WO 2004/ 043924 PCT/ SE2003/ 001739 2-pyri done

derivatives as inhibitors of neutrophile el astase
wo-@ia43984 t he I nvention 5 This invention rel atBGI/SE2003/001739

novel 2-pyridone derivatives, processes for their

preparation, pharmaceutical conpositions conprising

them and thei r use in therapy. Background of the

dost 1 uBTRVROBRS SEC SE obi7g 1BDU O g EHR astare: o

degr ade V|rtually all connective tissue conponents.

The uncontroll ed proteolytic degradation by el astases

has been inplicated in a nunber of pathol ogica

nditions, Human neutrophil elastase (hNE), a nenber

Fielg ok thg I rypsin superfamily of serine proteases

is a 33-KDa enzyne stored in the azurophilic granul es

of the neutrophils. In is neutrophils the
ThiGReRAbA %lh@@t&fov@ﬁ?&ﬁ@&@&lén%ms gﬁdcésﬁ,@s foPiRlr proparation,

cellul ar anmbunt has been estimated to be up to 3 pg.
phdpapeuictl coatpositioniNEomprisingihdiny andthemrsmel itf therapyhe

granules into, the extracellular space with sone

portion remaining bound to neutrophil plasma nmenbrane
Ba&é‘?&ﬂﬁa@ﬁﬁ 2nvEht (;H 2002, Eur. J. _Phar macol . 451,_

I--10). 1 Tarn 1 ntracel |l ul ar physi ol ogi cal function

of NE is degradation of foreign organic nol ecul es
Ela@ﬁéﬁcé@«v?@ﬁﬂﬂiy B¢ med deakicti aPstidytnes W B8y HAQinFRh& ability to

target tor extracellular elastase is elastin (Janoff
deafwép vigppby d} conpogiye tipsugsgsnponeets. Tirgincenzalefmeteol v

de%gcgt#%}n g?%%ars%ﬁesm@&g?np}l%a@hgfgw Ppﬁﬁéﬁ&ts[%ﬁlol(gé %ﬁ con(%mons

€l nase

Hughag madteophiinsdastasa (hNE) trmastatber of dfe chiygiotryjsia lﬁipelfﬁyhﬂy of serine
pl asma gr Qteins (See Kawabat et al., 2002, Eur.

Promawaa ERNPL inzym%?red i1} the dggropbiis ezanplcgef ﬂm&@trephﬂs In
i hAC ! cHh%trggt%rf bINE %9{:&'(1@&35 m%gﬁs %t@ﬂe’llﬂlar I¥Bnthas been

type 4 25 agens lamnin ronect
estmyatmdom&pebé pg( Opbayetsiation INE i200@1y E»kqmed frﬁm the granules into.
11, 965-980 IS, a major, _comon

I
they GRS 5Pkt YRS RIFO] AT RA gt @ BB -ORhY RO membrane
(Sek YO BhiSgas 2000 i+dj. PYagRicbD ek 3. 1%%@%&%&%@1&&

R A 1994, Am J. Resp. OCit. Caré Med. 150,
physﬂgggiqai)fun@i@nﬁﬁ &Hdie stegradationeoffoteignodrgNic wendecsitelsipiagdcgbsed by

wh L I d Eri

neifiggBt é’@ 25t Biedm i derE T On PR PR e RGBS sk
Sch’ﬁ’é} AL M !1128j 9fl 371 esyNBfis Wedqd Al cBA3224 to other proteases

PCT/ SE2003 01739
(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
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 epithelial damage (Stockley, R.A. 1994, Am. J. Resp.
Crit. Care Med. 150, 109-113).

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
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serumal -antitrypsin (Laurell and Eri ksson, 1963,

Scand. J. din. Invest. 15, 132-140). Subsequently it
worm4mdetoes m ned that al-antitrypsin i s the nmosPCT/SE2003/001739

i nportant endogenous inhibitor of human NE. The

i mbal ance between human NE and endogenous anti protease

is believed to cause excess”human NE i n pul nonary

ti ssues which is considered as a major s pathogenic

factor in chronic obstructlve ul.no di sease
serpocpEpntityREn daweld yd ERan, | - $oHls-& §1151r Shicplehe, 132-140).

B

intitdr @ hirhb®XE. Thb ﬁlﬁbﬂ@ﬁ@f&ﬁmﬂmﬁﬁnm afi®&miogahdtsYntiprotease is
airspaces, as seen mainly in enphysema. There is an

beligved éasaust pxaseuudPhNE in gulogonamenssupswhich iecongidgeed as a major -
pa%g%lé%fagtoa P 8&' &t e%ﬁt\f\ﬁcttwe Hﬁﬁo &séalég g(aébﬂit'ﬂ?e excessive human

n a nase

NH ﬂi@i\n@iatpibmﬁﬁﬁt &dsﬁﬁ&n\fﬁ Iﬁ@flfe(ﬁﬁd at‘:ﬂi'ébly‘:‘takaé part ihORGtroYiaP the normal
| nvest. 75, 273-280). Individyals with her | evels

pu@oqaﬁéstmv@s B}lm the Hreyersile @@ﬁaigeg;@m the respiratory airspaces,
as ?ereﬁ gﬁbﬁ'ﬂé ehfaV P& il 4 Hc 28, n%ht%g%kﬁf &Qfﬁgh%ént into the lungs
acce te Fihe in | ung fUncti ons

whidhois @sswbiafedhﬁ\tbﬁihcfe@yﬁi lang élBﬁthﬁ:lblﬁﬂdm #ld emphygéiﬁ@m ocl-protemase
Respiratjion, 67, 261- 267) Instillation of human
inhjhitordeBcientzmice 4Cavarareieb, 1996sbab- Mvsst- Hée?ﬂ&%@ag@dmduals with

ne t.
O o e T M R
mgﬁlﬁcant?ﬁ@c%eleﬂ%d declife &Plun, ﬂct1o§§écﬁn dedlto, thd®bwith lower levels
496- 500). Studi es have shown that t e acut e phase of

Bejsyrsnar 3l E@&h&gmtwm@ 30136 NafnptiHationoe vaera NE yisdhe trachea

in i BT S8R B g5 pFP P
emipgsenthous: Lﬁﬁrgkﬁﬁmnngﬂlrbﬁutph@sﬂ”(ﬂarm ecn200ntArai J. Rayp. Crit. Care
I nfl amrati on and mucus obstruction of the_ airways are

Meth 166, $%r 38D oRfpdies bayeshewndhat depsuts phaseiaf w&m@g)g&y. egnphysema
and F&g&b@%@ 148 oﬁlﬂggua%sé& L gﬁ ggmtst’réﬁccta%a gg%}pﬁmrh&w Be-treatment

wmn inkidjters oINEIE (SFIIJE:[ZEIIIal 4899 dnflamny. Bas.el8 b&D-¢6r essi on of
maj or respiratory nmucin gene, MJCS5AC (Fischer, B.M&
Voynow, 2002, Am J. Respir. Cell Biol., 26,447-452).

Neffb g reBGHHnRhSdiFdy fﬁﬁaﬁﬁina’t\fgn bRd ARCEUGBBRCHOHSK the airways are

produces extensive ‘epithelial damage wthin 20 m nutes
mmr ;radwﬂ@m fe(a@ummflC@PD akludinge9atic Apnosid and?el&pmcmronchltls NE

411 th NE
g TPy oS in, ihE O SFcit RRNRE DT B Gty ~Spi A B TPRiFed t
incréhs¥ tHeleRpfeSii®d bR oR kesplratoryl@8din gedd) WTENC5 AB(Fidehisr, BAVD &

which is consistent with the reduced nucociliary
Vocyn@\ar H2eAmn &t Ré¢spir. Celd Bioln 26CH1T-HBDi éﬁpgol(a@mmrsféat@m of NE to

gullqga El@s %ﬁcfdgc Z&egllsfve c ith%l 8611%%% Vﬁyﬂg 2b dﬁl‘ﬁh contac?f(Suzulq et

al. pa9er AhR s ReshnCha @E@K@dL IL6®, a0et1 481 ). FudB&mordNE reduces the

ciliary beat frequency of human respiratory epithelium irn 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
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
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Resp. Crit. Care Med., 132, 362-366). Arole for NEis
also inplicated in nucus hypersecretion in asthma. In
wa@rooalohwegen sensitised gui nea pig acute ast hnmeCTRE®N3/001739
an WD 2004/ 043924 PCT/ SE2003/001739 3 inhibitor of NE
prevented goblet cell degranglatlon and nucus
hypersecreti on (Nadel et al. 1999, Eur. Resp. J.
13, 190-196). NE has been al so shown to play a rol ein
. thep enes of pul.monary fibro
lnfgé}t%wgﬁ\@ﬁrg@&el}t?ﬁimlwrﬂl degianeiation aniw%@ensmrg@@mm adel et al.,
1999 EgﬁltRe%Btﬁ ¥, 450 Rykyronary  fibrosis, which correlates
with the clini ca? paraneters in t hese patients
(Yamanouchi et al. 1998, Eur. Resp. J. 11, 120-125).
a NE

del of h fib
N i o BB 0 o SRR D RS B
-ég%?&é’na@é uﬁéhtogi x%élex’?‘mncl]eas@%ﬁ%crun%f éatllglzg@ rv%tl{i@ﬂm’onary

260- 26 ernore |1 nvesti gat or ave
fibtdsast whithadtefrelatesvith ihe mlnﬁalqmamasnssﬁ éitke p&ients (Yamanouchi et al.,

S T M S B
1nlﬁl9itdi“?ecﬁ{c§‘d’ %Sﬁgblﬂ-lﬂ@ﬁde@ %E Rﬁfs%‘rﬁf&a &%SSA@% Am. J. Resp.

inplicatin ort a In ear i sease
Cripdtdve @/&miesiﬁé ZG((Hﬁﬁ)eFuIWermbreathstlgﬁéfs ha#msholvn tRasNE deficient

e s T e T B PR S A s

126, B38I6SAPR Ant MIEIORN WHa$ Sl t8be eled A8 lwhd D
J. 2, 623 629) . Recenta st udi eseﬁave sﬁ%éﬁleﬁ%wrl Bressed to

ARIH Wmﬁngmﬁulmpoﬁ@% 106 BB imrearly ARDH disbasetpathigenpsise(Donnelly

o g S9PE0ELEAEE Rl PO 048] ARTERL GIa0LGUE

corhpllﬁged Withl bitigraraRchrd ihceeat diflg tdhceXRes fm&hﬁ{dlse et al., 1989,
mals is associated with elevated 20 [evels of NE

Em( e od 023 208l Recenicpbties ave Showe g3t p@ymorphiza i) the Gromoter
RO%B) f
°8 nt FatFac en? | na}%séoccltl#%wgﬁ 1+r?§;3‘5%%r§dség§l§ﬁ1§%?(&§¥?lﬁu?hl gkal., 2002,

ClihaGareeeRes. shawms-1d2®| evate the NE activity in

bronchoal veol ar | avage fluid which is significantly
inhibited by a NE inhibitor (Fujie et al., 1999, Eur.

Acrite ILEJ%B@ @hused 337 énd&&&g%%peﬁ%%wtql aﬁfmallﬁls assozl,l%?e% 'with elevated

levelﬁpﬁNEa(rKawahata, Bhalt A8 eAInr b Resp. Q. Cm@ut@ld 20182—99@8 Acute
lity observed in

ul monary m crovascul ar er nmea

tung et G e PEatel hPobURE R de pgpiss has been
showatib@levae thd NEaac)ivay th tElBQ&lﬁﬁlveHléE (¥ I\fé ﬁulﬁ%ﬂﬁéﬂ fs ng%%At)antly

in isolated perfused rabbit |ungs yazaki al™
inhidgd by ANE inhities (Fjie aal. 1199@aEer N/eﬂmrmacol 374 117 125; Yasui, et
al., 1995, Eur. Resp. J., 8, 1293-1299). NE also plays an important role in the neutrophil-
induced increase of pulmonary microvascular permeability observed in a model of acute
lung injury caused by tumor necrosis factor x (TNFi) and phorbol myristate acetate (PMA)
in isolated perfused rabbit lungs (Miyazaki et al., 1998, Am. J. Respir. Crit. Care Med.,

157, 89-94).

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
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157, 89-94). 30 Arole for NE has al so been suggested
i n nmonocrotoline-induced pul nonary vascul ar wal |
wao biogkezseng and cardi ac hypertrophy (Ml teni ePCEHBEE2003/001739
1989, Biochem cal Pharmacol. 38, 2411-2419). Serine
el astase inhibitor reverses the nonocrotaline-induced
pul monary WO 2004/ 043924 PCT/SE2003/001739 4
hypertension and renodelling in rat pul nonary arteries
Cowan et al.,. 2000, Nature Medicine, 6, 698-702).
hy}é@é@éﬁf’“ apd, aqné%deﬁawén SHAWPRAY 288G {E0outan 6t als 2009 Heature

MddeindYp, 868-7URS REL ek stﬁg%§ Bgv%eshlﬂ(wi thmgﬁﬁca&%sté%ﬁhlat is, NE or

cigarefte snmoke-i nduced nuscul arisation 0
vagularehsiaye @e impormt imcigaietie smpkgmdi¥d ghscubirisadion of small

002, Am.J. Respir.. t. Care Med., 166, 5 954-960).
puRgTg L Eris® i ine Bies (VB a2, Al cBisair Faeiears died., 166,
954195?e (Shi makura et al., 2000, Brain Research, 858,

55-60), ischem a-reperfusion lung injury (Kishinma et
al ., 1998, Ann. Thorac. Surg. 65, 913-918) and

NERR5Y P B Aok bk SRl 2000,

Brdif RekéurdH) 858 ,355060)2fsnchhifl e &aidh 1¥ng ﬁjifr? RAHimARAY€1998, Ann.
normal in inflammatory bowel diseases, for exanple,

ThaeerHre. ff, 96&948)kand ryeserdialiischemiwini ret keagtAdeferbackyr et al., 1997,

ly. 5 06- 1) . Jln.additian has.
Bl PSR 4 £ 0 A TR IOl DS A BRnipRitiopiased
aboke nohasinat ol dn@biohy bdwd diRaey ek eRim@b, Croh@8@liscase and ulcerative
umat ol . | The devel opnent of coll egen

col i AEUTEY At 1955, DL AP B0eL313) < R I9aNE s lsaoon assumed
to YAV ARLn (EB ARSI bt Bleualdld il Al S Poss

Rhemsitod &sit, 6157). The developendgut of eslkegsn andcdipgatibRiRin mice is
inmplicated jn a variety of inflammtory diseases. The
sunpiiasd B¢ NEHbRAEUR At obr 1S9P, CHORImaEIToG 165, 36.52).

al -antitrypsin. The inbal ance between human NE and
antiprotease is 20 believed to give rise to an excess

Thugyf, hhnmene INENE knewn las bngyofi the unstddstrobtiecsetins ptogeases and has been
. destruction. h rotease/ antjprotease bal ance ma
1m g:%%&ﬁlé@lvsgetg ogér%}dglgggaryz sgases, :I‘BP ?lypqﬁsant endogenous inl%/ibitor of
hurdhn RS bl YRE Thsil. T8 imbAh AUt 3G ANE ] @Xntﬁ?f{)tg%tig‘
such as cigarette snoke, or as a result o? gerieti c
beliemedid givy risetopmacuess of bifuae NEhtesweng in wrevvatrslledHissanddyiuction.
[ ted in the pronption or_ exacerbation

has_been .inplic )
TheprolEase] FBLPIOIE Gk SR YRR S Y IoFBHAF AvpRabilty of
o- §fBthe Pt 'C}ﬁéét’fvhé?cf } SxidARYbdcn S TR
LSBT DA A, Sy SRS, o
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
emphysema, pulmonary fibrosis, adult respiratory distress syndrome (ARDS), ischemia

reperfusion injury, rheumatoid arthritis and pulmonary hypertension.

WO 02/053543 discloses pyridone derivatives having affinity for cannabinoid 2-type

receptor.
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reperfusion injury, rheumatoid arthritis and pul nonary
hypertensi on. WO 02/ 053543 di scl oses pyri done
waleomwatoves having affinity for cannabi noid 2PCT/PE2003/001739
receptor. 30 WD 2004/ 043924 PCT/ SE2003/ 001739 5 The
present invention discloses povel 2-pyridone
derivatives that are inhibitors of human neutrophi
el astase and honol ogous serine proteases such as
protei nase 3 and pancreatic elastase, and are thereby
Th'éfp?és%t ihDertidB BdYosePndYed Q—lsﬁﬁ%ﬁe @riviahGes! NSRS JfRibithAEof human
present invention provides a conpound of formula (I
nelitrophill elast$2 ahld hbmGibgbls skrind /pldtbhsks Fich@s prdiétppse A 4nd pahbreatic
wherein X represents O or S; 15 Y1 represents N or
elasRpe, aad arafhersbResefabindBesa@s OH, Y1 may also, in the
tautoneric form represent NR 6 ; represents CR and
when Y represents CR, then Y 2 31 2 2 Y my also
Di CRILVOBHOR] represents Hor O to 6 alkyl; said
al kyl being optionally substituted by one or nore
substituents sel ected i ndependently from hal ogen, CN,
ThelpG;seBRAyertiR RPovide(a3)anbond of formul @)

O
2 2
|
R1/L R4

N X
(RS),
()

wherein

X represents O or S;

1 2 1 1 . .
Y represents N or CR; and when R represents OH, Y may also, in the tautomeric form,

6
represent NR
2 3 1 2 2 ‘
Y represents CR ; and when Y represents CR ', then Y may also represent N;

R1 represents H or C1 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

i 2
SOZNR11 1 ;
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SO2NR R ; WD 2004/ 043924 PCT/ SE2003/ 001739 6 and,
when Y1 represents N, RL may al so represent OH, R7
woemresd s H ClL to 6 al kyl or phenyl; said phenyE2003/001739
bei ng optionally further substituted by halogen, C1
to 6 alkyl and C to 6 al koxy; 5 R2 represents H,
hal ogen or ClL to 6 al kyl; represents Hor F, 10 Gl
represents phenyl or a five- or six-nmenbered
het eroafomatic ring containing 1 to 3 heteroatons
andl,nllegmen dreprasynts &N, dc treay dlsoraptese8 Qdd N, or d
represents a five- or six- nenbered saturated or
partially unsaturated cycloalkyl ring, or Gl
ZTepresents a fiv i Xx-menbered saturated or

R ygprepents L Ghdab @H@fﬂ @ﬁph?é‘b’b seipaend beingpiionally fiirther sibetituted
r oat om ect ed S and NR13 where R13
byrhéfﬂg éﬁﬂtg’qs—?elgyl gad qgtOGén%l 15 R5 represents H,
hal ogen, C to 6 al kyl, CN, CI to 6 al koxy, NO2,

NR14R15, O to 3 alkyl substituted by one or nore F

R’%ﬁ;@&n@mqlamgn%rmkwamy&bstltUt ed by one or nore F
atons; and R15 i ndependently represent Hor Cl to

3 aIkyI, sald al kyl being optionally further 20

ubstituted by one or nore F atons; n represents an
Rimspregars Hor &, or 3 and when n represents 2 or 3, each

R5 group is selected independently; 25 R4 and R6

i ndependently represent Hor C to 6 al kyl; said al kyl

feing optionally further substituted by CHor O to 6
G alleRusRents MEngboud H89I2 4ixPOTNBERO bekeaRLdBeic ingronRdniagd to 3

L are joined together such that the group - NR4L
hetestateeneintiepeddenttyoselecrsdrtban €4 S a&ﬂ&@yﬂ(}lcreptd@@lts a five- or six-

optionally incorporating one further heteroatom

me%%e%ﬂt s%glrﬁté@ﬂlr ?am%lyaﬂﬁjsatd}ﬁ@@cyc?o ]@F ge&e@; 3 egé‘ﬂ&da five- or
or Cl said al ptiona

s1xL1|ﬁ§1(ﬁb&@ﬂ 8ituRgedor partially unsaturated heterocyclic ring contammg one

heteroatom selected from O, S and NR13 where R13 represents H or C1 to 6 alkyl;

R’ represents H, halogen, C1 to 6 alkyl, CN, C1 to 6 alkoxy, NOz, NR“R™>, €1 t0 3 alkyl

substituted by one or more F atoms or C1 to 3 alkoxy substituted by one or more F atoms;
14 15. . . .

R" and R independently represent H or C1 to 3 alkyl; said alkyl being optionally further

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;

4 6.
R and R independently represent H or C1 to 6 alkyl; said alkyl being optionally further
substituted by OH or C1 to 6 alkoxy;
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het eroat om sel ected from 0, S and NR16; and said al kyl
being optionally further substituted by OH or Ow;, @&
WO egmpsdrt s a nonocyclic ring system sel ect ed PCDRE2003/®1739
i) phenyl or phenoxy, ii) a 5 or 6 nenbered
het eroaromatic ring contalnlyg one to three
het eroatons i ndependently selected fromO, S and N,
iii) a C3to 6 saturated or partially unsaturated
cycloalkyl, or is iv) a C4 to 7 satugated or partially
or Rnand Liraa¢ mdnddetbgastbmaubln that thegroum+NRnL mepreseatsgr S tobmembered
het eroat ons i ndependently selected fromO, S(Op and
azalRAiE dglopsionAldn icpsporasingieae fusthes betspatam sejeeted ﬁnobb‘ay$ and
ggoup; or & represents a bicyclic ring systemin
ich each of the two rings is independently 20
selected from i) phenyl, ii) a 5 or 6 nenbered
het ercaromatic ring containing one to three

het er oat o ea9en ¢ ec
L rgprepqnty « B o, SR S eac‘ﬁﬁ %ﬁg?ﬂa?ﬂ(%g?ng]{%%a?&f%’&g a
cycloalkyl, or iv) a 4 4@ 7 saturated or partial
hetgrpstemy pelzaser femd? .ot rd NB r,uaﬁg seigilail Reing OBE@naéb" ftlm%e
het er oat ons i ndependently selected fromO, S(Op and
subgRture OB QM&l |y further incorporating a carbonyl
group; WO 2004/043924 PCT/ SE2003/001739 8 and the two
rlngs are either fused together, or are bonded
§ Cdntd/a ﬁnﬁ&iy&ﬁ& nﬁ%s%t&n%@l@@t@@'ﬁ%ﬁl by a Iinker group
ected from™ CH2, said nonocyclic or
blcycllc ring systen1be|ng optionally further
substituted by one to three 5 substituents
i) |P@@p@nﬂﬁﬁmp¥%selected fromCN, OH C to 6 alkyl,

if) cf‘ 5 %éﬁ%ﬁ%ﬁh%%ﬁa&a&%m oné@%ﬁﬁ%éé ﬁ%a’tﬁ%?

NR3 i{depditdehiti? sel&téd 56250, SARNR26R27, O to 3 al koxy
substituted b one or nore F aﬂgnshﬁnd ad to 3 al kyl
iii)s @155} totoLreBwate oxpartialdy ynsayatetheydealkyr & F at ons;

iv) a C4 to 7 saturated or partially unsaturated heterocyclic ring containing one or two

17 .
heteroatoms independently selected from O, S(O)p and NR™ and optionally further

incorporating a carbonyl group; or

G2 represents a bicyclic ring system in which each of the two rings is independently

selected from:

i) phenyl,

ii) a5 or 6 membered heteroaromatic ring containing one to three heteroatoms
independently selected from O, 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 O, S(O);, and NR17 and optionally further

incorporating a carbonyl group;
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or 10 when L does not represent a bond, & may al so

represent HH m p, g, s and t independently represent
wa@eookioswger O, 1 or 2; is R8 and R9 i ndependenp¢T/SE2003/001739

represent H C to 6 alkyl, fornyl or C2 to 6

al kanoyl ; said al kyl being gptionally further

substituted by phenyl optionally substituted by

halogen Cl to6 alkyl, d to 6 al koxy or S02R30 or

group NR8 tog her repres a5 to 7 nmenbe
anci\ the &y/e Fings aﬁeﬁgg tepther, Pﬁ@sﬁ’ﬁaaeﬁ JiFpgtly freetigy oR & Separated
roatom eI ect ed and NR28 20 R18 and R19
by PTG 9@559;&‘%5}1«;6 0 6 alkyl, formyl.
to 6 alkanoyl S(OtR32 or S02NR33R34; said al kyl

group being optionally further substituted by hal ogen,:
sal@Nlon@l:ycth(br ‘ﬁlc@rbﬁ@ﬁﬁg @fstéﬁ%@ﬁ% Bﬁ@on@_@ fﬁﬁﬁer%@@itﬁ%ﬂ b§ ohk to three

to 6 al kyl "or oal kyl; said al kyl

sum@tuﬁgtsa@dqun@mﬂy selﬁ@tﬁqi frem SNb9OH, tte@ aﬂyyldalatcw a&@m halogen,

qebsd i t uent s sg@ectedzonde endentl from ey, 2324
NRCARR3 25 OSERFR3:C Q)W\l ] k:ﬂ(s)l?iRCéRt )

7 saturat edsjheter ocycl [ c rlﬁg V\D 290p44043924
SCREVHBEIH0SR 0 CAZBEDNGL cH(@)gRk ni, BG2DRe R, Oldo Bellerxyatbstisuted by

i ndependently selected fromO, S(Op a.? NR43 and
ondbefyte Pitoms an® C1Go Frillbg setshtinat @b &O@R‘g &by britdor more F atoms;

contai ning one to three heteroatons independently
orselected fromO, S and N, said aromatic ring being

optionally further substituted by one or nore

substituents sel ected i ndependent| y from hal ogen, CN,

a5 B S A i T

i ndependently represent H C to 6 aIkyI, fornyl or C2
to 6 al kanoyl; R32 represents H C to 6 alkyl or C3

m,ipoqﬁ s@ﬁ@kﬂﬂeﬁd{dsntlﬁrdﬁﬁ&elﬂt%ﬁﬁﬁgéﬁ(ﬁ 1kr2€1 to 6 al kyl or
phenyl ; said phenyl being optionally further
substltuted by hal ogen, O to 6 alkyl or O to 6
sal kowy; R10 R11 R12 R16 R17 R20 R21 R22 R23 R24 R28

R mnd Ryjndapgndently reprgsengH, C1 to 6 alkyl, formyl or C2 to 6 alkanoyl; said alkyl

being optionally further substituted by phenyl optionally substituted by halogen, C1 to 6
alkyl, C1 to 6 alkoxy or SOZR30,
or the group NRSR9 together represents a 5 to 7 membered azacyclic ring optionally

. . 28
incorporating one further heteroatom selected from O, S and NR

R18 and R19 independently represent H, C1 to 6 alkyl, formyl, C2 to 6 alkanoyl, S(O)tR32

or SOZNR33R34; said alkyl group being optionally further substituted by halogen, CN, C1

to 4 alkoxy or CONR41R42

R25 represents H, C1 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,

5,36
CONR3 R COZR OCOR , C3 to 6 cycloalkyl, a C4 to 7 saturated heterocyclic ring
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15 R36 R37 R39 RA0 , R41 , R .42~ R4A3 R44 R45 R46 and

R47 i ndependently represent Hor > C to 6 al kyl; and
w@banowveut i cal |y acceptabl e salts thereof, w paT/skm®03/001739

proviso that the follow ng conmpounds are disclai ned:

20

N- benzyl - 5, 6- di net hyl - 2- oxo- p. phenyl - 1, 2- di hydr opyri di

ne- 3- car boxam de; N-(2-phenet hyl) -5,

6-di met hyl - 2-oxo- | -phenyl -1, 2-di hydropyridine-3-c 4,
comniningponed®;two heteroatoms independently selected from O, S(0)p and NR ~ and

N-(2- hydroxyet hyl) - 2, 4- di oxo- 3-phenyl -1, 2, 3, 4-tetrahyd
phcm),@ r & 15 ol iOrmeerBbered b@tg@mqjmtlc ring contammg one to three heteroatoms

indSgE IR PP AP e 850 Mo Haee ngdfone Sptonaty Hirdher

subktihded bi @n@oﬂhbﬂé@ﬁ@stﬁuérﬂs §apddad 1ﬁﬂ@ﬂeﬁﬂé}ﬁw frorg h@?&%élg “GNIC1 to 4

i di nyl ]carbonyl ] am no enzoi ¢ "acid; an

allet [ {o[4 dlkenss OOQKNR l@‘{sdch)fgar% SZO@gmgan@NH@baﬂ j car
bonyl ] am no] ethyl] -benzoic acid. WO 2004/ 043924

PCT/ SE2003/ 001739 10 The conpounds of fornula (1) may
sgXi st ,pn enantioneric forms. It is to be understood
Rt had R alindepeatently mprasentdH a1 6r @ alkgt, Sormid oe CAtte $ adltmioyl;
m xtures thereof are included within the scope of the
i nvention. 5 Conpounds of formula (1) may al so exi st

3pn various tautonmeric forns. Thus, for exanple,

R ¢ sempeientsd L1 toot alylor(G3 toghesicaabkll repr esent's OH and

Y1l represents N, are tautoners of conpounds of
formula (la) wherein R6 represents H 0 R-N~ NFL-Q&

R 34 reporesNents H %’1 é? Eﬁqu]l o(r nyl sald phenyl being optionally further substituted
by halogen, C1 to 6 alkyl or C1 to 6 alkoxy;

R R R R R17 RZO RZI R22 R23 R24 R28 R29 R30 R31 R33 R34 R35

36 37 40 4 43 _44
R ,R R39 R R41 R 2 SR LR R45 R46 andR 1ndependently represent H or

C1 to 6 alkyl;

and pharmaceutically acceptable salts thereof, with the proviso that the following
compounds are disclaimed:
N-benzyl-5,6-dimethyl-2-0xo-1-phenyl-1,2-dihydropyridine-3-carboxamide;
N-(2-phenethyl)-5,6-dimethyl-2-oxo-1-phenyl-1,2-dihydropyridine-3-carboxamide;
N-(2-hydroxyethyl)-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-carboxamide;
N-[2-(dimethylamino)ethyl]-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carboxamide;
4-[2-[[[1,2-dihydro-1-(4-methylcyclohexyl)-2-oxo-3-pyridinyl]carbonyllamino]ethyl]-
benzoic acid; and |

4-[2-[[(1-cyclohexyl-1,2-dihydro-2-oxo-3-pyridinyl]carbonyl]amino]ethyl]-benzoic acid.
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Al'l possible tautonmeric forns and m xtures thereof are

i ncluded within the scope of the invention. Conpounds
w@bookosived a (1a) wherein R6 represents H or oppPCDREI0D3/001739

substituted C to 6 alkyl are thus specifically

included within the scope of _the invention. is Unless

ot herwi se indicated, the ternt"Cl to 6 alkyl" referred

to herein denotes a straight or branched chain al kyl

group haV|n% to 6 carbon atons, Exanp of

Thg G@WP@‘FQSE ox;rrwgq %glaphg{(ﬁwn en@ptp@;pen%fc;ﬁqng@}s to be understood that

all _Fﬁﬁ{tfbﬁ’%lrs d?q,s%l‘éc}ﬁller% ra{%ﬁﬁ{ﬁ){és' and dﬁﬂ@fés th@i%ﬂf ?(1{((3 )}?ﬂ@dé&%\’ﬂm the

scdpe of miccinpergioad analogously 20 Exanples of " to 3
al kyl substituted by one or nore F atons” |nclude
fluoronethyl, difluoronethyl, trifluoronethyl,

Co?né%uﬁ?ﬁt 5 fﬁhﬁﬂ%&ﬁ%%}naésoéex%stgﬂ ?ngﬁt%%%% {ﬁnnsv%us for example,

uor oet

coglg%{aw 2 T} FE2RA3R DR 8t U bhd qéseﬁmfsm Sfe tautomers of

indicated, the term”d to 6 alkoxy " referred

bonded
CO@??@%h? or ugégwh‘%é%hal nﬁhﬁé{t h;(reghp ggv?ngt?rgm 1

to 6 carbon atons. Exanples of such groups include

nmet hoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy,

i -but oxy and s-butoxy. The te "Cl to 3 al koxy" and

"Cl to 4 al koxy" are to 5 beg| i nt er pret ed

anal ogously. Exanplhg\ 31 gxy substituted

by one or nore F atonzg\lnclude fLuoronethoxy

trifluoromethoxy, rBet hoxy and

3,3,3-trifluoropropoxy. i'd Unl“ess ot herw se indicated,

the term"C2 to 6 alkano _referred to herein denotes

a straight or branched Qpaln al kyl group having from

1 to 5 carbon atonms bonded Yo the nolecule via a

car bonyl group. Exanpt’es of such groups include

acetyl, propionyl a‘oX,plvanyI. is Unl ess otherw se

i ndicated, the term "hal ogen" referred to herein

denotes fluorine, chlorine, brom ne and iodine.

Exanpl es of a five or six f@hbered heteroaromatic ring

containing 1 to 3 heteroatons independently sel ected

from0O, S and N include furan, thiophene, pyrrole,
Alp%cﬁgl@leetautaﬁleﬁ& B6HoRZ0 faix LEEXBERb Pare SR iehin the scope of the

azole, triazole, thiadiazole, pyridine, pyrimdine

inveftlon. [Gongfunds of formula (a) wherein R~ represents H or optionally substituted

C1 to 6 alkyl are thus specifically included within the scope of the invention.

Unless otherwise indicated, the term "Cl1 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 "C1 to 3 alkyl" and "C1 to 4 alkyl" are to be interpreted analogously.

Examples of “C1 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.
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Unl ess otherw se indicated, the term"C3 to 6
saturated or partially unsaturated cycl oal kyl "
WO efoafosa4 t 0 herein denotes a 3 to 6 nenber ed PCT/SE2003/001739
non-aromati ¢ carbocyclic ring optionally 25
i ncorporating one or nore doypl e bonds. Exanples
i ncl ude cycl opropyl, cyclopentyl, cyclopentenyl,
cycl ohexyl and cycl ohexenyl. The term"five- or

I X- menmber ed. sat,urat ed L al h r.ak

Uty pE i PR B R IkBRL KR SE R fpores an
oxydeh Q5Bstididne bvhded 1 Bdirgighesh britvhed ehain alk41 gioup having from 1 to 6

saturated or partially unsaturated 30 heterocyclic
carbpthatoms nExamplagolomeh grouppinchitdedr B BhEtHoR B BIFRERY, [1PrOPOXY,

sel ect fr ) ' 7 L opal "
ntp Pt SR PP et B o, P RGP B PER 0 X afiony” are o
be (iedpiclediRMIgREINO 2004/ 043924 PCT/ SE2003/ 001739 12 a

4 to 7 menbered non-aromatic heterocyclic ring

optionally incorporating one or nore double bonds and

, L , . .

ExRbeBHE Y i P ERDRP AR AR Mo # Rl SRRAPHESromethony,
trifluorabiox Y [2y2, 24tcifldorosthexsHhnuly3, 3.8 - triflyoroptapix pe

pyrroline, imdazolidine, 1,3-dioxolane, piperidine,

pi perazi ne, norpholine, 5 perhydroazepi ne, pyrrolidone
Unid oﬁl'el%gé dRRetedT R ke F2 {d & SkaSyl StcfePRITBERSh denotes a

saturate or partially unsaturatéd heterocyclic ring
straigittaxibranchedoim elkgl gratphageg Gomeltd ¥ carbon atsmapgnded to the

e SRS TR B of PR B A oBlonft an
phgng@rporating one further 10 heteroatom sel ected from

0, °S and NR16" include pyrrolidine, piperidine,
nor phol i ne, thionorpholine and pi perazine. In the

efipition.of A t0.,6;al kyl i I [ Ly

UnfSie SISV bt B pRy Ll e Bl I bR e
chiNRAS bréfffeam@iodné&t r ai ght or branched chain

arrangenent of 1 to 6 15 carbon atons in which any

two carbon atons are optionally separated by, 0, S or

NR16 T fipit] ' S o .
e Ry L S0E b B PELARR b AP 3 hecrooms
indepEndesilnydledned froffHQ -6 KiitZelude R CHAGpHENR - (§iridle, oxazole,

-CH2CH2S- and | -CH2 NR16 20 Exa Ies?f bi,cyclic ...
oxpdipgple ysoxarale,imidarplentbiarele, imzp enﬁ?iad% ¢.fAyggdine and
pyhgg%ther, or are bonded directly together or are

separated by a |linker group selected fromO0O, S(Ogq or

CH2 include bi phenyl, thienylphenyl, pyrazolyl phenyl,

Unrfgsg r(])t )éy gg ?X(iiéatgcf %PettQ%L “C3 tnodgl rs%lu‘ated or partially unsaturated cycloalkyl”

referred to herein denotes a 3 to 6 membered non-aromatic carbocyclic ring optionally
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

heterocyclic ring containing one or two heteroatoms independently selected from O, S(O)p

and NR17 and optionally further incorporating a carbonyl group” referred to herein denotes
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qui nol yl, tetrahydroqui nolyl, benzofuranyl, indolyl,
i soi ndol yl, indolinyl, benzofuranyl, benzothienyl,
WO p@anedoyd , benzi m dazol yl, benzthiazol yl, purPembE2003/001739
i soqui nolyl, chromanyl, 25 indenyl, quinazolyl,
qui noxal yl', chromanyl , isocrﬁyanyl 3H-i ndol yI
1H i ndazol yl, qui nuclidyl t rahydr onapht hyl ,
di hydr obenzof uranyl, norpholi ne-4- yIphenyI 1, 3-
benzodloxolyl 1, 1- dIOXIdO 2, 3- d|h¥ ? benzothlenyl
adpo mﬁlﬂmdon %fog)@'ﬁg g@qe&glyﬂm TINZORY onally incorporating one or more

coBi s SRRV CLSIRAGRARER s

tetralyfdréfilan, thiviane b, 1tdiexidwetrahlydsoparan, 4 eparddi-pyrabypyrolidine,
l'i nker %rou

de .. : : :
pymelis; g@ azaliding, i,ﬁgﬂpygmgu)ﬁ?pﬁgﬂ%e piperazine, morpholine,

per yéfglgz{) I g#i}ré}ldﬁn {1{1 g%\é#ﬁ%%g‘ggé term “five- or six-membered saturated
or Parligyy urshiuctited Hetgros ydlfcaimg Joptaéming one heteroatom selected from O, S and

NRj (4- pyridinyl sul fonyl) phenyl,
(mhebyﬁmcﬂpfﬁbﬂ:@/m)a}lﬂmylb', 4- (t hazol yl sul fonyl ) phenyl ,
5 4-(pyrimdin-2-yl sul fonyl) phenyl,
4- (i m dazol yI sul f onyl ) phenyl ,

Ex%n%%, § o y?/ #)F%l%gf/e)d)a%]g(ﬁﬂ}’i& nﬁg ggtrll%na(lelxti)nc orating ?%c further
hetéﬁ@%%g@eﬁo%%,gﬁﬂq Nﬁ'l ’Ilﬁclﬁd@gﬁ}‘éhdlg\'gl&dhﬁ ﬁxolr:uhohne

substituted by on
- Bhe £l diferazigbt KOXy substituted by one or nore F
thl%gﬁg e nﬂg zi

not her enbodi nent, R5 represents
hal ogen, Cl to 6 al kyl, CN, d to 6 al koxy or d to 3

L 5?8%%@%&8@% 4 el o

CE3, .| de,
T o
S P 0 R T

t he, i,nven

et 5 S s A S Y %ngs%wgl%e heygmethylere,

ethy E@FYE S éﬂcﬁﬁlgP.Yt% I{Ze o r(%l% e(?ﬁz% (&% dfgﬁz— G?He 6D r79 sent's

henyl a6 a five- or six-nenbered heteroarorratlc ring
nNg 1 to 3 heteroatons independently sel ected

fromO, Sand N, R4 represents H, L represents Cl to
6 al kyl; and & represents an optionally substituted

ExHRBRE BE bicGclid Ml S¥ERTh Sfli@Cthe wb Hap3 are 2hher fused together, or are

bonded directly together or are separated by a linker group selected from O, S(O)q or CHp
include biphenyl, thienylphenyl, pyrazolylphenyl, phenoxyphenyl, naphthyl, indanyl,
quinolyl, tetrahydroquinolyl, benzofuranyl, indolyl, isoindolyl, indolinyl, benzofuranyl,
benzothienyl, indazolyl, benzimidazolyl, benzthiazolyl, purinyl, isoquinolyl, chromanyl,
indenyl, quinazolyl, quinoxalyl, chromanyl, isocromanyl, 3H-indolyl, 1H-indazolyl,
quinuclidyl, tetrahydronaphthyl, dihydrobenzofuranyl, morpholine-4-ylphenyl, 1,3-
benzodioxolyl, 1,1-dioxido-2,3-dihydro-1-benzothienyl, 2,3-dihydro-1,4-benzodioxinyl
and 3,4-dihydro-isochromenyl .
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i) phenyl, ii) a 5 or 6 nenbered heteroaromatic ring

containing one to three heteroatons i ndependently
waelgotwad fromO, Sand N, iii) a C3 to 6 sat uPelL/sE2003/001739

partially unsaturated cycl oal kyl, or WD 2004/ 043924

PCT/ SE2003/ 001739 14 iv) a to 7 saturated or

partially unsaturated heter og/lcl ic ring containing one

or two heteroatons independently selected fromO, .

S(O p and NR17 and opt.i onal l)ﬁ further incorporati n% a
Examples AY bicytlisupne systerisdp stidy g dpe £pngt #e sepaatad by linker group

s<<§j>,rq°i¥<'rlgiéﬁ-ﬁéﬁgﬁﬁg?@ﬂ%lf%sgﬁ%%@é%hp@ppf%%ﬁf?-%s%@%&ﬁi%ﬁy@
.Q. ; s H:
4+ Piagridechals npresit 4 prroans TSR Eier

4-(0% Hﬁ@'ls‘alfeﬁwph%hﬁg4Q91&E@héﬂlfeﬁy1$6ptfeﬁyl,34m&&&6ga§ﬂf&yl)¥heny1,
i ndependent |’y 'sel ected fromO, and N, R4 represents
4-(pyritidin-@pyladfonyBpiGnyt, ¢-Gmidagglylsubipryigbendpr esent s an

+ QR RRR o BER BRI bR ronbor e

het eroaromatic ring containing one to three

het er oat ons kndependently selected fromO, S and N,
In & érhbgdiefI3RT eepeseats H, diakigeny Char 6 hlayl, TNy ICSato 6 dlkexd), C1 to 3
cycloalkyl, or iv) a &4 to 7 saturated or partially
alkyhsdkstituetddy duetoe moay £l atems on@1 cohakkoxy substtwedy dneoor more F
het er oat ons i ndependegntly selected fromO, S(O p and
atoNR1Th anothep pmbodizieny B ueptesents haleganp6il 40 b atkyd &y Gty alkoxy
group. 20 In another aspect the invention provides

or CO 1P B uikys subktifutsd byl ene(dr)move & Roms. in heghesabaliment, Ri represents
represents N or NR6 and Rl represents OH or a tautoner

halbgéi{,@qij,c}(?,d(g@ggls@pg.s CR3; Gl represents phenyl or a
five- or six-nenbered heteroaromatic ring containing 1

to 3 heteroatons independently selected fromO0, S and

N, R4 represents H, L represents G to 6 alkyl; and
In @ erefndimentt & represepisiap Aviersy 1serts {n angtie emhoduneti wrepresents the
intgé&q. system selected 25 from i) phenyl,

In one embodiment, R5 represents halogen, CN or CF3; n represents the integer 1; and G1

represents phenyl.

In one aspect, the invention provides compounds of formula (I) wherein X represents O;

Y1 represents CRZ; Y2 represents CR3; R1 represents optionally substituted C1 to 6 alkyl;
G1 represents phenyl or a five- or six-membered heteroaromatic ring containing 1 to 3
heteroatoms independently selected from O, S and N; R4 represents H; L represents C1 to

6 alkyl; and G2 represents an optionally substituted monocyclic ring system selected from:

i) phenyl,

il) a5 or 6 membered heteroaromatic ring containing one to three heteroatoms
independently selected from O, S and N,

iii) a C3 to 6 saturated or partially unsaturated cycloalkyl, or
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ii) a5 or 6 menbered heteroaromatic ring containing
one to three heteroatons independently selected from
w@?200%0a394 N, WO 2004/ 043924 PCT/ SE2003/ 001739 PABSE1003/001739
a C3to 6 saturated or partially unsaturated
cycloalkyl, or iv) a C4to 7faturated or partially
unsat urated heterocyclic ri nb contai ning one or two
het er oat ons i ndependently selected fromO0, S(Op and
. NRL7 and optionally further incorporating a carbonyl
iv) g 6dp0 Tsafurntechef Pratial s psaturatee hetprpe licmefapiatiag one or two

conpounds of. formyla (I rei epr t7s  0; Y1
rep @%@%&@WP@@W@S&&%&O%@ é(éip qng&ﬁgs emdopagnally further
6 al k\él; R2 and .R3 each represent H Gl represents
pheffyPIEOFAS A GRONYREIONRL esents H L represents O to
6 alkyl; and & represents optionally substituted
phenyl . 10 I n another aspect the invention provides
In oo aspest dE ifventioh arqvideswhmpeinds)of fegids €) wherefn Xygpresents
rqpresents CRR2;2Y2 representgs CR3; Rl represents Cl _t0
O; & aerpsentyOR Y Rpraserth CK ¢ Br sepserenty, Cldp ¢ dkyleBegpd R each
phenyl of pyridyl; R4 represents H, L represents
repnast ity @ e repeeseints GRemyd pr e $ivnt or sipiieotbelddyhesarbadmhtit adg
phenyl. 15 In one enbodinment, X in formula (I)

conftSRI2SEd Shdtdrohidm@REd kRelected @i OYS ahd DI Rt represents H; L
di scl oses conpounds of forrmula (I) in which Yl

. ¥ enhd; .
repé%hgﬁlgiel%% a@]ﬁﬁéﬁ?ﬂ(\/}eﬁetp?gs%ﬁ%%ﬁ% Holddis Slli)ﬁlt@t@@?}in}glg)c%%hc ring

odi nent, i scfoses 20 conpo

systéth Bub&ed fbm: N Which Y represents CR2 and Y2
represents CR3 and R2 and R3 each represent H In

anot her enbodi ment, Y1 represents N. In another
i) en'gé)d'rrent, Rl represents CHin the tautoneric form
U aR™W?T represents NR6. 25 In one enbodi ment, Rl

ii) I @BrR$anNéHbaRd h&bRlatdmAitsid dontLen£bnd @ threalhéidroatdms
anot her enbodinment, Rl represents Cl to 6 al kyl,

par indspéengentjy paledsgd from O, 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 O, S(O), and NR17 and optionally further

incorporating a carbonyl group.

In another aspect the invention provides compounds of formula (I) wherein X represents

1 6 1 2
O; Y represents N or NR ™ and R™ represents OH or a tautomer thereof; Y represents
1 . . . .
CR3; G’ represents phenyl or a five- or six-membered heteroaromatic ring containing 1 to
. 4
3 heteroatoms independently selected from O, S and N; R represents H; L represents C1

to 6 alkyl; and G2 represents an optionally substituted monocyclic ring system selected

from:

i) phenyl,
1i) a5 or 6 membered heteroaromatic ring containing one to three heteroatoms

independently selected from O, S and N,
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WO 2004/ 043924 PCT/ SE2003/ 001739 16 In one
enbodi nent, Gl represents phenyl or a five- or

W@ R0o4/0839£r ed heteroaromatic ring containi ng BCT/SER03/001739
het er oat ons i ndependently selected from0O, S and N. In
anot her enbodinment, Gl in f?grrul a (I) represents
phenyl or pyridyl. In another“enbodinent, GL in 5
formula (1) represents phenyl. In another enbodi nent,

ST N T
ivlP rﬁt@tﬁj’cd‘?ﬁturaﬁﬂ ot %Qﬁﬁﬁg ﬂh@tﬂategl Petefoc§bBe BHE Q&itﬁ'iﬁﬁltg onk or two

represents C I n anot her enbodi

I ePrRELeMems IIQ’éBendehﬂ‘y M&&é@froﬁ@ oy mMd NRnfﬁﬂRf @ﬁtﬁﬁbﬁy further

NR29 and R29 represents H |n one enbodi nent,
repﬁﬁ@ep@@u@g]aoﬁbb@ﬁ@kéqp substituted rmnocycl | c ring
system selected from is i) phenyl, ii) a 5 or 6

menbered heteroaromatic ring containing one to three

In gﬁ&tﬁé@%@ 1%10 fb%@?\ﬂge%o?rgj p&seﬁ f‘oﬁﬁlﬁ%g{) lﬁhé: g )&epresents
0.0t ?ésgr% Iﬁr Y2Qei¥de % &, rZ%n%rﬁ'g @i &5l6 9lkyP QiQt dnﬁl RYeach

‘unsa urate et ef cyc I C rlng cont al nl ng one or

RSP B PR %d?'{‘ﬁrtp&g?%' RocEpsr ity %%ﬁtﬁ?ﬁ&f 6 ally;
. I'n anot her ergo & represents optionally
angl%sfﬁplleﬁﬁnéﬁoﬁﬂ?é‘ﬁw su SW”&‘%& 8yl 25 embodi nent, &

represents phenyl substituted by OS02R38, S(O)SR25,
SO02NR26R27 NR18R19 (V\,herei n at Ieast one of R18 and

In Bﬂ&h&%b@e‘%% Bvetfntfredday @ (1)3vheHin SOreBresents
a yI substi t u%d by SOZR 2004/ 043924

91953(@{81 Yeprdsénis'CR ?!QI presétREC to b ARyl; RPafidiF0Teach

speC|f|caIIy prOV|des one or nore conpounds as

reffER § reseﬁ]&gpﬂéﬁﬁrm' fid eRGirBre Qs iREL, ARk Inethylene; and

orm t ere I cal accepta

G represents optionally substituted phenyl.
In one embodiment, X in formula (I) represents O.

In one embodiment, the invention discloses compounds of formula (I) in which Y1
represents CR2 and Y2 represents CR3. In another embodiment, the invention discloses
compounds of formula (I) in which Y1 represents CR2 and Y2 represents CR3 and R2 and

R3 each represent H.

. 1 ) 1 ]
In another embodiment, Y represents N. In another embodiment, R ™ represents OH in the

. 1 6
tautomeric form and Y represents NR .

In one embodiment, R1 represents optionally substituted C1 to 6 alkyl. In another

embodiment, R1 represents C1 to 6 alkyl, particularly methyl.
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thereof. s Particul ar conpounds i ncl ude:
N- (4- chl or obenzyl ) - 1- (4- chl or ophenyl ) - 6- net hyl - 2- oxo- |
WO 2e0dioispas opyri di ne- 3- car boxam de PCT/SE2003/001739
6- nmet hyl - N-[ 4- (et hyl sul f onyl ) benzyl ] - 2-ox0-1-[3-(trif
| uor onet hyl ) phenyl ] -1, 2- d|h¥gropyr|d|ne 3- car boxam de
10
6- met hyl - N- (4- nor phol i n- 4-yl benzyl )-2-oxo-1-[3-(triflu
oronet hyl ) phenyl ]-1, 2- di hydropyri di ne- 3- car boxam de
6-methyl - N- [ 4- (net hyl sulfonyl )phenyl] -2-0x0-1- [3

In 8r§t o {)%ﬁ.‘n&g{n&lh%pl)egen?snﬁ/he]nyl or'a f2 ve- or % gnrlg ereéj hgteroarorr(l:atw ring

co#%{n&éﬂé’fb%ﬁ orz% i ﬂlqge%)re%l%%x]ﬂy QLA ok 0° %nd N 7 64 cgth
f&"%&’ﬁ%?ﬁ’ SR SR RRTP R i crmros. b ot smpepin. O i
oRRSTTSAAR SRl & o SR U181 IR

I%; phenyl ] -1, 2-di hydrop%rl di ne- 3-carboxam de 20

an éﬂi%feS@nﬁﬁﬂt% grpup jabthe 3p®sitioni f | uor onet hyl ) phenyl | -
1, 2-di hydropyri di ne- 3- car boxam de
N- (4 chl or obenzyl )-1-(2-fluoro-5-nethyl phenyl) - 6- net hy

o 1, 2- didh di ne- 3- carboxam de
In RP‘T( ‘i’ﬁlﬁ]FBb %H’rfse’?‘%/s(fi f | uor o- 5- met hyl phenyl ) - 6- net hy
| - 2- oxo-1, 2-di hydr opyri di ne-3- 25 carboxam de 1-
(2-fluoro-5

In oﬁ@élhwd)cﬁﬁleﬂy I reprefcdrtEL I&%mh@n Y hiotRer BRABBbmeT O Beprésents

-di hydropyri di ne- 3-carboxanid
—OHQMmrmbhxewmeﬁ@ydeht L: feBresBidINR - rereveRd . - 2- 0X0
-1, 2-di hydr opyri di ne-3- carboxam de 30
N-(3 chl orobenzyl ) - 1- (3- met hoxyphenyl ) - 6- net hyl - 2- oxo-
1, 2-di hydropyni di ne-3- car boxam de WO 2004/ 043924
In PET ¢Iﬁﬁzﬁﬂ$n00}113§resents an optionally substituted monocyclic ring system

selected from:

i) phenyl,

il) a5 or 6 membered heteroaromatic ring containing one to three heteroatoms
independently selected from O, S and N,

iif) 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 O, S(O), and NR17 and optionally further

incorporating a carbonyl group.

In another embodiment, G2 represents optionally substituted phenyl. In another
embodiment, G represents phenyl substituted by OSOzR S(O)SR SOzNRZGR27
NR R (wherein at least one of R and R represents S(O)tR or SOgNR R ) or

C1 to 3 alkyl substituted by SO,R>"
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18
N- (4- chl or obenzyl) - 1- ( 3- net hoxyphenyl ) - 6- net hyl - 2- oxo-
wda 2@4@idegdr opyri di ne- 3- car boxam de PCT/SE2003/001739
N-[ 4- (am nosul fonyl ) benzyl ]-1-(3-chl orophenyl ) - 6- net hy
| - 2-oxo0-1, 2-di hydropyri di ne-3- carboxam de s
N- (4- chl or obenzyl ) - 1- ( 3- chl or'o- 4- net hyl phenyl ) - 6- net hy
| - 2-oxo0-1, 2-di hydropyri di ne-3- car boxam de

1- (3-chl oro- 4- net hyl pheny |¥)¥ N—éﬁ met hox benlel 2)-6-msth bed
In apotler gspsch the. 1§ygy@p(§9§,<‘r1f1%ql Providesone fr AWty gompounds as describe

in thlé %{Pl%mfg g@%ﬁp oY bk n]o (it %%r% Rty bPh gﬂéfh)acéltﬁﬁfllj‘ X&ceﬁfaﬁle salt

dropy i ne- 10 car boxam de N
thefyoob enzyl) - 1 (3 -chI or o- 4-fl uor ophenyl ) -6
- met hyl - 2- oxo-1, 2-di hydropyridine-3 - carboxam de
1- (3-chl oro- 4-fl uorophenyl) - N- (4- net hoxybenzyl ) - 6- met h

3":111@ ropyridi ne-3 - carboxani de 15
P C\(ﬂﬁrgﬁq% enz@ﬁ‘1 1- (3- et hyl phenyl ) - 6- et hyl - 2- oxo- 1,
N-@-clildrpberzyi)r I-¢i-cido®phenyp&-amitlayd-2-oxo-1,2-dihydropyridine-3-

1- (3-.bronmophenyl ) - N (4-chl or obenzyl) - 6- net hyl - 2- oxo- 1,
carbOXAMIEr opyri di ne- 3- car boxami de 1- (3

@gﬁﬁ@rﬁwlﬂ ?ﬂﬂéhﬁg sNifBﬂyl‘)‘B‘éxQﬁ%ﬁQﬁd&ZM 3-(tBf1E8losyphsRy1Ll 2= d

ropyrid - car boxam de
dlhbdd(o@yﬁdmeﬁymrbexanbémzofur an- 5 yI met hyl ) - 6- met hyl - 2- oxo

—qet&%l}f% r| £ 59 HS/lbh | %@? -((_;nriﬂuoromethyl)phenyl]-l 2-

ditRarsRly HMﬂne%@df@opMnhae(Z OXOpyrrol idin-1-yl)propyl]-1-[3
-(tr| f1 uoronet hyl )phenyl

6-nagthyldNdpy(methiyilfonyliphssy 1512]-@@ 1-[3-(triftuoromethyl)phenyl]-1,2-
Nf}*('lo bron%tg ég)h msthyl 2-0x0-1-[3-(trifluoromethyl

ropyr| di ne-3- 25 carboxam de

N—F¢ (d@m@ﬂh?rmﬁﬁﬂdwbﬂﬁd}’l] -6 nieeiyphoxd- b ¢tifludropiath ) phen i 127y
) phenyl ]-1, 2-di hydr opyri di ne- 3- car boxam de
ditydrapyrgineB-eatboxantide (t i f | uor omet hyl ) phenyl ] - 1, 2- di hyd

N-[ﬁ@fr{lhgéuﬁgnﬁ)&%Qpl?)S%ﬁﬁ 2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(4-methoxybenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-
3-carboxamide
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-dihydropyridine-3-
carboxamide
N-(3-chlorobenzyl)-1-(2-fluoro-5-methylphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(2-fluoro-5-methylphenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-
3-carboxamide

N-(4-methoxybenzyl)- 1-(3-methoxyphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide |
N-(3-chlorobenzyl)-1-(3-methoxyphenyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-

carboxamide
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N- (4- met hoxybenzyl ) - 6- net hyl - 2- oxo- |

- phenyl -1, 2- di hydropyri di ne-3-c arboxam de 30
WOR{4A¢INOr obenzyl ) - 6- net hyl - 2- oxo- | - phenyl - 1, PesERpds/an1739

pyri di ne- 3- car boxam de

N- (4-chl orobenzyl)-1-(3, 5-di rggt hyl phenyl ) - 6- net hyl -

x0-1, 2-di hydropyri di ne- 3- oxam de WO 2004/ 043924

PCT/ SE2003/ 001739 19

(am ngsul f onyl )benz []-1- di met henyl ) -
(étq[ﬁ»}qromya 11(3me Bwﬁ 1&?‘5?81 30597% yrldme 5
di nmet hyl phenyl ) - N- (4- met hoxybenzyl ) - 6- net hyl -

caﬂ}oy&a}%&é di hydr opyri di ne- 3- carboxam de s

N-[N-Caﬂﬁﬂ@sh}fbn}(l)b,eﬁzﬂ] ire8 folilopdysheyyl)-Gemethy hgHox 8-1g3 dihyd@pyiitine-3-
Kprop ri di ne- 3-car boxam de
CarRpXamlIEd | or obenzyl ) - 6- et hyl -1 - ( 3- met hyl phenyl ) - 2- oxo- 1

N—(I\Echgérgﬂ%g (ﬁé}ﬁﬁ 034 -nfelf ﬁ,@i&ﬂ%dﬁmethyl -2-0x0-1,2-dihydropyridine-3-

enzy
carb@:3umde hy| phenyl ) - 2- oxo0- 1, 2-di hydropyri di ne- 3-

L-hisre %rrs?tﬁﬂaﬁ?wwa@rm?thwhen@@-ﬁm@%am - dibygpgeypidine-

3cm%ogmh&gropyr|d|ne 3- car boxam de
N- (4-chl orobenzyl )-1-(3

N-Uedhlapbpirahyll-§2, F-dmeethylphenybx@metipd dronpdt Spsifydappiaidane-3-
Bar’bo?lam de N-(3 -chl orobenzyl) 1-(3
carb B phenyl ) - 6- net hyl - 2- oxo- 1, 2- di hydr opyri di ne- 3-

N- (ﬁ%kﬁ@b’@@ﬁi@l}lld@-chloro 4-ﬂuoropheny1) 6—methyl 2-0x0-1,2-dihydropyridine-3-
1- (3-chl orophenyl ) - N (4- met hoxybenzyl ) - 6- et hyl - 2- oxo-
carpoxangidey dr opyri di ne- 3- car boxani de met hyl 4-[ ({

14 ]chfq?‘? &'ﬁugorcg@{éﬁyﬁ E}mlﬁg@*c’?% Trﬁ%ggzr%gfg%tth I-g%&}?‘:j{,%’-?}’l{};dgdp‘}ﬁdine-&
carb&x?ﬁﬁdehl or ophenyl ) - 6- et hyl - 2- oxo- 1, 2- di hydr opyri di n-

S S 2T T USSR —
1-(3:t2o bRy SRV A Bh1BFsbenz A 6 DRIl 516x0-1,2-dihydropyridine-3-
carboxamide
1-(3-bromophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
N-(2,3-dihydro-1-benzofuran-5-ylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
6-methyl-2-0x0-N-[3-(2-oxopyrrolidin-1-yl)propyl]-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(4-bromobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl}-1,2-dihydropyridine-3-
carboxamide
N-(4-chlorophenyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl}-1,2-dihydropyridine-3-
carboxamide
6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-(4-methoxybenzyl)-6-methyl-2-oxo-1-phenyl-1,2-dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-6-methyl-2-oxo-1-phenyl-1,2-dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(3,5-dimethylphenyl)-6-methyl-2-oxo0-1,2-dihydropyridine-3-

carboxamide
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1- (3-cyanophenyl ) -N-(2-furyl net hyl)-6-nmet hyl - 2- oxo-1, 2

- di hydr opyri di ne- 3- car boxam de 25
waz2qo3nedpanophenyl ) - 6- net hyl - 2- oxo- N- (pyri di n- 3PgT/aE2003/001739

)-1, 2-di hydr opyri di ne-3- carboxam de N-benzyl -

- (3-cyanophenyl ) - 6- net hyl - 2- gxo- 1, 2- di hydr opyri di ne- 3-

car boxam de WD 2004/ 043924 PCT/ SE2003/ 001739 20

1-(3- cyanophenyl) N2, 3- dihydro | H i nden- 1-yl - 6- net hyl

- 2- 0X0- 1 di hydropyri di ne- car poxam

N b HBRH Iy TR BB SHEIHOB S HDTR B RO oxo- 1

e _ car boxam de s
%@ygég‘ﬁ% Sia;&ﬁ%grret hyl - 2- oxo-N- (3, 4, 5-tri net hoxybe
1- (IZiycﬂl}melhylplrény})di-oﬁpmkd]waer&yl)eﬁiniadwhmcd@ 1,2- dihydropyridine -3-

i (3-cyanophenyl ) - N (2, 5-di net hoxybenzyl ) - 6- net hyl -
carpga ed| hydr opyri di ne- 3- car boxani de

Ng%&%rgxgp%fglr%% f“ fg&l‘/lné Iﬁetﬁ b?&@ﬂ}’i’@iﬁ&&ﬂo},yﬁdﬂslst%&b&aﬁnde

3-> 0 carboxam d

N-@-¢t8 ompamaybhemet)H-N- (B hetbylphemyl)-2 aixodi Erdﬂ}ysitqpe'ndyie}&&
ﬁg t hyl - 2-oxo-1, 2- di hydropyri di ne- 3- car boxam de
cay Qf}{’tf}ﬁl or obenzyl ) - 1- ( 3- cyanophenyl ) - 6- net hyl - 2- oxo- 1,

N—?—Hﬂeﬁ%ﬁ&% )@-ﬂ%ﬁ{—l%@nﬁé@%ﬂﬁhéﬂﬁmﬁoxo 1,2- dlhﬁdropyrldme -3-

-cyanop enyl ) met hoxybénzyl ) oxo-1
CmeX@nh&dropyrldlne 3- carboxam de

B B e e B YRR 2 -2 B sy

cmﬁoﬁﬁnﬁmanophenyl) 6- nethyl 2- oxo- N-(thien 2-yl met hyl) -
2-di hydr opyri di ne- 3- car boxam d
N—@-@r@owaw%é@pymmp@@w SERUBYr ey 12 by drepHiing 3ox o
carbd L,hydropyridine-3 - carboxanide
P f -cyanophenyl) N- ( 3- met hoxybenzyl ) - 6- net hyl - 2- oxo- 1
N-(Relslbfopennpy1-(Zlchlercphenyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-

carboxamide
1-(3-chlorophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo0-1,2-dihydropyridine-3-
carboxamide

methyl 4-[({[1-(3-chlorophenyl)-6-methyl-2-0xo0-1,2-dihydropyridin-3-
yl]carbonyl }amino)methyl]benzoate
4-[({[1-(3-chlorophenyl)-6-methyl-2-0x0-1,2-dihydropyridin-3-

yljcarbonyl }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-carboxamide

1-(3-cyanophenyl)-6-methyl-2-0x0-N-(pyridin-3-ylmethyl)-1,2-dihydropyridine-3-
carboxamide

N-benzyl-1-(3-cyanophenyl)- 6-methy1 -2-0x0-1,2-dihydropyridine-3-carboxamide
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car boxam de 25
1- (3-cyanophenyl) - 6- et hyl - 2- oxo- N- (pyri di n- 4-yl net hyl
WO 204243920y dr opyri di ne- 3- car boxam de PCT/SE2003/001739
1- (3-cyanophenyl ) - N[ 2- (3, 4- di met hoxyphenyl ) et hyl ] - 6-m
et hyl - 2- oxo- 1, 2- di hydropyri gdj ne- 3- car boxam de
1-(3- cyanophenyl ) - 6- et hyl - 2- (1-net hyl pyrrolidin-2-
yI )et hyI ]-2-o0xo0-1,2- 30 di hydr opyri di ne- 3- car boxam de

N-[2 chloro henyl)ethy ]- 3-cy heny 6- met hyl
1- (3@3’@‘3&?11?2“}2) DNy ciilyslye-l H-ingers ] )é %g(ﬁ—,? ‘}é~d1hydropyr1d1ne 3-

ar%g:?ag{u 43924 PCT/ SE2003/ 001739 21
cyanophenyl ) - 6- met hyl - 2- oxo- N- ( 2- pyri di n- 2-yl et hy

1-(B)cyancpheny1y-N-@emeihok pieenByl)-Gantthybpdode-1,2-dihydropyridine-3-
N-[ 2- (4-chl orophenyl ) et hyl ]
carbgxamidgy anophenyl ) - 6- net hyl - 2- oxo- 1, 2- di hydr opyr i di ne-
~6= -2-0X0Q- - thoxyb 1)-1,2-dihydr idine-3-
A e L P G e o D g P Rk L
catbeZamide- 1, 2- dlhydropyrldlne 3- carboxam de

oA LG e st RN Bof .
carbokane¥anophenyl ) - N-[ 2- ( 3- nethoxyphenyl)ethyl] 6- et hy
| -2- oxo-1, 2-di hydropyri di ne-3- 10 carboxam de

1- (i-oclan@anﬁb%(fw Jlimethexybandiuenastindrirpycet Aydihydsopmsiding-3-
oxa- 1, 2-di hydr opyri di ne-3- car boxam de
Car!i?oy(‘%mz%?anophenyl) N

1- (B?cyﬁgolﬂ]eﬂylw Ru%mmw&&lﬁmmlgm)x&tm]-whetﬁymex@l 2-di hyd
ropyridi ne- 3-carboxam de
dihydrysdimechershgiamife [ 2- (3-f | uor ophenyl ) et hyl ] - 6- et hyl
N—&ﬁffgXr%bél}]%lahi-Ki?\;ﬁ%fﬁén%)n&n%thﬁﬂmf‘Tcﬁlﬁydropyndlne -3-
cm{baxg(;a:dél uor ophenyl ) et hyl ] - 6- met hyl - 2- oxo- 1, 2- di hydr opy
1- (3 c?/arrl]c?ph?c’nylgz-?\lr P4qmeth09(ybenzyl) 6-methyl-2-oxo0-1,2-dihydropyridine-3-
carboxamide
N-(3-chlorobenzyl)-1-(3-cyanophenyl)-6-methyl-2-oxo0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-(thien-2-ylmethyl)-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(cyclopropylmethyl)-6-methyl-2-0xo0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(3-methoxybenzyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-6-methyl-2-0xo-N-(pyridin-4-ylmethyl)-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-[2~(3,4-dimethoxyphenyl)ethyl]-6-methyl-2-0x0-1,2-
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-N-[2-(1-methylpyrrolidin-2-yl)ethyl]-2-0x0-1,2-
dihydropyridine-3-carboxamide
N-[2-(3-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-

carboxamide
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1- (3-cyanophenyl)-N-(2-cycl ohex-

-en-1-yl ethyl)-6-nethyl -2-oxo- | ,2-di hydropyri di ne- 3-
wWQQRo0gasivexam de PCT/SE2003/001739

N-[ 2- (4- bronophenyl ) et hyl ] -1- (3" - cyanophenyl) - 6- net hyl

- 2-0x0-1, 2- dlhydropyrldlne 35, car boxam de

N-( 3- br ormbenzyl )-1-(3- cyano%lnenyl ) - 6- met hyl - 2- oxo-1, 2

-di hydropyri di ne-3- car boxani de 25

1- (Sdayg o om)%% %B{lg% ég—.l\g—@ % Y ylethyl)rﬁe£ Ia}ilydropynghne 3-

onnbenzyl) 1- (3-cyanophenyl) - 6- et hyl - 2- oxo- 1, 2
Cal%l_a Zﬁmgr opyri di ne- 3- car boxam de

N—02~(43elﬂ®fta»pb@h'é)&ﬂiy}]—Mi—eymdhmmm}@%mmxdimbm@dim&
nethyl 2-0x0-1, 2- 30 di hydropyri di ne- 3-car boxam de
anophenyl) 6- net hyl - N- (4- net hyl benzyl ) - 2- oxo- 1,

carpo
1- (P é%i%égl'é y%\ld 7— nﬁthoﬁ%&ﬁ&@&h?ﬁ VWRAIN4LRE392dihydropyridine-3-

caﬂ)o(&ﬁmdyanophenyl) 6 rret hyl - N- ( 1- napht hyl net hyl ) - 2- oxo-

- di.hydr opyri.dine- car
N2 BRI RS v BB R e sns hreiardgpysitne 3
Cm%©g&ﬁygropyridine 3- carboxam de 5
1-(3-cy ano n 6- met hyl - N- L (nethylsulfon ) benzyl
1- (P-oyan@h@nsﬂ Hﬁl Eigrmeﬁwyplmnﬁléet yllampbybAioge-1, dlhydmpyndme -3-

a%% éanophenyl) 6- met hyl - N- ( 3- net hyl benzyl ) - 2- oxo- 1,
?ﬂ@'ropyridine 3- carboxami de

1- (3 dyaneprengphen4-fideroghddyletheliehmettyl 8-oxet h3ditRdeoggrilline-3-
| hydr opyridi ne-3- 10 carboxam de

amigepenzodi oxol - 5-yl met hyl ) - 1- ( 3- cyanophenyl) 6- met
B oE R -
3- mﬁoxanﬁiddwydr opyri di ne- 3-
1-(3-cyanophenyl)-N-[2-(3-fluorophenyl)ethyl]-6-methyl-2-oxo0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-[2-(2-fluorophenyl)ethyl]-6-methyl-2-0x0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(2-cyclohex-1-en-1-ylethyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-
carboxamide
N-[2-(4-bromophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-ox0-1,2-dihydropyridine-3-
carboxamide
N-(3-bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-ox0-1,2-dihydropyridine-3-
carboxamide
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-2-0x0-1,2-
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-N-(4-methylbenzyl)-2-oxo-1,2-dihydropyridine-3-

carboxamide
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car boxam de 15
1- (3-cyanophenyl) - 6- et hyl - N- (2- et hyl benzyl ) - 2- oxo- 1,
WQ2ailoy¥eopyri di ne-3 - carboxam de PCT/SE2003/001739
1- (3-cyanophenyl ) - N- (3, 4-di fl uor obenzyl ) - 6- net hyl - 2- ox
0- 1, 2-di hydropyri di ne- 3- car% xam de
1-(3-cyanopheny|)-N—(3,4¢dic or obenzyl ) - 6- net hyl - 2- ox
, 2-di hydr opyri di ne-3- 20 car boxam de
(3-cyanophenyl. ) - 6- met hyl| - 5- et hyl - 2-furyl th
b czyamaenvﬁ% LR AN AR S AT
&%E&%anophenyl) 6- net hyl - 2- oxo-N-1, 2, 3, 4-t et rahydr on
ap en-1-y1-1, 2- di hydropyri di ne- 3- car boxani de 25

1@@anoyfwnm)%@%bhoweﬁzﬁk)@rmemnbiweﬁz%ﬁﬂbhyémwnﬂw& 0
di hydr opyri di ne- 3- car boxam de

0-
aﬁ’ émt‘g?anophenyl) N-(3 5- di met hoxybenzyl ) - 6- et hyl -

1- -C}Jang 1 by - 2B l- {E(n?ethﬁ%l%ﬁﬁé&@d]a 0x0-1,2- d1hydropynd1ne-3-
("3- cyanopheny

caﬂboé(amideuor ophezyl ) et hyl ] - 6- met hyl - 2- oxo- 1, 2- di hydr opyr
di ne 3 ar ho 1de N- . -

LS aen S BRBS R Pl sy 2 esprihgiytensgigro

cafbeahide- di hydropyri di ne- 3- car boxam de WD 2004/ 043924
PCT/ SE2003/ 001739 23 _ o

1-B-¢3neptensD e iporebenzd)-imathid oo kAt dihwlrapyritine-3- ox

| hydr opyri di ne- 3- car boxam de
ca%o%?%%:yanophenyl) N- (2, 3-di hydro- | - benzof uran-5-yl net h

N 35(1 B-tﬁﬁmlaﬁdimd[l (S{Zylﬁ]?eﬂryl)rﬂ(?) -gvdnpghanyy)-6-eieited-3-exar- boxdilgdiepyridine-
met hyl 4-
3-¢arb@anEdanophenyl ) - 6- met hyl - 2- oxo- 1, 2- di hydr opyri di n- 3

T e G e b
cmﬁbxmmhkdropyrldlne 3- carboxam de
1-(3-cyanophenyl)-6-methyl-N-(2-methylbenzyl)-2-ox0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(3,4-difluorobenzyl)-6-methyl-2-oxo0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-(3,4-dichlorobenzyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-6-methyl-N-[(5-methyl-2-furyl)methyl]-2-0xo-1,2-dihydropyridine-3-
carboxamide

1-(3-cyanophenyl)-6-methyl-2-0x0-N-1,2,3 4-tetrahydronaphthalen-1-yl-1,2-
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-N-(2,3-dimethoxybenzyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-
carboxamide '
1-(3-cyanophenyl)-N-(3,5-dimethoxybenzyl)-6-methyl-2-0xo0-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-[1-(4-fluorophenyl)ethyl]-6-methyl-2-ox0-1,2-dihydropyridine-3-
carboxamide
N-[1-(4-chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-0xo-1,2-dihydropyridine-3-

carboxamide
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1- (3-cyanophenyl )-N-[ (1

S)-2, 3-di hydro-I Hinden-1-yl]-6-nethyl -2-o0xo0-1,2- 10
walRtnau3pyri di ne- 3- car boxam de PCT/SE2003/001739

1- (3-cyanophenyl) - 6- net hyl - 2- oxo- N- (t hi en- 3-yl net hyl ) -

1, 2-di hydropyri di ne- 3- carboxam de

1- (3-cyanophenyl) - 6- net hyl - N2 (5-met hyl i soxazol -3-yl ) m

et hyI] 2-0x0-1, 2- di hydropyri di ne- 3- car boxanm de 15

1- BCyanlghen% N-[ (2, 5-di net hyl - 3fu;i;gl?hwthl(]i
1-@taygnophepyly-Nt 5-61%9‘?9@?Y101§rrﬁ@h3’13219&9ﬁ gropyridine- 3
car% %mgi anophenyl) N-(3-furyl nmet hyl) - 6-net hyl - 2- oxo-1, 2

gi ropyri di ne- 3- car boxam de

1- (3 c(yan@haﬂﬂp)%(m$ Hilydret ghzctuoxd-Nnlethy(LéHnmthdzbbxd-1 -
-1, 2-di hydropyri di ne-3- carboxam de 20
dlhl}’d((a’}’%ilﬂldﬁtﬁp%h%a}mé@ met hyl - 2- oxo- N- (4-t hi en- 2-yl benzyl

motp S B Eontean 2 BRI B vcropyriding®- o ety
yl]eﬂbo:xyd}émﬁo)ihétmﬂl&moatdl ne- 3- car boxam de
enzodi oxol thyl]-1- C
ﬁwp nzslg §-mpeyl- eﬁmf gw?v%qwl %ﬁ&a@%& é}é\e 3
Cal:go{(gmﬁganophenyl) 6- met hyl - 2- oxo- N- (2-t hi en-2-yl et hyl )
-1, 2-di hydropyri di ne-3- carboxam de
1—(B-dy3n@anyiprhéf(yS)-QN-dipquIoz,}ﬂirxﬂbnﬁtﬁyﬁmhyHenwL%—
ditérgior{)%hg}/nle?g’z-éa%gianlndé 2-di hydr opyri di ne- 3-carboxam de
1-(3=&y3n®h@ﬁglpla%mhgfr - R oREINLthiehd- gty Rl chhﬁ’%ﬂﬂlﬂcﬁﬁélgl ]
di hydropyri di ne-3- car boxam de
carboRAM@a3924 PCT/ SE2003/ 001739 24 N-{

1-(%-1c[y§'%<§pg%% g—ém f R?r/l%/ N)G[P%%wgt ha& 1- é-]}l’l)?ethyl]-Z-oon,Z-

1@&6@&@@)&3 @Hrn@ca&na@r boxam de
-C ano n - 6- net hyl - 2- oxo- N
F& i

d

1- @)ayﬂn ny/l PGQIY&'D’MIBB‘?WI&WBE‘:@yl Eaxedxkatihydropyridine-
3-carboxamide
1-(3-cyanophenyl)-N-(3-furylmethyl)-6-methyl-2-oxo-1,2-dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-2-oxo-N-[4-(1H-pyrazol-1-yl)benzyl]-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-6-methyl-2-0x0-N-(4-thien-2-ylbenzyl)-1,2-dihydropyridine-3-
carboxamide
N-[4-(aminosulfonyl)benzyl]-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-dihydropyridine-3-
carboxamide ‘
N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-ox0-1,2-
dihydropyridine-3-carboxamide
1-(3-cyanophenyl)-6-methyl-2-0x0-N-(2-thien-2-ylethyl)-1,2-dihydropyridine-3-
carboxamide
1-(3-cyanophenyl)-N-[2-(2,4-dimethylphenyl)ethyl]-6-methyl-2-0x0-1,2-dihydropyridine-
3-carboxamide
1-(3-cyanophenyl)-6-methyl-N-[2-(4-methylphenyl)ethyl]-2-ox0-1,2-dihydropyridine-3-

carboxamide
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5

N- (cycl ohexyl net hyl ) - 6- met hyl - 2- oxo-1-[ 3-(trifl uoronet
whgiorolseey | ] - 1, 2- di hydr opyri di ne- 3-car boxam dBCT/SE2003/001739

