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{57) Abstract: The invention relates to compounds of general formulas (JA) or (IB) wherein R is (a), (b), (), (d) or is -NH(CH,),OH,
-NR*C(O)CH; or -NR*C(0)-cyclopropyl; R? is methyl or chloro; R? is hydrogen or methyl; R is hydrogen or (CH;),OH: and n is
1 or 2 and pharmaceutically acceptable acid addition salts thereof. These compounds have a good affinity of the NK-1 receptor 2nd
therefore they may be used in the treatment or prevention of diseases, related to this receptor.



therefore they may be used in the treatnment or prevention of diseases,
related to this receptor 24 January 2005 WD 02108232 PCE/ﬁ$%%%ﬁ?é§%

4- - PHENYL- PYRI DI NE DERI VATI VES AS NEURCKI NI N- 1 RECEPTCR

According to a first aspect of the invention, there are provi ded conpounds
of the geé¥ePHB2¥ornul as CF3 or wherein corrpounds of f IGHERYIPS3Are t hose
wherein R is 1,2,4-triazol- | -yl and R2 is nethyl, or R is
2-hydroxy-ethy|anino and R2 is nethyl, or R is

4- hydr oxy-3, 4,5, 6-tetrahydro-pyridin-l1-yl and R2 is nethyl, or R is

4- (2- hydroxy- et hoxy)-3, 4,5, 6-tetrahydro- pyridin-1-yl and R2 is nethyl, or
R is 3- hyd{-@ﬁﬁﬁﬁ?—yﬂy'h%ﬂmﬂ' &R&VM}IVEQ%%&&M qy{wca%&orﬁ%mh&;oms'r
4-hydroxy-3, 4,5, 6-tetrahydro-pyridin-I-yl and R2 is oro d conmpounds
of formula | B are those wherein R is 2-hydroxy-ethylamno and R2 is
methyl, or R is 2-hydroxy-ethylamno and R2 is chloro, or R is

2, 3-di hydr o- [ 1, 4)Accazling-tda fidst dedcteﬁthh&v@ﬁfohythere%re #B(E\}yldefi%o g(? 'af%”o and R2
(0] .

i s nethyl cetyl - met hyl am no and
cyclopropopé%e gé? 6%§I|c acid am de and R2 IS nethyl or R is

cycl opropopane carboxylic acid rnethylamde and R2 is nethyl, or R is
i m dazol -1-yl and R; met hyl, and pharnaceuticm acceptabl e acid
addition salts therg of the invention,
there is provide® a nj ament contai ni ng one}
1A or 1B and phar nacen -"h epCabl e

CF,

A CE iB

CF, 3

or

wherein
compounds of formula IA are those wherein |
R is 1,2,4-triazol-1-yl and R? is methyl, or
- R'  is 2-hydroxy-ethylamino and R%is methyl, or
R' s 4-hydroxy-3,4,5,6-tetrahydro-pyridin-1-yl and R? is metliyl, or
R s 4-(2-hydroxy-ethoxy)-3,4,5,6-tetrahydro- pyridin-1-yl and R’ is methyl, or
R'  is 3-hydroxy-pyrrolidin-1-yl and R? is methyl, or
R' s 4-hydroxy-3,4,5,6-tetrahydro-pyridin-1-yl and R?is chloro, and

compounds of formula IB are those wherein
R'  is 2-hydroxy-ethylamino and R? is methyl, or
R'  is 2-hydroxy-ethylamino and R is chloro, or
R is2,3-dihydro-{1,4] oxazin-4-yl and R? is methyl, or
R'  isacetylamino and R?is methyl, or
R'  is acetyl-methylamino and R? is methyl, or
R'  iscyclopropopane carboxylic acid amide and R? is methyl, or
R'  is cyclopropopane carboxylic acid methylamide and R? is methyl, or
R'  isimidazol-1-yl and R? is methyl, ‘

'and pharmaceutically acceptable acid addition salts thereof.

-

According to a second aspect of the invention, there is provided a medicament !

containing one or more compounds of formula IA or IB and pharmaceutically acceptable |

excipients.



exci pients. 24 January 2005 -la Conpounds, simlar to those described in
the present application, have been described in EP 1035%37%. Th(; ﬁgrrpounds
of fornulas IA and IB and their salts are characterized VY 8
t herapeutic properties. It has been sGrpfisingly found that the conpounds
of the present invention are antagonists of the Neurokinin 1(NK-1,
subst ance P) receptor. Substance P is a naturally occurring undecapeptide
bel onging to the tachykinin fam |y of peptides, the 24 January 2005 WD
02/ 08232 PCT/ EP01/ 08432 -2 | atter being so-naned because of their pronpt
contractile action on extravascul ar sppooth nuscle tissue, The receptor for
subst ance pQ@nm)tméw@ﬂa@foﬁhﬁ’@;cg‘iéfg@fegg%ﬁ?Veffpt@Pﬂ)‘F%{ogr%."eE%e&m ed receptors.
The neurQpem.4 decr gseptsor for substance P (NK-1) is widely distributed '
t hroughout 5.the manmalian nervous system (especially brain and spinal
ganglia), tgﬁe%&gg&rﬁ&s%g}rm&g BATLn PRk ARk Ak cllak&Suiead yempesleal | y the

| ejunu a

duodenum an nd are-i1nvalved_in, regulating . f diverse’
bi ol ogi clierapewicesensstiesThBashsrp flgPﬂ%WgY foupd Bﬁ%‘?‘ﬁfo‘%‘?‘%&ﬁg%ﬁ ?{%eéﬁn.amml i an
t achyki nipReftithStdnegomsh af thehbmrmkinis 3 (NKel ebstancdPInenspioafsbstasdediifat or y
condi tions_ i ngl udi ng. i Grai pe: 1. Bt iR Fiolily®f p@stidesiahe and

i nf | amma? BFYPH0%e] rrg}grélélgggaP% I%Fﬁugig” %etgf t;ag?%%ﬁ of the gﬁfgt i f(':m}?e-f lex and
t he nodul ation of central nervous system (CNS) di sorders such as

Par ki nson' s di sease (Neurosci. Res., 1996, 7,187-214), anxiety (Can. J.
Phys., 1997, 75, 612-621) and depression (Science, 1998, 281, 1640-1645).

Evi dence for the useful ness of tachykinin receptor antagonists in pain,
headache, especially 15 migraine, Al zheinmer's disease, multiple sclerosis,
attenuati on of norphine withdrawal, cardiovascul ar changes, oedemm, such
as oedema caused by thermal injury, chronic inflammtory di seases such as
rheumatoid arthritis, asthma/bronchial hyperreactivity and



other respiratory diseases including allergic rhinitis, inflammtory
di seases of the gut including ulcerative colitis and C,hn's_di se,
ocul ar injury and ocul ar inflammtory 20 di seases revie&gﬁapwmy?ggﬁykinin
Recept or and Tachyki nin Receptor Antagonists”, J. Acton. Pharmacol., 13,
23-93, 1993. woddegrznore, Neurokinin 1 receptor antagoni Stgrapsdashng

devel oped for the treatnent of a nunber of physi ol ogical disorders
associated with an excess or inbal ance of-2-tachykinin, in particul ar
substance P. Exanpl es of conditions in which substance P has 25 been

i npl i cated i nEitgrkeing sooraed beq@pserof theis prampficonterdilsastion et astravsauler smoethxi et y,

depressi on anthsgsyghaThe rdiIodstibhdRe PYWQ BEHES b2the 8ipstrMBIPH P5628)- The
neurokinin-1 p %atrgge aps agoni sts are further useful for the treatnent of
motion sickness and For treatment of induced vomiti ng. In addition, in The
New Engl and Jour of Medi cine, Vol. 340, No. 3 190-195, 1999 30 has been
descri bed the redutt1YHPPSPULETESPAE ?%ﬂhﬁﬁﬁﬁeepa(bg?‘ré%‘? widsly distrduyted thrapghout

neur oki ni n-51- theguaphalianartvagosystah (esperidlh brairare, spids danQidR H93FcHleweyr vhras a

met hod for tr%@aia hBea PRV Qs BBl Qb e and; Gl gOr der by
adm nistration o % tgc Ki g(%sl?\ {r{}éggpt,or, nsucaﬁ éegﬁ%&b%ﬁ&)%glggltvg#ﬁlant agoni st .
24 January 20 PR of Brerpedplqgiepduresesses: The usef ul ness of neur oki nin
1 receptor anthgomistmdiperiphdn attiveaditeamnammatisr théiyhinind sabstancoP huveibead y

CONLLNENCe. ytodbic Uk neserd By ihos KRGS AL kg 1090)
formulas | ® aﬁﬁh}?ﬁit@’ @%ﬁ%?’%@i“%%m@é@@’ rpivet dipeasesp welhes rmedintion gE@é emeti ®fletpl es
are esters, Namkibdesdupliasphatiesl aatverssystah (COSMidedeasstel & Padins6£E Hidaise

conj ugat es_anedfiged. kS 109419, A7 OIDUERAERCAIIPER, 1419, 26 Sl alhe Present
conpounds advant ages |'n adsorggtlon phiar macoki’néti’cs 1 n"di stribution and
transport to CFRECHIPR{(FrienesldE, 10¥649ﬂé45§f esent invention are the conpounds

of formul as | Bvidedte fB thndefuplearofacigitinic fcdpyoranteptiabingafahdadachbesmohlly t he
preparatiop O;niérgﬁe,%ﬂn\éﬁﬁ% msleag,gl %g.ﬂtiple sclerosis, attenuation of morphine withdrawal,
cardiovascular changes, oedema, such as oedema caused by thermal injury, chronic
inflammatory diseases such as rheurnatoid arthritis, asthma/bronchial hyperreactivity and
other respiratory diseases including allergic rhinitis, inflammatory diseases of the gut
including ulcerative colitis and Crohn’s disease, ocular injury and ocular inflammatory
20  diseases reviewed in “Tachykinin Receptor and Tachykinin Receptor Antagonists”, J.
Auton. Pharmacol., 13, 23-93, 1993,

Furthermore, Neurokinin 1 receptor antagonists are being developed for the
treatment of a number of physiclogical disorders associated with an excess or imbalance of
tachykinin, in particular substance P. Examples of conditions in which substance P has

25 been implicated include disorders of the central nervous system such as anxiety, depression
and psychosis (WO 95/16679, WO 95/18124 and WO 95/23798).

The neurokinin-1 receptor antagonists are further useful for the treatment of motion
sickness and for treatment of induced vomiting.

In addition, in The New England Journal of Medicine, Vol. 340, No. 3 190-195, 1999
30 has been described the reduction of cisplatin-induced emesis by a selective neurokinin-1-

receptor antagonist.

Furthermore, US 5,972,938 describes a method for treating a psychoimmunologic or
a psychosomatic disorder by administration of a tachykinin receptor, such as NK-1
receptor antagonist.



10 conpounds, nedi canents containing themand their manufacture as well as
the use of the above-nentioned conpounds in the controb4cki Lgar§§§6g' on of
illnesses, especially of illnesses and disorders of the T erred to
earlier or in the manufacture of correspondi ng nedi canents. The nost
preferred i wdasisons in accordance wth the present invepyikpfleidze those,
15 which include disorders of the central nervous system for exanple the
treatment or prevention of certain depressi-ve disorders or enesis by the
adm nistration of NK-1 receptor antagonists. A major depressive episode
has been defi ned Ts upesilness af rardkidn becgtor dntagonists Wy theseeanattiof cegamhi ch, for

nost of the d@ymﬁdﬂdlrﬁiﬁ@r thdbnBM&IcYis GdYher HESHIRAIIS “ﬁé&r&lﬁ: tld&g %(ﬁxsls-@& (f@@}i’ or

the | oss of I Nteres r ,,nearlya activities.
Exenpl ary pre@er?ed&aéﬂérrg%eﬁégﬁgébg% §¢§ a A, in which R2 is net hyI, for

exanple the foll ogwi ng conpound
N (3, 5-bi s-tri 1 UdFeHBPRRAd B‘éﬁﬁii"}‘ﬂi‘s TRy ang I gan.aksobe pesdyip fogmyof ther pagdrugs.
Er2 i ﬁzgl 1- gl Enalﬁqiels AgrEsEs, N-okidé3 phosphae lésltdri  EhyC0aalidd doiyts; dlyceideydohjupfies
r oxy- et
4- hy)ér oxy- 4' -%wttg O?)Eé} g%gy&éﬁaéiﬁﬂ%&h% g]}igqthg&jt 9‘%)mptﬁ’ up s adiantages oy vl i
acid (3,5-bj s S?‘PP?II‘ @é}?r@ﬁé?lﬁwmb!@rﬁaym@ut%taﬁ fransnprd & the brain.

4- (2- hydroxy-ethoxy)-4'-o-tolyl-3,4,5, 6-tetrahydro-2H[1, 2']
bi pyri di nyl -5' - c Mhaxsydfithe maeskut invention are the compounds of formulas IA and IB and

(3,5-bi's-tri flgbQuRbay b ]
(3,5-bis-trifluoro aggﬁﬂ% S}h{;@ I}A%{fl fh%rr’Qr gmaf)/rrl rﬁ%le ﬂ%’e Tenuoned

-yl ) - N ety € OE“P(?‘IH&?) medicments gt FEARUBF BF e et astPeuEaEsunds
of formula I m,bovﬂnmumdmmpmndhhﬂhocon@m mqmmheomoﬁfﬂkmabs espegidiyed i s: 24

Januar y 2005 1%3%419@%&%&? Cdf tﬁ?ﬁi‘lﬁ(?&%% to%arher or the facture of
-(2-chl oro- %)nd hyd roxy 4,5, ray Iflgfu[l
1 2' ]blpyrldl%ﬁ ’(‘5‘& Aot S.aci d
(3, 5-bis-trifluoronethyl-benzyl)-nethyl-am de. Exenpl ary preferred are
conmpounds of f or rile soFRpreferredmdichtida® in accondtdry withftlprpresent invention are those,

15 which include disorders of the central nervous system, for example the treatment or
prevention of certain depressive disorders or emesis by the administration of NK-1
receptor antagonists. A major depressive episode has been defined as being a period of at
least two weeks during which, for most of the day and nearly every day, there is either
depressed mood or the loss of interest or pleasure in all, or nearly all activities.

20 Exemplary preferred are compounds of formula IA, in which R? is methyl, for
example the following compounds: '

N-(3,5-bis-trifluoromethyl-benzyl)-N-methyl-4-o-tolyl-6-[1,2,4] triazol- 1-yl-nicotinamide,
N-(3,5-bis-trifluoromethyl-benzyl)-6-(2-hydroxy-ethylamino)-N-methyl-4-o-tolyl-
nicotinamide, _

25 4-hydroxy-4'-o-tolyl-3,4,5,6-tetrahydro-2H-[1,2'|bipyridinyl-5'-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide,
4~(2-hydroxy-ethoxy)-4'-o-tolyl-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide or

(R)-N-(3,5-bis-trifluoromethyl-benzyl)-6-(3-hydroxy-pyrrolidin-1-y1)-N-methyl-4-o-
30 tolyl-nicotinamide.

Further preferred are compounds of formula IA, in which R* is chloro.

An example of such compound is:



exanple the foll owi ng conpounds: 5
2-(3,5-bis-trifluoronethyl-phenyl)-N-[6-(2-hydroxy-ethy 1.n0) -4-0-tol yl -py
ridin-3-yl]- N-nethyl-isob utyram de, bg%nugw%&
2-(3,5-bis-trifluoronethyl-phenyl)-N[6-(2,3-di hydro-[ 1, 4]

oxazi n- 4-wbzds2ez t ol yl - pyridin-3-yl] -N nethyl--i sobutperaivofiesss2N-
(6-acetylam no-4-o-tolyl-pyridin--3-yl) -2-
(3,5-bis-trifluoronethyl-phenyl) --N nmetthyl- 10 i sobutyram de,

N-[ 6- (acetyl - met hyl - am no) - 4-o-tol yl -pyridin-3-yl g o o

- 2- (3, 5- bi &A% FhlpinoblsddHivhydprEdyl 3»6-taahedrpH- | I9obipyyidia- tearboxylic acid

cycl opr opangsaidemioldn il Gekh{methyl-amide.

