8.3 Hz); 6.30 (1H, d, J 7.4 Hz);  C 4.27 (2H, d, J 6.6
Hz); 1.70 (3H, a).. io APCI-MS mlz: 529.3 [MH+]. Example 90
N-f4-(IH-Imidazol-2-ylsulfonyl)benzyll-6-methyl-2-oxo-l-f3-
(trifluoromethyfphenyll-l,2-dihydmpyridine-3-carboxamide  



The title compound (8 mg, 16%) was prepared using 1-[4-(1H-imidazol-2 1s
ylsulfonyl)phenyl]methanamine (from 2-mercaptoimidazole and
4-fluorobenzaldehyde).  'H NMR (DMSO-d6) 5 9.91(1H, t, 16.2 Hz); 8.35 (2H,
d, 17.4 Hz); 7.88 (4H, t, J 8.4 Hz);  7.80 (111, t, J 7.7 Hz); 7.72 (1H, d,
J 7.9 Hz); 7.52 (2H, d, J 8.3 Hz); 7.27 (1H, s); 6.61(1$.  d, J 7.5 Hz);
5.75 (1H, s); 4.54 (2H, d, J 6.0 Hz); 2.02 (31-L s). APCI-MS mlz: 517.3
[MH+].  20 Example 91 6-Methyl-N-{4-T(1-methvl-1H-1,2,4-triazol-5-vl)sulfon
lly benzyl}-2-
oxo-l-f3-(trifluommethyfphenyll-l,2-dihydropyridine-3-carboxamide  The title
compound (6 mg, 15%) was prepared using 1-{4-f(1-methyl-1H-1,2,4-triazol-5-
yl)sulfonyl]phenyl}methanamine (from 3-mercapto-4-methyl-4H-1,2,4-triazole
and 4 25 fluorobenzaldehyde). 'H NMR (DMSO-d6) S 9.95 (1H, t, J 6.0 Hz);
8.74 (1H, s); 8.36 (1H, d, J 7.5 Hz); 7.99  (2H, d, 18.4 Hz); 7.89 (2H, d, J
8.5 Hz); 7.80 (211, t, J 7.8 Hz); 7.72 (111, d, 17. 8 Hz); 7.59  (2H, d, J
8.4 Hz); 6.62 (1H, d, J 7.3 Hz); 4.59 (211, d, J 6.3 Hz); 3.86 (3H, s); 2.02
(3H, s).  APCI-MS mlz: 532.3 [MH+]. 30 WO 29(141043924 PCT/SE2003/001739
172 Example 92
6-Methyl7N-{4-[(5-methyl-1.3-oxazol-4-yl)sulfonyllbenzyl1-2-oxo-
1-T3-(trifluoromethyl)phenyll-1.2-dihydropvridine-3-carboxamide  a)
1-14-15-M(-thyl-l.3-oxazol-4_yl)sulfonyllphenvl Imethanamine s To
5-methyl-4-[(4-methylphenyl)sulfonyl]-1,3-oxazole (prepared according to J.
Chem.  Soc., Perkin Trans. 1, 2000, 527-531) (3.7 g, 15.6 mmol) dissolved in
chlorobenzene,  N-bromosuccinimide (3.5 g, 19.6 mmol) and
2,2'-azobis(2-methylpropinitrile) (0.27 g, 1.6  mmol) were added. The
reaction mixture was then stirred and heated to 60 C. Bromine  (0.104 g,
0.65 mmol) was added and the mixture heated to 90 C for an additional 2 h.
to After cooling, 2 % aqueous NaHSO3 (10 ml) and water (40 ml) were added
and the g  mixture extracted with EtOAc. The organic phase was evaporated,
the residue dissolved in 