'N-(2-furyl net hyl') - 6- met hyl - 2- oxo-1-[ 3- (tri fl uoromet hyl

) phenyl ] -1, 2-di hydr opyri di neZF. car boxam de

6- net hyl - 2- oxo- N- (pyridin-3 ?/ methyl)-1-[3-(trifluorom

et hyl ) phenyl ]-1, 2- 10 di hydropyri di ne- 3- car boxam de

N- @ i%@éwnqs@{onsﬁmﬁuﬁhﬁl Yok &3-¢¥anerienyDr¢-msHy e 1) -Bhen

di ne- 3- car boxam de
nam &%enz;{}?@é 6- met hyl - 2- oxo-1-[3-(trifl uoroneth
1- (gic)yp)di@hyhjl) -6dm@hyli- Brprlo-Op (1 5 il phenyBetb gl g3 diydeopyfidine-3-

-met hyl - 2- oxo- N- (tetrahydrof uran-2-yl nethyl )-1-[3-(tr
Cargf) %B%rret hyl ) phenyl ] -1, 2-

a ]
%‘y@%ﬂ% i E’ﬂh l)fﬁnéfhgﬁﬁk&)& Ir[’a‘i?mﬂuoromethyl)phenﬁl] 2- dlh%rdrgpyndme

X0-1 (trifluoromethyl)
3- ctarbomemi‘ctmxybenzyl )-1, 2- di hydropyridi ne- 3-car boxam de

N SRS S P B Qe B 1 BB e .

caok dmide di met hoxybenzyl) 6- net hyl - 2- oxo 1-[3-(trifluoro
met hyl ) phenyl ] -1, 2- di hydr opyri di ne-3-c_arboxam de N-

-I{letbnl- %phow fgmdm 3-dlmethylly mqrom@thryﬁphmyl]zl,axo- 1-

rif orret ) phenyl] -1, 2-
dl}%dﬁipéf&g T3 (E%r boxam de 25
N—Q\lﬂ(cﬁhﬁd?bilﬂnﬁﬁ%)ﬂ))l ~Bmetiynyloxd- BfRadflhSofdetyl pphatydperhy

I') phenyl]-1, 2-di hydropyrl di ne- 3- car boxam de
dlhﬂd(QPYEﬁlnér%%P@Sﬁ‘P)l B- met hyl - 2- oxo- 1-[ 3- (tri f| uor onet hy

N R e BN LR G oD 2 dibydropyridine-

-daitpimmyde] 1 2- lePydLopyrl di ne- ?h 3;) car boxami dleuor t
B IRE S S C AR AR LTI e
dﬂ%ﬁ%‘ﬂygﬂﬁ%%‘lca?@;(ﬁﬁggoy 001739

6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-N-(3,4,5-trimethoxybenzyl)-1,2-
dihydropyridine-3-carboxamide
N-(3-fluorobenzyl)-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(2,5-dimethoxybenzyl)-6-methyl-2-o0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[(1-ethylpyrrolidin-2-yl)methyl]-6-methyl-2-oxo-1-[3~(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(2-chlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(4-chlorobenzyl)-6-methyl-2-o0xo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(3-chlorobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
6-methyl-2-0x0-N-(thien-2-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-

3-carboxamide
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N- (cycl opropyl net hyl ) - 6- net hyl - 2- oxo-1-[3-(trifl uorone
wo boopgdrenyl ] - 1, 2- di hydropyri di ne- 3- car boxam PET/SE2003/001739

N- ( 3- met hoxybenzyl ) - 6- net hyl - 2- oxo-1-[ 3-(trifl uoroneth

yl) phenyl ] -1, 2-di hydr opyri di S- 3-car boxam de 5

6- net hyl - 2- oxo- N- (pyri di n-4-? met hyl)-1-[3-(trifluorom

et hyl ) phenyl ] -1, 2- di hydr opyri di ne- 3- car boxam de

N e ot e L o 2t ot (2 ¢

djﬁl\gd?aégy(m%a.@mxmr boxam de ,
[ 2-°(4- met hoxyphenyl ) et hyl ] - 6- net hyl - 2- oxo- 1-[ 3-(trif
N-I(Brmecblnmctybymz)yb)h@mdtl}yl-ﬁ;@e&11-03-(triﬂuoromethyl)phenyl]—1,2-dihydropyridine—
[ droﬁgri di ne- 3- car boxam de
2- 0x0- N- (2- phenyl ethyl )-1-[3-(trifl uoronethyl

L -12-
& “F@M R e eI 32% o- 1.

dlmairopmdimajawmmmdpphenyu 1, 2-

NG R SRS ORI RO IEe B tspromead oty 12

dlhlyd'r diyd- 34@&@@)(11&“& 2- di hydropyri di ne- 3- car boxam de
yl - 2- oxo r|d|n 2-ylethyl)-1-[3-(trifluoro
N2 by o np et -Gt G e homrissdmheRy N

Y S ke T ].1f P
6-dicthytlamor N phedyl ety i) axntifheoromethyl)phenyl]-1,2-dihydropyridine-3-
N-[ 2- (2-chl orophenyl ) et hyl ] - 6-net hyl - 2- oxo-1-[3-(trifl
CW%W ) phenyl]-1, 2- di hydropyri di ne- 3- car boxam de
D s Sy e T ARk 1.>-
dlﬁﬁdropyndlne -3-carboxamide
4-f hyl - 2-

Nﬁ%% ﬁéﬁ%@ﬁﬂgﬁﬁﬁ? $uhhitly }wﬁ#-ﬁg%ﬂﬁfﬁmﬁ@% SBPl e

Srfeif- §J1cﬁmosaaﬁﬂi%enyl)et hyl ] - 6- met hyl - 2- oxo- 1- [ 3- (t
r|fI or onet hyl ) phenyl

6-ttictyi2eqnpe N e rpyrigdine 2yl @@léé)ﬁiﬂé-(tnﬂuoromethyl)phenyl] 1,2-
dihydropyridine-3-carboxamide

N-[2-(2-methoxyphenyl)ethyl]-6-methyl-2-o0xo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2-(2-chlorophenyl)ethyl]-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N—[2-(3—methoxyphenyl)ethy1]-6~methyl-2-oxo~1-[3-.(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2-(3-fluorophenyl)ethyl]-6-methyl-2-0xo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2-(2-fluorophenyl)ethyl]-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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N-[2-(3-fluorophenyl)ethyl]-6-nmethyl-2-o0xo-1-[3-(trifl
uor onet hyl ) phenyl ]-1,2- 30

walRtnau3pyri di ne- 3- car boxam de PCT/SE2003/001739
N-[ 2-(2-fluorophenyl)ethyl]-6-mnmethyl-2-oxo-1-[3-(trifl
uor onet hyl ) phenyl ] -1, 2- dihy?gopyridine-3-carboxan1de
WO 2004/ 043924 PCT/ SE2003/ 001739 26 N-(2-cycl ohex- |
_en_

i czcl%}?nly S TR a2 s e T SR ph BT 2]

dARk hyl] -6-nethyl-2-oxo0-1- [3
dﬂ-?ydtgér]q)?{uororreﬁlt&ﬁklamghenyl] -1, 2-

N-@2- h@/—ljrammphﬁniylfmtlﬁ]-6an¢tb)da2¥bld®15[3-(triﬂuoromethyl)phenyl]-1,2—
B-met hyl - 2- 0x0-N-[ (1S) - 1- phenyl et hyl ] -1-[3-(trifluorom
dﬂ@f‘ﬁ‘%ﬂ’éﬂ?ﬁ? %ﬁf ?'Mdﬁl hydr opyri di ne- 3- car boxani de
6- Met(h r-bro%qbﬁmwm HenRURYL - % &i‘iﬂuéromethyl)phen 111, 2-
- trlfluoromsthyld) phenyl ] - hydr opyr i i ne- 3-

dﬂa:)airchmmalmed@carbox
N SRR S e At sosaBR g b dplsay R Rt Bdricine. -

Ca{&og&npfeonobenzyl) 6- met hyl - 2- oxo- 1-[ 3- (tl‘lf| uor onet hyl

) phenyl ] -1, 2-di hydr opyri di ne-3- car boxam
N A oy A 145+ Hbicngmy B PRSI L 2 diyropyridine.3-

a£ 35 fI uor onet hyl ) phenyl] -1, 2-
&)ﬁ ropyr| di ne- 3- car boxam de 15
N-62- Bﬁiﬂit)ﬁenﬁ\ylﬁé methily2-bro-d yB) (trffhoromdthfyBpidnk1] 1, 21ditomaespyyidine-3-
I )phen ']-1, 2-di hydr opyri di ne-3- carboxam de
| - N- (1- napht hyl met hyl ) - 2- oxo-1-[ 3-(trifl uoronet

N O 2o PR sty
dihy)dobysymiglide-3-tadodarhiddr opyri di ne- 3- 20 car boxam' de
o S N e 620 Sk L | YR i .
caPbokdmideuor obenzyl ) - 6- et hyl - 2- oxo- 1-[ 3- (tri fl uoromnet hy

') phenyl ] -1, 2-di hydr opyri di ne- 3-
6-methyl-N-(1-naphthylmethyl)-2-o0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine--
3-carboxamide
N-(2-ethoxybenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
6-methyl-N-(3-methylbenzyl)-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(4-fluorobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
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-dihydropyridine-3-
carboxamide
N-(3,4-difluorobenzyl)-6-methyl-2-o0xo-1-[3-(trifluoromethyl)phenyl]-1,2-

dihydropyridine-3-carboxamide
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car boxam de 25
N- (1, 3- benzodi oxol - 5-yl nmet hyl ) - 6- net hyl - 2- oxo-1-[ 3-(tr

w0 poowosveet hyl ) phenyl ] -1, 2- PCT/SE2003/001739
di hydr opyri di ne- 3- car boxam de
N- (2, 4-di chl or obenzyl ) - 6- et byl - 2-oxo-1-[3-(trifl uorom

et hyl ) phenyl ]-1, 2- di hydropyTi di ne- 3- car boxam de
6- met hyl - N- ( 2- net hyl benzyl ) - 2- oxo-1-[ 3-(tri fl uoronet hy

S P HLE SATR T L -
henyl ]-1, 2- di hydropyri di ne- 3-car boxam de WO
Car%%%‘!?‘ggsgm PCT/ SE2003/ 001739 27

N~d$1- é}ﬂcﬁoLMﬂuoﬂmbamfﬂ)}é-ﬁ&aﬂaﬂﬁycbxoZI{)&ﬁfiﬂupﬁ)maﬂnj'lfph@n}’w-hy
') phenyl g di hydr opyri di ne- 3- car boxam de
dibydyopyg n8730 AP Eobenzyl ) - 6- met hyl - 2- oxo-1-[3-(trifl

~§s?4_aizﬁfo?afﬂe)f@ﬂ§ ¥ hbth1-2-ox 8110080 AMCrbALMSH Bh&AI Ppgani de
d1Hyd(®yﬁdmb€Sthbmtaaﬁdeyl ) - 6- net hyI 2-0x0-1-[3-(trifluorom

G- Ny R 2H AT ARy PR S St o

dlﬂgﬂﬁi’%)‘i’fﬁﬁfn@yi 0 Rbsthile 1, 2- d| hydropyr| di ne- 3-car boxam de
[ -2-0x0-N-1, 2, 3 , 4-tetrahydron aphthal

6-mgthyl-2- o[c@-N-axm Hajmhmdmnmhﬂ)qéﬁehw - [31(,tr1f@0r<1methyl)pheny1] -1,2-

di,hyd 3-. b d
dﬂﬁd{%’ r§8§’|¥’r14’é ge a{/I ?Xgmne?hyl 2-0x0-1-[3-(trifluoro
5‘291(?:Jaﬁhatﬁdib@_yfb)éhiyi)léiinetﬁiﬂ@di@QXBJ(diMr&naﬁylm?eam]deQ N

4-chl or ophenyl) et hyl ] - 6- met hyl - 2- oxo- 1-[3-(trifl uor
dﬂméeqmylrlmrﬁeﬁ%rbmmée di hydr opyri di ne- 3- car boxani de is

N-Et—ﬁzlz—?liio%g W W@g{e}}w%?z(r;%{f}:?g ﬁn?lggcar%ﬁgpaﬁ}{egg 12om
leWE‘(nyhdﬂte{?) tdrboxamide .

N-Co sz o b SO G AR PR ee
dihydropyridine-3-carboxamide

methyl 4-{[({6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3-
yl}carbonyl)amino]methyl }benzoate
6-methyl-2-0x0-N-(4-phenoxybenzyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-
3-carboxamide

N-[(2,2-dimethyl-1,3-dioxolan-4-yl)methyl]-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[(5-methylisoxazol-3-yl)methyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[(2,5-dimethyl-3-furyl)methyl]-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(3-furylmethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
6-methyl-2-0x0-N-[4-(1H-pyrazol-1-yl)benzyl]-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-0x0-N-(4-thien-2-ylbenzyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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6- met hyl - 2- oxo- N- (4- phenoxybenzyl ) -1-[3-(trifl uorometh

yl ) phenyl ] -1, 2-di hydr opyri di ne- 20 3-carboxam de
wORGogA4P24i et hyl - 1, 3- di oxol an- 4-yl ) et hyl ] - 6- PE€L/RE100322601739

oxo- 1-[ 3-

(trifluoronethyl)phenyl]-1,2- glhydropyrldlne 3- car boxa

m de

6- met hyl - N-[ ( 5- rrethylisoxazol 3-yl)nethyl]-2-oxo0-1-[ 3-

trifl uoromsth
N- Eﬂ é y)jz)a b@'@ﬁﬁh)ﬂ@ - 1-[3-(trifluoromethyl)phenyl]}-1,2-
Y uryl) met hyl ] -6-net hyl - 2- oxo- 1-[ 3-(
dl}ﬁdlgéq%’nor orrgF %B%%mﬁegﬁyl ]1-1, 2-

6-wlethyH2-opyN-(-tiger32 6 ethylx-dABdeifluoromethyl)phenyl]-1,2-dihydropyridine-
N-(3-furyl methyl)-6-nethyl-2-oxo0-1-[3-(trifl uororrethyl
3-92P8AYN9E 1, 2- di hydr opyri di ne-3- car boxani de

Nﬁ(ﬁ%@y%%tglgﬁﬁpgﬂyﬁémr 2 |1 3 Y RE RNy fre g .

di}[yidtqurridmprii cirbexddaidar boxamn de 6- rret hyI 2- 0Xx0- N-(4-thi

6B Rty L B pe o GO omaoyabhenyl]-£3-

mﬁﬁdﬁﬁaﬁféﬁ -80ddShiag8
1, 3- benzodi oxol - 5-yl ) et hyl]-6-net hyl - 2- oxo- 1-[ 3-

N- (21[4 (ammpsmvlppquﬁnw]}-a m;bthyl 2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

d b d
d‘}éfdﬁ%%yh@f‘%? Eo’i&nt‘éa{h%ﬁmz gl ethyl)-1-[3- (trifluorome
6- rhang])@hﬁaw -fak)3- ﬂieﬁM@ﬁ@HyI—Lﬂ(tﬁﬁuo&nﬁﬁ{Wé‘I@l}i@

4-tert-butyl phenyl) - 6- et hyl 0X0- 1- [ 3- (t

dlhyrifqnyadme?rwbgmﬁw 1-1, 2-

3 R D PR TR By s 453 1.
(tn[fﬁafdmidﬂﬁﬁmé@ﬂhfyhmﬁﬁ Qmﬂydn]e 1 2-
di hydr opyri di ne- 3- car boxani de N-{
N{@{Cﬂﬁl{%ﬁlpwgwlmgylj gﬂgﬁyle%pwl -[3-(trifluoromethyl)phenyl]-1,2-
I 3-(trifl thyl)phenyl]-1,2- 10
dﬁé’idﬁ’fgﬁgg‘éﬁ%” c%lr ngglm d:ogogt h§| )2 g% ]N- [(1
3-{FR}—(4—fkubme1gﬂ}py1bdramﬁ-—1E)&}o(atlfomir]}bﬂ)mﬂ@ﬂilyﬂ& phenyl] -1, 2-

QQ{O‘%%%%Q R Ca%&gé?og’%:j(ne i-yl ] car bonyl
N—iZ—@t’-ﬁﬁbeyi,l'Lbibﬁbnyl-él—yl)ethyl]-6—methyl-2-oxo 1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
N-(2-hydroxy-1-phenylethyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-0x0-N-[(2R)-2-phenylcyclopropyl]-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[1-(4-chlorobenzyl)piperidin-4-yl}-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-(2-morpholin-4-ylethyl)-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[2~(4-chlorophenyl)ethyl]-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(2-hydroxy-2-phenylethyl)-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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(trifluoromethyl)phenyl]pyridin-2(1H)-one is
N-[ (4- cyanocycl ohexyl ) net hyl ] - 6- net hyl - 2- oxo-1-[ 3-(tri
wo bavatogavet hyl ) phenyl ] -1, 2- PCT/SE2003/001739
di hydr opyri di ne- 3- car boxam de 3- {
[4-(4- fluorophenyl)plpera2|n2& yl ] car bonyl
}-6-nmethyl-I-]3-
(trifluoromethyl)phenyl]pyridin-2(1H)-one
N[2-(4' -flu | -4 6- et hyl -2-0
N-g}jcglgpe%ngglﬁ- %yﬁ@%—ﬁ%ﬁy%éqwe} ylgggeny 2—dihydro;>>/yridine-3-
ca%vo% idaydr opyri di ne- 3- car boxam de N (2- hydr oxy-
phenyl et hyl ) - 6- met hyl - 2- oxo- 1-[ 3-(tri fl uoromet hyl ) ph
N—éi}f(ll{][-iﬂncmzoldﬁl Wdhp]@f,ﬁrmdﬁhlybéz DxodrBoftaffiatemethyl)phenyl]-1,2-
nge 2 ox | §2R) - phenyl cycl opropyl ]-1-[3-(trif
dih €1, 2- di hydropyri di ne- 3- car boxani de
g et!lg’ﬁfbg%%éﬁz@eth%. T b i O R

difglr¢pyridinedbrabexdwidy phenyl | - 1, 2-

R G o L ——
diKk r)epjlgﬁ%iﬂﬁidg di hydr opyri di ne- 3- car boxam de
ilha'hédr chl orophnnyl ) et hyl ] - 6- et hyl - 2- oxo- | -53-(tri fl
6-1mo topgyﬂ‘f—,@r@mydlp Ztylgth ([13 (trifluoromethyl)phenyl}-1,2-
r r boxam de
dlwdg &?5@8 NI Ryl <6 et hyl - 2- oxo- 1-[3- (trifl

-memgngtdwll\}-nmenyjzt}maza 3-¢li- hy3l(wipyibrohhdlieyl pheaylipayan de
WO 2004/ 043924 PCT/ SE2003/ 001739 29

dﬁwdé gRridient-girbexamiday | - 2- oxo- 1-[ 3- (tri fl uor omet hyl ) phe

R R PER o R P cagogmetsbhensir-1

mlﬁ}&réﬁyndiﬂeeﬁ}bmxdamm phenyl] -1, 2-

- {r S AR hsphena an? e T nros) Smety 1 21 1 11 uor o
di 3- b d
““ﬁ?‘ﬁ"%“ﬁ%@?‘?@ff@l’y i dEREREYT | 13- car boxam,de

6- m@ﬁnyl—ﬂaxoﬂ‘é-ﬂmtddyﬂl - piimathly])-1-[13-(t@fluoromethyl)phenyl]-1,2-

dlhyc{l]XI%/rI‘l%P e- -car OXaml ar boxam de

N-(2-methoxyethyl)-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl}-1,2-dihydropyridine-3-
carboxamide
N-(2-hydroxypropyl)-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-
3-carboxamide

ethyl 4-[({6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridin-3-
yl}carbonyl)amino]piperidine-1-carboxylate
N-[3-(1H-imidazol-1-yl)propyl}-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-1-(3-methylphenyl)-2-o0x0-1,2-dihydropyridine-3-carboxamide
N-(4-chlorobenzyl)-6'-methyl-2-ox0-2H-1,2'-bipyridine-3-carboxamide
N-(4-methoxybenzyl)-1-(3-methylphenyl)-2-ox0-1,2-dihydropyridine-3-carboxamide
methylv 4-[({[1-(3-methylphenyl)-2-0x0-1,2-dihydropyridin-3-

ylJcarbonyl }amino)methyl]benzoate
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6- met hyl - 2- oxo-N- (2-pyridin-2-ylethyl)-1-[3-(trifluoro
nmet hyl ) phenyl ] -1, 2- 10 di hydropyri di ne- 3- car boxam de
W®G 2008083924 2- 0x0- N-1H 1, 2, 4-tri azol - 3-yl - 1- [ 3- (P€T/FE2003/@01739
nmet hyl ) phenyl ] -1, 2- di hydropyri di ne- 3- car boxam de N [
1- (hydr oxymet hyI) 2- et hyl prg&yl] 6- met hyl - 2-oxo-1- [3
-(trifluoronethyl)phenyl]-
di hydr opyri di ne- 3- car boxani de 15 3-{

4- [%{[é (ﬁégﬁdircﬂér%r OE Egg-oxyd1%¥5r%8§ﬁg1 —%l]gaﬂlc():n%lrl}a%nné)methyl] benzoic
trifluoronethyl)phenyl]pyridin-2(1H)-one
-met hyl - 2- oxo-N-(pyridin-3-ylnethyl)-1-[3-(trifl uorom
N-é¢1-biylbygbbezy)-1-(2-flRorcdmyed dplyemiy i 2rex 3 Padibpdrapyritine-3-

2- met hoxyet hyl ) - 6- net hyl - 2- oxo- 1-[ 3-(tri fl uoromet hy
capbpRaaile| |- 1) 2- di hydr opyri di ne-3- 20 car boxani de

! ﬁiﬁ%ﬁ‘?ﬁ@"%@hﬁm R el e e

N—f%gﬁhgﬁ{y@?léﬁr}z—}h]@i ((é-hluaoug mer{l?ylgyén)yﬂbf-o%]l 2~d1ﬁyc9rop}/r1d1ne 3-

cathoRaRRY! ) am no] pi per| di ne | - car boxyl ate 25
N-ES(lH-lmdazoI 31 ] - 6- et hyl -2-oxo-1-[3-(tr
N-{4-(aminosréfonyl)hemashiyi- {2_ uQ@o- -methylphenylgl 2-0x0-1,2-dihydropyridine-3-

a’%: h%m@%py” di ne- 3- car boxam de
| or obenzyl) - 1-(3- et hyl phenyl ) - 2- oxo-
N- t4 2h16tdb)éﬂi}ﬂp¥'tméhh§iﬁ2~3x6a![-bD&aﬁpﬂﬁmne 3—carboxamlde
-chl orobenz 2-0X0-2H 1, 2" -bipyridin

N~g4 @lalpmgmlhé -(2 %F%memmh@y@lbgwr}) 2~Ihl(yglropyr1dme -3- carboxamlde
1- bR @ o8l A 8RN AifiGardp RAROS AR amide

N—[[él(dlﬁle[l‘fyﬂdmylhp)”benwl}lZE,Gxﬁméth&}pﬂliehylMamei,ﬂidihyﬂropyridine—:%—
aéi@Fcar bonyl am no) et hyl ] benzoate WO 2004/ 043924
003/001739 30 4-[({

n-%]}%gc{rﬁé% E’Wﬁ %tﬂ%g;n gfggg&oglgl aﬁ%ﬁé&@}lﬁ IodbN; BamlyliepyRdine-3-
catbokdmaiel or obenzyl ) - 1- (2-fl uor o- 5- et hyl phenyl ) - 2- oxo- 1

N—(ﬁ% mettpc})/(y{)grpz%/{)l dtf me%)ﬁyl g%[t%i)uorometﬁyl)phenyl] -2-0x0-1,2-dihydropyridine-
3-carboxamide

N-[4-(dimethylamino)benzyl]-1-[2-methyl-5-(trifluoromethyl)phenyl]-2-oxo-1,2-

aci

dihydropyridine-3-carboxamide
N-benzyl-5-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
N-(2-chlorobenzyl)-5-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide
5-methyl-2-0x0-N-(2-phenylethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide

N-(4-chlorophenyl)-5-methyl-2-0xo-1-[3- (tnﬂuoromethyl)phenyl] -1,2-dihydropyridine-3-
carboxamide
6-ethyl-N-[4-(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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S
1- (2-fluoro-5-nethyl phenyl)-N(4-met hoxybenzyl ) - 2- oxo-
wa 2@4@idegdr opyri di ne- 3- car boxam de PCT/SE2003/001739
N-[ 4- (di met hyl am no) benzyl ] -1-(2-fl uoro-5-net hyl phenyl
) - 2- oxo0- 1, 2-di hydr opyri di ne- %1 car boxam de
N-[4-(am nosul fonyl ) benzyl]-1-(2-fl uoro-5-nethyl phenyl
) - 2- 0x0- 1, 2-di hydr opyri di ne-3- 10 car boxam de

SATET U S R
ity d-plempkimRe0xo- 1, 2-di hydropyri di ne- 3

-‘carpboxam de
6- liutylzN5[4ermvdt}ﬂwli@he})bﬁn)zyﬂ%mm{%m@fb@wtyy@mnpﬂ-11,22- d
d dro % - caf boxam de

IW% 'ﬁ?’ig benzyl | - 1- (2, 5- di net hyl phenyl )-2-0

t Ty sl mhdh Y18l oy bBerfA1 PR3 R601 8 - (trifl thyl)phenyl]-
@64 chl oro en[zwi/{) ﬁ ng%bhgll g (trifl uo(ronlg)tr%rille y%p onyl]

1:yn;hyﬁr®>yudmezﬁ earherng r| di ne-3- car boxam de

T R A U R e B S

1, Nd{rdrdfspy ﬁatne;dadfbm}rhe@zyl] 1-[ 2- mathyl 5-(trifluorone
thyI )pheng - 2-0x0-1, 2- di hydr opyri di ne- 3- car boxam de

pul ﬁ;z;yllzz Hisxp-3-B-(teiFlneromstnhphernyl)-hRe | -

Iei ar boxam de
t""&?“?ﬁ‘%&? oro ér?z&#‘;@?ﬁun%etchyl 2- 0x0-1-
N{[za(dlhretlfylmmo)‘aehmu -P @hdioyd-B-[3 irthabirdreth ophiengli]+ie2,34- 25
car boxan de
QWPHEdlaié W?%aﬁﬁ%yl ethyl)-1-[3-(trifl uoronethyl
i r

N“’? eSS B e PR RS 203 ety dronyrimidine
Sba)rbdwmnydé 1, 2-di hydropyri di ne- 3- car boxam de 30

D RS s L 1 20
tetRydRILAA 325 -Brdxaka@03/ 001739 31 |
N-[4-(methylsulfonyl)benzyl]-2,4- leXO 3-[3- (tnﬂuoromethyl)phenyl] 1,2,3,4-
tetrahydropyrimidine-5-carboxamide
N-(4-bromobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-
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
N-(3-chlorobenzyl)-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-
tetrahydropyrimidine-5-carboxamide
1-(2-methoxyethyl)-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3-
(trifluvoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide
1-methyl-N-[4-(methylsulfonyl)benzyl}-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
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N-[ 4- (et hyl sul fonyl ) benzyl ] - 2- oxo- 6- propyl - |
-[3-(trifluoronethyl)phenyl]-1, 2-
walRtnau3pyri di ne- 3- car boxam de PCT/SE2003/001739
6- butyl - N-[ 4- (et hyl sul fonyl ) benzyl ] - 2-oxo0-1-[3-(trifl
uor onet hyl ) phenyl ] -1, 2- dihx%{opyridine-3-carboxan1de
5
6- (et hoxynet hyl ) - N- [ 4- (et hyl sul f onyl ) benzyl ] - 2- oxo-1
-[3-(trifluoroneth pheny

1-ethy2-Nt[ 4 Graetbplywlieny mgz%h? Bolt@zm 36 prmasiyyhahep Y1133 4-
tetx{aﬁ%céﬂ e hr}{}d_?ﬂi%;—gﬁ%o yl ]-2-o0x0-1-[3-(trifluoronethyl

I Ry ropyrl di ne- 3- car boxam de

N- (Mr &tﬂoxbaéﬁz@gau(z‘ ﬁﬂwo)cpanylyizlck &ioko- B BX@ifBadr3methyl)phanytlen?,3,4-

thyl ) phenyl]-1 , 4
tetltﬂb %@MM&W$WPI§WCM boxani de

AT SR ST
¥AdineS-carboxamide

e R S ORI LAY,

tet{él?fr“ﬁm&@ Lnibgg furan-5-yl met hyl ) - 2, 4- di oxo- 3- [ 3

uor onet h enyl]-1, 2,3, 4-
N-(%e&byybenpﬁ%lr@dnﬁheﬁyeﬁaﬂhwahmmS -[3-(trifluoromethyl)phenyl]-

1i§$f®£§Eﬁ@§|SUl gé%ﬁg&g%ﬂi-2,4-dioxo-3-[3-(trif|uoro

1- (Q%étﬁ&%féﬂﬁt@yi 4181&416313—(551&&5@?1 k) -3-[3-(trifluorometh I;phenyl]-

4-bromobenzyl ) - 2, 4-di oxo-3-[3-(trifluoronet hyl ) phen
1%/3 1l-te1rahy@ropymmt¢1m§daaﬂwyamrdedu ne- 20 5- car boxam de

N G e BRI el St S B o) ™"
<tan6Pon¥eﬂh§Uph@ﬂyl§w 3 E'TMfdm‘?ﬂl'blme?dlﬂe-dlo@manﬁd%- (t Fifluo
ronmet hyl’) phenyl ]

1-@emetherpgth Mr[a«arrn@h@sxpmd}@gmlbyzhoxo -3-[3-

(uﬁaéfn%%ﬁﬁgﬁgggitré%zéé8%§r,ﬁy@y%ﬁyééc%g%)gﬁgﬁfggyl)phe
1-@= rhéthwlyem‘y[lﬂN((ﬂ&hétMMbHﬂufymmh;dgmmy[g B Mombinaioyl HhESyI[1,23 4-

rifluoronethyl)phenyl]-1
tetraby QrgRy/dPiinG-PwrdoRanslec  ar boxani de

L R B G By D 2oy ™
(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
N-(2-chloro-4-fluorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-
1,2,3 4-tetrahydropyrimidine-5-carboxamide
N-(3,4-dichlorobenzyl)-1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-
1,2,3 4-tetrahydropyrimidine-5-carboxamide

methyl 4-{[({1-(2-methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidin-5-yl }carbonyl)amino]methyl }benzoate
1-(2-methoxyethyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo-3-[3-
(trifluoromethyl)phenyl]-1,2,3,4-tetrahydropyrimidine-5-carboxamide
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(trifluoronethyl)phenyl]-1,2,3,4-tetrahydropyri m di ne-

WG 2eaoByzam de PCT/SE2003/001739

1- net hyl - N-[ 4- (et hyl sul f onyl ) benzyl ] - 2, 4- di oxo- 3-[ 3-(
trifluoronethyl)phenyl]-1, 2,3 -

t et rahydr opyri m di ne-5-car bo %m de WD 2004/ 043924

PCT/ SE2003/ 001739 32

A BT SRR P 1
r{{ff&_ cﬁﬁor {e}&r;lg] e B]% téggﬁ{sd%ﬁye?ﬁ -caiboxagu I 0x0-3-[ 3-(

N-(4-c1ﬂ1bmbenuyé) -Bry3 )cb}memghejly]_l lz(zandthoxyethyl) 2,4-dioxo-1,2,3,4-
tr.ah ri.m di ne- 5- car boxam de 5

tet?:a%l \j’émh‘g%{%%c FAMGFet hyl sul f onyl ) benzyl | - 2- oxo- 1- [

3-8 &g&&ﬁﬁéﬁ?f)mbfﬂﬂétﬁmeﬂiﬂ)li(ﬁmethoxyethyl) -2,4-dioxo-1,2,3,4-

opyfidi ne-3-car'boxam d
tetmh@dsophnmncbb@ﬁzytboxmcb met hoxyet hyl ) - 2, 4- di oxo- 3-[ 3-(

s TR P LIRS B ot 123,

teth!rh@ér fihRdidEs A dkakide2- et hoxyet hyl) - 2, 4- di oxo- 3

trifluoronethyl)phenyl

3- ~<Zl(1<30¥lhftnéfi)r1‘&1{%36 memoab’m@;lsl)@thvlﬂrdx@nm@ﬁéoxyethyl) 2,4-dioxo-

1’%§Q%?Wo§&§%¥lﬁy1% a%l'b(géa & N- (pyri di n- 4-yl met hyl ) - 3-

3- @r&ﬂ&oﬁhdnﬂ)rlatWﬂfeﬂWWtﬂymW B-artboaypiEngBethyl]-2,4-dioxo-1,2,3,4-
(3,4- dlnethoxyphenyl)ethyl] 1-(2- nethoxyethyl) 2,

tetmhﬂ@@ngucpge -5-carboxamide
N, -HJ:%&%&T?E Iyl 'o)%‘f&ﬁﬂéhld) b Bfediok A AL QRYS 1 B i ne-

car boxa
tetitamafdpghmnme}ﬁkmtboxhhﬁcﬂe—(S nmet hoxyphenyl ) et hyl ] - 2, 4-di

3- (i bisngheh-Ryme sty DNt oo - B8y prirA e

tt?‘ihéf XAiAE 5-cart
¢ ? Oﬁgt ho>%yet hcﬁr OXla\ll-m%4 nmet hyl benzyl ) - 2, 4- di oxo- 3-[ 3-(

3- ¢3Fclﬂd>mplnamlybth§ﬂ )rpﬁmyét}lyll ,NZ-[43(methylsulfonyl)benzyl] 2,4-dioxo-1,2,3 4-

rah dro ri.m di ne-5- car boxam de
te‘i“‘?’(}’ “e?rﬁ?’f OXREY9E. (et hyl sul f onyl ) benzyl ] - 2, 4- di
RenyBON-(4- ﬂuorobenz 1)-1- (2-methoxyethy1)-2 4-dioxo-1,2,3,4-
tri quororrethy ph eny}], tetrahydropyrlmdl ne-

tetsahgérotpanmdla@S ~-carboxamide

N—?gg ?}F oc%(% -gﬁé%ﬁghy;l) ﬁ%&%ﬁ%y@h%(ime’thoxye B 2’5 4-dioxo-
3-@'ré&@oshenp/@-N((%ﬂr(%lﬂu%rpbwwﬁyll g%mé‘quethyl) 24-dioko-1,2, K 4-
tetiahy@ropyAimidhs-3AHoRB¥EdeM di ne-5- ¢ arboxam de
N-(2-chloro-4-fluorobenzyl)-3-(3-chlorophenyl)-1-(2-methoxyethyl)-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~
tetrahydropyrimidin-5-yljcarbonyl } 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
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N- (2-chl oro-4-fl uorobenzyl)-1-(2-nmet hoxyethyl)-2,4-dio
WO 003043934 (t ri fl uoronet hyl ) phenyl ] - PCT/SE2003/001739
1, 2,3,4-tetrahydropyri m di ne-5-car boxam de
N- (3, 4-di chl or obenzyl ) - 1- ( 2- net hoxyet hyl ) - 2, 4- di oxo- 3
- [3-(trifluoronethyl)phenyl
1,2, 3,4-tetrahydropyri m di ne-5-carboxam de nethyl 4-1

3-8 tormphaoRy b (hefhonyetin) bdixpdi-{4-{1 Epytohbohpeyaphiel 2.3.4-

nyl J,- tetrah dropyri m di n-5-yl
tetf%] b{? Wi}frx}dmeﬁ CY beﬁ)z/oat e 4
—Hut&lZNI(RIchR%M%nhyﬂ)«B (f}l{nétﬁomﬁihlaﬁylwmcmb 3,3 4 eeitydtdpyZmidine-

4- di oxo- 3-[ 3-
5-qarhaXamidst onet hyl ) phenyl | - 1, 2, 3, 4-t et r ahydr opyrl m di ne-

1"@1—@??{(@% %@(gﬁ% )_glg%g/(%%ge)%%o %ﬁ%@%ﬁi&%r ‘az o %Aben

tetzatlyliropylidridine-5- carboxamlde
N_grlfluoromethyl pheny 3, 4 tetrahydropyrlmdl ne-

-BEARRbRRR] hé—bumd(34(3cwr> w&%y 7143411(030 ,2,3,4-tetrahydropyrimidine-
5-%£1E6)8ﬁ9«§ebenyl ) - 1- (2-net hoxyet hyl) - 2, 4-di oxo- 1, 2,3, 4-

ropyri m di ne-5-carboxam de 5

-EhtyBNc(mthomqﬂimny/lb B-(Brrhethorstphexylp@dzdibxe-1,2( D4 et dhgappyfimidine-
%/%24d|ox01234-
S-¢p¥53AYYE opyri ni di ne- 5- car boxani de

N-ft é%eﬁmc@am B@pfﬂeahy 2 b1 Bu@ﬁblmﬂaﬁ&wpher%aﬂz qld??fﬂs— No(oxr

di n-4-yl met 2 tetrahydropyrimdine-5 -c
tetaaﬂydmgmmdme -5- carboxamlde

1 N RGBS 5 sl GhaS 2 ARRRY ik 1] -

tetdahd/ didpdrit@dihe Iy AFRYMidd di ne- 5- car boxam de

| or ophenyl) nmet hoxyet hyl ) - N-[ 2- ( 3- net hoxyp
—h@mw)(éﬂq«}aﬂpombanwlb&&meﬂlosy enyl) -2,4-dioxo-1 5 3,4-

te t@{y@?ﬁ%g@%ﬁ%%a&og%@d gh?gfggﬁgh;fi)e 1- (2- met hoxyet hyl

1-Dutgl-K=(dichxsro-U-RuctoBenzyl)-3- (3-methox3aphenyl)-2 4-dioxo-1,2,3,4-
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oﬁmfd%' or ophenyl ) - N- (4 fI uor obenzyl) - 1- (2- net hoxyet hy
-2, 4-dioxo-1, 2, 3, 4-
1-butyl-3-(3-chlorophenyl)-N-(4-methoxybenzyl)-2,4-dioxo-1,2,3 ,4-tetrahydropyrimidine-

5-carboxamide

1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-(pyridin-4-ylmethyl)-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-[2-(3,4-dimethoxyphenyl)ethyl}-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-N-[2-(3-methoxyphenyl)ethyl]-2,4-diox0-1,2,3 ,4-
tetrahydropyrimidine-5-carboxamide
N-(3-bromobenzyl)-1-butyl-3-(3-chlorophenyl)-2,4-diox0-1,2,3,4-tetrahydropyrimidine-5-

carboxamide
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r WL i<m di ne- 52 car boxam de
tet&%&@%ﬁhgglﬁg-éﬁagwgﬁgﬁ%% ) - 3- ( 3- met hoxyphenyl ) - 2, 4- di o
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tetoahydeyp3ridridiatSaduylebxapyde m di ne- 5- car boxam de .

b RSO s B L
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RS - GG opyr1 m ol ne- - car boxam dé
1-butyl-3-(3-chlorophenyl)-N-(2,3-dihydro-1-benzofuran-5-ylmethyl)-2,4-dioxo-1,2,3,4-
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-chlorophenyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl}-1,2,3,4-
tetrahydropyrimidine-5-carboxamide ‘
1-butyl-3-(3-chlorophenyl)-2,4-dioxo-N-[3-(2-oxopyrrolidin-1-yl)propyl]-1,2,3,4~
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-chlorobenzyl)-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-tetrahydropyrimidine-5-
carboxamide

1-butyl-3-(3-cyanophenyl)-N-(4-methoxybenzyl)-2,4-dioxo-1,2,3 4-tetrahydropyrimidine-

5-carboxamide



10

15

20

25

30

15

1-butyl-N-(3,4-difluorobenzyl)-3-(3-nethoxyphenyl)-2,4
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aﬁ%’é 4-tetrahydropyrim di ne-5- carboxam de WO
3924 PCT/ SE2003/ 001739 35

-Mt@HSlQ&@slmh@ﬂély)}l)—Ni@%étM&}bgniy@ 2,4-dioxo-1,2,3 4-tetrahydropyrimidine-5-
- chl orophenyl ) - 2, 4- di oxo- 1,
cathoxamigder ahydr opyri ni di ne- 5- car boxam de
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catsoR Mhyde 3- (3 chl orophenyl ) - N- (4-fl uorobenzyl) -2, 4-di ox
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tetr: ?fldgorp?/ﬁprgcﬁ%l )5—carb40xg&n%( 3, 4-
1-butyl-3-(3-cyanophenyl)-N-(2,4-dichlorobenzyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-N-(3,4-difluorobenzyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2-chloro-4-fluorobenzyl)-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-N-(3,4-dichlorobenzyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-[(4-cyanocyclohexyl)methyl]-3-(3-cyanophenyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl—3—(3—cyanophenyl)-N—[(S-methylisoxazol~3-yl)methyl]-2,4—dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-3-(3-cyanophenyl)-2,4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
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SR Bty sruompetylphenyll-1.23.4-
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enzyl
—btél/lrlgffﬁdﬁé imiethoaypenslethy b @xagiode-3-[3-(trifluoromethyl)phenyl]-
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tetrahydropyrimidine-5-carboxamide
1-butyl-N-[4-(methylsulfonyl)benzyl]-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(4-fluorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
N-(1,3-benzodioxol-5-ylmethyl)-1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(2,4-dichlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(3,4-difluorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-3-carboxamide
1-butyl-N-(2-chloro-4-fluorobenzyl)-2,4-diox0-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxamide
1-butyl-N-(3,4-dichlorobenzyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-

tetrahydropyrimidine-5-carboxamide
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6-(cyanomethyl)-N-[4-(methylsulfonyl)benzyl]-2-0xo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide |
6-isopropyl-N-[4-(methylsulfonyl)benzyl]-2-ox0-1-[3~(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[4-(ethylsulfonyl)benzyl]-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N-[3-chloro-4-(methylsulfonyl)benzyl]-6-methyl-2-0xo0-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
6-methyl-2-0xo0-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-3-carboxylic acid 4-
cyclopropanesulfonyl-benzylamide
N-[3-methoxy-4-(methylsulfonyl)benzyl]-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
N-[3-bromo-4-(methylsulfonyl)benzyl]-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
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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-2-0xo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide

N-{4-[(2-amino-2-oxoethyl)sulfonyl]benzyl }-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
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(tnﬂt[o%oﬁ%ﬂh{yf)?h&?ﬂ@@hﬂy {nke=3-48boxamide

ydropyri m di ne-5- car boxam de

ethsylécliﬁﬂd{(dﬁﬁmﬁlwl)z-wo H’a’((Wg‘tmrg@thfmyﬂé&yhh]ydmpyndm -3-
e DRt S TS SIS

2- N4£{4({(6nmemy1-%kéqrmL()lhamwn]sﬂq@}){)mdi@nhytidmwdp@hhm 3-
Yltanbqqyu&mHFPémﬁﬁhl}’}};BH@W)SPlf‘lnﬁlegmli%ﬁtﬂﬁyr| di ne-3-c¢

NSl A Y A RS e
l,z{dt}iyﬂmpgrﬁdimtﬂwdrbmnﬁé] , 2-di hydropyrl di ne- 3-car boxa .
oo s A S P RSB s Bk T P2 aesbain-»
yl éa%JrJyggﬁﬂ{@ﬁl%i}%H&iwshrfénﬁ]r@bﬂ%%e pyri di ne- 3- car boxa

t'hyl sul fonyl ) benzyl ]
-H]Ethyk—NGA—[[32-¢rte|thyﬂ-llLﬁatlmmi-HWI)mﬂ’ubyi}du]foﬂyl;}!benzgl) 2-0x0-1-[3~

o) PE FC 2 RSB PBRIEAS - 2- oxo- 1-[ 3- (1

6- fﬂefﬂyugtmgﬁ[lemglﬁlyéégﬁygsulfonyl]benzyl} -1-[3-
(tliﬂluo(r@mh@lb’]émml’]yll 3-ddvydsapyridgerfeehhoxapids o- 1-

N-[{ﬁ @ F:}'la{;lloll“)' BEUIP(X’I P]Ben%‘z}’}' é—me%hy% 2-0x0-1-[3-(trifluoromethyl)phenyl]-
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
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-thiadiazol-2-yl)amino]-2-~ oxoethyl}sulfonyl)benzyl]-
2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[4-(methylsulfonyl)phenoxy]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-ox0-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-3-carboxylic acid (4~

bromo-phenoxy)-amide
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di hydr opyri di ne-3-c arboxam de 25
N-[ 3-chl or o- 4- (net hyl sul f onyl ) benzyl ] - 6- et hyl - 2- oxo- 1

WO p®4/083924 | uor onet hyl ) phenyl ] - PCT/SE2003/001739
1, 2-di hydropyri di ne- 3- car boxam de
6-nEthyI-2-oxo-1-(3-trifluorggethyl-phenyl)-1,2-dihydr
o- pyri di ne- 3-carboxylic acid’4a-
cyclopropanesulfonyl benzyl am de

-file gl %E‘BT XBB?‘&%&?@W&EﬁE&?)%%%@E%l 11 - pyrklines-

m:bo ydr opyri di ne- 3- car boxam de
¢ %ﬂLdraorm 4- (et hyl sul f onyl ) benzyl ] - 6- net hyl - 2- oxo- 1-

N- [%aﬂrmbéhzyb} -@-mett iy 2)- grtve by B trifluoromethyl)phenyl]-1,2-dihydroproline-3-
%, 2-dj hydr opyri di ne- 3- car boxam de WD 2004/ 043924
¢ 003/ 001739 39

6- Maﬂ] I—F‘Iyﬁ‘ Rnﬁ]zt ﬁﬁ&ﬁ%ﬁé&hﬁ@ﬂ%&ﬁ?@z%{d& B3 qmithptonseuyiPhdayll-1,2-

trifluoro
d1h|yd2@;tyridm¢r3}p%bomnmde 3- car boxami de

N ?ﬁg&e{}gqtp%%?ﬁ@@ ?ﬂ%nﬁﬁﬂfn l%/ll f2°5‘ o-i? r(]t12r1¥lquome?hy(T)p}16nyl]-

1 ﬂ-d%yﬁfoﬂ?&ﬁﬂ&@ﬂéﬂb@@nﬁd& ar boxami de 5

met h met hyl t hi o) benzyl ] - 2-oxo-1-[3-(trifluor

N*Bﬁ%ﬁ[@}m?tbm@nqu SIﬂfOzLylldmmo&w@py mgthydl- B2 elifridex &rmethyl-2-oxo-1-

h B 1]-2-0x0-1-[3-(trif

Bﬁwﬁf Srps D B L L3 car boxarn de
| }-thﬁﬁﬁ?l‘i)atﬁﬁl(ﬁlemylshbm)é!rﬂm@]beﬁ}mylz -0X00X[B-1-[ 3- (trif
uorone

(trzﬂqw@n@byﬁmflﬁlé 132- Q&YBWPXW@E"%CWWN‘? 0x0- N-

e

(tri¥hfoderbértiyypisnl ) Sayyr)disseagtok aiideet hyl - 2- oxo- 1-[ 3- (tri fl :
1 A Ao ad IS i Lty T st oy e PRy oSty 1g-2-
oxb:1 (5 (dlif ?‘ﬁl{/n?é @ﬁ}gﬁ&m 13 Bgﬁ&l}(lla&arﬁo)!ﬁhﬁé’l -2-0x0- 1-[3- (tr
N-c{4“@mﬂmxyﬁhﬂﬁxﬁh&mﬂfmmdmo]benzyl} 6-methy1 2-0x0-1-[3-
(m%%r?é?tgm%\&h&%ﬂ&yﬁn% HmyS] ca?*b&?atrrgge -oxo-1-[3- (1

N4 hydeRRYE LG B8t By1s@I RN AR dbenzyl }-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide .
N-{4-[ethyl(methylsulfonyl)amino]benzyl }-6-methyl-2-0xo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
1,2-dihydro-6-methyl-N-[[4-[(methylsulfonyl)propylamino]-phenylJmethyl]-2-ox0-1-[3-
(trifluoromethyl)phenyl]-3-pyridinecarboxamide
N-[[4-[(3-amino-3-oxopropyl)(methylsulfonyl)amino]phenyl]-methyl]-1,2-dihydro-6-
methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-3-pyridinecarboxamide
1,2-dihydro-6-methyl—N-[[4—[(methylsulfonyl)oxy]phenyl]methyl]-2-0xo-1—[3—.
(trifluoromethyl)phenyl]-3-pyridinecarboxamide

2-propanesulfonic acid, 4-[[[[1,2-dihydro-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-
3-pyridinyl]carbonyljamino]methyl]phenyl ester
N-[(1,1-dioxido-2,3-dihydro-1-benzothien-5-yl)methyl]-6-methyl-2-0xo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
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N-[ 4- (i sopropyl sul fonyl ) benzyl ] -6-net hyl - 2- oxo- 1-

[3-(trifluoronethyl)phenyl]-1,2- 20
wal2dogas3opyri di ne- 3- car boxam de 6- net hyl - N-{ PCT/SE2003/001739

4-[ (3-net hyl butyl ) sul fonyl ] benzyl }

- 2-0x0- 1-[ 3- (trlfluoronethyl)ﬁrenyl]

1, 2-di hydr opyri di ne-3 car box4

N—{4 [ (cycl opropyl net hyl ) sul fonyl ] benzyl }

NG Frogloct B Rt h deprqthign s ﬂom9rawap37wﬂa16n@et§yea-roaexla[3-

(@Lﬁ??%%?gﬁ@%‘rﬁgg ﬁlll’ %ﬁl%pﬁéﬁﬁl F? onyfl? benzyl }-1-[3

-kﬁb@tuQOopm@p&h&ﬂh@mybﬁﬂlﬁﬁnd%?&@ﬂFﬁﬁnmﬂyTbeﬁedaBboxa
roxyet S on nz
(tt}ﬂl@r%%thwpl%n&aoly I4 f@%{qw%fifr@g%% ] ‘bhenyl ]-

1,%(1%19{%% %‘%’%@? ﬁgﬁ? F@gs:iwlyl T@enz Vl]]})henyl]-methyl] -2-0x0-1-[3-
(mmm%?gthyl;)?&myg Lpjigecaitibanidret hy! ) phenyl ] -1,2- 30
PRI %z@d%sf@f/%@}ﬁ-ﬂﬁ?jr[‘g-zwﬁh&lgﬁkfwyhbenzyll-3-0x0-3,4-

dll}lycﬁoﬂg%ﬁﬂé 2.Z2afb6Rarhide3-
(tri Tl uoromet hyl ) phenyl ]-1, 2- dlhydropyrldlne 3- car boxa

5-biod®- WIHOMWZN-WMW&D&%Q] 240x0-1-[3-

4- 1) sul f

otgfopae UG e PR PSRBT B heny 1 1 -

6- édlﬁu&bﬂmlwmr[uqhﬁﬁry&uﬁaﬁﬂqum-oxo 1-[3-(trifluoromethyl)phenyl]-
4- (2- cyanoet hyI )suI fonyl ] benzyl

1311 yeeophyyiing-Josasbaxaqngdg t ri f | uor onet hyl ) phenyl ] - 1, 2-

r r
NS RN Ao S PR e oo
(tﬁﬂlﬁ)rdil’ﬁéﬂiyl)plﬂeng'ﬂol- 2d[l@dfdpynﬁiﬂac3r ear’s@tnyxhjai@ henyl ] -
1, 2-di hydropyr.i di ne- 3- car boxam de 4-{
{nzthaaﬂ%r Wb HEnybbeR gl R g U1 GHforomethyDphenyll-12-

SRRt 2
"liof oret enyl ] -1, 2-di hydropyri di ne- 3- car boxa

6-methyl-No{hyihetBy [sGhedyl fpbényl]-2-oxo0-1-[3- (tnﬂuoromethyl)phenyl] 1,2

6- et h trifluoronethyl)phenyl]-1,2-dihyd
dl}f‘%%ﬁr@?? %Cirg’ %Y‘g‘?@ ¥ bonyl ) ami no] et hyl

1} ! ! OfL .
NG@E{S‘%B%%M)WMJ&IFH RABOA ﬁ(tﬁﬂ[l&fbn{etﬂﬂ henyl] 1% mhydro%)/}andme

oxo-1 trlf uor onet hyl )’phenyl
3-cabotryiddizide3- vy }car bonyl ) am no] net hyl

NSRS kb el o115
(triffudi&honyHphedy 0= 12 -bnyatopytimernembiwmiaheny! | -
N-(4-cyanobenzyl)-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide

N-{[3-(4-methoxyphenyl)isoxazol-5-ylJmethyl }-6-methyl-2-0xo0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N'-(4-cyanophenyl)-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carbohydrazide
6-methyl-2-0xo-N-[(1-phenyl-1H-pyrazol-4-yl)methyl]-1-[3-(trifluoromethyl)phenyl]-
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
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1, 2-di hydropyri di ne- 3-car boxam de 15 net hyl 3-[(4-{
[ ({

WO 2008083924 2- 0x0-1-[ 3-(trifluoronet hyl) phenyl ] - RCRSEI0b3/ah1739
ropyridin-3- yl }carbonyl)am no] net hyl
}phenyl ) sul fonyl | propanoat e 6; net hyl - N- (4-{
[(2-nethy|-1,3-thiazo|-4-y|) t hyl ] sul fonyl }
benzyl) - 2-ox0-1-[3-"

_rggti;}[@f ll\Ig{o i{g?et h%}ﬂ%l?g%&ﬁﬁl%[-pyrazoldh g}lj 8‘P}X f bdl nel- E’; car boxa

I L 1-[3 20
(tn?’[u%&?%{ gﬂl 143{113’ 1@%1%&%?%&1%9_3 dr??‘gd?‘%ﬁ di nEe 3- car boxa

N' Mdhlo[*b;{heﬂylﬁ 63ncijwlﬂ2)-pxo1iyll3}($mlﬂlli®mylbqhbbplzquyl] -1,2-dihydropyridine-

-2-0x0-1-[3-(trifluoronethyl)phenyl]-
3%91'%3113(15-?% opyri di ne- 3-carboxam de N-(4-{

6- %ﬁizﬁz %'xggt % tEt%iﬁ%&g%&be]p%bﬁ AR autyA]- B-y8-{i@ifibromethyl)phenyl]-1,2-
dﬂﬁnkwpﬂmduwéhemhgx@mnﬁenyI] 1, 2-di hydropyri di ne-3 -carbox

e e e T
dlhyzhr(ﬂ idine-3-carboxamide .

(trifluoronet hyl)phenyl]-1,2-di hydro yrldine-S-carboxa
N-hidehenzgmespheyin-2yDepethyl]- -6- methyl 2- oxo- F (trifluoromethyl)phenyl]-1,2-

dxlySHpa,ﬁﬁ%efbylcargP%mdghl adi azol - 2-yl ) am no] - 2- oxoet hyl }

enzy

6-Re®yDPNL[L @-rhéthi Tpipesidaretyiptopytiepkd-1 43 2 trifiduyainethyhpltingl]-1,2-
e- 3- car boxamn de

dilsydenymigineng- Eﬁb%"é’{“ﬁﬂ sul f onyl ) phenoxy] - 2- oxo- 1- [ 3- (tri
m{}hﬂ%f@% i J)yﬁ % fifly methyD)phenyl}-1,2-dihydropyridin-3-

xam

‘ ylﬁramm)hmﬁmmahﬂ}GEfuroathl uor onet hyl - phenyl ) - 1, 2-di hydr

R i e S TR
HM' 20:hbARRqe XY- | -

1@8@ gr&gr@m}g?%%lb) pheg§/| ] -1, d| hydrop yridi ne-3. -

N{(Sﬂaba‘:paa{i]—yipropyl) -6-methyl-2-oxo-1- [3- (tnﬂuoromethyl)phenyl] -1,2-

.noben - 6- met hyl - 2-oxo- 1-[ 3-(trifl uoronet hyl
m?%% nﬁ.ﬁ ﬁ%ﬁ Sprol i ne-3- carboxani de 5

6-§1e JNst > ﬁio{;ﬂmilﬁ A g p§'l)|-§ @wné[ar(mﬂme}diﬁmgdbﬂheaymgz.l-

tr| | uoronet phenyl ]
dlhiydaf Manbex r boxami de I\I-{

G-t y?fé‘ Rt s AR R I sy ey 2
dlﬂycﬂoﬁyﬂlﬂﬁh” %mfobdarﬁﬂei% car boxam de
N-[3-(3,5-dimethyl-1H-pyrazol-1-yl)propyl]-6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[3-(2-ethylpiperidin-1-yl)propyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-[2-(1-methyl-1H-imidazol-5-yl)ethyl]-2-ox0-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
N-[(1-ethyl-3-methyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-ox0-1-[3-
(triftuoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
N-[4-(acetylamino)benzyl]-6-methyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
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N[ [4- [ [(dimethyl am no) sulfonyl] am no ]phenyl]

met hyl ] -1, 2-dihydro-6-nethyl-2-o0xo-1- 10
wQ e0¢0u3oed uor onmet hyl ) phenyl ] - 3- pyri di necar boxaP€T8E2003/001739

6- met hyl - N-{ 4-[ net hyl (net hyl sul f onyl ) am no] benzyl }

- 2-oxo0-1-[ 3- 4

(trifluoronethyl)phenyl]-1, 244 hydr opyri di ne- 3- car boxa

m de

[ 4-[ but met hyl sul f onyl ) am n henyl
-Peipl 30RO hy BV ERO S DpEEa T [ g@p@weﬂw%aﬁ@aw
e de 15 1, 2-di hydro- 6- net hyl -

dﬂ.[@rlis&d nﬁ‘&@%?)hyi ) (et hyl sul fonyl ) - ami no] phenyl ] rret hy
6- Ilu]at-h?} 2-0x0-N-(pyridin-2-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-1,2-

-1-[3-(trifluoraonethyl)phenyl]-3-pyridi necar boxani d
dﬂ@/drcmy{rldmer?( SAREEIFBLG et hyl ) (et hyl sul f onyl ) ami no] benzyl

6- Ihe P’W {Prf gﬁe%?ﬁléﬁfﬂ%déﬁ _pf ra2z Old?1 tlE)yy k—lzdcfxr? e1 3_0 ar boxa

(triflucbeométh {1 )phenyl]-1,2- dlhydropyndme -3- carboxamlde

6 ?e%&ﬁgt-ﬁz@ %y%%)}l%}%hf % tnrt]ﬁ/lo o%nrgt}rl]ﬁ; l?uany ¥ 1,2-dihydropyridine-

3. &aglgdlfyhfgg{&net hyl ) phenyl ]-1, 2-di hydr opyri di ne- 3- car boxa
4-[ et hyl (et hyI sul fonyl ) am no] benzyl

6- memyhﬁtﬂﬁw-metbx]@;mn[d&- -yDpropyl]-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-

di @'n%?YO%E@&%ﬁge%L ]hyll ﬁl_dl[hydropyrl di ne- 3- car boxa

6- 1&1 {-pRXBIN-$3L4- @ﬂUM)SJHﬁWﬂoaIH-?S&aZQ eRYblopsLity[3-- 2- oxo-
- (trifluoronethyl)phenyl yri di necar boxam de
(trglyoromethyl)phenyl] 1,2-dihydropyridine-3-carboxamide

ettylf[lﬁet[lg@z}-?ﬂ‘ié‘% 35;&2‘298{00 R Xt Rt sHaHY ) A3 BBk A Yricin-

dro-
3- yﬁ?&ztwdmyi)aﬁﬁ@o]ilneﬁ&ll Brfufdateor onet hyl ) phenyl ] - 3- pyri di nec

Ni(@waﬁaiﬂbﬁélenﬁqmmﬁ ypmetyihormgthyliPo3a-loxy] phenyl
Rk SR 2 Acrepyeidine S-epboramide, i de
-ﬁtemybpamesmaapmldmat syldthyl)-1-[3-(trifluoromethyl)phenyl]-1,2-
2-0x0-1-[3-(trifluoromnethyl

dro 6- met hyl -
dl}lﬁfﬁ%lﬁgﬂ BWW&PnyI ] car bonyl ] am no] net hyl ] phenyl

N tﬁ& thl 1-4-yl)methyl}-6-methyl-2-0x0-1-[3-
me oy I oXI gyrazo - (}Jlll)ﬁlfdryc} I ink()aer%/zotohxl en[ 5-yl)net hyl] -
(trﬁlum@mglthyﬂp}@ngl-] 41,2-8ihydropyridine-3-carboxamide

ol BT S g s o
dﬂy({r& nlhrgy %m@@x;ﬁn@bdu hydr o-1 - benzot hi en-5-yl ) net hyl ] -
hyl - 2-o0x0-1-[3- (trifl uoromsth I\ZEhen yl]

-ﬂ@rQﬁhnyﬂMpmthml -Hrexg-lc3rafienrpmeths)phraylING {-dihydropyridine-
I (et hyl sul f onyl ) am no] benzyl
3?”%1}?@ 20x01[3-

6-methyl-N-[(1-methyl-1H-pyrrol-2-yl)methyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-0x0-N'-phenyl-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carbohydrazide

N-[(1-ethyl-5-methyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-0xo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-[2-(1-methyl-1H-imidazol-4-yl)ethyl]-2-o0x0-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
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(trifluoronethyl)phenyl]-1,2-di hydropyri di ne-3-car boxa
mde 5 1,2-dihydro-6-nethyl-N]|

wQ doof0mwehyl sul f onyl ) met hyl ] phenyl | - net hyl ] - 2- BRDSE20p3001739
(trifluoromethyl)phenyl]-3-pyridi necarboxam de
6- chl or o- 5- net hyl - 4- ( 3- net hyl,phenyl - N-[ 4- ( et hyl sul f on
yl ) benzyl ] - 3- oxo- 3, 4- dihydrégyrazine-2-carboxan1de
5- brono-6- (di fl uoronet hyl ) - N[ 4- (et hyl sul f onyl ) benzyl

N oDy 220 b E Byerometiulehenlld 2
d1ﬁ9cﬂ§g2rr§ﬁr(ed3 Lhwekaagthyl ) -N- [4- (et hyl sul fonyl ) benzyl ]

3-(trifluoronethyl)phenyl] -
N-11-Bendaoﬂydrl-éﬂﬂ!mﬂﬂillyl')eﬁ—ﬁleﬂryh-ﬂbnwaﬂ?dérlﬂuoromethyl)phenyl] -1, 2-

d%Z - di hé/ Xé.mldbenZOdl oxi n-6-yl net hyl ) - 6- et hyl -

N—Hl{jﬂeﬁ Iﬁégﬁﬁlﬁq{{iy}a&&h@s}whhhlﬂ]%-%hwﬂmi-@i-ne- 3- car boxa
(tra’lmmgthylﬂpt[@yl(]mwmydmwadyﬂe)%@eabwa}rﬁée ox0-1-[3-(trif
Gl R

(tr[fﬁm&érhethwlsﬂdamqt1h2/Jdmaﬁﬁ»yhhme13 e?arboxarmde
dr opyridi ne-3 carboh%ﬁra2|de

N-I@ (% ﬁﬂamﬁhwbmwlﬂ Betylirpmethylk Zroxo{133¢ riflyarometbbphgayll-
di 20 3- car bohydr azi d
1R B o Y | R o) et iyl T e et bl - 2- 0

N-%4-Hilhy@ro-1H-isochromen- 1-ylmethyl)-6-methyl-2-oxo-1-[3-

(trifluoroneth l)fg nyl ] -1, 2-di hydropyri di ne- 3- car boxa
(n}ﬂqg)éomethyl)phenyﬁ ihydropyridine-3-carboxamide

T s e
1,2-8ihydrapetidmeydpterbgiamidoxazol - 5- yl ] et hyl

- PO S SRS 2oy el b (iR sy 2-

dllﬁ(ﬁi 1 ridine-3-carboxamide _
cyanophenyl ) - 6- net hyl - 2- oxo- 1-[ 3-(tri fl uoronet hy

5- ¢l)1mq>eNy{l4}[(dl;r@tfmlmmp)splfomsd]hwezsﬂ} emethyhy-oradi-de

e mbiGaRsenhd ARk A8kl v1 ) et byt ] - 1

N—t4 gﬂm@m@h@ﬁwsdlmgdﬁe@@l pexﬁéthﬁez 0xo-1-[3- (;nﬂuorometh?ll) é)henyl]-
hydr o- 1, 4- benzodi oxi n-2-yl net hyl nmet hy
1 2751 yglro[pgndme -3-carboxamide

5-dhblol 8 MRS BRI Bt bint1-51:8eBXASRRY 9113 urtnfedd. PO
methyl)phenyl] -1,2-dihydropyridine-3-carboxamide
6-methyl-2-ox0-N-[4-(piperazin-1-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)-phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-N-[4-(morpholin-4-yisulfonyl)benzyl]-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-oxo-N-[4-(piperidin-1-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)-phenyl]-1,2-
dihydropyridine-3-carboxamide

6-methyl-N-{4-[(methylamino)sulfonyl]benzyl }-2-oxo0-1-[3-(trifluoromethyl)-phenyl]-1,2-
dihydropyridine-3-carboxamide
6-methyl-2-ox0-N-[4-(pyrrolidin-1-ylsulfonyl)benzyl]-1-[3-(trifluoromethyl)phenyi]-1,2-
dihydropyridine-3-carboxamide
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WD 2004/ 043924 PCT/ SE2003/ 001739 43 6-nmethyl -N- { [

1- (3- et hyl phenyl) - 1H pyrazol - 4-yl ] net hyl }
WO 2600043924 [ 3- PCT/SE2003/001739

(trifluoromethyl)phenyl]-1,2-di hydropyri di ne-3-car boxa

m de

N - (4-chl orophenyl) - 6- net hyl462- ox0-1-[3-(trifluoroneth

yl ) phenyl ] -1, 2-di hydropyri di ne- 3-carbohydrazi de 5

6- met hyl - 2- oxo- N-[ 2- (t et r ahydr o- 2H—§) ran-4-§l)ethyl]-1
5-chloBo- 6tm¢thy1u2}p@wé{ kﬂr(gymédxpk ymul_fonyl benzyl]-1-[3-

(mﬂf-‘“f’%/) X-fE)é %@%@8 3t°ﬁﬂﬂm81 met hyl - 2- oxo- 1- [

5- cgro% %LrﬁétHﬂLNf[ﬂt(HiékHy@MMMMbbehz?H—2 -ox0-1-[3-(triflucromethyl)-phenyl]-

hydr opyri di ne- 3- car boxam de

1.2pdifydtopytding-Aoepespmifle2- y| ) met hyl | - 6- met hyl - 2- oxo-1-[ 3
N-{H %ﬁflgﬁf?" TRIRRNRASIN drbufin-22ko-1-(3-(trifluoromethyl)-phenyll-1,2-

dlhgdﬂ? 4 Aifine ¥-Ea3bdx2nit@é hyl pi per i di n- 1-yl propyl ] - 2- oxo- 1- [
iifluoromethyl)phenyl]

N-idr @wrmquafamﬂébe@zzl&sb@si%@@thﬁ%%ﬁw12L3{<t1ﬁf<h{0r°methyl>Phenyﬂ-1’2-
trifluoronethyl)phenyl]-1,2-di hyd
dth/SI";P&H%me% ?%B?Qaf%&ar E)onyl );m noj rre%/hglio }-g 3‘ur oat eI [ g
[a blbpfopb&sb(fdnyhﬁehyﬂrl} -$ ibquy6-azhyl £2-gk9-trd B4tri fluoporostbylphenyl]-
-(trifluorqmet hxa%;.%]enyl ]1- 1, 2-di hydropy.

1 2rqhaquepm@a?*éo%bﬁ
1Ry ReERRin iV BN AT R M ndhiF 2kt Lo o

(triftunmtnieyh v )phe Bylirdrphicinesathoxdmidopy| ) - 2- oxo- 1-[3-(triflu

BBty s e 2

(triPruBRIth 1 ?’gp ﬁynJH &hg&@@pﬂl@ihaslcammﬁmé) 1-[3- (t rl fl u

oronEthy heny! | di hydr opyri di ne- 3- car boxa

6-thethgl-2-8x6-NH [HetHpiridinylssioaydphenymp hwlply[3- (teﬂH@qOHg?Fth)Phenyll—
12(5‘%?/%’1058?‘6‘%135%3%@3&%] 1, 2- di hydr opyri di ne- 3- car boxa

-ﬂktﬂgl 2%§O-N—[4 (phenylsulfonyl)benzyl]-1-[3- (trifluoromethyl)phenyl]-1,2-
(2-ethyl pi peridin-1-yl)propyl]-6-nmethyl-2-oxo-1-]
dl}B‘d(QHWm@o?-é pxamidphenyl |- 1, 2-

f—%—y ?%—?f}%ﬁﬁ?(&l%ﬁ?ﬁ_f&%})genz [3 (t ﬁg/oln]lett?ll)é)hgr_lyl] -1,2-
diﬁlyd&@py&ﬁmem-umbommtdyl ) phenyl ] -
6-methy1—2-oxo-N—[4-(pyrimidin-Z-ylsulfonyl)benzyl]-1-[3-(triﬂuoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide
N—[4-(1H-imidazol—2—ylsu1fonyl)benzyl]-6—methy1—2—oxo-1-[3-(triﬂuoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide
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-methy1—N—{4-[(5-methyl-1,3-oxazol-4—y1)sulfonyl]benzyl}-2—oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-methyl-N-{[6-(methylsulfonyl)pyridin-3-yllmethyl }-2-oxo0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
5-fluoro-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-ox0-1-[3- (tnﬂuoromethyl)phenyl] -1,2-
dihydropyridine-3-carboxamide
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1, 2-di hydropyri di ne- 3- car boxam de N-
[(1-ethyl-3-nethyl-1 H pyrazol -4-yl)net hyl]
WO Beoamtieyd - 2- oxo- 1- [3- 30 PCT/SE2003/001739
(trifluoromethyl)phenyl]-1,2-di hydropyri di ne-3-car boxa
m de
N-[ 4- (acet yl am no) benzyl ] - 6- ﬁ%thyl 2-0x0-1-[3-(trifluo
ronet hyl ) phenyl ]-1, 2- di hydropyri di ne 3-c ar boxam de
WD 2004/ 043924 PCT/ SE2003/ 0017

N~$4 fm@thyllsulﬁorask)@cmllaz(ozp;wr%?st 3@ 113-grflggromethylphepylj-1,2-
LAY LRRemdL - 1.2
IHY ropyrl I ne- 3-car boxam de

5-GhiEg-Meth 220 Kb (e thplenifetiyiybRazyl iR by 1) [33¢rifluoromethyl)phenyl]-1,2-

[3-(trifluoronethy]l)phenyl]-1,2-
dilydagririginer3-arhes rboxam de 5 6-met hyl - N-{

anhl)b%ﬁln l}%%&ﬁ@@%%o#ﬂltpﬁe%@l 4-yl] et hyl } - 2- oxo-1-[ 3

1
2-di hydr opyri di ne- 3 carboxan1de

Tl56<;| I;r%}q hé;x]_v«]l?rrxtfoy 19&3 pe nﬁs)cﬂ %grmlg bﬂg‘fbﬂ‘%&é’%"glﬁ’ %gt% rT11?1tpr2]1:ft1cular
acﬁg@tn%l sal§. [S%ltﬁﬂl'e@EIEMI:IBH@ﬁfo‘s@fzdi‘m@d)é\hﬁ}ﬂf&]ﬁ’ﬁi‘éanﬂ: @Y nckganic

trifluoromethyl)phenyl]
acdish&td:lhcqoyi addiitiver Bite suilb ogmﬁl]d@e pharmaceutically acceptable although salts

of)nﬁp b@ﬁéc%_tlc[agy acgepta(b?e_ ac)fé)s may5be oth l}(tq{ty 1ril' Me%\fép%ﬁiondénxl
pu@itffchtﬁdﬂk% tH@E&ﬁﬁ&ﬁIﬂhﬁ @Méétroﬂu Pindi precreidishltelingRrdd 11636 Benird from
y

m de ethyl

hy@raebtomig) hyzirglxr@nnc [Sglp(ﬂtlfl%m[hgénh@ﬁé{ Hitic) p@H(H Tpctic, pyigivigy geetic,

<48y B AT A 52

(trifluoromethyl)phenyl]-1,2-dihydropyridi ne-3-carboxa
Inrsi fugher aspect the invention prov1des a process for thé preparation of a compound of

6- met hyl - 2- oxo-N- (2-pyridin-3-ylethyl)-1-[3-(trifluoro
formatlayl) mitienydrhprise?- di hydr opyri di ne- 3- car boxami de
N-[ (1, 3-di met hyl - 1H pyrazol - 4-yl ) net hyl ] - 6- met hyl - 2- ox

refctihy [a?ton?&und of formula (IT)
trlf uoronet hyl ) phenyl ] - 1, 2- di hydr opyri di ne- 3- car boxa
m de

6- met hyl - 2- oxo- N- (2-pyridin-4-ylethyl)-1-[3-(trifluoro
nmet hyl ) phenyl ] -1, 2- di hydropyri diQne- 3- car boxam de

2
1.-Y.

T
R N

£

(R),

(1N

1
wherein Rl, RS, Yl, Y2, X, G1 and n are as defined in formula (I) and L. represents a
leaving group,

with an amine of formula (IIT) or a salt thereof



N - (4-fluorophenyl)-6-nethyl -2-oxo- 1-

[3-(trifluoronethyl)phenyl] -1,2-di hydropyridi ne-
Wa2@animby dr azi de 25 PCT/SE2003/001739

6-nmethyl -N-[ (1- et hyl -1 H pyrrol -2-yl ) net hyl ] - 2- oxo- 1-

3-(trifluoronethyl)phenyl]-1,,2-

di hydr opyri di ne- 3- carboxan1de

6- met hyl - 2- oxo- N - phenyl -

| -[3-(trifluoronethyl)phenyl]-1,2-di hydropyri di ne- 3-

car bohydr azi de

N-[ (1-ethyl-5-nmethyl-1H q){razq_ éeyl)met hyl ] - 6- net hyl -

2-o0xo0-1-[3- 30

(trifluoromethyl)phenyl]-1, ? di hydr opyri di ne- 3- car boxa

m de

6-nethy|-N-[2-(1-nethy|-|FLlﬁ]dazoI 4-yl)ethyl]-2-oxo-

1-[3-(trif|uoronethyl)phenylh-

1, 2-di hydropyri di ne- 3- car box H de WO 2004/ 043924

W aERet o dhehs pdhlih Bt PUD) prery 1 1. 2

di hydr opyri di ne- 3- car boxam de
s anthiherd@RES & RBes3ary |cHE¢eli‘tYﬂthh§ 1¥BldRY bordpsin@ of fdrdndd QI) bt another

uor onet hyl ) phenyl | - dr opyri di ne- 3- car boxam de
salj thereof, into a pharmaceuﬁcally acceptable salt thereof; or converting one compound of

form\glg %Eg mtce ??m%#l 581118%&?\%& zal 5 %}? la)mg'\swthtc] e c]esuec{r%nvgrtmg fhe tesultant

combodnd bmsﬁﬁﬁlam liflb Bf 0 @ﬁfs&ﬁ&ﬂﬂbﬁ@ﬁ
N-[2-(3,5-di nethyl -1 H pyrazol -4-yl)ethyl]-6-nethyl -
xo-1-[ 3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxa

10 THE #6cesMis[cArriedl dut @it ARVl E@¥eatire, bedéhR Bé’tlv\]een 0 °C and the boiling
- met hyl - 2- oxo- 1-[ 3- (trlfluoronet yl ) phenyl]- 10

pOir}tzﬁ dhchspdivenpim a diripablasal eanid msdbcmbrpmemade bydr 0- | Hi
sochrone 6- met hyl - 2- oxo- 1-
N-opsthylpyrge &ﬁ%‘{%nﬁ%ﬁr&ﬁw]ls aptrz)nal hg%ﬁw{ i e Presenge 5B hase

anméﬁj% lid %%Qée%} iuc}l[agtl-ﬂ%’]t‘ %‘PE%T; (I)—fn%el?g %r yIﬁJe\gﬁg F:%I_le l}eavmg groups

 Lipelude D,Iﬂairmﬂyakbg&nnparﬁmﬂaﬂ}bomm de 15
6- met hyl - 2- oxo- N-[ (2R) -t et r ahydr of ur an- 2-yl net hyl ] - 1- [

15 3- (trifluororrethyl)phenyl] 1,2

dl h ?rgﬁ?lﬁl&% Hg)‘”g’%{e?‘gﬁallﬁ ggn’z |ZPSI St i OH and R* and R® are
bo}ch ﬁydf@ééﬁ)’éan %e%)x(é:ba}ed[l;y condensing a compound of formula (IV)

O

o—//_/< R’

/

(IV)
20  wherein R1 is as defined in formula (I),

with a compound of formula (V)
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(trifluoronethyl)phenyl]-1,2-di hydropyri di ne-3-car boxa
mde N { 4-[(dinmethylam no)sulfonyl]benzyl
WO 2@4083904/| - 2- ox0- 1-[ 3-(tri fl uoronet hyl) - phenyP§F/SRD03/001739

1, 2-di hydropyri di ne- 3- car boxam de
5-chl or o- 6- net hyl - 2- oxo-N-[ 4 4p|pera2|n 1-yl sul fonyl)b
enzyl]-1-[3-(trifluoro-
nmet hyl ) phenyl ] - 1, 2-di hydr opyri di ne- 3- car boxani de
6- met hyl - 2- oxo- N-
[4- (pi perazin-1-yl sul fony!?) be zyI -1-[3-(trifluoroneth
yI) phenyl]-1, 2- di hydsopyri ocarboxam de 25

6- met hyl - N-[ 4- (nmor glR3),j n- 4- yﬂsulfonyl)benzyl] 2- 0x0- 1-
[3-(trif|uoronethyl)phenyl]-l,z-
di hydr opyri di ne- 3- car boxam de
6- net hyl - 2- oxo- N-[ 4- ( pi peri di n- 1 yl sul f onyl ) benzyl ] - 1-
[3-(trifluoromethyl)-phenyl]nk
dihydropyridine-3-carboxanidé 6- nethyl N-{
4- [(nethylanino)sulfonyl]benzyl

}-2-0%x0-4-[3-(trifluoronethyl)- henl\{ ]1-1, 2-
whg;epfyg}r olﬁ,ypmc}jn AlS- ag_dégpwafﬁm@a( in the presence of asultable base, such

as sc[cge I{lttIX t@qx&@% gthglé%gﬂb;%% Isgl h ﬁs etlB{almsokI lfgﬁg\%ec; l?ye H}g&/rollysis using a

nlde WD 2004/ 043924
SR e g

5-chl or o- 6- net hyl - 2- oxo- N-[ 4- (pyrrolidin-1-ylsul fonyl)
benzyl]-1-] 3-
In gemeré\r/h C]Emngwﬂh% fppﬁ@lﬁy KI]V)@nQ(MD hryﬁtbpwomwmw PrsRaged

h
using nbe)t(lbosdi %ha[t I?PF lre%%mg %8%?1}' %érh %/llﬂi ud nIhe al)t kigor}ze,y{m]nple
coﬂipgurﬁ{is W@drﬁﬂﬂ'ef (T Bgr % ﬁl@fwﬁ@éf §é’80§‘&in tcNthe{methods of S.M Bro?lbndge

(acetyl am no) sul fonyl | benzyl } - met yl - 2- oxo- 1-[ 3-
et ztlr LS‘B)hzﬂetia)ﬁ‘emmyhz)ca@diVﬂn ¥993, 23,2487 494 And compounds of formula (V) can
di hydr opyri di ne- 3- car boxam de

be Regpatediasenseizg e el reihgds ﬁéﬁ%ﬁ USWW 8L nEatrafredrong k&4, 50,

rifluoronethyl)phenyl]-

lo#flﬁgwgpyri di ne- 3- car boxam de

N-[ 4- (cycl opropyl sul fonyl ) benzyl ] - 5-i odo- 6- et hyl - 2- ox

0-1-[3-(trifluoronethyl)pheny}]-, 10 4
Comppundshafdoomsla (1d) whexsmlfarst@%am’ de CR, L is OH andR is hydrogen

2- di hydr 0- 6- net hyl - tl (et hi/I sul fonyl ) oxy]
carb%ﬂs)ﬁzp?req@yﬁ%ctlﬂlg agorapgurgglof[ grmula (V1)

(trifluoromethyl)phenyl] -3-pyridinecarboxam de

A1
PN
(Re), N,

(V1)

wherein Gl, R5 and n are as defined in formula (I), with a compound of formula (VII)
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15

N-[4- (1, 1-di oxi doi sot hi azol i di n-2-yl ) benzyl ] - 6-net hyl -
2- 0x0-1-[ 3-

W@ rooflases onet hyl ) phenyl |- 1, 2- di hydr opyri di ne- BET/8E1903(601739
m de 15
6-nethy|-2-oxo-N-[[4-(4-pyr|g nylsulfonyl)phenyl]nethy
[]-1-[3-(trifluoronethyl)phe 9
1,2-dihydropyridine-3-carboxan1de
6- met hyl - 2- oxo- N-[ 4- (phenylsuIfonyl)benzyl]-l-[B-(trif
| uor omet hyl ) phenyl ] - 1, 2- di hydi@pyr i/di ne- 3- car boxani de
6- nmet hyl - 2- oxo- N-[ 4- (1 3-t Razol y2=QI sul f onyl ) benzyl ] -
1-[3-(trifluoromethyl)phenyl]
di hydr opyri di ne- 3- carboxa
6- met hyl - 2- oxo- N-[ 4-

[ 3- (trlfluoronethyl)phenyl] =

di hydr opyri di ne- 3- carboxan1de

N-[4- (1H i m dazol - 2-yl sul fonyl ) benzyl ] - 6- et hyl - 2- oxo-

1

1

[
-[3-(trif|uoronethyl)phenylgwn
, 2-di hydr opyri di ne- 3-car boxam’de 25 6-net hyl - N-{

4-1(1- nethyl 1H1,2,4-triazol -5-yl)sul fonyl ] benzyl

} - 2- 0%0- 1-9 3- .
wl(qrmnfﬂ warRonase s Agfisted iy fqrmula@y iah gy site leapaBiuse.cHFihak o0 °C,

foffoViEd hy basorarmoted cyrdisajom andacid bybplais, FoBRPYRGH oF [95mHs (VD
Ca%{tbrel}p %Pagé?&gaﬁé?lﬁ%g)tgl%sn’;ls ; i552 di hydr opyri di ne- 3- car boxa
n1de 6 nmet hyl - { [6 (nethylsulfonyl)pyrldln 3 -yl ]
- 2- 0X0-1-

Cqumpalabf Bt ks i s SRai Ky i GByrl df RELR dsasipd and R
ng' gﬁeﬂs P8th6hyrdr%cfgﬁn caerT arePareflrl]) lconcII%n §|a)°6’mr§’£’“?‘j‘ oEformula (VIID)

-[ 3- (trlfluoronethyl)phenyl] 1, 2- di hydropyridi ne-3-c
ar boxam de WD 2004/ 043924 PCT/ §52003/ 001739 47
N-[4- (et hyl sul f onyl ) benzy@'- 2/9(0/@42 oxoet hyl )-1-[3
(trlfluoronethyl)phe {y
di hydr opyri di ne- 3- car( %an1deH
5- et hyl - 6- et hyl - N-[ 4- (net hyl sul f onyl ) benzyl ] - 2- oxo- 1-
[3-(trifluoronethyl)phenyl]-1,2-
dihydropyridine-3-carboxan1@¢n§ and pharmaceutically
acceptabl e salts thereof. The present invention
includes conmpounds of fornula (1) in the form of
salts,1im particular, acid addition salts. Suitabl

wherpinds | Rmaé@ arp aseefingd s EpriulaDh 3ti1h rgtiory-3abmien- F-one in the

prlesré%ceqorn a suitable base, such as 1,4-diazabicyclo[2.2.2]octane, at a suitable temperature

in a suitable solvent such as diethyleneglycol monomethyl ether, followed by acid

hydrolysis.