[2-(3,5-bis-trifluoromethyl -phenyl)-2-nmethyl- propio nyl] -nethyl-amno }
- 4- 0-t ol yl - pyr iEgdempl2rypirdferraimreleympdnndy of fompndpbin eceidoRyik imethat fet (5-

[ 2- (3, 5-bi %k&rﬁhl@kﬂ%%ﬁ@éﬂrﬁﬁmﬁﬂw ) - 2-met hyl - _
propi onyl ] - met hyl -am no}-4-o0-tol yl -pyridin-2-yl)-nethyl-amde or_ 2--(3, 5
- bi s-tri § | woEgEik-mifluopdiaeitil)ptdnyl)-N-{6-(2-hydroxy-ethylamino)-4-o-tolyl-pyridin-3-yl]-
(6-1m dazoIN_}ﬂc)(I -_ffs-ogl-lt %IH}{%E- pyridin-3-yl)-Nnethyl- isobutyram de. Further
preferred are 013’ SOREE™8Y  or mul a IB, in which R2 is chloro, for exanple
20 t he f ol 20 Tbis-toipoomethyl2pheyibNbl tst2t3-dihydrot bafetingi-4 pliehyitdplyN-
[4-(2-chl o_rpgﬁgf;legl_?ﬂb)N_ﬁfeﬁg,r_ﬂgg&géxﬁ@é hyl am no) - pyridin-3-yl] _
-N-met hyl -i"sobut yfam de. "According to a third aspect of the invention,
there is prhh$dedranippdeeidyliyridisEpark @ -biatilmemmateyl pbesybrMumetbylt A and

- 1B, whigh pécdassami@enpri ses 25 reacting a conpound of fornmula NHCH3 it with

@ comound ok b g artA0) 2 tofd Drridim a2l 2388 B ek ottt abaayly- >
N-methyl-isobutyramide,
cyclopropanecarboxylic acid (5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-
propionyl]—methyl—émino}—4—0401}?1-pyridin—Z—yl)—amide,

15 cyclopropanecarboxylic acid (5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-
propionyl]-methyl-amino}-4-o-tolyl-pyridin-2-yl)-methyl-amide or.
2-(3,5-bis-triflaoromethyl-phenyl}-N-(6-imidazol-1-yl-4-o-tolyl-pyridin-3-yl)-N-methyl-
isobutyramide.

Further preferred are compounds of formula IB, in which R? is chloro, for example

20 the following compound:
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-(2-hydroxy-ethylamino)-
pyridin-3-yl]-N-methyl-isobutyramide. '

According to a third aspect of the invention, there is provided a process for preparing

a compound of formulas IA and IB, which process comprises

a) -reactinga compound of formula

with a compound of formula



CF3 C&f to a conpound of fornula CF3 IB wherein R and R2 have the
significances given above, 5 or b) reacting a conpound 9 Jg&kﬁgb R1/
with a conpound of fornmula ,1 10 to give a conpound of “fornu VvV CF3
F3 I A 24 January 2005 WD 02/ 08232 PCT/ EP01/ 08432 wherein R and R2 have

t he signifiﬁ@nﬁﬁé?given above, or c) reacting a conpoundge@FFﬁ@géka N HV

with a conpound of forrmula 5 to a conpound of formula CF CF3 I A
-5-
CF,
0
Ci CF
>
to a compound of formula
RrR% ]
N CF,
R \N[ °

CF, 1B

wherein R' and R? have the significances given above,

5 or

b}  reacting a compound of formula

with a compound of formula

10 . to give a compound of formula

CF,




wherein Zis d, Br, I, -0O5(0 2C6HACH3 or-0S(O 2CH3 and t he ot her
definitions o substituents are given above, or 10 d) r j npound
of formula CF3 CF3 d F3 VIIl C FIX 3 or with a conpog%35@$9¥g?%§la 24
January 2005 WO 02/08232 PCT/ EP01/08432 -7 RH XIV to a conmpound of
formul as Cryddeds, | A CF3 I B or wherein the definition ob-gpbslekisyents is
gi ven above, and 1 f desired, converting the conpound obtained Into a
pharmaceutical ly acceptable acid additiea-salt. According to a fourth
aspect of the invention, there is provided the use of a conpound of
formula | A or | Bwhereint Reandgii bheeshesignitshneregivaeaers, sr cont ai ni ng one or nore
conpounds of fornulas A or IB for the treatnent of mgraine, rheumatoid
arthritis, asé)hmaeactififla compound of formula

Vi

with a compound of formula

Wil

to a compound of formula

wherein Z is Cl, Br, I, -08{Q),CsH4CHs or OS(0),CHj; and the other definitions of
substituents are given above, or

10 d) reacting a compound of formula

= l N CF, ‘ = ‘ N CF,
I
= ™ O
Cl N Cl N
Vi ' IX

or

with a compound of formula



i nfl ammat ory bowel disease, enesis, Parkinson's di sease, anxiety, pain,
headache, Al zheiner's di sease, multiple sclerosis, attggggﬁdép@;ﬁ@% nor phi ne
wi t hdrawal , cardi ovascul ar changes, oedenmm, chronic inflamatory di seases,
allergic rhinitis, inflamatory di seases of the gut including ulcerative.
colitis anghdheehan' s disease, ocular injury and ocul ar ipgl@eRIBrY

di seases, notion sickness, depression, induced vomtting or

psychoi nmunol ogi ¢ or psychosonmatic di serders and urinary incontinence. In
accordance with process variant a) DI PEA (N-ethyldiisopropyl-amne) is
added to a nixture of a conpound of Rtbr¥iM a 11 and a conpound of fornula
1l in dichlloronmethane and the m xture is stirred at tenperatures between
35.40 C. The adesipbed offonpoand of fornula IB is isolated after purification
in good yields. Process variant b) describes the reaction of a conpound of
formula IVwth a yound of fornmula V to a coppaund of fornmula I A The
reaction is carried manner, exanple in a solvent,
such as a m xt ur gg?e i |
for about 1 hour. : d@d Process varilanty
co oud

scribes the
gﬁVII to a
conpound of formla‘4A t onation of a
conmpound of formita W with KHVDS (pgrassi um azidg) and
subsequent addition of a conpouftf of for mula VII. A suitabl &Fssol vent is
tetrahydrofuran. The reaction is carried out at roomtenperature. A further
nmet hod for the preparation of a conmpound of formula A or IBis described
in process variant d). A conpound of fornulas VIII or I Xis treated with a
conpound of forrmula XIV, which is, for exanmple, 1,2,4-triazole,

et hanol am ne, A4vherapdthexigfipjer ofdubstiiue(®R)s-gdrepybove]) i di nol or norpholine. The
reaction is carried out in THE, wusually at 80 --140 C. 24 January 2005 WO
02/ 08232 PCJ{gEPO1/ 08432 -8

if desired, converting the compound obtained into a pharmaceutically acceptable acid
addition salt.

According to a fourth aspect of the invention, there is provided the use of a compound
of formula IA or IB for the manufacture of medicaments containing one or more compounds
of formulas IA or IB for the treatment of migraine, rheumatoid arthritis, asthma, and
inflammatory bowel disease, emesis, Parkinson’s disease, anxiety; pain, headache,
Alzheimer’s disease, multiple sclerosis, attenuation of morphine withdrawal, cardiovascular
changes, oedema, chronic inflammatory diseases, allergic rhinitis, inflammatory diseases of
the gut including ulcerative colitis and Crohn’s disease, ocular injury and ocular inflammatory
diseases, motion sickness, depression, induced vomitting or psychoimmunologic or

psychosomatic disorders and urinary incontinence.

In accordance with process variant a) DIPEA (N-ethyldiisopropyl-amine) is added to
a mixture of a compound of formula I and a compound of formula I1l in
* dichloromethane and the mixture is stirred at temperatures between 35-40 °C. The desired
compound of formula IB is isolated after purification in good yields.

Process variant b) describes the reaction of a compound of formula IV with a
compound of formula V to a compound of formula 1A, The reaction is carried out in
| conventional manner, for example in a solvent, such as a mixture of toluene and triethyl-
-amine. The mixture is refluxed for about 1 hour.



The salt formation-is effected at roomtenperature in accordance with

nmet hods which are known per se and which are famliar tqugﬁ,yarprggn ,
skilled i'n the art. Not onIy 'salts with inorganic acids, but also salts

. wWith organic acids cone into consideration. Hydrochlori des hydr obr oni des,
sul phates, nitrates, citrates, acetates,7aul eates, succinates, 5

nmet han- - sul phonat es, p-tol uenesul phonates and the |ike are exarrpl es of such
salts. The follow ng schemes 1-3 describe the processes for. preparation of
conpounds of ' for mBtcaess kkiaane dleﬁnbfstmea;udﬁbaé&mnpﬂnﬁdsftafﬁlﬁlmgiwaheri als are

known conpoundg,, ﬁxé Wfﬁ?ﬂrﬂpﬂa eadcoﬁg:%ﬁr erhia ‘[ﬁ%‘%&&é&?ﬁ‘%hﬁd bhgyart.

In the schenes t W Nng a reV| t ons ave een use .
pi val oyl chlor idgerotmptienehagaipmeerd ¢ffermul KHMIN (prfasspuan ¢ amret hyI et hyl ene
di amine DI PEAeﬂnﬁlMdldlatlﬁébﬁh&p;HseqﬁBiltﬂddﬂMHM)Sc 86 bfformula VII. A suitable ‘

hexanet hyl di si lsgl%' rﬂ?s tg'é?h%ﬁt&b o ThBrealion’l ¢ grllxedo ?}-oy}% e&%ﬁéeA 1, KHVDS 2. ;

CF VII The defi n| Ion o stituents I's describ l]anuary 2005

V0 02/.08232 9 Sch irﬁrtger method for the preparation of a compound of formula IA or IB is
' - described in process variant d). A compound of formulas VIII or IX is treated with a
compound of formula X1V, which is, for example, 1,2,4-triazole, ethanolamine, 4-
hydroxypiperidine, (R)-3-pyrrolidinol or morpholine. The reaction is carried out in THE,
' usually at 80 — 140 °C. ?
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The salt formation is effected at room temperature in accordance with methods
which are known per se and which are familiar to any person skilled in the art. Not only
salts with inorganic acids, but also salts with organic acids come into consideration.
Hydrochlorides, hydrobromides, sulphates, nitrates, citrates, acetates, maleates, succinates,

5 methan-sulphonates, p-toluenesulphonates and the like are examples of such salts.

The following schemes 1-3 describe the processes for preparation of compounds of
formulas IA and IB in more detail. The starting materials are known compounds or may be
prepared according to methods known in the art.

In the schemes-the following abbreviations have been used:

10 PivCl pivaloyl chloride
THE tetrahydrofuran
TMEDA N,N,N°,N'-tetramethylethylene diamine
DIPEA N-ethyldiisopropyl-amine
KHMDS potassium hexamethyldisilazide
15
Scheme 1
1. SOCY, C[Mgcl

@ 2. MeNH, 2. AcOH R—H

2
OH R X1V
] w L T
Cl N 2 ]
N .

ﬁ( X
1, KHMDS
R2 - ) R )
2 . F,

= N Z N

o I H 1 i
1 R

N

CF. Vil
Vi : cF, |A

=

The definition of substituents is described above.



1. HC(OCH3)3 130C 2. BH3-THF OC it .| DIPEA F3 CF3 IB The definition of
substituents is described above. 24 January 2005 WO 02/ 01/ 08432
- 11 As nmentioned earlier, the conpounds of fornmulas lgﬁ%ﬁﬁu{)@gﬁfg their
pharmaceutically usable addition salts possess val uabl e pharnacol ogi cal
properties. widezlogsz been found that the conpounds of the pprgp@ikiknvention
are antagonists of the Neurokinin 1 (NK-1, substance P) receptor. 5 The
conpounds were investigated in accordancegwith the tests given hereinafter.
The affinity of test compounds for the NKI receptor was eval uated at human
NKz receptors in CHO cells infedg@éme2h the human NKI .receptor (using the
Sem i ki virus expression systen) and radiol abelled with [3H substance P
(final concentration 0.6 nM. Binding assays were performed i n HEPES

buffer (50 nvV .4) containin BSA(O 04 % to gpeptin (8 gg / m),
B e

M1C12 (3 mM) ang osphoram d Bi ndi ng consi sted of 250

d of nenbraner<susSpensi on (1.2 ass 0.125 gl of

buffer of displa t and. 125 | of [ 3H] subst ap ‘ S erent .
curves were det neﬁth at, beag evven concentrdti o'flns he conpound.
The assay tubgs were incubat echor mn at rgefrgenper at after which

time the tube contents were rapidly ¥5. fiMiitered under vacuumid hrowygh GFI C
filters presoaked for 60 min with PEICF{0.3 %9 with 2 x 2 nm wishes of
HEPES buffer (50 mM pH 7.4). The radioactivity retained on the filters was
measured by scintillation counting. Al assays were perfornmed in triplicate
in at least 2 separate experinents. ‘

2
R—H XV R
1,7, I I
R N
CF,

The definition of substituents is described above.



The affinity to the NK-1 receptor, given as pKi, is in the scope of 8.40 -
9.24 for the 20 described conpounds. pKL1R R2For nmul aExp 8-4

8. 87- NH( CH2) 20HCH31 A2 8. 91- NQ OHCH3I1 A3 9.03-N- ro(CH,), @Ma&ﬁé&%4N ~0H
- CH3IAS X j 9.18-N }-OHA | A6 24 January 2005 WO 02/ 08232 PCT/ EP01/ 08432 -12
9. 16- NH( CH2wiek334 B7 9. 14- NH( CH2) 20HC | B8 8. 83- N CH3I B9 plerdipoi/o8432
8. 6- NHC( O) CH3CH31 B10 8. 71- N( CH3) C( O) CH3CH31 B11 8. 65- NH- c(0) - <CH3I B12
8.87-N(CH,)-c(0)-ACH3I B13 8. 65NCH3I B14 Th# -conpounds of fornulas |A and I B
as well as their pharnmaceutically usable acid addition salts can be used
as nedi canents, e.g. in the formof ph3sheavedtical preparations. The
phar maceuti cal preparations can be admnistered orally, e.g. in the form of
tablets, 5 coated tablets, dragees, hard and sofé gel ati ne capsul es,
sol utions, enul sions qj ’

N+
i 1 = S
_h XV
SN R—H | 0 H,/Pd-C
| > RN
N THF xvi  PWCUNEt
!
| H 4
N N
| 1. BULITMEDA bf w/k
1 = 0O _7qo - P
RN 2. 1, -78°C RN O xvm
Xvil -
_ 2
R IXX i E HCl g2
B(OH), - ‘ = —
PA[P(Ph),], A 5 80°C SN
80°C R N XX l =
R N XX
cl CF,
1. HC(OCH,), 8
130°C
. CF, I
2. BH THF -
0°C DIPEA
R* ]
N CF,
1 l o O
RN
CFy B

The definition of substituents is described above.