methanol and slowly added to a mixture of 25% ammonia (150 ml) in methanol
(100 ml).  After stirring for 3 h at room temperature the ammonia was
removed in vacuo and the  water phase extracted with EtOAc. The organic
phase was dried (MgSO4), filtered and 15 evaporated affording the subtitle
compound (2 g, 51%). b) 6-Methyl-N-{4-T(5-methyl-1,3-oxazol-4-yl)sulfon
llbenzylI-2-oxo-1-[3-
(trifluoromethyl)nheny11-12-dihydropvridine-3-carboxamide  The title
compound (7 mg, 21%) was prepared using 1-(4-[(5-methyl-l,3-oxazol-4- 2o
yl)sulfonyl]phenyl]methanamine. 'H NMR (DMSO-d6) 5 9.92 (1H, t, J 6.0 Hz);
8.39 (1H, s); 8.35 (1H, d, J 7.4 Hz); 7.88  (4H, t, f 5.4 Hz); 7.80 (111, t,
3 8.2 Hz); 7.71 (1H, d, J 8.2 Hz); 7.52 (2H, d, J 8.1 Hz); 6.61  (1H, d, J
7.5 Hz); 4.55 (2H, d, 16.1 Hz); 2.64 (3H, s); 2.02 (3H, s); 1.91 (2H, s).
APCI-MS rn/z: 532.3 [MH+]. 25 Example 93 6-Methyl-N-{
[6-(methylsulfonyl)yyridin-3-vllmethyl I-2-oxo-l-3-
(trifluoromethyphenyll-1,2-dihydropyridine-3-carboxamide  a)
146-(Methylsulfonyl)pyridin-3-yllmethanamine WO 2004/043924
PCT/SE2003/001739  173 To 2-chloropyridine-5-carbozyaldehyde (0.50 g, 3.5
mmol) in THE (5 ml), sodium  methanethiolate (0.50 g, 7.0 mmol) was added.
The mixture was then stirred at 70 C  overnight. After cooling, the reaction
mixture was diluted with water (15 ml) and extracted  with EtOAc. The
organic phase was evaporated and the residue dissolved in methanol. 5 Sodium
borohydride (0.26 g, 7.0 mmol) was added and the mixture stirred for 3 h at
room  temperature. After addition of water, the methanol was removed in
vacuo and the residue  extracted with CH2C12. The organic phase was dried
(MgSO4), filtered, evaporated and  treated with CH2Cl2 (50 ml). To the
CH2CI2 mixture, phosphorus tribromide (0.25 g, 0.92  mmol) was added and the
mixture stirred overnight at room temperature. Water (50 ml) 10 was then
added and the mixture extracted with EtOAc. Finally, the organic phase was
evaporated, the residue dissolved in methanol and slowly added to a mixture
of 25%  



ammonia (20 ml) in methanol (20 ml). After stirring for 3 h at room
temperature the  subtitle compound was obtained. 1s b) 6-Methyl-N-{
[6-(methylsulfonvfp ny 'din-3 vllmethy}=2-oxo-l-[3-
(trifluoromethy)phenyIl-l,2-dihydropyridine-3-carboxamide  The title
compound (12 mg, 24%) was prepared using [6-(methylsulfonyl)pyridin-3-
yl]methylamine 1-[6-(methylsulfonyl)pyridin-3-yl]methanamine. 'H-NMR
(DMSO-d.1) 5 9.98 (1H, t, J 6.1 Hz); 8.71 (1H, s); 8.36 (1H, d, 17.5 Hz);
8.01  C 20 (2H, s); 7.90 (211, d, J 8.3 Hz); 7.81(1H, t, J 7.7 Hz); 7.72
(111, d, J 7.9 Hz); 6.62 (1H, d, I  7.5 Hz); 4.61(2H, d, 16.1 Hz); 3.25
(311, s); 2.03 (3H, s). APCI-MS m/z: 466.3 [MH+3. Example 94
5-Fluoro-6-methvl-N-[4-(methylsulfonv])benzvll-2-oxo-143- 25
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide To
6-methyl-N-j4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,
2- dihydropyridine-3-carboxamide [Example 1.1] (0.25 g, 0.54 mmol) in
acetonitr le (4.5 m])  under argon,
1-chloromethyl-4-fluoro-1,4-diazoniabicyclo[2.2.2)octane-
bis(tetrafluoroborat(-) (0.45 g, 1.27 mmol) was added. The reaction mixture
was heated at  o tetra@Pre 30 80 C for 2 h. Water was then added and the
product purified on a X p MS C8 WO 201)41043924 PCT/SE2003/001739  174
column (19 x 50 mm) using a gradient of acetonitrile/water at a flow rate of
20 ml/min.  Freeze drying of the mixture afforded the title compound (75 mg,
29%). 'H NMR (CDC13) S 10.02 (1H, t, 15.4 Hz); 8.57 (1H, d, J 9.0 Hz); 7.88
(2H, d, J 8.4 Hz);  7.84 (1H, d, 1 8.1 Hz); 7.76 (IH, t, J 7.9 Hz); 7.51
(4H, d, J 8.4 Hz); 7.44 (1H, d, 18.0 Hz);  s 4.67 (2H, t, J 5.7 Hz); 3.05
(311, s); 2.08 (311, d, J 3.3 Hz). APCI-MS m/z: 483.3 [Me]. Example 95
N-f4-(methylsulfonvl)benzyIl-2-oxo-6-(2-oxoethvl)-l-f3-
(trifluoromethvl)nhenyll-l .2-dihydropyridine-3-carboxamide io Phosphorus
oxychloride (1.8 ml, 19.7 mmol) was added dropwise under argon to a stirred