.. 2, 3
Compounds of formula (II) wherein R1 is OH, Y1 is nitrogen and Y is CR™ can be

prepared by condensing a compound of formula (IX)
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20

acids. Such acid addition salts will normally be
phar maceutical |l y acceptabl e al though salts 10 of
wmeov4plesaceut i cal |y acceptabl e aci ds may be BET/SE2003/001739
utility in the preparation and purification of the
conmpound in question. Thus, {eferred salts include
those fornmed from hydrochlortc, hydrobromc
sul phuric, phosphoric, citric, tartaric, lactic,
pyruvic, acetic, succinic, fu ic, maleic,
met hanesul phoni ¢ and benzen $UF§@?nic acids. 15 1In a
further aspect the inventio "Bl iNlgs a process for
the preparation of a ¢pApound gf ofmula (1) which
conprises: reacting a conmpound of forrmula (I1) 0 2Y
L1 RLNX GL (R5)n (Il) 20 wherein R1, R5, Y1, Y2,
X, Gl and n are as defined inaﬁornula (') and L
represents a |eaving group, ‘*Wth an am ne of fornmula
(I'11) or a salt thereof WD 2004/043924
PCT/ SE2003/ 001739 48 H N L-G R4 (111) wher ei n R4,
whezeia@l, R” ané nase ahadeifinedin formolard), withla)conpoand offesmula (X)
desired or necessary converting the resultant conpound
of formula (1), or another salt thereof, into a
pharmaceutical |y acceptable @alt fhereof; or

converting one conpound of f a (1) into another
compound of forrmula (1); and_#here desired converting
the resultant conpound qs fo k? (1) into an optica
I somer thereof.
/T
(X)

in the presence of a suitable base, such as sodium ethoxide, at a suitable temperature in a

suitable solvent such as ethanol.

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
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.

Compounds of formula (I) and intermediate compounds thereto may be prepared as such or

in protected form. The protection and deprotection of functional groups is, for example,
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10 The process is carried out at a suitable
tenperature, generally between O C and the boiling
w@oeioat439b4 t he sol vent, in a suitable solvent sEChSE®03/001739
di chl oronet hane or N-net hyl pyrrolidi none. The process
is optionally carried out in_the presence of a base
and/ or a coupling reagent such as HATU, HOAT, HOBT or
DI EA. Suitable | eaving groups L1 include OH and
aﬂlogen, particularly OR 15 Conpounds of fornula (I1)
re. Nl i i , ol :
PR T O B nnt By O ol SIAATA S 7 B
PI@rﬁiﬁPPfé@éjg?fi_Bf, QRAPBtelti GRupQin OigahiclSyniied)s’, 320 edition, T. W.
wherein is as defined in fornula (1), with a
Greanp& i 6. M. WotspiW iy terwdeRe 49813924
PCT/ SE2003/ 001739 49 GO O (R5)/ Hn (V) wherein
Gl, R5 and n are as defined in formula (1), in the
resence, of i I ' : :
T s RBRa O e BVl iR e B maf By 3% rom heir reaction
mix@lrbQWRE if N c NN FhisdrHutiSieAbyausirg Satdaftbechiiqs. such
as sodi um hydroxide. I'n general, conmpounds of fornul ae
(1'V) and (V) are either known or may be prepared

bR o2 S e SRR bbb o
8RSy SR FEHRI Pl o AT B Mo v

optidal i$Sierd Athy bBASLISEABY YESISath dfarratdngc (ktuesst thé eompounds using
prepared according to the nmethods of |gor V. Ukrainets

cogverdional ¥miquvediopexangedracgonal crsgdlisalion egHPEGPdgmay vely, the
f fo I [ i [ (:R% [ [
ingimdiu gﬁjagg@aqs%@@\fﬂ)eer r%la(?e l;(ylrelagtion 0 ’they azpﬂrgpn%%g’bpt%c%llly Séctg\)/g starting

materials under reaction conditions that will not cause racemisation.

Intermediate compounds may also exist in enantiomeric forms and may be used as purified

enantiomers, diastereomers, racemates or mixtures thereof.

According to a further aspect of the invention we provide a compound of formula (I) or a

pharmaceutically acceptable salt thereof, for use as a medicament.

The compounds of formula (I), 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
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
fibrosis, pulmonary emphysema, chronic obstructive pulmonary disease (COPD) and

ischaemic-reperfusion injury. The compounds of this invention may also be useful in the
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15 can be prepared by reacting a conpound of fornula

(M) G (RS n NH2 (VI) wherein GlL, R5 and n are as
waoledodoexd2é n formula (1), with a conpound of f oPeTYBE2003/001739

(M) 20 WO 2004/043924 PCT/ SE2003/001739 50 O R3 O

O /~-OR2 O(Vii) wherein R% or R3 are as defined in

formula (1), at a suitable terrperature such as 160 C,

foll owed by base pronoted cycl | sation and acid

RSl eEPIEn g4 o Diees i Jebil il R huse andror
pﬁF)gi ﬁhérbi&erﬂﬁ@ rcﬁﬁﬂbtéélrﬂy&a@ﬁﬁl 1n¥£ct‘1<§1 1ch1$dr§ergillclud1ng but

I's neth and R2 and R3 are both hydrogen can
ncp Hisyi teddol Cblghosl@rﬁj’@mﬂ dppais cxymlmmﬁ@lsofnfkaommmar disdiasd c)f lymphoid

orgi, 0 ARl o Smaloty, BSRPROES, iy oSS "

afoiBhRsedsdR Ul‘j(ﬁfé RAPH; 1hﬂaﬁ1fiﬁt19ﬁ @5@1@ ?ﬁn@(esﬁbci%l’lytrﬁghﬁatmd
base, such as 1, dlazablc clo oct ane

arﬁmtItSaQﬂ@attbn@%mai EAU8); lmﬂanan@tmnt csﬂﬁheagzssérwemtlm @hcte(sspecwlly

1nﬂ'ajgaitn%¥(§g :Be%elg %ﬁlnorrr%t %8Pﬁfllp%n‘irF% Ul V%le tﬁl¥l ﬂammatlon of
th&kkin (@spesially HEREER, E26mY2derHaidiey; 1ﬁaii\mb@r mBasRdE 6finksion; in

dconden3| ng a conpound_ of fornul af( _
isease associated with uncontrolled degradation of the extracellular matrix such as
osteoarthritis; in bone resorptive disease (such as osteoporosis and Paget’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
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

replacement therapy of proteinase inhibitors.

Thus, another aspect of 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
treatment or prophylaxis of diseases or conditions in which inhibition of neutrophil elastase
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 (I) or a pharmaceutically

acceptable salt thereof.

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
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WO 2004/ 043924 PCT/ SE2003/001739 51 1 OG- x (R5 )n
HNH2 (1X) wherein GL, R5 and n are as defined in

wo eoomoh3@24 1), with a conmpound of formula (X) BCT/SE2005001739

(X) in the presence of a suitable base, such as sodium
et hoxi de, at a suitable ten‘p%@ture in a suitable
sol vent such as ethanol. 10 onpound of formula (IX)
can be prepared fromthe correspondi ng i socyanate

derivative treatment with anmonia in acetonitrile. )
treggmesnt Qgppr fdndampmgtary diseasey ohegpditons ngeympiiod of treating,
o e o g o b cone BB W icmpgises ggministering
tormpeesaacpuiffesih g from afat ik of, kbidajiqeaser hditian dthetdpeutically effective
reaction nay bde gfarrie? out in a sol_v§nt or nmediumin
it f  igempgynd eidorpula (Do @ phagmacguticallyjagesptable safihengor.
the salt is soluble foll owed by subsequent renoval of
the solvent in vacuo or by freeze drying. Suitable
Ingmirti@riars thiewoinpdendsfafthie xmveptien magbe nsed iditixaestment of adult
et.hanol .. 2- propanol ahydrof uran or dieth et her,
regpiry cittsd PREFIRT (ARRS). St i hafimpiard embhyseima, chronic
o&%@ﬁ%ﬂlﬁl@har&rd@é’cﬁés(wPD& pARYonRE w@e&é&%@ Weth8, Ahitis,
i on exchange fesin. 20 npounds of formula (I) an&
is¢hremd a-mengirfusion dgjnmo ordisnat ¢id rshotinwytebathpitis peanee, athesusclarosis and
oF. in rlot ected form The protection and deprotection
£ ncflaﬁ%ﬁfiolﬂléjlry‘gr oups is, for exanple, W 2004/ 043924
PCT/ SE2003/ 001739 52 described in “~Protective G oups
in Oganic Chemstry', edited by J. W F. MOnm e,
Pippbylaxis iy expscied 873 partiewlarl Prebtvaot fovke @asmpst ofipe@ogamiho have

su%?egcp iy R‘?’ﬁe?lgys %ﬁ?%cfegog (ér?ﬁgéé Oé:ffg)évéﬁ gc%s?d%rne% tgL bg'at %crehélsed risk of, the

disease or condition in question. Persons at risk of developing a particular disease or

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. a

For the above mentioned therapeutic indications, the dose of the compound to be
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).

The compounds of formula (I) may be 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,

an allergic reaction. Conventional procedures for the selection and preparation of suitable
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5 The conpounds of the invention and internedi ates may

be isolated fromtheir reaction mxtures, and if
woewedsmey further purified, by using standar dPCT/SE2003/001739

techni ques. The conmpounds of formula (I) may exist in

enantioneric or diastereoisoggric fornms or mxtures

thereof, all of which are inctfuded within the scope of

the invention. The various 10 optical isoners may be

i sol ated by separation of a racemc m xture of the

0 n i . i | i S |_ . )
o SOEREHIE B PR AB8 RO oo oo BRI e cience
of DA 1U#A] DENERL | MINE! Aulieh, AderdruEiiyestcRc1988) of the
appropriate optically active starting materials under
reaction conditions that will not cause racemni sation.

15 I nternmedi ate conpounds H%% SO exi st d'on ) ..

Acspuing Orbe inverigemghesnis nrayideda pramageutisal fopmulgtion comprising
anf.iQ | ast er. F J0 .

et R LA
coh@ﬁﬁﬁﬁ bORrNElaR1)QN ladRiBue OB Plarfacduicallly fccepthbRrdient or

pharmaceutically acceptable salt thereof, for use as a
camidi canent. 20 The conpounds of formula (1), and their

pharmaceutically acceptable salts, are useful because

they possess pharnacol ogical activity in animals. The

r . . .

WEBBRAS: £lnglt BT perlaliol BY Srondkieh i sormuaons o

conpyikéORihg Beasdrddientand honol ogous serine proteases
such as proteinase 3 and pancreatic el astase, and as

such are 25 predicted to be useful in therapy. The .
TH CRTBPBRSTSY DRSO FsHIL lof B, © SRy ke
anjafafygﬁﬁ Qhel ﬁrﬁl%ﬁs&lﬁﬁ@ﬁﬁ%ﬁ Rsrionspflﬁﬁh&ék&)ééxsor‘afr owder formulations,
in Peeases” and Y BV ot

anmat ory conditions. anp

fot HRaDIE FoSTARIS iRR inkded device kpbwata e Tirbtili#aS; or systemically,
syndrone (ARDS), cystic 30 fibrosis, pulnonary
forenaimpde foy, ordradonnistratestin gl form of tabhais Pils, dapsules esyrups, powders
(COPD) and ischaem c-reperfuysion injury. .The :
o AR DRl OB Rap Aol s SarE of tfrleparentera
4 P ; '
sol e ar Rl vy Jecan g an, R AL O S0t
suppdssoried1d/ or  propagate at heroscl erosis, diabetes,

nmyocardi al infarction; hepatic disorders including but
not limted to cirrhosis, system c |upus erythematous,

Driy%l s qtq%%.%/apglass g@s I%e{;){l}ﬁlﬁ%%gi d?os(é{s:og :té])eiqccs)lé@é:olélggé Of%he invention
mz‘iﬂé%%ﬁ'ﬁfs@éred 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 um, and may be suspended in a propellant mixture with the assistance of a
dispersant, such as a Cg-Cy fatty acid or salt thereof, (for example, oleic acid), a bile salt, a
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

dry powder inhaler.
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5 aut oi mune di seases, bone marrow;, inflammtion of

the joint (especially rheumatoid arthritis,
w@sieoavehritis and gout); inflammation of thePCT/SE2003/001739

gastro-intestinal tract (especially inflammatory

bowel disease, ulcerative colitis, pancreatitis and

gastritis); inflammation of Mhe skin (especially

psoriasis, eczenmm, dermatitis); in tunmour netastasis

or invasion; in disease associated with uncontrolled

degradation of the extracellular matrix such as 10

osteoarthritis; in bone resorptive di sease (such as
ORSHRSBAPSd D rARANSABEY dsvigl SRAgPund Wiihseasaer substance, for

associ ated with aberrant angi ogenesis; the enhanced
exgwiplea g amonoedided pdlyrgechasideci sagachlophoh, attian loghtes polyol. Suitable

di sease (such as gin i S),, cornea

eri odont al Vit | )
cafffcse AEESPERS, foppXaTmRiE. 1805 glelﬁ%ses%féigosﬁogfﬂ_eg,g%spagag\l;@l, maltitol,

i . . _dar

R0 2 R0 SR Ry AUALATRE s AR pund iy e

coafed bRRbMBLEBstaned. Thd poRMs BNEure ShkGalsd Be diSpdiéd infd Bard gelatine
sclerosis); age related illness such as dementi a,

capsiflésa pandiit containing Sresdesirat dose af theawtive odmpound: gi ns;
granul omat ous di seases; renal diseases including but
not limted to nephritis and polyarteritis; cancer;
ARIRBLSYRRE LRGN, shA9ERth B e SR ich s un
dupinghembhianon pAcedir8i THiSiphgronie dglolvaiet ay BE fille@aflo the drug
rejection in organ transplantation including but pot
regervdit elde multidessimbelegdosexazmde, 2t kepwaes thenkurbiiateapyn which a
proteinase inhibitors. Thus, another aspect of ! .
aoingeriiriarion B epued tiie e by e tobfle BRATCRackar Wi his system
thé ht)ti\%rco oBRENIRE ftl&f'ﬁl(ti b ¥adfef ?lfb%‘&%@, i$ Aifvelddb 8 patiefl.
t he manufacture of a medi canent for t'he treatnent® or
prophyl axi s of di seases or conditions in which |
i nhi bition of neutrophil elastase 25 activity is .
Fayenad fadminibtratipndheaqiive isoapotind mapbe adimixed widancidiegyanher a carrier,
risk of, diseases or conditions.in which inhihition
fop Pl s SE Dot SO (AP a1 HBHBY 195 PR RpAto starch,
' LSt e - Ansper, ' f r
cofP R Sy R 5 GILOG 4B N ok SRl d R or
pdlnet dpaubdlidoak) shdédriacobriosat, dvaxainply, nighesipa Wtedraed, calcium
formula (1) or a pharmaceutically acceptable salt

stqaate.cof yetlgdenergl pendt hwax, papséidn, and e lilkey end then cpmprasghglgnto

G E Gt D YRttt Eo@hietant e Sorraghgve. may be

co%%_lﬁ_;%égg% %%rﬁ%(e)%’tg%tgdg 5@%&4 SRS whith nff& @it SOAAHPR2 Sum 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.

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.
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treatment or prophylaxis of inflammtory di seases or
conditions; and a nethod of treating, or reducing the
WO 2@k/0ed924 | nf |l ammat ory di seases or conditi ons pI/812003/001739
conprises adm nistering to a person suffering from or
at risk of, said disease or condition, a
therapeutically effective afdunt of a conpound of
formula (1) or a pharnmaceutically acceptable salt
thereof. 5 In particular, the conmpounds of this
1 nvention. be used in the tre nt dul :
LB Bl e a e AR o Rip et yspgstons, for
exip [@@@hﬁoﬂ%&’ﬁﬁﬂ? theCddnfPolifid, tROBAIAME et ﬁ%hﬂﬁ?ﬁlaﬁ[ﬂﬁixtum of
di Sease (COPD), pulnonary hypertension, asthmng,
ethdnohivater, glycaohamd propgpes §lysoloOptionallyysnch hguidprepachtions may
arthritis, osteoarthritis, cancer, atherosclerosis and
contpinyeRlpViRS aFaEs Hpvqusingagentpsappriag prd/prscaghqyymethylqedulose as a

b articul ar relevant to the tr nt _.of persons
e Rk peStofpings SRR bobfa e Baid SR ) B

ot herwi se considered to be at increased risk of, the

di sease or condition in question. Persons at risk of
Tleenoatpmpndgofahe arventied may diss daadmaristéfeddonohjtnaion with other

general ly include those having a famly history of the
copopndeusse ferohe teptgient ofthe pbyecopfitiontve been

identified by genetic testing or screening to be

particularly susceptible to devel oping the di sease or

TiERHb Wi Exangiled 1€ iRGRME taBRkI:AB LSS EDES mg Gi€the scope of the
i ndi cations, the dose of the conpound to be 20

inaehtioni stered wi |l depend on the conpound enpl oyed, the
di sease being treated, the node of adm nistration,
the age, weight and sex of the patient. Such factors

G ¥alb%9e%%sm ne‘d by the attending physician. .

—%wevﬁew—rn—g, eneral, satisfactory results are obtained

'HRBR b COINIOWBR S e @ B Wafihie I8 q 400 MK 64 Vakia®Mercury-
dai ly dosage of between 0.1 ng/kg to 100 ny/kg

VXi3eas\dHednstsinteine Bt Gentral pegkedi ehborpfor@sd (e’ . 2bppounds
ff | b d hei , in th
i BIToB8 s 1 58 PP HROLIE B4 § SRR F Bifanol-ds (i 331
ot : ! or ! .
BRI e FATRAIA RLLAREANR A0 g e bt on an
Aglldnt €00 LCAMSUyaiein dfiippad Mitlan ARCE ogishi@dd shaRibef.eCoRehn

are conpositions not containing material capable of
cheeroatogrgphy wasl varise ontazsitg wlica geb(0.64a0Pb2 mm.Merek).
'l erqi eaction.  Conventional procedyres for th
Ulatscatreb pLhERE S, P GTALS etk p TRBFEIANS 2Yauihio 430 salvents and
co%géréﬁi%%érﬁ%ér’é’of laboratory grade and were used as received. Unless otherwise

stated, organic solutions were dried using anhydrous NaySOy.

Unless otherwise stated, the following methods were used for HPLC and I.C/MS analysis:
LC/MS-Method A

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
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55 pharmaceutical fornmul ations are described in, for

exanpl e, "Pharmaceuticals - The Science of Dosage
wo-eomioDosd gns”, M E. Aulton, Churchill Livi ngB¢DRE2003/001739

1988. According to the invention, there is provided a

phar maceutical fornulation conprising 5 preferably

| ess than 95% by wei ght and Adr e preferably | ess than

50% by wei ght of a conmpound of formula (1) in

adm xture with a pharmaceutically acceptable dil uent

i fomeG AR 1146, CoRRuRORIOETC B P19 Bufi BUGPRACL O in
Wme)fé:n:%ﬂl 33Enrh SH1 06tit 0 W ater P ©. 195 TP B A CBBRMItHR: + 0.1% TFA;
adm ni stered topically, for exanple, to the |ungs

Gradieiit®0- 1 008%/Bad mug \i90% B 2trhmm. f or m of sol uti ons,
suspensi ons, FIFA aerosols or dry powder fornulations,
for exanple, formulations in the inhaler device known

a he Turbuhal.er; or systemcally, 15 for exanple, by
Th8§%ltﬁovg8ﬁiah$r§¥1flg?rilso gluﬁed%'(he formof tablets, pills,
HIPO'S @-B%enz8¥a45151 -y DANNERSN'-Rirafe )il 8 inOexBiluorophosphate
parenteral adm niStration, for exanple, in the form of
HATHEr i0-¢/-paatntetriakol-1sol)ON,NOX¥'sN stetrsmsihehsomingy; heaaflipyrophosphate
rectal _adm njstration, for exanple, in the form of
HQBbpoksHydraxybenzotiiapple nowder fornul ati ons and

H@é@: ﬁ#ﬁé@?&%%%agg%zg%%zﬁlew t he conpounds of the

nistered by oral or nasa
DIeRhal RIN-Piisofr8pyleihyRinghé on, the conpound is desirably
finely divided. The finely divided conpound preferably
NMBs al-babkthpkdimmradidinoeeer of | ess than 10 m and nmay
be suspendgd in a propellant m xture with the
THE si steifphedigfuran i sper sant, such as a C8-C20 fatty
cidpr .her.gof , (for exanple, oleic acid), a
T@hlelgé?%ggémhgg&ghospholipid, an al kyl saccharide, a
perfluorinated or pol yet hoxyl ated surfactant, or other
pharmaceutically acceptabl e di spersant. The conpounds
fi-Ghlpratennylhéd-(4cbid avpphieaybd-methiyt 2 rox0lf.2-
.a dry powder _inhaler. The inhaler y be a single or
dibydgonviidinesdgarboxamide  and nay be a breath actuated 30
dry powder inhaler. WO 2004/ 043924 PCT/ SE2003/ 001739
56 One possibility is to mx the finely divided

a) C A B4 Whlodforhe i Al drhifb]-3 WS p@pskatd Or

The title compound was prepared essentially as described by I. V. Ukrainets et al.,
Tetrahedron, 1994, 50, 10331-10338.
b) Fthyl 1-(4-chlorophenyl)-6-methyl-2-oxo0-1,2-dihydropyridine-3-carboxylate

A

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 h. After cooling, the solvent was evaporated off. The
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 (CDCls): § 8.17 (1H, 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).

¢) _1-(4-Chlorophenyl)-6-methyl-2-0x0-1.2-dihydropyridine-3-carboxylic acid

Ethyl 1-(4-chlorophenyl)-6-methyl-2-0xo-1,2-dihydropyridine-3-carboxylate (297 mg,
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exanpl e, a nmono-, di- or polysaccharide, a sugar
al cohol, or an other polyol. Suitable carriers are

wa a@ans3o2f or exanpl e, |actose, glucose, raffi nPEESE2003/001739
nmel ezitose, lactitol, maltitol, s trehal ose, sucrose,
manni tol ; and starch. Altern%gively the finely divided
conpound may be coated by andt her substance. The
powder m xture nmay al so be di spensed into hard
gel ati ne capsul es, each containing the desired dose

1.6 Innlxcﬁzwﬁf {'1115 o?ve%ﬁﬂ‘%org& %‘??Mh&)r 11919 ﬁ%ﬂgk detsXIu'tltcsn mm%and THF (5

process ded po spheres
mB!"BftkeebRion kRixEli#s Wag siiRed fornd Rbd @Bmﬁéﬁp&dﬁfr@ thehickdified to pH 2
spheroni zed powder may be filled into the drug
usingsvi\hyilrochloria aond| endithse ext:meddethh ﬂmhloeomcﬂaarea Thhaombined
known as the Turbuhaler Fﬂ dosi ng. unit
orm%%%?wer&é’sw%waaw %fhefﬁi fdteredand exaparaigd [y iy the title

coﬁg%hﬁ@ﬁ%s‘%%%b? s system the active conpound, with

out car ier substance, is delivered to the

'HRMRe(CDCLR §F051 QrRld) arlsY (s td) et 19 A B, 668 (M8, d); 2.15 (3H, s).

corrpound nay be adm xed with an adj uvant or a carrier,
byChiharblee . A Tt

star h, for exanple potato'starch corn starch or
ﬁ-&%@}ﬂ@%ﬁm a cellul ose derivative; a binder, for

A ﬁﬁgﬂp re. an]t gp{;}ﬁgfogﬁen%}ﬁ%?%%% ! f%LcP Y ﬁrcﬁféycﬂgé%dl cgfboﬁyhc acid

nest um

(16@ @t 658 mHael EBTY! (89 eng0¥RahmoB), WOBT @ams,[0.40 mnﬂb and DIEA
the 1ike, and then conpressed into 20 tablets.
(19Dat, ddl 4t mimoBtis NAVIR ( eﬂhwase@dded h@4®b}0e@aenpylemmee(d0&mg, 0.76

A e s R T .
oGBS B0l 10 Wil el e U g

cmmyOUQb«mlﬁ?hmn@y dissolved in a readily volatile
organi ¢ solvent. 25 For theﬂgreparatlon of soft

Hglgl\/ﬁ‘t (GIaCh P9 6L H., thne); 8Mbdnd); 7ay (BE, Quri24ddni)t 1,13 (2H, d);

a e oi | or polyethylene glycol.
6‘;’%{1@ é@l‘gg &@g p%‘g‘f@?r‘?gy contain granules of the
conmpound using either the above nentioned excipients
for tablets. Also liquid or semsolid fornul ati ons of
Udihethdrgderibetned tiedckibed inEantyde d, e bainpoends 2 Bih@ples 1D to 1.27
2004/ 043924 PCT/ SE2003/ 001739 57 Li qui d preparations
wére prepeegid: appl i cation may be in the formof syrups or
suspen3|ons for exanple, solutions containing the
cOo the bal ance being su and a n1xture of
ERRGH, Sl LRl : p-L

(triR}orO léthwpﬁeﬂ@ﬁ 13- Eﬂfyﬁrc%ﬁﬁi%%t LABSx 2 ERYe Cont ai n

colouring agents, flavouring agents, saccharine and/or
"HNMBOGDEEh Y ©ed (1H, o) 8. 57(1H, d); 7.85 (2H, 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).

Example 1.2 6-Methyl-N-(4-morpholin-4-ylbenzyl)-2-0x0-1-[3-

(trifluoromethyl)phenvl]-1,2-dihydropyridine-3-carboxamide

'"H NMR (DMSO-dg): 8 9.69 (1H, brt); 8.38 (1H, d); 7.89-7.87 (2H, m); 7.79 (1H, t); 7.70
(1H, d); 7.15 (2H, d); 6.87 (2H, d); 6.62 (1H, d); 4.36 (2H, d); 3.72-3.69 (4H, m) 3.05-
3.03; (4H, m); 2.00 (3H, s).
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5 thickening agent or other excipients known to those

skilled in art. The conpounds of the invention nmay
w@bk®a/old24adni ni stered in conjunction with ot hePCT/SE2003/001739

conmpounds used for the treatnment of the above

conditions. io The follow ng Exanples are intended to

illustrate, but in no way |iRArt the scope of the

i nvention. General procedures 1H NVR and 13C NMR were

recorded on a Varian Inova 400 MHz or a Varian

AT Y 7 300 Mz instrunment. The central peaks
A%@lgﬁﬁé’;zo%?r&ﬁ&[ ?'SH 7.27 ppn), dinet hyl sul f oxi de- d6
(8H 2.50 ppn), acetonitrile-d3 (8H 1.95 ppn) or
met hanol -d4 (8H 3. 31 ppn) vvhere used as i nternal
Examie di3ces. LOvMehybNg ety --u;-u-uzm,*a 20ahPai ned
[ [ d wth an APCl
hy was carried

ifluoremet; cAXk 1hey l
R, é% 6"0“@ P?ng s iS50
s)CRMEIEE a3 4.55 avRid)ghbe 3Hs); 203 By and cormrer ci al

reagents were oi Iaboratory grade and were used as
APCeMSmiy: 45HMHE S]- ot herwi se  stated, organic sol utions

were dried using anhydrous Na2SO4. Unl ess ot herw se

stated, the follow ng methods were used for HPLC and

kLY S BBt gl gy o

(trﬁ*l&iﬂbrh&h@l)n&n?lmﬂ Z-mﬂvmdﬁﬁﬁainer&]&dib&@ﬁnﬂm Sol vent A:
“Water + 0.1% TFA; B: Acetonitrile + 0.1% TFA ;

"HINNER EADCIE5-09564 (IR bit)n8.S5U6LBD1 778 (1 HL &): R KEH, & TP (1H, 5);

7 48t oo Shchadot deiatse b 4 e AT IR 4h 4G o 205

(3%:)% n; Wavel ength 220 nm Solvent A: Water + 0.1%

B: Acetonitrile + 0.1% TFA;, G adient 20-100% B 8
mn, 100%B 2 mn. 5 The foll ow ng abbrevi ations are
used HBTU

El(al(llﬂeriz-‘ot ri azéy-

£ ranet hyl uroni u

OFOIR i . %
}PNW@’SM@;@J Eﬁh@%Bi‘iﬁ brs) 8.37 (lH d), 7.91 (1H, s); 7.89 (1H, d); 7.80 (1H,
£): 7.75 (2H, d); 7.72 (1H, d); 7.45 (2H, d); 7.27 (2H, s); 6.62 (1H, d); 4.54 (2H, s); 2.02
(3H, s).

Example 1.6 N-(4-Methoxybenzyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenvyl]-1,2-dihydropyridine-3-carboxamide

'H NMR (CDCls): 6 9.72 (1H, brs); 8.59 (1H, d); 7.79 (1H, d); 7.72 (1H, t); 7.49 (1H, s);
7.42 (1H, d); 7.24 (2H, d); 6.82 (2H, d); 6.44 (1H, d); 4.52 (2H, d); 3.76 (3H, s); 2.05 (3H,
S).

Example 1.7 N-Benzyl-6-methyl-2-0x0-1-[3-(triflnoromethyl)phenyl]-1,2-

dihydropvridine-3-carboxamide
' NMR (CDCl): 8 9.85 (1H, brs); 8.62 (1H, d); 7.81 (1H, d); 7.74 (1H, t); 7.52 (1H, s);
7.44 (1H, d); 7.36-7.21 (5H, m); 6.47 (1H, d); 4.61 (2H, d); 2.08 (3H, s).
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HOBT 1- Hydr oxybenzotri azol e HOAT

1- Hydr oxy-7- azabenzotriazole 10 DI EA
WORMN4DIIOZOpr opyl et hyl anmi ne  NWVP PCT/SE2003/001739

1-N-Met hyl - 2-pyrrol i di none THE Tetrahydrof uran TFA

Trifluoroacetic acid is Exangie 1

N- (4- Chl or obenzyl ) - 1- (4- chl orophenvl) - 6- et hyl - 2- oxo- 1

, 2- di hkdropyri di ne- 3- car boxam de a) Et hyl

3-[ (4-chl orophenyl ) am nol - 3- oxopropanoate The title

conmpound was prepared essentially as described by I.

V. Wkrainets et al., 20 Tetrahedron, 1994, 50,
Exhpié-1)9338.  IN-(E0hYdrobenzyl)-1-(2-fluoro-5-methylphenyl)-6-methyl-2-oxo-

1- (‘4- chl or ophenyl’) - 6- et hyl - 2- oxo- 1, 2- di hydr opyndi ne- 3
1.2-dinidoopytiding-3Acarbaxamide of et hyl

RS RPN T 0N, SPAI016 S Bafi g 1o am
ORI IPS 81 B, 230 e BBl et hanol (10

sol vent was evaporated off. The 25 resi due was
chr omat ogr aphed on silica using heptane/ ethyl acetate
Exampletld 1: 5) 3%(3Chdorpbenzgh){la@dflearotShmethiyiphenyoérmethpl-2-0xo-
97 . 209, 1H NWVR £CD013): S 8.17 (1H, d); 7.49
1 rigngz3-garpoxamide g > (14 d); 4.34 (2H, q);

1 . 7 @) . _ . _
VR PR P T R LT 1By 122
mP-CH QAOK WH); 6.620(18L, Y 4B3NE@IH, q); 2.39 (3H, s); 2.13 (3H, s).
1- (4-chl orophenyl) - 6- net hyl - 2- oxo- 1, 2- di hydr opyri di ne-
3-carboxylate (297 ng, WD 2004/ 043924
PCT/ 03/001739_. 59 1. ) W8 IS d i i
Examp bf 1M SEEEH » g SRt AT
: ; Lo gpi Xxture was stirred for 2.5 h at
Lo Bdoviblife guggf,%k egg]aci dified to pH 2 using 5M
Ty R DsODR 5848l (1FRE); 1.he0.36x 1 Haad) £H2W7t21 (3H, m); 7.02 (1H, dd);
di chl oronet hane. The conbi ned organic phases were

6.80 0B ) vh- 67 (WAt DBr 4-50(2B.a)); $.75 (Fled: A% (ot 52 ¥ Lisd

ive the titl d (268 ng, 100%. 1H NMR
A?é%&%ﬁz?%@%ﬁlf&fpﬁ?? s (28 d); Y8 (2H, d):
6.53 (1H, d): 2.15 (3H, s).

V-

Example 1.11 N-(4-Methoxybenzyl)-1-(3-methoxyphenyl)-6-methyl-2-0xo0-1,2-

dihydropyridine-3-carboxamide

'H NMR (CDCls): § 9.86 (1H, brs); 8.54 (1H, d); 7.45 (1H, t); 7.23 (2H, d); 7.04-7.01 (1H,
m); 6.80 (2H, d); 6.78-6.75 (1H, m); 6.70 (1H, t); 6.39 (1H, d); 4.51 (2H, d); 3.82 (3H, s);
3.76 (3H, s); 2.09 (3H, s).

APCLMS m/z: 379 [MH 1.

Example 1.12 N-(3-Chlorobenzyl)-1-(3-methoxyphenyl)-6-methyl-2-ox0-1,2-

dihydropyridine-3-carboxamide

'H NMR (CDCls): 8 10.00 (1H, brs); 8.55 (1H, Vd); 7.47 (1H, t); 7.30 (1H, brs); 7.19 (3H,
brs); 7.05-7.01 (lﬂ, m); 6.80-6.75 (1H, m); 6.72 (1H, t); 6.41 (1H, d); 4.55 (2H, d); 3.83
(3H, s); 2.11 (3H, s).
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d)
N- (4- Chl or obenzyl ) - 1- (4- chl or ophenyl ) - 6- et hyl - 2- oxo- 1
WQ 2e0diokspads opyri di ne-3- car boxam de A m xture 0PCT/SE2003/001739

1- (4-chl orophenyl ) - 6- net hyl - 2- oxo- 1, 2- di hydr opyri di ne-
3-carboxylic acid 10 (100 my 0.38 nmmol ), HBTU (59

, 0.42 mol), HOBT (64 ngy, 8 42 mmol) and DIEA (195
[, 1.14 mol) in NW (1 m) was added to
4-chl orobenzyl am ne (108 ng, 0.76 mol) in NWP (0.5

Emr%]i)/le-itl% reacty o Cﬂ%&ﬁln% WAS3Shihbebrk g%n&g 8x0-1.2-

ent esl
dlmt)ﬁﬁﬁ@ln@ycmo sigpRrative HPLC to give the title
compound (60 nmg, 41% . 15 1H NWR (CDC13): 8 9.91 (1H,
'EONMIR (@DGH): (0149 0§ IH, bro38.56 H Hal); 7.48 SHH{ 4T 2% J4H, 51;5.07-7.03

2H 5 ) ; .
b bine Gl i sad hioa e i s Ehgb s B 212
3 gggpounds of Exanples 1.1 to 1.27 were prepared: 20

le 1.1
6- l\/bt hyl - N-f 4- (et hyl sul fonyl ) benzyl | - 2- oxo- 1 -r 3-
(tr|fIuoronethyl))phenyll -1, 2- d|hydrooyr|d|ne 3 -cC
VR oSk bes HH grophenyld-65methyl-2-0xo-
7 80 (1H, d); 7.73 (1H, t); '
H d); 6.46 (1H, d) 4.65 (2H,

%ﬁk@?g@lﬁcﬁz@ g% ;11%1?.78553& g%n7zf?/f3 2 WP, 53-4:43 (2H, m); 7.46 (1H,

d)f 16, zm(rlw)byu)wmmwmtﬁ nrﬂ;, 84d |(hHM)@pwzu(ﬁHnm)34cﬁmr<am d); 2.10
mde 1H NVR (DMSO-d6): 6 9.69 (1H, brt); 8.38

(3t 5).7.89-7.87 (2H, m; 7.79 (1H t); 7.70 (1H d)

7.15 (2H, d); 6.87 (2H 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

E%Bpm._ﬁsﬁoodfl 043924 niSrdbenzeA3(3081 3% nfabhyiARE N ¥EmBIh%i-2-ox0-

Exanpte 1.3

1.8-dibidrotyritirde43- (:aifbbmghﬁell fonyl ) phenyl | - 2- oxo- | - f 3-
trifluoronethyl)phenyll-1 d|h dr opyri di ne- 3- car boxa

(ST L Bey L 2 Py R e Boa B e

7.6 008, 456 APt ) 4. 46 (A b b 13H, 2914 Hir o).

Example 1.16 1-(3-Chloro-4-methylphenyD)-N-(4-methoxybenzyl)-6-methyl-2-

0x0-1,2-dihvdropyridine-3-carboxamide

'H NMR (CDC15): 6 9.80 (1H, brs); 8.54 (1H, d); 7.40 (1H, d); 7.23 (2H, d); 7.20 (1H, d);
7.00 (1H, dd); 6.81 (2H, d); 6.39 (1H, d); 4.51 (2H, d); 3.76 (3H, s); 2.43 (3H, s); 2.09 3H,
s).

Example 1.17 N-(4-Chlorobenzyl)-1-(2,3-dimethylphenyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide
'H NMR (CDCls): 6 10.04 (1H, brs); 8.58 (1H, d); 7.31-7.24 (6H, m); 6.96-6.94 (1H, m);
6.45 (1H, d); 4.63-4.50 (2H, m); 2.38 (3H, s); 2.03 (3H, s); 1.95 (3H, s).

Example 1.18 N-(4-Chlorobenzyl)-1-(3-chloro-4-fluorophenyl)-6-methyl-2-0xo0-

1,2-dihydropyridine-3-carboxamide
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25

s); 7.49 (1H, d); 6.55 (1H, d); 3.04 (3H, s); 2.13
(3H, s). APCI-M5 nmz: 451 [WH Exanple 1.4
woRM4/0§Pe4ret hyl am no) benzyl | - 6- et hyl - 2- oxo- | - PGF/SEI03/001739
(trifluoromethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
m de 1H NMR (CDC13): 8 9.67 (1H, brs); 8.57 (1H, d);
7.78 (1H, d); 7.71 (1H, t); 349 (1H, s); 7.41 (1H,
d; 7.21 (2H, brd); 6.72 (2H, brs); 6.43 (1H, d); 4.50
(2H, d); 2.91 (6H, s); 2.05 (3H, s). 15 Exanple 1.5

IM (TR SLOH RSPE S 1, &Y 38l7.22 QXL 3hy: 37 (am, 5); 7.15-

| b de 'H NMR
7%%%%%%%645?1& %"gmém%‘?’s? Ilrzg(%?g)?rmoxg;n $ 91 (1H,
ABQI-MB @fr: 4051, 407 [MH8D (1H, t); 7.75 (2H, d); 7.72

(1H, d); 7.45 (2H, d); 7.27 (2H s); 6.62 (1H d);
4.54 (2H, s); 2.02 (3H, s) 20 Exanple 1.6
-2- -

E’f#ﬁfwgg? 0B ethyl-2-0x0-

1.5 0 nHM@i%?a}m@972(1H brs); 8.59 (1H d);
-’7—(%@{-33—(1, 7.72 (IH t); 7.49 (1H s); 7.42 (1H

lmNW(czmclsm 9. m (1}5, bssfa 5581(1H) d); 6.3947 JLEAH, ab)); 74265(2H d); 7.14-

746 Bsb e SR AL, R i @B, A oTOHaEk A By ara. .
Iyl -1,2- di hydropyri di ne-3-carboxam de 'H NVR (CDC13):
8 9.85 (1H, brs); 8.62 (1H, d); 7.81 (1H, d); 7.74

E}(:ﬂnik)letl).zo 7.52 Nlhcrlﬁ)roberé%l%tﬁ&lbherﬂfl)rs-ﬁeaﬁrm&ao 1,2-
(5H, m; 6.47 (IH d); 4.6l (2H 2.08 (3H, s). WO

mméﬁmwa-cmxmosl 001739 61 Exarrpl e 1.8

ARBATbrt  TU L
AP, 2615008 ekl o 0140

(2H, q); 2. 39 (3H, s); 2.13 (3H, s). Exanple 19
N- ( 3- Chl or obenzyl ) - 1- (2-f 1 uoro-5- net hyl phenyl ) - 6- net hy
Exaiplexic2l 1-(3-Bromophenyl)-N-(4-chlorobenzyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide

'H NMR (CDCls): 8 9.86 (1H, brs); 8.55 (1H, d); 7.67-7.64 (1H, m); 7.45 (1H, t); 7.39
(1H, 1); 7.25 (4H, s); 7.17-7.15 (1H, m); 6.42 (1H, d); 4.54 (2H, d); 2.09 (3H, s).
APCL-MS m/z: 431.1, 433 [MH 1.

Example 1.22 1-(3-Bromophenyl)-N-(4-methoxybenzyl)-6-methyl-2-oxo-1,2-

dihydropyridine-3-carboxamide

'H NMR (CDCls): 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 (1H, m); 6.81 (2H, d); 6.40 (1H, d); 4.52 (2H, d); 3.76 (3H,
s); 2.07 (3H, s).

Example 1.23 N-(2,3-Dihydro-1-benzofuran-5-ylmethyl)-6-methyl-2-0xo-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
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1, 2-di hydropyri di ne- 3- car boxam de 1H NVR (CD3CD): 8
8.48 (1H, d); 7.40-7.36 (1H, m; 7.33-7.32 (1H, m;
wQ2@9/073922 (4H, 10 m); 7.20 (1H, dd); 6.62 (1pPCT/8E2003/001739
4.57 (2H, q); 2.39 (3H, s); 2.13 (3H, s). Exanple 1.10
1- (2- Fl uor o- 5- net hyl phenyl ) - N- (4- met hoxybenzyl ) - 6- et h
yl - 2-0xo0- 1, 2-di hydropyri di nét 3-c arboxani de 1H NMWR
(CD30D): 8 8.48 (1H, d); 7.40-7.36 (1H m; 7.27-7.21
(3H, m; 7.02 (1H, dd); 15 6.86 (2H, d); 6.62 (1H,

el . Aty PR 00

| Y, BRIoN@ 4. 5841 16
7'4[&(&? di L‘S’E‘gﬁ@f?’é’?sé?é% car box%ﬁpgmgomﬁdmj?cm( )qn) >

(218t923@6(3}1-,|,s)brs) 8.54 (1H, d); 7.45 (1H, t); 7.23
d); 7047401 (1H,_m; 680 (2H d); 6 78-6.75

AP@IFMS €970Md1H t); 6.39 (111, d); 4.51 (2H, d);
3.82 (3H s); 3.76 (3H, s); 2.09 (3H, s). APCl-Ms
mz: 379 [ M#] 25 Exanple 1.12

x%h{éﬁ or obe w@aﬁ%&h}im&-rm lyt)2¢- e 0-

E glhhydr opsﬁ?ﬂg‘)%%z-%%g?gg%m de 1H ( 13): 8

(tritRiondthyl) pHengl) 1. BdihSdiopitidity-3-carkokatddé t); 7.30 (1H,

lﬂfﬁf‘gﬁ 6671?%12); %32’9?51@?{ isa%s) %s%iu{lq%éi f'nj,n%y?g 2&3};?75.52 (1H, s);
7 iagb s Ok o554 b o o A58 ot 206 o

"f§641 lotoRenzyl ) - 1- (3- net hoxyphenyl) 6- met hyl - 2- oxo-
) dglbrgydr ogyrl di ne- 3-car boxam de 'H NVR ( CDCL13) :

APK]IG)MSOn(le—BZBVIH)] 8.56 (1H, d): 7.48 (1H, t): 7.28
(4H, 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 (3H s);

Zamxé IJT%;( Il -1 - ﬁiﬂéﬁﬁéq%.%%‘mghgﬁ% &élgqlﬁgs(ﬂjiﬁ@?omethvl)vhenvﬂ_

1.3 dirHidpyHaRRY Edbsxamide ar boxani de

IH{ NMR (CDCly):  9.84 (1H, brs); 8.58 (1H, d); 7.81 (1H, d); 7.73 (1H, t); 7.51 (1H, s); -
743 (1H, d); 7.41 (2H, d); 7.20 (2H, d); 6.46 (1H, d); 4.59-4.49 (2H, m); 2.08 (3H, s).
APCI-MS m/z: 465.1, 467 [MH .

Example 1.26 N-(4-Chlorophenyl)-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyll-

1,2-dihvdropyridine-3-carboxamide
APCL-MS m/z: 407 [MH 1.

Example 1.27 6-Methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1.2-dihydropyridine-

3-carboxamide

APCLI-MS m/z: 297 [MH 1.

Example 2 N-(4-Methoxybenzyl)-6-methyl-2-0xo-1-phenyl-1,2-

dihvdropvridine-3-carboxamide

a) 6-Methyl-2-0x0-1-phenyl-1,2-dihydropyridine-3-carbonitrile
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'H NMR (CDC13): 8 9.99 (1H, t); 8.55 (1H, d); 7.84
(2H, d); 7.53-7.49 (2H, m); 7.46 (1H, 10 d);

wQ@2@8/0739244 (1H, m; 7.14-7.10 (1H, n); 6.44 (1PCT/EE2003/001739

4.72 (2H, brs); 4.64 (2H, d); 2.10 (3H, s). Exanple
1.15

N- (4- Chl or obenzyl ) - 1-( 3-chl or®- 4- net hyl phenyl ) - 6- net hy
| -2-o0xo0- 1, 2-di hydropyri di ne- 3-carboxam de 15 1H NMR
(CDC13): 8 9.93 (1H, brs); 8.56 (1H, d); 7.44 (1H, d);

A S el Syl gl o

arld 1L§-diazabicyclo[2,2,2]octane (0.55 g, 5 mmol) in diethyleneglycol monomethylether
1- (3- Chl or 0- 4- net hyl phenyl § N- (4- met hoxybenzyl ) -6-nmeth

wg$ heatedded251°C, for 3 hh§7 BRGHATONixuIs Was Paritionnd @W@@n 1 H
dlya\%ro;peéb’a@im@ 83) ang H o Isﬂ)ogf amdflé%m(l)l%e Ofﬁﬂljllcl yegfvas

se%%?éedd g«gsléd)%t@%g{gr %d Aﬁl%]fe({ @3& \Q%)ora%:d??hé risdus bvas

cfhbl(ﬂéto@f’dpﬂé@b@ Bitiy4 yisidg ﬁ?t@n@étﬂﬁ@&&ﬂa{b’(@ nylag eRenpafiyiding the title
-1, 25 di hydropyridin car boxam de 1H NWR

c Immng)(%(l%mgoﬁ%)(m brs); 8.58 (1H, d); 7.31-7.24

kgg]ﬂmz@(‘%)sg 76%%ﬁ}£;1§| 72%@% §H4§51§7 ](Efi %@ @éﬁﬂg)dfg 06 (3H, s).
b

6JM&hﬁXZJOX(3® pheﬂyld]! b—)dd’fyﬁ yhdirf&% 8arb<ar[1bﬂe£ @UOdﬁg VIO mmol) was
2004/ 043924 PCT/ SE2003/ 001739 63 1H NWVR (CDC13): 8

digscdged(in 4. 5N sebphuwige geid (mﬂml)dihe miggrewasheatzd to AP0 °@ for7l6 h.

Agtngéog?%}é g% :'sfpﬁmg??n \}v%\%, %% 6te§ 8{5(5 glgl algc)a]'[xw%h 5§/€sod1um
%E Fgl&uéﬁ? The (3ndr et 4 L hdhed Qﬂéﬁed%l%roh'ie&fhn&%&%hdlﬁed to
enzy net hyl - 2-"0xo-

pH 223 diityy avoipydiocdil e @id: dihb axidifiediew dtet PR (abextRctedbrith
9.72 (1H, brs); 8.58 (1H, d); 7.39-7.31 (2H, m); 7.26
dichlarorpgthang, dued, filterpd@nd eyaporyted & gxe theytletpmpeuad ( 1H,

(@%PZ%QH d): 3.79 (3H s); 2.11 (3H, s). 10
NMRIAIREIP S NEYOG (1, (s§ sesmmplawké 381, 1B Yk 2r0a®: é.53 (1H,

2- di h pyridine-3-carboxamd
d); 2.13 (3H, s).

¢)  N-(4-Methoxvbenzyl)-6-methyl-2-0x0-1-phenvl-1.2-dihvdropvridine-3-carboxamide

The title compound was prepared from 6-methyl-2-oxo-1-phenyl-1,2-dihydropyridine-3-
carboxylic acid and 4-methoxybenzylamine by a method analogous to that described in
Example 1 step (d).

"H NMR (CDCls): § 9.87 (1H, brs); 8.56 (1H, brd); 7.52 (3H, m); 7.23 (2H, d); 7.18 (2H,
d); 6.79 (2H, d); 6.40 (1H, d); 4.51 (2H, d); 3.75 (3H, s); 2.04 (3H, s).

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-1-phenyl-1.2-dihydropyridine-

3-carboxamide



10

15

20

25

1H NWR (CDC13): 810.03 (111, brs); 8.56 (1H, d); 7.49

(111, t); 7.36 (111, d); 7.28 (4H, s); 7.02 (21-1,
WwW0I2004043924 (1H, d); 4.61-4.50 (2H, m; 2.75 (2HCT}PE2003/001739

2.09 (3H, s); 1.29 (3H, t). 15 Exanple 1.21

1- (3- Bronmophenyl ) - N-(4-chl or g&gnzyl ) - 6- et hyl - 2- oxo- 1,

2- di hydropyri di ne- 3- car boxa e 1H NWR (CDC13): 8

9.86 (1H, brs); 8.55 (1H, d); 7.67-7.64 (1H, m; 7.45

(1H, t); 7.39 (1H t); 7.25 (4H, s); 7.17-7.15 (111,

1}%%1@“(%%%@%5 431. (llﬁ %'g(mlﬁj h)’ﬁ‘g@’fmﬁ 9‘%3?21‘1 5); 7.18 (2H, d);
641 (BIRNOMSPRHYD) 2)96((3HME)t hoxybenzyl ) - 6 met hyl - 2- oxo- 1

, 2- di hydropyri di ne-3-car boxam de 1H NVR (CDC13): 8
9.74 (1H, brs); 855(1H d) 765763(1H m: 7.44
( 7 d .1

E%% mple %3 (72I3:|8 141%&- -0x0-1,2-

i ﬁ_g)ar 0Zid3H s). Exanple 1.23
of ur an- 5-
1H M(@D@;)h&ne 21 OKa; Brs)l 8:52((1HI, &); y3q@Es Ky 7)ipherys)t 6.78 (2H, s);
2- di hydr opyri di ne- 3- car boxan de WD 2004/ 043924
6@8:1‘1@590@@75(6 789 2.36 A0HIHINMT (BDGD3) : 8 9.70 (1H,
brs); 8.59 (1H, d); 7.79 (1H, d); 7.73 (1H t); 7.50
(1H, s); 7.43 (1H, d); 7.17 (1H, s); 7.05 (1H, d);
E§alﬁ|81e(2’l:$'|' d) A &%Aﬂﬁbsuﬁ’f%nvﬁbe%@vﬁ_l% iéi'ﬁl\etﬂglwhe%yfl)% methyl-2-
(2H, t); (3H Nz 429 [ VHF].
oﬁxﬂmbvdkoﬁ*ﬁicﬁnd\/ﬁichisbloxi’mmeo N-f3 (2- oxogyrrolidi n | -

I}E&Sﬁﬁ%' S, Eék&ﬁggﬁg‘%ﬁr&ﬂ' ezmae&rs]am&ii l@sﬁ,ﬂé)@Hsdb 782 (1H, s);
655 Bt m P!l 42 (9 87 d 1 s <6Z}§ OET A

(6H, m; 2.38 (2H, t); 2.05-1.98 (2H, m): 2.08 (3H,

10 s); 1.86-1.79 (2H m). APCI - |v5 mz: 422 [ML11.

Ekxmaplel24 1. 25 1-(3,5-Dimethylpheny)-N-(4-methoxybenzyl)-6-methyl-2-0x0-1,2-

N-(4- Bronobenzyl ) - 6- met hyl - 2-oxo-1-f3-(trifl uoronethyl
di idine-3-carboxamide

"HNMR (CDCls): § 9.90 (1H, brs); 8.54 (1H, d); 7.24 (2H, s); 7.11 (1H, s); 6.81 (2H, d);
6.79 (2H, s); 6.38 (1H, d); 4.52 (2H, d); 3.77 (3H, s); 2.37 (6H, s); 2.07 (3H, s).

Example 2.5 N-Benzyl-1-(3.5-dimethylphenyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide
'H NMR (CDCls): $ 9.98 (1H, brs); 8.57 (1H, d); 7.36-7.19 (5H, m); 7.13 (1H, s); 6.82
(2H, s); 6.41 (1H, d); 4.61 (2H, d); 2.39 (6H, s); 2.10 (3H, s).

Example 2.6 N-(4-Chlorobenzyl)-6-methyl-1-(3-methylphenyl)-2-0x0-1,2-

dihydropyridine-3-carboxamide

"HNMR (CDsOD): § 8.46 (1H, d); 7.47 (1H, t); 7.36 (1H, d); 7.30 (4H, s); 7.10 (1H, s);
7.06 (1H, d); 6.60 (1H, d); 4.56 (2H, s); 2.42 (3H, s); 2.09 (3H, s).

APCLI-MS m/z: 367 [MH 1.
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1 2-di hydropyridi ne-3-carboxam de 15 1H NVR (CDC13): 5
9.84 (1H, brs); 8.58 (1H, d); 7.81 (1H, d); 7.73 (1H,
WO 2004/04824 (1H, s); 7.43 (1H, d); 7.41 (2H, d)PpCTSRD03/001739
(2H, d); 6.46 (1H, d); 4.59-4.49 (2H, m; 2.08 (3H,
s). APCI-Ms nfz: 465.1, 467f[7 Exanpl e 1.26
N- (4- Chl or ophenyl) - 6- met hyl oxo I -f3-(trifluoronethy
| ) phenyl | - 20 1 2-di hydropyri di ne- 3-car boxam de
APCI - I\/B mz: 407 [ MH]. Exanple 1.27
Efir - 2- OX‘N' 2 SAYLEhARY- O WAy 1-1- (3-methylphenyl)-2-oxo-1.2-

henyl | - ropyriarne- 3-carboxam de
dll‘l\ﬁﬁbmwﬁhmﬁ-z caﬂﬁﬂ] Exanpl e 2

Met hox benzg &6 nmet hyl - 2- oxo- IHp
M(%ﬁb Orfed B0k A4S 18039 (1H, d); 22 @8, @ 7.07 (1H, s);

7G4l 65 I DR BRI o S0 30 G895 241 GHL 9 2.07 G

)PCT/SE2003/001739 65 A m xture of cyanoacetanilide
(0.80 g, 5 mmol), 4-nethoxy-3-buten-2-one (1 g, 10

AR@ﬁhﬂSmﬁnaéi[Mﬁﬂﬁazablcyclo [2,2,2] octane (0.55 g,
5 ' mmol ) in diethyl eneglycol nononethylether was
heated to 125 C for 5 h. The reaction m xture was

ERGapl A o 1 S hiaebSih A Qe T g3 bidh e
dlﬁ%@ﬁﬁ{cﬁgegwaﬁ}aﬁgmmeth vvater dri ed, filtered and

evaporat ed. The resi due was chr omat ographed on silica
1IrIJBTMlg ((Dléjﬂ)]a)‘l & 894615/]IH at)ﬂ &6 ¢l1H, 1) 17)358(3}13 dyes2-7.af f(@idmm@ 10 (1H,
nﬁ—l % ?;H H NVR_(CDC13):
7766 ((114): @50 (HLaD: 36 42y 292 (L AL OUGBHL ob. 22 (111,
d); 2.06 (3H s). b)
6- Met hyl - 2- oxo-| - phenyl -1, 2- di hydr opyri di ne- 3- car boxyl

Ek I\g‘é iath 10 N—(&-Chlorobenzvl) 1-(3-chlorophenyl)-6-methyl-2-0x0-1,2-
thyl - 2- oxo-T-phenyl-172-dr hydropyr 1 dine-3- carbonl t

dlhvdrep‘irﬁﬁﬁb ﬁgarbbxdmIﬂeDI) was dissolved in 2.5M

BN B Gopbee b S DhebsgBar 3R eSpaapeied (om, my:
6§(2 ﬁ?\@tﬁﬁrﬁﬁgﬂﬁ“ I ine wit hh5(|§/l sod|hum hydr oxi de
n was washed wit

AplcpMsnmpﬁgghqnmgm 1. aC| d| fied to pH 2-3 using 2M
hydrochl oric acid. The acidified water phase was

extracted with

Example 2.10 N-(3-Chlorobenzyl)-1-(3-chlorophenyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide

'H NMR (DMSO-dg): 8 9.88 (1H, t); 8.36 (1H, d); 7.59-7.58 (3H, m); 7.39-7.32 (4H, m);
7.25 (1H, d); 6.60 (1H, d); 4.48 (2H, d); 2.04 (3H, s).

APCI-MS m/z: 387.1, 389 [MH .

Example 2.11 1-(3-Chlorophenyl)-N-(4-methoxybenzyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide

'H NMR (DMSO-dg): § 9.73 (1H, t); 8.34 (1H, d); 7.56 (2H, d); 7.34-7.31 (1H, m); 7.19
(2H, d); 6.85 (2H, d); 6.58 (1H, d); 6.60 (1H, d); 4.38 (2H, d); 3.69 (3H, s); 2.01 (34, 5).
APCI-MS nv/z: 383 [MH .
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15 di chl oronet hane, dried, filtered and evaporated to
give the title conpound (300 ng, 929 . 1H NWR

W@ G@hdp24 8 13.96 (1H, s); 8.50 (114, d); 7.59rCBbE20nd/001739
7.23 (214, dd); 6.53 (1H, d); 2.13 (3H, s). c)
N- (4- Met hoxybenzyl ) - 6- met hyl - 2- oxo-| - phenyl -1, 2- di hydr
opyri di ne- 3- car boxam de 20 e title conpound was
prepared from
6- met hyl - 2- oxo- I-phenyl-1,2-dihydropyridine-3-

ESRLBR ¢ 2C el frPRI NORYDEREY)RE G, (o By

na ogous tot . 1H

)'lc%r& Tatnbib RS befzcae (111, brd); 7.52
. 6.79 (2H, d);
PBNNH{(H?MSC&%)

d);
%P «12140 6)36 (3H78); (7:9112H3911 7@0@’45@ 3311 m); 7.41
conpoun

OB T 85 AR gﬁadagb“?@@rg Dt Fosia S,
2.1
A'EF?%CEY%r‘lggénzyﬁ;(agpngt hyl - 2- oxo- 1 - phenyl - 1, 2-di hydr o

ridi ne- 30 3-carboxam de WD 2004/ 043924
PCT/ SE2003/ 001739 66 1H NVR (CDC13): 5 9.96 (1H, s);
Eﬁalﬁple(m d); -(3BEhlompheiy] 2-8-mhethiyl-Zpxo-1,21@ih ridin-3-

41 11 4 .54 (2H, d); 2.06 (3H, }
1 ) ¢ e’fh(ij enzoic aci(g ) ( 2

R DA D P s 507

(3@10@@ '3)39 (@Hl&) @38(7135 (81LH $1); G%OFQ?H( cl)H4 5(@)(21{7@1)2@ 0(4”('3![—1 s).

A?QHMSjynlz 239@ H+ s) 2 07 (3H s) Exanpl e 2. 3
N- (4- (Am nosul fonyl ) benzyl | -1-(3, 5-di met hyl phenyl )-6-m
et hyl - 2- 10 0x0- 1, 2-di hydropyri di ne- 3- car boxam de 1H

E%%\ﬁ)fy% ( 2H 81193 éf}ar{o L)Elen@ ﬁll(cvglo%%f§¥ﬁ)6i$Zthgﬁ%%§Hl1,2—

. IZ X X .
dlﬁ'ldﬂopﬁidlné3%8ﬂio%himc&) 4 62 (211, d); 2.36 (6H s);
2.09 éSll s). Exanple 2.4
ARCEH! nﬂ@é@lﬁmﬂenyl) N- ( 4- met hoxybenzyl ) - 6- net hyl - 2-
oxo-1, 2- 15 di hydropyri dl ne- 3- car boxam de

Example 2.15 1-(3-Cyanophenyl)-N-(2-furylmethyl)-6-methyl-2-0x0-1.2-

dihvdropyridine-3-carboxamide
APCI-MS m/z: 334 [MH .

Example 2.16 1-(3-Cyanophenyl)-6-methyl-2-0x0-N-(pyridin-3-ylmethyl)-1,2-

dihvdropvﬁdine—3-carboxamid_e
APCI-MS m/z: 345 [MH].

Example 2.17 N-Benzyl-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-dihydropyridine-

3-carboxamide
APCLI-MS m/z: 344 [MH1.
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1IH NVR (CDC13): S 9.90 (1H, brs); 8.54 (1H, d); 7.24

(2H, s); 7.11 (1H, s); 6.81 (2H d); 6.79 (2H, s);
wG288/0§3p24, d); 4.52 (2H, d); 3.77 (3H, s); 2.BCT/fBHY3/001739

s); 2.07 (3H, s). Exanple 2.5

N- Benzyl - 1- ( 3, 5- di net hyl phenyl ) - 6- et hyl - 2- oxo-1, 2 20

di hydr opyri di ne- 3- car boxam dé91H NVR (CDC13): 8 9.98

(1H, brs); 8.57 (1H, d); 7.36-7.19 (5H m; 7.13 (111,

s); 6. 82 (211, s); 6.41 (111, d) 4.61 (2H d); 2.39
E)&G ( .. EX
12—%11h '&ﬁf&tﬁ@é’rbbﬁdﬁﬁe?’ car boxam de

); 7.47(1H,t); 7.36(1H, d);

ARCBYSHIIZ: §)7()TMIDG:LH s) 7.06 (1H d); 6.60 (1H, d);

4.56 (211, s): 2.42 (3H, s); 2.09 (3H, s). APC-MS
mz: 367 [MH+]. WD 2004/ 043924 PCT/ SE2003/ 001739 67

I
Eﬁ'{'ﬂel\ipﬁoxyb
dikvdo ([Méiggﬁwok%[}p@ 3 car boxam de 1H NWR (CDBCD) 6
_'BIZFEB%FF @) 7,44 (1H t): 7.33 (1H d); 7.22 (2H
AE(jJI—M?SﬁVZ@JZH-I[l\/H-)] 7.03 (1H, d); 6.84 (2H, d); 6.58

(1H, d); 4.49 (2H, s); 3.74 (3H s); 2.41 (3H, s);
2.07 (3H, s s). APCl- I\/B mz: 363 [M—|+] Exarrple 2.8

E%ﬁsﬁ%dr opyr

()
()
X \ SUL) .
dlﬁvcﬁ@p&rmeg)oar%x%ic(em t) 735 (1M d); 7.32-7. 21
m,; 7.10 (IH s); 7.06 (111, d); 6.60 (1H d
AECI}MSM 434 [MH 42 (3H s); 2.09 (3H, s). Exanple 2.9
N- (4- Chl or obenzyl ) - 1- (3- chl or ophenyl ) - 6- et hyl - 2- oxo- 1
, 2- di hydropyri di ne-3-car boxam de 15 'H NWR ( DMSO- d6):

Eganggl%gz %H( o1 i D mneﬂwl 2-0x0-12-

dlﬁ‘;%di'op“ﬁﬂdm@@@arﬁ\zﬁaﬂﬂc!é 1387. 1, 389’[NH+] Exampl e 2,10

N- (3-Cnhl or obenzy] ) - 1- (3-chl or ophenyl ) - 6- et hyl - 2- oxo- 1
AI,’Q}-MS m/z: 404 [MI-}/
Example 2.22 1-(3-Cyanophenyl)-N-(3.4-dimethoxybenzyl)-6-methyl-2-0xo0-1,2-

dihvdropvridine-3-carboxamide
APCI-MS m/z: 404 [MH .

Example 2.23 1-(3-Cyanophenyl)-N-[(1-ethylpyrrolidin-2-yhmethyl]-6-methyl-2-

oxo0-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 365 [MH 1.

Example 2.24 N-(4-Chlorobenzyl)-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-

dihvdropyridine-3-carboxamide
APCI-MS m/z: 378 [MH 1.

Example 2.25 1-(3-Cyanophenyl)-N-(4-methoxybenzyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide
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20 di hydropyri di ne- 3-car boxam de 1H NVR (DMSO-d6): 6

9.88 (1H, t); 8.36 (1H, d); 7.59-7.58 (3H, m;
wQ@289/073932 (4H, m; 7.25 (1H, d); 6.60 (1H, dpCT/4E2083/001739

(2H, d); 2.04 (3H, s). APCI-M5s nmfz: 387.1, 389 [ MH]

25 Exanmple 2.11

1- (3-Chl or ophenyl ) - N (4- net h<7>9ybenzyl ) - 6- et hyl - 2- oxo-

1, 2- di hydropyri di ne- 3-car boxam de 1H NVR (DVSO-d6): 6

9.73 (1H, t); 8.34 (1H, d); 7.56 (2H, d); 7.34-7.31

7 H d): 6.85 (2H, d); 6.58 (1H, d);
A%é’e*ﬁ%’# 33%?1\42{438 (2H, d): 3.69 (3H, s); 2.01 (3H,
s). APCI-Ms mz: 383 [MH]. 30 WD 2004/ 043924
PCT/ SE2003/ 001739 68 Exanple 2.12 Methyl 44({
ExdmpR-226 or op En$10hlGoherzyi)l 1-(3-cyenophenyl)-6-methyl-2-0xo-1.2-

d| hydr oyrl d| n- 3-yl |l carbonyl | am no)net hyl | benzoate
: DAL, 92 (1H, t); 8.36 (1H, d); 7.91

55 (3H m; 7.41 (2H, d); 7.38-7.35
A%%EM%V 637281\4(7{1 4.56 (2H, d); 3.83 (3H, s);
2.04 (311, s). 5 APCI MBS mz: 411 [ MH]. Exanple 2.13
44({
ExdmpR-221 or ophk(3 hig 1l
i l1¢ rb%nyl I am no) net hyI I ben20| ¢ acid 1H NVR
cuSlelre s AOPXGPUAC H  prs); 9.91 (1H, t); 8.36
235 $812H d); 7.59-7.58 10 (3H m; 7.39
A%%:%N}Sfﬁ % 335 (11-1, nm); 6.60 (1H, d); 4.55 (2H,
204(3H s) APCl - M5 nfz: 397 [ MH]. Exanple
2 14
Examﬁh@%ophe | : apt dhyh:-Ghpéthgl-2rero-1.2-
di. dro r|d| ng: 3- carboxam de 15 APCl - MBS m z: 350

Ai’C Q(/igp 1) N- (2-furyl met hyl ) - 6- et hyl - 2- oxo-1, 2
giﬁ ropyri gﬁge 3-carboxam de APCI-Ms nfz: 334
[MH]. 20

Example 2.29 1-(3-Cyanophenyl)-N-(3-methoxybenzyl)-6-methyl-2-oxo0-1,2-

dihvdropyridine-3-carboxamide
APCI-MS m/z: 374 [MH 1.

Example 2.30 1-(3-Cyanophenyl)-6-methyl-2-oxo-N-(pyridin-4-ylmethyl)-1.2-

dihvdropyvridine-3-carboxamide
APCI-MS m/z: 345 [MH 1.

Example 2.31 1-(3-Cyanophenyl)-N-[2-(3.4-dimethox yphenyl)ethyl]-6-methyl-2-

o0xo0-1.2-dihvdropyridine-3-carboxamide

APCI-MS m/z: 417 [MH ].

Example 2.32 1-(3-Cyanophenyl)-6-methyl-N-[2-(1-methylpyrrolidin-2-yDethyl]-

2-0x0-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 365 [MH 1.
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Exanple 2. 16
1- (3- Cyanophenyl) - 6- et hyl - 2- oxo- N- (pyri di n- 3-
wo 2004)04302£- di hydr opyri di ne- 3- car boxam de APCI p¢/BS1NI083/001739
345 [MH]. 25 Exanple 2.17
N- Benzyl -1 - (3- cyanophenyl ) - 6- met hyl - 2- oxo- 1, 2- di hydr op
ridi ne- 3-carboxam de APCI - I\/E'L7 mz: 344 [ MH1. WO
2004/ 043924 PCT/ SE2003/ 001739 69 Exanple 2.18 1-
3- Cyano

heni;WZ 3-di i
oyr i diffre=-3=<¢&r b

den- 1oy - B 0Bt A
15@%%&&el§c&rb6§a&enophenyl ) - N ( 2- et hox

~byenzvl)-6- methyl - 2-oxo- 1, 2-

AEIChMB’nMrSBﬂl[NH{Ii car boxam de APCI-MS ml z: 374 [ MH].
Exanpl e 2. 20
1- (3- Cyanophenyl ) - 6- net hyl - 2- oxo- N- ( 3, 4, 5-t ri met hox

Benz Iygg:ﬂ% 1, 2- M%%%ﬁéﬁﬁ ﬁox aﬁp&)-(gvnrldqg-z-vlethvl)-l,z

dlﬂ%ars%@_m@@mamme(z 5- di et hoxy. b

-met hyl - Z2-oxo-1, 2-
ABCRMEB oyw 3i58I[NMEH 3- car boxam de 15 APCI-MS ni z: 404
[ MH#]. Example 2.22
1- (3- Cyanophenyl ) - N- (3, 4-di met hoxybenzyl ) - 6- net hyl -

2-0
xo 15 ?2 %I hydMorog’henvﬁet% ﬁrT-%‘?C\'I%E%Hel\r{sl)[g-ﬁfeth%gé-oxo-
12&%&%‘&9&8&%&%@%&1@% ethyl pyrrolidin-2-yl)nmethyll-6

-methyl'-2- oxo- I, Z-di hydr opyri di ne- 3- car boxam de
AE@CMWZW?’QZ [8BE JIMH#+]. 25 Exanple 2.24

N- (4- Chl or obenzyl ) - 1- (3- cyanophenyl ) - 6- net hyl - 2- oxo- 1,

2- di hydropyri di ne- 3- car boxam de

Example 2.36 1-(3-Cyanophenyl)-N-[2-(2-methoxyphenylethyl]-6-methyl-2-0x0-
1,2-dihvydropyridine-3-carboxamide
APCI-MS m/z: 388 [MH 1.

Example 2.37 N-[2-(2-Chlorophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-oxo-

1.2-dihydropyvridine-3-carboxamide
APCIL-MS m/z: 392 [MH .

Example 2.38 1-(3-Cyanophenyl)-N-[2-(3-methoxyphenyl)ethyl]-6-methyl-2-0x0-

1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 388 [MH 1.

Example 2.39 1-(3-Cyanophenyl)-N-[2-(4-fluorophenyl)ethyl]-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide
APCI-MS m/z: 376 [MH 1.

Example 2.40 1-(3-Cyanophenyl)-N-[2-(2 4-dichlorophenyl)ethyl]-6-methyl-2-

0x0-1,2-dihydropyridine-3-carboxamide
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APCl - M5 nfz: 378 [ MH] Exanple 2.25
1- (3- Cyanophenyl ) - N- (4- met hoxybenzyl ) - 6- net hyl - 2- oxo- 1
WO 200488924 hydr opyri di ne- 3- car boxanm de WD 2004/ PABS22003/001739
PCT/ SE2003/ 001739 70 APCI-Ms niz: 374 [ MH#]. Exanple
2.26
N- ( 3- Chl or obenzyl ) - 1- ( 3- cyanofhenyl ) - 6- net hyl - 2- oxo- 1,
2- di hydropyri di ne-3-carboxam de s APCI-M5s mz: 378
[ MH#]. Example 2.27
¥ 6- et hyl - 2-oxo-N-(thien-2- |y nmeth
A%?I%Iﬁéﬁydr ogy% i ne- 3- car boxam de APCI-M5s m z: 350
[ MH#]. 10 Exanple 2.28
1- (3- Cyanophen, l am - N- (cycl oprop
Ekgmipld 34t} - 6- melABHCyanapbenill)-A-[2-(3-fluorophenyl)ethyl]-6-methyl-2-0x0-1,2-

di hydr opyri di ne- 3- car boxam de APClI-MS m z: 308 [ MH].
dihgdippyreine-3scapEpxamide

N—(3 met hoxybenzyl ) - 6- met hyl - 2- oxo- 1
Aiagﬁig%dr oijIchil he- 3- car boxam de APClI-MS m z: 374
[ MH] . Exarrpl e 2.30
1- (3- Cyanophenyl) - 6- net hyl - 2- oxo- N- (pyri di n-4-,
Ekamble 242- 20 HHIhr@yamgphenyl)-NeF23¢2cfdroptamnytiethAR@-mbthyl-2-0x0-1,2-
n12 345 [I\/I—H]. Exanple 2.31
di iZ AIREG 2- (3, 4- di net hoxyphen |y

+.2-
oxoll{ébn/ Mﬂ% ri di ne- 3- carboxam de 25 APCl - M5 ni z:
417 [ MH] Exan'pl e 2.32
1- (3- Cyanophenyl ) - 6- et hyl - N- (2- (1- et hyl pyrrol i di n- 2-
Elxgupp)ee’l 1| - 21-63Cyanchhdin ¥l y-N-@peyciatiern -t sl diby¥a6idethyl-2-oxo0-

APCl - M5 nf z: 365 [ MHH] 30
1.2-dihydropyridine-3-carboxamide

APCI-MS m/z: 362 [MH 1.

Example 2.44 N-[2-(4-Bromophenyl)ethyl]-1-(3-cyanophenyl)-6-methyl-2-0x0-

1,2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 438 [MH 1.

Example 2.45 N-(3-Bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-

dihvydropvridine-3-carboxamide
APCI-MS m/z: 424 [MH 1.

Example 2.46 N-(4-Bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-

dihvydropyridine-3-carboxamide
APCL-MS m/z: 424 [MH].

