;e3e\d*6T\ ! WO 00/ 73278 PCT/ EPOO/ 04702 5-Phenyl -pyri m di ne derivatives The
present invengeopn2sel ates to conpounds of the general fornulBCTREP(OR4102( R~~
Rz X\. d4 N\/NRRI| Rs wherein R~~ is hydrogen or halogen; R-~ is

hydr ogen) hal ogen) |ower al kyl or |ower alkoxy; R; is hal ogen,
trifluoronethyl, |ower alkoxy or lower alkyl; R /R-~ are |Independently from
each other hydrogen or lower alkyl; P~ is |lower alkyl, |ower alkoxy)

am no, hydroxy) hydroxy-Ilower al kyl) -(CH=)"-pi perazinyl

substituted by |ower alkyl, -(CH=) " norpholinyl) -(CH_ )I""Hﬂmnl’wmmllml
- O (CH2) ~+i - nor phol i nyl , - O(CHZ) "r,-piperidyl,]| ower aI I ower

al kyl - sul fonyl , benzyl am no) -N H (CH2) nr~N( R4. *G00001*

S(CH2) i, - NH- (CH2) 1, @M&M@E&Y@‘Eﬁi O(CH)n+y(R4)~ wher ei n
R4 is hydr ogen or Iower al kyl; R~" is hydr ogen R— and R~ or R~ and R- may
be together with the two carbon ring atons - CH=CH, with the proviso

that n for RL i hepresgnt WVeRfE RS A0 cgmpounds; ofalamgexeraéfar@oda) N( Ra4) - or
-N(R4)C(O -; and to pharmaceutically acceptable acid addition salts
t her eof . Pop/ 07.03. 2000

(R,

AN
Y
RS
wherein
R' 1s hydrogen or halogen;
5 R is hydrogen, halogen, lower alkyl or lower alkoxy;
R 1s halogen, trifluoromethyl, lower alkoxy or lower alkyl;

RYRY  are independently from each other hvdrogen or lower alkyl;

R is lower alkyl, lower alkoxy, amino, hydroxy, hydroxy-lower alkyl,
-(CH.),-piperazinyl, optionally substituted by lower alkyl,

10 -(CHs),,-morpholinyl, -(CH.),,-imidazolyl, -O-(CH,),.-morpholiny],
-O-(CHa)pi- piperidmyl lower alkyl-sulfanyl, lower alkyl-sulfonyl, benzylamino,
“NH-(CH)aniN(R*)3, -(CH3)u-NH-(CH )y N(R*)3, <(CH,)a o N(R¥), o1
-O-(CH1) e N(R* )3. wherein R* 15 hydrogen or lower alkyl;

6 .
R is hydrogen;

15 R7and R® or R' and R® may be together with the two carbon ring atoms

—~CH=CH-CH=CH-, with the proviso that n for R' is 1;
n 15 independently 0 - 2; and
X is —C(O)N(R*")- or -N(R*)C(0O)

and to pharmaceutically acceptable acid addition salts thereof.
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WO 00/ 73278 _2 PCT/ EP00/ 04702 The conpounds of Formula | and their salts
are charactWPi%E#By val uabl e therapeutic properties. It hadGJ&g0/04702
.surprisingly found that the conpounds of fhe present invention are

ant agoni sts of the Neurokinin 1 (N1;-1) substance P) receptor. Substance P
is a naturally n ti bel toth 1ly
of peptides, ERQF E’bu Seo?gor%ﬂﬁgg%?rcgg‘e réglgﬁ%e o T HBTS bﬁ’r‘&ﬂ’%‘gieébﬁﬁaf’ﬁ‘t‘ﬁ | e
action on Empteemaslébhabeesrmmrhmﬂbsmledtt}naﬁhmcon’f;bmmdeoéﬂteqnes‘emmserlmiraaree P
is a menbeg,@f,dihe fsm@wefum hdh OfNIE 1PL &' Re PP i r

neuropeptldrcla cc)acle £ or sfu stgnce > CRIK- ? Qépeigr Sggﬁ%%}ﬁlsa%&[mldyt tt
t hr oughout O%qvér%%%camtﬁé M@usmsg@f@rfﬂzhvggp@&rmlx 9t mpaﬂﬂs. Hredateqribeins

gangl i ak, tdaamid bedaatshthéy pripEddAIREs e BRAAdn bitsSHEE1al SSBEH Alsde t he
duodenum and jejunun) and are involved mregul ating a nunber of diverse

bi ol ogi cal ‘b‘r“Scesses The central and peripheral actions of the mammali an
t achyki ni nThebstptoe orBubaveelfaen nesstioe iofittedupetfim i 0BG pusteinhédupledat or y
conditi onsrecelgtlopdl ng mgraine, rheumatoid arthritis, asthma) and

i nfl ammat ory QWel di sease as wel| as mediation of the emetic reflex and
t he nodul ati on of central nervous system (CNS) di sorders such as

Par ki nson' s di $baseuroReRirdsgeseptarefor subgase PAONK-8 7 aznifyly alintiibatyd ( Can. J.
Phys. . }99%hrod c@xlzheﬁx%;ﬁm?dﬁ(%g@ﬂro%§$\k% (e%‘ﬁéc‘?ﬂl‘?%mﬂx%%gspl%g an$ffi0he1645) .

Evi dence for t%] useful ness o Ki nin rﬁce pt or anta oni st§ m pai n,
headache, é‘é?jé%‘PéM%Vy‘em@déieﬁ‘@ ey EﬁéFh‘é?Pe§m T disgliod ewwsuaugwéa@@a@

atéI enuat i thvﬁfvgﬂ'mﬁﬂiun&ng\fahbdfbav\/@fdwéir@d‘Hﬂomg?clﬁbplﬂoal%ss@shanges oedermth such as
oeaena cau rontc 1Nkl a t ease, as
heummt o o T8 £RE P PR ARl st o8 By i, MR At pbpve tee?
respirat or yssdﬂsteése@l numedrods m@aaﬂnhzepgw@nrlhxoms trick)dingfrigraimat dreymdigéases of
the gut,; ghwﬂwgstu 3e£r?&1'nn§mmltb 'bﬁn\%mils&@pm | A S&ARIn &QHL %gmew and

ocul ar |n ammat or | Sseases reviewed In I nln ecep or
Tachyki ni naR&EepRefu ;«mra@cfﬁng@lgwrvow ~Aw§%rar€CNl5hd&6%d@m surh agharkison’s disegs.

Fur t her mor gye/¥gis. snwpsl-/rmenwranam»mw pirhyal mobeiNg1seyel Hped for the

treatnent qf a nurrger of ?[’)I%’é éjlo g% C@ gl sorders associated with an excess

or i mbal anBEPTEFINHRRGRIT TS £ B Utdr substance P. Exanpl es of

condi tions Evlﬂemhlfclhthsmxbefnmasseafl%hdhakmpretecé;ﬁeﬂaritmgﬁrimﬁtne;ﬁhixin hehddte, dispaiatier s

of the entr nepy msu nxi. e ressiQ chosis (WO
95 1667@) %”55& ﬁﬁ}f §n'£’g%%)‘°&f éé{%\neur%g ChiTer ‘“e‘”‘%?gar ¢

ant agoni stsaréma&‘cu}ﬂr h]eqfnbasefi@ﬁmn‘» ouch heedematmsad bptharmal ipjurgi @kmss and for

treat ment lm%ﬁﬂo?‘,‘)&ﬂetaké’@gucﬂ & rﬁglﬁjlhglﬂoq)cpartl'\PtlJQ@hH@Wrgﬂglﬁ%@Fgﬂ Hg‘:}?’ Hd
Medi ci ne) Vol . 340) 3 190- 1 5) 1999 Has b descri reducti on of

ci splatin-f ﬁ&eéa‘r%tﬁé ‘il'éeab‘i? 1aclading afsryis TR ok tirmatopedisseesot sha Boni st .
WO 00/ 732781CRGH@|H@QAM7@QHB ?md:b:jr@}m sdedast,eulpr ﬁ‘ﬁ@rl")'tanldlﬁ)\tﬁlrzlt' lrﬂ]ﬂnﬁﬁﬁof e
conpounds l“é nld ﬁ ¢ eclélttI(C& é;facei_lcg}él @bl e s?lts th ﬁf) t he
pr epar at’i o ‘SS?Sestrﬁée Bolfe-HERYS orﬁl Eonpotngd SHEHT S g them
and their dAmmuf Rbtumaohsiwel-3a998he use of the abovenenti oned corrpounds in
the control or prevention of illnesses) especially of illnesses and

di sorders of th@rtkér%rm&frsmJpre%@;stkr %taoam;cpmtem%,mv&a{;é&lfo?tm:f

correspondlng nmedi canments. The nost pre er?e I N |cat|ons n accordance
with the pH&sEHnt phyBwIPEPIPhasiplogica)diAe arsneR irdevith ¥beuwetsr imbelgace of

central neta\cﬁwanﬁxyﬁi@rnncdlwsuemaﬂwxe Hxti@ ples @At sTRIM o in WHRHEMIbs@RcOP heertai n
depresswe di sorders,or £ g e adm.nistration of NK-1 10 r,eceptor
heigdert g

ant agoni’st BeenAmRicEd His FERADROUA SHEFT A 3 2NEETnEeRIEHIAN od
of at Ieastmdiwacmmg\'ﬁmSHr@/WWGﬁa/fEdrMm:de\@f%H:BG%i)ay and nearly every
day) there is either depressed nood or the |loss of interest or pleasure in

all) or neg{ly.dbkiAcy! rgéeblogsamagomsts are further useful for the treatment of motion

sickness and for treatment induced vomiting.

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

receptor antagonist.



The follow ng definitions of the general terns used in the present

descri pti onWeppVA3278r r especti ve of whether the terns in quest PEWEB{ZR2

al one or mconbination. As used herein) the term"lower alkyl" denotes a
strai ght- or branched-chain alkyl group 'c Ataining from 1-7 carbon atons)

for exanple 0 |so bu t butyl and
the Ii k(rarP PZ epg#l?' %Cdd ?F\ﬁf\‘éié %F%P‘P%‘F'S’Uﬁée %‘PBB’&"‘ ‘wjg'i'ﬁ“lil&“ é BEPA -at gm;.
The term " lcewdmllphémptabledeltothesod thcgpr@ppambmbéuhla abbee-alekiibnébSimipRmdar e as
e e B A MMifihe' e bhA RS A s AU LKA HOMe Ff. S8

"hal ogen" . 10 ne an

" phar maceutnasdionyd sempprrdsiie thesanted df pieential qfsrlneemmpesausmfulmmes and
i norgani£ and r08the kafd Qerred U6 Rader &yl?lrtH@P\' ?ﬁfaGtL@@bfja oY E&ﬁcﬁn@” d)
sul furic aci qi) phosphoric acid, citric acid orma acl cf P marit acid)
mal ef i ¢ aciENFREE aci d) succinic acid, tartar| C aci d) met hane- sul foni c
acid, p-toluenesulfonic acid and the Ilke Exenpl ary preferred are
conpounds) in Vﬂhleeﬂfbc)(pre&ené%@)ima(ulﬁﬂs)m,acc\meirﬁ:lemltIR4t'hep&saf&txhvénti%ﬂd:rRtHoﬁe,
eg(aClr_rl]?)l) ;_ Flhgv 1|n6%d%8 554’% {f}lJ hggen%xba?glert\ g;[leegste% L e\LmeleatRe treatmsent of" L, for
5- (2- chl or prpkehiyh ))f r(ain dq:trhylvepiwpedeawrmrm&%wb)y the ad mirdstreiop-af NIyl i C

acid (3 L I
5. (4 ]S | ng géc%btotr h agUQ{]RnR g}» ngnlv%] Cf@ﬁéllg gézg:ngcﬁ{me«ij—:s bem$ ?‘r‘?girlmd o4atCar bo
xylic acidlqs, wirasks ARRgBhishe Q*b@rfﬁglldytmery&mraéiabrthsees either

2- chl or 0- phigpdksed Znddtt drrthBYss Bﬁﬂ&rr@stﬂp]eJlsuTé’in@It BY hearly all activities.
) -pyrimdi ne-4- car boxyl | c aC|

(3,5-bis-trifl WO, 00/ 73278 PCT/ EPOO 04702
-4 Further pref F ‘ﬂ? % Wi{ecfﬂ’sﬁdb‘?dsm TBE By NEBAESIRIOS P

i s nethyl armd.p&txweshf-\\ﬂefﬁdQ)lib-tBnmpthjuenyjn appAar :dm&rmle&oohrwmln As asmpound
S 5 ( 25 chhLRf0s RRER¥M &od anyPr Al elws&mxh £ & Boache QURLLAL NGl CBRARNL | ©

acid (3 5 uorone benz err

conmpounds) rmnwhﬂcqarbori @on@(@m(aﬂm 9‘,-m€t|%d et El n@pmwsoanmwn-bewl i-butyl, t-

- NH( CHa) +bN()§3H2c)ﬂ)elrl&CHz) - NH( CH2) n+1N( CH; )~ or -Q(CH2) " +~N(CH3) =, wherein
nis I or% for Iethefollovvlngmglo1

5- (2-chl or ?fﬁ'éﬁ‘g/ (’)“62 Kepl GIPTIRY 45§ BUHIPY ?16 Y2y nnmi di ne- 4- car boxyl i c

acid (3,5bis-trifluoronethyl- benzyl ) - met hyI am de)
2- (2-di net hyl afihateret Hyvemdlka)y- Senoteod yroup prhiendinl thee alk)d aesbduey biexas definked

(3, 5-bi s«;r'ai;wommm -B?Jaﬁyylgﬁ%%n%mrqe

2- (2-di net hyl am no- et 1 am no t hoxy- phenyl ) - pyri m di ne- 4-car boxylic
acid ( 35b|str|fluororrethyl benzyl ) - net hyl - am de, :
2- (2-di met hy| affihAéer&y H}ﬂﬂ%ﬁﬂné?mﬁﬂ(%ﬂqfiﬂm&"éﬂﬁh@ﬁ% e iy bieminfie- 4- car boxyl i ¢
acid (3,5bis-trifluoronethyl-benzyl)-nethyl-am de)

2- (2-di met hyl amhagerat rpHaarﬁhm)mﬁw(ﬂca‘pltummaamtxbyLalnhem%k:)cepsantk Wwihi ne- 4-ca .
rboxylic acid trifluor hy

5- (2-chl or O* PR f/f“)‘g%r §1Cd‘|c‘r?lé‘tsh‘3c/)l?3 #(5“%&‘" %3&‘8 "ﬂ)&/lrC aﬁ f‘Hg"Qf aé@r boxylic
aci d (3, 5- Iphssphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

25 acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like.

Exemplary preferred are compounds, in which X is <C(O)N(R*")-, wherein R*" is
methyl and R” is =(CH,)-piperazinyl, optionally substituted by methyl, and n is 0 or 1, for

example the following compounds:

5-(2-chloro-phenyl)-2-(4-methyl-piperazin-1-yl)-pyrimidine-4-carboxylic acid (3,5-bis-
30 trifluoromethyl-benzyl)-methyl-amide,
5-(4-fluoro-2-methyl-phenyl)-2-(4-methyl-piperazin-1-yl)-pyrimidine-4-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide or
5-(2-chloro-phenyl)-2-(4-methyl-piperazin- 1-ylmethyl)-pyrimidine-4-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide.



trifluoronethyl-benzyl )-nethyl-am de,

5- (2- chl or oWShRPPIE- 2- (2- di et hyl ami no- et hoxy) - pyri ni die- 4- B BBEAME024ci d
(3,5-bistrifluoronethyl-benzyl)-nethyl -am de,

2- (2-di met hyl am no- ethoxyl 5-o0-tolyl- yrlﬁl‘ldrre 4-car boxylic acid

(3,5-bistriflu z rreth -a

2- (3-di net hyl a%runrgr?p ‘berzie(T %{con}pow 't Vrrﬂlnr%gé\ cSAON %oxy‘rli’%'elgcR gis

(3, 5- bi strlmbnhmkmtthlyl—Cb(éI"}i»yi nyorp&mlhnyl am de,

2- (2-di net hyl am no- propoty) - 5- (2- net hoxy- phenyl ) - pyri m dme- 4- car boxyl i ¢
acid (3, 5bis- trAgg%}g@?g,Ml:h 9@@@;5%@@ hyl -am de) ~0 S

2- ( 3-di net hyl am no- propoxy) - 5- (4-1l uc>ro-2- et hyl - phenyl ) - pyri m di ne-4-carb
oxylic aci h r BYh-4banENd c -

2- (2-dt net ﬁgvl(grcnﬁlﬁgé?t ﬂ(i)‘,:(l;)bL[Q @8&}}1 rg@2 m’%}jfﬁ’?}lgﬂﬁggﬁ% gag?fr”fy}h 3|mﬁe(32 bclfsalr box
ylic acid (Bifgopprsethyl- b¢w¥dnﬁbﬂy4ml§1enzy|) net hyl - ani de or 5-(

2-chl oro-phenyl)-2-[ (7?-di met hyI am no- et hyl am no) - net hyl J

-pyrim di ne-4-carboxylic 3, acid

(3, 5-bis-trifluor oniiefeytedimenfuyther pampgundsningehich XWD-GUPINIR? 8-, RS is methyl
PCT/ EPOO/ 04709 r efe a ~ and
g P&‘Pﬁtm%@?q (G100 WW%{WM@H@)‘ 3 201 GH; )ﬁg’g@ﬁi?