ice-cooled solution of dry N,N=dimethylformamide (2.8 ml). After the
addition, the cooling  was stopped and the mixture was stirred at room
temperature for 30 min. Dry  dichloromethane (10 ml) was added and the
solution was cooled to -20 C. 6-Methyl-N-[4-
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)
phenyl]-1,2-dihydropyridine-3 is carboxamide (1.1 g, 2.4 mmol) was added in
small portions at such a rate that the  temperature did not rise above 1 C.
After 15 rain. at 0 C, potassium carbonate (3.4 g, 24.6  mmol) was added and
the mixture was heated to reflux for 20 min. The reaction mixture  was
cooled and poured into a cooled solution of 50% aqueous sodium carbonate
(200 ml)  and stirred at room temperature for 5 h. The mixture was extracted
with ethyl acetate. The zo organic layers were washed with water, brine,
dried, filtered and concentrated at reduced  pressure to give a dark oil. A
part of the oil was purified by preparative HPLC.to give the  title compound
as a yellow solid. 1H NMR (CDC13): S 10.06 (IN, t, 15.3 Hz); 9.47 (111, s);
8.66 (1H, d, J 7.4 Hz); 7.89 (2H,  d, 18.2 Hz); 7.82 (1H, d, J 8.1 Hz); 7.71
(111, t, J 7.9 Hz); 7.53 - 7.49 (3H, m); 7.41(1H, d,  25 J 8.2 Hz); 6.50
(IH, d, J 7.4 Hz); 4.69 (2H, t, J 5.6 Hz); 3.60 (2H, s); 3.02 (3H, s).
APCI-MS m/z: 493 [NH}]. Example 96
SEthyl-6-methyl-N-f4-(methvlsulfonyl)benzyll-2-oxo-l-f3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide WO 20041043924
PCT/SE2003/001739  175 A mixture of
6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)
phenyl]-5-vinyl-1,2-dihydropyridine-3-carboxamide (patent application SE
0302487-4)  (58 mg, 0.12 mmol), 5% palladium on carbon (11 mg) in ethanol
(15 ml) and EtOAc (15  nil) was stirred vigorously under a hydrogen
atmosphere for 16 h. The mixture was s filtered through Celite, the filtrate
was evaporated to dryness and the residue was purified  by preparative HPLC
to give the title compound as a white solid (33 mg, 56%). 1H-NMR (CDC13): S
10.09 (111, t, J 5.7 Hz); 8.55 (1H, s); 7.87 (2H, d, J 8.3 Hz); 7.80  (1H,
d, J 7.8 Hz); 7.74 (1H, t, J 7.9 Hz); 7.52 (211, d, J 8.4 Hz); 7.50 (1H, s);
7.43 (1H, d,  J 7.6 Hz); 4.67 (2H, t, J 6.4 Hz); 3.01(3H, s); 2.59 (2H, q, J
7.5 Hz); 2.04 (3H, s); 1.23  