Example 2.47 N-(2-Bromobenzyl)-1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-

dihvydropyridine-3-carboxamide

APCI-MS m/z: 424 [MH 1.
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WD 2004/ 043924 PCT/ SE2003/ 001739 71 Exanple 2. 33
N-f 2- (3- Chl orophenyl )ethyl | -1-(3_cyanophenyl) - 6- net hyl
WO 200003924, 2- di hydr opyri di ne- 3- car boxam de APQPeVEEIUHF001739
392 [MH]. 5 Exanple 2.34
1- (3- Cyanophenyl ) - 6- et hyl - 2-.0xo- N- ( 2- pyri di n- 2-
| ~yl')-1,2- dihydropyridi ne-3-carboxam de APCI-M5 m z:
359 [ M#]. Exanple 2.35
N-[ 2- (4- Chl orophenyl ) et hyl | -1 -(3-cyanophenyl) - 6- net hyl

Eﬁ%g?lé%%@-? M14,+ fr_-@ﬁ-@,@ﬁﬂ?tvn@r@ afhaROXAP i AthetyR)-6-methyi-
2-bx6-3; 1lihndoberding-3Nafbxavidet hoxyphen

L1 -6-methyl - 2- oxo-
Akcil\’éﬁﬂ’%l 3§B§£W@I|Jne 3-carboxami de is APCI-Ms mlz: 388
[ MVH]. Exanple 2.37 N-f2-(2-Chlorophen, ly
yethyll-1-(3-cyanophenyl)-6-net hyl - 2- oxo-

%ﬁﬂ@wﬂr opyrj Fg éga%gﬁéﬁ\ﬁ% AR R MR 1By 3P 8x0-1.2-
Mg@@mﬁmmmme[z (3- net hoxyphen, |y

| - 6-neth 2- 0xo0-
Aﬁ(‘%&% WAPepy +|'ne 3- car boxani de APCI-MB nfz: 388
[I\/I—H] 25 Exan'pl e 2.39
1- (3- C-anophenyl ) -N-[2-(4-fl uorophenyl)ethyll-6-nethyl
Eg%gﬂié?éo] 2- dgﬁgﬁg?%}dgﬂl@fﬁ %&ﬁl@@-@%ﬂﬁhﬁ%‘é&h&@z&é 1.2-
_hmmr_t!Lé-B-NabexélﬁJdé di chl orophen 1 yl1l1-6-nmeth 2- so

di ri di ne-3-carboxam de WO 2004/ 043924
Aﬁéﬁ%@é@é’@é%gﬁg 72 APCI-MB m z: 426 [MH]

Example 2.51 1-(3-Cyanophenyl)-N-(2-ethoxybenzyl)-6-methyl-2-ox0-1.2-

dihydropvridine-3-carboxamide
APCI-MS m/z: 388 [MH].

Example 2.52 1-(3-Cyanophenyl)-6-methyl-N-[4-(methylsulfonyl)benzyl]-2-0x0-

1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 422 [MH].

Example 2.53 1-(3-Cyanophenyl)-6-methyl-N-(3-methylbenzyl)-2-0x0-1,2-

dihydropyridine-3-carboxamide
APCI-MS m/z: 358 [MH].

Example 2.54 1-(3-Cyanophenyl)-N-(4-fluorobenzyl)-6-methyl-2-0x0-1,2-

dihydropvyridine-3-carboxamide
APCI-MS m/z: 362 [MH .

Example 2.55 N-(1.3-Benzodioxol-5-ylmethyl)-1-(3-cyanophenyl)-6-methyl-2-

0x0-1,2-dihvdropyridine-3-carboxamide
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Exanple 2.41
1- (3- Cyanophenyl) - N-[ 2- (3-fl uor ophenyl) et hyl | - 6- net hyl
WO 200003924 2- di hydr opyri di ne- 3- car boxam de 5 ARC/SR4803/001739
mz: 376 [MH] Exanple 2.42
1- (3- Cyanophenyl ) -N-[ 2- (2-f | uor ophen
I1)ethyll-6-methyl - 2- oxo- 1, 2-74
di hydr opyri di ne- 3- car boxani de APClI-Ms niz: 376 [ MH ]
10 Exanple 2.43

ARk FEHRLABRRG (L et oot e 1y

2-di hydropyri d| ne- 3- car boxam de APCI-MS m z: 362
[MH]. is Exanple 2.44

Earhple(2456 oo pha@lreiphan y1)-N- 23+ dighloegiery)-5-rhethplt hgke-1.2-
_2 OXO- . 1 2-di hydr opyri di ne-3-car boxam de APClI-M5 m z:

1- (3- cyanophenyl ) - 6- et hyl - 2- oxo- 1, 2
Aﬁbé?f“%ﬂ%?ggm%. ne- 3- car boxam de APCI-M5 m z: 424
[ MH]. Exanple 2.46
N- (4- Br omobenzyl ) - 1- ( 3- cyanophenyl ) - 6- net hyl - 2- oxo-1, 2

Exarﬂbl& 2.8 opyr ildi mévﬁmhﬁbﬂ)@énﬁdbvl%( 2mteth Whenayh):2-édst1.2-

\WArop BRGERg APOEKAMIAE 3- cyanophenyl ) - 6- net hyl - 2- oxo-1, 2
%@%‘% 8 ]g@_&j car boxam de APClI-MS m z: 424 [ MHH].
ARG Aok PCT/ SE2003/ 001739 73 Exanpl e 2. 48
1- (3- Cvanophenyl ) - N- (3, 4- di hvdr o- 2H pyr an- 2- vl net hvl ) -

6- net hyl - 2-oxo-1, 2-di hydropyri di ne-3-c ar boxami de
E)ﬁﬂﬁﬁplel\ﬁsri z: 36@-Chatepherty] ENai3p-difotbenzyl)-6-methyl-2-ox0-1,2-
éIB Cvano henyl )-6-methyl -N-(4-nmeth | benzyl)-2-o0xo0-1
diby opvndme -carboxamide

APCI-MS m/z: 380 [MH I

Example 2.59 1-(3-Cyanophenyl)-N-(3.4-dichlorobenzyl)-6-methyl-2-0x0-1.2-

dihvdropvridine-3-carboxamide
APCI-MS m/z: 412 [MH 1.

Example 2.60 1-(3-Cyanophenyl)-6-methyl-N-[(5-methyl-2-furyl)methyl]-2-0xo-

1.2-dihvdropyvridine-3-carboxamide
APCI-MS m/z: 348 [MH 1.

Example 2.61 1-(3-Cyanophenyl)-6-methyl-2-0x0-N-1,2.3 4-tetrahydronaphthalen-

1-y1-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 384 [MH 1.

Example 2.62 1-(3-Cyanophenyl)-N-(2,3-dimethoxybenzyl)-6-methyl-2-0x0-1.2-

dihvdropvridine-3-carboxamide
APCI-MS m/z: 404 [MH 1.
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di hydr opyri di ne- 3- car boxanmi de APClI-MS nfz: 358 [ ML11
Exanpl e 2.50 1-(3-Cvanophenyl)-6-nethyl-N(1-naphth
WO pwttloyior4 2- oxo-1 2- i o0 di hydroyri di ne- 3- car bOREISE®03/001739
APCl - M5 nfz: 394 [ MH]. Exanple 2.51
1- (3- Cvanophenyl ) - N- ( 2- et hoxybenzyl ) - 6- met hyl - 2- oxo- 1
2- di hydropyri di ne- 3-car boxamXe is APCI-MS mz: 388
[ MH]. Exanple 2.52
1- (3- Cvanophenyl) - 6- net hyl - N-[ 4- ( net hyl sul f on

ERBRBIASS - 2 O B1-ufidnOal ROM <. RS e SRIRP @ IR0 oxo-1.2-

dihyddpi¥anenhemaxhméderet hyl - N- ( 3- net hyl benzyl) - 2- oxo- 1
2- di hydopyri di ne- 3-car boxam de APCI -MS m'z: 358
APVHMS 25 4044MiL d. 2. 54
1- (3- Cvanophenyl ) - N (4-fl uorobenzyl)-6-net hyl - 2- oxo-1
2- di hydroQyri di ne- 3- car boxam de APCI-M5 m z: 362
E%ief@fnpl e 12- ?— gpheny)-N-[1-(4-fluprophenyl)ethyl]-6-methyl-2-0xo0-1.2-

enzodi =
diBp@BhaNhe-3 EafBikBNide2- 30 oxo- 1, 2-di hvdro
ridine-3-carboxam de WO 2004/ 043924 PCT/ SE2003/ 001739
ARGI-MPavz: 6 iV 1388 [ Me] Exanpl e 2. 56
1- (3- Cyanophenyl ) - N- (2, 4-di chl or obenzyl ) - 6- net hyl - 2- ox
0-1, 2- di hydropyridi ne-3-c arboxamde 5 APCI-MS m z:

. Ex
E’?J'%B,{eg aE]nophe - < 2
1.2-ditgjdryrslieimer 3-giBexanigar boxam de APCI-MS niz: 358
VHH
CI-I\/}S m/z: 392 [MH .

Example 2.66 1-(3-Cyanophenyl)-N-~(2,5-difluorobenzyl)-6-methyl-2-0x0-1,2-
dihydropyridine-3-carboxamide
APCI-MS m/z: 380 [MH 1.

Example 2.67 1-(3-Cyanophenyl)-N-(2,3-dihydro-1-benzofuran-5-ylmethyl)-6-

methvl-2-0x0-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 386 [MH .

Example 2.68 Methyl 4-[({[1-(3-cyanophenyl)-6-methyl-2-0x0-1,2-dihydropyridin-

3-yl]carbonyl }amino)methyl]benzoate

APCI-MS m/z: 402 [MH 1.

Example 2.69 1-(3-Cyanophenyl)-6-methyl-2-ox0-N-(4-phenoxybenzyl)-1,2-

dihvdropvridine-3-carboxamide
APCI-MS m/z: 436 [MH 1.

Example 2.70 1-(3-Cyanophenyl)-N-[(18)-2,3-dihydro-1H-inden-1-yl]-6-methy]-2-

0x0-1,2-dihydropyridine-3-carboxamide
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10 Exanple 2.58
1- (3- Cyanophenyl ) -N- (3, 4-di fl uorobenzyl) - 6- net hyl - 2- ox
W@2@4/2439%4 hydr opyri di ne- 3- car boxanm de APCl - M5 PCZSEBR88001739
[ MH] 15 Exanple 2.59
1- (3- Cyanophenyl )-N-(3,4-dic robenzyl ) - 6- et hyl - 2- ox
0-1,2- dih pyridine-3-carboxam de APCI-M5 mz: 412
[ MH]. Exanple 2.60
1-(3- QIanophenyIl 6- met hyI-I\I—[(5-msth, I
ARy bys:mgohybir-12- oxo- 20
1, 2-di hydr opyri d| ne- 3- car boxam de APCl - M5 nfz: 348
[ MH]. Exanple 2.61
1- (3- Cyanophenyl ) - 6- net hyl
Ew%p g’éh P Cs orirlng
VB,

2- 0XO0- I\I-l 2 3, 4 tetrahydron

Exarrpl e 2. 62
, 3- di net hox
ADPEr-¥AS mz: bW ;oxo- 1, 2- di hydropyridine-3-c

arboxam de APCI-NS nfz: 404 [ MH+] 30 WO 2004/ 043924

PCT/ SE2003/ 001739 75 Exanple 2.63

1-(3- anophen I - N- (3, 5-di net hox

%/ - met e,nxm 6-methyl-N-[(5-methylisoxazol-3-yl)methyl]-2-

car box%m de APCI-M5 nmlz: 404 [ MHH]

E%‘@nw

r|d1ne§

ABODRPMEERYS: )349I-[ *g4 fl uorophenyl ) et hyl | - 6- net hyl - 2- oxo-
1, 2- di hydropyri di ne- 3-car boxam de APClI-M5 m z: 376

[I\/I—H] Exanple 2.65 N-f
I -(4 Chl or ophenyl )ethyl I -1 -(3- C\éanophenyl ) - 6- et hyl -
Expmple 231 2. di henyheNA(2, MMMMM

?%% ég%(gl\/l—l-ﬁ! %f %l e 2.d66
; i fl uor obenzyl ) - 6- met hyl - 2- ox

APCILMS m/z: 362 [MH I

Example 2.74 1-(3-Cyanophenyl)-N-(3-furylmethyl)-6-methyl-2-0x0-1,2-

dihydropyridine-3-carboxamide
APCI-MS m/z: 334 [MH 1.

Example 2.75 1-(3-Cyanophenyl)-6-methyl-2-0x0-N-[4-(1H-pyrazol-1-yl)benzyl]-

1,2-dihydropyridine-3-carboxamide
APCL-MS m/z: 410 [MH'].

Example 2.76 1-(3-Cyanophenyl)-6-methyl-2-0x0-N-(4-thien-2-ylbenzyl)-1,2-

dihydropyridine-3-carboxamide
APCI-MS m/z: 426 [MH"].

Example 2.77 N-[4-(Aminosulfonyl)benzyl]-1-(3-cyanophenyl)-6-methyl-2-0xo-

1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 423 [MH™].
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di hydr opyri di ne- 3-carboxam de is APCI-MS m z: 380
[ MH]. Exanple 2.67
waz2qo3nBpanophenyl ) - N- (2, 3- di hydr o- 1 - benzof ur anPGF/gE2083/001739
yl)-6- nethyl -2-o0xo0-1, 2-di hydropyri di ne- 3-carbox am de
APCI - M5 nfz: 386 [I\/I—H] 20 Exanple 2.68 Methyl 4-f({ f
1- (3- cyanophenyl ) - 6- net hyl - 2-©xo- 1, 2- di hydrop ri di n-
3-yl Il carbonyl | am no)nethyll benzoate APCI-M5 ml z: 402
[ MH]. 25 Exanple 2.69

BRI R a

o;EeM“ZFHlE d%o idine- 3 carboxarmde

env , 3-di hydro-1 Hinden-I-yll-6-

AR@EMSBIZ}ZG%@[MH ]dl hpyri di ne- 3- car boxanmi de WD
2004/ 043924 PCT/ SE2003/ 001739 76 APCI-Ms m z: 370
1-(3 ophenyl ) i

Ef(?rggle?/%&l hy dropy ot e

d1§5@rowﬁ'&me x@mAde’ 2

APCIM$yl/2:-384 [dRD-11, 2- di hydr opyri di ne- 3- car boxam de
APCl -MS nmfz: 349 [MH] 10 Exanple 2.73 1-(3-Cyano
henyl )-N-[ (2 5-di nmet hyl -3-furyl)nmethyll-6-neth

Exanpte
oo 3-ENgnophRmL). cw,;sm%yl met hyl ) - 6- met hyl - 2- oxo- 1
2- di hydropyridipne-3-car boxam de

[ VH Exanple 2.71
{10
I-(3-Cvanophenyl ) - 6- et hyl - N-[ (5- et hyl i soxazol -
Rl 256" PPYEAGh AR R R DA AR e 310
APCI-MS m/z: 386 [MH ].

Example 2.81 1-(3-Cyanophenyl)-6-methyl-N-[2-(4-methylphenyl)ethyl]-2-0x0-

1.,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 372 [MH+].

Example 2.82 N-{2-[4-(Aminosulfonyl)phenyl]ethyl }-1-(3-cyanophenyl)-6-

methyl-2-0x0-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 437 [MH 1.

Example 2.83 1-(3-Cyanophenyl)-6-methyl-2-0xo-N-[(1S)-1-phenylethyl}-1,2-

dihvdropvyridine-3-carboxamide
APCI-MS m/z: 358 [MH 1.

Example 2.84 N-(Cyclohexylmethyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenvyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 393 [MH 1.

Example 2.85 N-(2-Furylmethyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihvdropyridine-3-carboxamide




10

15

20

25

30

APClI - M5 nfz: 334 [ MH#] Exanple 2.75
1- (3- Cvanophenyl) - 6- net hyl - 2- oxo- N-[ 4- (1H pyrazol - 1-
wda iwezighd - 20 1, 2- di hydropyri di ne- 3- car boxani BET/SE2003/001739
APCI - M5 nfz: 410 [ M#] Exanple 2.76
1- (3- Cvanophenyl ) - 6- net hyl - 2- oxo- N- (4-t hi en- 2-yl benz
[)-1 2- dihpyridine-3- car boxa®ki de 25 APCI-MS mf z: 426
[ MH] Exanple 2.77 N-[4-(Am nosul fonyl)benzyll-1-(3-c
anophenyl ) - 6- net hyl - 2- oxo- 1, 2-dih
| Qi ne- 3-.car amde APCI-M5 mlz: 423 [MH]. 30 WO
AI%B&&O@%QSZA;@@? E2003/ 001739 77 Exanple 2.78
N-[ 2- (1, 3- Benzodi oxol -5-yl)ethyll-1-(3-cyanophenyl) - 6-
met hyl - 2- oxo- 1, 2-di hydropyri di ne- 3- car boxamn de
ExXnsple ¥867 2. 40QleftVHP-dx oEN-dpyridin3-vifhethyl)-1-[3-
1- (3 C,yanophenyl) 6- met hyl - 2 0XO0- N-(2 th| en- 2-vl et hyl)

Wgﬁ%% N-[2 (2, 4- di met hyl phen 1y

et hyl | - 6-nmet hyl -2- 10

0x0- 1, 2-di hydr opyri di ne- 3- car boxam de APCI-M5 nml z: 386
E;EaMrbﬂe 2687anpl e N2&LDihydro-1H-inden-1-yl-6-methyl-2-0x0-1-[3-

1-(3- QIanophenYlf-G.rret hyI N-[2 (4 met hyl phen |y
trjfdudnginethyl) ph: i . 13 HEHBOAIEES hoxam de 15

m [ MHH] Exarrpl e 2.82

Aﬁﬁ%’%ﬁﬁrﬁ’@ﬁ]f onyl ) phenyl | et hyl }-1-(3-cyanophen

l y) =6- nethyl -2-o0xo0-1, 2-di hydropyri di ne-3-c arboxam de

APCI-I\/IS mz: 437 [MH#] 20
Example 2.88 N-(2-Methoxybenzyl)-6-methyl-2-0xo-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 417 [MH .

Example 2.89 6-Methyl-2-oxo-N-(tetrahydrofuran-2-ylmethyl)-1-[3-

(trifluoromethyl)phenyl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 381 [MH 1.

Example 2.90 6-Methyl-2-ox0-1-[3-(trifluoromethyDphenyl]-N-(3.4.5-

trimethoxybenzyl)-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 477 [MH 1.

Example 2.91 N-(3-Fluorobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 405 [MH 1.

Example 2.92 N-(2,5-Dimethoxybenzyl)-6-methyl-2-oxo-1-[3-

(trifluoromethylphenyll-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 447 [MH 1.
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Exanpl e 2. 83
1- (3- Cyanophenyl ) - 6- et hyl - 2- oxo-N-[ (1S) - 1- phenyl et h,

wo 200dioispes opyri di ne- 3- car boxam de APCI - M5 ni z: PGBSE2003/001739
[ ML1+] 25 Exanple 2.84 N-(C
cl ohexyl met hyl ) - 6- met hyl - 2- ox0- 1- [ 3-
(trifluoromethyl)phenyl| -1, 29di hydropyridine-3-c¢
arboxam de APCI-Ms nfz: 393 [ MH]. Exanple 2.85

I\I-(2 Fur
~V| t.hyl.- . ﬁﬁenil [ 30
%Wopy e 3—cart 7 £3-
(@%%@é@&@%}%&lg?ﬁz d?_t%d{;&st’;ﬁhﬂ@-eirgoxéme[ lVH*] Exanpl e
yl =2Z-,0X0- ridin-3-yl et hyl) -
A](’CIMSmtzréﬁ‘é[ﬂvﬁ‘I Jphenyl | -1 2-di hydropyridi ne 3
-carboxam de 5 APCI-M5s mlz: 388 [ MH] Exanple 2.87 N2
3- Di hydro-1| Hi nden-1-vl - 6-net hyl - 2- oxo- 1-[ 3-

trifl onet , .
l,é-ga' %@?@m% 3g§arb19xamlde
- nzyl)-6-Tet hyI 2- 0x0- 1-[ 3-

APCI—MSM@BEI[]WI Jphenyl | -
2-di hydr opyri di ne- 3-car boxarri de APCI-MS mz: 417
[ MH+]. 15 Exanple 2.89

E)?qrﬁ/ﬁltp%oir g;rg;( m&{)&%df)% rlﬁ%ﬁ‘wl g oxo lyf3> (tnﬂLorometth)DhenVl]-

1§d%!ayaiyﬁamel3ﬂbﬁﬁo§aﬁaeboxam de APCI-MS mfz: 381
[V EXanpl e

ABCIWM Sl z: Z—Zd))EMH]{ 3 (trifluoronethyl)phenyll-N(3,4,5-
20 trinmet hoxybenzyl)-12-di hydr opyri di ne- 3- car boxam de
APCl - VB i z: 477 [I\/I—H] Exanpl e 2.91

)

1.2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 421 [MH 1.

Example 2.97 6-Methyl-2-ox0-N-(thien-2-ylmethyl)-1-[3-(trifluoromethyl)phenyl]-

1.2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 393 [MH 1.

Example 2.98 N-(CyclopropylmethyD-6-methyl-2-0x0-1-[3-

(trifluoromethvyl)phenvyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 351 [MH 1.

Example 2.99 N-(3-Methoxybenzyl)-6-methyl-2-ox0-1-[3-

(trifluoromethvl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 417 [MH 1.

Example 2.100 6-Methyl-2-oxo-N-(pyridin-4-ylmethyl)-1-[3-

(trifluoromethyDphenyll-1,2-dihydropyridine-3-cartboxamide
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25 APCI-M5 nmiz: 405 [ MH]. Exanple 2.92 N (2

5- Di net hoxybenzyl ) - 6- et hyl - 2- oxo- 1-[ 3-
w@ toodfohises onet hyl ) phenyl | - 1, 2- di hydr opyri di ne- BEeT/SE10X@01739

m de APCI-MS niz: 447 [ M#] 30 WO 2004/ 043924

PCT/ SE2003/ 001739 79 Exanple_ 2.93

N-[ (1- Et hyl pyrrolidin-2- yl)mefi(hyll 6- net hyl - 2- oxo-1-[ 3

- (trifluoronethyl)phenyll -

2- dlhydropyrldlne 3-carboxanide APCI - M5 nfz: 408 [ MH ]
A?CEMS'H&/E% ], .

(2-Cnl or obenzyl ) - 6- met hyl - 2- oxo-1-[3-(tri fl uoromet hy

I )phenyl | - 1, 2-di hydropyri di ne- 3- car boxam de APCI - M5

mz: 421 [ MH+] Exanpl e 2 95
Emlpplednll obenbiy2)(3 &-Ti phe ﬂh 1136 fetti il {2uanon beEd-hy

r "éinethyfué 0X0- i'[3 (trifluoronethy
AP’Cﬁ %a%&y&%} 424@ M%f]hy

l') phe dropyri di ne- 3-car boxam de is
APCI - N5 niz 421 [MH ]. Exanple 2.97

| - 2- oxo- N-(th| en- 2 yI nmet hyl ) - 1- [3 (trlfluororret
wynpbﬁgh@a|- INA 2+ oxypheulylyeshy ) xie 1

E
i

Ap@;Mg HﬂiQﬁ‘i Mﬁ‘)]phenvl | - 1 2- di hydropyrl di ne- 3- car boxa
mz: 351 [ MH#]. 25 Exanple 2.99

N—(3 thhox benzyl ) - 6- met hyl - 2- oxo- 1-[ 3-
(trlfluoroneth | ) phenvl | -1, 2-di hydropyri di ne- 3- car boxa
Example 2213 - vs thyl ProfoMH(P-phenylethyD)-1-[3-(trifluoromethyl)phenyl]-

1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 401 [MH'].

Example 2.104 6-Methyl-N-[2-(1-methylpyrrolidin-2-yl)ethyl]-2-0x0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 408 [MH 1.

Example 2.105 N-[2-(3-Chlorophenyl)ethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethylphenyl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 435 [MH 1.

Example 2.106 6-Methyl-2-0x0-N-(2-pyridin-2-ylethyl)-1-[3-

(trifluoromethyl)phenvyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 402 [MH'].

Example 2.107 N-[2-(2-Methoxyphenylethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenvl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 431 [MH'].
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Exanpl e 2. 100 6- Met hyl - 2-oxo- N-(pyridin-4- |~yl)-1-[3-
30

w@ toodfohises onet hyl ) phenvl | - 1, 2- di hydr opyri di ne- BeT/SE10X@01739

m de WD 2004/ 043924 PCT/ SE2003/ 001739 80 APC - M5
mz: 388 [ MH]. Exanple 2.101
N-[ 2- ( 3, 4- Di net hoxyphenyl ) et B}l | - 6- et hyl - 2- oxo- 1-[ 3-
trifluoronethyl)phenyll-1,2-di hydropyridine-3-c
arboxam de s APCI-M5 nfz: 461 [ MH] Exanple 2.102

6- -

E’('\ali'{‘i%ﬁ _
trifhycodl

e Z.
AB(—I]VMSusz:ZBﬁ*NHﬁ-]( 2-phenyl ethyl)-1-[3-(trifl uoronethyl
) phenyl | - 1, 2-di hydr opyri di ne- 3-car boxam de APCI - M5
rriz 401 [ M. 15 Exanple 2.104

E}fagn e'}yiogN [ 2- 1\(1]rz ?’f‘i\ﬁ‘é{hcﬁc\’vpﬁé’r'n)n%'thv1126 ¥ne1hvt1- Yilo- f;?Xo 1-

431

0 anpr e
APELEmKﬁmﬁthqhﬂhenyl)ethylI-6 met hyl - 2- oxo- 1- [3- 20
(trifluoronmethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
mde APCI-M5 mz: 435 [ M#] Exanple 2.106

Eyga;lpwfltp [ ghg?ﬁg%g%ﬁ;%_qvﬁaﬁvﬁ%h&eﬁwl 5.086-1-13-

(tl%'h?dwu{'mg ¥ﬁé1ﬂz'11”?2 %mﬁm&%amedﬁca%ofﬁ% MBS mlz: 402

[ VH)

ABEIMS(WZNH&B(EWbﬂenyI ) et hyl | - 6- met hyl - 2- oxo- 1-[ 3-
(trifluoromethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
mde APCI-MS mz: 431 [ MH]. 30 WO 2004/ 043924

Exam/ ISFZZqusl 00]13?? (2.4-Dichlorophenyl)ethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethvl)phenvl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 469 [MH .

Example 2.112 N-[2-(3-Fluorophenyl)ethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenvyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z:419 [MH'].

Example 2.113 N-[2-(2-Fluorophenylethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenvl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 418 [MH'].

Example 2.114 N-(2-Cyclohex-1-en-1-ylethyl)-6-methyl-2-0xo0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 405 [MH 1.

Example 2.115 N-[2-(4-Bromophenylethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethvyl)phenyl]-1,2-dihydropyridine-3-carboxamide
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81 Exanple 2.108
N-[ 2- (2- Chl or ophenyl ) et hyl | - 6- net hyl - 2- oxo- 1 - [ 3-
wQ toodfohises onet hyl ) phenvl | - 1, 2- di hydr opyri di ne- BeT/aE1»0X@01739
mde APCI-MS nmlz: 435 [M#]. s Exanple 2.109
N-[ 2- ( 3- Met hoxyphenyl ) et hyl | g P- nmet hyl - 2- oxo- 1-[ 3-
(trifluoronethyl)phenvll-1,2-"di hydropyri di ne-.3-car boxa
mde APCI-M5 mz: 431 [ MH#] Exanple 2.110
N-[ 2- (4- Fl uorophen |y )ethyll-6-nmethyl-2-o0xo0-1-[3- io0
APOIMSIW@pme[u\mT]) phenyl | -1, 2-di hydr opyri di ne- 3- car boxa
mde APCI-Ms niz: 419 [ M#] Exanple 2.111
N-[2-(2,4-Di chlorophen |y )ethyl | - 6- met hyl - 2- oxo- 1-[ 3-
(trifluorometh I) henvl | -
Examplg 21 opy r 0MetBYI22-0%0-Dh

dphenyloipl-If3- 1y 2: 469

Ap@mqglmy@rmmﬁ) phenvl I - 2-di hydr opyri di ne- 3- car boxa
m de APCI-MS nfz:419 [N+H] 20 Exanple 2.113

N-[ 2- (2- Fl uor ophenyl ) et hyl I - 6- net hyl - 2- oxo- 1-[ 3-

(trifluoromethyl)phenyll -1, 2-di hydropyri di ne- 3- car boxa
Example 2.0BF - Nsﬁp@im&_gm,}&? -methlaexd-L-[3-(qiflnoromethylphenyl]-

\ Al |y ethyl)-6-nmethyl_2-oxo-1-[3-
1,2?&3#1@5960@1& ?’..Jﬂ.ﬂ%%gﬁ‘i‘}%‘% -1, 2-di hydr opyrl di ne- 3- car boxa

APGIMS MPA6NMHIT . 405 [ MH+] Exanpl e 2. 115
N-[ 2- (4- Bronmophen |y )ethylI-6-nethy|-2-oxo-1-[3- 30
(trifluoromethyl)phenvll-1,2- dihydropyridine 3- car boxa

EX?F‘(;’T Xg ok 04 (A {IZ?V g-m%/ﬂg)v oxo 1%% (tﬁ@ﬁloromet}lﬂ)phenyl],
g2§dlﬁ/€&£¥4{mﬁn9—§-%a%og(£&1§e' 1-phen |y ethyll-I-13-
APCI-MS my/z: 467 [MH'].

Example 2.119 N-(2-Bromobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 467 [MH 1.

Example 2.120 N-(3.4-Dihydro-2H-pyran-2-ylmethyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 393 [MH .

Example 2.121 6-Methyl-N-(4-methylbenzyl)-2-0x0-1-[3-(trifluoromethyl)phenyll-

1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 401 [MH 1.

Example 2.122 6-Methyl-N-(1-naphthylmethyl)-2-0x0-1-[3-

(trifluoromethyDphenyl}-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 437 [MH 1.
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(trifluoronethyl)phenyll-1,2-di hydropyri di ne-3-car boxa

mde s APCI-M5 mlz: 401 [ MH]. Exanple 2.117
woR{30BYonobenzyl ) - 6- met hyl - 2- oxo-1-13- (tri f | upeDaEINYA01739

) phenyl | - 1, 2-di hydropy i di ne-3-car boxam de APCI - M5

mz: 467 [I\/H] 10 Exanple 2.118

N- (4- Bronobenzyl ) - 6- net hyl - 2-&8xo-1- 13- (tri fl uor onet hyl

) phenyl | - 1, 2-di hydropyri di ne- 3- car boxam de APCI - M5

mz: 467 [NH . 15 Exarrple 2.119

h

2- benzyl
E??}ﬁ ﬁﬁ?l 2_ N e D A
mfd;hvd%@&r{di\ﬂéﬂ-cm%zsmd@ 2.120
N- ("3, 4-Dihydr o- ZH pr an- 2-
APEEMY iz @3V 1]- 2- oxo-1-13- 20
(trifluoronethyl)phenyll-1,2-di hydropyri di ne-3-carboxa
m de APCl - I\/IS rriz 393 [I\/H+] Exarrple 2.121

ERRle 1L

1®%ﬁlvd¥§w&1¥d¥ne 34Q£rb Exarrpl e 2.122
6- METhyT- N (I-ngphth lyrrethyl) 2- 0X0- | - F3-
APCE-MS mde: dvib [ WEH ).

henyl | - 1, 2- di hydr opyri di ne- 3- car boxam de APClI-M5 i z:

437 [M—|+] 30 WD 2004/ 043924 PCT/ SE2003/ 001739 83
E niol . 123 _ )

ﬁ“{’ xybe Ixe aiy
lh)dﬂt\%?dﬂ\hdlnle gcgbgygﬁggyrl di ne-3-car boxam de APCI I\/S

VHH] Exanpl'e 2.124 6-Methyl -N-(3-neth
APGEPMS QMD%GSIM[PB](t rifluoromnethyl)phenyll -
2-di hydr opyri di ne- 3- car boxam de

Example 2.126 N-(1.3-Benzodioxol-5-ylmethyl)-6-methyl-2-ox0-1-[3-

(trifluoromethvlphenyl]-1.2-dihydropyridine-3-carboxamide
APCL-MS m/z: 431 [MH'1.

Example 2.127 N-(2.4-Dichlorobenzyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenyl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 456 [MH ].

Example 2.128 6-Methyl-N-(2-methylbenzyh-2-ox0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 401 [MH].

Example 2.129 N-(3.4-Difluorobenzyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 423 [MH .

Example 2.130 N-(2-Fluorobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihvdropyridine-3-carboxamide
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APClI - M5 nfz: 401 [ MH#] Exanple 2.125
N- (4- Fl uor obenzyl) - 6- net hyl - 2- oxo-1-[ 3-(tri fl uor onet hy
wo p@haempbd - i 0 1, 2-di hydropyri di ne- 3- car boxam BeT/SE2003/001739
APCl - M5 nfz: 405 [ MH]. Exanple 2.126
N- (1, 3- Benzodi oxol - 5-yl net hylg) - 6- met hyl - 2- oxo- 1-[ 3-
(trifluoromethyl)phenyl | 4
-1, 2-di hydropyri di ne- 3- car boxam de 15 APCI-M5 ml z: 431
[ MH]. Exanple 2.127 N 2

-Di chl or - 6- met hyl - 2- oxo- 1-[ 3-
é?%@&'gﬂgi@*ﬁphenyl | -1, 2-di hydropyri di ne- 3- car boxa
mde APCI-MS niz: 456 [ MH#]. 20 Exanple 2.128
6- Met hyl - N-(2-net h
Ex&apk)d.1312- ox N-12{Ch drbrd-flhstebaim ) e tie-aydxlo-1-[3-
1, 2-di hydropyrl di ne- 3- carboxam de APCI-Ms m z: 401
g el 2-dilp@iropyridine-3-carboxamide

Aﬁpﬁ\)ﬁ %%WL%egyr}st hyl - 2- oxo- 1-[ 3-

-1, 2-di hydr opyri di ne- 3-carboxam de APCI-Ms mz: 423
[ MH] Exanple 2.130
E&hrﬁ lef. 182 obemayB J-BicheidhehzA)-6xpethyll Boxd1i[BI uor onet hy
phenyl | - 30 1, 2-di hydropyri di ne- 3- car boxam de WO
t taoromathyPphenyil KR aiinritopyTidde-3-garboxgpade VS ni z: 405

%ﬁa%%i@ l:jorobenzyl) 6- met hyl - 2- oxo- 1- [33-

(trifluoronmethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
mde 5 APCI-Ms mlz: 439 [Ma'] Exanple 2.132
Ekhrbisle@ Dxchl o r@MHﬂMJ.N { G-riethilyD-f@rybp@thbd [ B-oxo-1-[3-
ohenvll-l 2- dlhyd

ide6 [ MH] 10

APCI-MS m/z: 391 [MH 1.

Example 2.134 6-Methyl-2-0x0-N-1,2.3 4-tetrahydronaphthalen-1-yl-1-[3-

(trifluoromethyl)phenvl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 427 [MH 1.

Example 2.135 N-(2,3-Dimethoxybenzyl)-6-methyl-2-o0x0-1-[3-

(trifluoromethv)phenvyl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 447 [MH 1.

Example 2.136 N-[1-(4-Chlorophenylethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenyll-1,2-dihvdropyridine-3-carboxamide
APCL-MS m/z: 434 [MH .

Example 2.137 N-(2,5-Difluorobenzyl)-6-methyl-2-0xo-1-[3-

(trifluoromethyl)phenyli-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 423 [MH 1.




10

15

20

25

30

Exanpl e 2. 133 6- Met hyl - N-[ (5- net hyl - 2- f ur
1) ~yll-2-0x0-1-[3- (trifluoronethyl)phenyll - |
WO 2e0diol3pds opyri di ne- 3-¢c ar boxam de APCl - M5 ni zPCBSE2003/001739
[ MH]. is Exanple 2.134
6- Met hyl - 2- oxo-N-1, 2, 3, 4- tetrﬁhydronphthal en-1- 1l -[3-
rifluoromethyld) phenyl l-1,2 d|
dr opyri di ne- 3- car boxam de APCI-MS m z: 427 [ MtH]
Exanpl e 2. 135

,%[— 11;1 %-llggrreth 3
Fruoronet f phet : .
1r|[IF éc‘ﬂiﬂﬂoﬁl hi 1[381121)3@ N-[1(4 Chlorophen
- 6- met.hy 0XO- -
AR%HR’RSWZM%EW J-phenvl -1, 2-di h
dr opyri di ne- 3- car boxam de 25 APCl - M5 nf z: 434 [ MHH]
Exarrpl e 2.137

%L ? Bf | uor Bﬁll%’y bloxBRA B}iénqgwﬂé%% vhIL
tori [uororrerny envi T -1,2Z-0dl pyrlalneBCarbox
trﬁmoﬁ(ﬁnetﬁﬂ%heﬁﬁ]rﬂ,zmbﬁaﬁ)p&%ihb ﬁ&rN&ia&ﬁ@eA/ 043924
PCT/ SE2003/ 001739 85 Exanple 2.138 Methyl 4-1 f
AB-Mstmizr 422 BBL 1 £ 3- (tri f1 uor omet hyphenyl | -1, 2- dih
pyri di n-3-yl I carbonyl ) am nol net hyl | benzoat e APCI - M5
mz: 445 [MH] 5 Exanple 2.139

E:%nmi P)i'402 OX Q1P LA RRGHAXY D& EW - zilvf)?netqu 6-othyl-2-ox0-1:3-
tri fl uoromet hyl ) phenyl -1 Z- dI NyaropyT
( tﬁﬂﬁmmﬁﬂﬁbbﬂvﬁvm 122- dﬂal&roﬁahrhmmEx@mwmnﬂdeMO

1(2, 2- DnetMétu 1, 3-di oxol an- 4-

ARquWtIHVIﬁ bl iwyl 2-o0x0-1-[3- 10
(trifluoromethyl)phenyll-1,2- d|hydropyridine-3-carboxa

m de APCI-NMS mz: 411 [MH] Exanple 2.141
Ex% rré ?%1'4}“" [ (%= M@tth'WN' ¥ 1is8z azol-3-y1)methyl]-2-0x0-1-[3-

| - 2- OX0- I=[ 3
(trfﬂut)ircfrh&thv mmmlﬂun;ﬂﬂwdﬂdpvﬁdﬁemmanﬁL d di ne- 3- car boxa

m de +
APCI-MS m/z: 392 [MH ].

Example 2.142 N-[(2.5-Dimethyl-3-furyl)methyl]-6-methyl-2-0x0-1-[3-

(trifluoromethylphenvll-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 405 [MH 1.

Example 2.143 N-(3-Furylmethyl)-6-methyl-2-0x0-1-[3-(trifluoromethyDphenyli-

1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 377 [MH 1.

Example 2.144 6-Methyl-2-0x0-N-[4-(1H-pyrazol-1-yDbenzyl]-1-[3-

(trifluoromethyl)phenvil]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 453 [MH 1.

Example 2.145 6-Methyl-2-0x0-N-(4-thien-2-ylbenzyl)-1-[3-
(trifluoromethyl)phenyl]-1.2-dihydropyridine-3-carboxamide
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iIs APCl-MS mz: 392 [ MH] Exanple 2.142 N-[(2,5-Dineth
[ -3-fur 1)~yll-6-nmethyl-2-oxo0-1-[3- (trifluoroneth

wo @hempbd - 1, 2- di hydr opyri di ne- 3- car boxam de ARCI/SR903/001739

mz: 405 [ MH] 20 Exanple 2.143

N- ( 3- Furyl net hyl ) - 6- met hyl - 2-oxo-1-[3-(trifl uoronethyl

)phenyl | - 1, 2-di hydropyri di ne863- car boxani de APCI - M5

mz: 377 [ MH#]. 25 Exanple 2.144

6- Met hyl - 2- oxo- N-[ 4- (1H—pyrazo|-1- ) benzyl | -1-[3-

r phenyl | - , 2-di hydr opyri di ne-3-c

‘A§¢Eb&%ﬁ?dgggﬁgﬁ¥hs nz: 453 [NPH] Exanpl e 2. 145

6- Met hyl - 2- oxo-N-(4-thien-2- |y benzyl)-1-f3- 30

(trifluoromethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
Exaiple 144004/ Q-394 1. 3876630033 -904(h 89-6-186th yRPGxo N5 3-

MZ 469 M—|+] . Exanple 2.146 N-[2-(1, 3- Benzodi oxol -5
rifhpore bl h2tdibvdsenpyridine’3-car! oxamide

t phenyll 1, 2- di hydropyri di ne- 3- car boxa
A{ﬁqbgﬁé ‘5‘9%\%%5[ ?11 445 [ MH+]. Exanple 2.147
6- Met hyl - 2-oxo-N-(2-thien-2-vlethvl)-1-[3-(trifl uorone
t hyl ) phenyl | - 1, 2-di hydr opyri di ne- 3- car boxamn de

E)@Bﬁ{)lemﬂl z: @MdtIMTH?l-oxo—NO(ZEKﬁﬂm-ﬁleﬂwlMBf3—(triﬂuoromethvl)phenvl]-

(4 Tert but Iphen I yll 6- met hyl - 2- oxo- 1-[ 3-

Aﬁgijgﬂgaz [%3 car boxam de APCI-M5 il z: 457 [ MHH]

Met hyl - N-[ 2- (4- et hyl phen
II)ethyI | -2-o0x0-1-[3- (trifluoronmethyl)phenyll - |
, 2-di hydr opyri di ne- 3-car boxam de APCI-M5 nfz: 415
Exavhiple 2.148 N-[2-(4-Tert-butylphenylethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 457 [MH .

Example 2.149 6-Methyl-N-[2-(4-methylphenyDethyl]-2-0x0-1-[3-

(trifluoromethyphenvl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 415 [MH 1.

Example 2.150 N-{2-[4-(Aminosulfonyl)phenyl]ethyl }-6-methyl-2-0x0-1-[3-

(trifluoromethyvDphenvl]-1,2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 480 [MH 1.

Example 2.151 6-Methyl-2-0x0-N-[(1R)-1-phenylethyl]-1-[3-

(trifluoromethyl)phenvll-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 401 [MH 1.

Example 2.152 3-{[4-(2-Methoxyphenyl)piperazin-1-yl]carbonyl }-6-methyl-1-[3-

(trifluoromethyl)phenvyl]pyridin-2(1H)-one
APCI-MS m/z: 472 [MH 1.
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Exanpl e 2.150 N-{ 2-[4-(Am nosul fonyl ) phenyl | et hyl
}-6-net hyl -2-oxo0-1-[3- 20

w@ oot 04392+ onet hyl ) phenyl | -1, 2- di hydr opyri di ne- BeT/8E3003(@01739
m de APCI-MS mz: 480 [ma]. Exanple 2.151
6- Met hyl - 2- oxo-N-[ (1R) - 1- phen IethyII-I-[3-
(trifluoronethyl)phenyll-1 #f hydr opyri di ne- 3- car boxa
mde 25 APCI-Ms nmfz: 401 [NH+] Exanpl e 2. 152 3-f
[4-(2- N%thoxyphenyl)piperazin-l-yllcarbonyl

1S
BRI b ot Ief%
(7ol 1) 0! ao&ma&&&qn&%%meoww 87
Exanpl'e 2. 153 'N- F(4- C aanoc clrohex 1)~
AREI-MS n/B-448t[MHL-12- oxo- 1- [ 3-
(trifluoronethyl)phenvll-1,2-di hydropyri di ne-3-carboxa
m de APCl - M5 niz 418 [MH+] . 5 Exanple 2.154 3- {
. bq

AT R

(tﬁﬁ&mh@tﬂvh%heﬁﬁﬂwhkriﬁaﬁ’s%ﬂpl , 2.155
N-12-(4"-Fluoro-I, T -biphenyl -4- |y

APEI-MS /B-460t[MHL -12- oxo- 1-[ 3- 10

(trifluoromethyl)phenyll-1,2- dihydropyridine-S-carboxa
m de APClI-M5s mlz: 495 [l\/|1+] Exarrple .156 N-(2-H dy

B pla 2 B

(trifl@srome eyl @Rerk)- f@(alhxbtﬁomrﬁhne‘}iZalﬁ)NkﬁihdeExa”p' e 2.157
6 Vet hyl -2- ox0- N[ (2R) - Z-"phenyl cycl opr opy11- 1- [ 3-

APER M$U$Zd‘t9ét[WlI)]phenyl | -1, 2- di hydr opyri di ne- 3- car boxa
mde APCI-MS nfz: 413 [ M#] 20 Exanple 2.158
N-[1-(4-Chl orobenzyl)piiperidin-4-yll-6-nethyl-2-o0xo-1

E)'(erﬁ[')le 2.156 N-(2-Hydroxy-1-phenylethyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 417 [MH].

Example 2.157 6-Methyl-2-0x0-N-[(2R)-2-phenylcyclopropyl]-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 413 [MH 1.

Example 2.158 N-[1-(4-Chlorobenzyl)piperidin-4-y1]-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenyl]-1.2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 504 [MH 1.

Example 2.159 6-Methyl-N-(2-morpholin-4-ylethyl)-2-0x0-1-[3-

(trifluoromethylphenvl]-1,2-dihvdropyridine-3-carboxamide
APCLI-MS m/z: 410 [MH'].

Example 2.160 N-[2-(4-Chlorophenyl)ethyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropvridine-3-carboxamide
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(trifluoronethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
mde APCI-Ms mz: 504 [MH. 25 Exanple 2.159
W® 2008084 N- ( 2- nor phol i n-4-yl et hyl ) - 2- oxo- 1- [ 3PCT/SE2003/001739
(trifluoromethyl)
henyl I -1, 2-di hydr opyri di ne- 3- car boxam de APCl - M5 n1 z:
410 [ MH+] Exanpl e 2. 160 8
N-[ 2- (4- Chl or ophenyl ) et hvl | - 6- net hyl - 2- oxo- 1-[ 3- 30
(trifluoromethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
' / 24 PCT/ SE2003/ 001739 88 APC - M5
Aﬁ?§$4%§¥£%%éﬁ ampl e 2.161 N-(2-Hydrox2-phen ly
et hyl ) -6-nmet hyl - 2-oxo-1-13- (trifluoroneth
| phenyl | - 1, 2-di hydr opyri di ne- 3- car boxam de 5 APCI - M5
Example21 161 MH+] NER diplrex22-bhenylethyl)-6-methyl-2-0x0-1-[3-
N Cycl opent yl - 6- neth | -2-0x0-1-[3-(trifluoronethyl)phe
tiif] Dpheny dil yropyrislines 3 e arbaramisie APC I\/IS rriz

A?@%M@%ﬁg ﬁi@ﬁ?ﬁiﬂ‘é'i [23_163 N[ 2- (1H | mi dazol -

(trifluoronethphenyll-1,2-dihpyridine-3-carboxam de
APCI - M5 nfz: 391 [ M#]. 15 Exanple 2.164
Esargples:. 162ret hadXiyOGeiopehiyl-6-methiiy2-oRe-0X0-(triflidromethyl)phenyl]-1.2-

trifluoronethyl)phenyll-1,2- dlhydropyrldlne 3- car boxa
_Mw 7 [M]. Exanple 2.165

exyl)-6-nmet hyl - 2- oxo-1-[3- 20
A%br§4$%g%o%%%%h??bhenylI-1,2-dihydropyridine-3-carboxa
mde APCI-MS niz: 395 [MH. Exanple 2.166
6- Met hyl - 2- oxo-N- (2-pyridin-2- | ~yl)-1-[3-
Examplel 2630 met Ry4[2 6 hddwlidaza]-2-yiethwtlr @ meth yii2nexo3t -3 boxa

-M6 M z: 402 [ M+
(tghuorome%vl)phenvl] 1,2- d1hvdropvr1[d1ne— -carboxamide

APCI-MS m/z: 391 [MH 1

Example 2.164 N-(3.5-Dimethoxybenzyl)-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenyl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 447 [MH 1.

Example 2.165 N-(4-Hydroxycyclohexyl)-6-methyl-2-0x0-1-[3-

(trifluoromethvl)phenvl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 395 [MH 1.

Example 2.166 6-Methyl-2-0x0-N-(2-pyridin-2-ylethyl)-1-[3-

(trifluoromethyl)phenvl]-1,2-dihvdropvyridine-3-carboxamide
APCI-MS m/z: 402 [MH 1.

Example 2.167 6-Methyl-2-0x0-N-1H-1,2 4-triazol-3-yl-1-[3-

(trifluoromethyDphenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 364 [MH 1.
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Exanpl e 2. 167 6- Met hyl - 2-oxo-N-1H-1, 2, 4-tri azol - 3-
[ -1-]3-
w@ oot 04392+ onet hvl ) phenyl | - 1, 2- di hydr opyri di ne- BET/SE3003(@01739
mde APCI-MS nmfz: 364 [ MH]. 30 WO 2004/ 043924
PCT/ SE2003/ 001739 89 Exanple 2.168
N-[1 - (Hydr oxynet hyl ) - 2- met hyBBr opyl | - 6- net hyl - 2- oxo- 1-
[3- (trifluoronethyl)phenyll -1 2-dihydropyridine-3 -c
ar boxam de APCI-M5 m z: 383 [MH+H]. 5 Exanple 2.169 3- 1

E’%‘Hﬂél 416?30hl 0

Q@F&oﬂéhoﬁﬁhen%zl imhrop%ﬁﬁelﬁca%béﬂagude

VEtNyT =2=0XO-NF(p3 r1din-3- T~vl)-1-[3-
AE@IMSWB&HM}%] )phenvl | -1, 2-di hydropyri di ne- 3- car boxa
mde APCI-Ms mz: 388 [M—|+] Exanple 2.171
N (2- I\/Ethoxyethyl) 6- met hyl - 2- oxo- 1- [ 3- (trlfluororrethy

E%ngne%éd% égg i di rée(-)B- car

[3LRPHR “f’é(th)fl)@neﬂ’éﬁﬁ“)’ﬁd& K9y dd 3

(ori et Nyt pnenviT-1,72- di hydr opyri di ne- 3- car boxa

APCEHBIS pﬁHCBl’NBs/IHZ 355 [MH]. 20 Exanple 2.173 Ethyl
4-[({6-nmethyl -2-ox0-1-[3-(trifluoronethyl)phen |y
1-1=2- di hydropyridin-3-yl |

pLal b]f%ﬁ#am n

dot %ﬂg’f |23%}c%ﬁﬁﬂel3-§arﬁ&$aliﬁihez 0x0- 1-[ 3-

yT,) phenvi
APQI-REStinfwy GBOPVIH dli ne- 3- car boxam de APCI-MS m z: 405
[ MH]. Exanple 3
N- (4 Chl or obenzyl ) - 1- (3- net hyl phenyl ) - 2- oxo- 1, 2- di hydr

ple)é ldi'lne N-(2-Methoxyethyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1,2-dihvdropvridine-3-carboxamide
APCI-MS m/z: 355 [MH 1.

Example 2.172 N-(2-Hydroxypropyl)-6-methyl-2-oxo-1-[3-

(trifluoromethylphenyl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 355 [MH 1.

Example 2.173 Ethyl 4-[({6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

dihydropyridin-3-yl }carbonyl)aminolpiperidine-1-carboxylate
APCI-MS m/z: 452 [MH'].

Example 2.174 N-[3-(1H-Imidazol-1-yD)propyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 405 [MH 1.

Example 3 N-(4-Chlorobenzyl)-1-(3-methylphenyl)-2-0x0-1,2-dihydropyridine-

3-carboxamide
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a) Diethyl [3-ethoxyprop-2-enylidenel nal onate D et hyl
woradoaaided (160 g, 1.0 nole) was added dropw sSePCDSE2003/001739
stirred, refluxing solution of
1,1,3,3-tetraet hoxypropane (330 g, 1.5 nol), acetic
anhydride (306 g, 2.0 moles) %hd zinc s chloride (10
g, 0.073 nole) over a period of 30 m nutes. The
m xture was heated for 1 h, and after that a
Dean- St ar k apparatus was connected and the | ower
boi ling conponents were distilled off. Additional
AR CPidR1 19 B epblaRablepnadded and refluxing was
contrnued for 1 h. The reaction m xture was distilled
Diabhglnva&oﬁdu@( 16Dtg, &. Oonmpbwaﬂa(ﬁhdaquyﬁhhe)w a slIrfed( HeBlxing solution of
@ b. 139-143 C at. 0.8 mMm Hg H NVR (CDC13):
1é 37 -@@raet%pﬁym()pamﬁ%lg Hz3 mo?) @aﬁtle@phy@deﬁ%g,zz legoles) and zinc

b@% élé% 0&)573 nlo]I%)E)ovje_r 3 R&r&fp?{g lgurﬁb’tes%?f%? Wg;?ture was' hegged for1h,

anldBaflek a8 IDRkh BRERUb) RHB QJaP E&H]egt'e@rbylh &l@@%ﬂﬁ&ﬂﬁ%&&n onents
Di et hyl [ 3-ethoxyprop-2-enylidene] mal onate 48

warendijtiled efinAtdditiond] aveti€ 4ntBdgide 4150 miywis)addet #nd refluxing was
di ssol ved .in_ ethanol (150 m ) _ and stirred at room
canginged for drhe The reaph%amaasﬁswas dissillpddo giyiebptide grippound as a yellow

or off graphy on silica using
Oﬁgﬁ¥§%2553h ?%?Cﬁgfgpfinﬂ el uent afforded the
'H NM@ (epm,gum 3831AMNY, okh2. 1\1@)0710@ 81}'1 i, fJ*-PZjZ @fz?]%r 19 (1H, t, J=12.1
st andi ng or a couple of days
H@I;@Q]YE()ZH 6) 71215(21{1&1[) 36 (11=Ila) 4. 3&1 2419H,9m]{2H brd,
: . 6 85 (1H d, J=7.7
gdene pmglonag) 846 (1H,

oo it B o I by .4

m&A) Wdfeldisgdlved in ethanol (150 ml) and stirred at room temperature for three days.
1- (3 Met hyl phenyl ) - 2- oxo- 1, 2- di hydr opyri di ne- 3- car boxy

The mlmnltajwae@tvagdrated off. Column chromatography on silica using heptane/ethyl
am no] prop- 2- enyl i dene} mal onat e

3-[(3- h h I
ac{(e&a@’[é‘ 1)rmt y af?qr}éeg thgitigs gomPPRNDR] ARl (YhiH tpligidjegeatter standing
ﬁégkgggggfgégqlgk%%ﬁpf stirred at roomtenperature for

eaction m xture was extracted

'H wask edbCn)1317.65 0y, @gel 2k e1d36 (e, vn@a qr=7pm@e$ 19RIK, t, 1=7.7

acidified wth hydrochloric acid to pH 3-4. An orange
Heh 6&3r(@H, fi,rleﬂﬂdﬂz)aﬁ@S (3Hp9abdd (B W=6. 5L 646 d1Hf h, J=12.4, 6.5

H%ﬁ?rgxglgz,ﬁ“ 038, 09 A R0 93T EAT S s L e

APCI-MS m/z: 304 [MH 1.

¢) __ 1-(3-Methylphenyl)-2-0x0-1.2-dihydropvyridine-3-carboxvlic 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
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

(1.3 g, 97%).
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(7.3 g, 97% . WD 2004/ 043924 PCT/ SE2003/001739 91 1H

NVR (CDC13): 814.08 (1H, s); 8.64 (1H, dd, J=7.2, 2.2
wo2004/0¥3972 (1H, dd, J—6 7, 2.2 Hz); 7.47 (1H, PCT/SB2663/001739

Hz); 7.37 (1H, d, J=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 -NB niz: 230 [MH#]. 5 d) 9L

N- (4- Chl orobenzyl ) - 1- ( 3- net hyl phenyl ) - 2- oxo- |, 2- di hydr

opyri di ne- 3- carboxam de To a m xture of

S U W T 012 320577 0 7.2

HA Ly (1FIHTH7(2@§%H7937 @}5% ImP’V Hz; H%T(KEF 5,? 1 Qr55rd); 6.67 (1H,

ol ) “and’ DI EA i n di chl’or onet hane

tI-2756rﬂ]}Iz)/yas47a(6Hesb 4- chl orobenzyl amne (71 ng, 0.5
in_dichlgronmethane (1 m). The reaction was
A%@IMSe‘H/Zf@?O.ﬁ_W é’t roomterrperature More 10

T(pa QMtﬁ&L@qU@ Iﬁbﬁlfylpﬁe 3.0 (ﬁﬂdl Milﬁiﬁrop-glﬁﬁlr}‘éﬂi M@Béxyl\@?amd (115 mg,
renoved in vacud and the residué was purified b

y
0.8 alnsth EATORODmga@ by nonoly,i HOAT (Sinmgy 0.55 mmol) and DIEA (275 ul,

di chl or onet hane/ et hyl acetate as el uent t
1. prpelyin gighlpronneshang f,S gl vian aéqg%‘ktﬂhlom?ﬁmy qgipe {6l mg, 0.5 mmol)

ol o L3 S5 Sim ofS80  Biby . v

dlélﬁbfon[&hanz wald addeanddhb cﬂﬁhﬁ})ﬁ)dﬁ& Wwaddvashkd twicd® Q/lﬁh?ddueous sodium
5 (3H, s). APC z: 353 [ MH]. Exanple
hyl&rc(gen@hbmaam Orfidf lajjue®us pigtiy yctid 2ndwate e Plvebt wes reamved in
3- 20, carboxam de a et h { 3-f o .
vacee Ardd e IeFUCH 35 DU 1@3 &ahCﬁﬁanm %O@a@&mpha SR&UCARFBEat e

mgﬂlgﬁt@eltha[ggffﬁlﬂngﬁﬁé %3 %é%%@%%{t/ ?(f fa@f‘@%@otﬁﬂoféd n al%o st

dﬁﬁﬁ@tlh@{;\kﬁﬁ (wi thout solvent) at 140 C for 6 h. The 25
reacti on m xture was worked-up as described in Exanp

'"IBNMR (EOCh):fot1Q (L, tirth] 68 Cldhystoldiitis8 @RtIddNG 48 AH, 3138 33 725

(SE. T A7 Qo 0 6.03 SUELGNAS) B2 ALY i ¢ aci o
APCI-MS m/z: 353 [MH 1.

Example 4 N-(4-Chlorobenzyl)-6"-methyl-2-0x0-2H-1,2"-bipyridine-3-

carboxamide

a) Diethyl {3-[(6-methylpyridin-2-yl)amino]prop-2-enylidene }malonate

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
reaction mixture was worked-up as described in Example 3 (b) to afford the title
compound.

APCI-MS m/z: 305 [MH 1.

b) 6'-Methyl-2-ox0-2H-1,2"-bipyridine-3-carboxylic acid

The title compound was prepared from diethyl {3-[(6-methylpyridin-2-yl)amino]prop-2-

enylidene }malonate using the method described in Example 3 (c).
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The title conpound was prepared fromdiethyl {
3-[(6-net hyl pyridin-2-yl)am no] prop-2- 30

wengoiogwne} mal onat e usi ng the nmet hod descri bedPCTISE2003/001739

Exanpl e 3 (c). WD 2004/ 043924 PCT/ SE2003/ 001739 92 'H
NVR (CDC13): 814.02 (1H, brs); 8.65 (11-1, dd); 8.20
(11-1, dd); 7.84 (111, t); 7.98 (1H, d): 7.33 (1H,
d); 6.72 (1H, t); 2.64 (3H, s). APCI-MS miz: 231 [ MH+]

lmgﬁbﬁa‘?ﬁi%&mﬁfé%kiﬁg@éﬁﬁ%ﬁiﬁi@?‘g 8%?113,3&:7168 (H,
6} 2 3 i
O T ST A o B e rt hod descr § bed 1 n
APCENIS &v/8 26d)[MEL H. NVR (CDClS) 810.04 (1H brt); 8.68

(1H, dd); 7.95 (111, dd): :
¢)7. Mg 4(Cilprohentyl hyl

BTG RS el DAl i

o Ry e Bninc BB PR ekt AR i Elam RSB S,
TH SR g DIOD)YS Lol eﬂa tﬁﬁ)t‘ 268 @m{oten 7-195\IMH (dIPCA2Y (118 t); 7.55 (2H,

9. 98 glll, brtg]; 3}(411 1, dd): 7.56 (111, dd); 7.42
d) 7139 (BH; bre);3p58 (136 1) CH) d; 260957, 88 (2H, m): 6.84

t) 4.56 (211, d); 3.79 (311, s);
Agéiyl???% 35%?’3{&30 MS miz: 349 [MH] . 20 Exanpl e
4.2 Methyl 4-f(1 f
1- (3- et hyl phenyl ) - 2- oxo- 1, 2- di hydr opyri di n- 3-
Thd ¢aapdundy bf Exma;i»lm%t.ﬂ&ds By Iviree prpted by ANVERhOCEXZGIous to that
810.17 (1H, brt):; 8.69 (1H dd); 7.98 (2H, d); 7.59
deserihed fggixampleet. 7. 40 (311, m): 7.32 (1H, d):
7.20-7.16 (211, m); 6.54 (1H t); 4.69 (21-1, d); 3.92
(3H, s); 2.45 (3H, 25 s). APCI-MS miz: 377 [ MH].

Example 4.1 N-(4-Methoxybenzyl)-1-(3-methylphenyl)-2-0xo0-1,2-

dihvdropyridine-3-carboxamide
'H NMR (CDCl3): 6 9.98 (1H, brt); 8.68 (1H, dd); 7.56 (1H, dd); 7.42 (1H, t); 7.32-7.25
(3H, m); 7.18-7.13 (2H, m); 6.84 (2H, d); 6.52 (1H, t); 4.56 (2H, d); 3.79 (3H, s); 2.43 (3H,

S).
APCI-MS m/z: 349 [MH 1.

Example 4.2 Methyl 4-[({[1-(3-methylphenyl)-2-0x0-1,2-dihydropyridin-3-
yllcarbonyl }amino)methyl|benzoate

- 'TH NMR (CDCls): § 10.17 (1H, brt); 8.69 (1H, dd); 7.98 (2H, d); 7.59 (1H, dd); 7.46-7.40

(3H, m); 7.32 (1H, d); 7.20-7.16 (2H, m); 6.54 (1H, t); 4.69 (2H, d); 3.92 (3H, s); 2.45 (3H,

s).
APCI-MS m/z: 377 [MH .

Example 4.3 4-[({[1-(3-Methylphenyl)-2-ox0-1.2-dihydropyridin-3-

yl]carbonyl }amino)methyl] benzoic acid
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Exanple 4.3 4-f(1 f
1- (3- Met hyl phenyl ) - 2- oxo- 1, 2- di hydr opyri di n- 3-

w@ kdogasdvenyl | am no) net hyl | benzoic acid WO 200B¢D4BHA31001739

PCT/ SE2003/ 001739 93 A suspension of nmethyl 4-[({

[ 1- (3- et hyl phenyl ) - 2- oxo- 1, 2- di hydr opyri di n- 3-

yl ] carbonyl } am no) net hyl ] benZoate (120 ng, 0.32 mol)
and 2M sodi um hydroxide solution (0.5 m) in nethanol
(20 M) and water (10 m) was stirred at 40 C

ASHERLE e SIS A TR Bt EN APPRRL B2 Bt a BRGNS
ylﬂ’c%ﬂﬂ)n@l]} afflido)mBtHE] KRz6a¢ OLA0aHg U, %m@rhdlﬁérﬁl 2NIR6dIuaChydroxide

which was filtered off, vvashe%l’ twice with water and
scdisticaOt5amB ik orethanhb(20irnl) en«bmaml(drmm@l\m sﬁtgred @649 °C ovemight. The
NVR ( DMBO- d6) 84 (1H, s); .10.05
m@t:[lppold)yﬁs evayp(ggteé i)%fz anﬁldgue aq;ueggs so(llztppn \ms ac nzg‘] Vyltggl\/igyflrochlonc

adfd (4 R et coidred piefiptitdpBdarod whitn i igfied qiE Sashed twice

Wﬁﬁ %afeM"ﬁc-ll dribX eaFf@d 4hekitle compound (110 mg, 95%).
N- (4- Chl orobenzyl ) -1-(2-fl uoro-5-neth Iphenyl) 2- 0X0-

"H NMRI(BYEQ gy 6 d2isd-(BHce): b@Qé(ﬂHHM&-ﬂﬂ\Nﬁ ddpC1Y) (1B dd) 7.88

O3t 35 7 3B s 730 et P it bt e @iy gy 457 o

{ 94(2H, brs); 2.40 (3H, s). APCI-Ms nmfz: 371
9 %ﬁf%%kgnpl e 4.5
AECI—MS:inAnBﬁBQ'gMEEt]hyI phenyl ) - N- (4- net hoxybenzyl ) - 2- oxo-

1, 2- di hydropyri di ne- 3-carboxam de 20 1H NVR (CDC13):

6 9.86 (1H, brt); 869(1H dd) ; 749(1H dd) ;

7.30-7 25 (3H ol 2 7 H ;
Examplehd, :
Bt i 67 M Bxanpl ¢ 4. 6

N1 4= (Drmet hyt ant no) benzyl | -1 - (2-f1 uor o- 5- net hyl phenyl

'H waac&s a9 97Q1Hyl§it)08)69l(m{ndﬂ)37 Gar(na)«m)j T81-T26NSR, m); 7.21-
&CDClS) 6 9.78 (1H, brt% 8.69 (11-1, dd); 7.47 (1H,
512Hmn)zﬁ 5(6101IH th515912H sRRA40 @ s)7 19-7.13 (2H m;

3 (111, t); 4.53 (2H, brd); 2.92 (6H,
A@F%’? -(gr)Ll,[ 9 ,(APG-Ns)mz: 388 [|v[1+]r ) (

Example 4.5 1-(2-Fluoro-5-methylphenyl)-N-(4-methox ybenzyl)-2-0x0-1,2- .
dihydropyridine-3-carboxamide

"H NMR (CDCls): § 9.86 (1H, brt); 8.69 (1H, dd); 7.49 (1H, dd); 7.30-7.25 (3H, m); 7.20-
7.14 (2H, m); 6.84 (2H, d); 6.54 (1H, t); 4.56 (2H, brd); 3.79 (3H, s); 2.39 (3H, s).
APCI-MS m/z: 367 [MH .

Example 4.6 imethylamino)benzyl]-1-(2-fluoro-5-methylphenyl

1,2-dihydropyridine-3-carboxamide

'H NMR (CDCls): § 9.78 (1H, brt); 8.69 (1H, dd); 7.47 (1H, dd); 7.27 (1H, dd); 7.22 (2H,
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).
APCL-MS m/z: 380 [MH" .
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WO 2004/ 043924 PCT/ SE2003/ 001739 94 Exanple 4.7
N-[ 4- (Am nosul fonyl ) benzyl | -1-(2-fl uoro-5-net hyl phenyl
WO 2@40%3924 1, 2- di hydr opyri di ne- 3- car boxam de 1HPCUIVRE2003/001739

(CDC13): 610.11 (1H, brt); 8. 69 (1H dd); 7.86 (2H,

d); 7.54 (1H, dd); 7.48 (2H, 7.30 (1H, dd); 7.20
(2H, d); 7.17 (2H, brd); 6.5 4(1H t); 4.68 (2H, brd);
2.41 (3H, s). 5 APCI-M5 mz: 416 [ MH] Exanple 4.8

N- (4- Chl or obenzyl ) -4' - et hyI 2 0x0-2H 1, 2' - bi pyri di ne-

E al@é ‘{Eﬂxa(rjnd)deN BN g‘" 1! Iil}sll)&l‘lenvl) 2-0X0-

IQJdlﬂﬁdroﬁxglcﬁﬁe—BZm%ngm@i%’(AfH’ mj; 7.23 (1H, d); 6.58
(1IH, t); 4.61 (2H, d); 2.48 (3H, s). APCI-Ms mz: 354

"H MR (EDﬁllaji &lald (1H brt) 8.69 (1H, dd); 7.86 (2H, d); 7.54 (1H, dd) 7.48 (2H,
ropenz

¥ 5-di net hg/ [)-2-0
U7 RP AT D7 ARG a7 1AM w155 VR GG pr)t 241 GEL )
+ /8.69 (1H, dd); 7.47 (1H dd);

A‘%@B’}%n{%u&g 7.02 (1H, s); 6.54 (1H, t); 4.59
(2H, m; 2.38 (3H s); 2.09 (3H, s). APCI-MS nfz: 367
[ MH]. Exanple 4.10 1-(2,5-D nethyl phenyl)-N-(4-methox
Examplez8 ) - 2- 0x8-(4-Chior@Berciyh liXoxwe2H- C2riipwradine 8-
LH NVR (CDC13): 6 9.97 (1H, brt); 8.67 (1H dd); 7.43

; 7.27-7.16 (4H, n); 6.99 (1H, s); 6.81 (2H,

}f W@B @%@1@ 0% iﬁ{ 53%( $Rs (B - £ 4s (30 gi)si,%fn%gdd); 7.58 (1H,

s)Exaom%(ath) 7.23 (1H, d); 658 (1I—I te 461 (2H d); 2.48 (3H, s))
enzyl |nethyphenyl 2- 0X

Nié et hy| anj no) )b
ABC mdi: B4 By i di ne- 3- car boxam de 1H NVR (CDC13): 8
9.91 (1H, brt); 8.69 (1H dd); 7.43 (1H dd): ~
7.26-7.19 (4H m: 7.01 (1H s): 6.68 (2H d); 6,52

Ega]rggle(z% 4. 52 (aic
mBQ«%bOAcBﬂ@Q ﬁ%&ﬁ%&osl 001739

'H{ NMR (CDCly): §10.11 (1H, brt); 8.69 (1H, dd); 7.47 (1H, dd); 7.29-7.20 (6H, m); 7.02
(1H, 5); 6.54 (1H, t); 4.59 (2H, m); 2.38 (3H, s); 2.09 (3H, 5).

APCL-MS m/z: 367 [MH'].

Example 4.10 1-(2,5-Dimethylphenyl)-N-(4-methoxybenzyl)-2-0x0-1,2-

dihvdropvridine-3—carboxamide

'H NMR (CDCls): §9.97 (1H, brt); 8.67 (1H, dd); 7.43 (1H, dd); 7.27-7.16 (4H, m); 6.99
(1H, s); 6.81 (2H, d); 6.50 (1H, t); 4.53 (2H, m); 3.77 (3H, s); 2.35 (3H, s); 2.07 (3H, s).
APCI-MS m/z: 363 [MH 1.

Example 4.11 N-[4-(Dimethylamino)benzyl]-1-(2,5-dimethylphenyl)-2-0x0-1,2-

dihydropyridine-3-carboxamide

"H NMR (CDCls): §9.91 (1H, brt); 8.69 (1H, dd); 7.43 (1H, dd); 7.26-7.19 (4H, m); 7.01
(1H, s); 6.68 (2H, d); 6.52 (1H, t); 4.52 (2H, m); 2.92 (6H, s); 2.37 (3H, s); 2.08 (3H, s).
APCI-MS m/z: 376 [MH 1.
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95 Exanple 4.12
N- (4- Chl orobenzyl ) -1-[ 2-net hyl -5-(trifl uoronet h~l) phen

W@ Rd04243920- 1, 2- di hvdropyri di ne- 3- car boxam de PEI/BRR03/001739
(CDC13): 6 9.94 (1H, brt); 8. 72 (1H dd); 7.69 (1H,
dd); 7.53 (1H, d); 7.50 (1H, 746(1H dd); 7.28
(4H, s); 6.60 (1H, t); 4.59 2.23 (3H, s). 5
APCI - M5 niz: 421 [ MH]. Exarrple 4. 13

N- (4- Met hoxybenzyl ) -1-[ 2- mathyl 5 (trlfluoromathyl)

E 21131V||e4)-.122- 0X0N

COCI3) ™ s 9. 80t ih 5. ; 5 1H,
1.8dHydfo@idinkH - cﬁboxa%mﬂ@ (1H 10 S) 7.42 (1|'| dd) ;
7.27-7.24 (4H m); 6.82 (2H, d); 6.56 (1H, t): 4.54
HEMR @DCB;)W?QHHM) 8221H{,(®BI;7§9 (LEAR); V3 (EE; d)A130 (1H,

i e P o|Lh e 4 B5)-
SN0 LY UL 9% GAEE 1) e 1 5042 B i 3 25, G
henyl | - 2- oxo0-1, 2-di hvdr opyri di ne-3-c
Aﬁé ¥<§a’?ﬁn%gﬁﬁlmmp(c§é13): 8 9.75 (1H, brtl)o?/ 8.73 (1H,
dd), 7.67 (1H, dd); 7.52 (1H, d); 7.49 (1H, s); 7.42
(1H, dd); 7.23 (2H, d); 6.69 (2H d); 6.57 (1H t);
Emraﬂe(@ls m ; N(DMetiEdAybenzylP]-PA-mefighS- @i fludiPietiyBphenyl]-2-
m .

_Ie 4. 15

€1 3- (trifluoronethyl) phenyl | -

}{1 % f"“?gf’ éxs éjk‘?gﬂi r p XU AR APES (VB diZ7 56811, d); 7.47 (11,

. )42 ¢1Eh ] day ob@mmh)@ﬁ ABLd13D (21, @y.06.36 (134, (t}; 1. 54 %91 LRt hg (34, o);

}gphen [1- 1,2-di hvdropyri di ne-3-car boxande APCI
2.19 BH,421 [MH ] Exanple 4.17

(2-phenylethyl)-21-[3-(trifluoronethyl
AJ?%W & aégﬁ\%}g]dl hvdr opyri di ne- 3- car boxam de WO

2004/ 043924 PCT/ SE2003/ 001739 96

Example 4.14 N-[4-(Dimethylamino)benzyl]-1-[2-methyl-5-

(trifluoromethyl)phenyl]-2-o0x0-1.2-dihydropyridine-3-carboxamide

"H NMR (CDCly): §9.75 (1H, brt); 8.73 (1H, dd); 7.67 (1H, dd); 7.52 (1H, d); 7.49 (1H, .
s); 7.42 (1H, dd); 7.23 (2H, d); 6.69 (2H, d); 6.57 (1H, t); 4.53 (2H, m); 2.92 (6H, s); 2.21
(3H, s).

APCI-MS m/z: 430 [MH .

Example 4.15 N-Benzyl-5-methyl-2-oxo-1-[3-(trifluvoromethyl)phenyl]-1,2-

dihydropyridine-3-carboxamide
APCI-MS m/z: 387 [MH 1.

Example 4.16 N-(2-Chlorobenzyl)-5-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 421 [MH 1.

Example 4.17 5-Methyl-2-0x0-N-(2-phenylethyl)-1-[3-(trifluoromethyl)phenyi]-
1,2-dihydropyridine-3-carboxamide
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APCl - M5 nfz: 401 [MH#] . Exanple 4.18
N- (4- Chl or ophenyl ) - 5- net hyl - 2- oxo-1-[ 3-(tri fl uor onet hy

wO r@hemsebd - 1, 2- di hydropyri di ne-3 - car boxam dePGI/SE2003/001739
APCl - M5 nfz: 407 [ MH]. Exanple 5
6- Et hyl - N-[ 4- (et hyl sul f onyl ) benzyl | - 2- oxo- 1-[ 3-
(trifluorometh~l)phenyll -1, 298i hydropyri di ne- 3- car boxa
mde 10 a)
6- Et hyl - 2- oxo0-1-[3- (trifluoronethyl)phenyl| -1, 2-di hydr

A]g%)&gfl neﬂﬁbmxyl ic acid The title conpound was

3-0x0-3-1[3-(tri fI uor onet hyl ) phenyl ] am no} propanoat e
and 1- met hoxypent - | - en- 3-one using the nethod
C&@Im I N BR&OhiorogheiyD I methyl-2adt of B)3-(thiffuddyethyDphenyl]-
13): 8 13.75 (1H, brs); 8.59 (1H, d); 7.87 (1H,
3caLbo)Vanﬁée(1H s); 15 7.49 (1H, d); 6.61

_,Zﬂil_y@m@mek
A%msd%aifw 1.20 (3H, t). APCI-M5 m z: 312
B N-[ 4- (et hyl sul fon | )~
benzyl | - 2-oxo-1-[3-(trifluorometh~l)phen 1
di hydr opyri di ne- 3- car boxam de The title conpound was
Eximprised fr ome6-Ethyl-N-[4-(methylsulfonyl)benzyl]-2-0x0-1-[3-
6- et hyl - 2- oxo- 1- [S_ (trifluoronet hﬁl ) phgnyl 1-1,2- 20
j I € ]

4- (et hyl sul fonyl ) benzyl am ne hydrochl oride using
t he nmet hod descri bed in Exanple 3 (d). 1H NWR (CDC13):

THe titfe c(ohlq!)oudbl wab .p&ipafeﬂl'ﬂrorﬁl )3thyl43 680(32{'['3-([ﬂﬂuo'ﬁorﬁéthyﬁphenyl]

s); 2.31 (2H, q); 1.17 (3H, t). 25 APCI-NB m z: 479
arlplwﬁﬂmpwteca@dﬁomﬁmxmena@nﬁ ene wing thadnathar desegbed in Example
1% a net hod anal ogous to that described for

% V\D 2004/ 043924 PCT/ SE2003/ 001739 97
}Em/n? élﬁ» Ned 45 él'ii?tbh?éé' §Bbf(ﬁlﬁ d)) 7.87 (1M, d); 7.79 (1H, t); 7.55 (1H, s);

- 2-0X0- 6-

749 (]Hld)mén(eﬂm,)d))mM@HIq),llZO(Bmy)jr ogyri di ne- 3- car boxa
cac13) S 10.00 (111, brt): 8.62 (111,
AE§3IN#581éZ(3é?~1[N@$ -7.83 (1H, d); 7.75 (1H, t);

b) 6-Ethyl-N-[4-(methylsulfonyl)benzyl]-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

dihvdropyridine-3-carboxamide

The title compound was prepared from 6-ethyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxylic acid and 4-(methylsulfonyl) benzylamine hydrochloride
using the method described in Example 3 (d).

"H NMR (CDCls): § 10.00 (1H, brt); 8.64 (1H, 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).