R4" is methyri an wi'hg conp

2- et hy| sul Whgryin-rsisd-ard §ar- epsymphtbm@llnwmqm@qwnée ‘aci d

(3,5-bisytrd f4upr

5411 dbr o 5 RRRT PR ST Wﬂ“%ﬁ&”‘bﬁ%ﬂﬁr%&ﬁyzamaﬂws 4ROBI 5 o
(3,5-bis trblﬁ-ltuﬂ)w@f@mqﬁly)ﬂ bﬁéﬁiymﬂ myde.ani de. Qther preferred conpounds

th 0 i “DIST R
o Re are 1oy HineRytinlifo clioito) w0 By liol b0t o8 PR °f o
exanpl e t hetriflobrawethyl- btm:wldundb}’l -amide, _ _
2- (4- et hy';m B%%kﬁn-fz % ﬁﬁr‘?\ﬂBi‘%ﬁé'[ﬁ&h%éV%ahB%’ﬂ J-Pl- SR Ae. £ 20 AR Kidci d

(3,5-bistrifluoronet
2- (2-di et h(yilﬁamet@ﬂ@Dhyhtahﬂrhﬁ)ﬂlﬁ)m it rianidp- | -yI pyri m di ne- 4- car boxylic

acid (3, 5bhi ‘5'@ H%Lﬁ%@faﬂﬂﬁé Qﬂ-é/ %ﬂg |5) ﬂﬁIJPM 'h@xqi/l %uaudme -4- carboxghc acid (3,5-

2- (2- di met hyl'am no- ét ha en-1 - carboxylic aC|d

(3, 5- bi stntfxbmﬂwemw}pﬂﬁv@nw Wﬂ‘ﬁ‘ﬂ-ﬁmld‘am de, _ _
2- (2- mor phoj i oy hl)ﬁﬁ-rpf?ﬁ)é) ﬁ'ﬁﬂ@h%h@lfﬁ%réﬂhewi pRLAINE R LY dxyRET d

(35b|str|TIuoro }é | -amd
2- ( 3-di net hzyilldahﬁ mblsptrrtﬁb'@xwet Ynla@mll}]am@h“]iﬂwlldfpyrl m di ne- 4- carboxylic acid

(3, 5-biszn $14f Ma)% %@ﬁﬂ{% gl')yTa'??‘ﬁEmﬂrongztynﬁ?{Ean BS«‘:B%EBEQ (858bis-

corrpound) wher ein
-(CH)"- p| p@ﬁlalprmylbt)lﬂbbtnwhahtt ylsarnistei t ut ed by | ower al kyI

-(CH )" % EJ}‘N ind- etidxy) %ﬁx%x)ne 'h*éa'%&?iﬂﬁl géldf 95 bis-

exanpl e t he

2- (3, 5-bas- ltrrﬂUfOIrmrtblethL phethyll-i)m!‘drrret hyl - N-[ 2- (4- et hyl - pi perazin-1-yl)-
5-o0-tol yl py agﬁx r d _bi

2- (3, 5- bi s- % ﬁﬂ%@(\)% ﬁo i L fml\ﬁ%érﬁm ”N—4 Carglmp()yelrcéfkldnﬁs lls 5-o0-tolyl-p
yrinidi res 4yﬂr)ﬂu0$@bglthy)r hmldlé)meth)’l -amide,

2 (3,52 b1 54 15 L HOR GG B BASSYI) b o Rl 3t 001 1 -p
tnﬂuorometh\l benzy]) methyl -amide,
2-(2-dimethylamino-propoxy)-5-(2-methoxy-phenyl)-pyrimidine-4-carboxylic acid (3,5-
bis-trifluoromethyl-benzyl)-methyl-amide,

30 2-(3-dimethylamino-propoxy)-5-(4-fluoro-2-methyl-phenyl)-pyrimidine-4-carboxylic
acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide,
2-(2-dimethvlamino-ethoxy)-5-(4-fluoro-2-methyl-phenyl)-pyrimidine-4-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide or
5-(2-chloro-phenyl)-2-[(2-dimethylamino-ethylamino)-methyl]-pyrimidine-4-carboxylic

35 acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide.



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

- di met hyl amoweyst1syl am no) - 5- o-t ol yl pyri m di n-4-yl PCT/EP00/04702
-N-net hyl -i sobutyram de, 2-(3,5-bas-tritluoronethyl-phenyl)-1V- [ 2-(

-di met hyl ani no- et hoxy)-5-o0-tol yl -pyrim dPn4-y1] J - N nethyl -i sobutyrani de)
5 : . " ", 5.

2-(3, 5- bi s Further pesfesradiars ForppeHAs) WRerein X B-GON - oRed R Yis methyl aad Ry is- pi per

azi n- 1-yl) gyt MdieRarfiplélthe ftBRIAROonipp@REs:yr am de or WU 00/ 73278 _(~_
PCT/ EPO0/ 04702 2- (3, 5-his-trifl doromnet hyl - phenyl) - N_t()‘ 5-.%

2-chl or o- pHewy}h)ylsglfenyl-S-o-tolyl-pyr1m1d1ne-4-carboxyhc acid (3,5-bis-trifluoromethyl-benzyl)-

2- di net hyl %H'étﬂﬂe‘{rmd'e%m no) - pyrimdi n-4-yl]-N-net hyl -i sobutyram de. The
present conpounds of fornula | and their pharmaceutically acceptable salts
can be prepateluerp-IrmeiydPhredivd-methylse fayt-pymimidiasc4raartoxyligagd 6bedies

descri bed lgghggy,om;\ﬁrbegf)@pgﬁgwq:_gﬁmg_ses a) reacting a conpound of formula
R6 (R~ ~n Rz NHR~~ \' /N ~Rs with a conpound of formula (RJn Cl RR ~

Il to to a compound of formula Rs (R~ ~Rz ~~. R RR | (RIniN~i
N\/N O I-1 Rs wher @) RefthefefroaRmPBoltAd&art s liIWHEIHCRNCRSOI V)] 2R R¥E)s

methyl and R* and R®or R' and R® are together with the two carbon ring atoms

10 —-CH=CH-CH=CH-, for example the following compounds:
2-(4-methyl-piperazin-1-yl)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide,
2-(2-dimethylamino-ethylamino)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-
bis-trifluoromethyl-benzyl)-methyl-amide,

15 2-(2-dimethylamino-ethoxy)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide,
2-(2-morpholin-4-yl-ethoxy)-5-naphthalen- 1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide or
2-(3-dimethylamino-propoxy)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-bis-

20 trifluoromethyl-benzyl)-methyl-amide.

Further preferred are compounds, wherein X 15 ~N(R*)C(O)-, R* is lower alkyl and
R’ is -(CH.),-piperazinyl, optionally substituted by lower alkyl, -(CH3),-morpholinyl,

-NH-(CHa2)n:1N(CH3)z or -O-(CH:)a+ 1 N(CHa3)», for example the following compounds:

25 2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(4-methyl-piperazin-1-yl)-5-o-tolyl-
pyrimidin-4-yl}-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-piperazin- 1 -yl-5-o-tolyl-pyrimidin-4-
y)-isobutyramide,
2-(3.,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-morpholin-4-yl-5-o0-tolyl-pyrimidin-

30 4-yl)-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-{[2-(2-dimethylamino-ethylamino)-5-o-tolyl-
pyrimidin-4-yl]-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-{2-(2-dimethylamino-ethoxy)-5-o-tolyl-pyrimidin-
4-yl]-N-methyl-isobutyramide,

35 2-(3,5-bis-trifluoromethyl-phenyl)-N-(5-(2-chloro-phenyl)-2-(4-methyl-piperazin-1-yl)-
pyrimidin-4-yl]-N-methyl-isobutyramide or



or b) reacti ng a_conmpound of forrmula WD 001 73278 -7_ ‘VB

~OH N/ N | VM3 2 conpound of fornula (R3 )n NHR4 R Ra WBPOQ(%W&
_conpound of formula R ~R~—~-n FF / OR R g(Rs ) n NN~NR ~\ 1_2R5
wherein R1~-RS and n have the significances given above, or PCT/EP00/ 04702
c) modifyi Qggfﬁﬂlgnotrnﬂ%l:cﬁn&H?lsﬁlﬁetnk}ﬁmﬁDRQ- :RRr¥dpghh ) bhe - giafdimidheRs gi ven
above, and if desired, converting the conpound obtained intoc a

phar maceut |Eé1?3M14f§7m@éd%(p‘ﬂHélne4'élUrIﬂ raﬁmlr%bv%raw €. m 1n accor dance with
process variant_a) a conpound of for all

[ 5- (2chl or o- phelffi PreEnhEampRwLds 6 Hf Hnﬁ%%?lﬁp awacsuwﬂlhyfceaﬁbkéaktgcan
depr ot ect eCl)erJrE;Fh &B@D&e(mﬁmﬁswm n@mmtrhxhrelp&l bpgiodegses desdrifed@elo,for 1 h
and a conpo of formula II11) for exanple

2-(3,5-bis-% ‘F PUSFOTRIMY ¥ phenyl ) - 2- met hyl - propi onyl chloride is added and
the mxture is stirred at roomtenperature. A typical solvent is NN a

di net hyl f orayanirdetinfheodgsiunddf bonpdund of fornula I-1 is obtained in good
yi el ds. Process variant b) describes the reaction of a conpound of formula
|V with a compound of fornula V to a conparehd of fornula 1-2. The reaction
is carried out in conventional man r exanple in a solvent) such as

di chl oronet hane in presence of

with a compound of formula

10 to a compound of formula

s

\
N
T

R

wherein R'- R and n have the significances given above,

or

b)  reacting a compound of formula



WO 00/ 73278 -g_ PCT/ EPOO/ 04702 NEt3) EDC

(N-(3-di met WO ant3apropyl ) - N - et hyl - carbodi i m de hydrochl ori 8€J/EROMO4HDBT (
1- hydroxy-benzotriazole). The m xture is stirred for about 12 hs at room
tenperature. The desired product is obt ai-fed after purification in good
yields. The salt formation is effected at room tenperature i n accordance
wi th met hods which are known per seqand mhRoh are famliar to any person
skilled in the art. Not only sal t sRwi norgani c acids, but also salts

Wi th organic acids came into considerp n. Fydrochlorldes hydr obr om des)
sul phates, nitrates) citrates, acegk? mg) eat es, succi nates,

nmet han- sul phonat es, p- toluenesulphonates and t he Ilke are exanples of such
salts. The follow ng schenes 1-6 descgfbe eHpr ocesses for preparation of
conpounds of forrmula | mnore detail .nJheg starting materials of fornulae
L1, VL, IX, X)) X, XV, XV aﬁa/XII ar e Iknown conpounds and may be
prepared according to nethods known i ng°he art. In the schenmes the
fol |l owi ng abbrevi ati on have been used: THF tetrahydrofuran DI PEA

N- et hyl d1i sopy opyl - am ne T.1-hydroxy-benzotriazol e EDC

N- (3- d|neth?“%ﬁﬁ%ﬁ?@ﬂ?@?fﬁfﬁiﬁ%y -car bodi i m de hydrochl ori de

m CPBAmM chl or oper benzoi ¢ aci dUPPAdi phenyl phosphoryl azi de?

DVFdi et hyl f or mami deNEt 3t ri et hyl ami neKHVDSpotR9si um hexanet hyl di si | azi de
WO 00/ 73278 -9 Br o I \ OHN-N VIII X ( , CH PCT/ EPO0/ 04702 Schene 1
R4 R ~ EDCI, HOBT, NEt HZN (R3)n s NHR 2 IXBr OR Ra Il | NR-n NYN
HI i

R O 4 4 3
R" R (R™),
= N
l [y
NQT,N R o
RS

. | & .
wherein R'-R" and n have the significances given above, or
. . . 5 . . .. «
¢) modifying one or more substituents R'-R® within the definitions given above, and

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

addition salt.

10 In accordance with process vanant a) a compound of formula II, for example [5-(2-
chloro-phenyl)-2-methylsulfonyl-pyrimidin-4-yl}-methyl-amine is deprotected with
KHNMDS (potassium hexamethyldisilazide) in THF at 0° for 1 h and a compound of
formula I11, for example 2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-propionyl chloride
is added and the mixture 1s stirred at room temperature. A typical solvent is N,N-

15 dimethylformamide. The desired compound of formula I-1 is obtained 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 [-2. The reaction is carried out in

conventional manner, for example in a solvent, such as dichloromethane in presence of



X X Rz | i HO-B~OH XI| (PPh3)Pd di nethoxyethane Br O R' R4~ NaH, Mel | ~
R-n ~N N ~NWOQU/B¥8 X XI Rs (R-)n Rz | i OR4 4\ R R-n | NWP@ITOMOWOP?,RS
(RN Rz | ~ORaal \ RRnt N NNI,-SOoI-4HzONaC]—IR6(R1)nRz
~0R \RRNN' N~N~1 i OHmCPBA T:12zCh (X=SCH3) Rs (R-n 4, Rz ~ O
RRa

mne \N}g\tl_;,%ﬁbld(ll\?-)@-%imethylaminopropyl)-N -ethyl-carbodiimide hydrochloride) and
HOBT (1-hydroxy-benzotriazole). The mixture is stirred for about 12 hs at room

temperature. The desired product is obtained after purification in good yields.

The salt formation is effected at room temperature in accordance with methods
5 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 came into consideration.
Hydrochlorides, hydrobromides, sulphates, nitrates, citrates, acetates, maleates, succinates,

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

The following schemes 1-6 describe the processes for preparation of compounds of
10 formula I in more detail. The starting materials of formulae III, VIII, IX, XII, XIII, XVI,
XVII and XII are known compounds and may be prepared according to methods known in
the art.

In the schemes the following abbreviations have been used:

THF tetrahydrofuran
15 DIPEA N-ethyldiisopropyl-amine
HOBT 1-hydroxy-benzotriazole
EDCI N-(3-dimethylaminopropyl)-N'-ethyl-carbodiimide hydrochloride
m-CPBA m-chloroperbenzoic acid
DPPA diphenylphosphorylazide
20 DMF dimethylformamide
NEt; triethylamine

KHMDS potassium hexamethyldisilazide



NYNIT | i AIl-5alcohol _ CszQO3 CH CN~Rs (R)n Rz | ~OR4A 4RI \' N
R~n NYN | UwyoBbolrs2bsl -6 The substituents R - R6 are given alroaeepdoiosroan
am ne group) such as am no) piperazinyl, optionally substituted by | ower
al kyl, norphol nyl, imidazolyl, piperidiny?)y benzyl anmino or

-NH (CHI )" +~N(R4")~, and B is | ower al koxy) -O (CH2)n+, -norpholinyl)

-O-(CH2)n f,-piperidinyl or -O (CHz$oheReFt 4' . )" WO 001 73278 - 10Schene
2Br O~Rs R ) nPd(QAc)z , PPh3 N~ N+ Rz i SCH3 Xl Il NEt3 , DWW
HO-B~OH XIl Rs R )n Rz | ~ Ol OH N-N SCH3 XV EDCI, HOBT. NEtj Rs cR)~, Rz
H~NIT i XVl 8°CEP00/04702 Rs /I/Rt )n Rz | ~ O
R\ R , EDCI, HOBT, NEt,
NN v 2 CH,Cl
e X 2
X (X=SCH, CH,)
Br OR“ R"
4 e R
Br O R Rd RG) NaH. Mel Mrf 3)n
MN n N\fN
|
NYN H DMF X Xl
X 8 (R),
X " R, R
R;I:?f R® QR R m-CPBA
HoB-on Xl NN RY), —
| | CH,Cl,
> N.~N
(PPh,)Pd  dimethoxyethane \)[(/ -3 (X=SCH3)

RS (R RS R,
n
R? OR{ R*
R? OR\ R* amine R\(R RY
RY — > XN n
S N n dioxan 3 |
| | NN

NYN \|¢
A
%0 1-5
o) I-4
alcohol
. Cs,CO, 1
H,0 CH, CN 1
NaOH RS (R),
R2 OF\"1 R4
3 1
R (R, N N><Tijj4R3n
|
N N
R? OR\ R* Y
n X@(Ra)n B
| | -7
NYN I
OH I‘6

The substituents R' - R® are given above
A 1s an amine group, such as amino, piperazinyl, optionally substituted by lower alkyl,
morpholinyl, imidazolyl, piperidinyl, benzylamino or -NH-(CH:)M)N(R"")Z, and B is

5 lower alkoxy, -O-(CHa),+1-morpholinyl, -O-(CHa),.i-piperidinyl or —O-(CHg)n+1N(R4")2;



i | O- N~NSCH3 XIVR ~)n ORa Ra, 3 (R)n i
substi t uent woa0g32jBven above.

N~ N N |

SCH3 (-3 The

WO 00/ 73278 Schene 3 Br O RPQIREPPMA4I02~ O~

21 / Pd(OAc)z , PPh3 N\/N + R NEt3 HQJ1 XVI| HO-B~OH XIl Rs (Rt )n > | Rz
~ O EDCl, HOBT, NEt3 OH N ~N ~h" XVI HO-1X s (Rt )n R CH3S02Cl, NEt~ R O
Ra Ra' R3)nl N~-NO-SSOOXXI Rs (R )n ~ORaRaR-)nl N~-NNI , A
) Scheme 2
1
= MR,
Br O - i R1)n R? o
| © Pd(OAc), - PPh, ~ o~
NN o |
T R NEL. . DMF Ny N
SCH, Xl _B. 3
HO™""OH SCH,  ypv
R® R),
— EDCI, HOBT. NEt, 6 R
OH R’ 0 > R
~ ] ©OH HYEj(R " R? OR R (R
Na N N n
\Sl,/CH LAY 9 W>K©
3 XV Ne N
\|/
SCH, 3

The substituents are given above.



PCT/ EPO0O/ 04702 Rs ~Rt )n
R Re. RS )nwWoOb/3rd | i

RZ1 ~OIl ~O-N~NHOXVIIl RS ~Rt )n Rz I ~ Oa
XX HO- ami ne The subst~tuents |t~ -p&/EROR04gI2VEN

above. A ~s an anore group) such as am no) p~peraz~nyl,

optionally

substituted by | ower alkyl,
or -NH (CH-) ~+~N(Rg~~) ~.

NaH, CHI
DPPA, NEt3 THF

mor phol i nyl ,- 1M dazol yI ,
WD 00173278 Rs Rt )n Rz |

pi peri di nyl, benzyl ammo
/O OH N~N SCH3 XXI |

DV ~--OHRs R- )n Rz | SchemeN3O N~ N O SCH~ XXIV -12 Schene 4

1
Br O RS (R ) RS (F\’1 In
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j/ XV Ho B-oH xr o
HO Xil Q N
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1 HO XV
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R
1
_.) 2 RG (R )I"I
R 0 EDCI, HOBT, NE,
—» 2 )
| AN OH (RJ) R OR4 Rd R3 )n
NN H o N
T g | N
HO IXX ROR xvi NTN
XX
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CH,S0O,CI, NEt amine
> R OR\ R* (R),
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NeoN |
o j
1l
_”_O
o) XXI
1
" (R )n
2
R OR\ R* (R%),
7 N
Nj7N !
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The substituents R' - R® are given above.
A 1s an amine group, such as amino, piperazinyl, optionally substituted by lower alkyl,
morpholinyl, imidazolyl, piperidinyl, benzylamino or -NH-(CHa)ns N(R*)..