10 (3H, t, J 7.5 Hz). APCI-MS m(z: 493 [MH+]. Screen  1s Human Neutrophi!
Elastase Quenched-FRET Assay The assay uses Human Neutrophil Elastase (HNE)
purified from serum (Calbiochem art.  324681; Ref. Baugh, RJ. et al., 1976,
Biochemistry. 15, 836-841). HNE was stored in  C 20 50 mM NaOAc, 200 mM
NaCl, pH 5.5 with added 30% glycerol at -20 C. The protease substrate used
was Elastase Substrate V Fluorogenic, MeOSuc-AAPV-AMC (Calbiochem  art.
324740; Ref. Castillo, MJ. et al., 1979, Anal. Biochem. 99, 53-64). The
substrate was  stored in DMSO at -20 C. The assay additions were as follows:
Test compounds and  controls were added to black 96-well flat-bottom plates
(Greiner 655076), 1 tL in 100% 25 DMSO, followed by 30 L BNB in assay buffer
with 0.01% TritonX-100. The assay  buffer constitution was: 100 mM Tris (pH
7.5) and 500 mM NaCl. The enzyme and the  compounds were incubated at room
temperature for 15 minutes. Then 30 141 substrate in  assay buffer was
added, The assay was stopped after 30 minutes incubation at room
temperature by adding 60 Al stop solution (140 mM acetic acid, 200 mM sodium
II'I' so monochloroacetate, 60 mM sodium acetate, pH 4.3). Fluorescence was
measured on a WO 2004/043924 PCT/SE2003/001739  176 Wallac 1420 Victor 2
instrument at settings: Exitation 380 nm, Emission 460 nm. IC50  values were
determined using Xlfit curve fitting using model 205. When tested in the
above screen, the compounds of the Examples gave IC50 values for  s
inhibition of human neutrophil elastase activity of less than 30 M,
indicating that the  compounds of the invention are expected to possess
useful therapeutic properties.  Specimen results are shown in the following
Table: Inhibition of Human Neutrophil Elastase  Compound 



IC50 (nM)  1-(3-Bromophenyl)-N-(4-methoxybenzyl)
6-methyl-2-oxo-l,2-dihydropyridine-3- 353  carboxamide
6-Methyl-N-[(5-methylisoxazol-3- yl)methyl]-2-oxo-1-[3 318
(trifluoromethyl)phenyl]-1,2 dihydropyridine-3-carboxamide
N-(2,3-Dimethoxybenzyl)-6-methyl-2-oxo- 1-[3-(trifluoromethyl)phenyl]-1,2-
701  dihydropyridine-3-carboxamide N-(2,3-Dihydro-l-benzofuran-5-ylmethyl)-
2,4-dioxo-3-[3-(trifluoromethyl)phenyl]- 2025
1,2,3,4-tetrahydropyrimidine-5- carboxamide WO 2004/043924 PCT/SE2003/001739
177  Claims 1. A compound of formula (1) O  YNFL-G2  1a R~N X R  G1  (Rs)n 5
(I)  wherein: 



X represents 0 or S;  i0 represents N or CR2; and when R1 represents OH Y1
may also, in the tautomeric form,  represent NR6; Y2 represents CR3; and
when Y1 represents CR2, then Y2 may also represent N;  15 R1 represents H or
C1 to 6 alkyl; said alkyl being optionally substituted by one or more  7 S 9
10  substituents selected independently from halogen, CN, CHO, OR , NR R ,
S(O)mR and  SO2NR11R12 and, when Y1 represents N, R1 may also represent OH;
20 WO 2004/043924 PCT/SE2003/001739  178 R7 represents H, Cl to 6 alkyl or
phenyl; said phenyl being optionally further substituted  by halogen, Cl to
6 alkyl and Cl to 6 alkoxy; R2 represents H, halogen or Cl to 6 alkyl;  5 R3
represents H or F; GI represents phenyl or a five- or six-membered
heteroaromatic ring containing 1 to 3  heteroatoms independently selected
from 0, 5 and N; or GI represents a five- or six- membered saturated or
partially unsaturated cycloalkyl ring; or Gl represents a five- or  10
six-membered saturated or partially unsaturated heterocyclic ring containing
one  heteroatom selected from 0, S and NR13 where R 13 represents H or Cl to
6 alkyl; R5 represents H, halogen, Cl to 6 alkyl, CN, Cl to 6 alkoxy, NO2,
NR14R15 Cl to 3.alkyl  15 substituted by one or more F atoms or C l to 3
alkoxy substituted by one or more F atoms;  R14 and R15 independently
represent H or Cl to 3 alkyl; said alkyl being optionally further
substituted by one or more F atoms; 