- injection solutions. The conpounds of formulas |A and |

suspensi ons. The adm ni strati on can, however, also be effected rectally,
e.g. in the formof suppositories, or parenterally, e. 4Jiaﬁu§r29069rm of
err
pharmaceutically usable acid addition salts can be processed with
phar maceut i gaj d2ysdspert, inorganic or organic excipients Hrf@hidsh
production of tablets, coated tablets, dragees and hard gel ati ne capsul es.
Lactose, corn starch or derivatives thergof, talc, stearic acid or its
salts etc can be used as such excipients e.g. for tablets, dragees and
hard gel atine cap”ﬁuh@@on@ﬂaﬂablth?cempmcbwfﬁﬂrlfnolasTs“o%frldlgehétheme capsul es are

e.g. vegetabl Iﬁmemkc%unmw@blefa@dlﬁon ﬁmcss&s@ahﬂb1@?ﬂarmaed!bg#capﬁw&h§s ﬁth‘is 15
Sui t abl e exci i e sol.u

ions. a
vater. pol yaley MR e emBPINL B ps Bt i Brian o Bpitmis S BaR Rt o
02/ 08232 PCT/ ERF0shgmee P1&cqiot abl e exci pi ents for injection sol utions
are e.g. water, alcohols, polyols, glycerol, vegetable oils etc. Suitable

exci pi ent ssfor sUMNR@sIpEride Hreftlitvestighied nﬁdcbtrra:lmc@ﬁwthﬂiedeaf@dveﬁlhkﬁmaﬂ@fxes
fats, sem-liquid or liquid polyols etc. 5 Mdreover, the phar maceut i cal

preparations 'ﬁ?erhfﬁﬁf}td?'ceeto% ﬁﬁdﬁ%f @ﬁKI 204 't'#}'v&a's &RliRted a?ltx inﬂ]]% th?t ting

agents, emul sj f erier orants avor nts, Yarying -
the osnotic p‘r"‘élsl’gél’:‘é r\ge de‘?’lg‘tiﬁ]é PR apespt (Bging! F?%&lfkdﬁ‘ﬁfsﬁprfﬁw can
al so contai n stein) anchtathietabelled with ¢ T bubatahse Rifindlabhensathst (idds Bideg dosage

can vary wt hzlsEh gplex'féprﬁeﬁ I@HQPIV,S Bulffer 85 Hﬁ@%ﬁ 24) &%’calﬁlhé B 60%45)5')6

i ndi vi dual GQUI ach part se. eneral’,” the
effective laosléﬂﬁﬁpf”&t( Bf"rnFa‘F‘b g‘af raﬁ‘ilp Hll?ﬁ""é‘fq%&t(? HM1§”‘B%&%€%’PI 0.01- 20

ng/ kg/ day, widonsisied 08250 @l of m@uliradeGuspghsiey (p D@ celdy / aprefube) @t25fdiofal | - of
the indi cati opgrfesgs ateﬁlga éﬁlf'ﬁf‘n&jﬁ'S lpyoﬁq%]gagstarneép @sﬂﬂ%gﬁtﬁy&m gi ng

wei ghing 70 kg accgor |ng I'1Tes between 0. g preferrably
bet ween 7 andcteFaensdgifhert legsiyeven epneeptrapigny W%H’E?'é‘?r'% i %asﬁﬁYlt‘é@f V&% t he
present inve I’hlll:ldnteddfbﬂﬁ@uhmlat oot tagpperhitureMfler which time the tube contents were rapidly

15. filtered under vacuum through GF/C filters presoaked for 60 min with PEI (0.3 %) with 2 x
2 ml washes of HEPES buffer (50 mM, pH 7.4). The radioactivity retained on the filters was
measured by scintillation counting. All assays were performed in triplicate in at least 2
separate experiments. -

The affinity to the NK-1 receptor, given as pKi, is in the scope of 8.40 - 9.24 for the
20 described compounds.

pKi R R? Formula Expl.

8.4 _@ CH, IA 1

=—N

8.87 -NH(CH,),0H CH; IA 2

8.91 —D—oa - CH: IA 3

9.03 —ND—O(GHz)ZOH CH; TA 4

9.24 _ G*“D“ CH, A 5
9.18 -N\/:>——OH cl 1A 6
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The compounds of formulas IA and IB as well as their pharmaceutically usable acid

addition salts can be used as medicaments, e.g. in the form of pharmaceutical preparations.

The pharmaceutical preparations can be administered orally, e.g. in the form of tablets,

coated tablets, dragées, hard and soft gelatine capsules, solutions, emulsions or

suspensions. The administration can, however, also be effected rectally, e.g. in the form of

suppositories, or parenterally, e.g. in the form of injection solutions.

The compounds of formulas IA and IB and their pharmaceutically usable acid

addition salts can be processed with pharmaceutically inert, inorganic or organic excipients

for the production of tablets, coated tablets, dragees and hard gelatine capsules. Lactose,

corn starch or derivatives thereof, talc, stearic acid or its salts etc can be used as such

excipients e.g. for tablets, dragées and hard gelatine capsules.

Suitable excipients for soft gelatine capsules are e.g. vegetable oils, waxes, fats, semi-

solid and liquid polyols etc.

Suitable excipients for the manufacture of solutions and syrups are e.g. water,

polyols, saccharose, invert sugar, glucose etc.



aqueous sodi um chl oride solution and dried with sodium sulfate.
Concentration gave 5.44 g of a brown-red oil. Flash copumghehr o6 ogr aphy
afforded 2.15 g (41.3 %9 of the title 15 conpound as alight yellow solid.
MSnme (9: 260 (Ma, 11). Mp. 91- 93 C. ¢c) . N(3,5-Bis-trifluorothethyl
-benzyl) -6y N-methyl-4-o0 -tolyl-nicotinam de To aPéi’/’Eﬁﬂmﬁﬂzo‘c 10.0 g
(38.4 mol ) 6-chloro-N-nethyl -4-o-tolyl-nicotinamde in 190

tetrahydrofuran 46 m of a 1 Msolution {#6 mmol) of potassium

hexamet hyl di silazide in 20 tetrahydrofuran were added at 0 C. After 30
mn, 8.5 nl (46 mustble ehicptsdoninjestianselotiensiyd §bhwatey hlcbhasripolzolovstyseralided
dropwi se to tRgethisHilslebd1g suspension. After conpleted addition the

i ce-water cooling bath was renoved and the reaction mxture was allowed to

warmto roomte rature. . After 2h the reactiqn enched with water.
The mixt ure vas SIS PR P P P S TP OEr P B g
sol uti on and smidiqeid of bqui@ polydls eicn. Basification with 1 M agueous sodi um
hydr oxi de solution to pH 8 was foll owed by concentration to renove

t et rahydr ofsur an. pNbRoAYUEROM S MEShGE RS atRRE ERAChRinWrsBrvh @1, solRilifd-Qns  of
di chl or onet hane.,_. The cqnbi ned or%%l c extracts were dried with sodi um

sul fate and cURREAGHS WEtHRS 386 T rs4SWretshery coleran sy Lorapts: sl flgnyarying
chr omat ogr aphthe ogthbtin dessturdSudferg, rHRRInD agen)s op kntidaRlakhts ! Teyeampadedtasstf Whi t e

solid. 30 M5 9.; 485 ' . d) N 3
5-Bis-trifl uoc\r’/%er:rr\(eq{%? %uﬁaaéﬁ&%ﬂi%%%wu_o _tolylr6-[1 2 4ltriazol-I-yl-
ni coti nam de 24 January 2005 WO 02/08232 PCT/ EP01/08432 -15 A mi xture of
1.00 g (2.05 nmolBheijogage quiypeywithis vide Hawte andwilind noyrse befited to the-indipidutly | -
ifég' tCOL yl - %gcﬁhhi@ﬁn@n @i{tﬁlp;rtﬂglaﬂcaée?— Qn @Eﬁf@, Ithe %e&ivé{i&srag@{%iagﬁl (\/@i{eﬁéﬂﬂ red at
or , er .cooling to roo nper.ature the cruyde m re was

purified by f%@@wsvﬁi%‘e%@?eagr?@ > kel g aglopsy ob§1 ot s it
conpound as aprefeiredfosall bfthe mdMRidk dedibedSPRE dal¥ft ttbsige f300) adultkaniph Beirg

weighing 70 kg accordingly lies between 0.7 — 1400 mg per day, preferrably between 7 and

700 mg per day.

15 The following Examples illustrate the present invention without limiting it. All

temperatures are given in degrees Celsius.

Example 1

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-o0-tolyl-6-1,2,4]triazol-1-yl-nicotinamide
a) 6-Chloro-N-methyl-nicotinamide

20 To 50 g (317 mmol) of 2-chloronicotinic acid was added 230 ml (3.16 mol) thionyl
chloride at 0 °C. After heating the mixture at reflux for 2 h excess thionyl chloride was
removed by distillation. The oily brown residue was dissolved in 250 ml dichloromethane.
'The solution was treated with methylamine gas at 0 °C until no exothermic reaction was
observed any longer. The resulting suspenston was diluted with 1000 ml

25  dichloromethane/water. The layers were separated and the aqueous layer extracted with
three 300 ml portions of dichloromethane. Drying of the organic layer with sodium sulfate
and concentration gave 53.2 g (98 %) of the title compound as a light yellow solid. .

MS m/e (%): 171 (M+H", 15).

b) 6-Chloro-N-methyl-4-¢-tolyl-nicotinamide



N-(3,5-Bis-trifluoronethyl-benzyl)-6-(2-hydroxy-ethyl am no)-N nethyl-4-o0-to
|yl -- nicotinam de A m xture of 0.837 g (1.72 nmmol) 24 January 2005

N- (3, 5-bi s- trifluoromethyl -benzyl)-6-chloro-Nmethyl- 10
4-0-tolyl-nicotinam de and 5.0 mM (83 muol) et hanol am ne was stirred at 100

C for 48 h. wohloghz cooOling to roomtenperature excess etpapebafikfie Was
renoved under reduced pressure. The residue was dissolved in a mxture of

“ethyl acetate and saturated aqueous sodildm bi carbonate solution. The

| ayers were separ ted an t he aqueous | ayer % extracted with two
portions of eT‘h‘WO wioaroh 41 & 13 meehisrdipreymathel-rigetingmide 189 Bl washed 15

Wi t h sat ur at e@trgide6usn SO (50 HBin6B PO NRL Blufioh Uf d-eyl adn MRineflorfileied Wi th

di | f at d d t duct. Flash
chr omat ogr apty=IRGAEG v0r wee” g orrpa e B Ko Pt Ui iREH s a whi te
solid. M5 W mhikure ifalloiviedto warth(0 yoonkicarpplabur8artirred for 1.5 h. The mixture was

4- Hydr oxy- 4' zﬁ"aj!nc&!a }Edg‘)’(ﬂ“d—’ cﬁffv %E}ﬁtkﬁé’ ogmsg%[d{lt}cn%fgglrmxmmx aée]pc%.g{l boxyli C.

acid (3,5-bis- tr| uor onet enz m Xt ur

(20.5 mmol ) NwE3 sglupyof ] g J@ﬁﬂé@ﬁ m%ﬁé;ﬁtt}m@neﬂﬁdmzqqnmw
4- oI ;Olr\ﬁll tnihcliatéa Hyarereian. mel c@mp 1&%& Hamdlc)n tHe RUAOR EYRIUBSKds Al Hvpad té@aﬁmm (62
10040 e |
4- (N, N- di net ryfyPaﬁffﬁ f@‘%ﬂﬁ SHEE‘?E% 12 f\?fﬂlﬁl@aﬁg%a%“‘ eIYEGPS PHUA  Af t er
cool i ng to r dmdr@mﬂmehﬁbmwe:s follewaddryidi utoneith ﬂleﬁsﬂ)hotﬁthanﬂzm mirwatet The of
di chl |

I chioro n%rfxpeq? %Sﬁ&d aP?gxﬁso‘%‘%aslcgay Shallh ?“nane ; ortut) n%?ﬁuageé%%s ayer

was extrac por | 'of ome or ganl C
extracts wer eSO t!lmF@@rwiﬂrﬁomnﬁhewmbm@wswn@emereatreqﬂedmﬂg?r 38-mh. 1 g of

cr ude productporfibdReth me&g@tmrcaﬂlame@tnfgmi%a&s %ea waSRaXRithQfeutadg titl e

conpound as a white 100), Mp. 150 -152 C
24 January zme%@mgg@? P@I}ﬁ@@fﬂég%‘@% SOfBIUEﬁPéfﬁﬁﬁl %m%raﬁgn gg}faﬁés’cy-
et hoxy) - 4' - o- g of a)Hroﬁl—*ﬂed @l. Blattadoluatny €hremaAbkraphyhffdrded 2.15 g (41.3 %) of the title
bi pyri di nyI con‘?p%{m&) Xsya llg%t yellow solid.

MS m/e (%): 260 (M, 11). M.p. 9193 °C,

c) N-(3,5-Bis-trifluoromethyl-benzyl)-6-chloro-N-methyl-4-o-tolyl-nicotinamide

To a solution of 10.0 g (38.4 mmol) 6-chloro-N-methyl-4-o0-tolyl-nicotinamide in 190 ml

. tetrahydrofuran 46 ml of a 1 M solution (46 mmol) of potassium hexamethyldisilazide in

20 tetrahydrofuran were added at 0 °C. After 30 min, 8.5 ml (46 mmol) 3,5-
bis(trifluoromethyl)benzyl bromide were added dropwise to the resulting suspension. After
completed addition the ice-water cooling bath was removed and the reaction mixture was
allowed to warm to room temperature. After 2h the reaction was quenched with water. The
mixture was adjusted to pH 3 with 1 M aqueous hydrochloric acid solution and stirred for

25 10 min. Basification with 1 M aqueous sodium hydroxide solution to pH 8 was followed by
concentration to remove tetrahydrofuran. The aqueots residue was extracted with four
portions of dichloromethane. The combined organic extracts were dried with sodium
sulfate and concentrated to give 21.4 g of crude product. Column chromatography
afforded 18.4 g (98.5 %) of the title compound as a white solid.

30 MS m/e (%): 485 ([M-H]", 2).

d) N-( 3,5-Bis—triﬂuoromethvl—benzvl)—N-methvl—4—o-tolv1—6— [1,2.4]triazol-1-vl-

nicotinamide



acid (3,5-bis-trifiuoronethyl-benzyl)-nmethyl-amde a) 4 5[ 1,2'1
bi pyridinyl -5'-carboxylic acid 24 Janyary 2005
(3,5--bis-trifluoronethyl-benzyl)-nethyl-am de To a suspension of 48 ng
(1.1 nmmol) sodium hydride (55 %in oil) and 17 ng (0.045 nmol)
tetrabutyl aggpplssdri odide in 4.5 m dry tetrahydrofuran gcgRphildses of 0.50
g (0.91 muol)
4- (2- hydr oxy- et hoxy) - 4--o-tol yl -3, 4,5, 6-tl6t-rahydr o- 2H[ 1, 2' ] bi pyri di nyl -
carboxylic acid_(3,5-bis-trifluoronethyl-benzyl)-nethyl-amde in 4.5 n dry
10 tot 1 ahydr of BRHARS 08 8GR0 BREPR- G- hie- iloroeldr!-engihs-cproa rewhil ot ed
2}9?! ti FR B h<2934-6f2 fglmeébﬂihﬁdelh&ﬂ %wgg (29 aned 11;% ﬂ@%agms sjlimahﬂt@gﬂlgf&ltsghe

er : ro er u net hyl sil ane were
added dr opwi s‘%@r émlgé%ﬁclofr%)ﬁm&?lﬂ'ﬁ gg‘:%g%“%é‘éﬁeé‘ﬁslj‘bn%b& stirred over
ni ght. After doehatngrapley togoraDO2pRIA) efitle: titheompaeid amwhmsdrduenc_hed by
addition of 5 mM water. The pH was adjusted to 2 by addition of 1 M 15

aqueous hydr agBLoL i4).36h earufhpn. After 5 mn. the mxture was basified
with a saturated aqueous sodi um carbonate solution and extracted with 3

portions of ethyl acetate. The conbined organic extracts were washed with
water, dried with sodium sul fate and rated to give 0.79 g of a
yellow oil. Flash chromatography afforded 0.13 g (20 %9 of the title
conpound as eNMB-tBés -gifluochmByHvBnayl) - QHydroi-@ thyMating) -NiOahyl-48t-miyli ng

mat eri al (ﬂ 0/() was recovered. b)

4-(2- Hydroxy ethoxv)-4'-o-tolyl-3,4,5,6-tetrahydro-2H|

2' | bi pyri di nﬂn@{tgmgﬁwg@ 723@mgl ) N-(3, 5-b15—tnﬂuoromethyl—benzyl) -6-chloro-N-methyl-

(3, 5-bi s-typi f4 H%Iglnﬁwﬁian@@emﬂsb méﬁmh@r&ﬂﬁoﬁm wiRktitk bR 160 Cld P19
-(tert-butyl-di net ) - et hoxy].-4' -

(0.162 rrrml

o-tolyl - 5“’(‘%eff%‘i‘ nghg gpog: tfﬂPffituﬁe 1X5?sb§}}§?rm?wpe was. f&f&PWFree%ch :

(3, 5-bis- t r| fﬁrmmnﬁtehydldueb&@aydolvemmmlaabmhyl ace&tmﬂddamrdtﬁtaqamﬁer ofiiran
wer e added 0. 1 bga ate so ut%onolf' e? 8 Wi a atecP dc% % rag l grmmoni um
fluoride in tStTEhYA rB?%ran e e erersgfﬂre MIndet TSP GoN T Kt er
stirring overexmagkd thhéfmmbomscmetﬂwlﬁtﬂme Tha somdbined exganit etiraets iryre wadetat e

and Washedlswnfal m{r%d a%' 80 @Mﬁml&%&aé%aaﬁ@& s}mvaﬂ& a&%o AR dufier was

extracted with rtions of ethyl acetate. I ned %anl c
extracts wer ér\%acgﬁ%eatraﬁe@w &IWcPqu‘efrCﬂd@ngod&Ft Wéibe?hm‘ﬂ?tpﬁéﬁ:’% ae?fﬁrdﬁ% %%3 um
sul fate and copgoesitdfalietletcoOm@bivil a3 Whivgsdlifl. a.