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.
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7.53 (2H, d); 7.52 (1H, s); 7.45 (1H, d); 6.49 (1H
d; 4.68 (2H, m; 3.02 (3H, s); 2.26 (2H, 5 1t); 1.55
W@ 202/04324 ) ; 0.87 (3H, t). APCI-M5 mlz: 493 [ M&4/SE2003/001739
Exanple 5.2
6- Butyl - N-[ 4- (net hyl sul f onyl )9benzy| | -2-0x0-1-[3
(trifluoronethyl)phenyll 7
-1, 2-di hydropyri di ne- 3- car boxam de 10 1H NMR ( CDCL13):
8 10.00 (1H brt) 8. 62 (1H d); 7. 88 (2H, d); 7. 83

Edabgle s 5 T 3d4E ]
(trﬁiuor&n&ﬁvl@%nvﬂt]) 2- dilhvﬂﬁmﬁlﬁéfhe—ﬁé@r Jox]anﬁ&e ( 2H sxt);
CI-M5 mz: 507 . 15 Exanple 6

1H6Nm(ctmmrei HMD() CIRE, [t (62 (L $10|J T.80(2H, d); 7.83 (1H, d); 7.75 (1H, t);
75508, i 8 O R AL AT e (L s 3.02 (BHL 5 2.26 (2L

x0-1-[3-(trifluoronmethyl)phenyll-1
0; g %B@%Dggy@m% tg carboxylic acid 20 The title
ared by refl uxing
6 nethyl 2 oxo 1-[3-(trifluoronethyl)
phenyl ] -1, 2-di hydr opyri di ne- 3- carboxyllc acid (297 ng,
1 mol) N-bronosu00|n|n1de | ), and
EX?qﬂﬂeéi%bls 2 5Bty Noldnlmes

" rﬂ)
: '% gi ve the

e
! NMI@ ma ’Bi@ﬁi&i BB L ); 7.75 (1H,
H (th%%ggpne?%?g @g{%%éﬁg t?l fl ugr om& hyl )@phla)yl | - (1L,

7. 14 @HidyH52 O sdti TS G, (dézrdo@(@lH )b 68 (2Ehen); Bt03«3H, s); 2.29 (2H,

05A 4%&?% PSSR EIER. no erude

2 phenyl ] -1, 2-di hydropyri di ne- 3- car boxy
Aﬂétltjcf:Mg Uﬂ; ar?]excess of sodium 30 nethoxide in

nmet hanol at 40 C for 15 m nutes. The organic solvents
were renoved, mater WD 2004/043924 PCT/SE2003/001739

P L1 st precipitate
appeared mhlch was flltered off washed (water and
wat er / net hanol, 1:1) and dr|edto give the title

a)C Wﬁﬂ)methvl)—}oxo-l—[3-(tn'ﬂuoromethvl)phenvl] -1.2-dihydropyridine-3-

carboxvylic acid

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.

APCI-MS m/z: 376/378 [MH ].
b) 6-(Methoxvmethvl)—2—oxo—1-[3—(triﬂuoromethvl)vhenvl]—1,2—dihvdropvridine-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

methoxide in methanol at 40 °C for 15 minutes. The organic solvents were removed, water
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1H NVMR (CDC13): S 13.66 (11-1, brs); 8.63 (1H, d);

7.87 (1H, d); 7.77 (1H, t); 7.58 (1H, s); 5 7.50 (1H,
wa@2004048¥4 (1H, d); 3.96 (2H, d); 3.27 (3H, s).PCHRI00MBD1739

mz: 328 [MH] c) 6-(Methoxynethyl)-N14-(neth,

| sulfon. |)y benzyll-2-oxo-1-f3-

(trifluoronmethyl)phenyll -1, 28ihydropyridine-3 -c

arboxam de The title corrpound was prepared from

6- (et hoxynet hyl ) -2-oxo-1-[3 10

w%s} '%cidgl Und ﬁ%%%g@f}(}h&&%ﬁ%% h/la% gﬁw%?wlg%%g{% c% EgTﬁe Eer pﬁXses were
ac@diﬂé@%‘t’h ﬁ%ﬂﬁh}&ic%ﬂ@%}f@ﬁhﬁ ef8Rshi g2 é’cgpl'tefﬂe Eﬁ})’éﬁ@dewlﬁch was
(d). 1IH N CDC13 6°9.98 (IH, bDbrt) (1IH, d);

filfer&J off 2wiasheil (wifteBﬁlc( Whter/chethaiol7 B: 1) 11H;1 dtléd to glvthe(tiBle,compound.
1rrbiM]z.47 &1H d); 6.72 (1H, d}%; 4.67 SZH m_;. 3.92 -
H BINR §§DCh) 0 13.661(1H)bro)a8.63 (i) 787 (HsABET-(VB. i 7.58 (1H, s);
I : thyl)-N-14-(meth
7oty g (B ol (Bughl 5% (DAet v - T 44 (e

APCIL Mgﬁ%mt[m*)]phenyl | -1, 2-di hydropyri di ne- 3- car boxa
m de 20 a)

)6 - §-Bvidthox ymethig)it N 2-(mxibylsufayl ibenf 118 roxoelt-fB¢| ) phenyl | -

1 2-d|h dro-yrldlne,S carboxyllc acid The title
: ; e Jrgarboxamide

T‘% t‘f»"% ?0%29”%9*% Sy %‘TJ“% RRYREAROFER R car boxy
(tﬁﬂﬁoraﬁledly@ Her@ﬁllrytz&hl%ﬁ?ﬂd)pwdlﬂéyﬂk%bﬁﬁd z{&1d"ﬁkﬂﬁ(kﬁbth§;ﬁﬁlfonyl)
ewmnu he reaction mxture was washed t
b@llzyﬂyhnﬁm@ﬂﬂmeie Uk thatethodhizs@ibeden Exampldi¥ (ded wi t h
acid ecipitate_a

P XBE SOhRIp S 8%h il EEnalir e mtaRas & 7 88U 093 o

4.t j n
7 3D i L ey A ol 937‘ 2%* B STAH D 3752y 301
(38, & 794(1H d); 783(1H 7.81 (1H, d); 6.94
é, ); 5.8 Qé{) ;399(2H d). 30 APCI-M5 T z:
ABCEMSmYE: 40D Al 043924 PCT/ SE2003/ 001739 99 b)
6- (Hydr oxynet hyl ) - N-[ 4- (et hyl sul f on.
| ) benzyl | -2-0xo0-1-[3- (trifluoronethyl)phenyll

Eiagmgl'ed)i hydro py(f—lf Igi{'cﬂgiﬁnétﬁﬁ&gﬂ f&éml&ﬁvlsulfonvl)benzvll~2-oxo- 1-[3-

(trifluoromethylphenyl]-1,2-dihydropyridine-3-carboxamide

a) _6-(Hydroxymethyl)-2-0x0-1-[3-(trifluoromethyl)phenyl]-1.2-dihydropyridine-3-

carboxvlic acid

The title compound was prepared by heating 6-(bromomethyl)-2-oxo-1-[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
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.

'HNMR (DMSO-dg): § 13.99 (1H, brs); 8.53 (1H, d); 8.00 (1H, s); 7.94 (1H, d); 7.83 (1H,
t); 7.81 (1H, d); 6.94 (1H, d); 5.85 (1H, t); 3.99 (2H, d).

APCI-MS m/z: 314 [MH 1.
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The title conpound was prepared from
6- (hydr oxynet hyl ) - 2- oxo- 1-[ 3-
w@ rooflases onet hyl ) phenyl ] -1, 2- di hydr opyri di ne- BET/8E1903(§01739
lic acid and 4-(nethylsul fonyl) s benzylanm ne
hydr ochl ori de using the nmethod described in Exanple 3
(d). 1H NVR (DVSO-d6): 8 9.929(1H, brt); 8.49 (1H, d);
7.92-7.81 (4H, m; 7.78 (1H t); 7.71 (1H, d); 7.53
(2H, d); 6.78 (1H, d); 5.71 (1H, t); 4.57 (2H, brd);
H_ Db ;

g 1 -N?1 41- métﬁ'_isulfor} il bePCll_y%xo 1- 3-481 [ MH]

(tﬁﬁlﬁ&oﬁlémynﬁﬁéﬂvﬁof‘y | iBRIRFEW i céi‘b@%eﬁm%e [ 3-

(trifTuorofret hyl) phenyl T-1, 2, 3,4-tetrahydropyrim di ne-
Tlfetﬁ:tﬁfrdwnqmﬂrhd &vas @yepared from 6- (hydroxymethyl) -2- oxo 1-[3-

2,4-D -3-[3-(trifluoronethyl)phenyl | 3,4-tetrah
(tly@pqywpqhm)ghqwl]g g—&iﬁln@lxggyin@hneﬁ}cgbpwhc amd and 4 -(methylsulfonyl)

b i ey SR el RO Rl it PR o0l oo

l}PN*MR SR 8'9@93(11%”19@)1'8&19((& Hj 77.993¥81 (AH, m); 7.78 (15, 9; 771

acetonitrile (40 m). mxturé was heated at 40
(IHyd); T2 dp . Zhd H, hlarﬁ T h(aH;m) VERTt (2 brdv R PH (2H exitd); 3.16 (3H,
The resulting urea was redissolved in dry ethanol (15
s)m) and di et hyl ethoxynethylene 20 nmal onate (5 nl,
. ) +1 nal Iy sodi um et hoxi de sol ution (50

Aﬁélﬁfll n eﬁ%ilﬁgﬁ was added, and the m xture was

refluxed for h. Water (10 m) was added and the

m xt ure was aIIovved to cool, then washed with ethyl
Exonplet8e, aci diN4dAtmingsbif@nylittehzdbAd-dioky8[Behl ori c

acid and extract ed W|th et hyI acet ate The aor ganic
trafl ) etrah wiiidg -paArgPXAINIde 5o i d
mat er i aI . Recryst al l'i satl on from hept ane/ ethyl acetate
afforded 25 the title conpound (0.5 g, 7% . 1H NMR
a)( GEIRd%0-833- (&&hﬁ)ildﬂletﬁfll%heﬂ\?ﬁ I%ﬁ*te@ah]v%rdp]vﬁnuélneﬁ carboxylic
J=6.4Mz) . 7.46 (1IH, d, J=/.6Hz): 7.40 (1A,
ackd7. 6Hz); 7.30 (brs 1H); 7 22 (1H, d, J=7. 6I—|z)
4- ( Ami nosul f on

M Fi +
3 Q‘%@rngmptlwl)aheawbs@ecx@hﬁg (%éﬁlgf &% BrReR PRY RIsHerHAklY. tp, apvigorously

st oS oSt SR ROMI I A 0P CRIRE%3) 1 ackBnitrile (40 mi). 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-
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 conc.
hydrochloric acid and extracted with ethyl acetate. The organic extracts were dried and
evaporated to give a solid material. Recrystallisation from heptane/ethyl acetate afforded
the title compound (0.5 g, 7%).

"H NMR (CDCls): § 12.41 (1H, brd, J=6.4Hz); 8.15 (1H, d, J=6.4Hz); 7.46 (1H, d,
J=7.6Hz); 7.40 (1H, t, J=7.6Hz); 7.30 (brs, 1H); 7.22 (1H, d, J=7.6Hz).

APCI-MS m/z: 300 [MH 1.

b) N-[4-(Aminosulfonyl)benzyl]-2.4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3.4-

tetrahydropyrimidine-5-carboxamide
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The title conpound was prepared from
2,4-di oxo-3-[3-(trifluoronethyl)phenyl]-1, 2,3, 4-
w0 edonalBeds opyri m di ne-5-carboxylic acid and  PCT/SE2003/001739
N-[ 4- (am nosul fonyl) - benzyl ani ne hydrochl ori de using
the nmet hod described in Exanpl e 1 (d). 1H NWR
(DVMBO-d6): 8 12.21 (1H, brd); 109 11 (1H, t); 8.29 (1H,
s); 7.81 (2H, d); 7.77-7.70 5 (3H, m; 7.65 (1H, d);
7. 44 (1H, d) 7.28 (2H, s); 4.46 (2H, d). The

I t d,\usi
TSGR AR P LR 12
%yrﬁmlime -5-carboxylic acid and N-[4- éa:mmosulfongl) benzylamine
N- [4- (Di et hyl am no)benzyl I - i 0xo- 3

hydro¢H brixder @F%tthemqﬂwddsmmdﬁn Exdmpketlr@)ydr opyr | m d| ne-
1}?‘1\&1& Zﬁg’fﬂg gebérll(zfélluﬁ%fg@t@agélﬁ ]_tu %ﬁf (1H; s),-;g 8(11@}1 g) 7.77-7.70
o Bt R P

Exanple 8.2

N- (4- Chl or obenzyl ) -2, 4-di oxo-3-[3-(trifluoronethyl)phe
The campuBdsleft Iex analg=d8.d py B i8rw ate peeparedarsingtherpeterd khdihdd described
0&)%[()3 : 8 9.65 (1H, brd); 8.96 (1H, brt); 8.39 (1H,
foiy Fxamp “(1H, d); 7.72 (1H, t); 7.63 (111, s); 7.56

(1H, d); 7.33 (211, d); 7.25 (211, d); 4.49 (2H, d).

20 Exanple 8.3 N-(2, 3-Di hydro-| - benzof uran- 5-

Ekambie &1 4- di 0X98-(DinethVlahfiddiBerRIIWHRBeNyd-| -1, 2,
4-tetrahydropyrim dine-5-c arboxam de IH NI\/R

Q@@EM_MLZH 4—t¢‘trah\7dr61§vrfmﬂdmepd carBo acetate

i (Gl 4 tehighieyRlge aft bindss ol 9y 7%(1%;; 772 (11,
ONEFS T TSP SN T B 143 R 2eE 6 £o4 o o)

(t r| fl uoromet hyl) phenyl I
3, 4-tetrahpyri m di ne-5-car boxam de 1H NWVR

Exm@z 6 9. Mﬂﬂ&rnmall@uimg J)3-(t8fldérofmkthyphenyl]-
88$Hd 7757§ d 7.66 (1H, t); 7.53 (111,
L.gg3.4- me %bwmﬂﬂ 4. 65 (2H d): 3.01

HRER T R Bt 8 g s e ARG, oy 772

t)47.68 I s§-71.5% (191, df;| 135 @ tdnvi 2@ d)-4.49 (2H, d).

Example 8.3 N-(2.3-Dihydro-1-benzofuran-5-ylmethyl)-2.4-dioxo-3-[3-
(trifluoromethyl)phenyl]-1.2.3.4-tetrahydropyrimidine-5-carboxamide

"H NMR (CDCls): § 8.53 (1H, d); 7.76 (1H, 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 [MH 1.

Example 8.4 N-[4-(Methylsulfony)benzyl]-2.4-dioxo-3-[3-
(trifluoromethyl)phenyl]-1,2,3.4-tetrahydropyrimidine-5-carboxamide

'H NMR (CDCl): § 9.05 (1H, m); 8.52 (1H, d); 8.40 (1H, m); 7.88 (2H, d); 7.75 (1H, d);
7.66 (1H, t); 7.53 (1H, m); 7.49 (2H, d); 7.44 (1H, d); 4.65 (2H, d); 3.01 (3H, s). |
APCI-MS m/z: 468 [MH 1.
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1, 2,3,4-tetrahydropyri m di ne-5-carboxam de 1H NWMR

(CDC13): 6 8.90 (1H, m; 8.50 (1H, d); 8.32 (1H, m;
wQ2004/0430% d); 7.65 (1H, m; s 7.52 (1H, m; 7rdRSEDbHE/001739

m; 7.16 (2H, d); 4.50 (2H, d). APC-MS m z:

467[ MH] . Exanple 8.6 N (4-Mehoxybenzyl)-2

4-di oxo-3-[3-(trifluoronet hyli henyl | -

1, 2,3.4-tetrahydropyri m di ne-5-carboxam de 10 1H NMR

(CDC13): 6 8.86 (1H, m; 8.62- 8.53 (2H, m; 7.77 (1H,

m; 7.69 (1H, m; 7.55 (1H, m), 7.47 (1H, nm), 7.24

(2H, m; 6.86 (1H, m; 4.52 (2H, d); 3.80 (3H, s).
Eﬂﬂﬁbld\sis m z: 4244{Bybinbbénaiipl.¢ dfoxd-3-[3-(trifluoromethyDphenyl]-

N- (1, 3-Benzodi oxol -5- | nethyl)-2, 4-di oxo-3-[3- 15

1.2:3:4-tetiahydsapyripidy 941_9_@@,@3 4-t et r ahydr opyri ni di ne-

I%Ifiﬁﬁﬁ?ﬁa@)sﬁg %?MNYR ); %é&i & & aagglffylr@gf?ﬂqlﬁ ;) 7.65 (1H, m);

7 2, A3H7n6675(1%ghlzlda)'4§§)%ﬁj AR

APﬂ?iMSdlyZ %PMJNB mz: 434 [ M. 20 Exarrpl e 8.8
N- ( 3- Chl orobenzyl ) -2, 4-di oxo-3-[3-(trifl uoronethvl
henyl I - 1,2, 3, 4- tetrahpyr| m di ne- 5- carboxam de 1H NMWR
9. - : ;

E%a%@lﬁl 610 s A d

UK
19 %%#&dr&ﬁénﬂﬁhmeﬁ aﬁbs;mdm 7.19 (1H, m; 4.58
[ MH#]. Exanmple 9

'H NB@R yCDRI)4S §. Bé(IH,I m);l8f6m38[33t(eﬂzyﬂ)l 7.27 411l 10) 9-63 (18, m); 7.55
&rlfluoromsth%é%ﬂ enyl | -1 4tetrar11f/dro§/r|md|ne-
(1L &y hd% SHildge) @, m); 6.86 (1H m); 4.52 (2H, d); 3.80 (3H, s)

3 i f 1 uoronmet hyl ) phen | urea WO

A%Sﬁ% Jﬂ%ﬁb% éEZOOS/ 001739 102
1-1socyanato-3-(trifluoronethyl)benzene (0.74 m, 5.34
nmol ) was added to an ice cooled solution of

Exambple8.Ani ne (N-(D8-Benzodiox @85 -pimmdthyl)-0.4atiet®pi[sril e (10
m). Th mxture vvas stlrred for,lO mnutes and then
trifl ethyphe; Amide onrpound

1}?1%1\@1 (CDC13) 8 8.93 (1H, m); 8.71 (1H, m); 8.54 (1H, t); 7.76 (1H, d); 7.68 (1, t); -
7.54 (1H, 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'].

Example 8.8 N-(3-Chlorobenzyl)-2.4-dioxo-3-[3-(trifluoromethyl)phenyl]-
1.2.3.4-tetrahydropyrimidine-5-carboxamide

"H NMR (CDCly): § 10.07 (1H, d); 9.11 (1H, t); 8.54 (1H, 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).
APCIMS m/z: 424 [MH"].

Example 9 1-Butyl-N-[4-(methylsulfonyl)benzyl}-2,4-dioxo-3-[3-

(trifluoromethyl)phenvl]-1.2,3.4-tetrahydropyrimidine-5-carboxamide

a)  N-Butyl-N'-[3-(trifluoromethyDphenvllurea
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white solid (1.37 g, 99%9. 5 APCI-M5 m z: 261 [ MH].
b)
waERdnlod3obut yl - 2, 4- di oxo-3-[3-(trifl uoromnet hyl ) ptieagioh3/do1739
,2,3,4-tetrahydropyrimdi ne-5- carbox.Zl ate To a
solution of N-butyl-N-[3-(trjfluoronethyl)phenyl]urea
(1.37 g, 5.26 nmmol) and di et
(et hoxynet hyl ene) mal onate (2.13 m, 10.68 nmol) in NAP
(6 M) at 100 C was 10 added potassiumtert-butoxide

ESQ)C%I}%@?B U‘ﬁ?l mgt}lgl%l 33 . .4% r5634. Spte\lz:{sv\élglgeé P%an rice cooled

soMitidh (94"\‘1 Baaamd (lr063m13q|0q$8 BfnoN&n @Mom’ei/ﬁé €10 mI)N"®he mixture was
sol vent was evaporated and the resulting oil was

stiyeedi for £0lniigutédPind then thie welvehtewast éviaperatedip givedhe 67 cormpound as a
339 . - H VR (CDC13): 8'8.33 (1H s); 7.70 (1H d);
whitgsolid|(4.3% 5, 99%)51 (1H s); 7.41 (1H, d); 15 4.35

AR P 1)) ec v 3?])5; E N C)

ahﬁr@pﬁl_'midine-S-

y ut1on
cappoxetdt gl
1- but di oxQ-3-[3-(triflu ronethyl) heny 2,3,
Taazelu%/le? PQW)S‘@J r 3,@@1%9@@@@( Blas(w]&fe@< PO L 5%6 npmol and

ST RS e G S ey v

adda@ gﬁia&ﬁtﬂlﬁl&eﬂ%ﬁ)x‘i&%b ad gWOt8'9 18iBY)and @R! Bfx@ure was stirred for 1 h.
Acidification of the agueous phase, extraction with

Eéyhsdetatawes addedand theemixpae vofs waskedswith éM hydredhdenic adié, brine and

w%tlflt;.llﬁ'yg)csgf@g%gs(e&/%ora ed ayg% r@%ﬂuyggl Clsjgég%qq_py %;PLC to give the
96 (2H, t); 1.85-1.75 (2H n:

itf ‘é‘gnﬁl"]“?‘}(%ﬂngh%‘ﬁ)l 00 (3H, t). APCI-MS miz: 357

TH NiveR (GDCly) B 8B (N[ & 1.7 (1Y, d); 7.62 (1H, t); 7.51 (1H, s); 7.41 ﬁlH d);

| s~nyl) benzyl | - 2, 4- di oxo- 3- [3-(tr|fluoronethyl)ph
4.35 (212, @; 3-89 €2H aAdyyld8 oy (A dmpel. 45-¢ 3510 am);dk99 @H, ).

hyl sul phonyl benzyl am ne hydrochl ori de
AP%%“’?%J%%Z%%‘]) and 30 DIEA (24 |, 0.14 mml) in
) ANAL S 1AL {

nyl |

carboxvhc acid

A solution of ethyl 1-butyl-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3,4-
tetrahydropyrimidine-5-carboxylate (101 mg, 0.26 mmol) and 0.5M sodium hydroxide
solution (700 pl, 0.35 mmol) in THF 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%).

'HNMR (CDCly): § 8.57 (1H, s); 7.79 (1H, d); 7.70 (1H, t); 7.55 (1H, s); 7.46 (1H, d);
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-N-[4-(methylsulfonyl)benzyl]-2.4-dioxo-3-[3-(trifluoromethyl)phenyl]-

1,2,3.4-tetrahydropyrimidine-5-carboxamide _
A solution of 4-methylsulphonylbenzylamine hydrochloride (30 mg, 0.14 mmol) and

DIEA (24 pl, 0.14 mmol) in dichloromethane (1 ml) was added to a stirred mixture of
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1-butyl -2, 4-di oxo-3- [3-(trifluoronethyl)phenyl]

-1,2,3,4-tetrahydropyri mdine-5 -carboxylic acid (44
woreno404324 mol ) . HATU (52 ng, 0.14 mmol ), HOATPCT/SE2903/001739

0.14 mmol) and D EA (631, 0.37 mmol) in

di chl oronet hane (1 m). The resultl ng m xture was

stirred for 2 h. The sol ventlO3as evaporated and the

product was purified by HPLC and by flash 5

chromat ography to give the title conmpound (22 ng,

1-13115%@2 (lé’ﬁ_lpxog? [§%%$%13%%th p]h 1}§'1i~.,1 %,%)l—tet?zsh?lﬁro&%'ggn(? %}?—IS -carboxylic

acf(ﬂ?z (I_L4¥1t1§9.1g2.2rg!1§10%ﬂA71})4652(ﬂig| 0.6 mn%lﬁfi{(m’% (191)ng, 6 123mnol) and

DIE2H63m)]; 0.87 andl3 i dlbhloro‘iﬁ&ﬂlaﬂtﬂl mﬂ}, TIBstthgH}nxtﬂI@ vWetsestlrred for
conpounds of Exanples 9.1 to 9.4 were prepared usi ng

2R H&xe@ew@nfawawtan@r@tqqle@érthqa@r@ducftdvas eREfpt BY HPLE #heflash

et hy! t hylesu f
ChiGEHETRY e He gt chmpgbid FThgss%. | O
1
Hg% L%iggfrgnp? §1y4 ur}bNRs‘%@ggC (1]11-125)3 749t (@Hr sosm u)mobmﬂ £);
7. 531('11{ 3),,7 50 @H (d)lH 440LH, d); 7‘56(1{ @ d),OD 93 (72HS'I) (3105}(3H), s); 1.83-1.75
4°(1 : 1 (20 ) 7.45 (111, d); 4.66 (211,
(ZH) m)41 1}1(3@42}15 )n) @OREH AN t): 3.40 (3H, s):; 3.03

nmz: 526 [NI—H]. 20 Exanple 9.2
Aﬁ%ﬁ%’f :QEMT hyl sul f onyl ) benzyl | - 2, 4- di oxo- 3- [ 3-
(trifluorometh~l)phenyll-1,2,3,4-tetrahydropyrim di ne-
5-carboxam de 1H NWMR (CDC13): 6 9.10 (1H, t); 8.57
THelddmpepnds7ofEkafiiites U) fo T4 Feré pdpamdl using e gebekal tethod described
7.52 (1H, s); 7.50 (2H, d); 7.43 (111, d); 4.66 (2H,
fopExamplg " ( 3H, s) 3.03 (3H, s). 25 APCI-MB m z: 482
[MH]. Exanple 9.3 1-Ethyl-N-[4-(neth
IsquonyI)benzyII-2 4- di oxo- 3-[ 3-

Exdrhpieloupr omet hy o) plagiaxbéth 1) AN-4-AndtB{ Ik @fots BByl P2 4idieko-3-[3-
5-car boxam de 043924 PCT/ SE2003/ 001739 104 1H

R 7(53&):'@ 9.‘113 (1H, t)6 %, éllﬁ H, s? 7.90 (2H, d); 7.75 (1H, d); 7.67 (1H, 1);
7.54 (1H, s); 7.51 (2H, d); 7.45 (1H, d); 4.66 (2H, d); 4.12 (2H, t); 3.68 (2H, 1); 3.40 3H,
s); 3.03 (3H, s).

APCI-MS m/z: 526 [MH 1.

Example 9.2 1-Methyl-N-[4-(methylsulfonyl)benzyl]-2.4-dioxo-3-[3-
(trifluoromethylphenyl]-1.2.3 4-tetrahydropyrimidine-5-carboxamide

'H NMR (CDCls): § 9.10 (1H, t); 8.57 (1H, s); 7.90 (2H, d); 7.76 (1H, d); 7.67 (1H, t);
7.52 (1H, s); 7.50 (2H, d); 7.43 (1H, d); 4.66 (2H, d); 3.61 (3H, s); 3.03 (3H, s).
APCI-MS m/z: 482 [MH 1.

Example 9.3 1-Ethyl-N-[4-(methylsulfonyl)benzyl]-2.4-dioxo-3-[3-

(trifluoromethyl)phenyl]-1,2.3 4-tetrahydropyrimidine-5-carboxamide
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7.53 (1H, s); 7.50 (2H, d); 7.44 (1H d); 4.66 (2H

d); 4.01 (2H, q); 3.03 (3H, s); 1.45 (3H, t). APCH -M
WOont@4/04984 [ VH) 5 Exanple 9.4 PCT/SE2003/001739

N- (4- Chl or obenzyl ) - 1- ( 2- net hoxyet hvl ) - 2, 4- di oxo- 3-[ 3-

(trifluoromethyl)phenyll-1,2, % 4-tetrahydropyrim di ne-

5-carboxam de 1H NWR CDC:13)1 8 8.99 (1H, t); 8.60

(1H, s); 7.74 (1H, d); 7.66 (1H, t); 7.53 (1H, s);

7.44 (1H, d); 7.30-7.22 (4H, m; 4.54 (2H, d); 4.11

1%@5’[% k}?@?ﬁ7'6§9 ﬁngHt%; 8.58 (1%, 6527 0050m, 4R 75V 67 (1, o)
7.53 tH@'%? 67 5G| d)Ni‘ b4 ((FRD W6 GHLQ1); 4 DY (2H, ); 3.03 (3H, 5); 145 GHL,

benzyl - 2- oxo0-1-[3
t)(trifluoronethyl)phenyll-1, 2-di hydropyri di ne- 3-carboxa
mde N 10 inimde (9.7ng, 0.043 mmol) was added
A?GQM%WZHA%TWJH on of 6-nethyl N 15
[ 4- (et hyl sul fonyl ) benzyl ] -2-0x0-1-[3-(trifluoronethyl
) phenyl ] -1, 2-di hydropyri di ne-3- carboxam de (20 ny,
EfafifiR 990! ) | nNiaidHisepaEhamesmeihbe iyl 4dioRe-3-31 ) -

The mxture was stirred for 10 mnutes

b7 m@aﬁ%ﬁaﬁim é&%@&%@a& d¢ gg,ux @@9@ 453 (H, ;7.4
O T A PO SR

APCEMDhi/: 488 [Bﬁ{(]lH s, ) 7.88 (2H, d); 7.82-7.69

(311 m; 7.48 (2H, d) 7.40 (1H, d); 4.65 (211, m;
3.01 (311, s); 228(3H s). The follow ng

bt eH@d'daf é@iaa% et .iﬂrﬁanetﬁvls&?o@'i)%g&defoxo-l 5

Ligbuor onet hyl ) phe

-car boxylic acid

Ngflﬁbsd@uﬁﬁﬂde 5911 M‘(MB mmol) was added to a stirred solution of 6-methyl-N-
3-(3- Chloroghen yl)-1-(2-methoxyethvl)-2,4-di oxo-1, 2, 3,

[MémﬁhylaHMW PWYH‘rZ}Dh@-lE[E” (gilugzoneshyDphensidi 1 dibydropyridine-3-
c R 033 ?195,(@6 2008 g)%]i E’ogrom%t %nesﬁﬁ"omc aad%zs mBZI:'he mixture .

RIS ARG Y e T .
wésﬂdd vith aqled® soditdm hydrogenddrboddte, adddousBo8ilim thiosulfate and water.
The extracts were dried and evaporated to give the title compound (100%).

'H NMR (CDCls): 8 9.81 (1H, brt); 8.86 (1H, s,); 7.88 (2H, 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):

1-(2-Methoxvethvl)-2.4-dioxo-3-[3-(trifluoromethyl)phenyl]-1.2.3.4-tetrahydropyrimidine-

5-carboxylic acid

APCL-MS m/z: 359 [MH .

3-(3-Chlorophenyl)-1-(2-methoxvethyl)-2 4-dioxo-1,2.3 4-tetrah ydropyrimidine-5-

carboxylic acid
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5 (1H, t); 6.85(1H,d); 3.89 (2H, t); 3.74 (3H, s);
1.61 (2H, pentet); 1.30 (2H, hextet); 0.89 (311, t).

WA 2@uyd928- (3- (trifl uoromet hyl) phenyl) -2, 4- di ORGF/SEDPB(01739
4-tetrahydropyrim di ne-5- carboxylic acid 10 1H NWR
(DMSO-d6): 8 12.55 (1H, br s); 8.76 (1H, s); 7.84-7.60
(4H, m; 3.89 (2H, t); 1.631@§H, pentet); 1.30 (2H,
hextet); 0.89 (3H, t).

1- Butyl - 3- (3-chl orophenyl) - 2, 4-di oxo- 1, 2, 3, 4-tetrahydr

Ag@}f_i\j{m:@%%ﬁﬂ]poxyl ic acid APCI-MS nmlz 323 [ MH]

1- Butyl - 3- (3- cyanophenyl ) - 2, 4-di oxo-1, 2, 3, 4-tetrahydro
pyri m di ne-5-carboxylic acid 1H NVR (DMSO-d6): 8 12.30
1-Bity1-3bB3-mtho8yphen43.4-8io0x 01,034 AetBdh ydaigyrimiding-57GaoxG8c acid

o SMR (VSS9 690,09 6L, by 6. %Bt R

oA LR i o

@y ne-5-c arboxam de
1 " ("2- Met hoxyet hyl) -2, 4-di oxo-3-[3-(trifluoromethyl)phe
nyl]-1,2,3,4-tetrahydropyrim dine- 5-carboxylic acid
0. ?16 nm)fll 0.2M i nth\/Ii’ was adde totPS- Car bod| L m de
A A Hm hep Q) !.

Cg cQOpl );Them xtre vvasstl rred for 25 15 m nut es and
enzyl am ne (0.019 nmol, 0.3Min NWP) was
rasied (DR{SCREG): S BKS A D ¥LEPRIBI 1L ¢>8@E7Sﬁ) dz@ﬁ)vmw (2H, t);

scavenged using PS-Trisamne resin ( ng) , aki ng
1.63€21, tentee) 0130 (RHehexst):1).3%@Hk X s vvere filter ed of f.
The title conpound was obtained after purification

using preparative HPLC. APCI-MS mz: 482.4 [M+#] 30

g%ﬁ-%(%-&1§r%§ﬁefgﬁlér§%f (9)9 {,9,%]4, 7%%ahﬁ§p@@@egﬁc%obﬁcoacid

APELRSTRYSXY NI Y.) - 2, 4- di 0x0- 3- [ 3-
(trifluoromethyl)phenyl]-1,2, 3, 4-tetrahydropyrim di ne-
5-carboxylic acid and the appropriate am ne usi ng t he

ene_r a_1|3_£) raggede%r le—2d T ?orxloP Gd?:I N an}larrpl ¥ nnudme-;c):( ?ic acid
}?'NMR MBARBUBSR M 30 &, Bz BeR YR By baZ ¢ Gep%9: 3153769 (28,

m); 3.89 (2H, t); 1.63 (2H, pentet); 1.30 (2H, hextet); 0.89 (3H, t).

Example 11 N-(4-Chlorobenzyl)-1-(2-methoxyethyl)-2.4-dioxo-3-[3-

(trifluoromethylphenvl]-1.2.3.4-tetrahydropyrimidine-5-carboxamide

1-(2-Methoxyethyl)-2,4-dioxo-3-[3-(trifluoromethyl)phenyl]-1,2,3 4-tetrahydropyrimidine-
5-carboxylic acid (0.016 mmol, 0.2M in NMP) was added to PS-Carbodiimide resin (60
mg), HOBT (0.032 mmol, 0.3M in NMP) and NMP (200 pul). The mixture was stirred for
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.
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(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrim di ne-
5-carboxam de APCI-Ms mz: 478.5 [ MH#] Exanple 11.2 1
WO ¢4 edboxyet hyl ) - 2, 4- di oxo- N- (pyri di n-4- PCT/SE2003/001739
| methyl)-3-[3- io0
(trifluoromethyl)phenvll - i 4-tetrahydropyrim di ne-
Lt bosam e ADG N 1 2. 4154 MH+] . Exanple 11.3

N-[ 2- (3, 4- Di met hoxyphenyl )ethyl | -1 -(2 rret hoxyet hyl ) - 2,
4-di oxo- 3- f
I LN
e

(t?ﬂufo%lf(h&i)ph%myy QBtlb[r‘fe)rah\ydrapjrﬁnmﬁtekﬂ}xgzrbbBylld acid and the

ethyl | -2; 4-di oxo- 3-[ 3-

appropriate pinaesingthegraasal procedurg desarided dhbwrmeply dilivi di ne-
5-carboxam de APCI-Ms mlz: 492.5 [ MH] 20 Exanple
11.5 1-(2- Met hoxyet hyl )-N-(4-neth

E%ai‘ﬁi*w%e A.¢- di o"lﬂé%%%;@tfﬂ;rvbenzvb - (2-methoxyethyl)-2.4-dioxo-3-13-

| uor onet Ny eny Z A-Tetranhydropyr i m di ne-
(_ﬁﬂm&bﬁﬁmmbﬂtﬁwlﬁf’% %tlﬁhxzdroﬂﬁﬁnﬂlﬂel\ﬁﬂrboxaﬁﬁldEx anpl e

ARC{MWMQ§&[W)1NF4 (et hyl sul fonyl ) benzyl | - 2, 4- di
oxo- 3-[ 3-
(trifluoronethyl)phenvll-1,2,3,4-tetrahydropyri m di ne-

E;éa.ﬁgrequxzam de 1 APGeiRyBhh)- ﬁ@alo&olmdrﬁdnmrmhﬁm%@ [3-
N- (4- Fl uor obenzyl)-I-(Z-net hoxyet hyl')-2, 4- di oX0- 3-[ 3-

(t2Buoromethyl)phenyl]-1,2,3.4-tetrahydropyrimidine-5- carboxarmde

Aét ri flg“zr'omet h&é?{phenvl -1, 2,3,4-tetrahydropyrim di ne-

CEMYBYE A 2004/ 043924 PCT/ SE2003/ 001739 107
APClI - M5 nfz: 466.4 [ MH#]. Exanple 11.8
N- (1, 3- Benzodi oxol - 5-yl et hyl ) - 1- (2- met hoxyet hyl ) -2, 4-°

EddfpR-13:3 [ 3- (bl arrsimiipry b RIS MEtlyi1 13 -22- l?nefhok%thal'm 4 dioxo-3-
dropyri m di ne-5-carboxam de 5 APCI-M5 nfz: 49275

]?ﬂmgremkthygphenyll 1,2.3.4-tetrahydropyrimidine-5-carboxamide
2 Chl o or obenzyl ) - 1- (2- met hoxyet hyl ) -2, 4-di o
Al/?g ‘MSf Bz 53?15f[ rlonet hyi ) phenyl|l -1,2, 3

, 4- tetrahydropyrl m di ne-5-c arboxanm de APCl - M5 ni z:

500.4 [ MH
Example 11.4 1-(2-Methoxyethyl)-N-[2-(3-methoxyphenylethyl]-24-dioxo-3-[3-

(trifluoromethyl)phenyl]-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 492.5 [MH 1.

Example 11.5 1-(2-Methoxyethyl)-N-(4-methylbenzyl)-2.4-dioxo-3-[3-

(trifluoromethyl)phenvl]-1,2.3.4-tetrahydropyrimidine-S-carboxamide
APCI-MS m/z: 462.5 [MH 1.

Example 11.6 1-(2-Methoxyethyl)-N-[4-(methylsulfonyl)benzyl]-2.4-dioxo-3-[3-

(trifluoromethvl)phenvl]-1,2.3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 526.5 [MH 1.

Example 11.7 N-(4-Fluorobenzyl)-1-(2-methoxyethyl)-2.4-dioxo-3-[3-

(trifluoromethvphenyl]-1.2.3 4-tetrahydropyrimidine-5-carboxamide
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10 Exanple 11.10
N- (3, 4- Di chl orobenzyl ) - 1-(2- et hoxyet hyl ) - 2, 4- di oxo- 3-

W 3004/043924 PCT/SE2003/001739
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrim di ne-
5-car boxam de APCI-Ms ni z: 5]067 4, 518.4 [ML1+]. 15
Exanpl e 11.11 Methyl 4-f f(f 1
1- (2- net hoxyet hyl ) - 2, 4- di oxo- 3-f 3-

(trifluoromet hyI )phenyl | -1,2,3,4-tetrahydropyrimdin-5

| met hyl }b te APCl-MNB m z:
Agg%h\gé%bﬁémo[ Exaﬂ& gelly12} sheoate ’

1- (2- Met hoxyet hyl ) - N- F( 5- et hyl i soxazol -
1) met hyl | -2, 4-di oxo-3- f
Esal(iplﬂ H.8i0r onelNHy i3}y éreodiokelt 5 2Bethyl) dt Ranetoxyeyinil ¥ di-dioxo-3-

APCE nﬂ/z°>49%%

?t rli/f@uor onet h[)I/v[USIp]nenyl -1, 2,3, 4-tetrahydropyrim di ne-
5- car boxam de APCl - M5 ni z: 514 5 [ MH]. Exanples 11.14
to 11.29 were prepared from

Egar(lpleclil !br ophehi;(&ﬁm_x(qﬂﬂmmmmg@tmvethvl) 2.4-dioxo-3-[3-
dj 3,4

‘ drto r|m di nessca%boxyl |c acid

APERGRS q%\}ﬂq in Exanple 11: WO 2004/ 043924
PCT/ E2003/ 001739 108 Exarrpl e 11.14
N- (4- Chl or obenzyl ) - 3- (3-chl orophenyl ) - 1- (2- met hoxyet hv
[)-2,4- dioxo-1, 2,3
Exmnpmmdro 4

ﬂl ggge 1nlnd:1Lne 5-carboxamide

R

AbchMsM %we,t bRy pi) - 2, 4-

di oxo-1, 2, 3, 4- tetrahydropyrl m di ne- 5- car boxam de
APCl - VS m z: 444.4 [M#]. io Exanple 11.16

3-(3-Chl or ophe 2- met hoxyet hyl ) -2, 4-di oxo- N- r
Ex%é]ple;ﬂlll P M)e/thvl4{§ ) 0 (py

({1- (2-methoxvethvl) 2.4- leXO 3-[3-
r ah dc{ro ;5ne 5- car boxam de
O 1‘11‘1’11 111~

4

yl }carbonvl)amino]methvl Ibenzoate
APCL-MS m/z: 506.5 [MH 1.

Example 11.12 1-(2-Methoxyethyl)-N-[(5-methylisoxazol-3-yl)methyl]-2,4-dioxo0-3-

[3-(trifluoromethyphenvyl]-1.2.3.4-tetrahvdropvrimidine-5-carboxamide
APCI-MS m/z: 453.4 [MH 1.

Example 11.13 1-(2-Methoxyethyl)-2.4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl]-3-[3-

(trifluvoromethyl)phenyl]-1,2,3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 514.5 [MH 1.

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

general procedure described in Example 11:
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Exanpl e 11.17
3-(3-Chl orophenyl ) -N-[ 2- (3, 4-di net hoxyphen |y
WO edohphio2d - (2- 15 PCT/SE2003/001739
met hoxyet hyl ) - 2, 4- di oxo- 1, 2, 3, 4-tetrahydropyri m di ne-5
_carboxam de APCI-MB nfz: 488.5 [ M#]. Exanple 11.18
3- ( 3- Chl or ophenyl ) - 1- (2- met hob¥dget hyl ) - N- [ 2- ( 3-
nmet hoxyphen
| ~yl'I -2, 4-dioxo-1, 2, 3, 4-tetrahydropyri m di ne-5-car boxa
mde 20 APClI-M5 miz: 458.5 [ MR Exan'pl e 11.19
N-(3 Br onobenzyl ) - 3- (3-chl orophenyl ) - 1- ( 2- met hoxyet hyl
;()ﬂe 11.14 N— 4- C lorgbenzyl 3 3-chlorophenyl)-1-(2-methoxyethyl)-2.4-
1,2, 3, 4- y y I Ne-5-car pbox
d1AE’62|1 W%tmhvd&%vﬂnnéiﬁél-sé’caiﬂwﬂﬁﬁude% Exanpl e 11.20
&3 Chl oro henél met hoxyet hvl ) - N- (4-meth | benz
APCIMSméz: fm ‘t‘M{aHydr opyri mi di ne- 5- car boxani de
APCI - M5 rn/z: 428.4 [ MH]. WO 2004/ 043924
PCT/ SE2003/ 001739 109 Exan'pl e 11.21
| oy oph
% ﬁlﬂ? sflﬁf ony y
dlbxmlg_ﬂ $4-t&irahaddopyaiiidife- SAafBoxbzﬁldd ' 492, 4 [MH] 5

Agc{'ﬁW@r“&ﬂﬁdﬁW)LNM fl uorobenzyl) - 1- (2- net hoxyet hy
1)-2,4-
di oxo-1, 2, 3, 4-t et rahydr opyri m di ne- 5- car boxani de

Ef‘frﬁkle'\ﬁ Iﬂ z: B3 AnlMhtentrangl lﬁetﬁaxx?e@nvl) 2 4-dioxo-N-(pyridin-4-

Benzodi®oxol - 5- yI met hyl ) - 3- ( 3-chl or ophenyt ) -1=( 2

ylme@l) 1,2,3,4-tetrahydropyr1rmdme S-carboxamide

net hoxy 2 4+d| oxo-1, 2, 3, 4-t et rahydr opyri m di ne-5
APQJ.#\B%Q*Z%% LVS nz: 458.4 [MH+]. Exanple 11.24

3-(3-Chl orophenyl) N- (3, 4-di fluorobenzyl)-1-(2-net hoxy

eth | ~)=2,4-
E%I%Pﬁ'llhlzl 3, 4- 1@@9@@3&% N 3g: dﬁn&%ﬂ%@m@wﬂ? @

APCI - M5 ml Zz: 450.3 [ M| Exanple IL.

BthORydfliny1 -2 @~diof -1 b estzhlydrop v ditd - ﬁxca_ﬂ:mmmicbe 1-(2-

AEE M}%Q’Z?n%l) 2 4+d| oxo-1, 2, 3, 4-tetrahydropyri m di ne-5

Example 11.18 3-(3-Chlorophenyl)-1-(2-methox vethyl)-N-[2-(3-

methoxyphenyl)ethyl]-2.4-dioxo-1 ,2,3 A4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 458.5 [MH 1.

Example 11.19 N-(3-Bromobenzyl)-3-(3-chlorophenyl)-1-(2-methoxyethyl)-2.4-

dioxo-1.2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 492.4, 494.3 [MH].

Example 11.20 3-(3-Chlorophenyl)-1-(2-methoxyethyl)-N-(4-methylbenzyl)-2.4-

dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide

APCL-MS m/z: 428.4 [MH 1.
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APCl - M5 nfz: 466.4, 468.4 [MA'] 20 Exanple 11.26

3-(3-Chl orophenyl ) - N- (3, 4-di chor obenzyl ) -1-(2- net hoxye
WO book443924 PCT/SE2003/001739

di oxo-1, 2, 3, 4-t et rahydr opyri m di ne- 5- car boxani de

APClI - M5 niz: 482.3, 484.3 [ MH]. 25 Exanple 11.27

Met hyl 4-[(d [3-(3-chl orophe )-1-(2-met hoxyet hyl)-2

4-di oxo- 1, 2, 3, 4-tetrahydropyri m di n-5-yl | carbonyl }

am no) et hyl | benzoate APCI-NM5 m z: 472.4 [ MH].

y
APGBM&T]ME %420&%043924 PCT/ SE2003/ 001739 110
APClI - M5 nfz: 419.4 [ MH] Exanple 11.29
3 (3-Chl or ophenyl )-1-(2- met hoxyet hyl ) -2, 4-di oxo- N-[ 4- (

Ef R

dl&?&hﬂ\@%@abv&%ﬁ%yﬁmﬂcﬂf@bca@éﬁmc@ 11 30 to 11. 38 wer e

prepared from 1-butyl-3-(3-met hoxyphenyl ) -2, 4- di oxo-
ARCPMS t/z: 82 aMIA dpyr i i di ne- 5- carboxylic acid and the
appropriate amne using the general procedure
descrlbed |n Exanple 11: 10 Exanple 11. 30
. { 3- ;

- (3- nethpoxyp
A?@I MS nﬁzz4584[MH I
di oxo-1, 2, 3, 4-t et rahydr opyri m di ne- 5- car boxani de

APCI - I\/S n12 452.3 [Mt]. Exanple 11.32 N 3- Bronmpbenz

E%a'{lé%hydzr op

d16)8(§51:%,i,mﬂahvdropvﬂmidine-5-carboxamide
APCI-MS m/z: 450.3 [MH 1.

Example 11.25 N-(2-Chloro-4-fluorobenzyl)-3-(3-chlorophenyl)-1-(2-

methoxyethyl)-2.4-dioxo-1.2.3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 466.4, 468.4 [MH 1.

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 [MH 1.

Example 11.27 Methyl 4-[({[3-(3-chlorophenyl)-1-(2-methoxyethyl)-2.4-dioxo-

1.2.3 4-tetrahydropyrimidin-5-yl]carbonyl } amino)methylbenzoate
APCI-MS m/z: 472.4 [MH 1.

Example 11.28  3-(3-Chlorophenyl)-1-(2-methoxyethyD)-N-[(5-methylisoxazol-3-

yDmethvl]-2.4-dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide
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Exanpl e 11. 33
1-Butyl -N-(4-fl uorobenzyl)-3-(3-nmet hoxyphenyl)-2,4-dio
WO ee0d/023934 4- tetrahydropyri m di ne-5-car boxam deCRSE2003/001739
APClI - M5 nfz: 426.3 [ MH#] Exanple 11.34
N- (1, 3- Benzodi oxol -5- | ~vl)-1-butyl-3-(3-nmethox hen
ly)-2 4- dioxo-1,2, 3 110
, 4-tetrahydropyri m di ne-5-car boxan de APCl - M5 ni z:
452. 4 [ M#] 30 WO 2004/ 043924 PCT/ SE2003/001739 111

.|_
Afé%%ﬁﬂ%#(%%ﬂ\gﬁch or obenzyl ) - 3- ( 3- net hoxyphenyl ) -2, 4
-di oxo- 1, 2, 3, 4-tetrahydropyri m di ne-5-car boxani de
APClI - M5 nlz: 476.4, 478.4 [ML1+] 5 Exanple 11.36
Egarfipleyl1.2¢ ( 3, 43-@-ChivvoHeaniayil-2-Bethdx yasiiyib 2 wodiexor N 42 13-

-di oxo- 1, 2, 3, 4-tetrahudropyri m di ne-5-car boxam de
pysezol-Id henzyl1-4.243.4- -tetgaky dropyHmidiae-ficaghoxamide

A%g)ﬁ@b,&%%ﬁwﬂqf]o 4-f | uor obenzyl ) - 3- ( 3- met hoxyphen

di oxo-1, 2, 3, 4-tetrahydropyri m di ne-5- car boxam de

APCI - M5 nfz: 460.3 [ MH#] Exanple 11.38
Exaniples]1 1.38 (21 B3&iwbedirepdredfromol-bintgh3-§3-menmixyphdnyd)-2,3-dioxo-
net hoxy henyl ) -2, 4- di oxo-1, 2, 3, 4- tetrahydropyrl m di ne-
1,5.3¢4 éﬁ R miimeapertbyylig acid arsithe appvpptiate Einesing the

gebisf rsfcBaded 8RS 1 BESRRCSS I 1M

1,2,3,4-tetrahydropyrim di ne-5-carboxylic acid and the
appropriate am ne using the general procedure
Exitgupleildel) i n BExBopll-&N-MichlatdbbExampd-€3-hikiiR& yphenyl)-2.4-dioxo-1,2,3.4-
1 Butyl I\I-(4 chl oropenzyl) 3-(3-chl orophenyl) -2, 4-di ox
Ry 11 g:-easDeasNdE | ni di ne- 5- car boxam de APCI - MS

AﬁéEMs“fn%‘h J4R4' M 441 25 Exampl o 11,40

ophenyl ) - N- (4- met hoxybenzyl )-2, 4-dio
X0-1, 2 3 4-

Example 11.31 1-Butyl-3-(3-methoxyphenyD)-N-[2-(3-methox yphenyl)ethyl]-2.4-

dioxo-1.2.3.4-tetrahvdropyrimidine-3-carboxamide
APCI-MS m/z: 452.3 [MH].

Example 11.32 N-(3-Bromobenzyl)-1-butyl-3-(3-methoxyphenyl)-2.4-dioxo-1,2.3.4-

tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 486.4, 488.4 [MH+].

Example 11.33 1-Butyl-N-(4-fluorobenzyl)-3-(3-methoxyphenyl)-2.4-dioxo-1,2,3.4-

tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 426.3 [MH 1.

Example 11.34 N-(1,3-Benzodioxol-5-ylmethyl)-1-butyl-3-(3-methoxyphenyl)-2.4-

dioxo-1,2,3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 452.4 [MH 1.
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t et rahydr opyri m di ne-5-carboxam de APClI-MS niz: 442.4
[ MVH]. Exanple 11.41
WA 2ut0y3928- ( 3- chl or ophenyl ) - 2, 4- di oxo- N- ( pyr i dPCF/SE20D31€01739
thyl)- so 1,2, 3,4-tetrahydropyrim di ne-5-carboxam de
WD 2004/ 043924 PCT/ SE2003/ 001739 112 APCI-MS nf z:
413.3 [ MH]. Exanple 11.42
1-Butyl - 3-(3-chl orophenyl ) -N-[ 2- (3, 4-di met hoxyphenyl ) e
th 111-2, 4-

d| OXPQI\}]SI% 3, 4_£’§ui E}'[Iﬁéf? %13

1&3@%&%@%&%&%&@%&%&@%[ 2- (3- met hoxyphen

y)ethyl1-2,4-—dioxo- 1, Z, 3, 4-tetrahydropyrim di ne-5-c¢
ABCE}M&WzteWAFICM&S[Nﬂi] 456. 4 [ MH#]. 10 Exanple 11.44
N- ( 3- Bronmobenzyl ) - 1- but yl - 3- (3-chl or ophenyl ) - 2, 4- di oxo
-1 2,3, 4- tetrahydropyrl m di ne- 5- car boxam de APCI - M5

EK?'P eé?lo%ﬁbenz : /

1213 Richaftydrb ﬁxﬁ{mﬁe’ %&"bb%ﬂﬂdee 5-car boxam de APCI - M
anpl e 11. 46

A?CBMSWB443%Wrbphenyl) N- (4- met h
| ~yl)-2,4-dioxo-1, 2,3,4- 20
tetrahydropyrl m d| ne- 5- car boxam de APClI-M5 nlz: 426.4

el fr

dﬂoxg-s1423 4-tetrahvdropvnmld1ne S-carboxamide
di oxo-1,Z, 3, 4-tetrahydropyrimdine-5-car boxam de 25

ARGEMS/B/ri460.40ELA]. [ MH]. Exanple 11.48
1- Butyl - 3-(3-chl orophenyl )-N-(4-fl uorobenzyl) -2, 4-di ox
0-1,2,3,4- tetrahydropyri m di ne-5-carboxam de APCl - N5

E{Hilﬁpl(flﬁo.”S4 [ M_'[tbutvl—N-(Zﬁ-dihvdro-1-benzofuran—S-Vlmethvl)-3-(3-

methoxyphenyl)-2.4-dioxo-1,2,3 4-tetrahydropyrimidine-5S-carboxamide
APCI-MS m/z: 450.5 [MH 1.

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:

Example 11.39 1-Butyl-N-(4-chlorobenzyl)-3-(3-chlorophenyl)-2.,4-dioxo-1,2.3 .4~

tetrahydropyrimidine-5-carboxamide

APCI-MS m/z: 446 .4, 448.4 [MH+].

Example 11.40 1-Butyl-3-(3-chlorophenyl)-N-(4-methoxybenzyl)-2.4-dioxo-1,2,3 4-

tetrahydropvrimidine-5-carboxamide
APCI-MS m/z: 442.4 [MH 1.

Example 11.41 1-Butyl-3-(3-chlorophenyl)-2.4-dioxo-N-(pyridin-4-ylmethyl)-

1,23 4-tetrahydropyrimidine-5-carboxamide
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30 WD 2004/ 043924 PCT/ SE2003/001739 113 Exanple 11.49
N- (1, 3- Benzodi oxol - 5-yl nmet hyl ) - 1- but yl - 3- (3- chl or ophen
wa20040#3920- 1, 2, 3, 4-t et rahydropyri m di ne- 5- car bPXERE2H83/001739
APCl - M5 nlz: 456.4 [MH+] 5 Exanple 11.50
1- Butyl - 3-(3-chl orophenvl ) -N- (2, 4-di chl or obenzyl) -2, 4-
di oxo- 1, 2, 3, 4-tetrahydropyrilfedi ne- 5- car boxam de
APClI - M5 nfz: 480.3, 482.3 [ M#] Exanple 11.51
1- Butyl - 3-(3-chl orophenvl ) -N- (3, 4-di fl uorobenzyl) -2, 4-
i,0 tetrahpyr|n1d|ne 5- car boxam de
AR s3, A [M#] Exanple 11.52
1-Butyl - N-(2- chl or o- 4-f | uorobenzyl) - 3-(3-chl or ophenvl)
-2, 4-di oxo- |
Exainpled-114% r ahydBagy3k@idhioreplengb+ N g3-@diH ditmethoRiteniethyl]-2.4-
niz 464 4, 466 4 [N+H] Exanpl e 11. 53
et i i CRLOQXAIMIGE- di chl or obenzyl ) - 2, 4-
, + ahydropyrlnldlne 5- car boxam de
Aﬁ@%ﬁ}#@g“ %ﬁef 482.4 [MH+]. 20 Exanple 11.54

1-Butyl -3-(3-chl orophenyl)-N- (2, 3-di hydr o-| - benzof ur an

Eyaripleli 43 2, 4- 0Baw0-31(32chBordplicatyh Xyl dmethoxiyghered feehsdle2 4-
boxani de APCI-N5 m z: 452. 4 [ MH#] 25 Exanple 11.55
diox @134 4’eetr@xdmm@dimr6+carhnxamrd& c anoc

A%b@ﬁ@%%m%mgkﬁﬁiég %hydropyrlnldlne ‘5- car boxam de

APCl - M5 nfz: 443.3 [ MH]. Exanple 11.56
1- Butyl -3-(3-chl orophenvl)-N 1(5-net hyl i soxazol - 3-
Eigmpleidld4 2 4-N3B8-Bromobenzyl)-1-butyl-3-(3-chlorophenyl)-2.4-dioxo-1,2.3.4-
di oxo-1, 2_3,4 tetrahydropyrlnldlne 5- car boxam de WO
: ORGITPCTEAPOXINNH(01739 114

APCI-MS m/z: 490.3, 492.3 [N[H 1.

Example 11.45 N-(4-Bromobenzyl)-1-butyl-3-(3-chlorophenyl)-2.4-dioxo-1.2,3.4-

tetrahvdropyrimidine-5-carboxamide
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-

tetrahvdropvrimidine-5-carboxamide
APCI-MS m/z: 426.4 [MH 1.

Example 11.47 1-Butyl-3-(3-chlorophenyl)-N-[4-(methylsulfonyDbenzyl]-2.4-

dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 490.4 [MI-I+].

Example 11.48 1-Butyl-3-(3-chlorophenyl)-N-(4-fluorobenzyl)-2.4-dioxo-1,2.3.4-

tetrahydropyrimidine-5-carboxamide

APCI-MS m/z: 430.4 [MH ].
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APClI - M5 nifz: 417.3 [ MH]. Exanple 11.57
1- Butyl - 3-(3-chl orophenyl) -2, 4-di oxo- N-[ 4- (1H pyrazol -
WO 2004/043924 PCT/SE2003/001739
yl ) benzyll-1, 2, 3, 4-tetrahydropyri m di ne-5- car boxam de
s APCI-M5 mfz: 478.4 [ MH#] Exanple 11.58
1- But yl - 3- (3- chl or ophenyl ) - 2,143di oxo- N-[ 3- (2- oxopyr r ol
idin-I-
yl)propyll-1, 2,3, 4-tetrahydropyri m di ne-5-carboxam de

Egg‘gglegﬁegar o ddﬁ,( ],Eh éenzo!hoxc())l ;X ﬂn@tﬁ? llb t\ﬁ%—I3qch]1%r'o?3Kenvl)—2,4-

dibz l]!??)@, I4 %etﬁa%g%? %ﬂﬁ@ :’é)]qa%oﬁaﬂdéx 0- _ .
pyT1 I ne-5-carboxylic acid and the

ABﬁpMﬁ)m/zatAléGArfMé Jusing the general procedure
described in Exanple 11: 15 Exanple 11.59
1-But vl - N (4-chl orobenzyl ) - 3-

3-¢c nyl ) )
E g?ﬁ%ﬁ@éﬂ’rbopyrl A 5 A
l,h,ly'j'—'t]etral% rfiniliine®carb anyid

1-ButyI-"3-(3- cyanopneny 4- met hox
ABERMRB /2 48041 6803 IMH 3. 4- zo

t et rahydr opyri m di ne-5-carboxam de APClI-M5 nfz: 433.5

[M—|+] Exanple 11.61

Buli‘?i/}lll 5’31 ( 3-

12@ N%ﬁ&@oﬂrﬁudﬂ%“s §arbl§%lnnﬁ§anp| e 11,62

T-Butyl-3-(3-¢C anpphenyl) N[ 2- (3, 4-di net hoxyphen |y
APet- MS m/z: 448.4 [MH ']

di oxo-1, 2, 3, 4- tetrahydropyr| m di ne- 5- car boxam de

APCI-MB i z: 477.4 [I\/I—H] 30 WD 2004/ 043924

eRR AN 008 4

A orobenzyl)-3-(3-chlorgphe
1.032-@trahydropyrimidine-5-carboxamide
di oxo- T, % E’I IZ[ tetrahydropyrim di ne-5-car boxan de

AREEMMB/z1#i54.44466.4 [YIRH] ..

Example 11.53 1-Butyl-3-(3-chlorophenyl)-N-(3.4-dichlorobenzyl)-2.4-dioxo-

1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 480.3, 482.4 [MI—I+].

Example 11.54 1-Butyl-3-(3-chlorophenyl)-N-(2,3-dihydro-1-benzofuran-5-

ylmethyl)-2.4-dioxo-1,2,3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 452.4 [MH .

Example 11.55 1-Butyl-3-(3-chlorophenyl)-N-[(4-cyanocyclohexylmethyl]-2.4-

dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 443.3 [MH 1.

Example 11.56 1-Butyl-3-(3-chlorophenyl)-N-[(5-methylisoxazol-3-ymethyl]-2.4-
dioxo-1,2.3 4-tetrahydropyrimidine-5-carboxamide
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5 Exanple 11.64

N- ( 3- Bronobenzyl ) - 1- but yl - 3- ( 3- cvanophenyl ) - 2, 4- di oxo-
wWQA2®4/843%924 t et rah pyri m di ne-5- car boxam de APClI PGBSEI083/001739

481. 4, 483.4 [ MH]. Exanple 11.65

N-(4- Brormbenzyl) 1- butyl - 3- (3-cvanophenyl ) - 2, 4- di oxo-

1,2,3,4- 10 tetrahydropyri m dilde- 5- car boxami de APCI - M5

mz: 481.4, 483.4 [ MH] Exanple 11.66 1-Butyl-3-(3-cS

anophenyl )-N-(4-neth | ~yl)-2, 4-di oxo-1, 2, 3, 4-

Ag?ﬁ}ﬁ\zé‘%%ﬁﬁg(@#grgeli ggr boxami de is APCl - M8 ml z:

1- Butyl - 3- (3- cvanophenyl ) - N-[ 4- (et hyl sul f onyl ) benzyl |
-2,4-di oxo- 1, 2,3, 4-tetrahydropyri m di ne-5-carboxam de
E)Miﬁplel\ﬂ Sﬂ z: ABButyl{3M3dhiordphdnyiirdnd-elidkb-1884-(1H-pyrazol-1-
- But 3- cyanophenyl )- N-(4 fl uorobenzyl) -2, 4- di oxo
Vl)bﬁngvl 11&3 detray A¢ acbaxamidehoxam de APCl - VB

Aﬁ:ﬂwg%‘%zenzod xo-II-25 Exanpl ° 09

| ymet hyl ) - 1- butyl - 3- (3-cyanophenyl ) -2, 4- di oxo-1, 2,

3, 4-tetrahydropyri m di ne-5-carboxanm de APCl - M5 ni z:
E}Mﬂipl@ 11N88+] ExbBptyd-31(B-chlorophenyl)-2.4-dioxo-N-[3-(2-oxopyrrolidin-1-
3- 3 c anophenyl) N- (2, 4-di chl orobenzyl ) -2

frtetranydropyrigydingry ariowamidedi ne- 5- car boxani de

SE2003/ 001739 116 APCI-M5 m z:
Ai*%%ﬁs"ﬁﬂ%%iwf Eeanpl o 11,71
1- Butyl - 3-(3- cvanophenvl )-N-(3,4-difluorobenzyl)-2,4-d
i oxo- 1,2,3,4-tetrahydropyri m di ne-5-carboxam de 5
EM@Ied\/ﬂ 59 o 1 UBBwdére[ptpaied frxaripbeyltl-(F-2yanophenyl)-2,4-dioxo-
-Butyl - N- (2-ch| oro-4-fl uarobenzy drg- 3-(3- cyanophenyl ) -
1 % 3 f-tgtrghyslronyrimidine-3-garparrligrasisl an aamogu%aa@m@amlwethe

general procedure described in Example 11:

Example 11.59 1-Butyl-N-(4-chlorobenzyl)-3-(3-cyanophenyl)-2.4-dioxo0-1.2.3.4-

tetrahydropyrimidine-5-carboxamide
APCI-MS nm/z: 437.4 [MH+].

Example 11.60 1-Butyl-3-(3-cyanophenyl)-N-(4-methoxybenzyl)-2.4-dioxo-1,2.3.4-

tetrahydropvrimidine-5-carboxamide
APCI-MS m/z: 433.5 [MH 1.

Example 11.61 1-Butyl-3-(3-cyanophenyl)-2.4-dioxo-N-(pyridin-4-ylmethyl)-

1,2.3.4-tetrahvdropyrimidine-5-carboxamide
APCI-MS m/z: 404.3 [MH 1.

Example 11.62 1-Butyl-3-(3-cyanophenyl)-N-[2-(3.4-dimethoxyphenyl)ethyl]-2.4-

dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 477.4 [MH 1.




10

15

20

25

30

APClI - M5 nfz: 455.4 [MH]. 10 Exanple 11.73
1-Butyl-3-(3-c
wa@paploedsyd ) - N- (3, 4-di chl orobenzyl ) - 2, 4- di oxo- PCT/SE2003/001739
1,2, 3,4-tetrahydropyri m di ne-5-car boxam de APCl - N5
mz: 471.4, 473.5 [MH]. 15 Exanple 11.74 1
-Butyl-N-[(4-c a~ycl ohex I) ~y1]45- 3-(3-cyanophenyl ) -2, 4=
di oxo-1,2, 3 ,4-tetrahydropyrim di ne-5-carboxan de
APCl - M5 nfz: 434.5 [ MH+] Exanple 11.75
E%@l%ﬁl%iflé&( 3- C%gn 9&5‘?@Yés)ah%ﬂe§1§1'ﬂﬁ‘rﬁ‘-¥i-h§e Xo%fgfllén%I)et%)vﬁ-ZA-
didk 849 3.4 2 BattyatdDl i ARNHE- SR Xa i ke~ 5- car boxani de
APCI - N5 ™ z: 408, 4 TVHH] Exanple 11.76 1-Butyl-3-(3-c
ARODHAS m/:)447, 34{-1\diHo}(o N-[ 4- (1H pyrazol -1 -
Xl)benzyll-1, 2,3, 4-tetrahydropyri m di ne-5-car boxam de
25 APCI - M5 rriz 469. 5 [I\/H+] Exarrple 11.77
di

Eimpled 6] (%9

bU Ccyanopheay]
teBRIPRIEEHN AR IHRGE- czﬂ@ofﬁnﬁd 438 4 ['VH"'] 30 V‘D
20047 043924 PCI/SEZ00 c’_:l_/ 001739 117 Exanples 11.78 to

APCIDTS wiz:et8irde pa3.¢ dMIEE gm
1-butyl-3-(3-(trifluoronethyl)phenyl)-2,4-
di oxo-1, 2, 3, 4-tetrahydropyri m di ne-5-carboxylic acid

E{ﬁ%ﬂg p”’ 1 qLE am ne 4 - -‘?3-&“6 halyPs 9K € 55 4.
te&alﬁtﬂraévmﬁeﬁreoﬂlb%&%ﬂaw) 2, 4- di oxo0- 3- [3-

(frifTuoronmet hyl) phenyl]
APCI-MS miz:t48 da h§i4 G il di ne- 5- car boxani de  APCl - MS
m z: 480.4, 482.4 [M+#] Exanple 11.79
1- Butyl N- (4- met hox, by enzyl)-2, 4-di oxo- 3 [3- 10
h

Egéﬁmgf HoPMEL hy. [ QRYE L G 08y 934

o xani de
tetrahydropyrimidine-5-carboxamide

APCI-MS m/z: 417.4 [MH 1.

Example 11.67 1-Butyl-3-(3-cyanophenyl)-N-[4-(methylsulfonyl)benzyl]-2.4-dioxo-

1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 481.4 [MH+].

Example 11.68 1-Butyl-3-(3-cyanophenyl)-N-(4-fluorobenzyl)-2.4-dioxo0-1,2.3.4-

tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 421.3 [MH 1.

Example 11.69 N-(1.3-Benzodioxol-5-ylmethyl)-1-butyl-3-(3-cyanophenyl)-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-dichlorobenzyl)-2.4-dioxo-

1.2.3 4-tetrahydropyrimidine-5-carboxamide
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Exanpl e 11. 80
1-Butyl -2, 4-di oxo-N- (pyridin-4-yl methyl)-3-[ 3-

w@ toodfohises onet hyl ) phenyl | -1, 2, 3, 4-t et r ahydr opyPCTYBELI0NE001739
5-carboxamide is APCI-M5 mlz: 447.4 [ M#] Exanpl e
11.81 1-Butyl-N[2-(3, 4-di net hoxyphen. |y
)et hyl | -2, 4- di oxo- 3-[ 3- 116
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyri m di ne-
5-carboxam de APCI-Ms nfz: 520.4 [MH]. 20 Exanpl e

A%éE%fn/ﬁzlﬂ §73 4t[]1\1&;<)]phenyl )yethyll -2, 4-di oxo- 3- 13-
(trifluoromet hyI ) phenyl | - , 3, 4-tetrahydropyrim di ne-
5- car boxanm de APCI - M5 n12 490 4 [ MH]. 25 Exanple

ExdmpBR 1%.713- Br oivBheiBy(3)cyhndpteyiyh N-43.HdobaorSbdng yl)-2.4-dioxo-
5tr|fluoronethyl phenyII -1 2, 3

1 Fofirie i iwokamidar boxani de  APCl - MS i z:

[ Exanpl e 11.84
Aﬁﬁfﬁ%@ ﬁ‘z@%ﬂl but yl - 2, 4- di ox0-3-[3 30
(trifluor omet hyl ) phenyl | - 1, 2, 3, 4-tetrahydropyri m di ne-
5- carboxam de WD 2004/ 043924 PCT/ SE2003/ 001739 118
E&ipleN8.72 z: SRButy]l-N-26 chlofdViHfluordbsang)-8-(3-ty&Sophenyl)-2.4-dioxo-
1- Butyl N-(4 met h | benzyl) -2, 4- di oxo- 3-[ 3-
1 cirgh Hdinens-ggrbpxamigde 3, 4- t et r ahydr opyri mi di ne-

A?(ff%‘%?@%'”% [@fﬁm MS niz: 460.4 [M4+] Exanple

(et hyl sul f on
1) benzyl | - 2, 4- di oxo- 3-[ 3-
(trifluoronethyl)phenyll-1,2,3,4-tetrahydropyri m di ne-
Eﬁamplebldﬂ%n de 1-BRGI-3MS- crﬂamplﬁﬂﬂ)—N—ﬁ\AHﬂlchldrﬁb@z&lm & dioxo-
11. 87
1.5 "

amigde 4- dj oxo- 3-[3-(trifluorone

Aggg[\)[g)@ll 4 %7322 4 t rahpyri m di ne- 5- car boxani de

15 Exanpl e 11.88
N- (1, 3- Benzodi oxol -5- | mst hyl)-1-butyl -2 4-di oxo-3-[ 3-

Example 11.74 1-Butyl-N-[(4-cyanocyclohexyl)methyl]-3-(3-cyanophenyl)-2.4-

dioxo-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 434.5 [MH ' ].

Example 11.75 1-Butyl-3-(3-cyanophenyl)-N-[(5-methylisoxazol-3-yDmethyl]-2,4-

dioxo-1.2.3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 408.4 [MH 1.

Example 11.76 1-Butyl-3-(3-cyanophenyl)-2.4-dioxo-N-[4-(1H-pyrazol-1-

yhbenzyl]-1.2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 469.5 [MH 1.

Example 11.77 1-Butyl-3-(3-cyanophenyl)-2.4-dioxo-N-[3-(2-oxopyrrolidin-1-

yDpropvl]-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 438.4 [MH 1.
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(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrim di ne-
5-carboxam de APCI-Ms mlz: 490.5 [ MH]. Exanple 11.89

WA 2840y392N- ( 2, 4- di chl or obenzyl ) - 2, 4- di oxo- 3- [ 3PCRBE2003/001739
(trifluoromethyl)phenyll-1,2,3,4-tetrahydropyrim di ne-
5-carboxam de APCI-M5 nfz: 514.4, 516.4 [ MH].
Exanpl e 11. 90 117
1-Butyl - N- (3, 4- difluorobenzyl) 2, 4- di oxo- 3-[ 3-
(trlfluoronethl)phenyll- 2,3,4-tetrah

Ef%ﬂlﬁ?y g(% Qle%?wér_afrpqgﬁ(a%e Prom I gutAFgIG Q@flﬂ oroméﬁ;%};%enyl) 2,4~
dibx &Y f2?’21> 3! %tﬁa%?rﬁfb:p? pﬁncﬁn{} |5Ll§%ft§b§‘§ﬁ@ il ukd fieHpRrridte adnine using the

trifldorone henyl |

gehet £ brarbiee dpyoiibed th Bearhplediboxam de APCl - M5 ni z:
498.4, 500.4 [MH]. 30 WO 2004/ 043924
PCT/ SE2003/ 001739 119 Exanple 11.92

E%?Iggﬁyﬁo% hlr%l ! -fs;l m di ne-
(tﬁﬂﬁ&{)ﬁe@!&fq&lﬂ[ fﬁg,?,i\@tfﬂlfdro%ﬁg@ne%-@m‘ﬁoim 5

‘—Arcw&wma@4mnym11 - benzof ur an- 5-yl met hyl ) - 2

4- di oxo- 3-[ 3-
(trlfluoromethyl)phenyll-l 2, 3 4- tetrahydropvrlmdl ne-

Exatgle AL [ LB Rtind Rt Pl BT, 0. 571 5

(tﬁﬁuoromethvl)ohenvll 1.2.3.4- tetrahvdropvnmldlne-S—carboxarmde

(triftTuoronet nyl )pnenvl I-1,2,3,4-tetranhydropyri m di ne-
ABCEMPoxad’/de [MIPQ.-MS m z: 477.5 [ M#+] Exanple 11.95
1-Butyl - N-f (5-net hyl i soxazol - 3-
I)rrethyl | -2, 4-di oxo-3-[3- (tri fI uor omret hyl )
h

tﬁﬂ&%ﬁﬂet | héh DMt By ritE ol s ¥hobBeAEMb | - 3- [ 3-

uor ome
AB@MSH]IZ 2143,44[MHt} ahydr opyri m di ne- 5- car boxam de
APCl - M5 m z: 512.5 [ MH]

Example 11.81 1-Butyl-N-[2-(3.4-dimethoxyphenyl)ethyl]-2.4-dioxo-3-[3-

(trifluoromethyl)phenyl}-1.2.3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS my/z: 520.4 [MH 1.

Example 11.82 1-Butyl-N-[2-(3-methoxyphenylethyl]-2.4-dioxo-3-[3-
(trifluoromethyl)phenvl]-1.2.3 4-tetrahvdropyrimidine-5-carboxamide
APCI-MS m/z: 490.4 [MH 1.

Example 11.83 N-(3-Bromobenzyl)-1-butyl-2.4-dioxo-3-[3-
(trifluoromethylphenvyl]-1.2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 524.4, 526.5 [M[—I+].

Example 11.84 N-(4-Bromobenzyl)-1-butyl-2.4-dioxo-3-[3-

(trifluoromethyl)phenvyl]-1.2.3 4-tetrahydropyrimidine-5-carboxamide
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20 Exanple 11.97
1-Butyl -2, 4-di oxo-N-[ 3- (2-oxopyrrolidin-|-yl)propyll-3

WO P@4/043924 PCT/SE2003/001739

(trifluorometh~l)henyll-1,2,3,4-tetrahydropyrimdine-5
-carboxam de APCI-MS mz: 481. 4 [ M+H] 25 Exanple 12
6- (Chl oronet hyl ) - N-[ 4- ( et hyl fon

| ) benzyl | -2-o0x0-1-[3- (trifluoromethyl)henyll-1,2-dih
dropyri di ne- 3-car boxam de The title conmpound was
APCERAS 87:Dypahesbs Bg\Artny dr oxynet hyl ) - N- [ 4-

(et hyl sul onyl)benz ] 2-0x0-1-[3-(trifluoronethyl)ph
enyl ] -1, 2-di hydropyri di ne-3- carboxanide (48 ny, 0.1
nmol ) and an excess of thlonyl chlorlde (1 m) in
Qﬂk&b WO 82 TonSHA-AL 3- 120 i)

gRKei on from

ot d6 s 9 03 (111 bt
AgcE %!i“ﬁ 4§gr4,—_,7\,h§ﬁj\|(21(1 d) 7)86(1H d)( 776r()1H

t), 61(1H s); 7.54 (1H, d): 7.52 (2H, d): 6.75
(1H d ; . 68 (2H m; 4.12 (2H s); 3.02 5 (3H, s).
Exggp B ufWHN-T4-(Bsthmiptiforty®bhafyl}- 2 Watitd-3FB-

DI acats Is : C s Al

A?C@'—Msilr@ng@stql\ﬁ{a corrpound was prepared by stirri ng

6- (chl or onet hy

(nethylsulfonyl)benzyl] 2-0x0-1-[3-(trifluoronethyl)ph

enyl ] -1, 2-di hydropyri di ne- 3- car boxam de (40 ng, 0.08
: A b Bftefl

Examople 1487 an keBued-N-(¢-fluon

) roon1tenperature
6 A gaedahd the reaction mxture
Ap@§_1\@3(hy@qggq [quh] Et OAC The crude product was
purified by colum 15 chronat ography on silica using
Et OAc/ heptane (4:1) as eluent to afford 15 ng (37% of
the title conmpound. 1H—NNR (CDC13) 8 9.97 (1H brt)
Esaleale(lms d) ; N-(B8-Bex ; 1-22

APCI—MS m/z 490 5 [MH 1.

Example 11.89 1-Butyl-N-(2.4-dichlorobenzyl)-2.4-diox0-3-[3-

(trifluoromethyl)phenyl]-1,2.3.4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 514.4, 516.4 [MH'].

Example 11.90 1-Butyl-N-(3.4-difluorobenzyl)-2.4-diox0-3-[3-

(trifluoromethyl)phenyl]-1.2.3.4-tetrahydropyrimidine-5-carboxamide

APCI-MS m/z: 482.5 [MH'].