HCl ,

N~N Ol / B SCH3 1-10 |-12 The substituen RI - |Z~ are biven above.
PCT/ EPO0/ 04702 Rs Rt )n Rz I / HN-O ) SCH3 XXIIl Rs Rt )n Rz | ~ H N~
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The substituents R' — R® are given above.
A 1s an amine group, such as amino, piperazinyl, optionally substituted by lower alkyl,
morpholinyl, imidazolyl, piperidinyl, benzylamino or -NH'(CHg)n”N(Rt;")? and B is

5 lower alkoxy, -O-(CHa),,,-morpholinyl, -O-(CHa),. i-piperidinyl or -O-(CH)n ) N(R*)5;

({/}~RSR')F]C| R Ra 3 KHMDS, DVF
~N R )n | N-MAOOG3}78,] cohol crr~cr~ CsC03 Rs R )" z | R N RICHEP@4J02, n |
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(3, 5-8. 66bas- I Qr y ,
) ot hyl - an deot L AERRTHAE: ALFREY e pesfoumed BipRl e Nt LR PR ne- 4- ca
rboxyl i c8. 43pwimefts, 5- b|s trifluoronethyl-beniyl)- neth~~|-an1de2 (
2- dt net hyl ant no- et hyl am no) - 5-( 4- fI uor o- 2- net hyl - phenyl
) - 8. 84pyr t m-di rﬁ]‘e‘]}fﬂ}ﬂf VReXNd N& - ﬁféc tor given as pKi, is in the scope of 8.00-9.30 for the
(3, 5- bla trlél neth l-b§9é¥ gyl-anlde 3, 5-bis-trifluoronethyl-phe
nyl ) - N- [ 2 PF2€UF ‘ETHW Bl 02BP9'8t -pyrint d~n- 4-yl
] N- met hy| i cnhllf ngm rln \AL ['\ Dﬁl 7Q’)7Q 14 D("’I'I I:Dﬁﬁl ﬁ/ljn’) Tha r-r\r'\rpt‘:\,u'r\d~
of fornul a 5H2achloml-phemsgl)t héed- meﬂh&{pmmawnilcﬁ Ipyrmnsdabbe cacbcd(yhddl 8.2bn salts
can be u_seqc,%s(% LSATEOb RS end S po! phar maceut | cal
preparatign He ha naceutl repardations can be adnlnlstered orally,
e.g. in theformof—tabtets—coated tabtets)—dr=a trard—and—soft
gel ati ne cdp%ud@@?hﬁGFUKr@h@XY ﬂ@hbﬁsn@thaﬁpéﬁyhaheaadﬁhSS 8.66
admi ni st r aty, OfH MR mBOYEN &Y, 1 %@tﬂ»lbﬁnﬁfef ected rectally, e.g. in the form|of
suppositor|i es, or parentera y, €.g. in the formof injection |solutions.
2-(4-methyl-piperazin-1-yl)-5-naphthalen-1-yl-pyrimidine-4-carboxylic 8.43
acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide
2-(2-dimethylamino-ethylamino)-5-(4-fluoro-2-methyl-phenyl)- 8.84
pvrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-
amide
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-5-0- | 9.18

tolyl-pyrimidin-4-yl]-N-methyl-isobutyramide




The conpounds of fornmula | and their pharnmaceutically usable acid addition
salts can DEORP/BEREEsed with pharmaceutically inert) inorganiPETEPOHP4TENI c
exci pients for the production of tablets) coated tablets, dragees and hard
gel ati ne capsul es. Lactose, corn ~ staréf-or derivatives t hereof) talc,

steanc acid or_jts salts,etc can be used as such excipjents e.g I,

tabl ets) drage&8® SHEPRURY ¢ ?ré?‘ir‘]ﬁga%‘éégﬁltgg.rp ﬂaéﬁ‘f‘é‘gh&lff leit a“Ifdgtr’o%oft

gel ati ne cafsithebe ased B.nGedids@yRtQblreinaht o mMEPBSIm@US cal PeéPar&Ins dTRAd

liquid polypls etc. Suitable excipients for thﬁ manuf act.ure of sol utions
o 7. e oy 0 ftapfe

and syr ups PRFENaseicalpreparatigny CARy ReyadaypisisEedygally, i gy i the £orgm Py tallefie gt ¢
Sui tabl e exdbidy, @Rigged, Bard HdeottgentisotipsulenN Solatieng efhulidtiseir)susdensibl. SThe

pol yol s, gl ycer.ol). vegetable oi]s etcg. abl e excipients for suppositories
are e. g na 'mraftr%wnrfgpdlé%ﬂebia|sg,beoiﬁs&é ,reftébg—,e-gs | ?%PBS‘WOF‘ (R PT

pol yol s et gareRterdlhyf OF SQMRE forkh6f ipfeaid@tiidneal preparations can contain
preservatives, solubilizers) stabilizers, wetting agents, enulsifiers)

sweet eners, colorants, flavarants, salts for varyi t osnot,i,c. pressure,
T ror e sk A5 albRpurTOIARRT addiet Pt e ebige fedRhe Gk Rr her
t her apeut i eal by/proatddabivith phibshaeaecallf herdasageicanonganiy exdipfehts fodthe |inits

and wll) of course fitted to the indivjdual reqnrenents in each

o t 1 cul ar PEAEEIOF 3 g e e s P el e P e 2T
dosage of ghedtorkRril&iveVorer&d, PRT stpRIcod @fitsaaltoapoimise oded @e neshadxcibisneul a |
shoul d be appropriate) although tgg abovel%pper limt can al so be exceeded
when neces&&r T RS-EAspgeauR N 4Ed SAAIRSCPFYIESt rat e the present mvent ~on
without Iimting it. Al tenperatures are given in degrees Cel sius. WO
00/ 73278 - 15 Egaitgbleexkiprédts FRQ0fQEIZORe capsules are e.g. vegetable oils, waxes, fats, semi-

2- Met hyl sul f.anyl - 5- phenyl - pyri m di ne- 4- car boxylic acid

(3,5-bis-t ot st ‘359%’[35%% )- et hyl - ani de a)

5- Br ono- 2- net hvl sul f anvl - pyri m di ne- 4- car boxvl m aci d

3, 5-bi s-tri fl uenieabié bncligientz ¥orahe ehantfacarsof sotutemns ahd Syrogs are(e.d. #alt, nmol )
5-bronn;2-ne{hglsulfaqylreéyiqjdine-4-carboxy|ic 3.92 M (28.24 mol)

tri et hyl'anmPAYOB: Spochareseqinvert sugary SIUCPS§ St oxy” benzot ri azol and 2.72 g (
14.21 mol ) N-(3-di met hyl am nopropyl)-N -ethvl carbodii m de hydrochl ori de
acid in 200 m SO excBpidits for(injbBti@Bsohaming are e.g. water, alcohols, polyols, glycerol,
3,5-bis-trkglg%%ﬁ§hh | - benzyl am n were added. The reaction m xture was
stirred for &6 hre. The reaction mxture was washed with 100 m 0.5N HC
and 100 mM HaO. The aqueous |ayers were backextracted with 100 mM CH-Cl ~.
The conbi ned ofgaatilcetcipients favsuppohitoads {re k\g~natugborhyrdened eilseraxasdfats,
evapor ated.._ Th [ : i.fied by chromatography (SiO-, CH:Cl,) to
give 4.70 émgbg@gﬁzqgggﬁwggﬁggﬁglsulfanyl-pyrinrdine-4-carboxy|ic aci d

3,5-bas-trifluoronethyl -benzyl am de as_a colorless solid.. .
20 Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,

stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

other therapeutically valuable substances

The dosage can vary within wide limits and will, of course, be fitted to the individual

[ %]
(93]

requirements in each particular case. In general, in the case of oral administration a daily
dosage of about 10 to 1000 mg per person of a compound of general formula [ should be

appropriate, although the above upper limit can also be exceeded when necessary.

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

temperatures are given in degrees Celsius.



b) 5-Brono-2-net hvl sul fanvl - pvri m di ne- 4-carbo~c~. ~| ~c acid

(3, 5-bi s-trid sersprget hyl benzyl )-nethyl -am de To a sol uti on rdT/dpodfdam2(9. 28
rnnol ) 5-brono-2-net hyl sul fanyl - pyri m di ne-4-carboxylic acid
3,5-bas-trifluoronethyl-benzyl am-de in 505/ N>N-di net hyl f ormam de 0.48 g
(12. 06 ?e> mmmol ) sodi umhydride (60% di spersion in mneral oil) was added
and the reaction nmucture stirred for 1 MExampletler the add~t~on of 0.92 inl (
14.85 mmol ) nmethyl iodide at 0, the reaction m xture was stirred for 3 hrs.
at 1ZT. The reaction m xture was distributed beriveen |00 HzO 100 m
bri ne and Zﬁﬂethﬂs@l*ﬁamﬂé phenyl-phimédingwdraarbaxylic atidd3, Dtbhetraﬂ:}usom@tl'lyétyer
washed tw ¢ %ﬁﬁ@amldmg . The conbi ned organic |ayers were dried
(MyS04)) fi It d evaporated. The residue was purified by

chromat ography (Si O-, CH-Clz/ethyl acetate 40:1) to give 3.50 g (77 %

5- br ono- 2- get Ipeh siel 3 -@ethyl A fah O SYr e CALRBYYH icG R S bis-trifluoromethyl-
(3,5-bis-trifTuoromet hyl-benzyl)-nethyl-am de as a colorless oiT. ¢C)

2- M et hyl s&ergdamids: phenyl - pyri m dne- 4- car boxyl i ¢ aci d

(3, 5-bis-tnfl ¢ szﬂ% @n’zl\hln}m LEphrANi@hAsdiend-speRanSd-0kaffoxPhd0 d
(7.17 rmol I)TfO atg%rlgrr% g3net y ﬁg?-_py{l m_di ne)’?lq r@bggél i C aci sRloxh

(3, S bis- tﬁ.9r2|rnb(r2§f¥étwpl>béﬁt y“}“”h'e’f 4rfil deyod. lzl_rra&rgxx elzzompfandzn
tetrakis(t rg @b@pmrﬁmwm B)rﬁéth{’laﬂhdﬂ’ﬁr@;ﬁw -8 BfHyldri{odlin88e mb}hmﬁ@@y&@m oni c

acid in 40 d~net hoxyet hane sol ution of 7.119

in 15 m Héw\wé@wr:eﬁso a‘ﬁlé 63“Wl‘3 Sré*mtglf‘rgermef%agﬁwgwm “fsem@gémp%g
reactiof m.xfUbE MRRIrOGA! §Grrad for @k heX ThekeatfoMfixtufd ﬁ@(wz%‘lﬁ@@mtﬁtm@%l()f t he
1, 2di met hoxyet han, the aqueous phase was extracted twice with

CHz Ch.
The conbi n@eﬁl\bﬁgénmé 1@%y@;Hs%h@aqrrfpéularmgscrdaa)ckr\rtrar@ﬂéﬂtfam r@k@d@%t ed.
The resi dughpsmpifedldreshi pr%&bwer@crr%r (R0, §, il Fed MAdPhpdratelythaestat Rad0: 1

) and crystallised to Qi

e e it S0 g 7 & (s bromo-2

(3, 5-bis- t%Jthﬂﬂﬂﬁﬂ?]t}g%tmmﬂcﬂ%kﬂwa'cﬁfB 51816 RiokoMBihl Eb&lyRiadd &a M P
109. 7-110. 7. Exa t hanesul f onyl phenyl - pyri m di ne- 4- carboxyl ic

acid (3!%5- 1§pl§rlp$s|sp] dror omet hyl benzyl') - met hyl -am de To a solution of 2.30 g
(4.74 mol) 2-nethvl sul fanyl -5-phenyl - pyri m di ne-4-carboxylic acid

(3, 5- bas- t LYELIeRRIRIRthvIRaRaYI- pvrirBidine-4-2Ribdeviidn RD(3M-bishiri@horotndRylg ( 11. 4

mrol ) 3-chloroperbenzo~¢,acid (70% was added at 5 and the reaction m xture
stirred fomﬁi@j&i—m87 el € After addition of 100 m sat. |-~aHCO, -sol ution,

the | ayers r}@ears%n&gﬂadfat (9t2rsem@1rog)fam}aﬁmmhaaaemalshm hrc?scm%% -carbolic
n r r I‘
Dar 1 ed. bycirhishi sgnae e e enideio et Her Aaoraiorramyrs & B8 565 (54
‘()/% g EEB(?amx]?rliiUl fs@dih)[rh‘riﬁdﬂh@(ﬁd% BMﬁérﬁbdluﬁlﬁnﬁcrﬁl&B@OXJ |adldediz|ﬁ1d1the realctxon mllictulres
| STri u col orle | ~
(El): 517 m;h'p}( er3t ﬁﬂ}lﬁﬂg}rpél’j}%&g% ‘ra\l))/lm Wrﬁrﬂs@r ﬁg) Afgﬁar boxyl i c

?6 i gs( 3, 5I ;?éa%nbﬁ Itnﬁkuﬁé wlaastthyéld r‘aemﬁw )t—lUEt’m\)éHeiHﬁ'bdesztL&e Evak HistriBiht@ﬁ:ae@wBerg
nmo anesul t onyl - o- e ne car pnox 1 C acCl

(3, 5-bis- tr‘P@ergL}zS)rréP%W BeR?2 &%ﬁh %nf‘&fe&”ﬁ“l‘b”ﬁfepdf"d ARRaPsOY; (

Ih 45 Amefl ) l:f?éf@ti'me{ﬂ'ﬂﬁxc‘é\@?thfl@deﬁi clzmmt ma@bm@memdorgmelay@smd cgreaotmi X

rs. er evapora 1on O ol.ven res ue was rl ween

50 m CH-Cfidtersdqnggvaporpigd, T qﬂf@“é‘cﬁ%eﬂ%‘fr ey %%‘“é%&wagt’zg%% (gue

CH-Cl ~) th%c&@MWQQOQF\B@mO% <I7ay»/@r§bclrm@d SR A an ;Jyhen@ﬂea;n&ﬂe&aymerat ed.

The residue was purifje chrorra o r ¢H ~/ ethyl acetate 9:1

“B‘ fgeiféﬁﬂo

) to give G9fd3g-lps 5’3ﬂ“‘)’02’eﬁlﬁ’ Bﬁ’éﬂ) nm&t ﬂﬁ“i‘?ﬂ di ne- 4car boxyl i ¢
acid (3,5-bis-tr~fluoronethyl-benzyl)-nethyl-amde as a off-white solid)
mp. 3c> 1547Q"13{5519\Qlfan5¥§fﬂ“eﬁ\l4pvr1m1d1ne 4-carboxvlic acid (3,5-bis-trifluoromethyl-

2- Benzyl am no- ? phenyl - XI‘I m di ne- 4- carboxylic acid

(3, 5-bi s- t—ﬁﬂab@éMﬁMenzyl)mt hyl - ani de

30 To asuspension of 3.50 g (7.17 mmol) 5-bromo-2-methylsulfanyl-pyrimidine-4-carboxylic

acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide, 0.213 g (0.2 mmol) tetrakis-
(triphenylphosphin)palladium and 0.96 ¢ (7.89 mmol) phenylboronic acid in 40 ml 1,2-
dimethoxyethane a solution of 0.83 g (7.89 mmol) Na,COs in 15 m]l H,O was added. The



WO 00/ 73278 PCT/ EPOO/ 04702 - 17 To a solution of 0.3 g (0.58 mmuol)

2- met hanes WD®A§B278- pheny| - pyri mi di ne- 4- car boxyl i c acid PCT/EP00/04702

(3, 5-bis-trifluoronethyl-benzyl)-nethyl-amde in 10 m dioxan 0.16 m (
1.45 mmol ) benzyl am ne was added. The rea@ion mxture was stirred for 16
hrs. After e oration of the s Ivent he r S|due was di stributed between
50 M CH.CFESURE Bactin 'H"t‘j“eﬂf‘é% Pé\% O After F%?&Pé%}'%"%?ﬁh%’

CH-Cl,) t geinx?ﬁmwamrtgam@ohay}ms wdf é)@fﬁﬁ(eﬁkg'ﬁ@wxbh 50F sl C_elrzogp_l. Bifélcombined
g\qapc?)r ?:rgt H)églzmefc ggesrli ujerq %@ iﬁ @zg%;é_?ﬂ&r%dllc ;5%;{8&%9&8’??3/ regiﬁlue was purified by
2- benzyl amcnmrﬁamﬁwémﬂj @Hottlsve&ﬁpacrebwyxbn@ a&@lcﬂyxta]hsed togive2.4g (69 %) 2-

|(§855b|1;~9t %;)g E;ﬂéwg:‘ne - -phenﬁnz\x!n)udm Pcarb%)rpvlg:%a 3 5- l())lf‘; ftn}ll\hlo}o?nest}?}!l benzyql)

2- (4- Met hy|mé1h?ﬂezrrﬂ?deréslaffy‘lﬁxte5crmzﬂﬂyﬂn -9, v . pre- 4- car boxyl ic acid (3,5-bis
trifluoronethyl-benzyl)-nmethyl-amde To a solution of 0.3 g (0.58 mmol)

2- met hanesul f onyl - 5- phenyl - pyri m di ne-4- carlngyl ic acid

(1342 bisl';rifluoroln‘ethyl benzyl ) - rretgé/rr 20lge in 10 m dioi(an 0. 16rr1t ( ;
nmo hy e e reacfjon mxture was stirre

for 16 hrs.2" wg’ﬁﬁféﬂ%ﬂﬁd’fyﬂ’ﬂ "é"-o?\?%r;gf’f‘,"lt‘ﬁ‘élciéﬁ -Bgdrifiyerametyl-but ed

Pﬂet v(\]/efgl 50 m}ﬁzmﬂﬁ%hyléhgﬂdéo m H|:O The aqueous I%yer W?SI extrgct eg with 50

s el T s LS it St aphy oo s i

CH-CI ~/ We O NHAGKL & 4Qﬂ&9ro¥ne)(h\1]%eﬁt)ﬂﬁrr@t}{l\5 aShndé8980 ml CH.Cly 2.92 ¢ (11,4 mimol)

2- (4- et hyl - pi perazin-1-y ri'm_di ne-4-carboxylic aci
(3, 5- bas-t Bréhl @r@rpéﬂaéﬂwm%éﬂ% -“r?ét‘ d.ag a7 ered Hhe reachpp minture stised ©@r 3rhrp.

162. 0-162. §; REXARR! & ftion of 100 ml sat. NaHCO: solutlon the layers were se arated the
2- ( 2- Di net hyl ami no- et hyl am no) - 5- phenyl - pyri m di ne- 4- carboxyl i ¢ aci d

(3, 5- bi st r ioFanet phase wﬁheééﬁﬂwﬂ) Nﬁm}?r selyfige: dripdd NaojQuwi [Bkeresd awl eyagorageds s

mol ) 2metmn@§&khef@mﬁurﬁﬁeelwrmorwam}agﬁ@slé,,C@‘{mmeuﬁnapm) to gyve 2.30
(35b|str|fluororret - enzg; ﬁﬁxm am de in m_ di oxan O %
P

1.45 mmol ) (24 &) r?etrﬁf,ha&ﬁﬁ%@ét’lh PKES i dagedcarronelic agidt(P-Srbisri xi ure vvas
stirred fOrtn@}@omn%thﬁfﬁeﬁhlﬁ%ﬂ%%ﬂl@@apjc&l&%s§&lh\ﬁem§ Fije1y @Wﬂue vas

di stributed between 50 CH-Cl ~ and 50 O The aqueous | ayer was
extracted with 50 m CH~CI , the conbi ned organlc | ayers dried (I~~i gSO~))
filtered and evaporated. The residue vgaér,gmgfl ed by chromat ography (Si O-
CH~Cl ~/ ht eOH NH40H 130:10:1 ) to give 16' 9%

2- (2- di et RyManphdbr-hyl-arrheoyl-prphidme- 41§yrrhopwleﬁ4¢eri(&%htsmﬂ}dprmetby1d

(3, 5-bis- trgeggﬁwﬁﬂldpenzyl) 3~ nethyl -am de as a off white solid, mp.
108. 5-109 /73278 - is Exanple 7 PCT/EP00104702

2- Hydr oxy- g_(phm,hlyqlgrp?frpﬁ]gdpﬁémm@aﬂbm}quapgmgépﬂ -5-phenyl-pyrimidine-4-carboxylic
(3,5-bi s-trifd, g%rﬁrfrgny?ﬁ,rg%ﬂm'b)e? J’FMJ‘ Al gen’t A1 S0kt .90 121185 Theflotf 0. 58

mol ) 2- met’ hanesu henyl i ne-4-carboxylic aci
(3, 5-bis- trm¢'npbghomnhaddebeﬁmeadmtmwuramadétnlrnd&mlmhrﬁﬁ@xamﬂwtsonwf 2N

NaCH solutiphWas, S WeHr S The pH

of ther eaé??on séqﬂg?%ﬁiu\%gg ﬁgﬁédégcjpgg!t &H D WH g E&? f”ﬁ&f 2. he aqueogs

| ayer was egteastiadr vas @@ratcteldwt}v@(t ml bl (hl%@]ﬂb)netdhegmﬁbmedned gani ¢

| ayers dri f ified

byychr onmat 3&%6@(‘}?@&&‘ ndéH5 % ?%d ano?p@(vﬁlg ?l%ﬁe-m% Jh?(éﬁq%%é%ra‘f?%ﬁ@

2~ hydr ot ~- SBidrythyaceiatd Hi hte- cavedhkdo@wmoz amrplholm -4-yl-5- phenyl pynmldme -4-
3,5-bistrif t I I £.f