MS m/e (%): 512 (M+H™, 100).
Example 3

20 4-Hydroxy-4'-o-tolyl-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5"-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide
A mixture of 10.0 g (20.5 mmol) N-(3,5-bis- tnﬂuoromethyl benzyl)-6-chloro-N-methyl-
4-o-tolyl-nicotinamide, 3.1 g {31 mmol) 4-hydroxypiperidine, 10.6 ml (62 mmol) N-
efhyldiisopropylamme and 0.13 g (1.0 mmol) 4-(N,N-dimethylamino)-pyridine was

25  stirred at 140 °C for 70 h. After cooling to room temperature the residue was dissolved in a
mixture of dichloromethane and water. The Iajrers were separated and the aqueous layer
was extracted with four portions of dichloromethane. The combined organic extracts were
dried with sodium sulfate and concentrated to give 11.1 g of crude product. Flash
chromatography afforded 9.0 g (80 %) of the title compound as a white solid.

30 MS m/e (%): 552 (M+H", 100), M.p. 150 — 152 °C.



~yellow oi'l. Flash chromat ography afforded 59 ng (61 % of the title
conpound as a white solid. 24 January 2005 V\D 02/ 08232,RGIh RO 3668432 - 17

M5 me (%9: 596 (M+rH '', 100). Exanple 5 (R) -N

(3,5-Bis-trifluoronethyl-benzyl) -6-

(3- hydr oxy- ¢ f2kisdi n-1-yl) - N-met hyl - 4-o0- tolyl-nicotinag 0%% he title
- conpound was obtained as a col orless anorphous mass in corrparaqe yield

according to the procedure described abovisfor the preparation of

4- hydroxy-4'-o-tolyl- 3,4,5, 6-tetrahydro-2H|

1,2' ] bipyridinyl -5 -carboxylic acid (3E&nglsdtrifl uoronet hyl .

benzyl) - nmet hyl - am de usi ng (R) 3-pyrrolidinol instead of

4 hydr oxypi pesi i @ro %talyﬁﬁﬁs(ﬁbﬁtkﬁ. ARNH- éiQ ]ﬁEﬁ‘iﬂﬂzﬁ-Sﬁcarboxyhc
-(2--Cnhl oro- ﬁny -4h g}g A3 3tetrahy ro-2

[1 2' 1 bipyri ot bis eBgygmethyl-

(3,5-bis-trifl uororret hyI benzyl ) rret hyI am de a)

4- Hydr oxy- 3, 43 - : :

met hyl am dg ’} Wiy )ﬁ}dﬁ:ﬁms %m%gsxv%c Qé(? (305 —‘fiuo ,
5669(549 4- hydr oX LU
N-ethyl diis OpTQ)E)S"'}SH‘FﬁSW@ ogﬁ%mg (B{m@oé)zsogmmdylde (55 % in oil) and 17 mg (0.045

4- (:\l N- di It et ki teedbub: efdnﬁlbxﬂ?rﬁ\@@cﬁdélﬁqtﬁﬂl : 3% t&ﬁﬁ}d&&ﬁl@d\(ﬁrsomh&hbfo #fde 1[| ]
coolin oro r re as
chromattg ogr aph 9&6?‘3&52 %ﬁﬂf]ﬁoﬁﬁetﬁ aé@‘}'f%f Gdet(%’é’a [%? bEI?YéldP}Y? P
conpound as iacajrbcgiydﬁc (BﬁVlblstiiﬂmdrord\éﬁlyﬂ'Fhérﬁ:yIO %eth)ﬁaﬁndd‘ﬂtlﬁﬁmlliep) 20 b)
4 tert-B \/ efra

5 Th pyrioa o RN R 8 %lgf%éwmaaf PSR ARG St gtdiignthe. 4, o
rrrml ) 4-hydr oucyct®n41115tu6ewéta emsyld@ vaditq rOQmZEr}lpqrrpt;arq dftcryllh 023-mldad lmnlel C
acid net hyl armz%om%etgoﬂ')-(tglg b{f@pal)neﬁﬁfsﬁarr%%eﬂ ﬂd@@g lwﬁ@ l'I?lE ?e%!:tlicgi Gix ur}g 6.5 ¢

(94 mol) imdaz E 5” rﬂa was stirred at room
tenperature o{f#&r eate to 50 C and stirred over night. After cooling to room temperature the reaction

was quenched by addition of 5 ml water. The pH was adjusted to 2 by addition of 1 M

15 aqueous hydrochloric acid solution. After 5.min. the mixture was basified with a saturated
aqueous sodinm carbonate solution and extracted with 3 portions of ethyl acetate. The
combined organic extracts were washed with water, dried with sodium sulfate and
concentrated to give 0.79 g of a yellow oil. Flash chromatography afforded 0.13 g (20 %) of
the title compound as a white solid.

20  MS m/e (%): 710 (M+H Y, 100).

Starting material (0.21 g, 42 %) was recovered.

acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide
To a solution of 115 mg {0.162 mmol) (4-[2-(tert-butyl-dimethyl-silanyloxy)-ethoxy]-4'-

25  o-tolyl-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-carboxylic acid (3,5-bis-trifluoromethyl-
benzyl)-methyl-amide in 3 ml dry tetrahydrofuran were added 0.17 ml (0.17 mmol) of a 1

M solution of tetrabutylammonium fluoride in tetrahydrofuran at room temperature
under argon. After stirring over night the reaction mixture was diluted with ethyl acetate
and washed with water. The layers were separated and the aqueous layer was extracted with
.30 two portions of ethyl acetate. The combined organic extracts were washed with two
portions of water, dried with magnesium sulfate and concentrated to give 111 mg of a.
- yellow oil. Flash chromatography afforded 59 mg (61 %) of the title compound as a white
solid.



25 night. The reaction was quenched with water. The resulting suspension
was extracted with ethyl acetate. The organic extract wag aH\@aﬁVQQO th 3
portions of water. The conbi ned aqueous |ayers were extract

portions of dichloronmethane_ The conbi ned organic extracts were dri ed W th
sodi um sul f glageeancentrated and dried in vacuo (0.5 nba;.%T,@{,m%Q“g; Fl ash
col um chromat ography afforded 14.6 g (97.3 % of the title conpound as a
30 light yellowsolid. Msrnle (%: 349-1k++, 21). 24 January 2005 WO

02/ 08232 PCTI EPOL/ 08432 -18 c 4- tert-Bu |-dinmeth -silan to -4'-i0do-3 4 5
6-tetrah dr oM§/e(db): 56 (WHH T, 180). car boxyl i ¢ acid methyl ani de To a sol ution
of 500 ng (1.43 mmol ) 4-(tert-butyl-dinethyl-silanyl oxy)-3,4,5, 6-
tetrahydro-2H [ 1,2'] bipyridinyl-5 -mamprsylic acid nmethylamde, 1.7 M
(11 mol) 5 NN, N,N -tetramethyl -ethyl enedi anm ne and 1. 0 rri (5.7 mol)

ﬁmZn;S gft:t rla@br?’ ?hFl ongérg]fem&nbg?n%ﬂﬁ %lrh)lgcrlﬁo%?] Qiﬁaﬁr;fgg re 4 (!lr;ﬂoo ((:Irlgpvm' se

during 10 mi nolylnicettBu@leunder argon. The resulting solution was stirred at .
--78C for 30 efor 3

. After coolteats bR shOosialdasArtloBds biindhs misploPeo ARG

(11.5 nmol )  aeprdas tathgpigredyrsdesaibed pRaye @meaﬁemoaa%bvﬁpﬁmm@l der

alr Igon dT[le r3@§54ds Edtﬁﬁycﬁbl&ﬂeﬂéﬁ']Bi@yﬁ@i&ylk%&rbaiyhc 48d G, 4-Bik-tflibranethfubs equgnt Iy
al | owe (0] er enS| Q S poure
into a sol uti 8 bfmi YZF“{:}é ‘gs‘éiodﬁhﬁgiﬂyim}@Bﬁl‘ﬁsﬂﬁ%ﬁF%Eﬁ ’Qﬂ’g’eﬁgﬂfahydr ate in

50 m ice-water. The resulting yell ow suspension was .extracted with two
250-m porti M&nﬁﬁ(%)eﬁi&(bﬁﬂﬂ,lﬂ@t hyl ether- The conbi ned organic 15
extracts were washed with 2 portions of a saturated agueous amoni um
chloride gglution, dried wth sodi umgdidatee and concentrated. Flash
chromat ography afforded 495 ng (72.8 %9 of the title conpound as an

Lo Bty SRR RS Aoy 4 6 [ Srabi 22t oA iyl ey any i o-

2H acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide
a) 4-Hydroxy-34,5,6-tetrahydro-2H-11,2"{bipyridinyl-5"-carboxylic acid methylamide -

A mixture of 8.51 g (49.9 mmol} 6-chloro-N-methyl-nicotinamide, 5.66 g (54.9 mmol) 4-

15 hydroxypiperidine, 26.1 m! (150 mmol) N-ethyldiisopropylamine and 0.31 g (2.5 mmol)
4-(N,N-dimethylamino)-pyridine was heated at reflux over night. After cooling to room
temperature the crude mixture was transferred to a flash chromatography column. Elution
afforded 10.1 g (86.1 %) of the title compound as a light yellow solid.

MS m/e (%): 236 (M+H ", 100).

20

carboxylic acid methylamide

A mixture of 10.1 g (42.9 mmol) 4-hydroxy-3,4,5,6-tetrahydro-2H-[1,2'] bipyridinyl-5'-

carboxylic acid methylamide, 8.0 g (52 mmol) tert-butyldimethylchlorosilane and 6.5 g (94

mmol) imidazole in 90 ml N,N-dimethylformamide was stirred at room temperature over
25 night. The reaction was quenched with water. The resulting suspension was extracted with

ethyl acetate. The organic extract was washed with 3 portions of water. The combined

aqueous layers were extracted with 3 portions of dichloromethane. The combined organic

~ extracts were dried with sodium sulfate, concentrated and dried in vacuo (0.5 mbar) at

80 °C. Flash column chromatography afforded 14.6 g (97.3 %) of the title compound as a

30 . light yellow solid.

MS m/e (%): 349 (M, 21).



20 11.2' 1bi idin 1-5 -carbo | ic acid neth lanmide 7 --y A mixture of 480
my (1.01 nmmol) 4-(tert-butyl-dinmethyl-silanyloxy)-4'-iodgygndarp 2665
tetrahydro-2H[ 1,2']bipyridinyl-5"-carboxylic acid nethylamde, 174 ny
(1.11 mmol) 2- chl orophenyl boronic acid, 6 nil dinethoxyethane and 1 m of
a 2 Maqueowp ®mkisti on of sodi um carbonate was deoxygenategeidosdshr ee
freeze-thaw cycles. After addition of 60 ng 25 (0.052 mmol)
t etraki s(tri phenyl phosphi ne)pal | adi un{0)-%he reaction mxture was stirred
om_t eqper at %re was followed by di_I_utli on with
4 =10 : pD-~IeErabuslro-.2 5 HH

at 90 C for 3 h. Cogli t Q
wat er and ex@gagiﬁ—g\%&a%ﬁﬁﬁéi{—ﬁ‘ ~HRR ~pilanyloxy 12 bipysidinyliis hed

W t h sat ur at ecirlauléouial mapdinide car bonat e and sodi um chl ori de sol uti ons,

425 mg (91, 5 58 T BRI I TE 0BRSSy SR B ST A, e e

(1 % 3 4205( g/}r![-l fe‘grah;{d@}?-Hd),2"}|bip5trli§:}ilty_l-5’|si_;a§?oxﬂim'fdhndthsgjimiﬁyl 1c7|m?/(él gimcﬂ} chl or o- hen
- AR O - ; | 1

5-bis-trif fugﬁg\ﬁgﬁﬁ %Er%lei‘%t%dﬂl eﬁ?’déﬂ% gk E%H%Ie'gﬁ’}t?%ng‘ac’r )Iyﬁz%gs VO 02/ 08232

PCTI EPO1/ 0843ramghyipigeriding is Soorhsbi rirainakofersn di2meld L hawestl} ofaiiod selotion i n 49

% yi el d accor glirigutyiBthidi@in RkQESHEE 8ddba FesPwiRduaRO Vemi ht 178€C RR&R3fBhI On Of

N5 bl et N D)0 g wsmedto 0 Can e

4- (tert-butyl thiiterepdigthredor Jin Witexgopling the Paction mixture to ~78 °C a solution of 2.92 g _

ot Pyl 2 . o aftach Rk sl 7B ziebobus yl BH Ebe e BER R ' e ¢

(%: 685 (M }{esqm}g sumensrifclm y(v@_k@ﬂ 3@)1‘733- Dﬂfelfﬁl]li ar)d mbmwndxyll@ed to warm to room

11545 1 VA iy iy 610 o)
,5-bis-tri oro - ben - et hy| : .

obt ai ned as asoa}ﬂ”i @?‘E‘E{}(ﬁt‘ﬁ’qﬂﬁ%‘é‘gﬂ%‘?? %‘P‘L‘“ﬁlﬁ’&tﬁ?' d P"F@S'#Bn% yrloyi suspayiongvast o

descri bed aboaxratted witherqdsepalpaitions obrt-butyl methyl ether. The combined organic

4-(2-hydroxy- S&rgaé%éfe Faaa Whilpbgﬂofis c5>f :163211t1§.a:[tercfjl argi}iggug ammonium chloride solution,

dried with sodium sulfate and concentrated. Flash chromatography afforded 495 mg

in -t a YW e =\

(72.8 %) of the title compound as an off-white amorphous mass.

MS m/e (%): 476 (M+H*, 100).