Example 11.91 1-Butyl-N-(2-chloro-4-fluorobenzyl)-2.4-dioxo-3-[3-

(trifluoromethyl)phenyl]-1,2.3.4-tetrahvdropyrimidine-5-carboxamide
APCI-MS m/z: 498.4, 500.4 [MH'1.
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20 APCI-M5 mlz: 511 [MH. Exanple 14 N-[4-(Meth,,
| s~yl)benzyl | -6-({ [4 (nethylsul fon
wo ooglohzaed no} net hyl ) - 2- oxo- 1-[ 3- (tri fl uor onet hpdy/pkm@n3/601739
di hydr opyri di ne- 3- carboxam de 25 The title conmpound
was prepared by stirring 6-(¢chl oronmethyl)-N[4-
(met hyl sul fonyl ) benzyl ] -2-ox0*~1-[3-(trifluoronethyl)ph
enyl ]-1, 2-di hydropyri di ne-3- carboxani de with an
excess of 4-(methylsul fonyl) benzyl am ne hydrochl ori de

Exdh iIEd in N’ﬂ%@%@%@ﬁ@ %%‘ztfﬁa‘f&{o% iﬁ-t' The
de product C. 30

(_)ﬂﬁéilonmsﬂ’lphemﬁHS 2 i trai 0 O QAR B 4 arboxamide
PCT/ SE2003/ 001739 . 124 Exanpl e 15 N [4- (Methyl sul f on

ARGEMS /g Yt phoHi IV -ly| met hyl ) - 2- oxo-1- [3
-(trifluoronethyl)phenyll
-1, 2 di hydropyrl di ne- 3-car boxam de The title corrpound

DET [TV
(tnﬁnwom&w @@/Matanedr%m@mdaﬂeca%ﬂmm&& an
excess of nor F olkine iTn THE at 50 C overni ght. The

AP me: st [Mad purified by preparative HPLC.
APCl - M5 nfz: 550 [MH]. 10 Exanple 16
6- (Cyanonet hyl ) - N-[ 4- (net hyl sul f on

ExhBRPIS4 - 2 0Ky

fl uoronetnyr)p y ) = 3-

(tnﬂudte»mq’d_lndz)nheﬁ\m%l by o -8dathvxsider i Ng
6- (chl oronet h N[ 4-

AP %W Lﬂfén blanzyl] 2-0x0-1-[3-(trifluoronethyl)ph
enyl ]-1, 2-di hydropyri di ne-3 carboxam de with an
excess of sodium cyanide in THE at 50 C overnight. The

Exgifie11.95 pr ody. %tm—r@%&ﬁwﬁ&ﬁbg QRREAYI 1YL G313

m z: 490 [VFH]. EXa
(trifludrooethybphenyd [- 4.2 Z(QFEtdm\ahﬁdrbﬁﬁ‘ﬁEidll’ﬁieﬁzyﬂbbxﬁnﬁléo 1-[ 3-

AP#&H flmg%rlt%rlr%t Iﬁ\ill_}.,;]).henyl [-1,2-di hydropy‘ri di ne- 3- car boxa

Example 11.96 1-Butyl-2.4-dioxo-N-[4-(1H-pyrazol-1-yl)benzyl]-3-[3-

(trifluoromethyl)phenvll-1,2.3 4-tetrahydropyrimidine-5-carboxamide
APCI-MS m/z: 512.5 [MH 1.

Example 11.97 1-Butyl-2.4-dioxo-N-[3-(2-oxopyrrolidin- 1-yl)propyl]-3-[3-

(trifluoromethyl)phenyl]-1,2.3.4-tetrahydropyrimidine-5-carboxamide

APCIL-MS m/z: 481.4 [MH 1.

Example 12 6-(Chloromethyl)-N-[4-(methylsulfonyl)benzyl]-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1.2-dihydropyridine-3-carboxamide

The title compound was prepared by heating 6-(hydroxymethyl)-N-[4-
(methylsulfonyl)benzyl]-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide (48 mg, 0.1 mmol) and an excess of thionyl chloride (1 ml) in CH,Cl, (10
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a)

6- 1 sopropyl - 2-oxo-1-[3-(trifluoronethyl)phenvll-1,2-di
whyanogeed di ne- 3-carboxylic acid A m xture of PE€r/REi003/001739

3-0x0-3-1 [3 -(trifluoromnethyl)phenyl] am no

}propanoate (5.5 g, 20 nmol),

1- met hoxy- 4- net hyl pent - 1- en- §29ne (prepared using the

nmet hod of S M 25 Brom dge et al, Synth. Coninun.

23(4), 487-494 (1993) (2.7 g, 21 nmmol) and sodi um

th ide (2 n anol m heat .
£ O Esind i St sai?ég ko feRSauEoa i 4% S ZRle solia
af%MrNﬂQdoﬂ@fo‘fn@i@ﬁ?@ the m xture stirred at room
tenperature night. The organic solvents were
g- BIVDR €DMEBQLAE )N 8 9r9Sad Hi, bi); r8160t(UPEdQ>0t88a(QEd)\M 861(1H d); 7.76 (1H,
Et OAc. The aqueous phases were acidified with

t):é1.6F (141, a?c,|7d54 AHp )35 (Athd):; pfr’é%(lﬁ,tda:‘w&@lkonhﬂdﬁs(%lALS) 3.02
SE2003/ 001739 122 fornmed was filtered off, washed
G vvater and dried to afford 0.4 g (6% of the title

APOTIRMARG, gM}quvnl sh powder. 1H-NMR (CDCl 3): 8 13.74
(1H, s); 85 1H d); 7.87 (1H, d); 7.78 (111, t);
7.54 (1H, brs) 7.48 (11f, d): 6.64 (1H d): 2.54
(1H, m; 1.20 (6H, t). s APCI-M5 mfz: 326 [ MH]. b)
Exampleddopy! - N- -14-((Mﬁhvlsulfonvl)benzvl] 6- [(methvlt ioymethyl]-2-0x0-1-[3-

W A A )

11-1, 2-di
R R e R E s

(nkdATYIE U ARG bEnzy D) - BBx avbagB X trif HOA H @)phgnylQ- 138 dihy Bropymitiine-3-
and DIEA (162 I, 0.95 nml) in NWP (3 m) was added

caanmeﬁw mlg,&ﬁﬂ Iymwé)nwln alitrﬁmsmfoHOé@m merfwéth{%@e i mg, 0.4
dj ust
miofin AR st amBeret s i 8P yesdar g the reaction
nﬁﬁafe%&a@teufrscteﬂv%@tm\% PHlSIaPAb, AR byRORS

washed tw ce wi th aqueous sodi um hydrogen carbonat e,
chiornfogiaphy on aiticd using Br@femeptadd(4THeas ehienewt affuad 15 mg (37%) of - -
renoved in vacuo and the residue was purified by
the ¢ifla spmppwskat ogr aphy on silica using CH2Cl2/ Et OAc

e S @RS Boz Bt Rite i 158 @EGERI T gy 773 . v;

7. §2 B, (I 558031, ;) 6,504, &), 4.67-BR, fmdiB.26l13H, 7d)7s40ﬁ @H s) 2.03
(3H 5).
APCI-MS m/z: 511 [MH 1.

Example 14 N-[4-(Methylsulfonyl)benzyl]-6-({[4-

methylsulfonylbenzyllamino ymethyl)-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

dihvdropyridine-3-carboxamide

The title compound was prepared by stirring 6-(chloromethyl)-N-[4-
(methylsulfonyl)benzyl]-2-ox0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxamide with an excess of 4-(methylsulfonyl) benzylamine hydrochloride and DIEA
in NMP at room temperature overnight. The crude product was purified by preparative
HPLC.

APCI-MS m/z: 648 [MH 1.



7.51 (3H, m; 7.44 (1H, d); 6.54 (1H, d); 4.67 (211,
m; 3.01 (3H, s); 2.49 (1H, m; 1.17 20 (6H, t).
WOROHAOMI241 z: 493 [ MH] Exanpl e 18 PCT/SE2003/001739
N-[ 4- (Et hyl sul fonyl ) benzyl | - 6- et hyl - 2- oxo- 1-[ 3-
(trifluorometh~l)phenyll-1,2-di hydopyri di ne-3-carboxam
ide 25 a) tert-Butyl [4-( nmeti2]| s~yl ) benzyl | car bamat e
To a solution of [4-(nethylsulfonyl)benzyl]am ne (600
ng, 2.7 mmol) in THE (9 m), di-tert-butyldicarbonate
(590 ng, 2.7 mmol ) and DI EA (926 |, 5.4 nmol) were
added and the m xture was stirred overnight. After
EX&PIAls of  t hengol vy 1dil®n bR vy Gbh WS4 3nethyl) -2-oxo-1-
purlfled by flash chromat ography to give the subfrtre
[Be@rifloarnthethyDphenyl]- BA-di ydrdifritidb4? -0diBBLaAnide
PCT/ SE2003/ 001739 123 1H NMR (CDC13): 5 7.91 (211,
Tlep titlercopopqued, waéyrer@r@@y(srmnbéj(ehlmom@ﬂmw dy: 3.05

st MeyDBe ot -l B eyl e Pishwicine >

aPbHAnRdS RitH ah @R o '
¢ [ 4- (et hyltsul f o%es)% Ofk)lzlﬁ?%la]ligirnbg}rrmatatesg 4C Ov%fghi.aherﬁr“r%?%pmdua

wampuriﬂdlﬂk(y@rap@ratatemzcc n-butyl lithium (1750 I, 2.8
de ropwi se while nmaintaining the
A?QIE’B)Q\Q?%:@% {Vﬂ{g C. After addition the tenperature
was allowed to rise to -40 C and nethyl iodide (105
I, 1.7 mmol ) added. The mi xture was stirred for 1 h,
RinpRggeoUS S o}.-tit apBmefh y1Y- ﬁ%@m&@%@%ﬁ%&mvﬂbmotm
ure was extracted wth EEOAc. 10 The organi c I ayer

tm\ﬂlsomms ety idimpA3-amboramaider at ed. The
crude product was purified bé preparatlve HPLC to

Thy W%%@%Btquméepe{ﬁ%yu%@mea Schigrompting)-N-[# NVR

AT Py A8 b Pod bl B b o

cakBoxaffidd wivlp affe#cesd 8Bs0Riund @%@de{ INHHE atlso © overnight. The crude

[ 4- (Et hyl sul fonyl )benzyl | am ne trifl uoroacetaté
produdt vngtpytifipd by ptelpglasiué HBRY. ) benzyl | carbamat e (148 ny,

ABcp el 488?1\&9]? red in 10%

Example 17 6-Isopropyl-N-[4-(methylsulfonyl)benzyl]-2-0x0-1-[3-

(trifluoromethyphenvl]-1,2-dihydropyridine-3-carboxamide

a) 6-Isopropyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxvlic

acid

A mixture of ethyl 3-oxo-3-{[3-(trifluoromethyl)phenyl]amino }propanoate (5.5 g, 20
mmol), 1-methoxy-4-methylpent-1-en-3-one (prepared using the method of S.M.
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
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TFA in CH2C12 for 3 h. The solvent was evaporated

| eaving the title conmpound (191 ng). APCI-Ms m z:
WQO@404390H] . d) N-[4- th PCT/SE2003/001739

| sul fonyl ) benzyl | - 6- et hyl - 2- oxo- 1-[ 3-(trifl uoronet hyl

)phenyl | -1,2- 20 di hydropyri di ne-3-carboxam de The

title conpound was obtai ned fly

4- (et hyl sul fonyl ) benzyl ami ne trifl uoroacetate and

1- (3- net hyl phenyl) - 2- oxo- 1, 2- di hydr opyri di ne- 3- car boxy

fod e BUERH S8 Bl g RREreeEelof DO o) of e tite
4-7.81 (3H, 7.74 (1H t
© %03%9%8%}62‘%1“%&0%&; 7. 45 ng 3)) 6. 48 ng dg

11'3-%4(3%12%5&13 ipe ! ;(IH 5088 69 H,H C@) 7.87 QH‘I,((?W ZSXIH,]L),ZB54 (1H,
e
bmb ﬁﬁ&fﬂ%‘bﬂb-@@(@ﬁ ﬁ}ﬁl%ﬁﬂ (flaaw)) b@hi@Hl 96- met hyl - 2- oxo- 1

AF%?“M?H%%‘O?’%Qt[W)]phenyII 1, 2-di hydr opyri di ne- 3-car boxa
bYB-£8 ¥ RO ire QIR E290 08739 trikRebrorthyDphenyll-1.2-

o) benzal dehyde To a stirred
dikodropinddineB-Artwixhmidet hi oani sole (1.25 m, 9.5 nmmol) in
CH2Cl12 at -5 C, titani un(l%(%1 chl ori de (2076 I, 18.9
Tormanixtugpef Grir@BEPDIHS1owp del SotiatuargmeihyDpgnyle1,8-dihydropyridine-3-

o s Yo SRS Dk ] o601 b
ménddy H1dABIEN ewRYhyd. 9%&1%1% Taial 3(19}) Yhs 'Ehded]&(lﬁetﬂ'ggh]gonyl)

was added dropw se nmintaining the tenperatur w
behz§lamAdid keydrachdod deq)f9 nigd)€.31 minol)etheqd] whd adjeded © appsxhpH 8-9
anbi ent tenperature and poured onto a saturated
wihdBds sol ution of sodlun1b|carbonate (70 n1) The

T%] X l{%%t&rlﬁjlg leﬁj %ttﬁgé%s eraPu§e %t@féﬁccel I e(% g e tlille oggamc
pIegs a@%dﬁmamvmqlﬁzs&sr St hifoBeERbrhte, DIFM @Rﬂt@ hA18%nd water.

organi c phases were washed with brine and the sol vent
Theesubvend wias ranacved.in Virmocnd diee regidoe wat pwaiedbly cdlinad by
flash chromat ggraphy to yield the subtitle product

chrgmatoggpphy gpsplica fﬂn&ﬂﬂ 3¢ (dpl)gs gluept iq af@;d the tigle

H 7.27 (1H, d); 2.56 (3H s).
cchipyplin bty iy
'H-NMR (CDCL): 6 9.99 (1H, brt); 8.65 (1H, d); 7.87 (2H, d); 7.82 (1H, d); 7.74 (1H, 1);

7.51 (3H, m); 7.4 (1H, d); 6.54 (1H, d); 4.67 (2H, m); 3.01 (3H, s); 2.49 (1H, m); 1.17
(6H, 1).
APCI-MS m/z: 493 [MH .

Example 18 N-[4-(Ethylsulfonyl)benzyl]-6-methyl-2-0x0-1-[3-

(trifluoromethvl)phenvyl]-1.2-dihydropyridine-3-carboxamide

a) tert-Butyl [4-(methylsulfonyl)benzyl]lcarbamate

To a solution of [4-(methylsulfonyl)benzyl]lamine (600 mg, 2.7 mmol) in THF (9 ml),
di-tert-butyldicarbonate (590 mg, 2.7 mmol) and DIEA (926 ul, 5.4 mmol) were added
and the mixture was stirred overnight. After removal of the solvent the crude product was

purified by flash chromatography to give the subtitle compound (650 mg, 84 %).
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b) [3-Chloro-4-(neth,, |t~hio)phenyllnethanol To a

sol ution of 3-chloro-4-(nethylthio)benzal dehyde (332
worgeo404P®24mol ) in THE (6 mM) and water (0.6 nmPQT/SABKHIN1739

(269 ng, 7.1 mol) was added. The m xture was stirred

for 2 h. The reaction was quenched wi th 1M aqueous

HC1 and Et OAc was added. Aftek2320 separating the

phases, the organic |ayer was washed with water, dried

and evaporated to afford the subtitle conpound (350

Wi@?@ﬁy%éﬁ%?ﬁ%@ﬁ? 23 o', El; 4g) 2ou{ds .05 GH, 5);

APPH I\@ mz: 170.9 [VH c¢)

[3 Chl or o- 4- (et hyl sul fonyl)phenyl | net hanol 25
APGI-GiES$ ovz- 1::69(1r;ré86191I[MH d) phenyl ] met hanol (350 ng, 1.9
vvas d| ssol ved in aqueous sodi um hydr oxi de

4 abenzylieagbamza e20 m n, sodi um

b 07 LoD Y $
R 3@% ‘arﬁ?ﬁ“g‘#%feﬁu@ ShpE i 41 fecf 5fpoD in
TEP(Anlifat279%C, RbttyTMhiudi (1830 3t Qr8rrhﬂ161)fv92[s a8d&d &dBwise while

reaction was quenched by ‘addition of ‘sodium
mlalmalhlpg ithectefnPefdtig} at +7OVREL Affter EddDdon theserapetetdrawds dllvved to rise
ion was acidified with 30 agueous 2M HClI. Sodi um

tOcﬁP o?.aaé syl aeridel (40§ Hink7 ayneld adiogh Thy mgyra Vesrsiirred for 1 b, an

55 R TR BT TR Ao

TH! &Ilgafﬂ@‘l@fer WQE Wﬁ%e@%ﬂgmél soh%Y&PﬁfdaetV'aﬁ&a@fif ’Pl'iéj@rﬁdé fﬁ%duct
subtitl e conpound as a white solid (359 ng

wadpidiRd(HO0OEERIrative IBPILE t¢ g tib) subfitlé eomﬂzbimdc()l% ?hg435 %).

1H, dd); 4.81 (2H - 3.27 (3H, ... d
AR AIRORS 1527 DI G AR bR 4B &R 11 CHL o
1 %giﬁn‘ln& ?2% hyI sul fonyl ) phenyl ] met hanol (239 ny,

ded to di oxane. The slurry was

APC[[Mgﬁl/@rlm@eao@g [MHA]O C before addition of PBr3 (71
I, 0.8 mmol). The reaction was heated to 100 C for 1

c)H4dEdlvﬂa‘m&nnal_lﬂbanyM' e(tld)ﬂﬂloroaMtaeﬂf was added and the
m xture extracted w Et OAc. The organic | ayer

TetrSHe [%thlwé%wbbwwﬂs;aéaa%@te (45 Mg G epmgl) s strred in 10%

Tﬁ%ﬁ%ﬁf‘z%"f‘%ﬁmfﬁﬁé@&aﬁ olpoldsy ERTRE Y ide B (191 me),
ABLI-MS 49z:(2001, [MF)]. 4.46 (2H, s); 3.28 (3H, s). e)
[3 ChI oro4 (r;ebtehylsul folh11 I) beyl_ﬂllam ne ‘

glc?r(c))t)\rl]gdlne 350§1rbrg>rcoarln)1dems

The title compound was obtained from 4-(ethylsulfonyl)benzylamine trifluoroacetate

and 1-(3-methylphenyl)-2-oxo-1,2-dihydropyridine-3-carboxylic acid using a procedure
analogous to that described in Example 17.

'H-NMR (CDCls): § 9.98 (1H, t); 8.59 (1H, d); 7.84-7.81 (3H, m); 7.74 (1H, t); 7.52-7.50
(3H, m); 7.45 (1H, d); 6.48 (1H, d); 4.74-4.63 (2H, m); 3.08 (2H, q); 2.09 (3H, t); 1.26
(3H, t).

APCI-MS m/z: 479.3 [MH 1.

Example 19 N-[3-Chloro-4-(methylsulfonyl)benzyl]-6-methyl-2-0x0-1-[3-

(trifluoromethvl)phenyl]-1,2-dihydropvridine-3-carboxamide
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di ssolved in nmethanol (3 nl) and added to an equal
m xture of ammonia (28% and nethanol (10 m). The
WO e@enidM was stirred at 40 C for 1 h and evapPCEHSE®03/001739
The crude 1s product was dissolved in Et QAc and
aqueous 6M sul phuric acid. The aqueous phase was
separated, adjusted to pH 14 i ng sodi um hydroxi de
and extracted with CH2C12. The CH2Cl2 phase was dried
and evaporated to afford the title conpound (65 ng,
53% . APCI-M5S mz: 219.9 [Ae] f)
N-[ 3- Chl or 0- 4- (net hyl sul f on
2/ 9-Clloho 8:(ERAM Aoa¥bn{dh (L1 T uor omet hyl) pheny! | -
20 1, Z-di hpyridi ne-3-carboxamnm de The title conmpound
Twasstmedagrﬂnmm ai2- dhismtmbadsola (EXﬁfmJ &5 infnol} bt CNECL, at -5 °C,
(CDCL3): S 10.03 t); 8 (1H, d); 8.07 (1H, d);
tltpnglgl(mhl(@}de (20 uk ]1&9 rp;nol) Wasgagldec?d{opw}se opedt §0 iy while

* mituaifing foc bera oo ) b iluidn B Gt 3yt or 10

mliﬂ\'kéﬂ) Fex aditflofhethyl methyl eth 0.94 ml, 10.4 mmel dded dr
rﬁyl " oxo- 1e K| Soredr(ret hyl - pheny 3)wasad1e ropwise

mampalmng tldal tampeﬁtura beloxy0 TC. Aftérchddition, the mixture was allowed to reach
4-cycl opropanesul fonyl - benzyl am de 30 a) ) _
ambicl)idpapeg m%djpw pnteéwz 2ipd peuenrs swignef39dipm bicarbonate

003 3 . . .
) SR S RisAitoopg empe tfsibienashipe ith G The
phad&s WEL REshrabd ¥id fre a?iﬁétﬁﬁ phde V"?‘ds’ extrdeted)b@th KM, The combined
1961, 26, 1463-1467, (190 ny
orfgaiic phmm wermwashdd vx(1ﬂﬂﬁmeragd thie @Tvamndn)ovaddn b&mpoYhe crude
per oxi de (12 in carbon tetrach] oride @%Pwere
Prﬁelé&t 3¢S purfed by @@?fusélrf)@atogmphy te pisldeide S‘thtled?f ChRPS me,
jncentrat ed. The residue in nethanol (1 m) 5 was
a dded in portions during 10 min to a solution of
lmmmal(@mdmda 9>9I16413H$s%87 % (2andy) 7.75 uAEddaney (12, d}1 ). 56 3H, ).
After he solution was partitioned between Etf OA
AP@DMﬁI)ﬂ/arlm 1d¥Phluric acid (0.4M 10 ni), the pH of

t he aqueo sla er. vas adJ ust ?d to 14 using 2M aqueous

bideyChione-4-( g0lt i mes with

AL BB A 15 o

an(li[;lv_| 0630, 1ﬁhBH§ (Z6n9)71§g (2 Hmlﬂﬂ?_'wag a&@d( Hile n?ﬂi)ure ﬁf)ﬁéfﬁlrred for 2
h. The reactlon was quenched with 1M aqueous HC] and EtOAc was added. After

separating the phases, the organic layer was washed with water, dried and evaporated to
afford the subtitle compound (350 mg, 91%).

"H-NMR (CDCls): § 7.39 (1H, d); 7.26 (1H, dd); 7.17 (1H, d); 4.66 (2H, s); 2.49 (3H, s).
APCI-MS m/z: 170.9 [MH 1.

¢) [3-Chloro-4-(methylsulfonv)phenylimethanol

[3-Chloro-4-(methylthio)phenylJmethanol (350 mg, 1.9 mmol) was dissolved in aqueous
sodium hydroxide (0.5M, 4.44 ml) and stirred for 20 min, sodium bicarbonate (1.23 g)
and acetone (1.5 ml) were added followed by addition of Oxone® (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

aqueous 2M HCI. Sodium chloride was added to the aqueous which was then extracted
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APCI - M5 nfz: 212 [ M#] The correspondi ng di benzyl
amne (129 is also present. b)
WG 20810894 2- 0x0-1-(3-trifl uoromet hyl - phenyl) - 1PQFEEI931001739
o- pyri di ne-3-carboxylic acid 15
4- cycl opropanesul fonyl - benzyl ami de The title conpound
was obt ai ned fron14-cyc|opropﬁﬁesulfonyl-benzylanine
and 1-(3-
met hyl phenyl ) - 2- oxo- 1, 2- dihydropyridine 3-carboxylic

BTGRP BRI 5oy b SRR s g and it
E('a?draqg% aff%%&g ?Eﬁ@ gl!letf@%)co éoﬁﬁd Zslzﬁ@h%@é'éhdr@gﬂ 312%_|§8%§0

1}2 NMR((«:BClm ) BZZQEH( 3),4,7 6@)(1H1d)@8 4@ZH-H ddy #4.81.(QH, §)2B127 (3H, s).
I\/ISrﬂz . [ . Exanmple 21

YReHIZONG - 6- et hyl - 2- oxo-

[3(?{40& 32%@%9%%%%%@.<a§ﬁdanspw PR A4 goxane.

T ﬁ@rr?))vag Saded Hieatta(grbl b%%rE QaxitibR BEPRE, (TRt @8’ hlmol) The
hoxy- 4- (met hyl t hi o) phenyl | net hanol , prepared

redetogy windtbateyd t@aoo PG fet 1 hland theupilawed &mdoarwaeemas hdide,d and the

1992, 1, 31-45, , 0.4 mmol) was dissol ved in

midwesrgaged wa@; yﬁg@%g@@c (layes Was washedqyith wiater followed by

oA st v e g 0o siiE shRPetiiy GRa s B 17
lf\im E\]I‘l\ifgf{tng‘,gt gsgmgmu@m 61t('ﬂH aﬁbmtthH ec%g@%r(ﬂﬂag) 3.28 (3H, s).

e)[8;Chlo®- @(ﬂﬂthv]]sﬂlfc)nvl)'bﬂﬁﬁvﬂaﬁnndl—b 7. 08 (d, J 8.0 Hz

1H); 4. SMd, J 5.4 Hz, 2H); 4.04 (s, 3H); 3.32 (ls,
4-gRgomagne| -2mlq¥pzl—(rgql7ylfq‘]/ﬁqm]yl)bg)zene (160 mg, 0.56 mmol) was
dlgsoiY 'jio 110 )}nnglt? % 3 ml) d agéé/d to a equeﬂ xyurg 3F Xm}n%%{‘azéﬂ%) aid
m[aé’naﬂat(h‘.'o ﬁ%{) The @@Jcmsh ik 5@iyd atfosayiol e Jﬂlﬁ"é@%p(%rﬁt%ggﬂlie crude

and toluene at 40 C was added P
p@dﬁcﬁt wasuligsolvédh én Ea4¢ amhaguasush@Mtselphtige 460. The éqmeods phase was
cool ed and wat er added. The reaction m xtur

segptaiade adiitechtombbAd Using spdigmly dpxide meéﬁraatﬁé wathi GE2Glprdlhe
Cglfzﬁl 2 phas%vvé‘apsodn Ia%& e‘%po%tgc? Po gf?o%d?h b&tiet (‘!o?npo%ng %ng glg?% % )

APCI-MS m/z: 219.9 [N[H 1

f) N-[3-Chloro-4-(methvylsulfonyDbenzyl]-6-methyl-2-0x0-1-[3-(trifluoromethvl)phenvl]-

1.2-dihydropyridine-3-carboxamide

The title compound was prepared as described in Example 17.

'H-NMR (CDCls): § 10.03 (1H, t); 8.58 (1H, d); 8.07 (1H, d); 7.82 (1H, d); 7.75 (1H, t);
7.52 (2H, d); 745 (1H, d); 7.41 (1H, d); 6.49 (1H, d); 4.69-4.57 (2H, m); 3.23 (3H, s);
2.10 (34, s).

APCI-MS m/z: 499.0 [MH 1.

Example 20 6-Methyl-2-ox0-1-(3-trifluoromethyl-phenyl)-1,2-dihydro-pyridine-

3-carboxyvlic acid 4-cyclopropanesulfonyl-benzylamide

a) 4-Cvyclopropanesulfonyl-benzylamine
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yellow oil (62 ng, 69% . 1H NWR (CDC13): 8 7.97 (d, J
8.0 Hz, 1H); 7.14 (dd, J 8.0, 1.4 Hz, 1H); 7.10 (d, J

wQa204/068024 1H); 4.50 (s, 2H); 4.05 (s, 3H); 3. 2HCT/SE2003/001739

3H). APCI-MS nfz: 280 [ MH]. 15 c)

3- Met hoxy- 4- (et hyl sul fonyl ) benzyl am ne

4- (Bronmonet hyl ) - 2- met hoxy- | - (Wét hyl sul f onyl ) benzene
(62 mg, 0.22 mmol) in nethanol was slowy added to an
equal m xture of anmmonia (28% and nethanol. The

. ! for o
1526 APt ok AR HARELE Mol 81 BB ctal
J.Rotanvenpy, £ 68 28N thaqLasIU 6190 vh S W, 990Uhine])aRL hombi®cinimide (190

aqueous phase was 20 made al kaline with sodi um
migy 106 ximiel) antibenzdylgetreddev 2mgHA Cithon Tétenchld?idd 24 plipwere heated
was dried and evaporated to afford the title corrEound
thanol (1 ml)

undss reifyix fordd h, capled, filtergsl and oqnseptrated. dhhe residue in me

W&%?*%@B?%léﬂ%‘ﬁn%{bn@%‘h% a splytiog of ammonium hydroxide (28 %, 2 ml)
in(théthddl €2 IR RS} PIHERY kblutidn Faslp iy RMetwEBOAC Q0 ml) and

arboxam de 25 The title conmpound was obtained from

suBphneicraoddy(04RVI X ind)| thelpiboifythy beweows yeneasaadjusted to 14 using 2M
1- (3-net hyl phenyl ) - 2- oxo- 1, 2- di_ hydr opyri di ne- 3- car boxy
aquegusRPHL #i therhstipsted dhuee digass dvithy dichlpiomegiane Thyoorganic phase

B fy b RSl § 0,
THR MR ;b:nciggmﬂm §2H, ¥a)8718 ,(mh)dg; 746H L), J4d gf’i{h'ﬁ); 1.34 (2H,
1H); 7.46 (d, J 7.2 Hz, 1H); 6.50 WD 20047043924
mRASEIDO8). 001739 128 (d, J 7.2 Hz, 1H); 7.05 (td, J

.3 + 4.64 (t, J 6.3 Hz, 2H); 3.98 (s,
A%ﬁ?‘?‘“é?’?@%%,[%ﬁ%ﬂb; 2.11 (s, 3H). APCI-NS mz: 495 [ M
TG fopfel R bena aming (2) IS BISIT 6. et byl - 2- oxo- 1-
b BMeftiy1i2f bxe01-O3EriydrOMehyl-bhenyl)-1.2-dihydro-pyridine-3-carboxylic acid
-1, 2-di hydr opyri di ne- 3- car boxam de a)
: hstyhpendylamidenzal deh vde To a sol uti on of

3- o-4f|uoro enzal dehyde (0.5 g, 2.5 muol) in NWP
quwﬁqﬁqmp%da@égggaﬂﬁf&% Bonsloerqpeneylignylpegoylamgieand 1-(3-

m@ﬂﬂ?lp%&‘i’;h)iﬁlo%! léf-mﬂ}idpdp?fhﬁingps-ga?b&yli% 'a@i%l mllnéthod analogous to
that described in Example 17.

"H-NMR (CDCl5): 6 9.93 (1H, brt); 8.38 (1H, d); 7.89 (2H, bd); 7.84-7.80 (3H, m); 7.73
(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 1.

Example 21 N-[3-Methoxy-4-(methylsulfonyl)benzyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide

a) [3-Methoxvy-4-(methylsulfonyl)phenvllmethanol

[3-Methoxy-4-(methylthio)phenylJmethanol, prepared as described by Garcia et al.
Supramolecular Chemistry, 1992, 1, 31-45, (75 mg, 0.4 mmol) was dissolved in aqueous
sodium hydroxide (0.5M, 1.22 ml) and stirred for 30 min. Further reaction as in Example



10

15

20

25

were added. The m xture was heated to 70 C for 7 h,

cool ed, and partitioned between EtOAc and water. The
woe@anid2phase was dried, filtered, evaporat edP@mnEE2003/001739

purified by colum chromat ography on silica using

hept ane/ Et CAc (4:1) as eluent. to afford the title

conpound (0.25 g, 44%. 15 1HXIVR (CDC13): b 9.89 (1H,

s); 8.00 (1H, d); 7.79 (1H, dd); 7.23 (1H, d); 2.54

(3H, s). APCI-M5 m z: 4653 [|qu b)

4 BT B8 0. e

i n methanol (15 rr1) vvas added sodi um
borohydrlde (0.2 g, 5.4 mmol). The sol ution was
PbNﬂ\dRedDﬂl3)2@7x96dm1 &0hEr, AHurel S Gr 1H);1v,.08\@t £8.0vs, 1H); 4.81 (d, J
added and the m xture was extracted with CH2C12. The
HarHY 4.0d 65 SHs3- 3% (sedtD-f i | t ered and evaporated to

4 f the titl d. 1H NMVR
A%%%“?Z ;({]g@%( 1g| d)e 7I 296(1|?|0n33$n 7.12 (1H, d);
D)4-EofrdhetSo)-2 2ndtBody3H(methylsudnl BeBreD- 4- (et h

'sonyl) phenylTnmethanol 25 A suspensi on of sodi um
Tdny @umyi of ¢3-itioxy4- (thetR lsnifai y) ) phemly! [BethammiGHmg, 0.32 mmol) and

%‘H}hl 0) phenyl met hanol (0. 24 gr 1. 03, mmmol ) was .
n? A W&%@@ﬁt Bre (30tla® 3¢ @amely. Thegreagtion Wa}séwated to 100 °C

foﬁ??x g&}lgd %1%%\2%@95(?@?108 € rgg%t %al%&f%g éx)(ars %ﬂutgﬁ {hogt%) (gvashed
wilh kwatc® afill bithe Badtdridd. Ewlﬁs)ratﬁﬂldﬁfbr@é@ﬂhe 3btiflebomid8nd as a pale

suspensi on was stirred overnight at room tenperature.
yelHo®wl (Rangd®de). and t he sol ution 30 was acidified with
M an hase was washed several tine
m«gpg?aﬁa%@ oD Fira B MO GEB Do brgea 150! T 1060, 7 1.2
[ a ated to give the title
0, 4398 2! hb??%g/}ﬁ@%% B iz 240, 1. 251 [ M.
AEOZI—MSB&@IIQ%G{KVH{ gnonet hyl ) - 1- (et hyl sul f onyl ) benzene

[ 3- Brorm 4- (rret hyI sulfonyl)phenyl]rret hanol (0.19 g,
] ppr ) (o ¥ laginel uene (5 nm) and

D ok g il
mé\t/;lglgoel ?%MSW%%?Q@O%& eﬁﬁﬁ rQRkE g%i‘rﬁl’nldh actQS‘%? gmdd ﬁl%ﬁlQnol. The

: e-organi c phase
rehdticher Rdtiaed atiodRPleRipehtir® féH /e afd édporated. The reaction mixture was

partitioned was between EtOAc and aqueous 6M sulphuric acid. The aqueous phase was
made alkaline with sodium hydroxide and extracted with CH,Cl,. The CH,Cl, phase was
dried and evaporated to afford the title compound (36 mg, 76%).

APCI-MS m/z: 216 [MH 1.

d) N-[3-Methoxy-4-(methylsulfonyl)benzyl]-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenvyl]-1.2-dihydropvridine-3-carboxamide

The title compound was obtained from 3-methoxy-4-(methylsulfonyl)benzylamine and
1-(3-methylphenyl)-2-oxo0-1,2-dihydropyridine-3-carboxylic acid by a method analogous
to that described in Example 17.

'H-NMR (CDCls): § 10.03 (s, 1H); 8.60 (d, J 7.5 Hz, 1H); 7.91 (d, J 8.1 Hz, 1H); 7.83 (d
J 8.3 Hz, 1H); 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

?
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g (97% of the title conpound. 1H NVMR (DWVSO-d6): 8

8.06 (1H, d); 8.02 (1H, d); 7.73 (1H, dd); 4.76 (2H,
WG@E2004848¥ (3H, 10 s). e) [ 3-Brono-4-(nethyl suP¢DRE2003/001739

' )~yl I am ne A sol ution of

2- brono- 4- (brononet hyl ) - 1- (nethylsulfonyl)benzene (230

nmg, 0.70 mmol) in nethanol (lg m) and THE (1 m) was

added to NHAOH (7 nml, 28% durlng 30 mn. After 4 h

the sol ution was acidified with 0.5M HCl, washed tw ce

t | th
Ot IRy 1070 PR S %hﬁgﬁé‘(ﬁé?@eﬁ? A0 N9 6
SEDE2 G4, d the organic layer was dried, filtered and
evaporated to give 80 ng (43% of the title compound.
AH@I—W@M&@WH] 8 7. 99 (1H, d); 7.89 (1H, d); 7.58
(1H, dd); 3.79 (2H, s); 3.31 (3H, s). 20 APClI-M5 ni z:
264, 266 [MH]. f)

O A e ﬁa\glbhé&vﬁ?é-ﬁ}é'tﬁv?rz‘?&%:ﬂ-‘r3~

fl uoro

(tMlﬁerin@@%@pﬁéH)%]QI(,M%@f&;ﬁ]@idiﬂeti-ﬁa&@m%d_ was obt ai ned
rom [ 3- br ono-4- (net hyl sul fonyl ) benzylTanm ne and
1- (3- met hyl phenyl ) - 2- oxo- 1, 2- di hydr opyri di ne- 3- car boxy
IlcraC|d by algethod_ 25 analogous to that described

59.94 (1H, t): 8.37

e yeaTre e A% ok DU

potisgiunplatbenat&ERe L [Mﬁmo%n&@@ﬂfu%&%%ﬁethlolate (0.26 g, 3 69 mmol)
PCT/ SE2003/ 001739 130 Exanple 23 N-[3-Cvano-4-(neth

wersadferh Thy bmn’zlyd: Waﬁhmdhyl702(3cﬁoo7 b, g@pled, and partitioned between

I fl h
t&)ﬁ . u\g({i gxé ¥ ed\ga%lc;lned f11tered evaporated and purified by

B NAab BT SOA ST, UL e
corpoiR@0.25 NpeH At ur e for 1 h instead of heating the
reaction mxture. 1H NVR (400 MHz, CDCl3): 6 9.94 (1H,

"EBNMR (OPQlH) 989 (UEL1s)78.68 Y TH.8)07.70 (HE, dib; 7.33 6118, d); 2.54 (3H, ).
APCI-MS m/z: 465.3 [MH 1.

b) [3-Bromo-4-(methyithio)phenylJmethanol

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
room temperature for 4 h, water was added, and the mixture was extracted with CH,Cl,.
The organic layer was dried, filtered and evaporated to give 0.24 g (95%) of the title
compound.

"H-NMR (CDCls): § 7.55 (1H, d); 7.29 (1H, dd); 7.12 (1H, d); 4.64 (2H, s); 2.48 (3H, s).
¢) [3-Bromo-4-(methylsulfonyl)phenylimethanol

A suspension of sodium hydroxide (2.5 ml, 1.25 mmol) and [3-bromo-4-
(methylthio)phenyljmethanol (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 (1 ml) were added,
followed by a Oxone® solution (1.6 g in 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

was acidified with 5M HCI. The organic phase was washed several times with water and
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1.8 Hz); 7.40 (1H, d, J 8.3 Hz); 2.64 (3H s). GC-Ms
mz: 177 [Mf]. 10 b) 5-(H dy

WO eooa®idegd ) - 2- (et hyl t hi o) benzonitril e The subPCT/EE2003/001739

conmpound was prepared anal ogousl y to Exanple 22b.

1H NVR (400 MHz, CDC13): 6 7.62 (1H, s); 7.53 (1H, d,
J 8.3 Hz); 7.32 (1H d, J 8. 3129Hz) 4.70 (2H, s); 2.57
(3H, s). c¢) 5-(Hydrox

met hyl ) - 2- (et hylsulfonyl)benzonitri | e 15 The subtitle

SRR VUG AL SRBErdJO BRI oamﬁﬁp%? 8%,

A?Cﬂﬁ/{ﬁ(i&bh ﬁbl ESFM{TH* d J 8.2 4.88 (2H, s);

d)& Qﬁirﬁdmf(bmmbﬁletﬁvl()ﬂemt_ﬁsdlfoﬁzwbé&eﬁﬂonl trile The
subtitle conpound was prepared anal ogously to Exanple
[321329mc26}(mﬁtlgdﬁmlfpnﬂfzphwullm@bm@)(o 1§ 5304 o) o sl wih

to[@\é (imi)l n%izgk‘osggr; Egor%_l%g;'(ﬁg F%ggzlnﬂnol) agllO "]C an%i the rmxture

was {Eﬁfy NeABH by lrds W%hﬁ i(f(glﬂlgl\)z ecﬂa&i]tottﬁé k8o1d §01Ft10n and

t|t e conpound was prepared anal ogously to
th812 evasHad-IWMRwa 0 T Hetdt ganGOBKAR wab dBied Lilfetdd and, evép@raﬂad to give 0.23
92) 8.04 (1H, s); 7.88 (1H d, J 8.1 25 Hz): 3.97
g (B%) ofythe Btlogompands) APCI - M5 m z: 211 [Me] f)

NN RS ik B Ol B it ARE &5 93 A4, 762(2?3( ¥:538 (31,

sl 2- di hydr opyri di ne- 3-carboxam de The title conpound

was prepared anal ogously to Exanple 17. WD 2004/ 043924
e)HGﬁIBrSEQO@Gh&ﬂ&EBHonVlIMnZ’L\HIﬂaNﬁR (400 I\/Hz CDC13) : 5

10.19 (1H, t, J 5.7 Hz); 8.56 (1H, J7.4 Hz)

Aselytion gf 2:preme-4efryomemegtyD)- 17(mhxlalrl|foqﬂ)bemeee @@Hﬁg &70 mmol)

iRl sl FoPbkd ol 9. 5o
Ah!él) 4 h DUt wad acidfiddwiB 0.5M HC1, SadR&kw e wiliZC 480 and then

bas1fled to pH 14 with 5M sodium hydroxide. The water phase was extracted with

CH,Cl,, and the organic layer was dried, filtered and evaporated to give 80 mg (43%) of
the title compound.

'H-NMR (DMSO-dg): § 7.99 (1H, d); 7.89 (1H, d); 7.58 (1H, dd); 3.79 (2H, s); 3.31 (3H,
s).

APCI-MS m/z: 264, 266 [MH 1.

) N-[3-Bromo-4-(methylsulfonvl)benzyl]-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenvl]-

1,2-dihvdropyridine-3-carboxamide

The title compound was obtained from [3-bromo-4-(methylsulfonyl)benzyl]amine

and 1-(3-methylf>heny1)—2—oxo-1,2-dihydropyridine-3-carboxylic acid by a method
analogous to that described in Example 17.

'H-NMR (DMSO-dg): § 9.94 (1H, t); 8.37 (1H, d); 8.02 (1H, d); 7.93-7.68 (5H, m); 7.54
(1H, d); 6.61 (1H, d); 4.55 (2H, d); 3.33 (3H, s).

APCL-MS m/z: 543.2, 545.2 [MH'].
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Exanpl e 24 6- Met hyl - N-[ 3- et hyl - 4- (net hyl sul f on
[)~yll-2-0x0-1-[3- (trifluoronethyl)-phenyll- |
WO 2e0diolde94 i di ne- 3- car boxam de 10 a) PCT/SE2003/001739
3- Met hyl - 4- (net hyl t hi 0) benzal dehyde The subtitle
conpound was prepared anal oic\]/g#ﬁl y to Exanple 22a.
GC-Ms mz: 166 [M+]. b) [3- -4-(neth,,
| t hi o) phenyl | met hanol The subti tI e corrpound was
prepared anal ogously to Exanple 22b. 15 1H NMR (300

E}\Mﬁaﬂe @_E)F)lS) . &-f3-&Sano-4- ARty REIFoM)bediz A T-6lRkhyE2-ox8:143-
(3H, s); 2.32°(3H, ~ S). C)
(trf fRroisrhtinly D Hhémet-y2l diliy dropytidiph 8 eytYorefidenol  The

subtitle conpound was prepared anal ogously to Exanpl e
22c. 1H NMR (300 MHz, CDC13): 8 7.92 (1H, d, J 18.7

75 - 1,29 ezn% l,mlrr) 4.73 (2H, s): 20 3.05

Th‘é sﬁ@ﬁt@é%fﬁﬂdﬁ)ﬁh)wa% dnly 0%653‘19 ¥d By 0189 yhi B%%n The

subtitl e conmpound S prepare ana sly t anpl e
telﬁﬁetatuid-folt\lﬂ/ﬂi insead M‘liaatlﬁf@fhbiir}:actbniimﬁﬂlré 1H d, J 8.1

742-7ZSS 6,241 s}) 3.07 (3H,
M(WM@;JCD93 azg%)(m 8) 90 (1H,'d, 717 Hz); 8.01 (1H, dd, J 8.3,

( £ benzyl | am ne The subtitle
léglﬁg?wlﬂag g?é&i@e%%g% ously to Exanple 22e.
GA NS (40QMKiz, CDC13): 5 7.98 (1H, d, J 8.2 Hz);
735-729(H m; 3.93 (2H, s); 306(3H, s); 2.70
b)( 3Hi&ckh>xvﬂétﬁiv1)-lﬂ8mn‘tmthi’cﬁ)ﬁeﬂzwh&ﬂllem 2004/ 043924
PCT/ SE2003/ 001739 132 ff

The spptitig qompound was pyapazed araloggpsdy fof Brample 22b.

R A XBCh B ST s BR i € e

,Hzggép@(ﬁg b poushy to Exanple 17. 1H NWVR (300 Mz,

©7879.91 (IH, bt, J 5.7Hz); 8.58 (1H, d J 7.5
c) Slz(Hvdﬁ)xgﬁaeﬂWH 2- (ﬁetﬁvlsﬂlf&wllﬁb_mui’tn% - 7.27 (6H m ;
647‘111 dd, J 7.5, 0.5 Hz); 4.68 - 4.53 (211, m;
Thg sphtitle compound was prepared analogously to Example 22c.
H-NMR (400 MHz, CDCls): 6 8.17 (1H, 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-(methylsulfonyl)benzonitrile

The subtitle compound was prepared analogously to Example 22d.
"H-NMR (400 MHz, CDCl3): 5 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-(methylsulfonyl)benzonitrile

The subtitle compound was prepared analogously to Example 22e.

'"H-NMR (400 MHz, CDs0D): & 8.14 (1H, d, J 8.2 Hz); 8.04 (1H, s); 7.88 (1H, d, J 8.1
Hz); 3.97 (2H, s); 3.29 (3H, s)

APCI-MS m/z: 211 [MH].

) N-[3-Cyano-4-(methylsulfonyl)benzyl]-6-methyl-2-ox0-1-[3-(trifluoromethyphenvyl]-

1.2-dihydropyridine-3-carboxamide

The title compound was prepared analogously to Example 17.



10

15

20

25

(3H, s); 2.66 (3H, s); 2.08 (3H, s). APCI-M5 ml z: 479
[ MH]. Exanple 25

W®20ds0iBpk4 N- [ 4- (et hyl t hi 0) benzyl | - 2- oxo- 1- [ 3- PADSE2003/001739

(trifluoronethyl)phenyll-12-dihydropyridi ne-3-carboxam
I de

6- Met hyl - 2- oxo- 1 - [ 3- (trifl uorbet hyl ) phenyl | - 1, 2- di hyd
ropyri di ne-3-carboxylic acid (1.29 g, 4.35 nmol) and
[ 4- (met hyl t hi 0) benzyl ]am ne (0.66 g, 4.35 nmol) were

1.4l I N ( T .8 79 .
KRB MBI BogT e Vet Bt day TR e
dLPIREAL RS- N4 (memm %531(1@1 WSy &4 (1H, g7 gwﬂzzu a5t (1 ReT 7.5
reacti on m xture was poured into Et¢ e organic
HphaisH (&5 ddabited, 62 Hz) 21 69418 ddni $5.9 0610 tn) ched @htsg, 2.11 (3H,
then three times with water and dried. Purification by
¥ | ash- chr omat ography (EtQAc: cycl ohexane 9:1) gave

glgg%/g@g d(lBg, 69% . 'H NVR (400 MHz,

‘8 t, J 5.8 Hz); 8.38 (1H, d, J 7.4

; 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
ERafpl(BH, s). GRGhWENTS et GndthledlfonFbenmyl-26x0-1-[3-

6 I\/bthyl N-[4 (rrethylsulfln 1)benzg||-2 oxo- 1-[ 3-
=5 § gboxamide

opyr i d|ne3 car boxam de 25
6- Met hyl - N-[ 4- (et hyl t hi o) benzyl ] - 2- oxo-1-[3-(trifl uor
amTMéi‘Wl)@GﬁéﬁWﬂmé)b@ﬁzaﬂieW&’é opyri di ne- 3- car boxani de
g, 2. mmol) was dissolved in CH2A 2 (12 m).
Tﬂ'thsﬂ:ttldb mbnmuumhwascmapardd tumlegdiisky. to Fxamipke 22%ai r r ed

tion 3-chkoroperoxybenzoic acid (672 ng, 2.93
Gmm&aég%&eﬁ portion w se. The reaction was stirred
1@[3 I%thgl-4-TEH1%th iitﬁob :]gg g ath ﬁ@s renoved and the

roomterrperature After
TBOsubtifle copbdndl RAFpEpArbE BchiSRAKNTH
sol uti ong\?ére adggg% t)The m x ure was 13\% 2004/ 043924
'HROIVIRBE20QBIHD) CTRY;): §331 &-HARS (BFE mal); 15§ (A s); 2@H43H, $)a2.32 (3H,
separated. The organic | ayer was washed twice with
S)sat ur at ed NaHCOB, once with brine and finally dried.
A sk [ raphy (EtOAc: MeOH

SRk BBmd¥su ShefiPR _rgo_ql g, 80% . 1H NMR (400

TM‘Eubt@E@@ng&)ncﬁw% Repdrédiandlogolsiy-t8 Blample?238 (1H, d,

J7.5 Hz
'H-NMR (3OOMHZ CDCls): 6 7.92 (1H, d, J 18.7 Hz); 7.35 - 7.29 (2H, m); 4.73 (2H, s);

3.05 (3H, s); 2.66 (3H, s).

d) 4-(Bromomethyl)-2-methyl-1-(methylsulfonyl)benzene

The subtitle compound was prepared analogously to Example 22d. ’
'H-NMR (300 MHz, CDCl): § 8.00 (1H, d, J 8.1 Hz); 7.42 - 7.28 (2H, m); 4.46 (2H, s);
3.07 (3H, s); 2.70 (3H, s).

e) [3-Methyl-4-(methylsulfonylbenzyllamine

The subtitle compound was prepared analogously to Example 22e.

'H-NMR (400 MHz, CDCls): & 7.98 (1H, d, J 8.2 Hz); 7.35 - 7.29 (2H, m); 3.93 (2H, s);
3.06 (3H, s); 2.70 (3H, s).

APCI-MS m/z: 200 [MH 1.
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57.69 (4H m; 7.62 (2H, d, J 8.2 Hz); 7.47 (2H, d, J

8.2 Hz); 6.62 (1H, d, J 7.7 Hz); 4.54 (2H, d, J 6.0
wo2004/023970 (3H, s); 2.02 (3H, s). APCI-MS m z:PEHSED03/001739

[ MH. Exanple 27 N-[4-(Benzyl sul fon,

| ) benzyl | - 6- et hyl - 2- oxo- 1-[ 313210

(trifluoronethyl)phenyll

-1, 2-di hydropyri di ne- 3- car boxam de a)

N- (4- Mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[3-(tri fl uoronet
D MeBR@N-F3-nidiHiNAL @RI 818y Bb&BYROX 848- 193 Gaivhibithadn.-

[4- (methyl sul finyl)benzyl]-2-0x0-1-

rapyeitinel b idd, 2 15

ﬁgh dr opyri di ne- 3- car boxam de (0.30 g, 0.67 mmol) was

T %é%?%ﬁoqné vsyprepasrdoialqgopdy (BExampledidd 2, 6- 1 uti di ne

EAOS oz TR b R B g B8P SRRt i T w5 am

d, 8.18z)0 7830l )2 M, addeds (The 4 if :
bet \/\/eeﬁF][gfg 7)62 and %%:619 gr(i-i%’ %&927‘;]% (fﬂg%ﬁgfﬁ%ésdz {2&—1 > ); 3.03

(GtbakpR.6603H, sp®8r(@Hys)e. Al  volatile materi al sdvvere
at ed _at C. The crude residue was cooled to O
Agﬁ?‘&%@/ﬁéﬂggﬁ] dry 1:1 mixture of triethylamne
(1.1 M) and nethanol (1.1 m), cooled to 0 C, was
added. The reaction was stirred at roomtenperature
EaipRQsmM n an%-M%ﬁﬁfl-W-ﬁﬁp%&B@ﬁhio)b-gﬁfﬁyl‘][-%kgli@p‘i"aS
dissolved in a I: T 'mxture of nethano
(tifjeprompthyh plenytli 2 -aitd/ droytyiridined3-a4rbbanGdé or 20 min. The

|.or part the sol vent was_evaporated. Ethyl
6'%%1 'OX%H’gngIWEYIH&’@Eﬂ]"1121élh\}(é\lloéyr1<iih9§ecamwic acid

oSN DN 5, I s
in WP QI StheY] HBEU B8 Hg, A39 GibiSIPaRl DELS E\lpkcj‘? mﬁ;s‘ﬁ)rg] g{fﬁ%&xge@: added

step. LC-MS;, nmethod B RT: 8.19 mn,
nepi\atrporp fempdratufeBardzhe mixture was stirred overnight. The reaction mixture was

| s~ul f | ) benzyl | - 6- et hyl -2-0x0-1-[3-(trifluoronethy
pol“5";5*ﬂ8‘iﬁ’°€‘¥/\/’2°1 %Ee OrgaNiGi DAY Wiy W atied auth 2 3% Isauenvis gediwm carbonate,

. : 739 .. 134 fil
A TP G PR Y. A Bt fErabiy (B ac
cyélbheialna9r19rgawmg)7time%afd)pbuﬂd @3l heedpyopyri di ne- 3- car boxa

mo

was dissolved in dried,

.M de éfég I\&ﬁ 0.
HONNER aPMSQ-05)D WV§ (IHhd, £658I1E0); 8.08 QLIG.d, X 7.4 Hz); 7.91 -

i on.Q assi tert-butoxide (7.8 , 0.7
7. GEH TR 72 Rb D B3 T et Handett2 e dr BRDITA2 JAEH, )
2.6 (34, §f
APCI-MS m/z: 433.1 [MH].

Example 26 6-Methyl-N-[4-(methylsulfinyl)benzyl]-2-0xo-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
6-Methyl-N—[4—(methylthio)benzyl]-2~oxo—1-[3-(triﬂuoromethyl)phenyl]-l,2—
dihydropyridine-3-carboxamide (1.26 g, 2.93 mmol) was dissolved in CH,CI, (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

2 h, CH,Cl, and diluted sodium thiosulphate solution were added. The mixture was
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5 for 45 min. (Brononethyl)benzene (12 |, 0.105 mol)
in ethanol (0.1 m) was added. The ice bath was

wo eomvex2and the reaction was stirred over ni ghPCT/$E2003/001739

m xture of ethyl acetate and 1M aqueous N 44Cl was

added. The organic |ayer was sgparat ed, dried and

evaporated. The resi due was dPdsol ved in CH2C12 (240

) and cooled with stirring to - 15 C.

3- Chl or oper oxybenzoic acid (35 ng, 0.154 mml) in

Cl12 .{200 | iQ ¢ [ : .

shotdaashanaer Rt b B e G B A e Brigggri
safthle @ KaBIQURObRce WitthinB Arfdl fllyBle8. MBITR 28808 fladihe

organi c | ayer was separated, washed with 5%  aqueous
chsadatognaphy (FiOadice MdOH A ) gavk dheititld cofpourid ¢hiigoB0%Y.

1}gre arative HPLC gave the title corrpound”glll rr%;
U@ERMQQMHQ,P 61D 9-BREB ey 58 Hrl 838 (1, €. / 55 blz); 7.93 -
7 G 30y B e 2R T30 ol 8y 425, 62 Pt 195 g 454
, HA: ) 6s).Hz); 4.62 (2H, ; 4.57
(2%&}&3?)%29,6@?0 %&Ls)gzg% (%%H?’)'s)? APC - |v(5 n z:S) 541. 4
APCHMSol4: d4p.AgMthd. general nethod of Exanple 27 (b),
t he compounds of Exanples 28 to 33 20 were prepared:
Exanpl e 28 6- Met hyl - 2- oxo- N-[ 4- (propyl sul fon
ExERay | || - 1814 (LIAIHROATRERY BISHIILS oko-1.13-

I'Apyr i di né=3=<ar poxant de 1 )
(A oBhG BRkRB N Ydiin/BrdpRtiiite- 2o b@xamilid- (tri f1 uor omet
“hyl)phenylT-1,2 25 di hydropyri di ne-3-car boxam de (29
ng, 0.07 nmol) and 1-bronopropane (10 |, 0.105 mol).
d: 12 . . O d

OkEr1-Hp-(t

sh6H Mo s! g0, J 8.2 Hz); 6.63 (1H, d 31 7.6

—%%#M ! OXEUAC ' 1 Hz); 3.22 (2H m): 2.02 (3H,
Meithw- N ; 3-0kb- ) -1.80
&Rl IR Bt frabihy Bulhy Dot 2 ot B 15 (Ettuctomth phehi)-1.2

diPEIFOBERHNSB-0orbp3amide 6.3 gathol enrpQl) Nvfisddigseireyllis disf apetonitrile (3-
A PR E I R MEoD ok g Ths EqLAEOTSY asapliar20 °C
oo Rt emudric .28 a2 Ay s sy Thevesisn il
beyéanPNI®M dmd10 € 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
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
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 [1\/[[-I+].

b) N-[4-(Benzvlsulfonyl)benzyll-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

dihvdropyridine-3-carboxamide
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s di hydropyri di ne- 3-car boxam de (29 ng, 0.07 nmol) and
1-bronmobutane (11 |, 0.105 mmol). Yield: 14 ng, 0.028
wonek/0§P39 . 1H NVR (400 MHz, DVSO d6) S 9. 93 PAFSEL003/301739
6.1 Hz); 8.38 (1H, d, J 7.4 Hz); 7.93 - 7.70 (6H, m;
7.53 (2H, d, J 8.3 Hz); 6.63 (1H, d, J 7.7 Hz); 4.59
(2H, d, J 6.1 Hz); 3.24 (2H13#: 2.02 (3H s); 1.48

(2H, m; 1.31 (2H, m; 0.81 (3H, t, J 7.3 Hz). 10
APCl - M5 nfz: 507.3 [ MH]. Exanple 30

In(%%%‘ﬁ%ﬁﬁ%ﬁ%%@T lf‘];}ﬁ%ﬁ!gx?tsbenzyl Ve lE i a%k @ o- 1- 13-
R EBRSHE RA RS SR e Py v

dlbsdlx)dalhﬁ dyikdl,-deg2sséd etthainyld0. 9 Ayl and 6eolSd 0 E@Xé&%ldﬁoﬁ @Bpotassium

07 mmol ) and 1-brono- 2-net hyl propane (11
teg: ’bw@udnﬁ?l § ngOé’Il‘dmOh)On fang.(020m addeh/jlhe mactxerwas stirred

fog ﬂg yn%rp@%?t}% enzelye z& '8165: 10%11111(31? ggetpé‘?ql (@1 %ﬁ) é{a%édded
Tlggl}‘% bePQﬁ?s(r ogéjd antl tﬁe; a@%&bgﬂ% %%refdzg'\'fen%glét‘é A?rrll%l(tﬂé bf ethyl

adgtakedrel 1MJaqﬁecﬁ1s HE%CIQV;&&d(i&HT he orghnfe [dydiayas s2fardted] dridd and
mz: 507.3 [MH]. Exanple 31 N-[4-(sec-But o
evaponatagdnyhg trsifepWasalisselvag in QHefxlo (24( |8) and cooled with stirring to — 15

¢ %ﬂ{;fxﬂquor O”Ej;:?%q'of]éoﬁ‘oi&‘§§r@g;%m4d@ngg)&%CHzclz (200 pl) was added. The

N r t
SISO B 0 S N OB

sodm ﬂuﬂs]ﬂﬁ?ﬁm\k/éreaﬂdecﬁ The @[ﬁmtodaﬁr(\ﬁa]s separfted Obashadrofith.5%
Yield: 12 0. 024 mol 1H NMR (400 MHz
AqURSE 196)urB caybgmat? mnetand slrled (ﬁuﬂflyatlcgl lssepremamfp HBLG ggve the

7.53 (2H, d, J 8.2 Hz): 6.63
“‘Egr%?m%"“ng(%l @9&94 59 (2H, d, (J 6.1 Hz): 3. 17) (1H,
@Mﬂwk@)dg)%% ((lﬁHt J%)I H%) %738((1 d")7 51Hz397 81 (4H,

(1H m;
m7 756<H22H d\N)8210H74)/ JABI2H, 8JTS. smmomnonws}lm@ 6 63 (1H d,J7.6

Cl-M5 mz: 50 6‘LM—H- mple 32 N-F4-
Fitk Gy5208Yh S0 SIS K065 QRURGH S.- oxo- 1- [ 3
Ai’bg-'l\)ié H%gqgw‘tmpfenyl | - 1, 2- di hydr opyri di ne- 3- car boxa
m ae

Following the general method of Example 27 (b), the compounds of Examples 28 to 33

were prepared:

Example 28 6-Methyl-2-ox0-N-[4-(propylsulfonyl)benzyl]-1-[3-

(trifluoromethyDphenyl]-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 1-bromopropane (10 ul, 0.105
mmol). Yield: 12 mg (35%).

"H-NMR (400 MHz, DMSO-ds) & 9.93 (1H, t, J 6.1 Hz); 8.38 (1H, d, J 7.5 Hz); 7.94 -
7.70 (6H, m); 7.53 (2H, d, J 8.2 Hz); 6.63 (1H, d, J 7.6 Hz); 4.58 (2H, d, J 6.1 Hz); 3.22
(2H, m); 2.02 (3H, s,); 1.52 (2H, q, J 7.6 Hz); 0.89 (3H, t, J 7.4 Hz).

APCI-MS m/z: 493.3 [MH 1.
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5 From

N- (4- mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[ 3-(trifl uoronet
whnydopphswoyl |- 1, 2 di hydr opyri di ne- 3- car boxam deP¢RSE2993/001739

0.07 nmmol ) and 2-bronopropane (10 |, 0.105 mol).

Yield:11 ng, 0.022 mol (33% . 1H NVR (400 MHz,

DMSO-d6) 6 9.94 (1H, t, J 6.113%): 8.38 (1H, d, J 7.4

Hz); 7.94 - 7.69 (6H, m; 7.54 (2H, d, J 8.3 Hz); 6.63

(1H, d, J 7.7 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 nmfz: 493.3 [ MH#] Exanple 33

Eﬁamm N-f 4- N([@= il Vbdrsy [ metiyienawl i-fR2- oxo- |
(trlfluoronet y p eny
N i i

o RS ER R A e o AL T,

AP R By,

HMI@) MQ@I@? 60@89&11611(89%9 .1 Hz); 8.38 (1H, d,
), 7.94 - 7.69 (6H, ;753(2HdJ83Hz)

I@I@QR((&@QMHzDMS@ d@ﬁ9%(591 (MIHZ)BE(JIH—@J731H@ 7.93 -

778468157 33 2rb %o g 3D 6.S1TH, & by B e s dmfzs Ty 3.4
C%%%nﬁﬁe conpg H&E%g?ﬂgyh§3?32ﬁ§% ¥F§ggﬁ§e$ pared

APETMS 50348 HMH }[(Q/CI oprop | met hyl ) sul fon
[l ~yl}-6-nethyl-2-o0x0-1-[3- (trifluorometh~l)phenyll
-1, 2-di hydropyri di ne- 3-¢c ar boxam de From

N— capt obge 6- (trlfluoronet
?ﬂg‘P!ﬂrﬂf’Z’Lylll AL ¥t ldde g,

(tgﬂggrofﬁgﬁlvhvﬁé}ﬂdf-?ﬁ @BM&&#&Q% %}ﬁi (10 30 I,

0. 105 Yiefdr I3 ng, 0.027 nmmot (38%. WO

Fr:dﬂom(@%&zaptﬁ’&ﬂzﬁﬁ%}ﬁ@ﬁ@ﬂ%&a 1-{B3(frifhibrRiHyABRed¥I 1 2-
DMSO-d6) 8 9.93 (1H, t, J 6.2 Hz); 8.38 (1H, d, J 7.5

difgygropyridjge-3-cartrecagride (2Ryme, P.053nm@b), and, 1-rogio2-kieghylropdhe (11
uly s pomcty YiB1cs mg 0 ol @88 (10 ! 0. 43 (2
'HINMR (450 1812, DRISO-dg) 5 9.93 (1H, t, J 6.0 Hz); 8.38 (1H, d, J 7.5 Hz); 7.94 -
7.69 (6H,m.); 7.53 (2H, d, J 8.3 Hz); 6.63 (1H, d, 7 7.7 Hz); 4.58 (21, d, J 6.2 Hz); 3.16
(2H, d, J 6.5 Hz); 2.02 (3H, s,); 1.96 (1H, quintet, J 6.6 Hz); 0.95 (6H, d, J 6.7 Hz).
APCI-MS m/z: 507.3 [MH'].

Example 31 N-[4-(sec-ButylsulfonyDbenzyl]-6-methyl-2-0xo0-1-[3-

(trifluoromethyl)phenyl]-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-brombutane (11 ul, 0.105
mmol). Yield:12 mg, 0.024 mmol (35%). |

"H-NMR (400 MHz, DMSO-dg) § 9.94 (1H, t, J 6.0 Hz); 8.38 (1H, d, J 7.5 Hz); 7.93 -
7.69 (6H, m,); 7.53 (2H, d, J 8.2 Hz); 6.63 (1H, d, J 7.8 Hz); 4.59 (2H, d, J 6.1 Hz); 3.17
(1H, dq, J 13.4, 6.7 Hz); 2.02 (3H, s,); 1.77 (1H, m); 1.29 (1H, m); 1.11 (3H, d, J 6.9 Hz);
0.89 (3H, t, J 7.5 Hz).
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APCI -M5 ml z: 505.3 [MH#] 5 Exanple 35
6- Met hyl - 2- oxo- N- 14-[ (t et r ahydr of ur an- 2-

wo 2004083924 onyl | - benzyl 1 -1- [3 PCT/SE2003/001739

-(trifluoronethyl)phenyll -1,2-dihydropyri dine-3
- car boxam de From
N- (4- mer capt obenzyl ) - 6- net hyll?@- ox0-1-[3-(trifluoronet
hyl ) phenyl ] -1, 2- di hydr opyri di ne- 3- car boxani de (29 ny,
0.07 mmol ) and 2-(brononet hyl)tetrahydrofuran 10 (12
teld: 8 ng, 0.015 mmol (22% . 1H NWR

A}’%%&ﬁ @gﬁ/é)é FG 9.93 (111, t, J 6.0 Hz); 8.38
(111, d, J7.5 Hz); 7.93 - 7.70 (611, m; 7.51 (2H, d,
J 8.2 Hz); 6.63 (1H, d, J 7.6 Hz); 4.58 (2H, d, J 6.1
EkmhpleéBZDS ( 11M-[4disoptaptylsulfoityl Ibehlzyl]-6 3n&dByl(2bixo-d:[3J

4 Hz); 350 _; 202(3H S); 194(1H, m;
» ¥, AL C e

e 8’%%@*6(@4@%%&3@@%% UKL Ty

dlh}dr%p%&l}i%%%dxq{nﬁ‘&: %9 rE?W‘rﬁfHo@b nfP%Fomopropane (10 pl, 0.105

(4-er capt obenzyl) hyl - 2-0xXo-1-[3-(trifl uoronet
mimydl). phiedyill]md,, (020mdhioh(A%%)pyr i di ne- 3- car boxam de (29

v oM, DatBost K GBg 6. HIRNE B T 4 F; 794

do.
TR ORRY ST A o b 3 (a1 88 ARy . (v 336
1 \. 14 1 J 6 1 Hz 3. 65
(1%‘1@%&% ?16'J2d%%)312§)|z3)€(;3ﬂé%’21’01 1(%@1{,? 316 SCHZQ 2. %)2 (3H,
APCI-MS mApdo3NEMiz]. 495. 3 [ MH+]. Exanpl e 37
N-{4-[ (Cyanonet hyl ) sul fon
| I benzy} - 6- et hyl - 2- oxo- 1-[ 3-

E%&n’h?y'éﬁoromt W IMERANY (h-

i ne- 3-Carhox A SO

(tﬁﬁﬁ_érgﬁa%%ﬁ&ilﬂﬁ? 2- cﬁl@&ir&ﬁ%ne& carboxamlde

N (4- rer capt obenzyl') -6-nmet hyl - 2-oxo-I-T3-(trifl uoronet )
Fiwﬂ Nﬁﬂ4&nyﬂc}1pt¢b®zyli+ﬂﬂmdﬂxyb9md+M@-Gﬁﬂmrbmﬁlﬂ)@her(ﬂp1 29,
and chl groacetonitrile (7 |

dllpygqoayn@n?ﬁ-cadpqyfqnwp g M mm,ql),qm lcbggglomethylbutane (13 ul,
O.%g}gﬁ%eﬁel%. +A6mb b2 mmbi B31leh2) : 8.37 (1H d, J 7.5
'H-NMR (400 MHz, DMSO-de) & 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 Hz); 6.63 (1H, d, J 7.5 Hz); 4.59 (2H, d, J 6.1 Hz); 3.23
(2H, m); 2.02 (3H, s,); 1.57 (1H, septet, J 6.8 Hz); 1.39 (2H, m); 0.80 (6H, d, J 6.6 Hz).
APCL-MS m/z: 521.4 [MH'1].

Following the general method of Example 27, the compounds of Examples 34 to 52 were

prepared:

Example 34 N-{4-[(Cyclopropylmethyl)sulfonyllbenzyl }-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-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 (bromomethyl)cyclopropane (10
ul, 0.105 mmol). Yield: 13 mg, 0.027 mmol (38%).
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s 7.69 (6H m,; 7.62 (2H d, J 8.3 Hz); 6.63 (1H, d, J
7.6 Hz); 5.20 (2H, s); 4.61 (2H d, J 6.2 Hz); 2.03

W@ 30d4/083924 APCl - M5 ml z: 490. 3 [ MH]. Exanpl e 38PCT/SE2003/001739
N-14- 1( 2- Am no- 2- oxoet hyl ) sul f onyl | benzyl
| - 6- met hyl - 2- oxo-1- 10
13- (trifluoronethyl)phenyll - 1137 qi hydr opyri di ne-3-carb
oxam de From
N- (4- mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[ 3-(tri fl uoronet

R Mg s A SRR A L% AR R R G By g 03 -

' : . . 1 .
TR T TR T A, TN 430 . 7 61 oy 3.1
(2Hg ), J 7.298z); 29273H6s,); DBA, (1§, m)60.82 (ZH Hn);d.00(2H, Ga)Hz) ;
4.58%]7, d_J 6.9 Hz); 4.18 (2H, s); 2.02 (3H, s).
ARCEM /205 HMH3] [ MH+] . Exanpl e 39 N f

4-[ (4- Cyanobenzyl ) sul fonyl | benzyl

| - 6- met hyl - 2- oxo- 1- [ 3- _ o
Efr%.gfé 3o o met hy hidea bl o i 2 ftduay @Bstrfb RemSme BERRAI-

rom
béxz{}- 1E3-Gifitotoerezhyil )ph6aytp J2ydih Pdropyriding-3-catbok ftnider onet
hyl ) phenyl ] -1, 2 di hydr opyri di ne- 3- car boxam de_ (29 m%
Fronpli-(drinerraptabensyy) mﬁﬁbué@wp)lbaq(i@ﬂwrpme@yl)phqn%,l, -

RRB AR cab B gl e S g horp ity HBltetrabydroturan
(E3gTwlos 46hd il § onansabial o3 on |1 yoenayi

'HANIVIR | (400 MFEt, NS OHENG DIS3X1H; ¢ Ut6/ @i Hap R 38diLHe 37 ArHim)x 293 -
ide F

700 (B0 cABE 6¥kithy 182 Ho: G/ (1Ha 8ok g 53458 (3 di i ohble)s 4.05
| PoperaylyS yi :

OB GURRECY K5 haPy S A LRSS PR LB AP HY (B3 st

1)73%})[;@\91@5@(1}@ , 0.002 mol (3% . 30 LG Ms; nethod

B 7.

16 mn, APCI-MS miz: 504.3 [MH] WO
APODMY s 385ACMIEER003/ 001739 139 Exanpl e 41

N- 14-[ ( 3- Hydr oxypr opyl ) sul f onyl | benzyl
} - 6- net hyl - 2- oxo- 1-[ 3-

Ekdihble 40 Ot N BoERIt b R ALK AR 5SS BRR 1.
m r&é ﬁ) om

(tAFlGdoiR h&beRzYldihGropldiie- 2 b0xdmidd- (tri f | uor onet
hyl) phenyl [-1,2 5 di hydropyri di ne- 3-carboxam de (29

From Ne(4odencapbhenapd-63mbthyhdoxopal3-(teiBhorpmethy)phar(h]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 2-bromoethanol (7 ul, 0.105
mmol). Yield: 12 mg, 0.025 mmol (36%).

"H-NMR (400 MHz, DMSO-ds) § 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, J 7.6 Hz); 4.58 (2H, d, J 6.1 Hz); 3.65
(2H, t, J 6.4 Hz); 3.40 (2H, t, J 6.5 Hz); 2.02 (3H, s,).

APCI-MS m/z: 495.3 [MH 1.

Example 37 N-{4-[(Cyanomethylsulfonyl]benzyl }-6-methyl-2-0x0-1-[3-

(trifluoromethvyl)phenyl}-1,2-dihydropyridine-3-carboxamide
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mmol ). Yield: 6 ng, 0.012 nol (18% . LC MS;, nethod B

RT: 6.40 mn, APCI-M5 mz: 509.3 [MH]. Exanple 42
WOR2{04/0439pL- ( Di met hyl am no) - 2- oxoet hyl | sul f onyl PCT/SE2003/001739

} benzyl)-6-nmethyl |- 10

2-oxo-1-[3-(trifluoronethyl)qggnvlI-1,2-dihydropyridin

e- 3- car boxam de From

N- (4- mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[ 3-(tri fl uoronet

hyl ) phenyl ] - 1, 2- di hydr opyri di ne- 3- car boxam de (29 nuy,

B e B A e S Rt e T s o
dlﬂé%cbn%fﬂlgﬁfgﬂié??om R9 AEQD OVnhid13 andS3Borbalbdybitilrild %7 ul, 0.105

mipp6Yiekd: anﬂébﬂdﬂmﬂﬁ @4%Xi f1 uor omet hyl ) phenyl | -1, 2-

lwr‘f@m@}\’fﬁ gf)}aﬁr%% DR YBT3 5 W & 7.5 1125 7.95 -
P e P S o

6.DHRY. 208(3H,8pd et hyl 3-Dbronopropanoate (13 I,
0.105 mmol ). Yield: 5 ng, 0.009 nmol (13%. LC I\/IS,
ARfgMsaniz: /0.3 1MB4 Inin, APCI-MS mfz: 551.4 [MH.
Exanpl e 44 2 [(4-1
[ (16- Met hyl - 2-oxo0-1-[3-(trifluoronethyl)phen I1-1,2-

Fx‘ltim”ng @?pyr b di Ry ?4%21 éjﬂ@@%bétﬂ%ﬁ?ﬂoﬁ?ﬂﬁ%gﬂ} -6-methyl-2-0x0-1-

phenyl ) sul f ony [ acetate 25 From

[ 3%&&%&&1@0@@1@2& 2-dibydRiphi lind-300e@bdxaliddd t ri f | uor onet
hyl ) phenyl ] 2- di hydropyri di ne- 3- car boxam de (29 ny,
From <ﬁ-mr9apmb@nw1bﬁm@ylr%pxcaédsétréhmcznqathyl)mewg 12

s ook S bl B Fedine
mggﬁﬂggﬁﬁé suﬁ)lgﬁiﬁ enz;‘/rISI NES met hyl - 2- oxo-1-[3

'H-NMR (400 MHz, DMSO d6)5994(1H t,J 6.1 Hz); 8.38 (1H, d, J 7.4 Hz); 7.95 -

(trifluorometh~ I)phen%Z 2-di hydr o ﬁ;l di ne- 3- car boxa
7.46 d8H, m 62 (1H, d, J 7.6 Hz); 4.58 (2H, d, J 6. ); 4.18 (2H, s,); 2.02 (3H, s,). -

C | )-6-nethyl-2-oxo0-1-[3-(trifluoronet
Aﬁl:é;ll(’])eﬂﬁ;%;ﬁy ?é? -7 di hydr opyri di ne- 3- car boxam de (29 nuy,
0.07 mmol ) and 3-(brononet hyl ) benzonitrile 5 (21 ny,

0.105 mmol ). Yield: 2 ng, 0.004 mmol (6% . LC M5

Exanipled9B RT: N-T4-[@ GyandBéilzyNsalfonyllberybl-8-rhdvhi1}2-oxo-1-[3-

(trifluoromethylphenvl]-1,2-dihydropyridine-3-carboxamide

From N-(4-mercaptobenzyl)-6-methyl-2-0x0-1-[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 [MI-I+].

Example 40 N-{4-[(2-Cyanoethyl)sulfonyl|benzyl }-6-methyl-2-0x0-1-[3-

(trifluoromethvyl)phenyl]-1,2-dihydropyridine-3-carboxamide

From N-(4-mercaptobenzyl)-6-methyl-2-ox0-1-[3-(trifluoromethy!)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and 3-chloropropanenitrile (8 ul,
0.105 mmol). Yield: 1 mg, 0.002 mmol (3%).

LC-MS; method B RT: 7.16 min, APCI-MS m/z: 504.3 [MH].
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Exanpl e 46 Met hyl
3-1(4-{[({6-nmethyl -2-ox0-|-[3-(trifluoroneth~l)phenyll
wo 2042432hydr opyri di n-3-yl | carbonyl ) am nol nep¢mybE2003/001739
| phenyl ) sul fonyl | propanoat e 10 From
N- (4- mer capt obenzyl ) - 6- et hyl - 2- oxo- 1-[ 3-(tri fl uor onet
hyl ) phenyl ] -1, 2- di hydropyri cl|3ﬁe 3- car boxani de (29 ny,
0.07 nmol ) and met hyl 3-bronopropanoate (11 |, 0.105
nmmol). Yield: 2 ng, 0.005 mol (7% . LC-Ms; nethod B
RT: 7.28 min, APCI-M5 mz: 537.3 [MH#]. is Exanple 47
6-Methyl -N-(4-f [(2-nmethyl-1,3-thiazol-4 1)
EX @ 'dlsu' fon N.{4. I)sulfony]]benzyl}-6-methyl-2-0x0-1-[3-
- 2- 0X0- I- ~ ydro
(_@mrdmeﬁwﬁnha@ﬂbpzalﬁhxdﬁoﬂvﬂdidebmbmcﬁmmtde From
N- (4- mer capt obenz 6- net hyl - 2- oxo-1-[3-(trifl uoronet
Frioyl Ne(Aengrtcaptabenzy 14@@!&*1&]091%@1%[@ @rideerpmety)gbenyblol Ay,

DBl RO IaD b O hEoh Ga0 isPTioDpaR -0l {3 L. 0.105
mify), Higld:6 20 2833?@%?’% anpl hod B RT:17.21 min,

L6-MiB} fgiho@ BOXD: 64 fsif (AS)E@I—MSwmAz GOOBHMELSIsul f onyl | benz
yl 1-1-]3-
(tri fI uor onet hyl) phenyl -1, 2-di hpyrl di ne- 3- car boxam de
Et rif roacet
1@'{‘3 capt o

2By aoramgfh " IOPZGil@H&%vﬁdﬁéfﬁeaiﬁ&a‘?ﬁdéw .

romet hyl ) pyri dine hydrochl ori de

FI(Oih?N r(g mﬁcéﬂSbemlzp]I)%-mé‘ﬂhgﬂ 2-ox6-1A3- (GG Bmethyl )phénk4p)-1,2-
LC-M5; nethod B RT: 5.79 mn, APCI-Ms niz: 542.3
dlpmpymime -3sehosanyel2pog, 807comobend dechlar N Banpl e

difge flacegmide (gt Py 03 BRI nGFIh LA B 9-982 PP %) oxo- 1
LeMS; fbhbfl IBURT OSB! Rth) RPERNY m#7L 536 difkvigTiopyr i di ne- 3

-car boxam de From
N- (4- mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[ 3-(trifl uoronet

hyl henyl 1, 2- di hydropyri di ne- 3-car boxamn de 9 ,
gellrg%)f) ?/)] an @hﬂgéﬂﬁi&a@b&zmg—lffﬁe(tmﬂuorgmn&’vhnhrgvﬂ-1,2- ‘

San t hod B

Fﬂ&nm ({4 rﬁér%apio&ﬂzwmnb&%%% -14{3 (1ﬁﬂudf6ﬁ1lamyb§h@ﬁyqnyh
dlhpdlbpyﬁﬂne}za:-aﬂbc{xﬁﬁﬁder(aﬁ’ g O @Tehingl))apt ethyl B-btorBephopymbat (13 ul,
X di ne- 3- car boxam de
5 mmol). Yield: 5 mg, 0.009 mmol (13%).