215, 5 210, 5o EHACRAT S BRI AU ARl i Ay el LSRR ol e

(3, 5- bi g6t rli>#I0ubrsditet hyl - benzyl ) met hyl - am de

Example 4
2-Benzylamino-5-phenyl-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-

methyl-amide



To a solution of 0.3 g (0.58 rn.nol)

2- met hanesulwongr3238 phenyl - pyri m di ne- 4- carboxylic acid PCT/EP00/04702
(3,5-bis-trifluoroneth~'1-benzyl)-nethyl - amde in 20 m

N, N- di msthylformam de a stream of NH-~- Gas Ias introduced durm- 10 M n. The

reaction m tur P&fure onto |00 H~O.  The aqueous | ayer was
extracted th?&&° PF‘PrEg EE %@W@%Gﬂhar{eﬁé&’nﬁl -S RN HeryTiondisr & carkpulis

dried (MISQdd (35blseirARiopEtHe B YRR AY B6k WakaPh
chr omat ogr aphy (Sl O~r CI(—)I~CI e« l Ogl?‘lkl tthﬁ%ﬂaggﬂ gwfﬂto g]lfgelbgﬁlqg 49%?%@%
2ani no- 5- pHErW}’ apyRg Wf&f-d,#édi[l’@ap%ﬂxlmlp(wg,\x@s stirred for 16 hrs. After evaporat10no

(3, 5-bis-trik |s&!9519n§{ehe§ﬂué3@ﬂzdﬂt)lbﬂﬁa rﬁ’ét\@égndgo e CH.» g JTanWRoLE 1R |
181.5-187.5. Exanp [e 9 2-~-"1et hox enyl - pyri m'di'ne- -carboty 1 aC|d
(3, 5-bi s? trquleamlamtwlexmmwyth ﬁépﬂ;&ﬁﬂé}h the cponhinedogrgeniotpyers doied5 g (U. 87

mol ) 2- met aesy] fienvd amr aagemt s 2
(3, ~bis- tr@fTuo4lr’orret hv?- eng&56 edPTBEQg%‘?vagplﬁﬁﬁ&P@yéﬂr?gﬁﬁ%’r%}]yéslo

(2.17 nmol) Elo%lll-@f*ﬁ%%f}%ﬁ@rlléf%gl(@%%g o) Zrbaeeylagpingp-phenyi- hérlmedieh‘lon

sol ution staaw&gmé %d%stoas mfﬁmnm@thwa@&zlygnn&mﬂt%faevm oftlwhitdthiadm

ber <veen 100 . The ‘aqueous layer was extracte%l
three tine, lzsri'hz%@ n1 CH~CI ~) the conbl ned organic layers dried (MySQa),
filtered,and evaporated. The residue was purified by chromatography (SiO-)
CH-Cl ~/ net hanol 40:1 ) to glveU3Ug 73 [ u)

2- met hoxy- 5- phenyl - pyri m di ne-4 angig8 PCT/ EPO0/ 04702 -19 car boxylic

d (3, 5- t lid
mp. 575 b kM IARATER SRt ?“Wspy Tebe AR BELa 0 7T ac o
(3, 5-Dbis- trtlrllﬂluomrnn@vhb‘tnzmbnnythyl inBtdmyI am de a)
>- Brono- 2- <fp¥<£luggr§ @%ﬁ{#&g&yhﬂeﬁm@l% l 5- phfnyé pi'r#mxdl(ne 40carb0)f)311c

3,5-bis-tri uoronet 0 a so on 0
5- Br onp- 2- resichipl,5- pwtlrlrﬂudrmeethyldxnbx:l)cyﬂqtlmylammde & Bmhtliog@m0.4frmil) 1.45 mmol)

t t hyl 1 12 I
N (3 di ot hy st Bitkrire (e TRCHERESR RERE CheaRsaBF gt aflgh 17y ™)
CH~Cl ~ 2. 9levgpgratign nfrtble)m@el& thesesnduef\mcﬂisnébhtyd beewmeeyl S0rimh GibCh andd®dn! The
t t i . T hed
wih 100 m e EReSlib el Bust R i sl i eRME Bon Bl BR8P
with 100 mdr@e~ElgSOsTHeteomimpidresgpargdnl e tesijes wawreﬁ@rhyec@r«(ma_toggfﬁ@y ))

filtered,a v ol {fsi by ,chr

G0 o e S O LURGLOEE LR35 R s Ao ar AR BRI LT
s, 5-bi s- tr~5f PhW@thhydlmbéﬂ@yb(wﬁldeﬂéQ ébp‘atré’hmmm}smrﬂd]) rh9thY1 amlde as a
5- Br ono- 2- d oxylic acid

(3, 5-bis- t?ﬁ%greéér{rit%‘; enzyﬁiﬁethyl am de To a solution of 2.28 g (5
nmol ) 5- bronm~- 2- et hyl - pyri m di ne-4-carboxylic acid

3, 5- bi strlfl uoromet hyl - benzyl anmi de m 28 .04 1 N¢ N- di et hyl f or mani de 0. 26 g
(5.5 mol ) "o sodi umhydri de ﬂ60~% di spersiron in mneral oil) was added and
t he reaéti oh(ZDunethylagtineethyldronol-Skphengk penimidiee-ddditioxphc afid (8,% bis- (6. ~
nmol ) et hyl.q t n mxture was stirred for 3 hrs. at
RT. The reat(L: |u§gdrﬂngt>}g?l be%zmhﬁ%}fx@t“@gt ed between 80 m HBO, 80 ml brine and
80 nl CH-Cl'Fo a Tetighals @3 gersé mmpérQammanth}é‘oaﬂt:ephmyll-@ysmld\mshechrbmyhe

with 80 m co e, 9 -
filtered anglé—gaspglrsg ﬁ%ﬂ?roﬁeéwcegseﬁ ue v‘\zlas)hg%r'fi?s 1910 ro(r)nﬁa Hg?gﬁ%y’rf@l)&
CH C,/ MeO2- dﬁnéth?lammogthyhnhn@&ggd(l&?T@k@éactlon mlxture was stirred for 16 hrs. After
5borm(2rre rmdlne4carbcfx

(3. 5+ bt &6 TresrumePrDr SRRy e Haltibie i eclad bevesn, Suml CtiClypnd 50 m
2-M et hyl - 5=I{@1élﬁ)el aqpGus ayet wes ék-tmareHOWHﬁQami GH,Cl,, the combined organic layers

(35b|st fl enzvl ) et hyl.=am d ~o,To spension of ,0.456 g
oy st R B iR SR AEL 4T b e PR B RSB tiohy

(3 5- bi s- trBf@ud&b@thy@Hbﬁhiz@l—I) }mKOhMItegmmé)pgqm%bg Iﬁlrﬁethymin)no-

tetrakis(triphen al | ronlc

acid in 20 r“? i %HB Cé{)rl’fg é“% &’walg%acbql (- %85“@”Dr31“%‘ﬁgln§/ lCO m 8

m HBO was raetdgkdam‘ﬂaasﬁeﬁ‘mmtenghdemqi ilo;sniogiser e was heated at reflux for

16 hrs. After evaporation of the 1,2



WO 001 73278 PCT/ EP00104702 -20 di net hoxyet han) the aqueous phase was
extracted twaa/metsh 50 m CH-Cl,. The conbi ned organi c | ayepsTmeeonsdo2i ed
(MgSO~)) filtered and evaporated. The residue was purified by

chromat ography (Si O-) CH-Cl ~/ MeCH 40: 1 )- Hhd crystallised (Ethanol) to give
0.258 g (57 %9 2-nethyl -5-phenyl -pyri m di ne-4-carboxylic acid
(3,5-bis-trifluoronethyl-benzyl) et hylExample7as of f-white crystalls) mp.
149-152. Exanple 11

5- (2- Chl or &HM@W}D’)S pbersd-myrigudingriy¢arpymlinpeld S bie trifeorpmethyddiezy(B, 5- bi s
trifluoronethyl - benzyl) met hyl - am de a)

5-(2-Chl oroU}SHB’rlr)?F)l @- et hvl sul fanvl - pvri m di ne- 4- carboxyl ~c aci d et hXl
ester u> Tord, ghidd 808 %:%Qnﬁho( Zlflneﬁéngﬁ@ﬂo}xr henyl-pyrimidine.4-carboxylic |

5- br ono- 2- net hyl sul f anyl - yr| m di ne- 4- car boxyl ﬁb ester In

N, N- di et h;ﬂmddﬁrﬁah»sarlﬂuqr@ngetb‘librngﬂ o )- amlémnolr%mbﬁr@ﬁw Ponint 22tNdPH4. 82
M (34.64 ket Glilked, 38 MacOoR Ffixrd 8238 | | te and
0.167 g (O. 72tm%%s tr? eny%ﬂcﬁo ;rlzlf(nrw‘e?e lerl %ﬁ% !trﬁgejb}r‘iregsful{i%ﬁ%%& 0?"eactl on
m xture heépleldlofim‘ﬂ%hm%iluii@d tPO‘BWlﬂFHe"/)rIé%tT}qum&mﬂJa@r\mselévzstpﬁdrt teed m and
the residug; dissahv%edniduld&0 SEbitd ore rgsacm washed with
80 m 0.5 rﬁlzi(]—l— Sol utldt}?] (Smrﬁ g ne Iﬂﬁlﬂe e‘d ® “The \(l)@é{inl cqphase was
dried (l\/gS(mgorﬁtieldtBheer@snénd“es/amﬁ%dlécrhrqmetq"whdlﬁ&%/a@p@pﬁmqtb@db?1 to

chr omat ggr G‘@EA 501NV E /

5-(2- chI(or g;Rphen ?7% ro)s“ul ?%f%“r- \%rr?%“%(lﬁgé 6%11 wd ﬁ3|50b50| d et hyl
ester a as tpﬁp@romeﬁb\ﬂ benkyl me}h\ﬂ)amxde asaoff-whlte solid, mp 7185 219.5°.

5- (2- Chl or o- ~henyl ) - 2- et hvl sul f anvl - pvr~m dne- 4- carboxylic acid To a
solution of 3.00 g (9.72 nol ) 5-f

2-chl or o- phenyl ) - 2- met hyl sul fanyl pyri m di ne-4carboxylic acid ethyl ester
in 15 mM ethanol a solution of 0.58 ¢ F(‘famplﬁg mmol) NaOH in 15 m was added

t RT d th t
2ol Ut on uee rREESiRRyER bl RAaHT L & 08 iy binuaf il Bl IF, g
sol uti oms wasetbxltarratdteed twice z~ W|th 100 nl CH~Cl ~ /nethanol (2:1). The

corbi ned organ| &, a§e§ %‘@38%8% é\%f; i#@é@n HI' d. ?Bﬁ% ?’ggm%%Q%L edgf\hlhe

resi due was suspende ||soprop ive
2.40 g (88 a%d 56(@sﬁhﬂwmqblh1‘éfh¢h}¥12nmyﬂ\yhsdﬁ lfﬂa?rWInl HW1dmmdlhm§9r4mmrdb@xyl ic
acid a as fs t . ,

5-12-Chl or gﬂp en;/f 8355‘9 éﬁd\/ urﬁ)r\lrrllon‘? di n%hilreé%t} no?ﬁ““““ pgurEd onto

(3, 5-bi sSu 110t)|nﬂll'iné} (Tﬂnetahy(tmbémyb)ls eretahet thiree teneFovish SUsp&ihiChnthef 2. 40 g

<(31§| 352 éx %ﬂ? A%L,B{l a?g's?llyxé%i Ngﬂ' %t hﬁ tiﬁéé@ﬁ‘@“ ng%%%ednﬁer}@s d eawd.pgﬁmdeﬁ

00/ 73278 P(BT/CEFZﬁﬁMOgﬂiQB) (30: H@ﬁz@'ﬂ/Néﬂtﬂleé@HI‘lﬁ?mg) ((8"1560 g ( 93% 2-

N- ( 3- di net Dpodi. i i
G 2. AEVEPRE AP RO O S8R Sy O el
wer e added anfileay eafttihate ﬁnil&tru-rpel&\]a@&l-f*’r.red f or 16 hrs. The reacti on

m xture was washed with 50 m 0.5N HC and 50 mM HBO The aqueous | ayers
wer e backextracted with 50 mM CH-Cl gwqco@bi ned organic |ayers were
dried (MgS04), filtered and evaporated: The residue wa~ purified by
chromat Qgr v

5-(2- chrgrg)pp en%Q%he%Eg lmtl gr?y rg’ds e el gﬁgé;fﬁl?:grl %Oxrf/’ e(t:hyzlagsgzyn

(3, 5- bi s-t rméthylearoitet hyl - benzyl) met hyI am de as a white foam) M5 (I SP):

520.1 (Mt .
5222 ol or SLHENTTOR S (2 RS0 80 rraay e-pgenseal w2 BapbRYF i tgrarboniic
(3, 5- bi str|afcidxoraemnhmxemmry\n)beneymmenamadedérm £ mbmathaan] @Jﬂ233g 1g (7. 12

) 5-(2-chl fa yli id
(35" br o ¢ hprlsPaRETRE P REARY P SR T oAb e Rl 6B 6
17.8 mmb ) 13- }ﬁhl’Dhi@rpea’thﬁnﬁoatmreamscﬂm(t1‘50te%b)enms 1adeeldH 40 arlkd Homt @H-,@Baﬁtei on

t t d f 2 Th h )
e, st e RS Ml 501 RS SO Bl Bl
phase was diriedd M@y 50 REredfankteesmatated. The residue was purified by chromatography

(Si0,, CH:Clo/methanol 40:1) to give 0.30 g (73 %) 2-methoxy-5-phenyl-pyrimidine-4-



and evaporated. The residue was purified by chromatography (Si O-
CHzCl ~/ Me to give 3.10 g (97 9

5-(2-chl o?d{vé&gﬁgvé- 2- met hyl sul f onyl - pyri m di ne- 4-car boxyl i (?ngip 0/04702
(3,5-bis-trifluoronethyl-benzyl)-nethyl-ggide as a white foan) M5 (I SP):
551.9 (MtHt. ?() Exanple 13

5-(2-Cnl Or@JrBB}@ﬂwa}rdz(ﬁ(ﬂbl@ﬁhﬂl‘{dmﬂieﬂ%ﬂ@éhi}’l)1m§é{1'9yi Ritiidd 8B M@hite GRDAXY! 1 C
acid (3,5-bistrifluoromethyl-benzyl)-nethyl-amde - - To a solution of 0.40
g (0.72 md{-$-#3°2- chl or o- phenyl ) - 2- net hyl sul f onyl - pyri mi di ne- 4car boxyl i ¢
acid (3,5-bis-trifluoronethyl-benzyl)-nmethyl-amde in 10 m dioxan 0.20 m
( 1.81 mml) 1-nethyl-piperazine was padagde 10he reaction mxture was
stirred for 16 hrs. After evaporation of the solvent, the residue was

di stri but ed. N\pahiyN&he intidhtel4 caB8x A akid HBQMSTHQ\J@W BeRYfl- Was
extracted with g % @F@ t he conb)lq‘zed organic layers dll?lqued (%804)
filtered aﬁdtfé@“&ﬂdﬁat ed. The resi due was purified by 3n chromatography

(Si 02) CH-Qls-hhs r%@g'lHefhvlﬁv %Jhn&q cja%o'lm)xc Bé?dg|5\l€1sQn§L70r%n{e%%'19&
5-(2chloro-p - OoXy
(3, 5- bi strImaae%éwetqﬁ IUlﬂéﬂ&WWOll}rétI}Wm“a?Tﬁ’Ped}eHSDYélmﬁiQeé“FﬁQWIWBC’@I

S72. 1 (M-Hp) ¢ ﬁfﬁm?rel 1&7in, 1.62 g (12 mmol) 1-hydroxy-benzotriazol and 1.91 g (12
5-(2-Cnl oro- p : Hzly mt yl°am rr?(;noeg hyl aldlxr)l,o e-néc})/rnlan? a|nne 4gc(ar boxylic
yar

n
2l d (3. smmbal) (.13 ironbriemyin b Jlop ks i el drovio 0 ing9pgnl
PCT/ EPOQ/ Oézloél 24 Tgﬁm%gl LBtE! Qﬂ t?ifﬂuan':;’Qh%‘ Ke‘dzy]lgmmlepe added. The reaction
5-(2- chloro phenyl hyl sul f onyl - pyri m di ne-4car boxylic acid
(3, S- bi s- t mixthgovenetngd foméﬁtxw Yhersopydn mwitdee W Waghed withdQaml 0.527HE! (2. 54
mol ) 2-di gey ?()’d APRSt fyd enuw@f;era{i@lecﬂ)acﬂaeaeeewmo%wtme vgg stirred
for 16 hrs. ter evapor at solvent) the residue was distributed
bet ween SOCme@I@Fl@F&ﬂneFridV%OWme dHBd) hmﬁ@ﬂaalje@d@nﬁaymorm@ Thetresaduesdasyi t h 50
m CH-Cl,, i r &7 96) Bl .
Navor st e dpall; %&%@reﬁdt%@n églld QYRS ﬂtg)hg?% nia %%gﬁgp‘y b Hrs%eﬂnew
CH~Cl ~/ e CpY uHidDRpE-H 4@ rbiogavhic 9cxd 65dq1vg1fbxo4gm§th(»géem@ylamlde as a pale yellow solid.
5- (2chl or o- phenyl ) - 2- (2- di met hyl anmo- et hyl am no) - pyri m di ne- 4- car boxylic
acid (3, 5-pj §Wrb$1k>@mﬂmmd nhamzyﬂ JarlBbAY heialmd §9i @i MBinkéyf-Bad L VI S
(1'SP): 560. z (MFH) + ExXanple 1
S-(2- Chlorﬁﬁﬁhéﬁ¥L$§2 (3- dinethylanino propoxy) - pyri m di ne-4-car boxylic
acid (3, 5birg atszslufnb%rfﬁﬁetghyImrhemytlr}m{m hﬂéthﬁrpy@ﬁmmm@%uwmacﬂfa Obx-9
(0.91 mol oro Fhen t hyl su fgnyl rlnldlne 4ca boxyllc

4

acid (3,5- iﬂfkmtr?mﬂmrbbm ﬁwewﬁ Nféfrﬁﬁq Fereh i 0216 65 SE0bh 1 11 | o

0. 14 my( Jodl&nw&hae @o% diﬁselayéram ﬂﬂmepmmwt added ahd4He geaétéolﬁalmlshrred
Cs~CO~wer e added % g&ctloE ture stlr 8 for hrs. After
evapor at i offrdfhre AesiBe 9efitipn ohR4 s‘f‘dd@ smEﬁhé ip ’(SIGtaéB IE3Sion TBEFtRe
CH-Cl ~ andywaQti¥tedH8O3 hide mUﬁQUSadt@MQﬁIXM§ \\QXBTSQ’Q&LQ@H berwkdnhe bRl ALOCkH-Cl ~

t he conbi ned organic layers drjed (MSO ,), (Ié}qgr ed and evapora ed. The
reai due wag! pring pngdo H}}%@nﬁb%@lﬂféﬁh‘yﬂmﬂ@me Erqyeoys BrsywaaeWiee: 10: 1)
to z gwe UyfQgg n(xﬂ?l—l%]a )I‘he combined organic layers were dried M"SO4) ﬁltered and