20 [1,2']bipyridinyl-5'-carboxylic acid methylamide
A mixture of 480 mg (1.01 mmol) 4-(tert-butyl-dimethyl-silanyloxy)-4'-iodo-3,4,5,6~
tetrahydro-2H-[1,2'] bipyridinyl-5'-carboxylic acid methylamide, 174 mg (1.11 mmol) 2-
chlorophenylboronic acid, 6 m! dimethoxyethane and 1 ml of a 2 M aqueous solution of
sodium carbonate was deoxygenated by three freeze-thaw cycles. After addition of 60 mg

25 (0.052 mmol) tetrakis(triphenylphosphine)palladium{0) the reaction mixture was stirred
at 90 °C for 3 h. Cooling to room temperature was followed by dilution with water and
extraction with ethyl acetate. The organic extract was washed with saturated aqueous
sodium carbonate and sodium chloride solutions, drie_d with sodium sulfate and
concentrated. Column chromatography afforded 425 mg (91.5 %) of the title compound as

30  an off-white solid.

MS m/e (%):460 (M-+H*, 100).

e) 4-(tert-Butyl-dimethyl-silanvloxy)-4'- (2-chloro-phenyl)-3.4,5,6-tetrahydro-2H-

ridinyl-5'-carboxylic acid (3 5-bis-trifluoromethyl-benzyl




2H-[ 1,2']bipyridinyl-5"-carboxylic acid

(3 5-bis-trifluoronethyl-benzyl)-nethyl-amde wusing 24 january 2005
4-(tert-butyl-dimethyl-silanyl oxy)-4'-(2-chloro-phenyl)-3,4,5,6-tetrahydro-

-2H [ 1,2']bipyridinyl-5-carboxylic acid

(3,5-bi s-tr wd aRkR5et hyl - benzyl ) - met hyl - am de i nst ead CI/EPOLg842

(4-[2-(tert-butyl-dinethyl-silanyl oxy)-ethoxy]-4'-o- ton 4,5, 6-tetrahydr
0-2H 15 [ 1, 2' ] bi pyri di nyl -5" -car boxyl i c -d@i-d
(3,5-bis-trifluoronethyl-benzyl) -nmethyl-amde. M me (%: 572 (MH+,

100) . Exanpl elle tilecgmpogdswaso ‘famﬂ‘éﬁscﬂf%WMﬁl fosn éndA % yidld according to the

[28 ( )2 Qyt(ig ox¥p @Eéﬂﬁfe&l&cﬁ@@c? abfbvOfol ﬁie?plr wﬁbmfm(zl% %Sisltr:ﬂ%rﬂﬁifeﬂﬂ Lbeh?@bsﬂ o ;im ]ge
a I olrirn SOl Uutl.0 (0]

2-chi or o- 5- m‘ﬁ%ﬁ?\l% LRty ertﬁmgﬂmbw} ey

se 27
m (315 mol )ckﬂxnopﬂmwl)n@zl,wsttbmhydx@ M-f,2' ]'Bh:qndﬁ@lei‘-lcﬁnbomlmhdd methplasmideef | uxed

for additiaqna nstgadﬂofg@%%I\f:%g%gng_o_taﬂrrggo temperature, the solvent was

renoved i n vacuo e res e was' re-dissolved in 200 m et hyl acetate.
The organic M8 oghied 68aEMhadhed with 200°m 1 N sodi um bi car bonat e
solution, dried (magnesium sulfate) and evaporated to give 27.3 ¢

(quantitativef aofs- @lﬂ&&pﬂehﬂ}—@w 4@% t@trMﬂlﬁoOM‘I-‘ipﬁ"Hﬂwarﬁl 5'lddsokh C. D)

2 2-Dineth 1- 365 I|n-q Jﬁ - ro ionamde To a solution of
27.3 g (126 154 rpholine in 600 M 30
met hanol wer eTladdledopburg! wis oﬂzﬁm%l afa vﬁaielsddi i BE Onyidd hécvatimpto cliegiro@dlize Th e

reaction mxtyresva Jwﬂrr Fioh 9@% 4:%% 3 4%5% fetrathyd0@!
until the theoretica ]h dar o bbtlt’ A he
cat al yst was FHi! iéﬂtéwmvl—én@rw:wm@ﬁ érbxsmwﬂ@@owethml h@@ylhme@ahmdns of

met hanol . Theydd 4 fiét-8 in% Ala811667) 140 2@%@- EnyBL Y £5.84ettih brganuary
2005 WO 02/08%121 P%T/ ELFI> /10 4 a?@ﬂ,} ( Plh )ﬁb'- b %\%l sted to ca.

i ch ¢cO
95 % of the d Pﬁ;’éfnﬁlﬁﬁﬁ TrRECFETIF §A &Feb‘éf:rtfg ﬁ&en%\ﬂd?%ﬁéw ipfiead | ayer
chr omat ogr aphyt.(4 TﬂH(ﬁrtQ:l’Liﬂ}deiuﬁEtbﬂuﬂinyW) dﬂh@@ph‘vtedalym,zias,mexwdeo ofi-240 n
tetrahydr Olfsur ﬁ& ]%1pyr1§19ylrg ~cBrb E}gamd (3,5-bis-trifluoromethyl-benzyl)-methyl-amide.

MS m/e (%): 572 (M+H ", 100).

Example 7

2-(3,5-Bis-trifluoromethyl-phenyl)-N-[6- (2—hydroxy—et]1ﬂamino)—4—o-tolyl~p71’idin~B—Yl] -
N-methyl-isobutyramide
20 a) 4-(5-Nitro-2-pyridyl)-morpholine

To a solution of 20 g (126 mmol}) of 2-chloro-5-nitropyridine in 150 ml tetrahydrofuran
were added dropwise 27 ml (315 mmol) morpholine within 10 min. The reaction mixture
was refluxed for additional 2 h. After cooling to room temperature, the solvent was
removed in vacuo and the residue was re-dissolved in 200 ml ethyl acetate. The organic

- 25 phase was washed with 200 ml 1 N sodium bicarbonate solution, dried (magnesium
sulfate) and evaporated to give 27.3 g (q_uanﬂtatwe) of the title compound as a yellow solid.
M.p. 142-143 °C.

b) 2.2-Dimethyl-N-(6-morpholin-4-

To a solution of 27.3 g (126 mmol) of 4-{5-nitro-2-pyridyl)-morpholine in 600 ml

30 methanol were added 2.5 g of 10 % of palladium on activated charcoal. The reaction
mixture was hydrogenated (room temperature to ca. 45 °C, 1 bar) until the theoretical
amount of hydrogen was taken up (about 3 h). The catalyst was filtered off and was washed
twice with 100 ml portions of methanol. The filtrate was evaporated in vacuo to give 22.6 g



ether. After cooling to 0 C, 26 ml (189 rnnol) of triethylam ne were added
in one portion. 5 Stirring was continued while 23 g (189 By fdospi val oyl
chl ori de were added dropwise wthin a period of 10 mn. The 1'ce bath was
renoved and the reaction m xture was stirred for 1 h at room tenperature.
Then, the s&b\ﬁ%&ﬁ%\as removed in vacuo and the residue WasppsHaRgnded in
200 M I N sodium bi carbonate solution. The product was extracted three
times with 200 m portions of dichloronetimane, dried (sodiumsulfate) and
evaporated. 10 Recrystallization of the solid residue from ethyl

acet at e/ hexans abuaalgaﬂ/whiZB c@lsigte@ 86ca0f5 Wfof therdesilteii thiincdamiyativa decaslingtiot e

crystals.

N- (4-1 odo- 6- m)rigﬁf)% pyrl 1)gjgyl) 2, 2-di met hyl - propi onam de A
solution of 28.4 a %11

2, 2- di met hyl - Neig @u%vra wttiveas isspivedsiprg mixhraof 4 mf sctishysfsofyrpaand 60 whdiethyt nf
(324 mrol ) N, d‘théid.z&ftertcectlrxgnﬁo by, 126 1 Y1 9nedbld bhdrisdykimtierwedd Gided iniche pORioH]

(520" ot 3 o QRS a taf P4 Vi St bl it ot aadhd ot "
dropwi se. Thewitlenepened ofiil)xtin Ehe e dathl Wag wambvedanwbtharaagiononix@fe WGisatigedi ght :
A ter cool ing,agglirdoth tgglger%urg%h&l L}%Jséﬁer{f%?e |Qel B%%'H%ﬁg fneetidda @9 m

t et rahydrof uran were dropw se durin |ce bah
repl aced by éﬁsweeéeddaﬂﬁo Hhd %OmehlraébPrme solytign. (TéIGBIQﬁWﬁIWaS e%@eﬁeé
t hi osul f at e pantaMmiraLea p0ﬁ10%5@fﬁ@iﬂ%h@ﬂmﬁ@Hﬁecﬁ@&ﬁdm%ﬂfﬁé)&n&-&aé’bﬂﬁte%en t he

terrperature t he react tur. d reac hen i et hyl
cther ver & aRseae Al gl e pan Bt mP e 48 vt BRI of ayer
was ext ract echt vitleempdund 2O@hitedryschischl or omet hane and t he conbi ned organic
| ayers were dried (magnesium sul fate) and 25 evaporated. Flash

chr omat ogr aphysgav e d-9668+£8 4089 of the title conpound as a light brown
oil which crystall ?bzoie-d ug)on staﬁ%l ng at roomtenperature. MS me (%: 389
(M, 71), 358 04 4’1 . [ th I-N-,SG nmor phol i n-4
yl - 4-o0-tol yl -pyt O Tt A sl 9.0 nmol )

N- (4-i odo- 6- nor phol i n-4-yl - pyri d| n- 3-yl )-2 2- d| rret hyl - 30 propi onam de, 35
m tol uene, 1Bsothtich 6284 (LPh mawh Gifadierethyl-Nt(conorpBdlh-#yl-$Bidiir3wirol )
tetrakis(tg ' g h%ﬂ% QH(!{ @@.)npéb& ﬁﬁ’ﬁdi'ﬂ(l N Nﬁthe&alﬁﬁh%etﬁﬁex%dgmgunder argon

0- tonIboronlc under, argon ter “cooling
to roomt enpetpépglfrgtet@h@rgﬁm cooled in a dry ice bath to —78 °C. Within 1 h, 202 ml (324

mmol) of a 1.6 N n-butyllithium solution in hexane were added dropwxse The reaction

0 -

mixture was allowed to warm up to —35 °C overnight. After cooling again to ~78 °C, 37 g
(146 mmol) iodine dissolved in 60 ml tetrahydrofuran were added dropwise during 15

20 min. The dry ice bath was replaced by an ice bath and a solution of 90 g (363 mmol)
sodium thiosulfate pentahydrate in 250 ml water were added within 10 min when the
temperature of the reaction mixture had reached 0 °C. Then, 1000 ml diethyl ether were
added and the organic layer was separated. The aqueous layer was extracted twice with 500
ml dichloromethane and the combined organic Jayers were dried (magnesium sulfate) and

25 evaporated. Flash chromatography gave 15.6 g (37 %) of the title compound as a light
brown oil which crystallized upon standing at room temperature.

MS m/e (%): 389 (M™, 71), 358 (25), 304 (43), 57 (100).

d) 2.2-Dimethyi-N-

A mixture of 3.50 g (9.0 mmol) N-(4-iodo-6-morpholin-4-yl-pyridin-3-yl)-2,2-dimethyl-
30 propionamide, 35 ml toluene, 18 mi 2 N sodium carbonate solution, 312 mg (0.27 mmol)

tetrakis(triphenylphosphine)palladium(0) and 1.34 g (9.9 mmol) o-tolylboronic acid was

heated under argon at 80 °C for 12 h. After cooling to rdom temperature, the aqueous

phase was separated and washed twice with ethyl acetate. The combined organic layers



phase was separated and washed twice with ethyl acetate. The conbi ned
organic |l ayers 24 January 2005 WD 02/08232 PCTI EPO1/ 05432.13.1.&1),2@(1559 washed
with 50 m brine, dried (sodium sulfate) and evaporated. Purification by
fl ash- chromat ogr aphy gave 3.23 g (quantitative) of the title conpound as a
white foam widdzng»s2 (% : 354 (MHH{, 100). e PCT/EP01/08432

| 6- Mor phol i n-4-yl-4-0-tolyl-pyridin-3-ylamne 5 A suspension of 2.93 g
(8.28 mml ) 2, 2-di rrethyl N- (6 nor phol i m2-yl - 4-o0-tol yl -pyridin-
3-yl)-propionamde_in N hydyochloric acid solution and 5 n

1- propanol weiere Wé%‘f‘%ﬁ“béo %bg‘?be é’%}v(é?‘fhi“ﬁﬁ@ fatepipad pepemied P usifiratiandynas

cool ed to rodiusk-elifpeiatdgtaphy gaveash g dquahtifititd) bede 2fe Eﬂmﬁb@hﬁhﬂﬂﬁh@ feihy! et her
and filtered over celite. The filtrate was diluted with 20 mM water and
was adj ust ed dijhiyon of 28 % sodi um 1o hydroxi de sol ution
under ice cool}tdl ng“%‘% Wﬁg 1bg s extracted with four 100 ml portions of
di chl or onet hane._ The conbl ned organic |l ayers were washed with 50 m brine,
dried (magn6 Mool yl-4-ontelvkferidin-Jryddamine give 2.31 g (quantitative) of
the title conpound as a white foam I\/S W (%: 269 (M, 100). 15 f)

Met hyl (6- mer phaispansibnyl 2.43 9¢8.28 rymel))zmdimla&@l WA~ rﬁdi?ph@lzﬂ@ﬁ—ultblmnp}&fduﬂ 24 g

(8.3 mmol) 6- r. trimethyl
ort hof or mat e grﬂg'ggo%dd n'lm‘%de#ﬁépﬁ%?ﬁhﬁ (fc?]}énéérfl (ﬁua’o {3 é’?ﬂl ]f%‘sz?nL‘évfs 130 C
The reacti orhenﬁesltqﬁ%%&ovewg%rﬁm@cmmmurems wdﬁdmommgﬁawﬂ The
residual oi | Waged ‘amsme»z@m?mnmmmt&mm aﬁeeémemﬁtem@@% thadr opwi se

under ice co%% %ﬂ? i thi um al um num de in 20
m tetrahydr SHUFEit ‘EflaP@)Wasrﬂd)&S o PW@@HW@B szﬁr%ls‘)‘i’ﬂlu@t room
t enper at une, }qﬂfﬁx&ﬁ sblatl@n hdrg Rk Bookingl ’Iaﬁlpebdhtteﬂhs(eﬂl’icﬂed%thbuur 1@d£}ﬂ§>bﬂi&n9f 28

% hydr ochl ori Alter sti I for n 8 .% sodj u
hydr oxi de sologtdllcgr?l"%% 4d drghcf’ctogl %&8&3‘% W?Wé”aéﬁ 'izhoﬁ & n[eg} ed over

celite, evaporgtatmandfaplandvagmriyd fo gasll. ﬂ@dqm&aﬁhu@w@mﬁ;bettdegmmpomd% g (66
% of the titlgirFaonmpound as a white foam

MS m/e (%): 269 (M", 100).