LC-MS; method B RT: 7.64 min, APCI-MS m/z: 551.4 [MH+].

Example 44 2-[(4-{[({6-Methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-

dihydropyridin-3-yl }carbonyl)amino]methyl } phenyl)sulfonyllethyl acetate
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 pl,
0.105 mmol). Yield: 7 mg, 0.014 mmol (20%).
LC-MS; method B RT: 7.19 min, APCI-MS m/z: 537.3 [MH+].
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10 trifluoroacetate From

N- (4- mer capt obenzyl ) - 6- met hyl - 2- oxo-1-[ 3-(trifl uoronet
whgioroseeyl ] -1, 2- di hydropyri di ne- 3- car boxam deCT/2E20n3001739

0.07 mmol ) and 4-(chloronet hyl)-3,5- dinethylisoxazole

(131, 0.105 mol). Yield: 9 n;& 0.013 mmol (19% .

LC-MS; nethod B RT: 7.50 min,14PCI-Ms mfz: 560.4

[M-1+]. 15 Exanple 51 N (4-{

[ 4- (Acetyl am no) benzyl I suI fonyl

E%ﬁlilggﬁyé#g ! 1 /! (8) 1
t¥1GGrofRE 7 '-a1h r rnﬂllle élc%%xénﬁd% (trl f1 uor omet
yI') pheny ydropyr 1 di ne- 3-car boxam de (29 ng,

Fﬁ)nﬁ)N—(FtFrnbﬂ:ameemlyD&B—(neﬂibemxetlh};ﬂ Qtnﬂemohjethyl)’phenyl] 1,2-
acet am de 0. 105 mml . Yield: 7

mol
gopyridipe arb?éqaﬁ%@ﬁ @9me. ran &p@om@nﬁml)benzomtnle

%éb ibieD] T a§0§§tmn¥°z §am nof -2

Lgxmst yihb8® RY: 7.77 min, APCI-MS ‘m/z: 566.3 [MH 1.
yI)benzyII-2 0x0- 1- [3 (trifluoromethyl)phenyll-1,2-dih

ydropyri di ne-3- 25 car boxam de From
N- (4- mer capt obenzyl

EHWP}%’&WI I-1, dlet

1@7 a‘?ﬁ%g

Ffbnm ﬁ\/%n&@@ptﬂmﬂzygQ)Olﬁleth]yl-@-s%@v%o[%%%glg%rﬁ392 Xl)%hg‘r%ll]rl Q4

mﬁ@d’lfOﬁEﬂﬁﬁ@B@ﬁWﬂndﬂQ9 Exg ) 7enB®]) and methyl 3-bromopropanoate (11
6- Met hyl - 4- (et hy] sul fon henoxyl - 2- oxo-1 -[ 3-
“kpw%ﬁlnﬁﬁ?]gr%@@ﬂ)%@% g@? ydro%yri di ne- 3- car boxa

f
? fﬁ%f“ g%ag ?bﬁﬁlﬂ%tn ﬁ%srré]/r?etsﬁ713)[l\/ﬁér1]y|] 1, 2- di hyd

ropyridi ne-3- carboxylic acid (67 ng, 0.22 mmol), HATU
(93.7 ng, 0.25 rmrol), HOAT (34 nrg, 0.25 5 mml ), D EA
Ekample 47 . 87 shiarirleld
O 4-

pr epar ed
Hrd 2 dllwdnopvndlne -3-

a 3 H he v
C#ﬁ&&ﬂéq%uogoa%gtgw ). After stirri ng at r oom

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-
thiazole hydrochloride (19 mg, 0.105 mmol). Yield: 11 mg, 0.017 mmol (24%).
LC-MS; method B RT: 7.21 min, APCI-MS m/z: 562.3 [MH+].

Example 48 6-Methyl-2-0x0-N-{4-[(pyridin-4-ylmethyl)sulfonyllbenzyl }-1-[3-

(trifluoromethyl)phenvl]-1.2-dihvdropyridine-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)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+].
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m xture was partitioned between Et OAc and water. The
organi c extract was washed with brine, dried,

wo pdosmsas and evaporated to dryness. The crudeP@T/6E2003/001739
was further purified by 10 preparative HPLC to give
the title conpound as a white solid (41 ng, 40%.
1H NMVR (CDC13): S 12.19 (1H 14): 8.58 (1H, d, J 7.4
Hz); 7.92 - 7.86 (3H, m; 7.80 (1H, t, J7.9 Hz); 7 57
(1H,s)750(1HdJ79Hz)730-726(5H m ;

Exisaplefl i o) SEiiaanobiaipiaibnyibenAn B dethin Pbro-1-13-
gtrﬁld\@?&&lé!ﬂh@p&mg 14 %lﬂypiéﬁyﬁafr@@&mbxm@ayl) 1, 2-di hydr
-pyridine- 3-carboxylic acl rono- phenoxy) - am de

FrémS (ne@Captdbenzyl)-6-methyl-2-0xo-1-[3- (tnﬂuoromethyl)phenyl] -1, 2-
6- met hyl - 2- oxol(3tr|fluoromethé éghenyl) 2-di
@

hy
dlbngywruilmfe3-3arb@&armﬁlﬁ;@? 01228{0d nuo d-bromoby tﬁl?ﬁslllt)ﬂq HO ul,
C12 and was stirred for 3 20 h
?@ﬂh léwﬁriﬁgiﬁm¥ﬁéﬁi%éncentrated to give the
L@M@f%&tﬁb&B@ﬁ"ﬁl@nﬁ?'ﬁﬁ)@lhmrrhliew@?» avsoli d. The solid
was di ssolved in 1, 4-di oxane and O (4-br onmo- phenyl ) -
hydr oxyl am ne, prepared according to the procedure in
J. Med. Chem, 1967, 512 (O 10 ?, 0. 53 nmol
EWGE'GSQnd t he Mri(4 5-Rigmethylisoxazol-4r vl imethylsulfon

tnﬂquM&gﬁﬁa of the t|tIe conpound as an off mhlte
—soltd. IR NWR (CDC13): 6 12.08 (1H, s); 8.57 (1H, d, J
FrémAs- (#El)ercﬁpt@ﬂ:n(lﬂlHﬁ Idethyl 30@0—1%}(1ﬂﬂuoi‘<7memlybphdn,yl]dl 2-

8.01 55 (1H, (1H, d, 7.38
dibappa e beaporaide 2, 09T mol Gh Py RGBS

bl B b R 0

LEMSPhENSE B RT: 7.50 min, APCI-MS m/z: 560.4 [MH 1.
6- Met hyl - 2- oxo- N-phenoxy | -[3-(trifluoronethyl)phenyl |
-1, 2- di hydryridi ne-3-carboxam de The title corrpound
ed as described in Exanmp art fo

Egrﬂgg Vi hy d R4 B sty ammo)benzvl]sulfonvl%{)enzv methvl 2-0x0-1-

[3-(trifluoromethyDphenyl]-1,2-dihydropyridine-3-carboxamide

From N-(4-mercaptobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide (29 mg, 0.07 mmol) and N-[4-(chloromethyl)phenyl]-
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 [MH+].

Example 52 6-Methyl-N-[4-({2-[(5-methyl-1,3 4-thiadiazol-2-yl)amino]-2-

oxoethyl }sulfonyl)benzyl]-2-0x0-1-[3-(trifluoromethyl)phenyl]-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-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 1.
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5 1H-NWR (CDC13): 5 12.04 (1H,s); 8.58 (1H,d);
7.85-7.74 (2H,m; 7.55 (1H,brs); 7.48 (1H,d);
WO 282073926 (2H, M) ; 7.12 (2H,d); 7.02 (1Ht); 6PEIWLSE2003/001739
(1H,d); 2.12 (3H,s). APCI-M5 mz: 389 MH]. Exanple
56
N- (4- Ami nobenzyl ) - 6- net hyl - 2-19%0- 1- [3-(trifluoronethyl
)phenyl |- 10 1, 2-di hydroproline-3-carboxan de To a
m xture of

BRI, 510 S

fc-d (212
(tﬁ@&&oﬁl%ﬁwmherﬁfnzl BT SR A chrbbRamitl, 2. 13 mmol )
3 m) was added (4-am nobenzyl)am ne (87 ng,
Tcﬁ)ai’mnmnd: f 6-methyR2-¢xb- 1 J-(triflneronesicyl) phien ylid, ZSdlhydrepyrﬁchne-E»-
roaomtenperature. The reaction_ m X

Caé‘i)%}’thé @cw (OhmgadeR mmoh), HATTHES- Tmei 9-22 é}m@fﬁ) aHOAT (34 g, 0.25

“’6}0 LERER G0 MR SRR Gl fodt' 08 2 i

Olé[gﬁpﬁfgg}%{lﬂﬂfﬁgl)lﬂ{enﬂlqudr&})}ﬁl_rgfl{lﬁm?ﬁf E%S’ ﬁé’co&éﬂ% fhk %rocedure in J.

Med. 7@Ihe(nij—l,9&7 512 Gl14ngiD.32 médbp Afteiistiming bt Thom tdmp)eratﬂre?&r 3 hthe
(1 m,7,50(1H,s),7.43(1H,d,J7.8H ),7.27(1H,s ),
nnp(tqlg Wagmartglongd Qetyyepﬁ E}O 6 agci water, Thezcgg@}uc grigACOWRE W)ashed with

brgi 4%% 'ﬁAtlg%d eﬁyﬂ_&'zltiggo @P%ﬁ]‘l‘h%mdg px%%gé}%s ﬁgn‘ther purified by

prépdveii i HPINE té gheltheBlOYdApdunany lavitenelid erzmb, 40%).

I-2 oxo-1-[3
H NMRI(GD@9ed hy. 1y pHé,rB)i 8 58 (1., dl, Hyict Bpy; (7199 -re8 BE3dB minp X80 (1H,
m xt

RO AR 3 SOy 7 Pl 10 { 326 (Gl 0B gH /75
| b d

HRATPOH G 2l O hanesul 1 onyl cﬁ?im Ge {(23"m. o2

AB@DMSQMSBV@O{[{% ng, 0.2 mmol) were added. The

reaction mxture was stirred for 0.5 h at room
tenperature. The CH2Cl2 was evaporated off and the

resw% di sso] ved i
Exqrap ;%g@ﬁr ep s Zep
3-@%@?5%(”3 &%E?b% m&ﬁgx%s&nﬂgea gr ad| ent of CI—BCN/ vvater

a 11 OwW 20 m/mrm. Freeze drying of the
Argbmluﬁ@f afxﬁan ezi X de-(Bttiflgor Hery®) 1 mlh?%@%f idine-3-
1H NVR (400 I\;Elz 0CDCl(B) 8 9.83 (1 esﬁ) ?—I|n d
cagbox yéic lagid)(0.060 800 2@ pymel) in)CH,Ql, (5—!21)1) anZ‘l Si(x](z 1$-|ml} was]surred for3

7.8 Hz 7.51 (1 7. J 9 Hz 7.31
h g ?ﬁlgergt_u&e %.E(ﬂher? %oncentratecg 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
(58%) of the title compound as an off-white solid.

"H-NMR (CDCls): § 12.08 (1H, s); 8.57 (1H, d, J 7.42 Hz); 7.84 (1H, d, J 8.01 Hz); 7.77
(1H, t, J 8.01 Hz); 7.55 (1H, s); 7.47 (1H, d, J 8.01 Hz); 7.38 (2H, d, J 8.87 Hz); 7.00
(2H, 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 1.
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57.14 (2H, d, J 8.4 Hz), 6.46 (1H, d, J 7.4 Hz), 6.38
(1H, s), 4.57 (m 1H), 2.97 (3H s, J 3.9Hz),2.08

WO 3W1/0432494. 3Hz) . APCI-MS miz: 480.1 [ VH. Exar@l/eE%83/001739
N- (4-[ Bi s(net hyl sul fonyl ) am nol benzyl
1- 6- net hyl - 2-oxo-1-[3- 10
(trifluoromethl)phenyll-1,2-dfBydropyri di ne-3-carboxam
ide The title conpound was isolated as a by- product
usi ng the mat hod described in Exanple 57. 1H NWR (400

13 4
Pli%?C 7. 82 681

(&}
‘%% %;Z‘%(ﬁl?éﬁ%arb@)}ui}nde7 45 (t, J 5.6 Hz, 311), 7.29 (d,
7 (d, J 7.5 Hz, 1H), 4.64 (t, J
THe. tikleldompdhd was Bfepaed abdpscribedth Ezsam;iib—l)i?a sﬁ&ﬁ(ﬂg—ﬂvﬁnrﬁ-phenyl
558.4 [MH] Exanple 59

hyseqxylanpipe.Di et hyl ani no) sul f onyl | ami nol phenyl | meth 1

e CORAsTER LY 08 (e SSag ot el 0 Bt .45

(I?V@P@BQ@V Jd on, HPJ? WI?@H‘@P@W&H t8-grt (flﬁ d)2 292 Q3Hs

trifTuorometh phenyl']- 1, 2-di ydropro iI'ne- 3-car E)oxam
A]P@Iel\/hﬂmi/zdﬁﬂ%[ﬂ\lﬂ;ll]sul fam)yl chloride (2 ng, 10%
followi ng the nmethod outlined in Exanple 57. ' H NWR

(400 MHz, CD3QD) 8 8. 48 (1H d, J 7. Hz) 7.86 (1H,
4 Hz . .
E"f“%é' P11, L nzyl : : bt
ﬁ%fﬁvdijooréhnezﬁcﬁngéﬁgj)dé 6.63 (1H d, J 7.6 Hz); 4.52
‘J'(QH S, ). 6H, s, ); 2.09 (3H, s). APCI-MB m z:

Tcﬁﬂﬁuﬂtufd\bﬂ] (3—ﬁxmmihen3ﬂ§}2&xlvbl,Mhy&rdpgfﬁpimtawcarbmylic acid (212
ul f ony| ).am nol benzy

g7 PR amwma@néVﬁ@%"%&%ﬁ’@amiw mncd) andBA (275
mg, éjﬁ]plénoifl%%lgﬂﬁ(% (%%%10&32{11%(1;}&1?6%%1)3}141%6 -@7 f’i]lg, 0.7 mmol) in

ngm@trﬁw TR r%&ct{oﬁqrw&s%ﬁhw led:0rvh AaBbRathpsakd. The 98Rtidn Inixture
wis dilufidciwith wetdny1 ))pnhiéz angd ﬂ)uﬂfjéli—cdi h¥thra@Rriep M C8-cohmyotdd x 50

m{rnagg]@gta@;%er(t@f LGV Ugtelﬁgﬁ} ISICI“gi E!Q{Srggmﬁ hgmg lﬁpﬁezedﬂr@@g of the
mg&turg&fféﬁ{e% hSEeSm Tc!ﬁ%d ?ﬂf&g&{bé"?s stirred for 10 mn

A cF oA ven 5 evaporation of
5 Ngvna Jm(fm{dz thvt:1§)e§9duqm/aﬁ Jai.sHeh Ve (1M, GHBEY MRy er.78 (1H,
and purified on a
m),7.50 (1, s ), 7.43 (1H, d, J 7.8 Hz ), 7.27 (1H, s ), 7.15 (2H, d, J 8.1 Hz ), 6.81 (2H,
d, J8.2Hz), 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 [MH .

Example 57 6-Methyl-N-{4-[(methylsulfonyDamino]benzyl }-2-0x0-1-[3-

(trifluoromethylphenvl]-1,2-dihydropyridine-3-carboxamide

To a mixture of N-(4-aminobenzyl)-6-methyl-2-0xo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydroproline-3-carboxamide (80 mg, 0.2 mmol) in CHCl,, methanesulfonyl chloride
(23 mg, 0.2 mmol) and DIEA (26 mg, 0.2 mmol) were added . The reaction mixture was
stirred for 0.5 h at room temperature. The CH,Cl, was evaporated off and the residue

dissolved in CH;CN/water and purified on a Xterra@Prep MS C8 column (19 x 50 mm)
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Xterra@rep M5 C8 colum (19 x 50 nm using a gradi ent

of CH3CNwater at a flowrate of 20 m/mn. Freeze
walegodsogeonf t he m xture afforded the title conppomsEL63/001739

ng, 60%. 1H NWR (400 MHz, DMSO-d6) 6 9.83 (1H, t, J

5.9 Hz), 8.38 (1H, d, J 7.5 Hz), 7.89 (2H,

d, J8. 7Hz), 7. 80(1H, t, J7. 7THz) , A4h1

(1H,d,J8.0Hz), 7. 32(4H, m, 6.62(1H,d,J7.5 10 Hz), 4.48

(2H, d, J 5.9 Hz), 3.20 (3H s), 2.91 (3H, s), 2.01

usia F@ﬁ e%?ﬁgg'éﬁl@e;rh%l gﬁ) a etw E,%u ezg fd&ﬁﬁg of the

mﬁéﬁé&@%i%?de@%éltlﬂ@c&ﬁpgund’@ﬁ %1g°'7§%§red 15 EX&”D' e 60.1
N-[[4-[Butyl (met hyl sul fonyl Yam nol phen |1y

ml(ﬂgmh/ﬂ{zjﬂ@(dg)oﬁ ﬁSBﬂélHyd % 8 59>(d)HJ.d [BF4Hz),7.80 (1H,d,J 7.9
(trifluoronet hﬁz{; phen i di necar boxamn de Usi n4gHZ
1), 753Gk g b o () T30, 907 L PLEKAS 4 G b 8 4 FL7),
d 3
1R S P f Sl B s 1y %i&%ﬂﬁ 337 o wb?77<aH .7

391@) ﬂ@gﬂﬂ@@]hﬂ@) y-32 (411, s, ); 6.63 (1H d, J 7.2

J58Hz)358(2Hs);291
AE@I—IM%m/z) 48Q1CIMI(IB]—| s, ); 1.27 (4H, s, ); 0.81 (3H,
t, J 6.2 Hz). APCI - VB M 2 536.4 [MH]. 25 Exanple
60.2 1,2-Di hydro-6-nethyl -N-[[4-[(1-nmeth |y

2} v t hyl If - | phen
E v’?4  ox0- 1.3 _- 4 ethyls agggﬂlbenzyl}-6-methyl-2—oxo-1—|3-

(difloctoR¥HyBbRERAL bgmmcﬁl@pyri&ﬂémc&bb pRleopane. Yield
(10 ny, 389 . 1F NVR (400 MHz, DVSO-d6) 6 9.88 (2H, t,

The tlédcdiapqun8 vB8 i{dd4ted ds a By- fbrm:lublzgsmgthe fnethldd, des@tibed,in Example
116Hz) 7.80 (3H, t, J 7.8 Hz); 7.72 (2H, d, J 8.1
); 7.33 (4H, d, J 8.3 Hz); 7.22 WO 2004/ 043924

AR b G i 4 st L 0.

7.9 ¥, TH),H275 (137 92 Hz{ BE)$7.53 (s, 2927 45, 7 5.6 HzZ, 3H) OA24 &2 H9.7 Hz,
d, J 6.8 Hz)., APCI-MS mz: 5224 [ NH]

2H), 6.47 (d, J 7.5 Hz, 1H), 4.64 (t, J 5.1 Hz, 2H), 3.39 (5, 6H), 2.09 (s, 3H).

APCI-MS m/z: 558.4 [MH 1.

Example 59 N-[[4-[[(Dimethylamino)sulfonylJamino]phenyl]methyl]-1,2-

dihydro-6-methyl-2-oxo0-1-[3-(trifluoromethyl)phenyl]-3-pyridinecarboxamide

The title compound was prepared from N-(4-aminobenzyl)-6-methyl-2-oxo-1-[3-
(triftuoromethyl)phenyl]-1,2-dihydroproline-3-carboxamide and dimethylsulfamoyl
chloride (2 mg, 10%) following the method outlined in Example 57.

'H-NMR (400 MHz, CD;0D) & 8.48 (1H, d, J 7.5 Hz); 7.86 (1H, d, J 7.4 Hz); 7.79 (2H,
t,J 7.9 Hz); 7.73 (1H, s, ); 7.59 (1H, d, J 8.5 Hz); 7.25 (2H, d, J 8.6 Hz); 7.17 (2H, d, J
8.5 Hz); 6.63 (1H, d, J 7.6 Hz); 4.52 (2H, s, ); 2.74 (6H, s, ); 2.09 (3H, s).

APCI-MS m/z: 509.3 [MH].

Example 60 6-Methyl-N-{4-[methyl(methylsulfonyl)amino]benzyl }-2-0x0-1-[3-

(trifluoromethyvl)phenvyl]-1,2-dihvdropyridine-3-carboxamide
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5 Exanpl e 60.3

N-{4-[ (2- Met hoxyet hyl ) (et hyl sul f onyl ) am nol benzyl 1- 6-
WOoreaohp3924 PCT/SE2003/001739

2-0x0-1-[3-(trifluoronethyl)phenyll-1,2-di hydropyridin

e- 3-carboxam de Using 2-bronoethyl nethyl ether.

Yield (15 ng, 33%. 1H NVR (440 Mz, DVBO d6) 6 9.86

(1H, t, J 5.9 Hz); 8.38 (1H, d, J 7.4 Hz); 7.89 (214,

d, J9.3Hz); 7.80(1H,t,J7.8Hz); 7. 72(1H, d, J7. 9Hz) ;

o SR QA TE o ol i Pkt
(tﬁﬁaoroﬁeé@gﬁéﬂg 3‘131 2- d)hyd?op%d(&tﬁ-cﬁboﬁmae Q20 (0.0 mmol) in

dmhl{mﬂe@%nl@aamaemhe (mgm/os nﬁﬁa}nmmma B anz Y103 mmol) were
1-6-net hyl -2- 15 _ ) .
addsz@ Ihq Bagtion WALSHEEPRI0 Jim ah§f FCin 2 EEIOyENp Yo iAfEer 3

SRR ST R
XleMa@Pen MS'c$ cbitin 198495(11%5 uSing 2 gacﬁent%?ngzll\ﬁQ/alfe}E{ a flow rate
foriaPEen MY ¢S cofinn (19 A50,Am) uSing :

of @063/ it Frebze dry'ln@of-th): nnxktlréﬁff((rﬂd:ﬂ tm titld oﬁnipoblzc) (6 ﬁg&ﬁ)%)
'H SR £0GMEizo D) 8 SRS LN SISLHDs S8 L ] 73 H) 7,89 (21
,wsﬁwm@% 755 G e ) 9. 323 (1 ). 6.62 (UFd. 7.5

Hﬁ)t &'4f8'(mr&>'1785 lez» 3.20 (3H, s), 2.91 (3H, ), 2.01 (3H, s 2} _
phenylT-1,2-di hyd [ opyri di ne-3-car boxani de 25 Usi ng

AP6ﬂb/é‘?dmézné94Y|[éﬂd J.(6 ng, 59% 1H NVR (400 MHz,
DI\/BOd6)8986(1Ht,J5 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);

F%lloééné %gl geaeraI]mj?th%)dH%;EXa%xpl}éSO( éjﬁ cogn%bgl‘}%slcg %ajn%leg @él) to 60.7
wéx%girelﬁre 7.1 Hz); 2.93 (3H s, ); 2.02 (3H, s, );

6 (3H, t, J 7.1 Hz); 30 APCI-M5 i z: 5084[|\/H+]
WO 2004/ 043924 PCT/ SE2003/ 001739 147 Exanple 60.6

1,2-Di hydro-6-nmethyl -N-[[4-[ (meth | sonyl) propyl am nol -
Emnleﬁ0+l~y||-2 oxo- 1- [3 (trifluorometh~l)phen

) OP&REdroB-Slethyi-8 -8 13-

(triﬂuor;)methvl)phenvﬂ-3-pvridinecarboxamide

Using 1-iodobutane. Yield (7 mg, 43%).

"H-NMR (400 MHz, DMSO-dg) 5 9.86 (1H, s, ); 8.38 (1H, d, J 7.3 Hz); 7.89 (2H, d, J 9.5
Hz); 7.80 (1H, t, J 7.4 Hz); 7.72 (1H, d, J 8.2 Hz); 7.32 (4H, s, ); 6.63 (1H, d, J 7.2 Hz);
4.49 (2H, d, J 5.8 Hz); 3.58 (2H, s, ); 2.91 (3H, s, ); 2.02 (3H, s, ); 1.27 (4H, s, ); 0.81
(3H,t, J 6.2 Hz).

APCI-MS m/z: 536.4 [MH 1.

Example 60.2 1,2-Dihydro-6-methyl-N-[[4-[(1-methylethyl)(methylsulfonyl)-

aminolphenvl]methvl]-2-ox0-1-[3-(trifluoromethy)phenyll-3-pyridinecarboxamide

Using 2-iodopropane. Yield (10 mg, 38%).
'H-NMR (400 MHz, DMSO-d¢) § 9.88 (2H, t, J 6.0 Hz); 8.39 (2H, d, J 7.4 Hz); 7.89 (4H,
d, J11.6 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
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s 1H NVR (400 MHz, DMSO-d6) 8 9.86 (1H, t, J 6.0 Hz);
8.38 (1H, d, J 7.5 Hz); 7.89 (2H, d,J8.8Hz);
wQ@2@9043924 , J7. 8Hz) ; 7. 72( 1H, d, J8. 2Hz) ; 7. 32( 4H, SPJT/SE2003/001739
6.62(1H,d,J 7.7 Hz); 4.49 (2H, d J 6.0 Hz); 3.54
(2H, t, J 7.1 Hz); 2.92 (3H i ; 2.01 (3H, s, );
1.31 (2H, q, J 7.2 Hz); é?SH t, J 7.3 Hz).
APCl - M5 ni z: 522.4 [ MH] 10 Exanpl e 60. 7
N-[[4-[(3- Am no- 3- oxopropyl ) (et hyl sul f onyl ) am nol phen

th SN
o 5 66T (R TG (52 EF 16 BT 420 (A pineet, 7 6.7
1 0 n onopr opi onam de.
) F0S (I y B gL é“‘“ﬁﬁﬁpﬂﬁ%@&% o) 6 9. 86
AK’CTJ-MStml]z 622)4+EMH 18.39 (1H, d, J 7.5 Hz) a7. 89
(2H,d, J10.5Hz) ; 7. 80(1H,t, J7. 7I—|z) 7.72(1H,d, J7. 8Hz);
7 32(5H dd, Jll 0,8.8 Hz); 6.81 (1H s, ); 6.63 (1H,

Ef Jlﬁg)%
2-bR%H- r§)(mfﬂ8£%mé€§vmﬂenvﬁfalz &h&%vnaﬁe@@m;@nﬁae

1, 2- Di hydr o- 6- net hy

Uit D bombethsiuhdtbpethaxyickh@sybe, 8y | -
}&N%#qo&@gﬁxgﬁ%oﬁ%g%ﬁp 5.0 Mz); 8.38 (1H, d, J 7.4 Hz); 7.89 (2H,
o AR BT o B o Tl g o

7.8 X Hd, 7 6.0 Hz); 3.73 2Ht]58HZ 3.29 (2H,t,J 5.7 Hz); 3.17 (3H, s,
1-H£% %Ipﬁeny )2 (

y oxo- 1, 2-di hy ropyrldlne 3- car boxy
); Ri98 (&Hlﬂ)(10@(3H,$)36 mmol ), HATU (1.28 g, 3.36 mmol),

W? Egrfl mmol) and DIEA (1.7 g, 13.36 nmol)
] )[ ~added (4-hydroxybenzyl)am ne
hydr obrom de (686 ngy, 3.36 mmol) in NMP (5 m). The
reaction was stirred for 12 h at roomtenperature. 30

EXddifiple@®a | 0N MU(BL(RCYasoet vl M ethyWulion W€ holbédzyd} -Bimhethyl-2-

and extract ed W th Et OAC .The VWO 2004/ 043924

UEB&}%%%"{’IP}{@?e g‘ggl(a/%powt e afor d| ng t title
'H-NMR (400 MHz, DMSO-d¢) & 9.86 (1H, t, ); 8.39 (1H, d, J 7.4 Hz); 7.89 (2H, d, J 9.3
Hz); 7.80 (1H, t, J 0.0 Hz); 7.72 (1H, d, J 7.5 Hz); 7.36 (4H, s, ); 6.63 (1H, d, J 7.5 Hz);
4.50 (2H, d, J 6.2 Hz); 3.86 (2H, t, J 6.4 Hz); 3.00 (3H, s, ); 2.60 (2H, t, J 6.3 Hz); 2.02
(3H, s).

APCI-MS m/z: 533.1 [MH 1.

Example 60.5 N-{4-[Ethyl(methylsulfonyl)amino]benzyl }-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide

Using iodoethane. Yield: (6 mg, 59%).

"H.NMR (400 MHz, DMSO-dg) 8 9.86 (1H, t, J 5.9 Hz); 8.38 (1H, d, J 7.4 Hz); 7.89 (2H,
d, J9.3 Hz); 7.80 (1H, t, J 7.8 Hz); 7.72 (1H, 4, J 8.1 Hz); 7.32 (4H, dd, J 11.6, 8.7 Hz);
6.62 (1H, d, J 7.5 Hz); 4.49 (2H, d, J 6.0 Hz); 3.62 (2H, q, J 7.1 Hz); 2.93 (3H, s, ); 2.02
(3H, s, ); 0.96 (34, t, J 7.1 Hz);

APCL-MS m/z: 508.4 [MH 1.
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"H NWVR (400 MHz, DMSO-d6) 8 9.66 (1H, t, J 5.7 Hz);

9.27 (1H, s, ); 8.36 (1H d, J 7.4 Hz); 7.86 (2H, d,
wQ2eb4P43929 ; 7.78 (1H, t, J 8.0 Hz); 7.68 (1H, BCT/SE085001739

Hz); 7.06 (2H, d, J s 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 mz: 403.31}H+] . b)

1,2-Di hydro-6-nethyl -N-[[4-[ (net hyl sul fon |y )oxyl phen

1l methyll-2-o0x0-1-[3- (trifluoronethyl)phen

| pyri di necarboxam de 10 The title conmpound was

prepared from N-(4-hydroxybenzyl)-6-met hyl - 2 oxo- 1-[ 3-
Eﬁrféplfelmw omet hyj é%lmé'th-NL *

e and net hansultony oride as in np

pheRA0mathyl] 4840-1- [WNVRofdﬂﬁhwenm/B@\dﬁhne@a@osmfd:cH

t, J 6.0 Hz); 8.38 (1H 7.5 Hz); 7.89 (2H, d, J
Using 1fipdoprqpage. Yield (6tmg,357%)8 Hz): 7.72 (1H, d, J 7.9

AR Lo P 05, ¢ R ol BBy o om.
d,3 83§H(z>°>H 803%1 H, 2028 @ék‘ 7.7501H, /aPSiBJz'\ﬁzmgz (481s,3; 6.6, a, 7

Exanpl e Pr'opanesul foni ¢ ‘acid
7.4Hz);[4.49 @Hlidhy ér0cHb); Bém(ng-QJG’buZ) R32 (24, s, ); 2.01 3H, s, ); 1.31
rifluoronethyl)phenyll-3-pyridinyllcarbonyllam nol ne

(Z&WQHER&Z) @8@:§3%{t %8 H¥X | e conpound was prepared

A= enzyl ) - 6- net hyl - 2- oxo- 1-[ 3-
AI%{: M%ro%?’ | ;3henyl ]1-1, 2-di hydr opyri di ne- 3- car boxa
m de and i sopropyl sul fonyl chloride as in Exanple 57.
"H NMR (400 MHz, DMBO-d6) 6 9.83 (111, t, ); 8.35 (1H,

Eydampl'é 9. 7HZ) N-EB-[(3HAmico- %o&n?onww,mﬂ:

J 7 Hz); 69 (111, d, . d, J 8.5
ﬂ-h)[l] 112~i‘5i1‘/d1‘0:6~mﬂ hV1-2- ! 1 -3 3 HZ);

4. 46 (: o) 6.2 Hz); 3.66 (1H, m; 1.99 (3H, s);
B@%@MJ69I—E) APCI - VB m z 509.4 [MH] WO
Uﬁﬁ%@l&éﬁ%&% piadmRie? ¥834 00HhE3%0%§.49 Exanpl e 63

Xi do- 2, 3-di hydro-1 - benzot hi en-5-yl ) et hyl | -
1}BNMRWOW120W$Ofd6) 8 9.86 (1H, t,"J 6.0 Hz); 8.39 (1H, d, J 7.5 Hz); 97.89"

Rt G A0 SRNOTES (UL PP My 78 B PO Y 45, S8 PR, 8.8
Hz); 6.81 (1H, s, ); 6.63 (1H, d, J 7.6 Hz); 4.50 (2H, d, J 6.0 Hz); 3.80 (2H, t, J 7.5 Hz);
2.96 (3H, 5, ); 2.17 (2H, t, J 7.6 Hz); 2.02 3H, 5).

APCI-MS m/z: 551.4 [MH'].

Example 61 1,2-Dihydro-6-methyl-N-[[4-[(methylsulfonyl)oxylphenylimethyl]-

2-0x0-1-[3-(trifluoromethyl)phenyl]-3-pyridinecarboxamide

a) N-(4-Hydroxybenzyl)-6-methyl-2-ox0-1-[3-(trifluoromethyl)phenyl]-1.2-

dihvdropyridine-3-carboxamide

To a mixture of 1-(3-methylphenyl)-2-oxo0-1,2-dihydropyridine-3-carboxylic acid (1 g,
3.36 mmol), HATU (1.28 g, 3.36 mmol), HOAT (457 mg, 3.36 mmol) and DIEA (1.7 g,
13.36 mmol) 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.

The reaction mixture was diluted with water (75.0 ml) and extracted with EtOAc. The
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a) 2,3-D hvdro-1-benzot hi ophene-5-car bal dehyde and

2, 3-Di hvdro-1 -benzot hi ophene-7- 5 car bal dehyde The
W@ iwiiogdoed conpounds were prepared accordi ng t oPCTEE2003/001739

procedure described in WO 01/12602. b)

2, 3-Di hydro-1 - benzot hi en- 5-v|1:;gt hanol and

2, 3-Di hydro-1-benzot hi en-7-vlirét hanol The title

conmpounds were prepared by stirring a m xture of

2, 3- dihydro 1 10 benzothiophene 5- car bal dehyde and
oré%rﬁ n‘ﬁo{%é %g?%ﬁéﬁnﬁdeg%%&ﬁﬂe@ %f%ﬂﬂno%ﬂ)e%ltlegzomﬁound
(1.DHE 80980 rr1) and vvater (10 nl) at roomterrperature

overni ght. 1M Hydrochloric acid was added sl owy
PENMRMOQWEEMS@ -dof & BO6 A hlidt; i e/ Hah .27 (LHus.0; &éé (lH d,J74

B B D RSt LS i 5 0o
BT AR S 3 41050 o

s)benzot hi en-5-yl met hanol (1.84 g): 1H NWR (CDC13): 8

7.22 (1H, brs); 7,20 (1H, d, J 8.3 Hz); 7.11 (1H, brd,
ABCBl\@HéZ) 40336[MH(]2H s) 3.41-3.25 (4H, m; and

c)
THe. tiﬁdlmpdiﬁd a8 p@éﬂawarfmrh wmnzyﬁrbxwénﬁylybnﬁéthﬁtmbxan 3-
title conpound was prepared by stirring

(@ﬂ@rdmhwnphemyb]ehzfdmﬁdecvpmdme@mbmwde andgethanglfzgyl
, .oxon aqueous EDTA (22 m,
hgyl%e?\ﬁ%’ ﬁéﬁ’a‘P%SSﬁ@gq’H}% g gen cgr bonate (4. 2(3 g) in a

THINVIR (S0 PIEEL PES6- %}[‘8’91%?‘(?& 2l i y; 8. 3%t(1f1°8r!77 5 Hz); 7.89 (2H,

terrperat ure Overni € reaction ™ Xtur

d, 8.9 ah;etsoM 1H) tEI%Hz@gnmz/\a&neﬂJ\thz) VX@DG{QH th}es 6 Hz); 7.29
sol vent's were renoved in vacuo and the residue

(2Bl di 1 B&dH DY 663 I(Lidnd, Joh Bimkitderft @Fh . H0.0d1) 235 (8ilng; 2.02 3H,
hept ane/ Et OAc (4:1) as eluent to afford the subtitle
S)conpound (1.0 g, 79%. WO 2004/ 043924

Ap@irwgpga/gqg}msﬁ 150 1H NMR (CDC13): 6 7.70 (1H, d,
J 7.9 Hz); 7.43 (IH, d, J 7.9 Hz); 7.42 (1H, s); 4.79
Example 62 2-Propanesulfonic acid, 4-[[[[1.2-dihydro-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-3-pyridinyljcarbonyljamino]methyliphenyl 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-ds) & 9.83 (1H, 1, ); 8.35 (1H, d, J 7.5 Hz); 7.86 (2H, d, J 8.7
Hz); 7.78 (1H, t, J 7.7 Hz); 7.69 (1H, d, J 7.3 Hz); 7.35 (2H, d, J 8.5 Hz); 7.22 (2H, d, J
8.6 Hz); 6.60 (1H, d, J 7.3 Hz); 4.46 (2H, d, J 6.2 Hz); 3.66 (1H, m); 1.99 (3H, s); 1.38
(6H, d, J 6.9 Hz).

APCI-MS m/z 509.4 [MH 1.
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(2H, s); 3.53-3.36 (4H, m. d)
5- (Brononet hyl ) - 2, 3-di hydr o-| - benzot hi ophene

wa 2@4043924 de The title conmpound was prepared bRCT/SE2003/001739
refluxing (1, 1-dioxido-2, 3-di hydro-I-benzothien-5- 5
yl)methanol (1.0 g, 5 nmmol) wi th phosphorus tribrom de
(0.524 g, 0.188 mi, 2 mol) il#9 dry tol uene (20 m)
for 1 h. Water was added and the crude m xture was
extracted with EtOAc, washed with water and brine and

title cor
2- Bxg 3- féj(ﬁaﬂlfbroﬂleﬁvgnfk%)vﬂ 172 %v@ﬂdﬂvndme‘h &Igofgﬂlde 7.43
(lH S); 4.51 to (2H sS); 3.53 (2H t, .J 6.8 Hz);
3.43 (2H, t, J 6.8 Hz). e)
1'D| OXIldO 2 3- dlhhydgo | -

nmet hyl am n
wlto- 1-benzoth10phene—7-

C% §‘% ggnethyf)'zgsndlhydrovl-qbenzothlophene
ide (1.14 g, 4.36 mol) w th aqueous ammoni a
Tl(e“s;ﬁbmle\, chRpoutRis RR@prephted hecbrdial térthe f}ﬁc\f&ﬁﬂifegié%cnb-gﬁ@n WO

sol vent s mere renoved in vacuo fo afford the 1s
0112a802t | e conpound (700 ny, 81@@ 1H NVR (CDC13): 6
8. 05 (2H, brs); . ; .63 1H, ]
b iydro- ldben;othtenai- th -Di en-7-yimethanol

Tffwgﬁ@r%o%nﬁ?w@%%mﬁmé b}§ St?mhz)a mibRR P53 fﬂlﬁydr&%
bel}izétmoplae& Q%hﬁﬁtd%hﬁieddnﬁwj}-@rﬂydﬁﬁ NBehbtEBpRmEL - E@bANEHyde (4.3

6- net hyl - 2- oxo- 1| -f
g,(6rmimblovidnssidinyh bpﬂm@m@mde (8,78-2)i1A0 dnropt) in THEL160 mdrdndxeater (10
from

b. a.grgq% ?eﬁltzﬁesfg&arefvrc@l%l}tr 1M Rlearhlenis aoid was 9@C}edflloz~la itk geench
th% %Qé_/lgsk gf 8§yc§‘ftgr 'Pﬁ%}fﬁdétﬁre%&% dex ch?tgd (IEmSE%o%c'EQi‘d V)asﬁlé]fiwnh

enzo

wirten. e @Mlv@ﬂﬂs Reerd fe@(bv@ﬂ in vYacBo AA@khe réSitaDpiiritee éwﬂnn
described in Exanple 17, the title conpound (1.05 g,

cha@togeephp bn ailice dsing Bem&neml@&mm elwndtoaffdrd B,3-dihydro-1-

8, 39 (1 J 7.5 Hz): 7.93 (1H,
berlz@ti’(%;lzéﬂnﬁham%f g‘;‘|‘%)3(1Ht J7. 7)Hz) 7, 74§1H dS)J

ENMRIGRCT) 8 Tl ot ey 7 O A s 7%&@*2&1‘55’83% 461
(zﬁ@)lﬂzbmzs(aﬁirﬁ)zH t, J 6.9 Hz); 3.34 (2H t, J 6.9

Hz); 2.04 (3H, s). APCI-M5 mz: 477 [MH]. 30
and 2,3-dihydro-1-benzothien-7-ylmethanol (1.18 g) (total yield 70%):
'H-NMR (CDCls): § 7.18 (1H, d, J 7.5 Hz); 7.15 (1H, d, J 7.5 Hz); 7.05 (1H, t, J 7.5 Hz);
4.63 (2H, s); 3.41-3.28 (4H, m).

¢) 1,1-Dioxido-2,3-dihydro-1-benzothien-5-yl)methanol

benzothlen 5-
\ and2.3-D

The title compound was prepared by stirring 2,3-dihydro-1-benzothien-5-ylmethanol
(1.08 g, 6.38 mmol), oxone (5.8 g, 9.4 mmol), aqueous EDTA (22 ml, 0.4 mM), and
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%).
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WD 2004/ 043924 PCT/ SE2003/ 001739 151 Exanple 64

N-f(1, 1- D oxi do- 2, 3-di hydro-1-benzot hi en-5-yl ) nmet hyll-
W®G2000003984 net hyl - 2- oxo-1- [3-(trifl uoronet hyl pehemobd/ 001739

-1 2-di hydropyridi ne-3-c arboxam de To a sol ution of

N-[ (1, 1-di oxi do- 2, 3-di hydro-1| - benzot hi en-5-yl ) et hyl ] -

6- net hyl - 2- oxo- 150

1-[3-(trifluoronethyl)phenyl]-1, 2-di hydropyri di ne-3-ca

rboxam de (102 ng, 0.21 mmol), .5 dichloronethane (1.8

B TERLH |0 i o FES Ca R TSl k'S a0

Hegperatisg f@rmft h and the solvent was then renoved
(lﬁﬁ@j\?acuo. Tt(we rrggi due was partitioned between Et QAc

dahBremoeawtisyl NaB(EIBydrod -bdnhethivphany T.1ekédidet was washed
wWth water, dried, filtered and evaporated. The crude

Thyr it eampound s iprepsteddyy 1sflepiag 4.l vidorie-2, 3 dihydroel -bengothien-5-

sl 1 EB Smigh &Pt Siptiaedf sPBegh Sl gpmon
o et 9 ) ot Ly WL afpa g Gy ety Ve epfwin |

EidAc, waskell Withdwasey and bfide ar@ditiedt Thd s@véntskic Bmd8ed idHacuo to
t, J 6.9 Hz); 3.35 (2H, t, J 7.0 Hz); 2.32 (3H, s).
affgoéthenmbiifle 9oren<31r{d4\éﬁnl]5 g. 88%xanpl e 65

l}gﬂk@@?@@ﬁ@ 23;3 R;@rﬁ,r(oﬁ.%gﬁmgl_ gy 8,0 H2); 7.43 (1H, ); 4.51
(Zgr,‘é’?&@ti@" . ﬁl:e L1776 § bugraomeiiny It)JFH?S-’!PM:)J ~1 2-dih

ropyridi 3-carboxam de The title product was

)i 8 daioeitloa 3-diisaire-he@dnfahickaytithethGlntimd st arting from
N-{4- [isopropyl (nethyl sul f.ong/lg- am no] benzyl

The tglegampaund Wes prepajed bypstirring 5-(bromomethyl)-2,3-dihydro-1-

BB APSdsh Bosl Val eb s aya

mEWMRESIASE 61936 ¥n}-1|§z d¥drnilzht. Th8 sdivéid wel Ridvdilin vacizo fo Hford the
(2H, t, J 8.2 y; 7°81 (1H t, J 7.9 Hz): 7.72 (1 H,

subtitld cmpPoudd)(70T ng38{2M, 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
P%W&DC@@S-E)@@Hs')r?); 7.82¢ 1834 J &3 Hz)pE63 (da spéiol dH, d. 7

N Gz ; X 6 1

LR b AOR TR LN T et N A

Apel-wa mphaog '],

N-[(1.1-Dioxido-2.3-dihydro-1-benzothien-5-

Dmethyl]-6-methyl-2-0x0-1-[3-

trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide

Starting from 6-methyl-2-o0xo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylic acid (743 mg, 2.5 mmol) and (1,1-dioxido-2,3-dihydro-1-benzothien-5-
yDmethylamine (500 mg, 2.5 mmol) using the method described in Example 17, the title
compound (1.05 g, 88%) was obtained.

"H-NMR (CDCl): 8 9.94 (1H, brt, J 6.0 Hz); 8.39 (1H, d, J 7.5 Hz); 7.93 (1H, s);
7.91(1H,d, J 7.7 Hz); 7.83 (1H, t,J 7.7 Hz); 7.74 (1H, d, J 7.7 Hz); 7.70 (1H, d, J 8.0
Hz); 745(1H, d, J 8.0 Hz); 7.43 (1H, s); 6.64 (1H, d, J 7.5 Hz); 4.58 (2H, d, J 6.0 Hz);
3.57 (2H, t, J 6.9 Hz); 3.34 (2H, t, J 6.9 Hz); 2.04 (3H, s).

APCL-MS m/z: 477 [MH' ],
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met hy11- 2- oxo- 1-[3-(trifluoronet hyl)phenyll-3-pyridine
car boxam de 30 WO 2004/ 043924 PCT/ SE2003/ 001739 152

w@008/0Mhyl - N-{4-[ (et hyl t hi o) neth PCT/SE2003/001739

| I benzyl | - 2-0xo0-1-L3-(trifluoromethyl)phenyll-1 2-

di hydr opyri di ne- 3- carboxam de To a m xture of

1- (3- et hyl phenyl ) - 2- oxo- 1, 2- élﬂnydr opyri di ne- 3- car boxy

lic acid (412 ng, 1.39 nmol), TBTU (527 ng, 1.39

mol ) and DIEA (719 ng, 5.56 mol) in NW 5 was added
3

F{’&“ ?iﬁt hi o) "RLAY! ; ‘_g}'x__r%légﬁ;iﬂv T-5-i0do-6-

The re
nie@ﬁmf?ﬁ@ldlL% (ﬁi'i‘l%ﬁr(ﬂhéth'{rlﬁﬂle%ﬂh 208h Slrob Rdilk 3-3Rshxamide

extracted wth Et OAc. The organic phase was dried
ToMy®ion of N-f(@slediozidd- Za&dﬂqdﬁi bdenadifiion-Giylgndthy | GLetByl-2-oxo-

title conmpoun ich was used directly in
1t[ﬁétq@@fgrg?tébl)pheﬁy1]1lngdmyﬁm@d@sr§emwxmnp§ ﬂl(P%/mgt(}Ql mmol),

B AT, BB | TSI e ms 0

n?ﬁdélﬂ gl‘xh%:ngi;ﬁ%dﬂé’ vabstided 4t B8h Rhpdrh@rd Bk D dR8AZ ¥divent was then

rennovietllin sacore They tesiatne myls bamtlzndd botoeapFtQAd aet apeaidNxECO; and
mde(620 1.39 mol in CH2Cl2 (10 m) cooled to

theagganie Grirac ﬁra%wa%heéw& Waer &%y@éﬂm%awvap@m@@ Trge crude

p dﬁ \ga\}ng it 1ge-ﬁrt'%§ g?éﬁ%%#%t% ft g-xd { ﬁ:rco:frgaoglggeﬁ 2 white solid (87

n{gsg%ye was diluted with nore CH2CIZ and wat er, washed
W th sodium thiosulfate, sodi um bi carbonate and
"BNMB. (CTEs)s d0\BST{i Hna s 5. BHiok S i (1E a); FL8H (ARl d258. 1H)0f7.76 (14,

Flie ?ﬁié‘d%*‘rﬁlﬁaitg'??}@&e YRS A e g:o“»%ﬁ 5, 464
GHErree S LIS U, 1693 15 Rt r 2 Lipb padeSing. =

prmsmnmmer[uﬂ{ﬁgs ng). 20 1H NMR (400 Mz, DI\/BO d6) 8

9.66 (1H, t, J 5.7 Hz): 9.27 (1H s, ): 8.36 (1H, d, J
7.4 Hz): 7.86 (2H d, J45Hz) 7.78 (1H, t, J 8.0

Eéa%l?lms élH i gthyisulfppyDarpinolbenzyl}
%&@@T&ng&)ﬂnﬂe&ﬂ 1(§'31hvd§gpv 3-N5bo armdg' 79 3

The title product was prepared as described for Example 64 but starting from N-{4-

_g. L

[isopropyl(methylsulfonyl)-amino]benzyl }~6-methyl-2-oxo0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide. White powder (4 mg,
68%).

"H-NMR (400 MHz, DMSO-d) d 9.77 (1H, t, J 6.1 Hz); 8.61 (1H, s); 7.90 (2H, t, J 8.2
Hz); 7.81 (1H, t, J 7.9 Hz); 7.72 (1H, d, J 7.9 Hz); 7.33 (2H, 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 (3H, s); 2.20 (3H, s);
1.04 (6H, d, J 6.7 Hz).

APCI-MS m/z: 648 [MH™].

Example 66 1.2-Dihydro-6-methyl-N-[[4-[(methylsulfonyl)methvl]phenyl]-

methyl]-2-0x0-1-[3-(trifluoromethyl)phenyl]-3-pyridinecarboxamide
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Exanpl e 67 6-Chloro-5-neth |y 4-(3-nethyl phen | -N 14-

(met hyl sul fonyl ) benzyl | - 3- oxo- 3, 4-di hydr opyr azi ne- 2-ca
WO b@xamode a) PCT/SE2003/001739
6- Chl or o- 5- net hyl - 4- ( 3- net hyl phenyl ) - 3- oxo- 3, 4-di hydro

pyrazi ne-2-carbonitrile WO 2004/ 043924

PCT/ SE2003/ 001739 153 The ti}i% conpound was prepared
essentially as described by G bson. et al. J. Crg
Chein. 1994, 59, 1072-1077 and Hoornaert et a

X% %ﬁl&gg_\g&@@@&ar boxyl ic acid A soI ution of

cO -5-net hyl -4-(3- met hyl phenyl ) - 3- oxo- 3, 4-di hydro

Tpymaizivie o21-$3-arttibdpticnyl) 2oXcL0Q2- dmydrﬂpﬁﬁinﬁﬂmlc}irboﬁyﬁ&ﬁdld 412
sul phuric acid (10 mM) was heated at 90 C for 16

mgai.8p H(IQQ)‘O, THTU W27 megdbd? nnel) aed PIEAKAEEMgRS 56 mmol) in NMP

o 1S Crelldomrn Bbare P me '1349&@%% RO e

reﬁmékfjstﬁr’eg 681 h a8 Al %a‘t ,61‘%14 dﬂl%t% [vgﬂ_@ %l'S_IFﬁlﬂ?and

Chronol i t peedROD RP
exttactednyithBiA @ Atk or2mdc phmse tiamrdriad Qﬁg&@m) fittyred and evaporated
6- Chl or o- 5- net hyl - 4- ( 3- net hyl phenyl - N-f 4- (met hy1sul f on
afforylingribe erudgtigg gompqundo(ﬁﬁg) dropyhigh ivise usedcdirastx anthgmext step.

%Tf,gﬁ g¥t %ﬁeﬁ-wg&yijwqm 8m§ [ 2?’1&@? eilmgs tg‘ grxtl @ﬂgnyl Imepaiyl [-2-0x0-1-[3-

tﬁﬂ@oénémmnampy!p@ﬁalasc&b&@ahﬁeew' ic acid and

-methyl'sul' T onylr)ybenzyl am ne as 15 described in

TExmd'p |6enamy1-NH4%eﬂwm@)m6t}lyuBe&yﬂsz ()chl B); 7.87
(2 ); 7.57 (2H,_ d); 7.49 (IH f); 7.36 (11-1, d);
(tmﬂquovlzﬁyl)ﬁsleny - 58-dilpydroppyiding-3-gatbgramidy (620 B8 1(3PHpmol ) in

C%gC]% %]ég%cog)ﬁe(igg) ﬂlﬁg % s ﬁ%ed m—c%?oropér%ﬂenzom acEl%(i ?ﬁ‘?ﬁ mg, 2.8
minolNThé nﬁ%?é"\\éhﬂﬂrfeg{fgﬂ 3PRRF N meén 8¥@night at room temperature. The

1-r3-(trifluoromnet
reheiopl Ihl-xluré weis difdted with idoreeCRCanibwatet, deashdd with sodium

Et hy16- met hy| - 2- oxo-1 -f3-(trifluoronethyl)phenyl 1-12-d
thiqsy t@pawﬁimm h@a@m@%@ pask bring. dheppkvent wasgemwbmn@cmg and 25

mg é)? H%rrggdﬁ)é/ wid c'hrss(ollv dﬁ3)8N}(N%t69]c(2 8 nﬁ? zturllqdy pun%w(a on a]X{erra@Prep
MGt Eélul%qm@k Bmlrﬁ]ﬁgsﬂﬂg ]aFi]ad?en@l bf‘@f’!}@%ét@'ﬂ A& RovF BEOIA
lic acid (20. sodi um car bonate -

m{/Bu. Grepze ‘d7y1ngmf the mmeWaitfdrﬁ@d the)titleomplounddisdag). 15. 6
, ﬁg 100 Mliz

NMR (400 DMSO-ds) 6 9.66 (1H, t, J 5.7 Hz); 9.27 (1H, s, ); 8.36 (1H, d, J 7.4
Hz); 7.86 (2H, d, J 4.5 Hz); 7.78 (1H, t, J 8.0 Hz); 7.68 (1H, d, J 7.9 Hz); 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+].

Example 67 6-Chloro-5-methyl-4-(3-methylphenyl-N-[4-

(methylsulfonyl)benzyl]-3-0x0-3.4-dihydropyrazine-2-carboxamide

a) 6-Chloro-5-methvl-4-(3-methylphenyl)-3-0x0-3.4-dihydropyrazine-2-carbonitrile
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was added slowy (about 10-15 minutes) and the m xture
stirred at roomtenperature for 4 h. Water was added
wa@ae@4id2cr ude product was extracted w th Et OACT/SE®NEE1739
with water and dried and filtered. The sol vent was
renmoved in vacuo and the residue triturated with WO
2004/ 043924 PCT/ SE2003/ 00173915354 di et hyl ether (100
m), filtered, washed with diethyl ether and dried to
afford the subtitle conpound (18 g, 79% as a white

T?‘g lﬂ'hg 8°I%§t"ylhéoswé—§z8fepafz’%%szﬂtﬁ%ta(s]dﬁéoyl%gdﬁg)Glbsoyx %@1(7&%?5’8 Chem.
1994 59, f'@nh_;ld*h a%d}ﬂogrrlga??lf{ze)t 7 Bg“eg'égzécﬂrg’n 1?9?,?5& %7TFJ§7:¢ 236
iEhIOﬁmml-mﬁ-mé}H 1o ihydropyrazine-2-carboxvlic acid

- br ono- 6- (br ononet h 2-0x0-1-f3-(trifluoronethyl)ph
Aewhrtymlofﬁ orgr hipgthy] }/ﬁr(ﬁdn@thﬁlpbelb’é}%ﬁxyﬁat élh’Y'&r@pyrazme 2-

C%‘E?I}l rfllﬁ gldg?rﬁgw ggﬂ&l“ﬂi}n gll\gﬁgl%ulil%am bl%om{) was%ated at 90 °C for 16
h (Watefr |((26U ﬂWJ&ya'd)iéH‘ Q'?ll)é el I%agé \Iﬂgr KRl %lﬁledﬁg&ao&%%e.

late (2.25¢g, onosucci ni m
The ofgan® layeo was alndd tfﬁfblét}/imdﬁzrapdﬂatéd t6 8bremih subtilld cﬁmpb\)md (20 mg,
in carbon tetrachloride (40 m) at 70 C for 4 h.
J'[%IJNI\/R(CDClS) 6 8.33 (1H, s); 7.82 (1H, d, J 79

SO, 93 g 5 SRl BT G o2

in L&l tﬁz:unrrl t?mélb’ér}ﬂ%) APCl - M5 nf z:
482/ 484/ 48 [MH ] c) Ethyl 5- brorm 6 (hydr ox
cxnfethidr Q—SzmeﬂwLMS ~Befti ipHidnybNo enyl)benkyA=3-8k sy d-
dop ridi ne 3-car boxyl ate The subtltl e conmpound was

YORYISGIPr-CAIORANIEE | ve yield by stirring ethyl

Tf?%ﬁ%‘?m%’neﬁunﬁ%é RISESSE {55 FopY G5PSHRSS ARy Pty lpheny-3-
oxl-BydiiRpitbpyEhARe-3-caARIHY bl Gnd g Bﬁt}@%ﬁﬁgﬁ &ﬂgﬂ%ﬂe as

bi car bonate i n agueous  THE at 60 C overni
desCELRBin Exan®Ple3t7. (1H, s); 7.78 (1H, d, J 7.9 Hz); 7.68
IH d, J 7.9

1H t. 317.9 H): 7.57 (1H, _s):
'SR Dy g b A s S S omat: 7657 @H s . (1Mot 7 96 (1,
%o GRCa% 450l M, 3.18 (3H, 5); 2.36 3H, 5); 2.1 (BHL 5).

APCI-MS m/z: 446.3 [MH ).

Example 68 5-Bromo-6-(difluoromethyl)-N-[4-(methylsulfonyl)benzyl]-2-0xo-

1-[3-(trifluoromethyl)phenyl]-1.2-dihvdropyridine-3-carboxamide

a) Ethyl 6-methvi-2-0x0-1-[ 3-(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxylate

The title compound was prepared by stirring a mixture of 6-methyl-2-oxo-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-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
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25 d) Ethyl
5-brono-6-fornyl -2-oxo-1-13-(trifluoronethyl)phenyll-1

wQ2auloyxds opyri di ne-3 carboxl ae Di net hyl sul pPORSE®03/001739

(1.14 g, 1.036 M, 14.6 mmol) was added dropwi se to a
solution of oxalyl chloride 59.93 g, 0.64 nm, 7.3
mmol) in dry CH2C12 (40 nml) at’®70 C under an argon
at nrosphere. After 10 m nutes stirring, ethyl

5- br ono- 6- ( hydr oxynet hyl ) - 2- oxo 1 30

d{e?h % heI- @@gﬂlgeﬁlge\f%% Qvnaﬁg‘%’%iz tﬁ tlwglyig dr A, Lk ] s e Bubtitle

ca@aé@az@@%/myaaawmésmd 2 (10 ) was added and

stirring was continued for 20 minutes followed by the
"BANVIR (D C): ﬁr&:&(ﬂﬁ dni'ﬁdl({z’s B45¢1HAd,G M9 Hz}3F. 68TQIH t,J 7.9 Hz);
further 15 m nutes enper at ur e,

ATl S A S e SRl o F 3o 450C Hots JD ) 2.03
(#ﬁ%gt 37 V88 ¢ Q%flzgasu rring was continued until the

ionTm’xturé ched roomtenperature. It was 5

APEHAMSXrt/zazzﬁe[M}ﬂ]th wat er and CH202, washed with
brine, dri ed and filtered. The solvents were renoved

,, ' a ' uj
chromat, phy on silica using CH2CI 2 as eluent to
ound (1.46 g, 52% . 'H NWR

T@% C°’?‘P§%‘7‘f<f§?§4% 5B g Dl v s L g ogh o103

(tﬁﬂlbbrodlethlyl)z)h&l}}ﬂll 2- élgfkﬂ; '\}sﬁs}%lﬂméls X%réalgz )l\z/l_zlf]lg 32 x&ﬁ@ ;?| with

Nsnrbmwceumdef(lzdérg; & 8hyinpl) 2nd oendoyt ﬁer(mﬂe f(wmngpma thol) in
h j di 3- b | at Th
C%ﬁ‘?ﬂ{ﬁefrla 1%%@9%’3‘ aﬁig &Ig‘gglrlédcz;, Oé%/I ?r |eng e?hyl
f
k%t ri I uor oﬂg§ E%P)(gﬁoﬁgﬁ%z d|Jh7y%IFI§Nr72d % t3’ 3%5&/62 (1H,

| a56 (10, &9 T H2), 387wt )y, Wrtiheiz)15 1 f
S)t rif I(uorl de (DA)ST) (378)q 3) Sdl(%%-i 319 T%I)ZZ%{ 5771
Hgpo nl) overnight. Water was added and the reaction

PR RNIRAG ‘5%25 Joy

dlhkzdropxﬁlcﬁﬁe BJchirboi)/IatJ 46 (| H t, J 81 H): 6 82 (1H
t, J55.1 Hz); 4.39 (2H, g, J 7.1 Hz); 20 1.38 (2H,

Thg, subtitte QOIBEQundAIFKSI prored in: quammmwezm[emw stitring ethyl 5-bromo-6-
(bromomethyl)-Z—oxo-l-[3-(tnﬂuoromethyl)phenyl]-1,2—d1hydropyr1d1ne—3-carboxylate

with aqueous sodium bicarbonate in aqueous THF at 60 °C overnight.

"H-NMR (CDCl3): § 8.35 (1H, s); 7.78 (1H, d, J 7.9 Hz); 7.68 (1H, t, J 7.9 Hz); 7.57 (1H,
§); 7.50 (1H, d, J 7.9 Hz); 4.45-4.33 (4H, m); 1.37 (3H, t, J 7.1 Hz).

APCI-MS m/z: 420/422 [MH"].

d) Ethyl 5-bromo-6-formyl-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-

carboxylate
Dimethyl sﬁlphoxide (1.14 g, 1.036 ml, 14.6 mmol) was added dropwise to a solution of

oxalyl chloride (0.93 g, 0.64 ml, 7.3 mmol) in dry CH,Cl; (40 ml) at ~70 °C under an
argon atmosphere. After 10 minutes stirring, ethyl 5-bromo-6-(hydroxymethyl)-2-oxo-1-

[3~(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylate (2.8 g, 6.66 mmol) in
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f) 5-Brono-6-(difluoronethyl)-Nf4-(nmeth
| sul fonyl ) benzvl | -2-oxo-1I-f3-

wQ toodifohises onet hyl ) phenyl | -1, 2-di h PCT/SE2003/001739

ydr opyrri di ne- 3-car boxam de The title conpound was
prepared from 5-brono-6-(difluoronethyl)-2-oxo0-1-[3 25
(trifluoromethyl)phenyl]-1, 2-idhydropyri di ne- 3- car boxy
lic acid [obtained fromethyl 5-

br ono- 6- (di fl uor omet hyl ) - 2-oxo-1-[3-(trifluoronethyl)p

IOy BB AT AL

B 01045305 ST B St

tefrPEXaL3}, the rcldn frﬁﬂurelwis allbwed 2o Héah —85 78 ahd Wate®X20 ml) was
7.89 (2H, d, J 8.4 Hz); 7.82 (1H,d,J7.8Hz);
adgleq. cﬂtmng wa¥ cartnued ugs] the reactiyn mthswrmmdmom kempperature. It was

g tgaﬁgédd\%ltlb%raﬁ %ngﬁiz%aaslﬁyéﬁw% bn%%, 555]7”§§ fE% %}H@ljedaflge solvents

wé’é%ﬁﬁ %cﬁ% \@C\Q(P’dﬂ@ﬁ\@ E’&ﬁ&%é é)\.\nﬁ'e& fy CORL Alﬁomatography on silica

ul fon benzyl | - 2- oxo-1

usﬁrtg CHL O me smthiyto Jaffoedhk lti1E c8m@bimditl oftyd,i5dus)e- 3- car boxa
de The title conpound was prepared by h dro enati on
"EGNMR K¢ Bk 65 0 ovotet i s V3(TH, d, 7 7.8 Hz), 7.65 (K. 1, J 7.9

RO PR TR B0 40 O Lo At el B A,

AP@IhﬂﬂhMﬂMQ&MQb%N&péDC(Pd/CD and ammoni um formate in
nmet hanol ' 13): 6 10.00 (1H, brt, J 5.8

) HEthyl Bbrofola- Ifﬂlﬂdoroine't’h\ﬂ) B‘LI)){D—IHSMl?dﬁdethVB)DBeIB/H-HZQ ;
7.87 (,1H, d, J 7.9 Hz); 7.77 (1H t, J 7.9 Hz); 7.58
aley  J 7.9 Hz); 7.51 (2H,. d, J 8.2

7.5 Hz

HZ | ti@%:_f)m undswz&,;)re}zagﬁi b}é%tim&% et%ﬁ;g l_blkygn?rpzf_ongblﬂ oxg 1-[3-
(n{lM&m}nefﬁ[m RPN ASh RS HHHIRRB.- bxﬁbégasfe &5 fégz.gsﬁfg?non with

.50 wefé prépared By a method | ogous

(dnbﬁgdamimet’sulfnr E:»thmpkie SDASANBTB: mgcz Exanpll ein @@y CH,Cl, (20 ml)
3-Di hydro-1, 4- benzodi oxi n-6-yl neth 1
Oveeualﬁt Wﬂﬂ%ﬁédﬁd sl the geackion et s oxpraeag Mith CH,Clo. The

solybyfs i Yeth MR Sall b FREPLYE B Mgl bNE bR 2o fibimd

"H-NMR (@BCi;3+8 8.29 (1H, brt, 7 1.1 Hz); 7.77 (1H, d, J 8.1 Hz); 7.65 (1H, t, J 8.1
Hz); 7.53 (1H, s); 7.46 (1H, t, J 8.1 Hz); 6.82 (1H, 1, J 55.1 Hz); 4.39 (2H, q, J 7.1 Hz);
1.38 2H, q, J 7.1 Hz).

APCI-MS m/z: 440/442 [MH .

D) 5-Bromo-6-(difluoromethyl)-N-[4-(methylsulfonyDbenzvl]-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide

The title compound was prepared from 5-bromo-6-(difluoromethyl)-2-oxo-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxylic acid [obtained from ethyl 5-
bromo-6-~(difluoromethyl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-
carboxylate by alkaline hydrolysis] and 4-(methylsulfonyl) benzylamine hydrochloride

using the method described in Example 17.
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d); 6.79-6.70 (3H, nm); 6.62 (111, d); 4.34 (2H, d);
4.18 (4H, s). APCI-MS mz: 466.3 [MH+]. 25 Exanple
wQ@ 0002/06390t hyl - N-f 3- (et hyl sul fon 1) benzyl | - 2- BRDSE200B001739
( trifluoronethyl)phen 1y i-1
2-di hydr opyri di ne- 3- car boxam de 1H NVR (DVSO-d6): 8
9.93 (1H, t); 8.38 (1H, d); 71¥5-7.45 (8H n); 6.62
(1H, d); 4.58 (2H, d); 3.18 (3H, s). 30 WO
2004/ 043924 PCT/ SE2003/ 001739 157 Exanple 70.3

1?trl h@o t%%ynlﬁq‘@%gnyrrgf%g%l %F)Q%fﬁl 4‘) "?89)&’H| [J%4HZ) 7.82

(%{ngg% TIORAES EIRORMITISS (o1, sk TR ASNEPR AT, 747 (11, o,

TORHZXP:92 (BHS0 J(52H9 Hzi), 4.65. (BH 0)43.023H,3) 07 ( 3H s). 5

e 70 onophenyl ) - 6- net hyl - 2- oxo- 143-
A?ﬁrm% oﬁ‘?éf%l[%iyl | -1, 2-di hydr opyri di ne- 3- car bohy
drazide 'H NWR (DMSO-d6): 5 10.69 (1H, s); 8.35 (1H,

d; 7.99-7.73 (4H m; 7.29 (2H, d); 6.66 (3H, dd).

E&Qm I e 70. & (Difluoromethyl
N[ Met hoxy- 4- oxo- y y -0
gtg'ﬂuggomm @QM b 2edibydropyridine-3-carboxamide

i hydropyri di ne 3-carboxam de APCI-MS niz
QM%CTW vy% E&%ﬁ Ysirggenation of 5-bromo-6- (d1ﬂuoromethy1)-N—[4-

(@%ﬁgl ‘9{@%?8%%— g?ob %@ neglé&hgp%%en&rh idél i B}/le 3-
ceﬁ‘bdxan‘ﬁ&@w&h[ dlumE?iﬁmak@aﬁ )Nl ammg/rlnum formate in methanol.

H[IS (4- Met hoxgphenyl )i soxazol - 5- yI | met h
-NMReCR13)26 Q9011 Halrt, J 5.8 Hz); 8.76 (1H, d, J 7.5 Hz); 7.89 (2H, d, 7 8.2

He L G b Y e AR 7 i) Y (a2 i 0. 77,9 By
7.51 (2H,-d, 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, 5).

APCI-MS m/z: 501 [MH 1.

The compounds described in Examples 70.1 to 70.50 were prepared by a method

analogous to that described in Examples 1 and 2:

Example 70.1 N-(2,3-Dihydro-1.4-benzodioxin-6-ylmethyl)-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide

'H NMR (DMSO-de): & 9.93 (1H, t); 8.38 (1H, d); 7.88 (2H, d); 7.80 (1H, t); 7.70 (1H,
d); 6.79-6.70 (3H, m); 6.62 (1H, d); 4.34 (2H, d); 4.18 (4H, s).

APCI-MS m/z: 466.3 [MH 1.

Example 70.2 6-Methyl-N-[3-(methylsulfonyl)benzyll-2-0x0-1-[3-

(trifluoromethyl)phenvli-1,2-dihydropyridine-3-carboxamide
'"H NMR (DMSO-dg): § 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).
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Exanpl e 70.8
N - (4- Cyanophenyl) - 6- net hyl - 2- oxo-1-[ 3-(tri fl uoronet hy

wo hempbd - 12-di hydropyri di ne-3 -c ar bohydr azPdESEH03/001739
APClI - M5 nfz: 413.3 [ MH] Exanple 70.9
6- Met hyl - 2- oxo- N-[ (1- phenyl -1 H-pyrazol -4-yl )meth Ily
1-[ 3- 157
(trifluoromethy)phenyll-1,2-di hydropyri di ne-3-carboxam
ide APCI-Ms nlz: 467.3 [MH] 30 WO 2004/ 043924

B0y r S

}Emmlaam a4: samsomy]ﬁ 3Y: 9.68 (JJH(ca WSDWWWHJ m); 7.65 (2H, d);
razol -4- |1l nethyll-2-oxo- 1-
6§0(3£H,|<%1 @67 @%tcﬁﬁ YorEhy - 1, 2- di hydropyrl di ne- 3- car bo
xam de APCI-MS m z: 467.3 [I\/Hq . Exanpl e 70.12
N - (4- Chl or ophenyl ) - 6- met hyl - 2- oxo-1-f3- 10

Eizﬁﬁplfe'Wbe onet hyl Mﬁ}gﬂﬁé herd - 31gar bohydr
azi d :

( tlﬁ:llld?bﬂnvﬂhﬁlﬂmm\l- 2 Zﬂfvﬁﬁiﬂv@ﬂﬁﬁca& pydrazide

.Foman- 4- eth
1 19 PHF 95 835 (LD PR FY UE o3 T BBk A
6. ﬂ_g %s APClI - M5 nfz: 409.4 [WVH . Exanple 70.14 Nf
QLRI T pyrazol - 4-yl ) met hyl | - 6 met hyl - 2- ox0- 143-
(trifluoromethyl)
phenyl | -1, 2- di hydr opyri di ne- 3- car boxam de APCI - M5 m z:
EXEﬂﬁplE TPH] . 20| Bxdithbry-AGxbAH-pyran-2-yhmethyl]-6-methyl-2-0x0-1-
ff 4- Benzyl nor phol i n-2-yl ) et hyl | - 6- met hyl - 2-oxo-1-f3
[B-(trfluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide

5 . Mﬁ)’jenyl | -1, 2-di hydroyri di ne- 3- car boxani
A}g(nggﬁéggl\'/?'gﬁz: 86.3 [ MH]. 25 Exanple 70.16
6- Met hyl -N-f3-(2-net hyliperidin-I|-yl)propyll-2-oxo-I-f
3-
Example 70.6 N-(4-Cyanobenzyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1.2-dihydropvridine-3-carboxamide
APCL-MS m/z: 412.3 [MH'].

Example 70.7 N-{[3-(4-Methoxyphenyl)isoxazol-5-yllmethyl }-6-methyl-2-0x0-1-

[3-(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 484.4 [MH 1.

Example 70.8 N'-(4-Cyanophenyl)-6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-

1,2-dihydropyridine-3-carbohvdrazide
APCI-MS m/z: 413.3 [MH 1.

Example 70.9 6-Methyl-2-0x0-N-[(1-phenyl-1H-pyrazol-4-yDmethyl]-1-[3-

(trifluoromethylphenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 467.3 [MH 1.
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(trifluoronethyl)phenyll-1,2-di hydropyri di ne-3-car boxa
mde APCI-Ms mz: 436.3 [ MH]. Exanple 70.17 Met hyl

WQ@24040§3926- net hyl - 2- oxo-1 -f3-(trifl uoromet hyl)Pereapion3/do1739

2- 30 di hydropyjdin-3-yl |carbonyl)an nol net hyl
1-3-furoate WO 2004/ 043924 PCT/SE2003/ 001739 159
APClI - M5 ml z: 558.3 [ MH]. Exampil e 70.18

6- Methyl -N-r (I -met hyl -1 H pyrazol -4- 1) meth

11- 2=o0xo0-1-[ 3-
083 868h A% Bxo-1.13-

E&Lngl?‘ié ’g@kg”m RN

tPiFlG dnyil-p QQﬁM{/droévﬂmhmléaaso@mde- [ 3-
Aijtrlf uor onet phenylT-T, 2-di hydr o,
CLaVh e/2- 443D n] de APCI-MS miz: 436.3 [MH]. 10

Exanpl e 70. 20
6- Met hyl - N- ( 3- nor phol i n- 4- yIpropyI) 2- oxo- I-[3-
ol I 2-

E&&@Qﬁé ﬂg{fm"t hy!M
163 et ﬂh‘bkmﬁ’et@%g
5 trifluoronet I ne- 3- car boxa

y
S NP AV ]422 3 [I\/H+1 Exanpl e 70. 22
N-[3-(3,5-D net hyl - 1H pyrazol - 1-yl ) propyl | - 6- net hyl -
oxo-1-[3- 20

E&&n&gié .;ggzomet hyil. ,ne- 3- car boxa
@;ﬂ@@_@mﬂmﬁ Qlcﬁh‘fﬂrbvmd)hﬂ’f %xﬂbbt&graﬁﬂ@yl 2-oxo-1 -

IS}{Irl fl uor omet hyl ) phenyl | -
AP§I dByra el 3- car boxam de 25 APCI-M5 nfz: 450. 4

[ MH1. Exanpl e 70.24
6- Met hyl -N-[ 2- (1-net hyl -1 H i m dazol -5-yl ) et hyll- 2- oxo-

E%anhﬁ e70.13 .
tr I uor onet
(triflderomARSphEnyi- gzaj&@@;{d&ﬂ% carboxamide

APCI-MS m/z: 409.4 [MH'].

Example 70.14 N-[(1-Ethyl-1H-pyrazol-4-y)methyl]-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 405.2 [MH .

Example 70.15 N-{(4-Benzylmorpholin-2-yl)methy!(]-6-methyl-2-0x0-1-[3-

(trifluoromethylphenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 486.3 [MH 1.

Example 70.16 6-Methyl-N-[3-(2-methylpiperidin-1-yl)propyl]-2-0x0-1-[3-

(trifluoromethyl)phenyll-1.2-dihydropyridine-3-carboxamide

. APCI-MS m/z: 436.3 [MH 1.

Example 70.17 Methyl 2-{[({6-methyl-2-0x0-1-[3-(trifluoromethyl)phenyl]-1.2-
dihydropyridin-3-yl }carbonyDaminolmethyl }-3-furoate




30 WD 2004/ 043924 PCT/ SE2003/001739 160 Exanple 70.25

N-f(1-Ethyl-3-nethyl-|H pyrazol -4-yl)net hyl | - 6- et hyl -
wWQ@2eMm43024 f 3- (trifluoronethyl)phenyll-1 PCT/SE2003/001739

2-di hydr opyri di ne- 3- car boxanm de APClI - M5 niz: 419.2

[ MH#]. s Exanple 70.26

N-f 4- (Acetyl am no) benzyl | - 6- n%i%yl - 2-oxo-| - f 3-

(trifluoromethyl)phenyll-1

2-di hydr opyri di ne- 3-carboxani de APCI-NM5S mz: 444.2

27
Wﬁﬁéﬁxﬁﬂ\@fg (1H pyrazol -1-yl)propyll-1-13- 10

(trifluoromethyl)phenyll-12-di hydropyri di ne-3-carboxam
ide APCI-Ms nfz: 405.2 [ M#] Exanple 70.28
Egamplé70.18 - ox 06-M¢thylrNd{inm2thyl-iEkpyrhdol Y-§13methyl]-2-0x0-1-[3-

(trifluorgneth I%ph,ny | -1, 2-di hvdropyri di ne- 3- car boxa
WMM@W@M e 70.29

- +-
AfT ?re%é/ﬁ)%%h%% ]-'1H- pyrazol - 4-vl | et hyl 1-2-oxo- 1-f
3-(trifluoronethyl)phenyll-1
2-di hydr opyri di ne- 3- car boxani de APCI - M5 nifz: 467.3
E@mmla]e 70.29 ExaHEfBeAZE@aM -ylpropyl)-6-methyl-2-0xo-1-[3-

A@YJI'M g Fgc[l(l\zya 402. 2 [I\/H+] 25 Exarrpl e 70 31
%lnp f3- thyI pi peridin-1- yl)prop

-2 oxol-f3 (trifluoromethyl)phenyll-1

2-di hydr opyri di ne- 3- car boxam de APCI I\/IS mz: 436.3

E{KMHP]G E(%ﬁrpl e

30 11
goromethyliphe yalbydeopy carboxamlde
%&M dyo ﬂ'%m B-car boxam de VW 2004/ 043924
PCT/ SE2003/ 001739

Example 70.21 6-Methyl-2-ox0-N-(3-piperidin-1-ylpropyl)-1-[3-
trifluoromethvl)phenvll-1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 422.3 [MH 1.