5- (2-chl or o- phenyl %Fé' di et hyI ani no- pr opoxy) pér di ne-4car boxylic acid
(3, 5- bi%- t?\iappmn% @wrd%éﬁizw figbbngh ORHEEARY & QolShCbadegH 19 MBtq | SP) :
575.1 (I ’“"171 ) Dg @W- |8 tbfno-2-methyl-pyrimidine-4-carboxylic acid (3,5-bis-

5- ( 2- Chl or d- hen -2 (2-di met hyl am no- et hoxy) pyrim di ne-4-carboxylic acid
(3, 5- bi str it ?@ﬁﬁﬂh??nzwlédﬁifflh)L?fétdﬁwﬂé‘ﬁ?‘d@rﬁo a solution of 0.50 g (0.9l
mol ) 5-(2-chl oro- phenyl ) -2-net hyl sul fonyl - pyri m di ne-4car boxyl ~c aci d

(3, 5- bi s-t ¢y huerAmEbheHvi-BenRzyd ) e-a8h Moxviadi Ge (3,8 b20tr Huodsab gl Bénzyig- 0. 118
m (1. 18 no -d~net hyl'ammo- et hanol and 1.47 g (4.53 mmD CszCO~-wer e
added. methvbamidon m xture was stirred for 16 hrs. After evaporation of
the solz\()enfrl) tshﬁae‘hﬁ%hgp@fm@-é dinstdi) %}&qobﬁm%ﬁyumne%%omada@o n

H, O The aa}geous ayer was extract ed with he conbi ned

organic la ?é?lsd‘rflﬂeld“(%B[h')e)“ZYll)1”{‘%}‘@@”&‘@6’ Q34 50(0at Bmolrterakissi due was

purified byrehe QPhARMNafRnCind Y MnePHH N rd i@ adi@iid 2o h? 19¢-ve 0. 40
g (77 9N Vrg) cﬁﬁgﬁo? hgﬁna- -n-dlrrgfaylamno ethoxy)H%yrlmdlne%4 WO
00/ 73278 lmethoxyethane a solutlon of 105 g (1 mmol) Na,CO+1n 8 m was added. The

resulting reaction mixture was heated at reflux for 16 hrs. After evaporation of the 1,2-

nzylamide
I c acid




-23 PCT/ EPOO/ 04702 carboxylic acid

(3, S-bi s-trwdoewmereet hyl - benzyl ) - met hyl - am de as a of f whi t ePGIYEPE/04M3
(1SP):561.3 (M+H) +. Exanple 17

5- (2- Chl or o- phenyl ) - 2- (2- mor phol i n- 4-yl -€2thoxy) - pyri nmi di ne- 4- car boxyl i c
acid (3, 5- bIS trlflgororrethyl benzyl )-nmethyl-amd To a solution of 0.50 g
(0. 91 ol )dimefhpxzethen.dhepqiiepns plzasmaﬁg/xtsz\srerddwgﬂe M $0unbiheClicBhbenpbined
acid (3, 5- it la J:HWeP dvapia Gy | e
0 143 o (tﬂlrgar; b ?ﬂ E@ﬁm%ﬁ%@)?éﬂ%m g@f: ﬁ.’g gﬁe ?eQx_dGL \«39?&9@%&

Cs, CO~ wer éha@me@grfm & ($10actdrl-/Me@idr Wa@n%@rwtplé@pdf @ﬁhan@l)ﬁpgwem:érg(s/
evapor ati on, S | i

SIRSRRAEE o i i i R R

t he conbi nedetbrlgamids alsaffévlsltmnTVSédIS(W@[SOA?ﬂSiu | tered and evapor at ed. The
resi due was purified by chromatography (Si Oz) CH-Cl ~/ MeOH NHOOH 14U: 10:1 )
to give 0.40 g (73 9% Example 11

5- (2-chl or o- phenyl ) - 2- (2- nor phol i n-4-yl - mey) pynm dmre- 4- car boxylic acid
E?sg) bi L rs'OU( %}wg%bwn aqnzmgn)sumwprnmﬂ% A&rHoBhik I8 8-Higam M5

2- Met hyl suItflﬁnytorﬁﬁbyltbﬁln}VUththrajmd@ 4-car boxyl ic acid
(3,5-bis-trifl ) ! 3 Xglpcagcpcg&ﬁlmner to
that descri .‘ X 1 s s
5br ono- 2- met hyl sul fanyl - pyrim d| ne- 4- car boxyl ic acid et hyl ester and

o- t ol yI bor drvi Tscetieh mmm’ﬂ )] 3- Sna:modrylhthmiﬁrﬂfmy&memdmaﬁbwbmybc acid

t hyl t 1 ted
wth (5 pridBhRUen AR SR ANBRIRHER PP E) 2ol PR EE ©
Exanpl e 11 boyoric netih%/B%mlf%@A mEQiiltrcﬂt}wlarpylr PevdB ﬁfé3z4nznol¢ar boxylic acid
gg 0. 2b|( ﬁth; a IL@H?HF&Q% ¢ HRFYE7 ¢ I M 18 e Aip Roshlit Werk 93834 ¥R ik SP)

2- Met hanes ulembwyg L, oixpireheniedifel fbrs42tdQphdky réastiow mixture was evaporated
(3,5-bigstr éHQFe‘?@E rE!Ys%olt?\«‘.:“til"x%yl'ob AR AR ¢ms@g«a9&§4h99m diARNes to

t hat descri be here was obt ai ne

met hyl sul fefnwa@iéottﬁlloyl 8Qomt Hn@dlndeB(llm{chrlbbﬁwelocg@(cq phase was dried (MgSO,),
(35b|str 'ath e cid
2" et hyl Sul Fe# Bg(yljatepef‘ﬁéﬁle% £ e Car%ﬁ) ogﬁa&zb'dﬂ{h(%?gCg, @FIOCIC &

(3, 5-bis- trgnfdw@fm%w b@géwjphﬁerlhﬁmaﬁwbe fanyl-pyuimidioe-Hocanoxylic edid) : 531
(M). 1 E3& Bas i 20 PCT/ EPOO/ 04702

2-(2- D|rrethy am no- et no) - 5-o-tol vl -pyrim di ne-4-carboxylic acid
(3,5-bistrifl uororret hyI benzyl) met hyI am de In an anal ogous manner to that
descri bédl i SEbaghloso-ph thylsy -AeamidiRend-carboxylic acid

2met hyl sul f onyl - 5- o-t ol yI pyrl i di ne -carboxylic acid .
(3, 5-bis- trmf&mu@m&mmgwm}m; ttyt cﬁf@r@%h@ﬁ‘ﬂ aabtmmdr@rrbwﬁmmam n

2- (2-di met hyl am no- et hyl am no) - 5- Ot ol yI- di ne- 4-car boayl ~¢ aci d

(3, 5- bas- t rrfhaxsiod ppyLesien iy i) mhetapel ﬂaﬁ?ll‘ﬂé)“a&f 08 ghilde mwﬁﬁ Na@Hingdp) :

540. 3 (h- 14hhvas Examk RTZhd the reaction solution was stirred for 1 hr. The pH of the solution
2- (2-Di net hyl am no- et hoxy) - 5-0-tol yl - pyri m di ne-4-carboxyl i c acid (3,5-bis
was than adjusted to 1 by addition’of 25% HCI. The resulting solution was extracted twice

25 with 100 ml CH,Cl; /methanol (2:1). The combined organic phases were dried (MgSQ,),
filtered and evaporated. The residue was suspended in 20 ml diisopropylether, filtered and
dried to give 2.40 g (88 %) 5-(2-chloro-phenyl)-2-methylsulfanyl-pyrimidine-4-carboxylic

acid a as an off-white solid.

¢) 5-(2-Chloro-phenyl)-2-methvlsulfanvl-pvrimidine-4-carboxylic acid (3,5-bis-

30 trifluoromethvl-benzvl)-methvl-amide

To a suspension of 2.40 g (8.55 mmol) 5-(2-chloro-phenyl)-2-methylsulfanyl-pyrimidine-
4-carboxylic acid 2.38 ml (17.1 mmol) triethylamin, 1.30 g (8.55 mmol) 1-hydroxy-



trifluoronethyl-benzyl)-nethyl-amde In an anal ogous manner to that

descri bed | wasemabhe 16 there was obtained from PCT/EP00/04702

2met hyl sul fonyl -5-0-tol yl - pyri m dme- 4- car bohyl i ¢ acid
(3,5-bis-trifluoromethyl-benzyl)nethyl -an2tde and 2-di net hyl an no- et hanol

2- (2-di met h~~l am no- et hoay) - 5- o-t ol yl pynm di ne- 4-car boxylic acid

(3, 5- bi s-t rhenzotorapetandyl.6 38238 mmebt Ny(B-dimethylaasinapxopyb eVt ethylcarbb &ifidsP) :
541.2 (MrH NG .80t WM ek (s TcI o Aty sual way
o g ve o (T o o P et O BB 2]
(3, 5- bi st r i MEGY-emstawere Bdded; The rachgn oarmEviydirerdn§ bes; The practiary- 149,
Exanmpl e 22 miktdre(wirs Wa3RédWHtRBD AD-OBNPECK Mnd 56 6 HROY ThP¥§uiddusliapers dves@r boxyl i c

it B T R gl A0, e

2mret hyl sul ffireytd andevapbyatedyThatrdidue-whs paribeklyy tlooaatagraphy (Si0,, CH,Cl) to

(3, ~-bis-trj.fl lz- Be ) I5- ang 2.4 | am .nr.opanol
2" (2- di et w{ea%‘ngélgs?f;‘%%%éx&z) A TR 2 AT R 2y BB - b 91,06

(3, 5- bi s-t r(3f3-biertoiffeerapethd rbepky)-meti{amide v whitafoam, K@S 15BN 20.1 {+H)SP)
555.2 (M+H)'. Exanple 23

2- Met hyl sul f anyl - 5- napht hal en- 1- y| - py fxgin@lene 4- car boxylic acid (3,5-bis
trifluoronethyl-benzyl)-nmethyl-amde ic) In an anal ogous manner to that
descr cbhed | 7(EChhpybehenylR2-madwlsulfasylabrianidiwe-4-cahp2ylic acid (3,5-bis-

br ono- 5- net h ) o] chd: gt hyl ester and 1-napht hyl boronic acid
2met hyl sul ftéﬁ)}l?’%&%{]?%gﬁ%%h%hgﬂlgiﬁ~m d~ne-4-carboxylic acid ethyl ester,
whi ch was shporilfiienob37¢g$Zi2 neaol) h-(EchhpbehenylbR-medylsabotyb@yvimidine-4-

(3,5-bis-trjfy : Y E Lis. 8 i T .Clh

benzyl) - rretcﬁ’{/lfofkgprgﬁat(%g g'fll“v}sgélgp%ég%ﬁg%een&;ﬁnmﬁggyp@ﬁqg% CH.Cl. 438 ¢

2- met hyl sul flasyheshaibhlhedperbenzgik agig (70t timens 4ddesr 6 GX gd theareddtiion mixture

E 32 ;)' %g;%egqggﬁlﬂshxﬁ RPSARMbLL ORI AW eyt 88 bt RabR89)-sdMRidE '8 miS35
2- Met hanes wlifuved/ NaBSQajshiutiah end 80 yil Hhg. iTie dF groicdphase Wax dtied (MeSO4), Slteredi s
trifluoronethyl-b I hyl -am : )
descri bed rpvapgn oty SheRRaL nalbGFsddbyheFREICAGRNS (SN EH.ERMESH 1001)
met hanesul ftargie-Bih@fiit% hb ¢ A-chloyo-phynyh-ai methglselforhybpytimidiaeidecarboxylic acid

(3, 5-bistrifluorc | - . 1 samde - I ! i i-d
2ot hanesultoop BLogm R LRI AILER AR, TSP e (A
(3,5-bvsetrifluoronet hyl -benzyl)-nmethylanmi de as a white foam |1~4S (El):
567 (hl' ). Exanple 2~ Example 13

2- (4- Met hyl - pi perazi n-1-yl)-5-napht hal en- P yﬂ -pyrimdi ne-4-carboxylic acid
(3, 5- bi st riJ-(1t6hbmetghehylbenA#ynthykpipesazirahiytlepyrimidine-4-carboxylic acid (3,5-bis-

trifluoromethyl-benzyl)-methyl-amide
To a solution of 0.40 g (0.72 mmol) 5-(2-chloro-phenyl)-2-methylsulfonyl-pyrimidine-4-

2
(9]

carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 ml dioxan 0.20 ml
(1.81 mmol) 1-methyl-piperazine was added. The reaction mixture was stirred for 16 hrs.
After evaporation of the solvent, the residue was distributed between 50 ml CH.Cl; and
50 ml H,O. The aqueous layer was extracted with 50 ml CH,Cl,, the combined organic
layers dried (MgSO,), filtered and evaporated. The residue was purified by

30 chromatography (SiO;, CH,Cl/MeOH/NH,;OH 110:10:1) to give 0.37 g (89 %) 5-(2-
chloro-phenyl)-2-(4-methyl-piperazin-1-yl)-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amideas a white foam, MS (ISP): 572.1 (M+H").

Example 14

35 5-(2-Chloro-phenyl)-2-(2-dimethylamino-ethylamino)-pyrimidine-4-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide



1n an anal ogous manner to that described ~n Exanple 13 there was obtai ned
f rom 2net hawes 8yl - 5- napht hal en-1| -yl - pyr i m-di ne- 4- car box yPGHER 04702
.(3,5-bistrifluoronethyl-benzyl)-nethyl-am de and |-nethyl - pi perazin

2- (4- met hyl - pi pera2| n- 1yl ) - 5- napht hal en -22y| - pyr ~mi di ne- 4- car boxyl i ¢ acid

3,S-bis-t qu onet hyl - benz yl -am de as a white foa h'1S (ISl
(588 2( 1\ 1+L|-lrl)0-|a SO OB{%thn%P gé%l(yfl)moﬁ (2-chloro- phenyl) 2- methylsulforq;)'l pynmxdl(ne 4- ):

2- (2- Di met bydbarylRackt (3y3- Bmtﬂcﬂhoﬁnﬂaﬁhtmmﬂnﬂaw -aR%AL [ AEdibxeRbROM i C
acid (3,5 ZI S- trlfllr)#ééorret hyl benz% - met am de | n an anal ogous manner
@’11

to that destrfBy¥ee yédmupogthalaginayas adedi hagirepsténn mixture was stirred for

2met hanesulib Gy lafler r@a@;kurml,reaftlae yélv@ﬁftﬁ@ré&ﬁﬂire4v£@risbx%mka beRfédd 50 ml

(3, 5- blstrlff%ggﬁhnethyl/ benz -met hyl -am de and di et c;v{_éam'roeth yi amn
2- (2di met h? CLCETE Ha%ﬁ aqueﬁ&p‘ﬁmawaéﬁxtracmd yla PO G, eher somlined:
«(ﬁtf Is g) ( 3856@@% HésoaﬁmamFs@penwlea afEBEAYbraddd. Ie Asidhe Wistpriieasy 1\1S
2-(2-Di met K Woé‘?ﬁtﬂ%fﬁéhﬁb%@)‘-@iﬁﬁmeﬁ%{'ﬂ/é\w@@I14(E)W il o ve0-42 & 430W Hi2c aci d
(3, 5- bi s~Czhlokd- fphk'lglp-'?mﬂﬂdhfewlnb ﬁﬁtlﬂﬁlno@fﬁygﬁllhﬁe%cﬁﬂamg(wﬁ BBOgEer to

t hat described in le 16 there ~, ~as obtained fro

2met hanesul“f‘%WPUStlﬁé‘ﬂ?ﬁf‘Wé -gysthylprids s it erfea . EYhSr(lﬁ%%yﬁW:z M)
(3,5-bistritluoronethyl -benzyl)-nethyl -am de and 2-di net hyl an~no- et hanol
2-(2 WO 00173278 -26 PCT/EPOO/ 04702Example 15

di met hyl am no- et hoxy) - 5- napht hal en- 1-yl - pyri m dne- 4- car boxylic acid

35b|str|fluororret zvyl net hyl -am de as white fo M5 (TSP):
E M) . Ex amg &-Glgoro- pﬂenyl QS %xrznethy{ammo propoxy§l pv?imldme 4- cargoxylic aci(d (3, 5)-

2- (2- Mor phejd ptffro¥bmethyRyYozyD- Maihil-Bali@n- 1- yl - pyri m di ne- 4- carboxylic acid
(3,5-bis trifluoroneth I-benzyl)-rreth | -ami de 1 n an anal ogous manner to

t hat descrilledoiriomeinb & (9:71 myepl SJésc}tB‘HPathéﬁl 2 ggthylsulfonyl-pyrimidine-4-

2met hanesulf @R 1S RBEH- B@ltﬁﬂuérdﬁlxetwfﬂemzﬂ AR SR1iROKYId fl Akébhitrile 0.14
(35b|str|fluororrethyl- benzyl) - thyl-amdead

N- ( 2- hy#f O)f‘})étlﬂ§|“)rﬁﬁ]’ phérmetiaylamino- -propanol and 1.47 g (4.53 mmol) Cs>CO3 were added.

2- (2ror photrihgvéickba %ltammaéqnm%m ﬁn- Aftw e\nqsafamoqrrﬁxﬁe &ﬁ’«&éﬂ?%b{é h‘%:d%@' d
(3,5-bis ~o trjfl uoronethyl - enz(\éH) -am de _as a white foam

(1SP): 619Was éwph)med bREYASP D! Cl, .md O ml H,O. The aqueous layer was extracted

2- (3- Di et Ryiradn RPCPLOROKY kosbREN: |:cel'3yeﬂr< Mhecpwbsmgl nﬁeréasﬁa m;emté‘d.aci d
(35b|strlfluororrethyl-benz |)-nme | -am de an anal ogous ner to

that descri @édewldﬂeexzarpmréﬁei@}ﬁh@r@atwgpb\bisa@néd*ﬂx%eow 4OH 110:10:1) to

2met hangsulf g (773 R phka Y. AE ABreth iRe -
(3,5-bistri° f\?:%iroorrgt h/pﬁ rO%anm)r P )pyl mgm de g{r:\dgﬁz ?lﬁ%&ﬂﬁ)l amn}\lgmer% anol
2- (2di met hyPRers-351b éo’&pys t Hamﬁ‘énléwnlw |m6;5l§/>fl1amléﬁmeamlera?sm&1y§1

(3, 5-bi st nfshseremmypyl - benzyl ) -met hyl -ami de as a white foam M (I SP).