15 Methyl-{6-morpholin-4-yl-4-o-tolyl-

A solution of 2.24 g (8.3 mmol) 6-morpholin-4-yl-4-o-tolyl-pyridin-3-ylamine in 17 ml
trimethyl orthoformate and 3 drops trifluoroacetic acid was heated for 2 h at 130 °C. The
reaction mixture was evaporated and dried in vacuo for 30 min. The residual oil was
dissolved in 5 ml tetrahydrofuran and was added dropwise under ice cooling to 630 mg
20 (16.6 mmol) lithium aluminum hydride in 20 ml tetrahydrofuran. The reaction mixture
was stirred for 1 h at room temperature, cooled to 0 °C again and acidified (pH 1-2) by
addition of 28 % hydrochloric acid solution. After stirring for 5 min, 28 % sodium
hydroxide solution was added to reach pH 10. The solution was filtered over celite,
evaporated and purified by flash chromatography to give 1.56 g (66 %) of the title

25 compound as a white foam.
MS m/e (%): 283 (M, 100).

g) 2-(3,5-Bis-trifluoromethyl-phenyl}-N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-
3-yI)-isobutyramide

A solution of 1.46 g (5.15 mmol) methyl-(6-morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-amine
30 . and 1.32 ml (7.73 mmol) N-ethyldiisopropylamine in 15 mi dichloromethane was cooled
in an ice bath and 1.8 g (5.67 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-

propionyl chloride were added dropwise. The reaction mixture was warmed to 35-40 °C



Ms W (%: 283 (M-, 100). 2- 3 5-Bis-trifluorometh I-hen | -N-neth 1-N
6-nmor holin-4- 1-4-o-toll- idin- 3-yl -isobutyram de Angéﬁda@pggﬁl 46 ¢
(5.15 mmol ) net hyl - (6-norphol in-4-yl-4-o-tolyl-pyridin-3-yl)-amne 30 and
1.32 M (7.73 nmol) N-ethyldiisopropylamne in 15 m dichl or onet hane was
cooled in ¥pdagdspath and 1.8 g (5.67 mml) _ PCT/EP01/08432
2-(3,5-bis-trifluoronethyl-phenyl)-2-nethyl propionyl chloride were added
dropwi se. The reaction m xture was war med2t-o 35-40 C 24 January 2005 WO
02/ 08232 PCTI EPOL/ 08432 -22 for 3 h, cooled to roomtenperature again and
was stirred vipthh2zeoled tosapmiternpaatsrsdigaimandivasatibohutle2 3ol stiratd soffien or gani ¢

| ayer was Se%&%&@te%&qn&h%@ iy é}h@é?e Wafed GXd {h%(i&&%s ;I‘éﬂmwwas extracted
di chl or onet hane. . The conbi ned anl C grs were_drred nesi um su fate)

and evapor atvafh Iqh%%mfrtséxaaﬁéfhmogn e qrsv@ep 1@5#&%5%#@%%&%@@%}%@ 1 gi ve

1 2 1 9, (2 q ga n L l)dviﬁdrz\/c@c) The ehidib@ad putified s tiigmangiaphy © goe P Stedltantiitive)

2- (3. 5- Bi s>t rAfiq s omReHRA 2 YRGS M-B. 105 lﬁglé:roxy et hyl am no) - 4- o

.tolyl-pyridin-3- yII N—rreth I\/IsobutyLramde m xture of 1.0 g (1 76 mmol )
2- (3,5-bis-trh by cgethylamino)-4-o-tolyl-pyridin-3-

mor phol i n- 4- yhr-A:- Igethgllydbupygdngén 3-yl)-i sobutyram de, 100 ng (0.48 mmol ) to
rut heni um(111")chl or

i ) . SO pe ate, 3.5 m
carbon tetr m"if\“ied’g,l'og.(lsmrll‘l“%?@e’t érﬁn%h']l@oé?fgc%l?h?ﬂy t‘%‘? ﬂé\g?gtl rred for
4 days at r OQﬂbrthlhliﬂ)Q-ryB&Jfbﬁtelyl-ﬂerﬂ{h;j_ -eryo)n‘admwﬂﬁnm?aoad@m;xs i) ol gam?: Iaygr
was separ was sqdi u nsul.f i iltere
bver oor b RN bibse SR B AL RERR) Ldifn SRR e Bl Sarbit | G
sol uti on and t2@addoridet3tembicetonitiile pndhi Al watet Wes stidrad for é disrt tholm at 15 40 C,
the sol vents t\é\ﬁ?@ra{uﬁm‘{&ﬂubxﬂeﬂ{% Q@&Edttﬂgofgﬁlﬁt ﬂy@m@ B‘dfe'dﬂk& echtlI | ash-

chr omat ography 0 gl ve g{ he tit rown
foam M5 W ( te s_gl_}(jaona Govgr Et:hte To the trate Were added 0

(3,5-Bis-trify p@tra@m H})ﬂroﬁ&hadawhbn Bhd {zoflmi Retb b D AFreph@AME Yrebnixture for 1 hat
(2-hydr OXY3 etfﬂ))ébatlﬁle scﬁ)/ents were removed in vacuo and the residue was purified by flash-
‘chromatography to give 352 mg (37 %) of the title compound as light brown foam:.

MS m/e (%): 540 (M+H™, 100).
Example 8

2-(3,5-Bis-triflucromethyl-phenyl}-N-{4-(2-chloro-phenyl)-6-(2-hydroxy-ethylamino)-
20 pyridin-3-yl]-N-methyl-isobutyramide
 The title compound was obtained as light brown foam in comparable yield according to
the procedures described above for the preparation of 2-(3,5-bis-trifluoromethyl-phenyl)-
N-[6-(2-hydroxy-ethylamino)-4-o-tolyl-pyridin-3-yl]-N-methyl-isobutyramide using 2-

chloroboronic acid instead of o-tolylboronic acid in step d).
25 MS m/e (%): 560 (M+H", 100).

Examt)le 9

2-(3,5-Bis-trifluoromethyl-phenyl)-N-{6-(2,3-dihydro-{1,4] oxazin-4~yl)-4-o-tolyl-
pyridin-3-yl}-N-methyl-isobutyramide
a) 2-(3,5-Bis-trifluoromethyl-

30 pyridin-3-yll-isobutyramide _
- To an ice-cooled suspension of 1.2 g (7.1 mmol) ruthenium(IV)oxide hydrate in 2 mixture

of 50 ml carbon tetrachloride and 50 m! water were added 9.0 g (42 mmol) sodium



20 pyridin-3-yl]-Nnmethyl-isobutyram de The title conpound was obtai ned as
light brown foamin conparable yield according to the @aggﬁgﬁgggogescrlbed
above for the preparation of 2-(3,5=bis-trifluoronethyl

N[ 6- (2- hydr oxy- et hyl am no) - 4-o-tol yl -pyridin-3-yl]-Nnethyl-isobutyram de
using 2- chyy nic acid instead of o-tolylboronic ac d. 25
‘MB e (W: ? %?kﬁm 100) . Exarrpl e 9 2 bErisPib P
(3,5-Bis-trifluoronethyl-phenyl)- [6- -03-3-di hydro- [ 1, 4]
oxazin-4-yl)-4-o-tolyl- pyridin-3-y|]-N—nethyI i sobutyram de a)

2- (3, 5- Bi s-t mlefibdady. 6ﬁﬁts|ﬁydingfne3ﬂylhﬁ‘t-thh m&rﬁqlla}*ehslwhs ®p{r3ted xad tiw nqueous layer
hol i n-4-yl) 0 f-I%v?& s 10 | ed
Suspensi on Oﬁ?va% :étﬁcéé 9»? wﬁé( gt o}{ JJnl{a 9 EXMﬂerheco%ldeﬁ%rﬁ%BQ

50 ml carbon %Yétsﬁ’@ @rqddyeram eamolmi t%‘tfeandmrf’eadéerh%wlg tfe)arglce{ ZP@IQ%DI)

sodi um 24 JaRyRfiyn 8@Q5g 56@4%&9@%33 5&@&@8&%&&&@&&6@ Nehdipat - After
stirring for 30 f rated and the uqf | ayer
was ext ract ed RN Hord ﬂﬁWﬁa}%(inrfgo RS B re P RO e derider e

conbi ned or gaiixture Wﬁ)&ﬁfrﬁd fue aédifiorlal £F @ih 200 &€, vee hitéred owoodledchndava C and were
added slowy i 0

2-(3, 5 bi s-1 re}f%olrjag?doﬁe ﬁe?]glle ﬁas r?%(ﬁ)ﬁg*bpﬂts% cl?.r%ﬂ_a‘iogr ég’y 2k g%(})tl mg (34 %) of

nor phol i n- 4- ythe @lezompbyp wyphuﬂﬁwﬁmyi)-lsobutyranlde in 20 mM carbon
tetrachloride. The mxture was stirred for additional 15 mn at 0 C, was

filtered OVEQ@SQMQ%@)QRQL&ﬁgp1@Map0rated The residue was purified by
phy and gave 704 ng (34 @@ of the title conpound as

fl ash-chromat ograp
colourlesggfaa N
(RS)-2-(3,5-B PR o = “4-0
-tolyl - pyr|¢ﬂﬂi@i&ﬁkﬁkﬁ&ﬂﬂlﬁﬂh&ﬂ&mﬁhtyranlde To an ice- cooled sol ution of

494 ng (0. 852rorgméelco%rea§01§ﬁm &4@& ;;Ig L{b‘@é?xﬂﬁfof}&' Ir\ﬁpYrkauoN?Tethyl eay)-N-

nmet hyl - N-[ 6- ( 3- 0X0- nDr hol 1 n- 4 Y I.n-3 ram de in
5 m methyl-N-[6-(3-0xo-morpholin-4-yl)-4- o—tolyl-pyndm -3-yl}-iscbufyramide in 5 rn :

methanol and 5 ml tetrahydrofuran were added 635 mg (1.70 mmol) cerium(II)chloride
15 heptahydrate. After stirring for 5 min, 64 mg (1.70 mmol) sodium borohydride were added

in two portions within 2 min. After stirring for 3 h at 0 °C, 1 ml acetone was added and

stirring was conftinued for 10 min. The solvent was removed, the residue was re-dissolved

in ethyl acetate and the organic phase was washed with saturated sodium carbonate

solution, dried (magnesium sulfate) and evaporated. The crude material was purified by
20 flash-chromatography to give 87 mg (16 %) of the title compound as white crystals.

MS m/e (%): 582 (M+HT, 100).

c) 2-(3,5-Bis-trifluoromethyl-

pyridin-3-yl1-N-methyi-isobutyramide
To a solution of 65 mg (0.11 mmol) (RS)-2-(3,5-bis-trifluoromethyl-phenyl)-N-[6-(3~
25  hydroxy-morpholin-4-yl}-4-o-tolyl-pyridin-3-yl]-N-methyl-isobutyramide in 2 ml

chloroform were added a few drops of a 2.3 N hydrochloric acid solution in diethyl ether.
After stirring at room temperature for 2 h, the organic layer was washed with saturated
sodium carbonate solution, dried (magnesium sulfate) and evaporated. The residue was
purified by flash-chromatography to give 47 mg (75 %) of the title compound as white

30  foam.

MS m/c {%): 564 (M+H", 100).



met hanol and 5 m tetrahydrofuran were added 635 ng (1. 70 mmol)
ceriunm(lll)cMride 15 heptahydrate. After stirring for (1.70
nmol ) sodi um bor ohydri de were added in two portions w ?ﬁ%ﬁhZarﬁ?O@After
stirring for 3 hat 0 C 1 nml acetone was added and stirring was conti nued
for 10 m n. wHhgrgRhvent was renoved, the residue was re-gj Czﬁggb Vs, 1 n ethyl
acetate and the organi c phase was vvashed w th saturated sodi um carbonate
solution, dried (magnesium sul fate) and emaporated. The crude material was
purified by 20 flash-chromatography to give 87 ng (16 %9 of the title
conpound as white crystals. M W (%Exa@mpl210MrH{, 100). c 2- 3
5-Bis-trifl.uoronethyl - phenyl) N-16- (2, 3-di hXdro-[ 1, 4] oxazi n-4-yl)-4-0-toiy
| - pyridin-3-yl ol 6 i f W 1 mmol )
(RS)-2-(3, 5- bINS(%tI‘I |"uor oérettﬁﬁf%ﬁenyl 992l\£-!;’0';6}i %%Jhg%bzﬁgﬂlﬂ ph@éylm I(igh}l

hydr oxy- mor phéthugsramide) - 4- o-t ol yl - pyridi n-3-yl]-N-net hyl -. i sobutyrami de in

2 M chl orof@rm PEAR1 ﬁgqle&lhj%g;‘f@%wngﬁ s5&8iamiae N hydrochloric acid

sol ution in diethyl éther ter s |rr|ng at roomtenperature for 2 h, the.
organic yerwa washed with sat od| um car,bonat.e. sol.utjon, dried
(rmgnesi e Tt SRRan s dr i Foioe BT pt iR doeirah PR

f | ash- chr omatsygthaghyf rahydH(¢-enotghalig- 4()ﬂ&-%olﬂ#pytlﬂm—i—ylb~lam1mrrpound as white
30 foam M5 W (% : 564 (MrH+, 100). 24 January 2005 WO 02/ 08232

PCT/ EPO1/ 0843¢s m/g{b/ﬂﬁ)gwgl_zi J

N- (6- Acetyl am no- 4-o-tol pyr| i n- 3- yI) 2-(3,5-bis-trifluoronethyl-phenyl)
-N-net hyl - isabytyr d ) . . )

N2- Benzy1l- N5-fretir : e simi : T TE Fe conpound
was prepared fol I OWI ng the pr ocedur es descrl bed above for the synthesis of
met hyl - ( 6- mor'photolution-of B.02 g 66.7 winydl)- 183 bérdiinN methyl-dro- tolyl-piBlind-25d4ming 04
(Meb,  100). R oBeMdihiolotn RN YL AP 4uR1diRbptbpyfihelh Biidiohl o2 § HRMBS aci d

benzyl ester

mmol) benzy! chloroformate in 50 ml dichloromethane was added dropwise at 0 °C. After

stirring for 2 h at room temperature the reaction mixture was washed with water (2 x 50

ml}, brine {50 ml}), dried (magnesium sulfate) and evaporated. Chromatography of the

residue afforded 2.36 g (80 %) of the title compound as light brown crystals. M.p. 110-112
15 °C.

MS m/e (%): 438 (M+H", 100).

c)} Benzyl-(5-{{2-(3,5-bis-iriflucromethyl-phenyl

o-tolyl-pyridin-2-yl)-carbamic acid benzyl ester
- To asolution of 1.075 g (2.5 mmol) benzyl-(5-methylamino-4-o-tolyl-pyridin-2-yi)-

20 carbamic acid benzyl ester in 10 ml dichloromethane and 1 ml N-ethyldiisopropylamine
was added dropwise at 0 °C a solution of 1.15 g (3.5 mmol) 2-(3,5-bis-trifluoromethyl-
phenyl)-2-methyl-propionic acid chloride in 2 ml dichloromethane and the mixture was
stirred for 3 h at room temperature. The solution was washed with water (20 ml), saturated
aqueous sodium hydrogencarbonate solution (20 ml) and brine (20 ml), dried

25 (magnesium sulfate} and evaporated. Chromatography of the residue afforded 1.15 g (62
%) of the title compound as a yellow oil.