Example 70.22 N-[3-(3.5-Dimethyl-1H-pyrazol-1-yl)propyl1-6-methyl-2-oxo-1-[3-

(trifluoromethyl)phenvl]-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 433.3 [MH 1.

Example 70.23 N-[3-(2-Ethylpiperidin-1-yl)propyl]l-6-methyl-2-oxo0-1-[3-

(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 450.4 [MH 1.

Example 70.24 6-Methyl-N-[2-(1-methyl-1H-imidazol-5-yDethyl]-2-0x0-1-[3-

(trifluoromethvl)phenvll-1,2-dihydropvyridine-3-carboxamide
APCI-MS m/z: 405.2 [MI—I 1.
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161 APCI-MsS nmfz: 421.3 [MH] . Exanple 70.33 Ethyl
5-nmet hyl -4-{ f({6-nethyl-2-o0x0-143-

w@ toodfohises onet hyl ) phenvl | - 1, 2- di hydr opyri di n- 3Pg1/SE2003/001739

| carbonyl )am nol nethyl }-2-furoate s APClI-M niz:
463. 3 [ MH]. Exanple 70.34 N-f

(6- Fl uoro-4H1, 3- benzodi oxi n- éGS)/I)mst hyl | - 6-met hyl - 2-0
xo-1- f 3-(trifluoromethyl )phenyl

1-1, 2-di hydropyri di ne- 3-car boxam de APCI-MS m z: 463.3

E[x'é{sbijitlﬁ Z(l)ég 32W ¢ BiviSH eth thyl]-6-methyl-2-0x0-1-

-p

triffubromne dihlydrb n@ih ddaﬂﬂ)édahﬁ’dene 3- car boxa

A;ﬂ_Cﬁel\{[ APCI - n12+ 402. 2 | 1s Exanple 70. 36
MSg0/z; WA RME b pyr azol - 4- yI ) net hyl | - 6- met hyl - 2- ox

o-1-[3- (trifluoronethyl)phenyll
-1, 2-di hydropyri di ne-3-c arboxam de APClI-M5 nf z: 405. 2
ﬂxg/{nreqw;iy’o 2@1(a”pNer47&c%?vleﬁm‘}{SMé¥£vl?6%&hM gxBIfsdi n-4

mbrcﬁﬂldulwlmheﬁﬁ‘}dlﬂ@tﬂlgﬂ&bbvﬂdlﬁegLdaywx@ﬁ]‘.{dd di ne- 3- car box
A%IE lﬁ APCl - M5 rriz 402.2 [ MH]. Exanple 70. 38

TS p/gt4oh BYIA V- 6- net hyl - 2- oxo- 1 - 3- (trifl uoronet h
yl') phenyl | - 1, 2-di hydropyri di ne-3-car bohydr azi de 25
APCI - VS nlz: 406. 2 [ M#]. Exanple 70.39.
ERa f(1 | i

| )e@g‘m Jz‘lN (el g&_&éti_%\/l L bR f3-QH-p9razol-1-yl)propyl]-1-[3-
(tfifuoichictio Ypiren iy Ppdinpdtbbyridide-idasdkepidel di ne- 3- car box
A%@H(i@%?g % Sy z 390.3 [M] 30 WD 2004/ 043924

o BAMY 1162 Exanpl e 70. 40

6- Met hyl - 2- oxo- N - phenyl -1 -f3-(trifl uoromnethyl)
henyl | -1, 2- di hydr opyri di ne- 3- car bohydr azi de
Example 70.28 6-Methyl-2-0x0-N-(pyridin-2-ylmethyl)-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCL-MS m/z: 388.3 [MH 1.

Example 70.29 = 6-Methyl-N-{[1-(4-methylphenyl)-1H-pyrazol-4-yllmethyl }-2-oxo-

1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 467.3 [MH"].

Example 70.30 6-Methyl-N'-(4-methylphenyl)-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carbohvdrazide
APCI-MS m/z: 402.2 [MH L

Example 70.31 6-Methyl-N-[3-(4-methylpiperidin-1-yl)propyl]-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide
APCI-MS m/z: 436.3 [MH].

Example 70.32 6-Methyl-2-0x0-N-[3-(5-0x0-4,5-dihydro-1H-pyrazol-4-ylpropyl]-
1-[3-(trifluoromethylphenyl]-1,2-dihydropyridine-3-carboxamide
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APCl - MS nfz: 388.3 [MH]. 5 Exanple 70.41
N-f(1-Ethyl-5-nmethyl-|lHpyraz)l-4-yl)nmethyll-6-nethyl-

WQ 204/043b24 f PCT/SE2003/001739
3-(trifluoromnethvl)phenyll-I,2-dihydropyridi ne-3-carbo
xam de APCI-MS mz: 419.2 [% Exanpl e 70. 42
6- Met hyl - N-f 2- (1- met hyl - | H i tPdazol - 4-yl
ethyll-2-oxo-1-f3- 10
(trifluoromethvl)phenyll-1,2-di hydropyri di ne-3-car boxa

Sﬁﬁg 3‘?1 405.2 [ MH]. Exanple 70.43

A@fg 3%? r}2yI)ethyII-6-rrethy|-2-oxo-|-f3-
(trlfluoronethyl)phenyll-l 2- di hydr opyri di ne- 3- car boxa
mde 15 'APCI-Ms niz: 397.3 [I\/]4+1 Exanple 70. 44

Exangple 30330t hi dith gthtyhy 8

(tr|fluoromethvl Id_l ne- 3 car boxa
hluarometbyiphay bonilaming Ryl }-2-furoate

f&%ﬁz&@%@oﬁﬁﬁ pyrazol 4- yl)mst hyl | - 6- et hyl - 2- ox
(trlfluoronethyl)phenyll-l 2-di hydr opyri di ne- 3- car boxa
m de APClI-Ms niz: 405 2 [I\/H+] 25 Exarrple 70. 46

Emmﬁleaﬁ,% Di e AR - ' egh i 64me

A#W ﬁ&agg [ *Zh? N-f2 (3 5- Dlrrethyllsoxazol
2-oxo-1-f3- 30 (tr
fl uoromet hyl) phenyl | -1, 2-di hydropyri di ne- 3- car boxam de
WD 2004/ 043924 PCT/ SE2003/ 001739 163 APCI-NS m z:

Exinople 798+ . MM-MF{ZMﬁdin%—wethvl) -1-[3-

gﬁi&“@@@tﬁ%ﬁg dern(‘jfﬂ-ﬁ dlsh(zl%l?orn% '3 Y5t ) - 6- et hyl - 2- ox

AﬁéfMSﬁMQU@QrﬁMﬁﬁhenW | - 1, 2-di hydropyri di ne- 3- car boxa
s APCI - m°z: 443.2 [ M#] Exanple 70.49 N-{

112R) 1

- Et hyl pyrrolidin-2-yl met hyl 1- 6- et hyl - 2-oxo-I-f 3-
Example 70.36 N-[(1.3-Dimethyl-1H-pyrazol-4-yl)methyl]-6-methyl-2-0xo0-1-[3-

(trifluoromethvDphenyl]-1.2-dihydropyridine-3-carboxamide
APCI-MS m/z: 405.2 [MH 1.

Example 70.37 6-Methyl-2-ox0-N-(2-pyridin-4-ylethyl)-1-[3-

(trifluoromethyl)phenvil-1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 402.2 [MH"].

Example 70.38 N'-(4-Fluorophenyl)-6-methyl-2-0x0-1-[3~(trifluoromethyl)phenyl]-

1,2-dihydropyridine-3-carbohvydrazide
APCI-MS m/z: 406.2 [MH 1.

Example 70.39 6-Methyl-N-[(1-methyl-1H-pyrrol-2-ymethyl]-2-0x0-1-[3-

(trifluoromethyDphenvll-1,2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 390.3 [MH 1.
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(trifluoronethyl)phenvll-1,2-di hydropyri di ne-3-car boxa

mde APCI-MS nfz: 408.3 [ MH#]. 10 Exanple 70.50
W®20ds0iBpk4 2- oxo- N-f (2R) - t et r ahydr of ur an- 2- yl nep¢my3a2003/601739

3-

(trifluoromethyl)phenvll-1,2-di hydropyri di ne-3-car boxa

mde APC -MS miz: 381.2 [MH$2 15 Exanple 71

5- Chl oro- N-{4-f (di met hyl am no) sul fon 1 benzyl

} - 6- net hyl - 2- oxo-

e hpla b’ UoBSER b RASEHr . 21l e BN .53

ditNk Belezybibbi)dkendy! | - 6- met hyl - 2- oxo-1-f3-(trifluor
I§H€#ﬁ§ﬁ)phenyll-g_2 di hydr opyri di ne- 3- car boxani de 20

APeMSubtz: 33%3 EMitbdund was prepared as described for
N-[ 4- (benzyl sul fonyl ) benzyl ] - 6-
nmet hyl - 2- oxo- 1-[ 3- (trlfluoronethyl)phenyl] 1, 2-di hydro
|d 3-ca b
E 1 gétlon
L%fﬁbﬁﬁﬂétﬁ‘ﬂbﬁh%nvlﬁ@dﬁ%df@%&n@@ Hifbxafhiddo amoni a,
acetonrtrile) to afford the title conpound. 1H NMR
AE(CEIRMS)m/zES‘lQZGWiHi t, J 6.0 H); 8.37 (1H, d, J 7.5
Hz); 7.91 - 7.68 (4H, m; 25 7.35 - 7.16 (9H, m; 6.62
(1H, d, J 7.6 Hz); 4.47 - 4 37 (2H, m; 4.20 (2H, s);

Bae i2,7)

(trlflRRdESth 1) Sire Bl Y3 - dibry@¥eylidind=3-carboxamide
(trifluoronethyl),phenvliT-1, 2-di hydropyri di ne-3-car boxa

AREIdMSWﬂZ:ZG)QﬂLZMDM PCT/ SE2003/ 001739 164 To
N-[ 4- (benzyl thi o)benzyl] 6- met hyl - 2- oxo-1-[3-(trifluor
onethyl)phenyl]- , 2- di hydropyri di ne- 3- car boxam de (92

Eﬂéﬁ}plg 7&%

(Lﬂfﬁlorcﬁﬁemlmrﬁnl1oz.uﬂ@dﬂﬁ$num 3-Guibd¥agfdd hrough for 1
After evapor,ation of the excess chlorine the

‘AR(éIaMtslmh PY%EIMEL 3 was partitioned between CH2CL2 and

wat er. The organi ¢ phase was washed with 0.5M aqueous
NaHCO3 and brine, and then dried. After f||trat|on

EXGIETOAAN WRE(LAIDAH], 26D, ARt e was
solved in & E in
(trﬁldwméthvjﬁa%ﬁyﬂdlz ﬂ@dﬂﬁ@ﬁ&n@@czﬁr&ﬁ;aﬁé’(é ure was

stirred at room tenperature overnight. After
APCI-MS m/z: 443.3 [MH 1.

Example 70.45 N-[(1.5-Dimethyl-1H-pyrazol-4-yDmethvl]-6-methyl-2-0x0-1-[3-

(trifluoromethyvDphenvl]-1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 405.2 [MH 1.

Example 70.46 N-[2-(3,5-Dimethyl-1H-pyrazol-4-ylethyl]-6-methyl-2-oxo-1-[3-

(trifluoromethvphenyl]-1.2-dihvdropyridine-3-carboxamide
APCI-MS m/z: 419.2 [MH 1.

Example 70.47 N-[2-(3,5-Dimethvlisoxazol-4-yDethyll-6-methyl-2-0x0-1-[3-

(trifluoromethyDphenvll-1.2-dihvdropyridine-3-carboxamide




10

15

20

25

removal of the solvent the residue was purified by
preparative HPLC (x-terra, 0.2% 10 anmoni a,

wa@eewomesile) to afford the title conpound (4BCTYEE2003/001739

43% . 1H NWR (CDC13): 6 9.88-9.81 (1H, m; 8.65 (1H,
s); 7.85 - 7.67 (4H, m; 7.51 7.39 (4H, nm); 4.73 -
4.59 (2H, m. 2.68 (6H s). 2189 (3H s). APCI-MB i z:
528 [M+] 15 Exanple 72

N-14-f (D net hyl am no)sulfonyl | benzyl | - 6- met hyl - 2- oxo- 1
APCE:MS m/z: 4203 [MH 1.
(trifluoromethyl)-phenyll-1,2-dihydropyridi ne-3-carbox
arxllde 5- Chl oro- N

d| met hyl am 44) sul fonyH] benzyl
E]xa §8 - 2 oi -Dihiydro-1H-isochromen- 1-ylmethyD-6-methyl-2-0x0-1-[3-

-d oroo rj di ne-3-carboxa
\ 1

Amjmggyz(m_o,rﬁ : ter cool ing to roomtenperature,
amoni um f or mat e (6 my, 0.1 mmol) and 10% pal | adi um

on carbon (3 rrg) vvere added. The reaction m xture was
stirred in a seal ed vial at roomterrperaturefor 4 h.
Expmple 70.49 r at i Nol[€2R yHmet] B

5 ilrydrap i 3o ramIdeet hanol ( 98: 2)
AP@I—@JISJQ% 40@3?1[9?]3 t he t|t| e corrpound (6 ng, 43%. 'H
NVR ( CDC13) 1-9.92 (1H, m; 8.59 (1H, d, J 7.5
Hz) ; 7 85 - 7.66 (4H, m:; 7.55 - 25 7.41 (4H, n); 6.48
(1H, J75H2'475-459(2Hrr)268(611 s);

Egar@gle(m.ws) 6-Neth vl sdR0%6-3 ik ‘ :

O3] 3 e 3 A
Agcg.q\mgﬂpgmlzqm B-car boxam de 30 The title conpound
was prepared using the general nethod of Exanple 71.

WD 2004/ 043924 - PCT/ SE2003/ 001739 165 ' H NMWR
(CDC13): 6 9.99 - '864(1Hd
Ewyplﬂv 86 - 7. 5¢h Ay 41be

Exan'pl e 72, the conpounds of Exan'pl es 74 to 78 were
pr epar ed: Exarrpl e 74
2)6NNEt(Behz thindberldyTl4-frptybLariont-13-fitiSubloaieth v paeayll-I 2-

1-[3- Lrifluoroneth
di [dine-3-c yri di ne- 3- car boxani de

The subtitle compound was prepared as described for N-[4-(benzylsulfonyl)benzyl]-6-
methyl-2-0xo-1-[3-(trifluoromethyl)phenyl]-1,2-dihydropyridine-3-carboxamide [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): $9.78 (1H, t, J 6.0 Hz); 8.37 (1H, d, J 7.5 Hz); 7.91 - 7.68 (4H, m);
7.35-7.16 (9H, m); 6.62 (1H, d, J 7.6 Hz); 4.47 - 4.37 (2H, m); 4.20 (2H, s); 2.01 (3H, s).
APCI-MS m/z: 509 [MH 1.

b) 5-Chloro-N-{4-[(dimethylamino)sulfonyllbenzyl }-6-methyl-2-0x0-1-[3-
(trifluoromethyl)phenyll-1,2-dihvdropyridine-3-carboxamide
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10 1H NMVR (CDC13): 6 10.11- 9.79 (2H, m); 8.67 - 8.50
(1H, m); 7.89 - 7.38 (8H, m; 6.52 - 6.43 (1H, m);

W@ 2008/043944 52 (2H, m); 3.89 - 3.62 (2H, m; 3. 4BCFSR20931001739

(6H, m; 2.09 (3H, s). APCI-MS mz: 535 [ MHJ.

Exanpl e 75

6- Met hyl - N-[ 4- (nor phol | n-4-y|1éﬂl fonyl ) benzyl | - 2- oxo-1 -
f3- 15
(trifluoromethyl)phenyll-1,2-di hydropyri di ne-3-car boxa

TN ROl A% PRk

dln?droﬁyrfﬁn& 31darwl>stam1he7(9é mlgo o&shzﬂmleébva%%ddecﬂscﬁﬁ fél%lﬂc ablti/water (18
3.76 - 3.69 (4H, m; 2.94 . 2.09 (3

mb)and ARGICIMS m?)zThﬁ@@ct:[dm-ijtura WaExaoipd &0 720 °C and ch]onne gas was

0x0- N-[ 4- (pi peridin-1-yl sul fonyl)benzyl| -1 -
L)F@{v% tgr}é)ugl%f or 1 min. [Afteg evaﬁ)oratlon of theyexcess chloXm)e the reactlon mixture

ridin X
AT
aqdeoub NaFCOZ hid Brifd and theRdritd: l&fter"ﬁl’trat?o@ ‘ﬂhe' soYveﬁ@-wﬁé‘Fémoved in
m: 6.48 (1H, dd, J 7.5, 0.5 Hz); 9 (2H m:
vagu@end the residyeswhs d@sol@d@@ e@BnglIH) mi) 5 6M$8methylsﬁﬁn(e @it-kthanol
mple 77

(2%8 thVi%Pﬁ%dﬂFh%!{q %‘lﬁértsl %Wgﬁ%)rgqﬂ at &opm fepnperature overnight. After

BN 2Ll T BRI
anlﬁﬁﬂ’ﬂ@ﬁ%@%ltﬁ&l?@&fora@ﬁe titd N@Eduﬁ@giﬁng 53%2002 9.92

(1 - 8.59 (1H, d, 86 - :
H7NMR( BChY: JUBB-9H; (IH 11’8 S(QfH(lHL $):J7.§3 37. 5[2’X4H,4n7(§ 51-7.39 (4H,

m§)4.‘5%Aﬁé5§ @,,W)Z-_z.%%géﬂ;[“' ﬁ);_é])lg (%%‘i‘éxé ﬁ; es)78 2.09 (3H,

Aﬁcmngzgmﬁﬁ[ 4-(pyrrrolidin-1-ylsul fonyl)benzyll -
[ -[3- (trifluoronmethyl)phenyll
-1, 2-di hydr opyri di ne- 3-car boxam de 1H NVR (CDCl13): 6
10.00 - 9.91 (1H, m; 8.60 (1H d, J 7.5 Hz);
EmmzieazH m ; Ne{4d A ‘L.u -‘ 29 } 61k

5 -Chloro—N- {4-[(dimethylamino)sulfonyl]benzyl }-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
(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 CHaCly/methanol (98:2) as eluent to afford the title compound (6 mg, 43%).

"H NMR (CDCL): 8 10.01-9.92 (1H, m); 8.59 (1H, d, J 7.5 Hz); 7.85 - 7.66 (4H, m); 7.55 -
7.41 (4H, m); 6.48 (1H, d,J 7.5 Hz); 4.75 - 4.59 (2H, m); 2.68 (6H, s); 2.09 (3H, s).
APCI-MS m/z: 494 [MH'].

5-Chloro-6-methyl-2-0x0-N-

Example 73 4-(piperazin-1-ylsulfonyl)benzyll-1-[3-

(trifluoro-methyl)phenvl]-1.2-dihydropyridine-3-carboxamide

The title compound was prepared using the general method of Example 71.
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10 (3H, s); 1.80 - 1.70 (4H m. APCI-MS mz: 520
[ MVH1. Exanple 79
W®20hl0e39o4 6- met hyl - 2- oxo- N-[ 4- (pyrrol i di n- 1- yl Boi/sE2093/001739
benzyl | -1- [3-(trifluoromethyl)phenyll-1,2-di hydropy
i di ne- 3-carboxam de 15 The tiégée conmpound was prepared
usi ng the general nethod of nmple 71. 1H NWR
(CDC13): 6 9.89 - 9.79 (1H, m; 8.66 (1H, s); 7.86 -
7.72 (4H, m; 7.52 - 7.40 (4H, m; 4.74 - 4.59 (2H,

}{f)wﬁ ﬁ?ﬁ’%& 5.3 00C M0 Bl f %Mfr—'r',z%%g ?7-% $6;7.62 (4, m); 7.53 -

7.59 gmcm? |-457‘GTP4 Byﬁzr[&hhﬂ 3(gwetyd @H,@)22.19 (34, s).
enzyl | - 2- oxo-4-
AEzJI -M$ tdz: I ))- phenyl | - 1, 2- di hyddr opyri di ne- 3- car bo
xam de
6- Met hyl - N- [ 4- (et hyl sul f onyl ) benzyl ] - 2- oxo 1-[3- (trif

U%igg E%B@%h ﬁ%ﬂ;o@yclf]Ex Ie ‘?8 médé'cﬁi}/ rungé %sgﬁfgta n?S were

pragge@nitrile (1 m) and cooled to O C KNCB (16 ny,
0.16 nmol) and sul furyl chloride (13 25 I, O 16 mol)
wer e added. The reaction m xture was stlrred for 1 h
at 0 f ol | owed t he aodltlon of saturated aqueous

Em 4and dl (] s Nf¢ AZH) A1 1 T 3

've&p|ned organi c
) . After
1HNMR ea:Do:m 8 t@lzsowemizﬂvm g@mgsd (im, mpm 1.82(8H, m); 6.52 -

resi due was dissolved in nethanol, a whit
6.43 6. piX; 4178 -obpe B AR AEIWSLHX (2, m)ea 48f—f2 %r(GHdm)EﬁOP @H, s).
Ag%%gﬁ%@%gg g;&#r-so compound (22 ng, 41%. WO

) 2 §E2003/001739 167 "H NWMR (CDCI 3): 8

9.93 - 9.80 (1H, m; 8.64 (1H, s); 7.94 - 7.69 (4H,

nm; 7.57 - 7.37 (4H, m; 4.75 - 4.57 (2H, m; 3.01
Exathpleds; 2. 194Md:ﬂhVISNv[4AB6fDHMBnM—%sulf&ﬁLﬂ)%ﬂvﬂ-§-oxo 1-[3-

Exan'pl e 81 N- 14 Acetyl am no) sul fon
phanyi Ik ; idfn@-3-carboxamide

BP9 o 1 L F 05058
74% (AL b AG T G BRNSU| a7 STEL Y nE B Qorb Lo (bt By 3.01 -

uor ormet hyl ) phehyl’] ropyri boxa

2.9Fxatmh)e 2 095BH( 46 ng, 0.034 mmol) was dissolved in
GHRCl2 (1 m?[ Rowdered KOH (6 ng, 0.11 mmol) and 10%
ABCIMp mez, 536 IMEL iIn cH2Cl 2 (25

Example 76 6-Methyl-2-o0x0-N-[4-(piperidin-1-ylsulfonyl)benzyl]-1-[3-

(trifluoromethyl)-phenyl]-1.2-dihydropyridine-3-carboxamide

'H NMR (CDCls): § 10.02-9.92 (1H, m); 8.60 (1H, d, J 7.3 Hz); 7.84 - 7.64 (4H, m); 7.54 -
741 (4H, m); 6.48 (1H, dd, J 7.5, 0.5 Hz); 4.74 - 4.59 (2H, m); 2.99 - 2.91 (4H, m); 2.09
(3H, s); 1.68 - 1.35 (6H, m).

APCI-MS m/z: 534 [MH 1.

Example 77 6-Methyl-N-{4-[(methylamino)sulfonyl benzyl }-2-0x0-1-[3-

(trifluoromethyl)-phenyl]-1.2-dihydropvridine-3-carboxamide
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10 al, 0.035 mmol) were added and the m xture was
stirred at roomtenperature for 1.5 h. Wter and 1M
waqueou2HC were added. The reaction m xture RBESE2003/001739

extracted with CH2C12. The organi c phase was washed
with water, brine and dried. The solvent was renoved
in vacuo and the residue vva§6gur| fied by preparative
HPLC (x-terra, 0.2% ammonia, acetonitrile) to afford
the title compound (7 ng, 41% . 15 1H NWR (CDC13): 5

SRR ERRR 0B g 44 e 178 7 4.
741 642{(114)'46 AR(IHEd 4776 1) 4173 J4.88 42Hizoh); 42/ I—I 3225@ %ﬁ?s); 2.09
8 (3H, s): 2.02°(3H, s). APC -MS 08 [ MH]

(SHOS)US| ng the general method of Exanple 10, the

|l es 82 and 83 were prepared:
A@Wﬁ%é‘gﬁl 1 sopr opyI sulfon 1)y

benzyl | - 5-i odo- 6 met hyl - 2- oxo- 1 -f 3-
(trlfluoronethyl)phenyll-l 2-di h

dﬂey}sl di ne- %m_ aRote-

RBoihg 7.41 (1H,

po . .
gk (oAl S 6086 ot 6l 007 3b0 1 B Aropicam, my; 7.53
; %@@)ég%&ﬁ%&w&% BOV4e20P3¢ PR (37 3 2658 16 (4H, m); 2.09
(3M; £y41(80y.cll mpepywysul f onyl ) benzyl | - 5-i odo- 6- met hyl - 2- ox

(tritl uqromet hyl ) phenyl |
AP@I‘ELSOIWW di ne- 3- car boxani de 1H NVR (CDC13): 8

986(1H t,J58Hz) 8.90 (1H, s); 7.83-7.80 (3H,
m; 7.75 (1H t, J 7.8 Hz); 7.49-7.47 (3H m; 7.40

E;%Hble 99 3 7 (g te) i 12 vﬁ&lfé&)lenzyu 1-
[34AREluoMEmeth ) pehl]l lMﬂﬂihV&’@WﬂHﬁe%carboxannde

1,2-Di hydro-6-methyl - N-[[4-[ (nethylsul fon
The)t@}@yqomp@nyd Wae piephied using the general method of Example 71.

fﬁ@%a@a%é abd $3R00: ¥’&£se¢1§ 'sgé g pRgaboa, 4

4 I -
(4f-1ffﬁ 14\1% ?ﬁx%??n%%/h%/ ? eny?l]2 (Zo’HdiS%}c?rsop%/ ngﬁér-l)
Ambmsmm%da\mm benzensul f onyl

Example 80 5-Chloro-6-methyl-N-[4-(methylsulfonyDbenzyl]-2-0x0-1-[3-

(trifluoromethyl)-phenyl]-1.2-dihydropyridine-3-carboxamide
6-Methyl-N-[4-(methylsulfonyl)benzyl]-2-0xo-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. KNO; (16 mg, 0.16 mmol) and sulfuryl chloride (13
1, 0.16 mmol) were added. The reaction mixture was stirred for 1 h at 0 °C, followed by
the addition of saturated aqueous Na,COs and diethyl ether . 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

compound (22 mg, 41%).
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chl oride using the general nethod of Exanple 61. 1H
NVR (DVSO-d6) 8 9.87 (1H, t, J 6.0 Hz); 8.38 (1H, d, J
wQ 20403924 7. 89 (2H, d, J 8.9 Hz); 7.80 (1H, tPCTSE2083/001739

Hz); 7.72 (1H, d, J 7.9 Hz); 7.39 (2H, d, J 8.6 Hz);

7.29 (2H, d, J 8.6 1s Hz); 6.62 (1H, d, J 7.5 Hz);

4.50 (2H, d, J 6.0 Hz); 3.35103H s): 2.02 (3H s).
APCl - M5 nl z: 543.3 [ MH+] Exanple 85

N-[4- (1, 1- D oxi doi sot hi azol i di n-2-yl

{
SV IREBRRT  ERRLHR o SO 8D b st T i e 37
(4H|H§ 4.729-4he (2]!-1Hn§3 sz(wmyrw 2(1192( 1s).9- 5% was prepared
from N-(4-am nohenzyl ) - 6-net hyl - 2- oo
ARCI-BIS mfz: #1991 0¥IBhét hyl ) phenyl ] - 1, 2- di hydr opr ol i ne- 3- car
boxam de and 3- chl oropr opanesul fonyl chloride using
t he general nmet hod of Exarrpl e 56. 1H NMR (DI\/BO d6) 6
A

E’%ﬁ‘ﬁﬁ gi 37 6“LI &3
trifluodorBetByiidhenyi]-28- (ilﬁ ro ndln@B@af%}(amfde%"r( (ZI%IH dd JJ

N M%M)qsuﬁo@)b(eﬁzyl]-6—melhﬁ-£ojdz)l [33trifuof@hpkthyl)phknyl]4l,2-
dﬂmgg)p écgbgg%h{%%m@ &,ﬁ} @5,20.834 gn:inol) w)as dissolved in
c%é{?f([‘gfhy. FoRtel A6 2011 4hAY] Ab 18R RASRMLET B, (25

p1(0.035 ] peieMbd PRRIME Imittude WhdWHFARY Fddth BEnpRrAdfTOX a5 h.
m de WO 2004/ 043924 PCT/ SE2003/ 001739 169 a

Watef and ByIraqueens41G]) wenefadd{;d Jbaesrgtionmy tarearisaxtrioted with CHyCl.

TS e TSR o o By et
. t .

va \?:I; an ege r%lcR\e pénf@ g%ﬂe%%&t gg ?[P?o@é{xu{eﬁa 2% :ﬂl%ﬂoma

acétnitilePd AFofd Wettithoniidubd €0myi 4 tvoyvat er (5 0 nl) and
extracted with Et OAc. The organi ¢ sol vent was

"HONMFO(CGRGH): Arid.A3:2 96 €Hi.du) S Bl dal7. Fld{Z)n&ﬂﬁélﬁ,l s); 7.98-7.93

U SISy £§ 15 Mot seibenll 8 S 8T 0 - 930 on,

tENg r the met hanol was renoved |n vacuo
m)aﬁgjg (?ﬁ )F esﬂgﬁﬁ gxtract ed wth CH2Cl2. The organic

ARIHaMSm&sS@R[MH fiver MgSH4, filtered, and io
evaporated and the residue was di ssolved in toluene
(10 m). The toI uene solution was heated to 40 C,

Usgqﬁjt?ug %gﬁel% 45 OF]IE 1Sle 185thg cor?lpguzndrsng)? B(&HV\I?)]SGS %g %reu? 83 were

prepared:

Example 82 N-[4-(Isopropylsuifonyl)benzyl]-5-iodo-6-methyl-2-0x0-1-[3-

(trifluoromethyl)phenyl]-1.2~dihydropyridine-3-carboxamide

'H NMR (CDCls): 8 9.90 (1H, t, J 5.7 Hz); 8.91 (1H, s); 7.83-7.80 (3H, m); 7.76 (1H, t, J
7.9 Hz); 7.50-7.48 (3H, m); 7.41 (1H, d, J 7.8 Hz); 4.68 (2H, t, J 6.2 Hz); 3.15 (1H, m);
2.31 (3H, s); 1.28 (6H, d, J 6.89 Hz).

APCI-MS m/z: 619 [MH 1.
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tenperature increased to 100 C for 30 mnutes. After

cooling, water (50 m) was added and the m xture
wexinaced with Et OAc. The organi ¢ phase was PCT/SE2003/001739

evaporated, the residue dissolved in nethanol and

slowy added to a m xture of %g%anm)nia (15 M) in

nmet hanol 15 (10 m). After stl ring for 3 h at room

tenperature the subtitle corrpound was obtained. (0.30

g, 37% as a white solid.. AP C-Ms mz : 217.2 [MAQ

“@F ﬁ - 2- ox -
(tri'ﬂlﬁom@tﬁvl)phenvl] 1,2- dlhvdropyndme 3-carboxamide

(trifluoronet hyl) phenyl -1, 2-di hydropyri di ne- 3- car boxa
HNNR(ED@Ig)n&&_ﬁBﬁ (alHyﬁ I5. 8Hz), 8.90 (1H, s); 7.83-7.80 (3H, m), 775 (1H,1,7

trifluoronmeth he Z] 1,2-d 1¥I
7. Ggpy e AL relaﬁ W LRt D AR e 28 Y
2%@#,)‘59{ 3 9g0gg@%) ofind DIEA (0.24 g, 1.84

ABCIT¥IS(ayF 60H [Mﬂ[ Y!I sul fonyl ) phenyl | met hanam ne (0.20 g,
0.92 mmol) in NW (1 m). The reaction m xture was

stirred for 1 h at roomtenperature, then 25 diluted
with water (15 m.) and extracted with EtOAc The

E’%‘l“&&ﬁ phase L \galRihydrosg-rpethad M3 [4-F(me i
2- PP 95 HiBflorol bfIHrb R g %%%%%eﬁeéb&? il CroC12 (10 )

TF CT o1 operoxybenzoi ¢ aci d

T%Q}tl%%oﬁlpogncy @1%@'4)6%)“3& ﬂTbﬁfIréH foMaAs- (4—$1§/dfdk99e1fz9b G3Rethyl-2-

m n and then overnight at room tenperatare.
oxpdal3-(tofluerprethy®phey1]- I:I,I'Zernln}EiﬂowridmmabW aad tenzensulfonyl

ter, shed with Na2 2(13 NaHCO3 and brine. The 30
Ch%d@ qng%y@glqdrp emplehly 25 of the residue

HQ@%%@%S%S?%W%B GO SRR A A PR RO .

Hz2¥{ B8O Q@ tep7 KBIA87. a@kmmd (\rsS) HZ}SO Mﬂual msa&gmd@ M, d,78.6
of acetonitrile/water at a flow rate of m n.
Ha#yy @62 €LHrdy I i 131); 150 (@Hx d.uk @0 &) 07 3eBH, Is9; 2.021(3H, s).

und 9% . 1H NVR (DVBO-d6) 8 9.92 (1H, t,
Ai%ﬂ§%§4$%$&é3§@“¥ H, dd, J 4.4, 1.6 HzZ): 8.34 (1H d,
J57.5 H): 7.96 (2H, dd, J 6.7, 1.7 Hz): 7.90 (411,

m); 7.87 (1H, t, J 4.4, 1.6 Hz); 7.71 (1H, d, J 7.9

Exldiﬂple 8554 ( 2HN-p-(1J1-Bidkittbiyothz Sidid-2H1)Hnz
455 (21 d, )60 H). 201 (30 ). AP
538 | dihydnogyfidinen3- carboxamide

t fl th h di h
Thpé@ pﬁgncgé% mg, ) \rVIas pr%ggrg n}/ ILI)(Q en%o%enzyl% 6-1|ne yl -2-0x0-
1-[3-(trifluoromethyl)phenyl}-1,2-dihydroproline-3-carboxamide and 3-

chloropropanesulfonyl chloride using the general method of Example 56.

"H NMR (DMSO-ds) 8 9.78 (1H, t, J 5.8 Hz); 8.37 (1H, d, ] 7.4 Hz); 7.88 (2H, d, J 7.6
Hz); 7.79 (1H,t,J 7.8 Hz); 7.70 (1H, d,J 8.2 Hz); 7.28 (2H, d, J 8.6 Hz); 7.14 (2H, d, T 8.5
Hz); 6.61 (1H, d, J 7.5 Hz); 4.43 (2H, d, J 5.8 Hz); 3.69 (2H, t, J 6.5 Hz); 3.47 (2H,t,1 7.4
Hz); 2.38 (2H, quintet, J 7.0 Hz); 2.01 (3H, s).

APCI-MS m/z 506.3 [MH .

Example 86 6-Methyl-2-0x0-N-[[4-(4-pyridinylsulfonylphenylimethyl]-1-[3-

(trifluoromethvyl)phenvl]-1.2-dihvdropyridine-3-carboxamide
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carboxylic acid and the appropriate nethanam ne

derivative and using the general nethod of Exanple
w@ago4l2conpounds of Exanples 87 to 91, 92(b)PemndE2003/001739

93(b) were prepared: Exanple 87

6- Met hyl - 2- oxo- N-f 4- (phenyISLi {)on )~ benzyll-1-f3 15

(trifluoromethyl)phenyll-1,2- ] hydr opyri di ne- 3- car boxa

m de The title conpound (34 ny, 21% was prepared

using 1-[4-(phenylthio)phenyl]nmethanam ne (from

t hi ophenol and 4-fl uorobenzal dehyde). 1H NVMR (CDC13) 8

9.90 (1H, t, J 6.0 Hz); 8.34 (1H, d, J 7.5 Hz); 7.90
a)ngﬂr(PE&d1n74-§ﬁul@%ﬁ,l)ph§nfél]l%&1§naHﬁhe 7.78 (2H, m; 7.59

Hz H d, J 8.4 Hz); 6.60 (1H,

Tada mixtireof 420etdaptopvridiBe (R&lg, ‘d2 ndmel) andHKY¢CO2 (DA g( BH4 mmol) in

NIRRT DR G R 1099 g B s DI 5 e g i wes then stisred

ot 5 Fbi? b Afersopling s fession Wiy i vt watr 30l and

extrd@ed 39th O Al Th@oﬁg@ﬁ'i@ @,Hﬁz@nt(@ﬁ)s dWporatel a4 (M@ siAGEBRES%d in
using 1-[4-(1, 3-thiazol -

mgthandl f Sy bhmhyﬂljldﬁemwg riSmemol) vaam adderbaciape otikivazssired for 3
and 4-fl uorobenzal d 1H NWVR (400 MHz, DWMSO-d6) 8

h & rgqm (tq;p{)er@turej Q\éte& a&q‘gg{on gt watey, Ilpf': mathagol ﬂasgelpgyed i@ vaguo and

th%?e’_%iug gﬁtr €)7d \%1.}1[:%‘%1 ?%.ﬁﬁe g&?m.ﬂj?ag?z\? s]d}@sovez I\%Cﬂ,zﬁtered and

evhpdiated dfd aiézr):sﬂueﬁt%slcﬂjséol\ae?i ik Blhene @6 0AN, 'Idlci@lu&'félﬁolutmn was
6 59(1H, d, J7. 7THz): 4. 54 30 (2H, d. J 6.4 Hz): 1.

heqtg#ito 40 °C \m@mw@mmdpmﬂsgzwzmn@ 89s addeﬂ and the

tel@p%'@iuﬁvg%n%égggg i_oﬁ &(I\gégilﬁ(? m%ﬂ%p lé%f? g(gﬂliplgnwater (50 ml) was added

o R R SRS ARP A T reRyaRBy 1 ey Baeifee
dids@Bred In Hlathahblldnd skwlp @del tblaqnmue BB %\imsmbHie PES 8 in methanol
using 1-[4-(pyrimdin-2 ylsul fonyl)phenyl]net hanam ne

(19 ilp Afer séringgoophat rdogi ieenpradurs tid mbﬂdb epipdaiwhy ae)btained.
0. d6) 9.63 (1H, t, J 6.1 Hz); 8.69 (1H,

(O&Ogay%gawyhl%s%?(m d, J 7.5 Hz); 7.60 (4H, q, J

ABcEMSZh: 3RS Ut M 7.23 (2H, d, J 8.3 Hz); 6.30

(1H d, 377°4"F):" 4.27 (2H, d, J 6.6 Hz); 1.70 (3H,

s). 10 APCI-MB nmiz: 529.3 [ MH].
b) 6-Methyl-2-0x0-N-[[4-(4-pyridinylsulfonyl)phenyllmethyll-1-[3-

(trifluoromethyl)phenyll-1,2-dihydropyridine-3-carboxamide

To a mixture of 6-methyl-2-0x0-1-[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-ylsulfonyl)phenylJmethanamine (0.20 g, 0.92
mmol) in NMP (1 ml). The reaction mixture was stirred for 1 h at room temperature, then
diluted with water (15 ml) and extracted with EtOAc. The organic phase was dried
(MgSO0y), filtered and evaporated. To the residue dissolved in CHyCly (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 CHCly and water, washed with Na,S,03, NaHCO3 and brine. The

solvent was removed in vacuo and 25 mg of the residue was dissolved in acetonitrile/water
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Exanpl e 90
N-[4-(1H | m dazol - 2-yl sul fonyl ) benzyl | - 6- met hyl - 2- oxo-
wo 20034043024 i f | uor onet hy) phenyl | PCT/SE2003/001739
-1, 2-di hydr opyri di ne- 3- car boxani de The title conmpound
(8 ng, 16% was prepared usi ng] 1-[4-(1H i m dazol -2 15
yl sul fonyl') phenyl ] met hanam net 0% r om
2- mer capt oi m dazol e and 4-fl uorobenzal dehyde). 'H NWR
(DVMBSO-d6) 6 9.91 (111, t, J 6.2 Hz); 8.35 (2H, d, J

o S g By O bl e
acé%tnle/ﬂateﬂ at & foviriEdte ob20 kil Fredze cﬂgi%? of e mfkturd affoflied the
02 (3H, s APCl -M5 m z: 517. VHH] . 20

utm@ngimmge@ ).-N-14-[(1-nethyl -1 H 1, 2

1@%?@&@@% S ¢ %’tlhi,? Fﬁ;gé SR€ O, dd, T 4.4, 1.6 Hz); 8.34 (1H, d, T

7. ?rﬂ')hz‘/ gﬂdgjr@?éfggkﬂ{} %6@&%3‘“‘?8‘? (P, FRAPPEREN P71 (1m g,

J’71.9{E¥k),[’(34(m{|31)111‘81|1‘1-1ﬂ-)5864(2H| @21082512) 4.55 (2H, d, J 6.0 Hz); 2.01 (3H,
yl ) sul f onyl ] phenyl } net hanam ne (from
8)3- mer capt 0- 4-met hyl -4H 1,2, 4-triazole and 4 25
). 1H NVR (DVBO-d6) 6 9.95 (1H, t, J
A%bg%’)“? §3$%%E{riﬁ s): 8.36 (1H, d, J 7.5 Hz): 7.99
(2H, d, J8. 4Hz) ; 7. 89( 2H. d, J8. 5Hz) : 7. 80( 2H, t, J7. 8Hz) ;
7.72(1H, d, J7.8Hz):7.59 (211, d. J 8.4 Hz): 6.62 (1H,
Stekiting fron 6-4zothyl4-680-1 3B (tritluodorbietByl 188 dihgtkop$idine-3-
2. o% (3H, s). 7 APCI - f\t/rs(mzu 532. %m? d% opyidine-
caﬁm&hoagé 27d (REPPSRPIER) 1Deth7BeNing zz@\@aaapn@ugﬁg the general method

of xa:[n g}/ ég(g; n%p(o?mge ofr%xamples Qf(tozﬁl _92(b¥ a%dc' g?[({)?w%}el peggaied:

3-(trifluoronethyl)phenyl 1-1, 2-di hyddr opyri di ne-3-carb
oxam de a) 1-f4-f(5-Methyl-1, 3-oxazol -4-yl

Examplesy| | phend Megtyhanaw-Nd4-$pledylsulfonyl)benzyl]-1-[3-
5- nethyl 4-[(4 nethylphenyl)sulfonyl] 1, 3- oxazol e

tr apl)phe hdilvdropyridinerd-carBpxamid®er ki n Tr ans.

b ﬁe%%%@fz%@ A e bR 5o Y
1- ﬁn@)hgmﬂthl@)ﬁ a&]&%’cﬁﬁ%ﬁﬂﬂao(rﬁ%ﬁi fﬁﬁ&rﬁr Eﬁcﬁ)anglgf t%?orﬁben%alﬁehyde)

. wer e ad The reaction xture

HsItJNERc «@Danys hoat(eH, ¢, 6 6A0HEL); 3Brqmiine, J 1.9 H:G47.9n (61{ 69); 7.80 (1H,
}Eavvas added and the m xture heated to 90 C for an

t, b3tdiHn) oha® (ZH.pm); 7.59 (2H, t, J 7.5 Hz); 7.49 (2H, d, J 8.4 Hz); 6.60 (1H,d,J 7.7

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-ox0-N-[4-(1,3-thiazol-2-yisulfonyl)benzyl]-1-[3-

(trifluoromethylphenvl]-1.2-dihydropyridine-3-carboxamide

The title compound (50 mg , 21%) was prepared using 1-[)4-( 1,3-thiazol-2-
ylsulfonyDphenyl}methanamine (from 2-mercaptothiazole and 4-fluorobenzaldehyde).
1HNI\/JR (400 MHz, DMSO-ds) 6 9.91 (1H, t, J 6.1 Hz); 8.32 (1H, d, J 11.8 Hz); 8.23 (1H,
d,J 7.9 Hz); 8.06 (1H, d, J 3.1 Hz); 7.95 (2H, d, J 8.4 Hz); 7.87 (2H, d, J 7.2 Hz); 7.78
(1H,t,J 7.9 Hz); 7.68 (1H, t, J 7.5 Hz); 7.54 (2H, d, J 8.4 Hz); 6.59 (1H, d, J 7.7 Hz); 4.54
(2H, d,J 6.4 Hz); 1.99 (3H, s).
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10 After cooling, 2 % aqueous NaHSO3 (10 ml) and water
(40 M) were added and the m xture extracted with
wE@Ao439The or gani ¢ phase was evapor at ed, the PEeBFSE2003/001739
di ssolved in nethanol and slowy added to a m xture
of 25% amonia (150 m) in (tﬁanol (100 mM). After
stirring for 3 h at roomteE‘El ature the ammoni a was
renmoved in vacuo and the water phase extracted with
Et OAc. The or gani c phase was dried (MgSO4), filtered
Ap@pmgsm@/ggmgam affording the subtitle conpound (2
g, 519 . b)
6- Met hyl - N- 14-[ (5- net hyl - 1, 3- oxazol - 4-yl ) sul fonyl | benz
EyI i-2-0x0-1-[3- (trifl uoromst hyl)phenyl | -1.2-di hydrop

89c ar box £MethyReoxo- Anntsiing - ylsulfem vDParAdy] Ina E3-
eooare sin ~{A4-1(5- rre.t h I -1 -oxaéo -4- 20
= DVSO- d6) 8

Tt o 10l g
yls(tﬂ;ﬂdnyljphahyﬂnﬁtﬁdn)innr% (&3n( 2 errcti\ptobl)_/gnﬁdﬁzﬂz éﬁd f(ﬁ gﬁbr()sl:§eilﬂaldehyde).

HZNb@ (%1}4305916) @9@ (gHH, T§)L HOpPGP-(VH, tyiz4.9 552, 803 (ik]d, T 7.5

BT BT, 3056 Bl A s 220 (PErt 3 Hab S0 (I .7 7.4 Ha;

441 0H, lups @by breany! | -1 2-di hydr opyrl di ne-3

- car boxani de ‘a)
ABCHBLS( et BY9. étlePbdyI )pyridin-3-yll rret hanani ne WO

2004/ 043924 PCT/ SE2003/ 001739 173 To

2-chl oropyri di ne- 5- carboxyaldehyde (0.50 g, 3.5 mmol)

(5 M) ;8 ) O
EaQnR-IifEO 05s addegiHs 2
(trﬁlh%&&héthﬂp}éfxﬁﬁfl @Gﬂivﬂﬂﬂ)m&fﬁ% 3f @ﬁs&{aﬁﬂdé“ xture was
diTuted With water (15 m) and exiracted wth EtOAc.

Thehiglewogmpoimnd (ﬂmgel@%}swwpmparad asdngnd4t(hH-inagizdle-

d| ssol ved jn nethanol. s Sodi um borohydride (0.26
yisplignyhphenylimsthansnatre sfiom: Jimerparioipidazele ppd d- rolz?nhald@hyde)

OO ASRERTSY o AR R P s 0160

7. %tglfm;;l% Wizb; 2HAEL A, 1 ThaIA! 980 SN ases ves 7d2i]7' @E{Q& §.61 (1H,

, filtered, evaporated an treated Wit
d, § 30 1)) 5. 75¢1HhD; €5, drilaWHe); 20208Ehey. us tribron de

) was added and the m xture stirred
Al%&éﬁ%i%g)ﬁ%ﬁmtenperature. Water (50 nl)

Example 91 6-Methyl-N-{4-[(1-methyl-1H-1.2 4-triazol-5-y])sulfonyllbenzyl } -2-

A

0x0-1-[3-(trifluoromethyl)phenyl]-1,2-dihvdropyridine-3-carboxamide

The title compound (6 mg, 15%) was prepared using 1-{4-[(1-methyl-1H-1,2 4-triazol-5-
yDsulfonyl]phenyl}methanamine (from 3-mercapto-4-methyl-4H-1,2,4-triazole and 4-
fluorobenzaldehyde). ,

"H NMR (DMSO-dg) 5 9.95 (1H, t, J 6.0 Hz); 8.74 (1H, s); 8.36 (1H, d,J 7.5 Hz); 7.99
(2H, d, J 8.4 Hz); 7.89 (2H, d, J 8.5 Hz); 7.80 (2H, t, J 7.8 Hz); 7.72 (1H, d, J 7.8 Hz); 7.59
(2H, d,J 8.4 Hz); 6.62 (1H, d, J 7.3 Hz); 4.59 (2H, d, J 6.3 Hz); 3.86 (3H, s); 2.02 (3H, s).
APCI-MS m/z: 532.3 [MH.
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10 was then added and the m xture extracted with

Et OAc. Finally, the organic phase was evaporated, the
wo e®iaud24i ssol ved i n net hanol and sl owl y addeBCT/SE®03/001739

m xture of 25% ammoni a (20 m) in nethanol (20 m).

After stirring for 3 h at n@glterrperature t he

subtitle conpound was obt ai . 15 b) 6-Methyl-N{

[ 6- (et hyl sul fonyl ) pyridi n-3-yl | methyl }-2-oxo0-1-13-

(trifluoronethyl)phenyll-I,2- dlhydropyrldlne 3-c

h de T
T O0, T

1-1Y- thmbfafﬁétm- enyl]-1.2-dihydropyridine-3-carboxamide
- nmet hy I n-3-yl ] met hanam ne. ' H NWR
(DI\/SOd6) 8 9.98 (1H t, J 6.1 H); 8.71 (1H, s); 8.36
1+ . .1 20 2,7 2HdJ83Hz)

To ?&etké]é?—%%é%%hgﬂyhﬁréyéﬁgﬁ?xsﬁa fé&)&%%ﬂgﬁﬁﬁad a&oqgng %6'5 Chem.
SOC_S[ﬁrleﬁgglq?ﬁ Ff%%ogr g%t thﬁt)((matmls suhfrenydijsobrayh thidrabstzdne,

N- l)rpnlemhdclinlnud_b-(dlﬂ‘gédﬁ(ﬁluymlO?l ang- 232b @aolt;s(ﬂanﬂhﬁlpmllpmltﬂle) (0.27 g, 1.6

§ 2 - -
el R SHA TR GFAR Y BTy P B Tehea 4P e famine
(@ %(F%(ga 'MSSm}n aﬂwﬁs LdiRd Bnd Be 2 xEOhatdd BRI b hi&itibfal2 h.

After &d0liap0Ped é't}deoés NhMSO9¢ 10, i) Gind 2itsradd eyrwele2dde@jrattha
ne- bis(tetrafluoroborate) (0.45 g, 1.27 nmml) was

mixtuektradind witddO Ao The mgan@ phase Wesevegomtedahegeside dpsolved in

mehago AR JORE G 0 960 SOTAOBE  SBb epgb100 mb.

After é‘t rﬁﬂ F ?&n_? ﬁ}l%aoiégftg ?‘Qatdf'ff RGO AW E Mm ed in vacuo and the

ace wrate of 20

wafek 9@@5@ efltriidtod with BtOAcIThe orgeniaphadeded drivd (MgSICB,) filtered and
cormpound (75 ng, 29% . 1H NMR (CDC13) 8 10.02 (1H, t,
evapogitetl #ifording. tmersqbllﬂe compgursl @ H2)%)7.88 (2H, d, J 8.4
Hz); 7.84 (1H, d, J81Hz) 7.76 (1H, t, J 7.9 Hz):
7.51 (4H,d, J8. 4Hz): 7. 44(1H.d, J8.0Hz); s 4.67 (2H t,
)y

sﬁl@&'wlﬂenzjvl B23xb20-£3-
(tri 14>_n§ hihbﬁ\kll ﬂm&&eﬁmlhe-zm&ﬂ& oxoet hyl )-1-13
The title compound (7 mg, 21%) was prepared using 1-{4-[(5-methyl-1,3-0xazol-4-

yDsulfonyl]phenyl methanamine.

"H NMR (DMSO-ds) 8 9.92 (1H, t, J 6.0 Hz); 8.39 (1H, s); 8.35 (1H, d, J 7.4 Hz); 7.88
(4H, t,J 5.4 Hz); 7.80 (1H, t, J 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, J 6.1 Hz); 2.64 (3H, s8); 2.02 (3H, s); 1.91 (2H, s).
APCL-MS m/z: 532.3 [MH'].

Example 93 6-Methyl-N-{[6-(methylsulfonyDpyridin-3-yllmethyl}-2-oxo-1-[3-

(trifluoromethylphenvl]-1,2-dihvdropyridine-3-carboxamide

a) 1-[6-(MethylsulfonyDpyridin-3-yijmethanamine
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(trifluorometh 1)y

phenyl | -1, 2-di hydr Uyri di ne- 3- car boxam de 10 Phosphor us
we@xyalohdedi de (1.8 m, 19.7 mmol) was added dr op@i/SE2003/001739

under argon to a stirred ice-cooled solution of dry

N, N- di met hyl f or mam de (2.8 m127 After the addition,

the cooling was stopped and %e m xture was stirred

at roomtenperature for 30 min. Dry dichloronethane

(10 M) was added and the solution was cooled to -20
T P bt 00 5 33l 1 T S o
mah@:[eyﬁlb}aﬂc @30 )7 DRy xdasm&dad IEhecmixlmmm; tkeen(stirtkd gt 70 °C

2.4 mol ) was added in small portions at such a rate
overaghtt Aéter Qc@hipé,rtaﬁ (Ragtion mixipie Wasshluigsbwish water (1§ wdrandzxtracted

wilhBiof é‘gleaﬂﬁa'f B s o e B Fosgyeivef g ggpanol.
Sddidin b QU e G(%xgrgcﬁ) wieside@ah& theaRk nBe Yk fo?%gh at room

a cool e i on of Yo'agueous sodi um car bonat e

temipgratuad) dkﬂsdrlaﬂdﬁdn af wareg,thé apenal waerehived nhvacih'h and the residue
m xture was extracted with ethyl acetate. The 2

exma@taﬁ weth GlFls Rhsrosganigsphage Wiag ﬁnwéfMgS Ol le@red,owaE@rated and

L SRATE 1AL A e e 065 0

mioBRAsBdb¥EartdthEntiRtugt é{ﬁretdhﬁlenﬁ% |a?rdb?1m%ﬂé§btﬁ€ Water (50 ml)
yel'l ow solid. 1H NWMR (CDC13 0.06 (1H,

widzthen &ddéd apd Hhe m1)x;tur8 eﬁﬁac(téd-imthl EtOAE thhit}), ,”che?orgﬂn(: 3hhse was
d, J 8.2 Hz) 82 (1H, d,
evapgajgd) the yesg:}ye dissolygd ergmethqyol apd@lOV(lI Hddfaj to agg1xgurg oﬁ 25%

a‘@“é%‘a?%érﬂ)( meég%’ff 2@,4111) thé%%&igg/éozgl}at’r%@%f ]at)ure the
sugﬁﬁé'rpé ﬁ)&ﬁld%a@di}i’dme@l met hyl - N-f4- (et h | sul fon

) benzyl 1- 2- oxo- | -
(trlfluoronethyl)phenylI-I 2-di hydr opyri di ne- 3- car boxa

e WD 2004/ 043924 PCT/ SE2003/ 001739 175 A m xture
_),6r—Methv1—N—{ [6-(methylsulfonvDpyridin-3-vlimethyl}-2-0x0-1-[3-

( 6g net héﬁ DH Aﬁ hnie; Iaﬁl uI foa%l )skggg}%gxgmlae oxo-1-[3-(trif

Theithd dbnipoana 7 4) r@?&rg’d gahp ?‘?%ﬂﬁsﬁ%y‘é@&n&n -3-

appl i cation SE 03

yIjmdthgldinine of6- cmesthyiaulfml)pgmdmrs S nathohartis, o ) and
‘EENR é&s&@@@s 588 (L kS S e (s g,“%” Sl Y9595 s 01

(ZHh(EJI)Ot he reS| Ef‘&es Ei)%lr I?ﬁttdvy\%ﬁzgr epa %Qaﬁﬂ%yﬁgailH d.J
795&& %mﬂl $69HRO3DS (313, 9; ms 552' i d (33 g, 569%).

13): §.10.09 (1H, T, 8.55 (1H,
ARCE-ME 7z: A0643 [MHJ 8.3 Hz); 7.80
Example 94 5-Fluoro-6-methyl-N-[4-(methylsulfonyhbenzyll-2-0x0-1-[3-

(trifluoromethvl)phenyll-1.2-dihydropyridine-3-carboxamide

To 6-methyl-N-[4-(methylsulfonyl)benzyl]-2-oxo0-1-[3-(trifluoromethyl)phenyl]-1,2-
dihydropyridine-3-carboxamide [Example 1.1] (0.25 g, 0.54 mmol) in acetonitrile (4.5 ml)
under argon, 1-chloromethyl-4-fluoro-1,4-diazoniabicyclo[2.2.2]octane-
bis(tetrafluoroborate) (0.45 g, 1.27 mmol) was added. The reaction mixture was heated at

80 °C for 2 h. Water was then added and the product purified on a Xterra@Prep MS C8
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(1H, d, J 7.8 Hz); 7.74 (1H, t, J 7.9 Hz); 7.52 (2H,

d, J 8.4 Hz); 7.50 (1H, s); 7.43 (1H, d, J 7.6 Hz);
wd2@4/0§B0% t, J 6.4 Hz); 3.01 (3H, s); 2.59 (2PCT/§E2083/001739
7.5 Hz); 2.04 (3H, s); 1.23 10 (3H,t,J7.5Hz). APCI-Ms
mz: 493 [MH J Screen 15 Hu LE Neut rophi | El ast ase
Quenched- FRET Assay The assa;llﬁl ses Human Neut rophi |
El astase (HNE) purified from serum (Cal bi ochemart.
324681; Ref. Baugh, R J. et al., 1976, Biochem stry.

corbityy (19 &b iz RS EHGE BEebA AT R L HER Kote 20 ibnin.
Freezo tinaseof the baktued gfdrdeditheasicicoapbasd(7Suhgt205 e V

Fl uorogeni c, MeQOSuc- AAPV- AMC %Cal bi ochem art. 32474
'HRGYIR (QIEk) § H)-ONCUL, tok S il 867 IR0 Brpahisrog, 8.4 Ha);

7 AL L TR BT 20 005 BT e EHEh 7 0. 8.0,

t 'l flat-bott
B S St S

"ARGIIVMSwe/d: W?B{MH HNE i n assay buffer with 0.01%

TritonX-100. The assay buffer constitution was: 100
nmM Tris (pH 7.5) and 500 mM NaCl. The enzyne and the

conpoypds were, i ncubat.ed_.at ..r oo ure fo
E gg Then%—@% l% &M@E@Q@w Xy Bt s

(nfA BRI GRATIN Nihy 8lo0PREHe Al difboxihidd Nut €5
cubatron at room tenperature by adding 60 Al stop

Phespheiisax ycHI6Ader. et 17 agndd) wﬁ@ﬁ)ddaswldsqdmmmrﬁﬁr argon to a stirred
nmonochl oroacet ate, 60 mM sodi um acet at e,

icertapdadesobusio, NM@B@@MH@W@W‘@@@M) @’4!)@9212? a@?dltlon the cooling

PCI/ S 0017 9 17 1420 Vi.c
waly Stop e {8 Pk v i Ao Ecimaet e Yo 50 R TG
d1c‘f1?$&51%§th\ﬁﬁé 8L0d61 S V1085 MR (Y seflufibl wablEddted 'dot-QO P@ &Méﬂgyl-N- [4-

When tested in the above screen,

(methypalfonid)hehzyihe-dxoalvs- aﬂﬂgamdlﬁ&mmyuész-ﬂmydr@yndme -3-
i nhibition of human neut rgghl | el astase activity of

cabegamidid 1:&92{61 mmed wastadged innwpall pretionsatsuthnatdthat the

ernpRsBa D! SuBRELAC, ABePPEREY 3 UG P ERBUE 34 5,246
mIBQl') lvx%‘@"aﬂ@ed-raﬁ‘ﬁl the nﬁﬂﬁfeml&s' 1RBteffto TR ToNEY i@ A reaction mixture

| ast ase
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
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.

1HNI\/IR (CDCls): 6 10.06 (1H, t, J 5.3 Hz); 9.47 (1H, s); 8.66 (1H, d, J 7.4 Hz); 7.89 (2H,
d,J 8.2 Hz); 7.82 (1H, d,J 8.1 Hz); 7.71 (1H, t,J 7.9 Hz); 7.53 - 7.49 (3H, m); 7.41 (1H, 4,
J 8.2 Hz); 6.50 (1H, 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 [MH 1.

Example 96 5-Ethyl-6-methyl-N-{4-(methylsulfonyhbenzyl]-2-ox0-1-[3-

(trifluoromethvl)phenyll-1.2-dihydropyridine-3-carboxamide




10

15

20

25

30

Conpound 1 G50 (nM
1- (3- Bronmophenyl ) - N- (4- met hoxybenzyl)

W® 20080894 2- 0X0- 1, 2- di hydropyri di ne-3- 353 carP®DSEWDIIEN1739
6- Met hyl - N-[ (5- met hyl i soxazol -3- yl)nethyl]-2-o0x0-1-[3
318 (trifluoronethyl)phenyl] 7% 2
di hydr opyri di ne- 3- car boxam d
N- (2, 3- Di net hoxybenzyl ) - 6- net hyl - 2- oxo-
1-[3-(trifluoronethyl)phenyl]-1,2- 701

A GhiRMAE BPF et gﬂ-q\f - %ﬁétﬂ?fé@ﬂbrﬂﬁ)b'éhiﬁ] -3 ox B YR ubromethyl)

- benzof ur an-

phznﬂlidkmn;ol—ﬁ%{dﬂay(drmpyﬁidw@mbyi@nﬂh €pattdt apPledation SE 0302487-4)
1, 2,3, 4-tetrahydropyrim dine-5 carboxam de WO

(53 e O30 me)) P@%ﬂ/@@z 8y @oarew (11 72) igetians] @5 m) and BOAC (15

m]élwrg%(sﬁg)gﬂ (‘szgo%)usim un%ez( %ygrogen al}/nos%ere-gz 16]h Tl}:\;lnnxture was

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%).

"H-NMR (CDCls): § 10.09 (1H, t, J 5.7 Hz); 8.55 (1H, s); 7.87 (2H, d, J 8.3 Hz); 7.80
(1H,d, /7.8 Hz); 7.74 (1H, t,J 7.9 Hz); 7.52 (2H, d, J 8.4 Hz); 7.50 (1H, s); 7.43 (1H, d,
J7.6 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
(3H, t,J 7.5 Hz).

APCI-MS m/z: 493 [MH 1.

Screen
Human Neutrophil Elastase Quenched-FRET Assay

The assay uses Human Neutrophil Elastase (HNE) purified from serum (Calbfochem art.
324681; Ref. Baugh, R.J. et al., 1976, Biochemistry. 15, 836-841). HNE was stored in

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, MedSuc-AAPV—AMC (Calbiochem
art. 324740; Ref. Castillo, ML.J. 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 uL in 100%
DMSO, followed by 30 pL HNE 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 ul substrate in
assay buffer was added. The assay was stopped after 30 minutes incubation at room
temperature by adding 60 pl stop solution (140 mM acetic acid, 200 mM sodium

monochloroacetate, 60 mM sodium acetate, pH 4.3). Fluorescence was measured on a
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N-(2,3-Dimethoxybenzyl)-6-methyl-2-oxo-
1-[3-(trifluoromethyl)phenyl]-1,2-
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are joined together such that the group -NR4L
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PCT/ SE2003/ 001739 179 L represents a bond, 0, NR 29
Clamsg 10 6 al kyl; said alkyl optionally incorporating
a heteroaton1se|ected fromO, S and NR16; and said
al kyl being optionally further substituted by OH or
1. Q¥eonpo@d nEformekrfls a nonocyclic ring system sel ect ed
from i) phenyl or phenoxy, ii) a 5 or 6 nenbered
heteroaromatic ring containing one to three
heteroatonms 10 independentl|ycpel ected fromO, S and
N, iii) a C3to 6 saturatqﬁ 0 partlalgy unsat ur at ed
cycloal kyl, or iv) a or partially
unsat ur at ed het er ocycl g c talnlng one or two
het er oat ons |ndepend ectgtl fromo0, S(Op and
NR17 and optionallﬂ? urt thorporatlng a car bonyl
group; or is @& represents a bicyclic ring systemin
whi ch” each, of the two 0$ i s independently
selected from i) phen ) ii) a 5 or 6 nmenbered
het eroaromatic ring 21 ng one to three
het eroatons indepgmigpntly selected fromO, S and N,
iii) a C3to 6 saturated or partially unsaturated
cycloal kyl, or iv) a C4 to 7 saturated or partially
unsat ur at ed het erocyclic r{i)ng contai ni ng one or two

wherein:

X represents O or S;

1 2 1 1 . .
Y represents N or CR ; and when R™ represents OH, Y™ may also, in the tautomeric form,

6
represent NR ;
2 3 1 2 2
Y represents CR™; and when Y represents CR™, then Y may also represent N;

R1 represents H or C1 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
so,NrRMR™,

and, when Y represents N, R1 may also represent OH;
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het er oat ons i ndependently selected fromO, S(Op and
NR17 and optionally further 25 incorporating a
W@ 200001394 gr oup; and the two rings are either PCBESE2003/001739
together, or are bonded directly together or are
separated by a Iinker group zgl ected fromO, S(Oq or
CH2, WD 2004/ 043924 PCT/ sE2003% 001739 180 said
nmonocyclic or bicyclic ring system being optionally
Aurther substituted by one to three substituents
Rii mgmpemiHn €1 yo § elkat pephdnybsridiphet beidlg aptiogaldy foyther Gbstituted
al koxy, hal ogen, NR18R19, NO2, OS02R38, C02R20,
bycbelﬂgepl NFpto @@W@@ 6 GkSyWR23R24,  SC( =NH) NH2,
NR31C(=NH) NH2, S(O) sR25, S02NR26R27, C to 3 al koxy
gubstituted by 5 one or nore F atons and C to 3 al kyl
' one or nore F atons; or
Rv#gﬁg%tt%fgggalg en%%é%f%sbgé]lk a bond, & may al so
represent H 10 in, p, g, s and t independently
represent an integer 0, 1 or 2; R8 and R9
R lrgglee@ﬁﬁyﬁrgrll:y represent H d to 6 al kyl, fornmyl or C2
to 6 al kanoyl; said al kyl being optlonally further
substituted by phenyl optionally substituted by
alogen, O to 6 alkyl, d to 6 alkoxy or SO2R30; is
G Ofeptesentgplishgl diRBfRYe-t@@RE-embef hekestrematidrii®cohtaining 1 to 3
nmenber ed azacyclic ring optionally i ncor porating one

hefe%:it&ﬁi inA8pueRt c;gé@lé:c?écﬁf?&ﬁ‘b fs Qrn1@, or% fé%reléla%ga el six-

and R19 i ndependently represent H, to 6 al kyl A

mdr e sl B Baulf P 00 urorel ﬁrlﬁ‘ﬁﬁrﬁ{% 308 et or
SIX%ICH@E%?EE%@ ?ﬁ‘a&*ﬁ@ i r%‘#?%%f HotEEhig Shuafhitone

heﬁz%a@orﬁ k¥t te@IBHPODS 'aﬂd?N‘Rﬁ kx@l@ﬁ:' R]Y? re{n‘éééﬂ'ﬂ@H stubshid zﬂkﬁd
by one or nore substituents selected i ndependently

fromOH CN, CONR35R36, CO2R37, OCOR40, C3 to 6

5cycl oal kyl, a C4 to 7 saturated heterocyclic r 95 25
R Cepicadnts HOha0ogeno C1ttvve aliefl aCaC bes6 hnkdﬁp,emdgmy , C1 to 3'alkyl

selected fromO0, S(OP and NR43 and phenyl or a 5 or
substitead by ek treheredaatomatorr €1rtd Bgllooaytsabstitmgd bpent or tiorele atoms;

het eroatons i ndependently selected fromO, S and N;

sai d arorrati c ring being optionally further WO

]ZOOé/léld 1n epen {1}§ IEezpCI)‘gS?éélpﬁ %ﬂ to 3 alkyl; said alkyl being optionally further

substituted by one or more F atoms;

. 5 .
n represents an integer 1, 2 or 3 and when n represents 2 or 3, each R~ group is selected

independently;

R4 and R6 independently represent H or C1 to 6 alkyl; said alkyl being optionally further
substituted by OH or C1 to 6 alkoxy;

4 . .
or R 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 O, S and

NR16;
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181 substituted by one or nore substituents sel ected
i ndependently from hal ogen, CN, d to 4 alkyl, d to
wd 2@kkeoys OH, CONRA4R45, CO2R46, S(O SR4A7 andrPCHSXX0HIB001739
R26 and R27 i ndependently represent H C to 6 alkyl,
formyl or C2 to 6 al kanoyl; 7'59R32 represents H O to
6 alkyl or C3 to 6 cycl oal kyﬂ, R38 represents H d to
6 al kyl or phenyl; said phenyl being optionally
further substituted by halogen, Cl to 6 alkyl or Cl
to 6 al koxy; 10 R10 R11 R12 R16 R17 R20 R21 R22 R23

R24 R28 9 1 3 5. 6 7 9.R40 R41
L 5925 ME )8R 6 Sl o T AL ISP L S
or a>>>>>>3>>C hgto 6 al kyl; 15 and
helgrsiamm sdedted EPMO o abNBo andanidsrliyl Beisgroptignally forber
proviso that the follow ng conpounds are disclained:
subgtiged DY Ol o @QMSet hyl - 2- oxo- |
- phenyl -1, 2-di hydr opyri di ne- 3- car boxami de;
2I\I- (2-phenet hyl)-5, 6-dinethyl-2-oxo- |
G 'ﬁ?x%'é‘éﬂtg én%hgé)ﬁiﬁ@ Eﬁg%&ét%%l’egted%o%:box am de;
N-{ 2- hydr oxyethyl) - 2, 4- di oxo- 3- phenyl -1, 2, 3, 4-t et rahyd
ropyri m di ne-5-car boxam de; 20
) N-LZ- di met hyl am no) et hyl ] - 2, 4- di oxo- 3- phenyl -1, 2, 3, 4-
i) t pneyth PBPRARPKY.N di ne- 5- car boxami de; 4-
[ 2] - di - o ..
), i ap o Pl MeRicaametis rng coptaning gne g thres etoropipms
am nalepeddeytly selbaet from @LS and Wnd
LA-[2-1[(1-cycl ohexyl -1, 2-di hydr o-2- oxo- 3- pyri di nyl ] car
it} g ifyA o aﬂksilte@pﬁpﬁaﬂbwmr@e%eycdﬁ)alkﬁsmz. A conpound
O A g R ARt e nE B FORN e Rniadnin gge or two

and 4B s FABIARENLY ook RARY, 89244 NR  and optionally forther
PCT/ SE2003/ 001739 182 4. A conpound ‘of formula (1),

acc gRdpatiny AENbEIE gflupChai B 1 to 3, wherein G

G2 represents a bicyclic ring system in which each of the two rings is independently

selected from:

i) phenyl,

ii) a5 or 6 membered heteroaromatic ring containing one to three heteroatoms
independently selected from O, 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 O, S(O)p and NR17 and optionally further

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 O, S(O)q or CH,
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represents phenyl or pyridyl. 5. A conpound of fornula

(I'), according to Claiml, or a pharnaceutically
waecwepimbl e 5 salt thereof, for use as a nedi PEIBE003/001739

6. A pharmaceutical fornulation conprising a conpound

of formula (1), as defined i any one of Clains 1 to

4, or a pharmaceutically accje%)t abl e salt thereof,

optionally i n adm xture with a pharrraceuti cally

accept abl e ent. or car |er . t hod. of
seid FEBPIL 0B Py LR IEM By tae brinspenally TR Rt idad by gpe to three
subRfihis 'u&’d?:PlaﬂHeYi’ﬁy SecttMhohY %NOOHOEIQS SRR (b FKbRP Dalogen,

1 beneficia conpri ses 2@ ginl st erkﬂ%
NR éR3ﬁ9 Nwmﬁfe@m ,(OREgKES IS R
di sedse Or conditiofn, a ther apeut i callgy effect ive
cq

of @3 Hu

L B R A
acce t bl e sal there S ound of

ong gy pies” Fpyns 70 Gartp Fr@gkxl fut ts%ﬂy SOoR; AP 1gore i atoms;
2 phar maceutical ly acceptabl e salt thereof in the
" manufacture of a nedi cament for the treatment or
prophyIaX|s of human di seases or conditions in which
i nhibition of neutrophi% 20 el astase activity is

whee nafoes hét rep@sent B®OHE,EG Ofmag asorgaeRat HE fornula (1) as
defined in any one of Clains 1 to 4, or a

pharmaceutically acceptable salt thereof, in the

manuf act ur e, of di cament for t treat nment or
m, By 8pﬁﬁp‘gﬂ‘§168‘?nq%ﬂ€em%tr%? lafegafa@gsm&» condi tions. 25

10. A process for the preparation of a conpound of
fornula (1), as defined in any one of Cains 1 to 4,

R %é Wonhiigahdaéeere ]Fr%ser{tﬁp@“[&b @SN kohAY ATI ® 6 ARARAT, said alkyl
and pharmaceutica acceptabl e salts thereof, which

betﬁg PHibR@Y fufifacubsigutad 69 phaiyd @cﬁnaﬂl@rsﬂbdtmtédl by halB@eﬂl‘Ul to 6
04/ 043924 PCT/ SE%QOB/ 001739 183

alkyl, C1 to 6 alkoxy or SOR
or the group NR R together represents a 5 to 7 membered azacyclic ring optionally -

. 28
incorporating one further heteroatom selected from O, S and NR

32
R18 and R19 independently represent H, C1 to 6 alkyl, formyl, C2 to 6 alkanoyl, S(O)R

or SOZNR33R34; said alkyl group being optionally further substituted by halogen, CN, C1

to 4 alkoxy or CONR41R42

R25 represents H, C1 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 COZR OCOR , C3 to 6 cycloalkyl, a C4 to 7 saturated heterocychc ring

containing one or two heteroatoms independently selected from O, S(O)p and NR and

phenyl or a 5 or 6 membered heteroaromatic ring containing one to three heteroatoms

independently selected from O, S and N; said aromatic ring being optionally further
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Yomi L RNX G (R)n (Il) wherein Rl, R5, Y1,
Y2, X, G and n are as defined in Claim1l and LI
woemmpsd s a | eaving group, s with an am ne PET/SE2003/001739
formula (Il1) or a salt thereof HN.-G R4 (II1)
wherein R4, & and L are as Hﬁfined in daiml, 10 and
where desired or necessary converting the resultant
conmpound of forrmula (I), or another salt thereof,
har maceuti.c

sub%@{ﬁlgegﬂ:pf M B HOTE Sﬂkﬁ? It | tsgs?e e%&%}?b egﬁ%&ly}f%ﬁ%ﬁ&rﬂ (rgN, Clto4

i ER A8 R, SR KRR orCPa o PEOBR) FRENFEDGHS: o

i soner thereof.

R26 and R27 independently represent H, C1 to 6 alkyl, formyl or C2 to 6 alkanoyl;
R?,2 represents H, C1 to 6 alkyl or C3 to 6 cycloalkyl;

R38 represents H, C1 to 6 alkyl or phenyl; said phenyl being optionally further substituted
by halogen, C1 to 6 alkyl or C1 to 6 alkoxy;

24
R10’ Rll, RIZ’ R16, R17, RZO, RZI, R22, R23, rR? R28, R29, R30, R31, R33, R34, R35,

R36, R37, R39, R40, R41, R42, R43, R44, R45, R46 and R47 independently represent H or

C1 to 6 alkyl;

and pharmaceutically acceptable salts thereof, with the proviso that the following
compounds are disclaimed:
N-benzyl-5,6-dimethyl-2-ox0-1-phenyl-1,2-dihydropyridine-3-carboxamide;
N-(2-phenethyl)-5,6-dimethyl-2-ox0-1-phenyl-1,2-dihydropyridine-3-carboxamide;
N-(2-hydroxyethyl)-2,4-dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-carboxamide;
N-[2-(dimethylamino)ethyl]-2,4-dioxo-3-phenyl-1,2,3 4-tetrahydropyrimidine-5-
carboxamide;
4-[2-[[[1,2-dihydro-1-(4-methylcyclohexyl)-2-oxo-3-pyridinylJcarbonyljamino]ethyl]-
benzoic acid; and

4-[2-[[(1-cyclohexyl-1,2-dihydro-2-ox0-3-pyridinyl]carbonyl]amino]ethyl]-benzoic acid.

2. A compound according to Claim 1 wherein X represents O.

3. A compound according to Claim 1 or Claim 2 wherein R2 and R3 each represent H.
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4. A compound of formula (I), according to any one of Claims 1 to 3, wherein G1

represents phenyl or pyridyl.

5. A compound of formula (I), 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 1 to 4, or a pharmaceutically acceptable salt thereof, optionally in

admixture with a pharmaceutically acceptable diluent or carrier.

7. A method of treating, or reducing the risk of, a human disease or condition in which
inhibition of neutrophil elastase activity is beneficial which comprises administering to a
person suffering from or susceptible to such a disease or condition, a therapeutically
effective amount of a compound of formula (I), as defined in any one of Claims 1 to 4, or a

pharmaceutically acceptable salt thereof.

8. The use of a compound of formula (I) as defined in any one of Claims 1to 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.

9. The use of a compound of formula (I) as defined in any one of Claims 1to 4, or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for the

treatment or prophylaxis of inflammatory diseases or conditions.

10. A process for the preparation of a compound of formula (I), as defined in any one of
Claims 1 to 4, and optical isomers, racemates and tautomers thereof and pharmaceutically
acceptable salts thereof, which comprises:

reacting a compound of formula (IT)
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O

2
Y.
17T

S
N~ X

R1

(R%),

(It

wherein Rl, RS, Yl, YZ, X, G1 and n are as defined in Claim 1 and L1 represents a leaving

group,

with an amine of formula (III) or a salt thereof

H\,I\I,L—Gz
R4

()

wherein R4, G2 and L are as defined in Claim 1,

and where desired or necessary converting the resultant compound of formula (I), or another
salt thereof, into a pharmaceutically acceptable salt thereof; or converting one compound of
formula (I) into another compound of formula (I); and where desired converting the resultant

compound of formula (I) into an optical isomer thereof.