591 .1 (M+H) +. Iéxarrp le 30 2n

5- (2- Met hoxy- phenyl ) - 2- et hyl sul f anyl - pyri m di ne-4-carboxylic acid (3,5-bis
trifluoronethyl-benzyl)-nethyl -am de Eqaraplemal ogous manner to that

described in Exanple 11 %} t here was obtal ned from
5br ono- 2& nét Rytklpra-pheryl)- gy idimarhylamiparetensy ) -Prrigddige e ¢aybopdic agidd 3§-bis-

2- met hoxy- Qnﬁﬂﬁljong%}qrﬂeﬁzﬁﬁ'n%th l-amide

5- ( 2- nmet hoxy- phenyl) fanyl - pyrint di ne- 4-car box?/l ic acid ethyl
ester, whi diy >sbutsadnd.fo e(ﬂo 85 miedld pi Befdi\](?rﬁ FEb@aﬁ]b-IZemttbyb)l tand-pycisvidog-4ni t h
(3, 5- b| stri I

Beample. 112 B R b R R GRS T o s oG B SEa BEtE Dpe
acid (3,5- bmlsutlmnnnnubr.edmdnlwlmmttjmmrdtaw|1-4am ééﬁ m@ot)EIng%msre(zﬂdgeq

30 The reaction mixture was stirred for 16 hrs. After evaporation of the solvent, the residue

576

was distributed between 50 ml CH,Cl; and 50 ml H,O. The aqueous layer was extracted
with 50 ml CH,Cl,, the combined organic layers dried (MgSQO,), filtered and evaporated.
The residue was purified by chromatography (Si0,, CH,Cl,/MeOH/NH,OH 110:10:1) to
give 0.40 g (77 %) 5-(2-chloro-phenyl)-2-(3-dimethylamino-ethoxy)-pyrimidine-4-



Exanpl e 31 3 2- Met hanesul f onyl - 5- ( 2- met hoxy- phenyl ) - pyri m di ne- 4- car boxylic
aci d (3, 5- bma éorizttsuor onet hyl - benzyl ) - met hyl -ami de WO 00/ 78CT/8r&/04702

PCT/ EPOO/ 04702 I n an anal ogous nmanner to_that described in Exanple 12 there
was obtai ned from -23-

2met hanesul f any| - 5- ( 2- et hoxy- phenyl ) - pyrj m di ne- 4- car boxylic acid

(3, 5- bi st rﬁaftrﬂéllﬁﬁﬁé@gﬁ%ﬁ O)f@'ﬁé%ﬁfzt’g’é%bd@etaﬁha@lwsa pehiseielidh MSaci d
2- met hanesufosyil.3 T62:HEL hoxy- phenyl ) - pyri mi di ne- 4- car boxylic acid
(3,5-bis-trifluoronethyl-benzyl) 5 nmethyl-am de as a white foam M (TSP):
547 (M+) Exanple 32

2- (2- D met hyl am no- et hyl am no) - 5- ( 2- IRk rphenyl ) - pyri m di ne-4-carboxylic
acid (3,5-bis-trifluoronethyl-benzyl yl -am de I n an _anal ogous nanner

-net h
to that? de%(::’rpb&ioﬂheEXléﬁpqZeNQZPhorh'ér%YlmnggoﬁﬁtWHE@ifﬂ'm@owlic acid (3,5-bis-

met hanesultﬁ.m@g}dlﬁé&gr_ggyggz%ém ewid - pyri m di ne- 4-carboxylic acid
(3,5-bistriftluoronethyl-benzyl)-net hée- am de and 2-di net hyl am noet hyl am n

2- ( 2di et hi¢ asalnder phPI58r (RE) -remel) 2- ReeHesoy pirehy? -mesys uioaylneyrimidaneréxy| i ¢

aci d (3, 5hi.s= 1.5 B D . |+ amid : i ; 1\~f S
(1 'SP) ( 553&@%{1&1 Jiéﬁg) Kgﬁéﬁx‘amq@?%&'h)ﬂ BEEDN L ARy AEmARk iR 20 LeetbRRMe 01143
5- (2- Met hd)ay(-lplrﬁelanllP2=(@dh)g@WFhYHiﬂﬁéPhQ]M?-ﬂl’dyll-‘}z AP nen deCaCOamisoxy | i ¢
acid (3 5-figsqt ﬁgz FACHOTRL Ve DENEVed féﬁtewrls.-@eaard&awmﬁen%@mquﬂuﬁt, fRnner
to that described in Exanple 13 there was obtained from

2met hanes ulesidng wasdisribyeach batyveph SAynl)Clbyfrl- i dipemd HoBk Bbsyqueousleret a8, 5- bi s
zn triflug J: t =am e I Z{

5 (2] et hots ek ARy FoPYCHR TR Y coRTE RO B DL BRSO feAEa and |

aci d (3, 5-dyapomafedf TDorasidue mph Pb@aﬁgbgm@ﬁyta%mMéS&, gHaR]:AMe@HAN1. OB

2- (2- Di net 4§I ah‘i)rgog%lt hox -5-/§)2 fochioro-p fyll-p(2-morpho yl-etho

‘ - (2- met hoxy- phen )(- pyrim di ne- 4-czi(|}%.oxyl ic
aci d (3; 5tpysmidirfe-drorbrylinacidi@dz s trifree ey et beazyl) -meshyl amidocuei-vdvitser

to that deggti & Exaap! (R1-A48)t here was obtai ned from
2met hanesﬁ??oh{%@é— ()2- ot rgoxy-%ohenyl ) -pyrtm di ne-4-carboxylic acid (3,5-bis

trtfl uoromethyl - benzyl) - net hyl - ani de Example I net hyl ani noet hanol

2- (2- di net hyl am noet hoxy) - 5- ( 2- net hoxy- phenyl ) - pyri m di ne- 4- car boxyl i ¢ acid
(3, 5- bi s- t2-Methydsufmoyh§iobwhdyplyyimidiniayd-caabibxidicasidy 3vihbis-¢rifleenemethd- (1 SP) :
7.2 (1.\|+ eln )= l'learél%e . .

2- (2-Di net yF’é No- pr opoxy) - 5- ( 2- met hoxy- phenyl ) - pyri m di ne- 4- car boxyl i c

aci d (39535 dpiaatoginf maonemtetthatidebraibzg in Exarply |11 adithere wanebRyed 308 5-

bromo-2-methylsulfanyl-pyrimidine-4-carboxylic acid ethyl ester and o-tolylboronic acid
2-methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid ethyl ester, which was saponified
as described 1n Example 11 b) and reacted with (3,5-bis-trifluoromethyt-benzyl)-methyl-
amine to give as described 1n Example 11 ¢) 2-methylsulfanyl-5-o0-tolyl-pyrimidine-4-

25 carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a white foam, MS (ISP):
500.2 (M+H)".

Example 19
2-Methanesulfonyl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-
benzyl)-methyl-amide

30 In an analogous manner to that described in Example 12 there was obtained from 2-
methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-
methyl-amide and 3-chloroperbenzoic acid 2-methylsulfonyl-5-o0-tolyl-pyrimidine-4-
carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a white foam, MS (EI):
531 (M7).



_2g_ PCT/ EPOO/ 04702 I n an anal ogous manner to that described in Exanple 15
there was oPtBE078278f r om PCT/EP00/04702
2met hanesul f onyl - 5- ( Z- net hoxy- phenyl ) - pyri m di ne- 4-carboxylic acid
(3,5-bistrifluoronethyl-benzyl)-nethyl - aftde and 2-di met hyl ant nopr opanol
2- (2di nmet hyl am no- pr opoxy) - 5- (2- net hg ﬁ%gfpﬁ E(yl ) - pyrim di ne-4-carboxylic
acid (3,5-bis trifluoronethyl- benzyl) Yt ami de as a white foam M5
(1SP): 571, Eﬁg
5- (2- Met ho%;]I é?fewmla inoget P',sw fnozfov “PERUGipR-4psarbeinydie Aeid43 Sabiboxy | i
acid (3, Sbirstidrbieti3l-8eRiyNYIneRSNENide Mt hyl - ami de In an anal ogous manner to
t hat descri bed |n Exanpl e 17 there was obtained fro

2nmet hanesul™ ghjtal egous mpspergey bressriDed oy Exampiedé tlaereawabewmeé feem -
§3 5- E' lstrhIeIwumﬁ;mé tBENBYidhidTRE-QYdar iy HEa @0 B, Nt e U Oh¥ @ Y knzyl) -

nmor phol ne
5- ( 2met hoxepghdnainige and >dimpethramimestRylaratm dxyydipyHilamine-abdamielyi-pe aci d
f; 3951bl( i{ rﬁ_*l{)er?x%H&Yfi cé}eamlc)acmta By A1 Q6 ot WahEe) - FRaI-ahiial R 4 | SP)
2- Met hyl suhhéﬁﬁ‘?%l\ﬁ%ﬁﬁgﬁél‘l@ﬁ (M4 Y pyri ni di ne- 4- carboxyl i ¢ acid
(3,5-bistrifluoronethyl-benzyl)-nethyl-am de 1n an anal ogus manner to that
described in Exanple 11 a) there was E;gtnafjlggﬂ from
5br onmu- 2- met hyl sul f anyl - pyri m dme- ~4- car boxylic acid ethyl ester and
2- napht |yl BQb Giihtetiamfdoethoxy) S -o-tolyl-pyrimidine-4-carboxylic acid (3,5-bis-
2- et hyl sul fanyl - 5-'napht hal en- 2-yl - pyri m dme- 4- carboxylic acid ethyl ester,
whi ch a, astrifissamethydbaszyllemethivbemidsy Exanple 1 1 b) and reacted with
(3,5-bis-ty _Exanpl e
11 0) 2 el byt SO PR PapRE AR D mﬂﬁﬁ]&qﬁgﬁﬂ?igﬁ’g?,%‘Iﬁ“?’OaﬂaP
(3, ~-bi s- tmefh\welﬁfem‘élthy’rtob pzym)dxneﬁwregwheaeé B5Whs- tréhfomampthvsbemb)
536.2 (

52 Vet hanes HEFU E’I“ﬁ%@ Piimsthplaming- e e ar “°2}I°é7a%.°dt M 5-bis
trifl uoronpytuph beﬁzcyrb)oxvrlect #yd (e dietrIﬂmmmmeIthaI oryabis- methrleamide as hathite
descri bed I I, I

2met hanesufdt:llany%rglsgaéﬁ%%ta {eﬁﬂma@ Etﬁ%’l % tﬁg“ﬁm%% IS‘OE“y‘I‘?%’ ”ég?e in ti?eéls‘fl)al
trifluoromerhid glbeirﬂdd)mntevhwmmw afd- Bﬂximyemémeb%narbp&ylmmi (3,5-bis-

2- met hanes I H r ic acid

(3, 5-bis- tkw u%&gﬁn{é}?ﬁgfﬁgeﬁ%\? o d%H» ?nﬁ%gﬁﬁ%sm;ﬁvﬁ??ébfoam MS (TSP):
567(Al ~ ). WD 00/ 73278 -29 Exarrpl e 39 PCT/ EPO0O/ 04702

2- (4- Met hyl - pi perazin-1-yl)-S napht halxemple Y2 - pyri mi di ne- 4- carboxyl i ¢ acid
(3,5-bistrifluoronethyl-benzyl) - met h{l -am de I n an anal ogous manner to that
descri bed 2ﬂ3@<xmphearmswtwepemawde ipwesnidingri-garboxylic acid (3,5-bis-

met hanesul i m di ne-4-carboxylic acid (3,5-bis
trifluor orr;tst ({mglew u;lﬂje)eﬁyﬁ‘ aertr and 1-net hyImEI per azi ne

2- (4- et hy[npmpmdegxunmayxhyp@-thatpﬂﬂsmheennixyrlnpb-’yln etiervas 4btameddrymi 2 aci d

gg 8_5 3b|( by i%e‘}r}# HRARTRL V! o REPFHIIIRE WL HE 183 (35 W LS8 RecYBbEASEL -

methyl-amide and 2-dimethylamino-propanol 2-(2-dimethylamino-propoxy)-5-o-tolyl-
25 pynimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a white
foam, MS (1SP): 555.2 (M+H)".

Example 23

2-Methylsulfanyl-5-naphthalen- 1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide

30 In an analogous manner to that described in Example 11 a) there was obtained from 2-
bromo-5-methylsulfanyl-benzoic acid ethyl ester and 1-naphthylboronic acid 2-
methylsulfanyl-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid ethyl ester, which was

saponified as described in Example 11 b) and reacted with (3,5-bis-trifluoromethyl-



Exanmple 40 m
2- (2-Di net hw(%ﬂ/ﬁ?-{get hyl am no) - 5- napht hal en- 2-yl - pyri m di ne'ﬂtf'ﬁ/ﬁf)&b%)’dzi C

acid (3,5 bis-tritluoronethyl-benzyl )-nmethyl-am de In an anal ogous manner
to that described in Exanple 14 there wagsobtained from

2met hanesul f onyl - 5- napht hal en- 2-yl - pyri m~di ne- 4- car boxylic acid

(3, 5-bist rbédwamnﬁwhyﬂnu‘mangWe)as d’&stch'b&d mrﬁﬂmpamdl -dmireiybiyl famgl et hyI amn

2-(2di meth eth 5-na ale -V i m di e4ca box c acid
(3. 5 bi st 1 I UBR sh T PRl SR ROE - G P el peyl So)
576. 1 ( MrHyrmidesanphe fdam MS (EI): 535 ( M )

2- (2- Di net hyl am no- et hoxy) - S- napht hal en- 2-yl - pyri m di ne- 4-carboxylic acid

(3,5-bistrifluoronethyl-benzyl) - net hyé amld§4 ?0 In an anal o~ou, manner to
that described in Exanple 16 there was XSt & hed from

2met hanesu ~ri.m=di ne- 4- | i

(3, 5- bi st r##%?%ﬁé‘[}agﬂ %E@P%e’ﬁé ’ﬁ)ﬂmg}f’ﬁﬁlé “Hd E’l ‘flt1(§1561?1‘f noet hanol

2- (2di met h_}ﬂf&jﬂrﬁﬁreﬂ'tyfh%yiyl)*nﬁ&pﬂltahﬁﬁen 2-vl - pyri m-di ne-4-carboxylic acid
(S‘;”7~2Lbl( :/lt_r r{zlmu%gi?n%ug%ggpéytk c{TEcrn%d in E‘xgn?pl% 12ahehr!e tweas fol())t%medhflrosm( | SP):

5- (4-Fl uormerrmlwﬁan21=mhﬂsmhsluhﬁayly;iwuwdnmﬂtnaeﬁm@atd&qxwm acid (3,5-bis

o oo Ry T o 0, G045 FERES oy .
5br onu-12- neighthsen flanydyripyd mel deg@boxyhanbdX § b itas-atiubrembitiyl-stigt) - methyl-

4-f | uorboroni

5-(4-fl uor?)mtff?é’ﬁﬂl‘)q“ﬁ R nSd a1t 2044 MHyrl m di ne- 4- carboxylic acid ethyl
ester) which was saponified as described in Exanple 11 b) and reacted wth
(3,5-bis-trifluoronethyl benzyl)-nmet hyllxaaipde 25t 0 gl ve as descri bed m Exanpl e

rlrét ﬁi” §u|( ?(2;:‘%1,1 ?ﬁgyphen aﬁéu ﬁy@a:r B‘b&g’b%ggic}lld}y”ml ine- Qa(g g)?y gzacnd (3,5-bis-

(3, 5-bis- tfrif‘[ddjsﬁﬁma/ﬂ IbyhzyDemeity)-afikddyl am de as a white foam) MS (El): 503

(M). Exanple

5- (4- Fl'dor ‘b’h?e‘ﬁ’y‘?t}"”?”}?@Pﬁﬁ/‘l"émtfd&hﬁlbeﬂy‘i’ FRABRIALS BhearBb Ry rined amy21 3, 5- bi s

fj rifl _ugr gﬁﬁxfemﬂmhﬁﬁ@b)lﬂ 3-na§mthyllenamlggrrqnmd?%f«aaﬁbemuscmaﬁeblsi o that
escribed m obt ai rom. . : .

SSCAT 1 tor of HRERGI ST Rty S B Iceapih HPAHED ReRZin G drethakpigerazin -

(3, 5-bi s-tylyfsl- mmmm&mylyb@pﬁm c)mém;mytboxam aked ameav gllorenethyebayy- aci d

5- (4f|uoro &@2 math sul %Pﬁ I\eH - carboxylic acid

(35b|stme 6?"6 B h 'b%ﬁi’i?&% nivdEHhs a white in foam MS (EI):

S35 (M+). Exanple 44

2- ( 3- Dizoet hyl am no- propoay) - 5- (4-f | udbangieny! ) - pyri m di ne- 4- car boxylic

acid (3,5bis-trifluoromethyl-benzyl)-nmethyl-am de In an anal ogous manner to

t ha descri beg-Difheklxyaamine-chylhhed®-7asphilanhned-pytiamidine-4-carboxylic acid (3,5-
5- (4fl uoro-

phe I yrim di ne-4-carboxylic acid
(3, 5-bi s-t PIT F@ﬁ?%&%‘itﬁﬁr%ﬁ%ﬂ“ﬂ%‘t%& fami de and 2-di net hyl ani nopr opanol
2- ( 3- di met hyiramaezofe aﬂaxyr)roSﬁA cfekdiﬁi’eﬁﬂpﬁeﬂyﬂ)l):-lpyl'ﬁdrm\dt Oisrathed @olpo3yl i c acid
(35b|str|fluo thyl bhe?]z y%mdea awhlteifoam M5 (1 SP):
559.3 (1t P8 ane%ﬁtgeﬁw%nagt aten’1-y pyr midine-4-carboxvhc acid (3,5
25 trifluoromethyl-benzyl)-methyl-amide and 2-dimethylaminoethylamin 2-(2-
dimethylamino-ethylamino)-5-naphthalen- I-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide as a white foam, MS (ISP): 576.2 (M+H)".