MS m/e (%): 720 (M+H?', 100).

d) N-(6-Benzylamino-4-o-tolyl-pyridin-3-y1)-2-(3,5-bis-triftucromethyl-phenyl }-N-
- methyl-isobutyramide
. 30 To a solution of 973 mg (1.35 mmol) benzyl-(5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-
mgthyl—p:opionyl]-methy1~amino}-4-0-toly1-pyridin~2-yl)—carbamic acid benzyl ester in 13




To a solution of 2.03 g (6.7 nmol)

N2- benzyl - N5- net hyl - 4-o-tol yl - pyri dine-2,5-diamne io Qme 005

di chl oronet hane and 40 m N-et hyl divi sopropyl amne a solution of 2.1 m
(14.09 mmol ) benzyl chloroformate in 50 m dichl oronet hane was added

dropw se at wQ) fzpsAbter stirring for 2 h at roomtenper atygy P&lhﬁ%r eaction

m xture was washed with water (2 x 50 m), brine (50 m), drie 6magnesi um
sul fate) and evaporat ed. Chromat ography ofs the residue afforded 2.36 g (80
%9 of the title conmpound as light brown crystals. Mp. 110-112 15 C. M
nme (%: 438 fMnkthaddl@hd 1 el BeddadithetfBformamide was added 40 mg 10 % palladium on

2- (3, 5-bis-tr &ll,%éa {}?%51 Ml TR RO ARED Y kel 0

o-tolyl-pyri carbam c aci est ion
(2.5 mvol ) bekiligatiop s ﬁhepﬁglrsmdrﬁyawr@qnmfyhe—ﬁéwc @ffq#d@l%?ﬁ)ngeuamaﬂa@emqf aci d

benzyl ester iptii@cdhpdtinghl PrapRbitane and 1 nl N-ethyl diisopropyl am ne was
added dropwi se at O CPa solutlon of 1.15 g (3.5 mml)

2-(3,5-bis-tr Iuor [ P ) - 2- nethyl-propionic acid chloride in 2
m  di chl or 8 M&é‘?{é( ﬂg%%]ﬁ\é-i—% gﬁé}ye was stirred for 3 h at room
tenperature. The sol uti on was washed with water (20 n1) saturat ed aqueous
sodi um hydr ogAeH -0 yh)-3x(35-bwdrifiudremeth@epheinfl)- N

(magnesi um s%g@%@mgﬂd evaporat ed Chr omat ogr aphy of the resi due afforded

1.15 g (62 ¢ tle conpo a ellowoil M5 20
( M+H+? g.OO) _ f&u'uon of 750 mg (1.28 II;‘ranO&j) ~(6 %enzy]ymmo 4-o-tolyl=pyridin- 3-yl)-(2- 3, 5—b1s-

N- (6- Benzyl anﬂriﬂﬁoi%n&tﬁy@bkérrynm—lmithyi SoWhtyradiidedn 25 Bil 6F4 3 Nblugssret hyl - phenyl )

- N t hyl - t t
ben Z;|e ! 18[ ;hs%'g %{%ﬁcgﬂﬁﬁ %}lﬂlg %ﬁ%%?&ra{tgﬂtg%ﬂesszﬁn%e(resnigue Wgyglss)olved in 30
met hyl - pr opi omyinkthawd! layd hadrogeojtedindhd wreseheemf 60 digrio 26 yelll)ldma:rdmamhvatabl d

benzyl ester dh'&x;#:gl l\(l?o%m]éégiéb@{? %Qﬁﬁar\f\% %’hoﬁﬁé’fﬁgﬁ’g&g? %f} Pang 25 M

nmet hanol and 1 of mam de was a Yo pal | adi um on
activated chateppticmef therel Vﬁﬁtt%bwe ks igisert g dm 3 ehetbﬂ@eqﬁt@)wﬁedMﬁr e, 1

bar) for 1 h.witkbdiirh@tb@o@f sotifien @@}@wﬁboﬁa@ sEMAROIrAtd-RA (Aignbiienf i [ trate
af f orded 795 rlrlgt.gE antitati ci
sutfa aporat:on of the solution afforded 514 mg (81 %) of the title compound as light

browa crystals.

MS m/e (%): 496 (M+H", 100).

6-Acetylamino-4-o-tolyl-pyridi 3,5-bis-trifluoromethyl-phenvl}-N-

methyl-isobutyramide

20 To a solution of 100 mg (0.20 mmol) N-(6-amino-4-o-tolyl-pyridin-3-y})-2-(3,5-bis-
trifluoromethyl-phenyl)-N-methyl-isobutyramide in 3 ml dichloromethane were added 27
mg (0.21 mmol) N-ethyldiisopropylamine and 70 mg (0.69 mmol} acetic anhydride. After
stirring overnight, the solvent was evaporated and the residue was purified by flash-
chromatography to give 100 mg (92 %) of the title compound as white solid.

25  MSm/e (%): 537 (M7, 68), 282 (100).
Examﬁle i1

N-[6- (Acetyl—methyl—amino)-4—o~toly1—pyridin—3-y1} -2-(3,5-bis-trifluoromethyl-phenyl)-
N-methyl-isobutyramide
* To a solution of 60 mg (0.11 mmol} N-(6-acetylamino-4-o-tolyl-pyridin-3-yl)-2- (3 5-bis-
30 trifluoromethyl-phenyl)-N-methyl-isobutyramide in 2 ml tetrahydrofuran at room
~ temperatare under argon were added dropwise 0.13 ml (0.12 mmol) of a 1 M solution of

potassium hexamethyldisilazide in tetrahydrofuran. Stirring was continued for 1 h at room



the title compound as a yellowoil. 5 M5 nme (%: 586 (MH+, 100). e) N

6- Am no-4-o-tol |- idin-3- 1 -2- 3 5-bis-trifluoroneth jg QgAndoodd meth 1-

i sobutyram de A solution of 750 ng (1.28 mmuol)

N- (6- benzyl am no-4-o-tol yl -pyridin-3-yl)-2-(3,5-bis-

trifluorone 7 nyl)-N-nethyl -isobutyramde in 25 m ol ution
of 10 hydroch dg;}ﬁ?ﬂé@aci d in ethanol was evaporated to dryggggpgﬁght%he

resi due was dissolved in 30 m nmethanol-2gnd hydrogenated in the presence
of 60 ng 10 % pal | adi um on activated charcoal (roomtenperature, 10 bar)
for 20 h. Af ttempérature auidi 13 mgiD.12 venad pinethylsodiderdere eddrp.ovfat staringbverdights ol vent
t he residue I i I | . S ] ]

sat ur at ed aqh@%@%ﬁ%ﬂfﬁ%ﬁ%‘?%gg @cealg %%ﬁaggg%ﬁé&ﬁy gﬁ&a%g&a%%gﬁmﬁgﬁéﬁgsi um 15
sul fate). Evai¥opatisdh dthetitle compenndepwhitdiop@ed 514 ny (81 % of the title
conpound as light brown crystals. _ M5S W (9% : 496 (M+H, 100). f)

N- (6- Acet yl aniiBen/d¢%): 514 (M-+10a/1 170j 932 8My-)'; 0Y.3, 5- bi s-tri fl uoronet hyl - phenyl)
-N- nmethyl-isobu ram de 20 To a solution of 100 ng (0.20 mmol) .
N-(6-am noz4-o-tolyl-pyridin-3-yl)-2- (E%arg'lg@l -
trifluoronethyl-phenyl)-Nnethyl-isobu yr%m de in 3 m dichloronethane were
added 27 ng (0.21 mol ) N-ethyl diisopropylam ne and 70 ng (0.69 mmol)
acetic anhydr$¥repromapesarbogylicacid 43 {3dorhighifluorqmetadphenyd)-Iesthely apor at ed and
t he residue R -te881-inbl-29b0] dRD Lapiy to give 100 ng (92 %9 of
the title covrggﬂn%f!as ?’teﬁ&%ﬂid. 5 &/’;S mqu(o/?- 537 fo% 6%; 282 (100).
Exampl e 11 N- 192 BteReb A ma i mrafRryamine-4os i Pginar 24 91bfs- - o-

(3, 5- bi s-tri firiflasometiylphgphieditnethyNsotaitfryhide Sob ol Yickhltiotethbae aeeabdéd 0n of
60 ng (O. : ' = Q= |- pYIiaei N3yl 23, is- 30
trifluor o%t Wﬁ%ﬁ%%% ?? %%(%%H?ﬂs%ﬁ? r?%%ﬁnﬁﬁqu)%géf%%cwgﬁ %tr?yg r g?%r an at
room tenper atigries fanedays atrrgom teepasaturdibe sadvespwisyemoved 3 vacuq ud1le residey of a
1 Msolution pf puPQt a%ﬁftﬂ}@x;f; 5 BW ngﬁlels@mgqu; % of Bt BMI-BEH& & Wwhite

Stirring was cgntinued for 1 room
s011d.,

MS m/e (96): 586 (M+Na™, 25), 564 (M+H, 100).
15 Example 13

Cyclopropanecarboxylic acid (5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-

propionyl]-methyl-amino}-4-o-tolyl-pyridin-2-yl}-methyl-amide

The title compound was prepared as 2 white foam in comparable yield according to the

procedure described above for the preparation of N-[6-(acetyl-methyl-amino)-4-o-tolyl-
20 pyridin-3-yl]-2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-isobutyramide using

cyclopropanecarboxylic acid (5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-

propionyl]-methyl-amino}-4-o-tolyl-pyridin-2-yl)-amide instead of N-(6-acetylamino-4-

o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-iscbutyramide.

MS m/e (%): 600 (M+Na*, 22), 578 (M+H", 100).

25 Example 14

2-(3,5-Bis-trifluoromethyl-phenyl)-N-(6-imidazol-1-yl-4-o-tolyl-pyridin-3-y1)-N-methyl-
isobutyramide

a) 6-Imidazol-1- idin-3-ylamine

1-4-o-tolyl-



- 24 January 2005 WD 02/08232 PCT/ EP01/ 08432 -26 tenperature and 17 ng (0.12
~mol ) nmethyl iodide were added. After stirring overni ghp4 Jahley sodyvent was
evaporated and the residue was purified by flash-chromatography to give 40
ng (65 % of the title conpound as white foam Ms me (%9: 574 (M:Na ", 17),

552 (MrH+, 19@y02/0823xanpl e 12 Cycl opr opanecar boxyl i ¢ aci dpcr/EPoi/os432
(5-{[2-(3,5-bis-trifluoronethyl-phenyl)-2-nmethyl- propionyl]

- et hyl - am no} -4-o-tol yl -pyridin-2- yI) ar’de To a solution of 100 ng (0. 20
mol ) N-(6-am no-4-o-tolyl-pyridin 3, 5-bis-

trifluoromet HSh&%hqewymWWPWmeﬁ@dﬁﬁWm g dceprdingto the procetugeset hane wer e

added 2 10 rdesdiped SRR L pd afmoﬁgf@%opgﬂahﬁ M@@M}@%ﬁﬁﬁ LML ¢ acid
chl oride at Ocvg@fter s irri Lg %?Efe‘ ng Pomte nperature, the sol vent
was removed i%% Ela’sffﬁ& s paidprRipdnstigd o Hlﬁ’mhl‘”’éﬂnlﬁgfpﬁ -ash- chr omat ogr aphy
to give 61 ng (54 % of the title conpound as white solid. Ms me (%: 586
(MtNa+, 25), Iﬂsmfé ()25 1OOYH", 18)Exanpl e 13 Cycl opr opanecar boxyl i c acid
(5-{(2-(3,5-bis-trifluoronethyl-phenyl)-2-nethyl

propi ony! ] = megybds-samik etrofsrRerh @ bV gliRiddz ol Dy ARS Wl pdis villhe title
conpound was pr eBar ed as a whité foamin conparable yiefd according to the
procedure de 4 Hove for the preparation

of N-[ 6-- (acetyl - et hyl -am no) -4-o-tol yl 20

pyri di n- 3- yl |FR-{t18 compagrdivras bbtained asyehot crpdﬁmpt@rdiﬁg iethh procedmbddsyritadi de
using cyclop C } y ) :
(5-([2-(3,5- begpf‘@?ﬁ%’pe?’M 1&}20@2 3% bis txgﬂufrometlﬁrl phenyl)-N-methyl-N-(6

propi onyl ] - neTFWhOWﬁbil'D@bl-Pm p’ilbrIFQhuh’REm;lﬁ §Exampld & steps) besinadt-

N-(6-acet YIbarﬂTﬁ‘@a‘zél 1- EFé Q—ItM&I M:Hindii PlaSinelidstedd 63methyl—(6 -mor 0hé1f—4—yl(—%;oo—tolggo

5b|str|fluoro - N- net hyl -i sobut yram de.

(MtNa+, 22), r’““1900) 25 Exanple 14 2- (3, 5-Bis-trifluo

r onet hyl - phenyl) N- (6-imdazol- | -yl-4- o-tolyl-pyridin-3-yl)-Nnethyl -
MS m/e (%) 532 (M, 100).

c) 2-(3,5-Bis-trifluoromethyl-phenyl)-N-{6-imidazol-1-vl-4-o-tolyl-pyridin-3-v1)-N-
methyl-isobutyramide

15
The title compound was obtained as white crystals according to the procedure described
above for the preparation of N-(3,5-bis-trifluoromethyl-benzyl)-6-chloro-N-methyl-4-o-
tolyl-nicotinamide (Example 1, step ¢}) using 2-(3,5-bis-triftuoromethyl-phenyl}-N-{(6-
imidazol-1-yl-4-o-tolyl-pyridin-3-yl)-isobutyramide instead of 6-chloro-N-methyl-4-o-
20  tolyl-nicotinamide and methyl iodide instead of 3,5-bis(trifluoromethyl)benzyl bromide.

MS m/e (%): 547 (M+H?, 100).



i sobutyram de a) 6-1m dazol-1-yl-4-o0-tolyl-pyridin-3-ylamne 24 January
2005 WO 02/ 08232 PCT/ EP01/ 08432 -27 The title conpound spgambirgpogsl as

| i ght brown foam according to the procedures described above for the
preparation of 6-norpholin-4-yl-4-o-tolyl-pyridin-3-ylamne (Exanple 7,
step e)) usyomdhizsdazol e instead of norpholine in step aperMashg: (X9: 251
(MtH+, 100). 5 b) _
2-(3,5-Bis-trifluoronethyl-phenyl)-N (6-iag-.dazol - 1-v1-4-o-tolyl-pyridin-3-y
| )- isobutyrami de The title conmpound was obtai ned as yell ow crystals
according to the procedure described above for the preparation of
2-(3,5-bis-trifluoronethyl-phenyl)-N nethyl-N(6-

nor phol i n-4-yl -4-o0-tol yl -pyridin-3-yl ﬁﬁwityram’ de (Exanple 7, step g))
using 6 10 im dazol -1-yl-4-o0-tolyl-pyridin-3-ylamne instead of '
?el\/lt_l_hyllo(()? rrg; pho"I'aneé of i‘!he?oﬂ%w%n%lc&lnpog'ggx{ acli"é: r%ax?ufaeflllr)ed inthe tsaal nlf\x{gmgl’:e (%9 532
2-(3,5-Bis-trifluoronethyl-phenyl)-N(6-imdazol-I-yl-4-o0-tolyl-p)ddin-3-yl -
)-N- met hyl -i sobutyranide 15 The title conpound was obgiiblesd as white
crystals according to the procedure described above for the preparation of
N- (3, 5- bi sst rAgdivelQibeariehy! - benzyl ) - 6- chl or o- N- net hyl - 4- o5

tolyl-nicotinan de (Exanple 1, step c)) using

2- (3, 5- bi o- t rPF1O%or onet hyl - phenyl ) - N- ( 6- 45

i m dazol - | - ylGetnetatahl yl - pyri di n-3-yl)-isobutyram de i nstisad of

6- chl or o- N- mg{ -4 Q. | - ni cotinam de and net hyl i,9di de instead of
3,5-bis(tri Pﬁ&%&%ﬁéﬁﬁ?ﬁ?%@%%l bromde. MS mMe (%: 547 3?MFH+, 100). 24
January 2005 M&@snogkaateeCT| EPOLI 08432 - 28 1

10 Tablet weight 100

Example B

Capsules of the following composition are manufactured:

mg/capsule
Active substance 10
15 Lactose 155
Corn starch 30
Talc 5
Capsule fill weight 200

The active substance, lactose and corn starch are firstly mixed in a mixer and then in
20 acomminuting machine. The mixture is returned to the mixer, the talc is added thereto

and mixed thoroughly. The mixture is filled by machine into hard gelatine capsules.