20 n represents an integer 1, 2 or 3 and when n represents 2 or 3, each R5
group is selected  independently; R4 and R6 independently represent H or Cl
to 6 alkyl; said alkyl being optionally further  substituted by OH or Cl to
6 alkoxy; 25 or R4 and L are joined together such that the group -NR4L
represents a 5 to 7 membered  azacyclic ring optionally incorporating one
further heteroatom selected from 0, S and  NR 16 WO 2004/043924
PCTISE2003/001739  179 L represents a bond, 0, NR29 or Cl to 6 alkyl; said
alkyl optionally incorporating a  heteroatom selected from 0, S and NR16;
and said alkyl being optionally further  substituted by OH or OMe; 5 G2
represents a monocyclic ring system selected from:  i) phenyl or phenoxy,
ii) a 5 or 6 membered heteroaromatic ring containing one to three
heteroatoms  10 independently selected from 0, S and N, iii) a C3 to 6
saturated or partially unsaturated cycloalkyl, or iv) a C4 to 7 saturated or
partially unsaturated heterocyclic ring containing one or two  heteroatoms
independently selected from 0, S(O)p and NR 17 and optionally further
incorporating a carbonyl group; or 15 G2 represents a bicyclic ring system
in which each of the two rings is independently  selected from: i) phenyl,
20 ii) a 5 or 6 membered heteroaromatic ring containing one to three
heteroatoms  independently selected from 0, S and N, iii) a C3 to 6
saturated or partially unsaturated cycloalkyl, or 



iv) a C4 to 7 saturated or partially unsaturated heterocyclic ring
containing one or two  heteroatoms independently selected from 0, S(O),, and
NR17 and optionally further  25 incorporating a carbonyl group; and the two
rings are either fused together, or are bonded directly together or are
separated  by a linker group selected from 0, S(O)q or C132, WO 2004/1143924
PCT/SE20113/001739  180 said monocyclic or bicyclic ring system being
optionally further substituted by one to three  substituents independently
selected from CN, OH, CI to 6 alkyl, Cl to 6 alkoxy, halogen,  NR 18R19 NO2,
OS02R38, C02R20, C(=NH)NH2, C(O)NR21R22 C(S)NR 23R24  SC(=NH)NH2,
NR31C(=NI3)NH2, S(O)sR25, S02NR26R27, Cl to 3 alkoxy substituted by s one or
more F atoms and Cl to 3 alkyl substituted by S02R39 or by one or more F
atoms;  or when L does not represent a bond, GZ may also represent H; yet
10 in, p, q, s and t independently represent an integer 0, 1 or 2; R8 and R9
independently represent H, Cl to 6 alkyl, formyl or C2 to 6 alkanoyl; said
alkyl  being optionally further substituted by phenyl optionally substituted
by halogen, Cl to 6  alkyl, Cl to 6 alkoxy or S02R30. 15 or the group NR8R9
together represents a 5 to 7 membered azacyclic ring optionally
incorporating one further heteroatom selected from 0, S and NR28 Rl s and
R19 independently represent H, Cl to 6 alkyl, formyl, C2 to.6 alkanoyl,
S(O)tR32  or S02NR33R34; said alkyl group being optionally further
substituted by halogen, CN, Cl  41 42 20 to 4 alkoxy or CONK R R25
represents x, Cl to 6 alkyl or C3 to 6 cycloalkyl; said alkyl group being
optionally  further substituted by one or more substituents selected
independently from OH, CN,  3536 37, 40 