Example 27

2-(2-Dimethylamino-ethoxy)-3-naphthalen- 1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
30 trifluoromethyl-benzyl)-methyl-amide

In an analogous manner to that described in Example 16 there was obtained from 2-

methanesulfonyl-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-bis-

tritluoromethyl-benzyl)-methyl-amide and 2-dimethylamino-ethanol 2-(2-



?r> 2-(2- D et hyl ami no- et hoxy) - 5- (4-f | uor o- phenyl ) - pyri m di ne- 4- car boxyl i c
aci d (3, 5- bw® &f7B38uor orret hyl - benzyl ) - met hyl - ami de I n an anaf GBS 0AHRAner
.to that described in Exanple 16 there was obtained from

5- (4f | uor o- phenyl ) - 2- net hyl sul f ony- pyri nt8me- 4- car boxyl i c acid

3, 5-bi s- trlflu r omet t am de ,and 2- 1_noet hano

(2- ( 3- di net WS ﬁIBlQﬁ E%%%% \é(’éhtgele’ﬁ ¥ RYTSHEHTY < gP%C&C@Tf@ér boxylic
acid (3, 5- blﬂuofrdimfeﬂhl}tbbml)kmkthlpbﬂﬁ}de)m aedHigel faarm eI SATSR): B (e f.oam MS
(I'SP): 54S.2 (M+H) +. Exanpl e 46

2- (2- D met hyl am no- et hyl am no) - 5- ( 4- féuonﬂ gpenyl)-pyrinidine-4-carboxy|ic
acid (3,5 bis-trifluoronethyl - benzyl) am de 3n I n an anal ogous
][nlanner tﬁ zhmg&p&oﬁhuleﬂ 1tlfi|o>&>}&nm;mt}ia4§ﬁ hle,ﬂ@vmgdmbil:zla'taibdx}gxrcamdt:(a(sélbis-

uor o- phen - 2- net sul fon r.i m die- 4- car boxylic ac

(3, 5- big tV%L&EBV%ﬁE&%§TH@%E§ﬁ?ﬂHé? 51 - ami de and 2yd|nethylannnethylan1n
2- ( 3- di et hydrpdrialeroet Manasd dGhat deW¥RiAlid 32;7rﬁpke3|" thé?eTVaE BB M AEbdn 2-

5- (4-fl uoro-phenyl pyrlnldlne 4- car boxylic, ac

(3, 5- bi s- t Fiethagstbieayhsnap ‘I}iﬂlfl‘)lrﬁélflh‘ylm’éll‘ﬁeddeCé’§°&lWﬁctde 3%%8iYy MS (1SP):
S44. 2 (M’f"gri'ﬂuoEéﬂxﬂmlvaéWzyl) methyl amide and N-(2-hy droxvethyl)morpholmeZ (2-

5-(4-Fl - 4-vyl di b I
acid (3, 5 BRI UbFORETy B bl T ey SHia oybs manner

t o t hat) degfideesleil gl B @eth?l-hheleas asvioRtfaiMed sfrsem 619.2 (M+H)*.
5- (4f | uor o- phenyl ) - 2- net hyl sul f onyl - pyri m dne- 4- carboxylic acid

(3,5-bis-trifluoronethyl benzyl) - nethyl anldg and

N- ( 2- hydr oxyet hyl ) nor phol i ne 9

S- (4-fluoro-phenyl)-2-(2norp hoI|n 4-y| - et hoxy) - pyrj m
(3, 5-bi s- th? Ristedudtmine: H@ﬁzgﬂ )y>-pap elﬁml WriYgan
(1'SP): 557uffdbllthy BXAIR-fredfl-amids

5- (4- Fl uor o- 2- nethyl phenyl ) - 2-‘met hyl sul f anyl - pyri m di ne- 4- car boxyl i c acid
(3, 5-bi strIrfmmaécfr@phmannehwhymﬁé@rwmaﬁcm@pheriSaherar\«alp@éwsnelﬁlefrm@ -to that
descri bed hﬁtrﬁ%@mﬁoﬁ 11§~na}mthaﬁﬁel yﬁﬁyrmd@m@@arfb%mc acid (3,5-bis-

5br ono- 2- net hyl sul rimdi ne-4-carboxylic acid yI ester and

4-f| uor o- 2trFﬂétqﬁymﬁﬂ)é{hgpn7b'ﬁr@ﬂqh¢d -amids zmd 2-dimethylamino- propanol 2-(2-

5- (4-fluor Qmizemﬁmyr{o phﬁﬂax;)ls%aﬁﬁtthfabé551uwtﬁ-,%1dmu%mo&gﬁ&w plsic acid
et hyl ester)_ which was saFonl as described in é@gnd react ed
with (3,5- mfgwtr?rinﬂ}wbbm InprthamAe)as gettiig foarmi Me {%’ gt el MtHescribed in
Exanpl e 11 c¢)

5- (4-fluoro-2-nethyl -phenyl) - 2- net hyl suld@eyd - pyri m di ne- 4-carboxylic acid
(3,5-bis 20 tr~fluoronethyl -benzyl)-nethyl-am de as a white foam 1\IS

)1 S é%-)MetEESWBh&ﬂQ2 methylsulfanvl pvnmldme -4-carboxvlic acid (3,5-bis-

El

(4- Fl uor o- 2- et -2 net %Isu onyl - pyri m di ne- 4- carboxyllc acid
3, 5- blstrFHﬂW%PBWéﬂﬁgF EVFY1ﬁﬂ19¢-anlde I n an anal ogous manner to that
e
I

carboxyljic acid
W%Péylf‘oaé -Bis-

scri bed lrparﬁm&ls Jfganhgxe{OQhX‘@&ee%eﬂ'xH%Qarimfaanlsr) (2R was obtained from 5-
uor o- 2- net hyl - phenyl ) - 2- et hyl s érlnl dne- 4- car boxylic acid

3, 5- bi strbtqmu@r2dﬁétthﬁgwlfwﬂmmruw€ﬁy¢aIW> eadAgt! eserondpemsdwxpipbenyi d
(4-fluor Bol%nﬁzesfcm/é!e@wham%ﬂ&@yi %wtmmanﬂyﬁmmdm 4 cwobaﬂ&yalcicpetﬁﬂl d

3,5-bis-trifluoronethyl-benz | -dm de as white foamn El): 549
M) . 25 ester, which was sapomﬁed as escnbed in Example 11 b) and reacted with (3,5- bls—

(
5-
(
d
f
(
5-
(
(

trifluoromethyl-benzyl)-methyl-amine to give as described in Example 11 ¢) 5-(2-
methoxy-phenyl)-2-methylsulfanyl-pynimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-
benzyl)-methyl-amide, MS (EI): 515 (M").

Example 31

30 2-Methanesulfonyl-5-(2-methoxy-phenyl)-pyrimidine-4-carboxylic acid (3,5-bis-

triffuoromethyl-benzyl)-methyl-amide



Exampl e 50 3c>

5- (4- Fl uor owd-o0esy! - phenyl ) - 2- (2- nor phol i n- 4-yl - et hoxy) - py picTyEHoBG4782 Car bo
xylic acid (3,5-bis-trifluoromnethyl-benzyl)-nethyl-am de WO 00/ 73278 - 32
PCT/ EPOO/ 04702 I n an anal ogous nmanner to2ihat described in Exanple 17 there
was obtai ned from

5- (4f | uor olnamastalggoup rempkr) toXhatatebgribsd firf Bﬁyhplpyﬁithﬁrdms dbtaimed ofxythi2e aci d

(3 (g g'y§§ B"%Ee géﬁ%;ﬁﬁpymﬂ{mx)v PRRhDY 5y A8 e 30 rboxylic acid (3.5-bis-

5- (4- f | uorwHweehythybherryl)ymeth(l2amle phd Bi anlatoptrbetudxycid pyméthartisnifordd-Gar box
1 o 2 o Bl P AR RN - SRR aTB Y LR eyl Sy 02 VB
2- (3- Di fret iyihyhimid gasapebiye) fodm( KISH(TSB): 6424 Me1.hyl - phenyl ) - pyri ni di ne- 4- car bo
xylic acid (3,5-bis-trifluoronethyl - benzyl) met hyl -am de I n an anal ogous
manner to that described in Exanple H&% £ was obtained from 5-(4~c~

fl uoro- 2- et hyl - phenyl ) 2 met hyl sul fony pyTi m dme- 4- car boxyl ic acid

(3,5-bistr 2-di et h r nol
2- (13di et hiyﬁial‘[n?no pro '6’)? éx?'%l“of r’T‘gepn %ﬁﬁé’ﬁiﬂ mﬁ))%’-l d“ﬁé E%car box
ylic acid { (533 anhnﬂubrmﬁtthwbermylhytetbydmﬂd)e rret hyl -anm de as a white foam W5
(1SP): 573'[ na awo rt id% ribed 1n,Exa le 14 there was obtained 1 -
S (o) D et S0t ARG B4 Hreiibed mErpls 14 Shechy) SHPPERAGFE: 4- car box
ylic aand r(18t,h5nénuhcehyll-5 ( 2+@teoimedy IrgHeﬂtdeLrpz;nh)nellmiemqydrbamldecxﬁm3 arbnanal ogous
manner to at described in | . 16th sobt edfr
5- (4f uorotr “ﬁé‘l%@‘ﬁ%ﬁ%ﬁ%bmgﬁﬂe@'ﬂ\%éﬁ?fo V’et%@?mfﬁoﬁ “En@a oxyI ic acid
(3, 5- bi st rdiffletonaniiohsthylbeinzy)t 3¢ Ivetettyxy gried @ ) el midd chie net day b et Bcigt hanol
2- (3-di net h%l aﬁn' no zg_ﬂ ) ) f 56 1 (MaH
et hoxy) - 5- 1 FTUEPBLS bR L BSENY P iy ity ikreoame MISHSR)E 736 bt
(3,5-bistrifluoromnethyl-benzyl)-nmethyl-am de as a white foam) Ms (1SP):
559 2 (MIrH)+ Exanpl e 53 3

5- (4- Fl'lor o- 2- net hyl - phenyl ) - 2- ( 4- rretEﬁflrI“Pe'ﬁ’erazi n-1-yl)-pyrim di ne- 4- car bo

Y ner 4ot aMeRed s S TR i Bl P e T SRS
5- (4f | uor quﬂuﬁea,hyﬂhyﬁhaﬁgl))mahym;h;desuI fonyl pyri rln dne- 4 carboxylic acid
3,5-bistrifl t -benz net a net h razj ne
S (11 worl5-22-33aloRg KL HERDT O Mt AETrEDy I Ge s HISLE 3P CspaHe ARG car boxyl
IR c]c gm( IdS(P ;in&gsgé%hrfbﬂl@(zlﬁﬁtwly [:bleﬁ)lﬂWp)/zﬁ‘ﬁcﬁlhyM-ﬁﬂ‘b@b@h@-:raa(Wblbtl@ f oam)
~ +....~0 alr e . . _
2-(2-DP %ettﬁlﬁuamrﬁﬁgﬁ?ﬁmz%r%?%wnﬁefm%b-rraetbﬂﬁ@?ﬁwmﬁﬁéamthﬁw Phedihe: 4-ca |
rboxylic agaimethyl- Erpbrz&rri-uyi)merrﬁﬂatehylcaﬁbenmcl actd et Npls- et metMP HAEIB278

tﬁ;g%gﬁg%ﬁ)gﬁ%‘gée}ag % lter}oamgMgﬁlsjig?mge}r tI\?+f-Ih‘at described in Exanpl e 14

5- (4fl uoro- 2- met hyl - phenyl ) - 2- met hyl sul f onyl - pyri m di ne- 4- carboxylic acid
(3,5-bistrifluoronethyl-benzyl)-nmet h)él -a & and 2-di net hyl am noet hyl am n
2- (2di met hyl am no- et hyl ami no) - 5- (4-f| duPB et hyl - phenyl ) - pyri m di ne- 4- car

boxyl i @5 aci-¢b- D&néﬂqblasmhbleft}kdm -anethisthoeprtyl - pRtiMydinami debiaglicaddd( 3,8 f oam
Ms (I SP): 558. fT’
bis-tri uoromethyl -benzyl)-methyl-amide
In an analogous manner to that described in Example 16 there was obtained from 2-
methanesulfonyl-5-(2-methoxy-phenyl)-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide and 2-dimethylaminoethanol 2-(2-dimethylamino-
30 ethoxy)-5-(2-methoxy-phenyl)-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-
benzyl)-methyl-amide as a white foam, MS (ISP): 557.2 (M+H)".

Example 35
2-(2-Dimethylamino-propoxy)-5-(2-methoxy-phenyl)-pyrimidine-4-carboxylic acid (3,5-

35  bis-trifluoromethyl-benzyl)-methyl-amide



Exanpl e 55 5-(2- Chl oro- phenyl ) - 2- hydr oxymet hyl - pyri m di ne-4-carboxylic acid
(3, 5- bi st ri WAM¥B#E hyl - benzyl ) - met hyl - ani de a) PCT/EP00/04702

. 5-Brono- 2- hvdr oxynet hyl - pvri m-di ne- 4-car bgxylic acid ethyl ester A solution
of 4.2 g ( 18.02 mmol) 5-brono- 2- hydr oxyfet hyl - pyrin1'di ne- 4-carboxylic acid
in 50 nm 5N rey ation of the
sol vent the re!]él%&ugdvsva\é%%&%é Or{h ﬁ(ti%grr%e% IR E%mg% EI{h %?Oba"ge%g% n1 HBO. The
organi ¢ pha@hmsulmhédZWﬂhos)aphemkm@lmedm@ bﬁanbexylmxct@rﬁ}brsed organi ¢

P eses e b MRTEN). wblih ] Sh78 40 EHABREAbprdfihof SRbUe vas

5- br ono- 2- Hydq:tbxlynemmwom)w) pri afmahdmahbqk)ypyrmmmmd4eamobwwced(mbs pal e
yel | ow sol i d ro-ph d~aq hvl < RY, boxylic

2ot d et gl V3RO Bl s B mide s SR MR SPT s B°

5- br ono- 2- hydroxyrret hyl - pyri m di ne 4 carboxylic acid ethyl ester in 50 n

N, N-di net hyl formam de 3.32 g (21.6 m"qg’lg%n 21-e | or o- phenyl zo boronic acid)
S.92 mM (42.52 mmol) tnethylanmne, 0.0 ? .43 mmol ) palladiunm(ll)acetate
and 0. 223 g-(eM8horyphnyl)- iZﬂh&iﬂg’ﬂpﬂibbsﬂhﬂ‘&thﬂyea-p&ddﬁdlrﬁmcdrbexﬂtﬁ&uidt(Bﬂ?g
reaction rq)xt ure heatgl E 05 The reaction m xture was
evapor at ed "B RECTPEDY Y g’zéf 10U M CH~Cl ~. The organi ¢ phase was
washed i t I &anﬁlﬂlo@nﬁ nNmNaﬂ'd-tS@i &Hstr@ﬂibd 18 ExainplHQ thad wB0 oBJIaulini fiém 2The

organi ¢ phase was S04 ered te T resi due was
SR B A yﬁztgpéfngwdmfaﬁaﬂﬁf ki, b3 46 g 82
I ~) 5-(2- chiifidropleeiy-brnzit) hmdﬁ@xyﬂmdudd-mxmmuebmem&nmrobplwlde%ap d et hyl

ester a as e brown o

52 (o i o GLEdhERISH U i BURR S s6tot R saordissiHCrsbis

sol ution otriffudtOm@tHyl-bén&l)nm@ihyl-amide as a white foam, MS (ISP): 599.1 (M+H)".

(2-chl or o- phenyl ) - 2- hydr oxynet hyl - pyri m di ne-43n carboxylic acid ethyl

ester in 15 mM ethanol 0.69 g ( 17.42_.nmo é OHin 15 nM HBO was added and
the nixfure stirred for 1 hr. The pH BFARRE3Eo) ution was adjusted to 1 and
Etllh;l nng) g /Iég%nggug;#yl Igcx-mra/p th %no- -7?%)§1glllhg1evxacar{> 1%Eace1 foblt 0 give after

5- (2- chl or erifph&@Ryethyd gz ) iveiyamipyri m di ne- 4-carboxylic acid as a pale
brown sol i

(2-Chl oro- henl.-2-_h ro methyl -pvrim dne-4- xylic
acid (3, 5- g%m:ﬁwmwm R‘Bbﬂé& e%t%mgﬁe g *bare‘vwi%@ﬂgc} %ﬂmofro 2.80 g
( 10. 58 mMelgm&-2( dethlsalfon nﬂpﬁanwxalmz-mWB@wae&lméthwmérmndlmalﬂnsﬂb@mw ic

ilCthdlr &JOBQHZZ(?SEQ%&QB&MHI}'&, rqu% lp%rg % oxyhc ac1g thgll éster,w 1chmmI )

N- (13di met hY\Iaamp@QmeQQyH}wae@InhMa @Dﬁb]iﬂdi@aélb’djfxﬁﬁmbbelgi@anu&anﬁt}(]11 64
mmol ) (3, 5;bi sirlfl u?rometh yl -begzyl m ne were ﬁﬁgfed The reactl on
m xture wabesdtr medhytpminggogives descy éd Fb ‘E‘FP f1 L i kd-meEh e aRdstied with 50
m 0. 5N HChagit#aleR-211- hidiHees-8BeRHR ol RYEI5Shiveri fubdelettl traked mdih- 50 n
CH.d -. The, conbine orgam? Ia%/eras Weéﬁ dried (MgSQa), flltered and
evapor at ed 2SR %ﬁf@a%agisdﬁp B by +ERromat ogr aphy (Si O-, CH, O, / MeOH
19:1 ) to give 3.80 g (71 /~)

5- (2- chisor o- phenyl ) - 2- hydr oxynet hyl pyExdthgle B8- 4- car boxylic acid
(3,5-bis-trifluoronethyl-benzyl)-methyl-amde as a pale brow oil, M
(I'SP): 504, H~ I 6 o . .

5. (2 Chl or 3 VHUAY oI o R Riepi2sYr s Riding 4 RIS 350% CT-Bihe- 4- car boxyl
ic acid (3115ﬂb¢r%ﬂe&}h}fllﬂéﬁf)qmeh}y)l] -dagaeyl ) - met hyI am de a) M et hanesul f oni ¢
acid 4-( (3,5-bis-trifluorone tﬁ?gvl bent 1) rret? %rbarmL d(%

chl or o- pheﬁ?Pﬁ‘i‘ﬁﬂ)%%sd’i‘f’fﬂnﬁr 2 EﬂVF“lé@t’é‘rExéﬁ’(ﬂ’elzt ere was'obtained: from 2-
2- Chl or ometyfueh ames (1ZmS b A PhIRARAYA-Y1-pyrimidine-4-carboxylic acid (3,5-bis-

30 trifluoromethyl-benzyl)-methyl-amide and 3-chloroperbenzoic acid 2-methanesulfonyl-5-

naphthalen-2-yl-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-
amide as a white foam, MS (TSP): 567(NM ).



pvri m dme-4-carboxylic acid (3,5-bis-trifluoronethvl-benzvl)-nethyl-am de
To a sol uti oNO#P/7R780 g (7. 54 mol) PCT/EP00/04702
5- (2-chl or o- phenyl ) - 2- hydroxynethyl pyri m di ne-4car boxyl ~c acid
(3, 5-bis-trifluoronethyl -benzyl)-nethyl - afi de and 1.57 m ( 11.31 mmol)
triethylancne in 80 mi CH-Cl, 0.645 nhwé i Jnnﬂ) met hansul f onyl chl ori de
were added at 0. The reaction m xture E“’ﬁ%rred for 16 hrs. The reaction
m xture was onto sat HCO:-- qut on .ang extracted three tines
o h 50 m By HSedhti i GO Lay T Tne o B LRBSAA.S Hir T er ed
and evapor acrrm@orarrhahwsem WeghyPhimidel ed by chromat ogr aphy (Si O~)
CH~CI~/ethyI acet 8:1) |ve 2. %V é % net hanesul foni¢c acid 4-(
(3, 5-bi s- trlnf“I“lﬁS’P Phwn%frre \"‘)‘dﬁéﬁr fing ’fm%w fhese yvos Qbipiged figpetry| ) 3u
pyrim dng2- Mkmﬁ&mlfoﬁ:ﬁt:ﬁhaaﬁhaemtﬁ P eVBIn@L4-carDBcdik BN (3 384s 0 (MrH+) and
0.90 g (22% . 2-chl oronet hyl -5 éﬁ chl oro-p henéhi r|n1d|ne 4- carboxylic
aci d (3, 5- brdupramef Vlolhwmmﬁ 2Amide Fgdhlyme Faaeraana%érreetbﬂomer@mn)1 h~1'S
(ISP): 522. W QMEthhaleth)Z -yl- p rxmldme 4-carboxylic acid (3 5-bis-trifluoromethyl-benzyl)-
5-(2-Chl oro- phenyl )-2-(4-ne a in-1-vl| met hy~pyri m di ne-4-carboxylic
acid (3,5- 0P8 H’i‘ff‘ﬂfo“tf*aﬁ‘éllﬁfPa’B I et Ma%)de WD 00/ 73278
PCTI EPOO/ 04702 -35 To a solution of 0.39 g (0.75 mmol)
2-chl oromet hyl - 5- (2- chl or o- phenyl ) - py rExain@leg@- 4car boxylic acid (
3,5-bis-trifluoronmethyl-benzyl )-nmethyl-amde in 10 M CHCl~ 0.20 m (
1.8i mm)) ﬁbtulmzi RSN 8 Z R MR- RALAERal dhe- I-Pafitdifihe M- Xdrbb B/ 1S A 5L ' ed
for 16 hr)s M RT a h‘? t ha }g)g%redﬁl nt o HBaO and thractéd tr:regltl meg Wit h
50 M CH~Cl strrﬂ.'eor@m%fnﬂénnaflgmﬁlwaayém were dried (hl gSO-)) filtered and
g:agr ?} eIdeIn-E %n‘&%bgyﬁla}’l‘@é tQ‘t'}'idtfd'eﬁ%‘ijlbg&'ert‘ia%E% Pﬁgﬂﬁepé"\)(as((ﬁ’it%}d from 2-