Exanpl e A Tablets of the foll ow ng conposition are manufactured in the
usual nanner: ng/tablet 5 Active substance 5 Lactose 43 ja@ip2684rch 15
M crocrystalline cellulose 34 Magnesium stearate | 10 Tabl et wei ght 100
Exanpl e |13 Capsul es of the follow ng conposition are manufactured:

nmg/ capsul e H@fdzngssubstance 10 15 Lactose 155 Corn st ar ¢largPor/edshC 5
Capsule fill weight 200 The active substance, |actose and corn starch are
firstly mxed in a mxer and then in 20-Z-comm nuting machi ne. The m xture
is returned to the mxer, the talc is added thereto and m xed thoroughly. -
The nixture is filled by machi ne int oExmpleGel ati ne capsul es. 24 January
2005 WO 02/ 08232 PCT/ EP01/ 08432 -29- Exanple C Suppositories of the

fol | ow ng conposiSappRiitaie oftiRsIReinY ®dipofition 46 MRMufaAGilve substance 15 5
Suppository mass 1285 Total 1300

mg/supp.
Active substance 15
5 Suppository mass 1285
Total 1300

The suppository mass is melted in a glass or steel vessel, mixed thoroughly and
cooled to 45°C. Thereupon, the finely powdered active substance is added thereto and
stirred until it has dispersed completely. The mixture is poured into suppository moulds of

10 suitable size, left to cool, the suppositories are then removed from the moulds and packed

individually in wax paper or metal foil.



The suppository mass is nmelted in a glass or steel vessel, mxed thoroughly
and cooled to 45C. Thereupon, the finely powdered actlgngH 3068 i S
added thereto and stirred until it has dispersed conpletely. The mxture
/i s,poured into suppository noulds of tO suitable size, left to cool, the
suppositories are then renoved fromthe noul ds and packed individually in
wax paper or netal foil. 24 January 260%-E! L. Y, _30_ Cainms 1. Conpounds
of the general fornulas CF3 wherein F3 | A or CF3 conpounds of formula I A
are those wherein R is 1,2,4-triazol-l-yl and R2 is nmethyl, or R is
"2- hydr oxy- et hyl am no and R is metdlyils or R is _
4- hydr oxy-3,4,5,6-tetrahydro-pyridin-1-yl and R2 is nethyl, or -R 1is
4- (2- hydroxy-et hoxy)-3,4,5,6-tetrahydro- pyridin-1-yl and R2 is nethyl, or
R is 3-hydraxycdmpoudsiodihg gehesl fommghsR2 is methyl, or R is
4- hydroxy-3, 4,5, 6-tetrahydro-pyridin-l-yl and R2 is chloro, and conpounds
of fornula | B are_those wherein R is_2-hydr -ethylamno and R2 is
methyl, or R is hydr oxy- et hyl am no and chloro, or R is

i ‘ Zin-4-yi and R2 is ner

N CF, .

or

wherein

compounds of formula IA are those wherein

R' s 1,2,4-triazol-1-yl and R” is methyl, or

R'  is 2-hydroxy-ethylamino and R’ is methyl, or

R' is 4-hydroxy-3,4,5,6-tetrahydro-pyridin-1-yl and R is methyl, or

R'  is4-(2-hydroxy-ethoxy)-3,4,5,6-tetrahydro- pyridin-1-yl and R is methyl, or
R s 3-hydroxy-pyrrolidin-1-yl and R is methyl, or

R'  is 4-hydroxy-3,4,5,6-tetrahydro-pyridin-1-yl and R* is chloro, and

compounds of formula IB are those wherein
R'  is 2-hydroxy-ethylamino and R? is methyl, or
R'  is 2-hydroxy-ethylamino and R? is chloro, or
R'  is2,3-dihydro-[1,4]oxazin-4-yl and R? is methyl, or
R' isacetylamino and R? is methyl, or
R'  is acetyl-methylamino and R? is methyl, or
R s cyclopropopane carboxylic acid amide and R? is methyl, or
R'  is cyclopropopane carboxylic acid methylamide and R’ is methyl, or
R s ii:nidazol—l—yl and R%is methyl,

and pharmaceutically acceptable acid addition salts thereof.
2. A compound of formula IA according to claim 1, wherein R? is methyl.
3. A compound according to claim 2, which is

N-(3,5-bis-trifluoromethyl-benzyl)-N-methyl-4-o-tolyl-6-{1,2,4 }triazol - 1-yl-
nicotinamide,
N-(3,5-bis-trifluoromethyl-benzyl}-6-(2 hydroxy~ethy1ammo) -N-methyl- 4 -o-tolyl-

nicotinamide,



R is acetylamno and R2 is nethyl, or R is acetyl-nethylam no and R2 is
~methyl, or R is cyclopropopane carboxylic acid am de anJgﬁ’d’i hyI or
"R is cycl opropopane carboxylic acid nethylam de and R2 is net

is itnidazol-1-yl and R2 is nethyl, and pharmaceutically accept abI e aC| d
addi ti on s&d@okhereof. 2. A corrpound of formula | A accqicgid@yis@scl aim 1,
wherein R2 is nmethyl. 3. A conpound according to claim?2, which is
N~-(3,5-bis-trifluoromnethyl-benzyl)-N mihyl -4-0-tolyl-6- [ 1,2, 4]

triazol-1-yl- nicotinam de,
N- (3, 5- bi s- t4-bfdroy-fretteli B&éaﬁzgﬂrahy@rc( 2HHyabiryidetiyy -arrberelic aihStThbis- 4- o- t ol
yl - ni coti namndgronfethyl-bBizg4 ¥e2005 WO 02108232 PCT/ EPOI / 08432 -31

aci d (3.5 bikls Mrwﬁamé@ iy ro»% %Fe?raﬁ)'%éeﬁ?;ﬁ (ot b sd "Y€
4 ( 2] Bydr OXy(agt-HSIQ&yﬂuoﬂomﬁhﬁ{Heydy}):méthﬁ apmid@drr ahydr o- 2H- |

i pyri dighyk -
(3 5- bi gy Pri )_ﬁ\hﬂ( ?ré’fsamﬁu enz%kfbem){l%él@—hﬁra)éy B}Frrcgldm 1-y1)-N-methyl-4-o0-

(R -N-(3,5- Ulob/1~t1'rcpﬁmamd0rret hyl - benzyl ) - 6- ( 3- hydr oxy- pyrrolidin- I-yI)-N-rrethl
yl -4-0- tolyl-nicotinamde. 4. A conpound of fornul a TA according to claim

1, wherein R2 is chl oro. Aco und ccor m4 which is
4' - (2-chl oro- phény‘f‘)co‘ﬂp‘ﬁ 05)@37“‘?% §Cc6°r ‘ﬂvﬁ‘aow ‘T—I—em *is chloro.
1,2" ] bi pyridinyl-5-carboxylic acid to

(3,5-bis-trifl ucﬁrohé@xnpq>ur@@1q9cyqllygm§ﬂml4 whicdls. 6. A compound of formula IB

2? g_? rmd I6 A gW}q ?ﬁé%lz-?: ro—phenyﬁ 4- hyr?holx?rﬁl,éls,&},g?gtrggydro»ZH— ﬁ, %pyg 1@1% s I;ncclylrhc ac1%i °

10 (3,5-bis-trifluoromethyl-benzyl}-methyl-amide.

6. A compound of formula IB according to claim 1, wherein R is methyl.

7. A compound according to claim 6, which is

2-(3,5-bis-trifluoromethyl-phenyl)-N-[6-(2-hydroxy-ethylamino)-4-o-tolyl-pyridin-3-yl]-
N-methyl-isobutyramide, ‘ |
15  2-(3,5-bis-trifluoromethyl-phenyl)-N-{6-(2,3-dihydro-{1,4}oxazin-4-yl)-4-o-tolyl-
pyridin-3-yl]-N-methyl-isobutyramide,
N-(6-acetylamino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-
isobutyramide,
N-[6-(acetyl-methyl-amino)-4-o-tolyl-pyridin-3-y1}-2-(3,5-bis-trifluoromethyl-phenyl)-
20 N-methyl-isobutyramide,
~ cyclopropanecarboxylic acid (5-{[2-(3,5- bls trifluoromethyl-phenyl)-2-methyl-
propionyl]-methyl-amino}-4-o-tolyl-pyridin-2-yl)-amide,
cyclopropanecarboxylic acid (5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-
propionyl}-methyl-amino}-4-o-tolyl-pyridin-2-yl)-methyl-amide or
25 2-(3,5—bis—triﬂuoromethyl—phenyl)—N—(6—imidazolnlwy1~4~<_)~tolyl-pyridin—3~y1)—N—methyl—
| isobutyramide.

8. A compound of formula IB according to claim 1, wherein R* is chloro.
9. A compound according to claim 8, which is

2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-( 2—hydroxy~ethylaﬁ1ino)—
30 pyridin-3-yl}-N-methyl-isobutyramide.

10. A medicament containing one or more compounds as claimed in any one of

claims 1-9 and pharmaceutically acceptable excipients.



T S e

~clains 1-9 arfePpreE AR

2-(3,5-bis-trifluoronethyl-phenyl) -N- [6-

(2- hydroxy-ethyl am no)-4-o-tolyl-pyridin-3-yl] - N nethy)- m de, 15

2-(3,5-bis-trif|uoronethyl-phenyl)-N—[%QZZ,S-dihydro-[l?if%@%ﬁ?%@%?yl)-4-0-

tolyl- pyridin-3-yl] -Nnethyl-isobutyram de,

N- (6-acetyl am no-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoronethyl-phenyl)

- Ni ”EE hyl - i Sﬁqpﬂﬁxyt{iéiﬂiieﬂ%ccordjng to dailm ll() for the treatment of migraine, rheumatoid -

N-[ 6- (acet yl - met -am no) - 4- 0y AN | G 1 i jety,

Tok (3, 5. pidhry i rﬂ%?ﬂ%ﬂ“‘f%%‘ﬁ 'éEﬁ}/?ﬁ_‘ {lfea%‘{f‘?\‘ig‘%fg{’%&’%‘%sdésﬁasf g'r“grﬁy de,

cycl opr Opagig@aq%@g,yf\ﬂqheimaéq dépe%sgn{ tipte sclerosis, attenuation of morphin

[2-(3,5- b%&h&rﬁ&eﬁ,'cﬁﬂﬂbﬁﬁ&lahWan@h@&!&hﬁ;cﬂrmimmqﬁe@qy plfergic . .
l:@it%idﬁh%- AL e coltY GldanbRPARRERS boxyl i c acid

(5-{ [2-( D1 uar omet hyr - henyﬁ.-Z:gSth%l- on induced

pr opi onyl chl%t%wﬂ'éirﬁcﬂﬂ}mﬂ&!"l’ﬁ-afﬂ?g)@ﬁlm P ?Q TRV AN de or' 25

2- (3, 5- bi sorhitih§ driperiuimtnbydlogihe pyyichosoum{ti dispider 2es uripagy[inceoepest y| - pyrii di n- 3-y

| )-N-net hyl - isobutyram de. 8. A conpound of forrnula 113 according to claim.

1, wherein R2i£pehhsThiprepRringy Boppaidiotfonacles IdiandIBas definad mcBimbhi ch is 2-

(3, 5-bi s-hg’efluorOrret.héll-phenyI)-l\l- [ 4-(2 -chloro-phenyl) -6-

( 2- hydr oxy6¢ RPFECASEYZ® 30 pyridin-3-yl] -N-methyl -i sobutyranide. 10. A
medi canment_ cont ai ni ng on re conpounds as clained in any one of

B@ﬁﬁ?@%?ggaacceptable excipients.. -32- 24 January
2005 11. A nedicanment according to_claim10 for the treatnment of mnigraine,
rheumatoid arthritis, asthns, aWE!anlannatory bowel di sease, enesis,
Par ki nson' s di sease, anxiety, _,p&ips/ headache, Al zheiner's di sease,
nul tiple sclerosis, attenuatidh of] morphine withdrawal, cardiovascul ar
changes, oedema, chronic infl ammezoryNdtseases, allergic rhinitis,
i nfl ammatory di seases of the gut uludiﬂﬁaulcerative colitis and Crohn's
di sease, ocular injury and ocH arN1 nfl antat ory di seases, notion sickness,
depression, induced vomting or psychoi munol ogic or psychosomatic
di sorders i i ntinence. 12. A process for preparinga conpound
of fornmul ggﬂ?ﬁdﬁaﬂﬁgﬂ%fggﬁgefi ned in claiml,

CF,

cl CF
o

to a compound of formula

“2:;1
PN CF, .
. b R \NI \g>(ﬁ[;:]/

CF, 1B

wherein R! and R? have the significances given in claim 1,

or

b)  reacting a compound of formula

with a compound of formula



whi ch process conprises a) reacting a conpound of formula R2' wth a
compound of formula G to a conpound of formula whereip, R, @g have the
significances given in claiml1, or b) reacting a conpound o? rul a Cl
IV-with a compound of formula 24 January 2005 WO 02/08232 to give a
conmpound Ofvofo%ﬁ%ia -33 CF3 | A wherein R and R2 have tfiecﬂpgmsﬁzcances
givenin claim1, or 5 c) reacting a conpound of fornula wth a conpound of
formula to a conpound of formula CF3 VII33CF3 V CF3 N H VI

ZT

to give a compound of formula

wherein R' and R? have the significances given in claim 1, or

5 «¢) reactinga compound of formula

Vi

with a compound of formula

Vi

to a compound of formula

" CF, 1A



F3 PCT/ EPOl/ 08432 10 CF3 1 A 24 January 2005 WO 02/ 08232 -34 PCTI EPO|/O8432
- 05( 0 2C6HACH3 or - - O5( O) 2CH3 an 4th§” hE65

wherein Zis d, Br, 1,
definitions of
-conpound of formula d -

INI

substituents are given in claiml1,
Y d'

"N CF3 VI

or reac ng a
CF3 I X or 5 wth a conmpound
10 wherein

of formula to a conpound of formulas CF3 RH XN F3 IA cF IB 3 or
the definition of substituents is given in claiml, and if desired,

converting the conpound obtained into a pharmaceutically acceptable acid

addi ti on seaideznegdz January 2005 PCT/EP01/08432
-34- |

wherein Z is Cl, Br, I, -0S(0),C¢H.CH; or ~O5(0)2,CHs and the other definitions of
substituents are given in claim 1, or

d)  reacting a compound of formula

R @]
P " CF, CF,
U
Cl N '
ce, VI &, X
or
5
with a compound of formula
R'H XIV
to a compound of formulas
R% l
P ] N CF,
Sy
R¥ N °
18

or
10
wherein the definition of substituents is given in claim 1,
and

if desired, converting the compound obtained into a pharmaceutically acceptable acid
addition salt.



-35 13. The use of a conpound in any one of claims 1-9 for the manufacture
of nedi canents containing one or nore conpounds of fo“ﬂ'ﬁﬁ%ﬂﬁ{“zﬁ?sl B for
the treatment of mgraine, rheunatoid arthritis, asthma, "an ammat ory
bowel di sease, enesi s, Parkinson's disggase, anxiety, pain, headache,

Al zhei ner' s di sease, rrul tiple sclerosis, attenuation of norphine

Wi t hdr aval , aI ffr['gé Y aCc%L]acl;un sza‘:il neo ?AQI%% Pt_lﬂgl(?lgﬁlﬁac ure ‘%]fnf I ammat ory

di seases, iC ruinreis, % seases o e gut including
Ul cor at | Ve STHEREOPe R mase eﬁf@@a%@ of epvaylA ppiB fpyb %ﬁﬁfat%fé'&l ar
i nf | ammatalimygralhs dreasoid afmﬁﬁsmmmadndeﬁlsmnﬂammshd@mse iemekisced vomiting or

psychoi maipal. ool &seRle, RN, t})gﬁloﬁ@ﬂcﬁe, ARLSRE LGS saRd tiple lsAghs, | nconti nence
attenuation of morphine withdrawal, cardiovascular changes, oedema, chronic
inflammatory diseases, allergic rhinitis, inflammatory diseases of the gut including
ulcerative colitis and Crohn’s disease, ocular injury and ocular inflammatory diseases,
motion sickness, depression, induced vomiting or psychoimmunologic or psychosomatic _

disorders and urinary incontinence.

A3k