CONR R CO2R OCOR , C3 to 6 cycloalkyl, a C4 to 7 saturated heterocyclic ring
zs containing one or two heteroatoms independently selected from 0, S(O)P
and NR 43 and  phenyl or a 5 or 6 membered heteroaromatic ring containing
one to three heteroatoms  independently selected from 0, S and N; said
aromatic ring being optionally further 100849-I WO 181  substituted by one
or more substituents selected independently from halogen, CN, C1 to 4
alkyl, Cl to 4 alkoxy, OH, CONR44R45 C02R46, S(O)sR47 and NHCOCH3; R26 and
R27 independently represent H, Cl to 6 alkyl, formyl or C2 to 6 alkanoyl;
R32 represents H, Cl to 6 alkyl or C3 to 6 cycloalkyl; R38 represents H, Cl
to 6 alkyl or phenyl; said phenyl being optionally further substituted  by
halogen, C 1 to 6 alkyl or Cl to 6 alkoxy; to R10, R 11 , R 12 , R 16, R17,
R20, R 21, R22, R23, R 24 , R28 , R 29, R 30, 1431, R 33,R 34, R 35 ,  36
R37, R31, 42 46 47 R, R, R , R41, R4, R , R13, R44, R41' R and R
independently represent H or  Cl to 6 alkyl; is and pharmaceutically
acceptable salts thereof, with the proviso that the following  compounds are
disclaimed:
N-benzyl-5,6-dimethyl-2-oxo-l-phenyl-1,2-dihydropyridine-3-carboxamide;
N-(2-phenethyl)-5,6-dimethyl-2-oxo-l-phenyl-l,2-dihydropyridine-3-carboxamid
e;
N-(2-hydroxyethyl)-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-carboxa
mide; 20
N-[2-(dimethylamino)ethyl]-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5
- carboxamide; 4-[2-[[[
1,2-dihydro-l-(4-methylcyclohexyl)-2-oxo-3-pyridinyl]carbonyl]amino]ethyl]-
benzoic acid;
4-[2-[[(1-cyclohexyl-1,2-dihydro-2-oxo-3-pyridinyl]carbonyl]amino]ethyl]-ben
zoic acid;  25
N-benzyl-l-cyclohexyl-5,6-dimethyl-2-oxo-1,2-dihydropyridine-3-carboxamide;
and  



N-(2-phenethyl)-1-cyclohexyl-5,6-dimethyl-2-oxo-1,2-dihydropyridine-3-carbox
amide.  2. A compound according to Claim 1 wherein X represents 0. 30 3. A
compound according to Claim 1 or Claim 2 wherein R2 and R3 each represent H.
WO 2004/043924 PCTISE20031041739  1.82 4. A compound of formula (1),
according to any one of Claims 1 to 3, wherein GI  represents phenyl or
pyridyl. 5. A compound of formula (1), according to Claim 1, or a
pharmaceutically acceptable  salt thereof, for use as a medicament. 6. A
pharmaceutical formulation. comprising a compound of formula (I), as defined
in  any one of Claims I to 4, or a pharmaceutically acceptable salt thereof,
optionally in  admixture with a pharmaceutically acceptable diluent or
carrier. 7. The use of a compound of formula (I) as defined in any one of
Claims 1 to 4, or a  pharmaceutically acceptable salt thereof, in the
manufacture of a medicament for the  treatment or prophylaxis of human
diseases or conditions in which inhibition of neutrophil  elastase activity
is beneficial. S. The use of a compound of formula (1) as defined in any one
of Claims 104, or a  pharmaceutically acceptable salt thereof, in the
manufacture of a medicament for the  treatment or prophylaxis of
inflammatory diseases or conditions. 9. A process for the preparation of a
compound of formula (1), as defined in anyone of  Claims 1 to 4, and optical
isomers, racemates and tautomers thereof and pharmaceutically  acceptable
salts thereof, which comprises: reacting a compound of formula (I1) 