~/ v . iV .
5- ( 2- chl ordnpthéwp)fowl(>4naﬁhtha}rn érgm\aznﬁmi 4y¢¢‘r‘r§‘?’ﬁ%)méﬁ»|5rhlm ne- 4- car boxyl
:Vcs «(alcls g) ( 3g§ﬂ9b%rﬁéthﬂ6’&&&%ﬁmﬂl aﬁlezmlnhan@.mmyiamrf&w@ananqodzorI ess oil)
5- ( 2- Chi'dr clipiamng: qﬁwlynmq TR mmthﬁfwrylwrlmﬁlaieﬁemb%#lﬁssegl| pe-biki d
(3, 5-bi Str'tt'llﬂugfd?ﬁ'eﬁkhygenlﬁgwa%v][Eﬁltnlayl]x AphAefolm, a1sakpl.isop19M44p8 9 (1.11
nmol ) 2-chl oror net hyl - 5- chl or o- phenyl)-pyrlnldlne 4car boxylic acid
(3,5-bis-trifluoronethvl-benzyl)-methyl-amde in 10 M CHC~ 0.24 M > >
(2.78 mml) norpholine were added. Thé&*p@Rtt4lon nixture was stirred for 16
hrs. at RT and_t han Poured into HBO and extracted three tines MAt

CHzCl ~. The-BoRbnadaiasigarethoXyingeraphiisien- gnyj- étru(rwgeé)aarl?wiléﬁ@é %ﬁdns-
evapor at ed. tnﬁher&ﬁ&hguﬁer}wli Rethif érﬁqieby Chr Omat ogr aphy (Si O~

CH~CI ~/ hl eOH NHaOH 2 to give O g

S- (2chl 8t o-lprarmypkip QUTT@PWFRSIW Hmdyﬁcﬁlét:chyllﬁwn ?ﬂ@rhﬁ—’ée wascehtyogd from Hci d
Efsg) bi ;t7 g'rtmlét%’l%égm)%mjb ﬁ:gﬁﬁb{z{lén Bl ylinRdinde - asb & hehanl essif.-oam ~1S

5- ( 2- Chl or drifkersmgthy=enzyldimash Hyamigr oder dynesnilzminosgengl 3-(byri ni di ne- 4- ca
rboxylic aCdlﬁl]e(l’g/la‘:;‘nllﬂbse'tlt\&Jy? SURTAREA &b - vp%?ﬁbﬁl angtMO)@m dad T9saisol ution

of 0.62 g hanesul foni ¢ acid 4-(

(3, 5-bis- trtrlﬂugmrmfbrlngméh—zwmlmﬁypwahtsaf%m MSUSB): SRT A MAdheny! ) - pyri m
idin-2-ylnmethyl ester in 10 M CHC ~ 0.29 ml (2.66 mol)

2-di met Byl ym noet hyl am ne vere added. gJhefegaction m xture was stirred for
16 hrs. at RT and than poured into H-O ang extracted three tinmes with 50 n
CH-Cl =. Theg | | [ d and 3u
evaporated gp?gggﬂgggagégﬁhrug &“ﬁcg Hgﬁgf%gragﬁzaqa(kgq£?

CHZCI ~/ Me OHitifidd Ot dthpl- h@lll))mtttb)']g%m@eo 22 g (36 %

5 (2 or 0 Aok Znhdecdl B DLABLIB: SLAIAT] BOVRE [ by g e, 4 car
oil) M5 (I SPpmonelh)(lMlﬁa{m)rl pxgrmldlnpﬂi{g@'bibgﬁlzacnd ethv] ester and 4-fluorboronic acid

30 5-(4-fluoro-phenyl)-2-methylsulfanyl-pyrimidine-4-carboxylic acid ethyl ester, which was
saponified as described in Example 11 b) and reacted with (3,5-bis-trifluoromethyl-
benzyl)-methyl-amine to give as described 1n Example 11 ¢) 5-(4-fluoro-phenyl)-2-



PCT/ EP0O0104702 - 36 Bei spiel 59

5- (2- Chl orowﬁ’rﬂg@p)s- 2- di et hyl ani nonet hyl - pyri ni di ne- 4- car b HGHERI0Q4T0]
(3,5-bis trifluoronethyl-benzyl)-nethyl-agide To a solution of 0.62 g (

1. 07 nmmol ) net hanesul fonic acid 4-]

(3>5- bi s-t Hidh Rﬂﬁﬂ?l—ﬁ%ﬁrﬁﬁi@hkaﬂﬁ% %lacﬁ?(glzﬁgﬁ%l‘&luéro%TR{u&;@ylpm 1) -pyrim
|d|n2ylrren“(¥ ester 1n 10 of a’b. )R/I

sol ution of ah‘yh%foa@ O@r@)aé%@" Jfhe reaction nmixture was stirred for
16 hrs. at RT and than poured into HBO and extracted three Mres with 50 m
CH~Cl ~. The conbi ned organic |ayers wetsndeiged (MgS04), filtered and
evaporated. The residue was purified by chromatography (SiO-, W

CHC ~/Mlg ekhls i )
S-(2-chloro- Eh%ﬁo%adﬁgre%ﬁ’yl a\)rlnutrll%ﬁgpt %ﬁ lgbdﬁ)? %cglmr%ex’/%c accé(% 3oSnlblmc aci d

(3, 5- bi $-t fii Wr@mmlrhﬁmﬁbmhy)lmﬁg/l -am de as a colorless oil> Ms (ISP):
531.1 (M+H+). Exanple 60 2- Met hyl sul fanyl -5-0-tol yl-pyrim di ne-4-carboxylic
acid (3,5- mmnmbo&mﬁaﬂaer mm@mm lhx SmPHSG @eQﬁs%f)ta@n%lq?&n(s (14 15

mmI)ZnEthIsquYk)y -o-tolyl-pyrimdine-4-car d)1/|caC| n 20
CH~Cl ~) 0. 8201f-phen mtyylwlfaérlhgbframdﬁ& 4-garppxyic(ati @%@ﬂylﬂuoromethw-

1- hydr oxyb ) 8 & R éhi8rdplerbknzXERLM 5
N- (3-di net ﬁg@ﬁm ﬁgg%pﬁ%N etk} rc{ggF bO(ZZII imde. %yﬂLFOorgl‘FhenYD & methallsu“?nyl

mrol ) (3, 5PuRmediRgi4d- ¢e &llya%£%§1 bisattifhveromedayhbensl)- ﬂlfﬁéylr%ra&flaéﬁ“gf\lﬁcture
was stifreg,for rs35 (Mg reaction mxture was washed with 50 nl 0.5N HC
and 50 r?1 &_n‘? %gquueongql ayers ~ere backextracted with 50 mM CH-Clz. The
cc~nb~ned organic |ayers were dried (1,1;50.,), filtered and evaporated.

The residue was purified by chromat ogE’aﬂph}?/leGé;l O-, CH-Cl~) to give 0.36 g
(79 /o) 2-methylsul fanyl-5-otolyl-pyrimdnme-4-carboxylic acid

(3, ~- d~net ﬁy(B Diemetlyy lproama- nmpom Bré4-deoro-phenyd)-pyrammdine-4i@rifoRylic add (3.6ML+) .
Exanpl e 61 tl}/gﬂa sulf.g h Pln)ﬂd pyrim di ne-4-carboxylic acid
(35d|rretRyI- en%lrF\ keﬂyﬁly 3’ esolutlon of 036% (0.92 mmol )

2- met hyl sullf armyhalﬁg@mtrmryﬂer m/trhrhqiqscmieedznn&am@iwﬁ tbergoyad obtained from 5-(4-

(3, 5-d~net L /é [T

3chl oroggr@éhrzogﬁﬂé‘é@l) %j é}@;{ umﬂgldgydgh ﬁf?a{mé:%gr? ; eldrsga%tb gsgﬁl%ﬁloxmmét)m
stirred fobedyhrmethyl-amide anfdt2edimgdliyleinore podp0l 211(3sﬂamethlxbmwfem)0‘t)15on)

t he Iayers r

NaHCO-~- sol u%,\?gnrosgﬂ%d} ?’ﬂiamiad%% QC%%?(ﬂere gn%\@g\r}g(ggwat eéﬁﬁﬁ}enzgll n?eet}s1 Ydue
was purifi edncﬂwas@hrkuﬁmﬁogl@rwwﬂ()sﬁﬁé ~/MeOH 40:1 ) to give 0.29 g (74
% WO 001 73278 PCT/ EPOO/ 04702 - 37

2- et hanesul fonyl -5-o0-tol yl -pyri mdi ngxaz}nﬁg@;}poxyl ic acid

(3, 5-di net hyl -benzyl )-nethyl am de as a colorless foam WM (El): 423 (I\/t)

Exanpl e, 62 i
B e s R L R T e i “‘Eﬁo?é’ 1ol )
2- et hanes@ﬂlﬂmm?&hsd bteot)gl} myh}ilmrdd(ne 4-carboxylic acid
3, 5-di net
Umethyl pi pos 43 ARRoY Byl AR 88108 PR AR bt Bbflindd oS, D
Aft er evapduatd-pherof)- thb)dm}bnw-pxrheldﬂetsActaé?omlsc didtx3- buttedlubmmgbml 50 m

CH-Cl ~ and glgzgm mrqhHB mxc-llgzha%d "h?)fvgrgﬁ%e R’Xg%, ?)@ 48 dr%Et% la}%;‘ng e?hox?‘ a CI ~)

t he conbi ne rganl ayers ere e~~apora

r esi dueznaglupur-phéred)- pylmldnm&tcmgxoaﬁhyadﬂBG-blsGHﬂ@bﬁime’éBﬁ%kH}@ﬂhylio I 0:1
) to gwe 0.1

2- (4- net hylamﬁ?l%graa‘ihlﬁep oy M. G2 Rsp432 BV W di ne- 4- car boxylic acid

(3, 5-di net hyl -benzyl )-nethyl -am de as a colorless foam MS (ISP): 444.5
(MrH ). Exanple 63 2-1~~lorpholin-4-EKxample4bol yl| - pyri mi di ne- 4-car boxylic
acid (3,5-dinethyl-benzyl)-nethyl am de To a solution of 0.21 g (0.49 mmuol)
2- met hanes al (2eDiphethylamiad-ythylayrinoj-oH( #dlubr o-phbow ) pydmadine 4- carboxylic acid (3,5-

(3, 5-di net OmM dioxane 0.13 m ( 1.48 mmol)
zee norphollgyntéqﬁﬁg@aﬁ’ngge'%ﬁg 'P%Lgc“f f"Bhdlm' xture was stirred for 16 hrs.
After ewapoh ahiapflogdustridhngotosdat Jestiised iaHxdlabisthdiestasiobudiee petvizen 50 n

CH~Cl ~ and .50 The us Ia S extr 50Q, m )
the conbi nddO" 65?1‘?)'8 “# p’gq’gg‘né‘dp’( Né e ol (P% ‘é‘bc”ghsv\g i’\fagglrugf%’a%h%e
resi due wabefiill j-ectoh]-ayhiddureioad ethyd by r(&lt@hmmg -dirvi2 B} la i -2thylanting)-ve
0.17 g (78 /,) 2-norphol ~n-4-yl-5-0-tolyl-pyrimdine-4carboxylic acid

(3, 5-di net hyl -benzyl)-methyl -am de as a colorless foam M (ISP): 431.5
(1°-i+H 7).




Exanpl e 64 2- Met hyl sul fanyl - 5-0-t ol yI - pyrim di ne-4-carboxylic acid

(3, 5-di net hoxQoyz32281 ) - net hyl am de ;n To a suspensi on of 0. 30CHEPOW4THR
nmol ) 2-met hyl sul fanyl -5-o0-tol yl - yr| mdlgle 4-carboxylic acid in 20 m
CH~CI:,032rr1(23mm|)tr|ethylamne) .17 g ( 1.15 mmol)

1- hydr oxyb i azo

N- ( 3- di et ?ﬁ)fﬁhPﬂ%PEW@)‘PW‘méfwf%éﬁb%ﬂici%ﬂd)o‘é’%k}‘a‘rtaﬂh?@mea%ﬂt?ezsvlb ( 1.38
mol ) (3, 5-detiel- heide Bandite)fosmt bl (1S e . neeHadded. The reaction mxture
was stirred for 16 hrs. The reaction m'xture was washed with 50 mi 0.5N
WO 00/ 73278 _38_ PCT/ EPO0O/ 04702 HO and 5 m H20. The aqueous | ayers were
backextracted with 50 ml CHzZClI ~. The e‘g organi c Iayers were dried

SO~)) fil an orated, The reS| due was purified
f:woma% z)gr fﬂ,f:ﬁgrw?' @}ﬁ% (2ymarphgliprdsd-qthexy) @Y@W@lne- 4@%03(%‘2 agif (3,5-bis-
2met hyl syl ftﬁmbr&n&hypbydzyg;&ﬂétmm,ame4 car boxyl i ¢ aci d
(3, 5-di net hyoxy benzyl)-nmethyl anide as, a white foam . 423 %M)
Exanpl e 65 12 a|nﬂné¥%ah%@apwrs9rh%dswléﬁs‘/mWmnﬁ- & ﬂt?f%“é%ﬂbéwﬁ fremg%si
(3, 5-di net Wo%@EM h- ﬂs&whrf@m%@r.md@e&o&a%é)@ncQ&d% éfblgtriﬂu%r%emwl)

2- met hyl sul f anyl o-tolyl rim di ne-4-carboxylic ~c> acid

(3, 5- di met HEEX) m&x}ra}m%w@l‘l G rsoxyetipd) marp 5 ‘bﬂBQrnglqmw ol ) 3
chl or oper bﬁﬂéﬂih%hﬁﬁi ?l c(tK&g?) xéﬂﬁﬁﬁcﬁboﬁ'lﬁﬁgdt@% ma%%&anmm BE&7yBL- irred
for 3 hrs. di'tion of NaHOOz- sol ution) 'the layers
were separ a{f‘@b)’l %fﬁéied‘lsga\‘fh'@ ‘Eﬂiﬁsl‘és\ﬂ\b?l%eﬁﬂﬁ t"’l‘ﬁ@ét NaHCOa- sol ution, dried
(Na~S04), filtered and evaporated. The residue was purified by

chromat ography (S~O-) CH, Cl~/ MeCH 40: ExdmbRr a8i ve 0.20 g (41 9

2- met hanesul f onyl - 5-0-tol yl - pyri m di ne-4-carboxylic acid

(3, 5-di net fsy@:ymb}%@%émﬂpwény@m ﬂﬁtms@faﬁﬂtp&rirﬁﬁnef 2REboMAId &hd (3,3tBR- (M) .
Exanpl e 66 2-(4-Methyl -piperazin-1-yl)-5-o0- tolyl -pyri mdi ne- 4- carboxy iC
acid (3, 5- drlﬂﬁpmgﬁbéln'mzybm%thylrmamede zo To a solution of 0.18 g (0.4

nol ) 2- mtlh%ﬂ%%Hio%anﬁlan@rQo 104 escPBEd T EhaRssiéd £RY Iﬁ'@fé’{vhscotﬁﬁmgd from 5-
(3, S-di net hoxy- benzyl )- met hyl-amde in 10 m d~oxane 0.11 .99 mmol)

1met hyl pi pdraione meikyladiged: pvméldrr@aéﬂr@ﬁxamcwtc@r%hmgtersqndr% anmﬂ -m@hpr s.
Af ter evapq;h%hvmreﬁlctaaa 5SQLNENM)2-faehyi %E@Hﬁz%&h?k&?ﬂn‘yi@ﬁ&% o?f@ een 50 m

CH~Cl ~ and 50 O. The aqueous | ayér "was extrac

t he conbi néerhﬂxghmfed rtéyleqsserdrh ele wesBBonifieyl af iitrswlia@dlnaﬁxanmw)aqnédeacrﬁb

resi due was,ayr3 5 'b%dtrmopdmmt%afwmetmlﬂme% o AECHAHRBLALR %) )
to give 0.16 g (8 perazin- 1

tolyl - pyri ahﬂuqr-%%rmféwm(hsn% d“E%’F;’BU’dMﬁB‘PMB lbeﬁzwl)wwhf pifl (hAikde as a
col orl ess ftRﬁHbﬂométﬁl(ﬂeﬁp))l nf’énﬁiylf‘an(lh/#k&)nh@m RIPEI): 517 (M™).

2- Met hyl sul fanyl -5-0-tol yl - pyri'm di ne- carboxyllc aC|

3, 5-di chl or o- benzylamde To a sol utlon .of é 2 g (4.6 mol)

2- net hyl sul f anyl -5-0-tol yl - pyrlmdl neF¥2my b‘@xyllc acid in 30 M CH-C ~
1.28 M (9.2 mmol ) triethylam roxybenzotrlazole

and 0.88 g - %luﬁfﬁﬂ-)m?tbﬂE}Bmdlun?e{fﬁf,h%?ﬁ?fﬁaﬁlr@ﬂ;g?dlw 45@%@ bribife WO
001 73278 PQ}F NEERGNQRYIOenzyl)-methyl-amide

In an analogous manner to that described in Example 12 there was obtained from 5-(4-

fluoro-2-methyl-phenyl)-2-methylsulfanyl-pyrimidine-4-carboxylic acid (3,5-bis-

1~
v

trifluoromethyl-benzyl)-methyl-amide and 3-chloroperbenzoic acid 5-(4-fluoro-2-methyl-
phenyl)-2-methylsulfonyl-pyrimidine-4-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-
methyl-amide as a white foam, MS (EI): 549 (M™).

Example 50

30 5-(4-Fluoro-2-methyl-phenyl)-2-(2-morpholin-4-yl-ethoxy)-pyrimidine-4-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl}-methyl-amide



-39 hydrochloride 1.05 g (6 mml) 3, 5-dichl orobenzyl am ne were added. The
reaction m YUWE3WEs stirred for 16 hrs. The reaction ni xt urBCTBRIOGATOIt ed
mith 20 M CHCl~, washed with 50 m 0.5N HCI and 50 m HBO. The aqueous
| ayers were backextract ed with 50 m CHzCi3 The conbi ned organic | ayers

were dried flteed evapor.at ed. The_resi due was rified b
chr omat Iogr I t??‘i\?g X g’ﬁdir) g’fadn%JFgét}fr%th“(tS’S‘e%olmls (4- Y
2net hyl sul fﬂmyb 5mfﬁw4p}sbnymymmrﬂy}eﬂf&ryq:?phﬁxx&hw @%décyhc acid (3,5-bis-
3>5-di chl or o-,ben giln ﬁz Bql or] ess ?n]‘y’vs M 418, I 420,

(ut +H-) . Exté‘r%‘loéo%§ TRyl snide a8d S-{ s hydropysth @?rﬂéﬂhn%%ﬁ&wm@
acid 3, 5- dlmbdh(yr.phmnzw(m&@hcﬂ@ﬂﬂ}q e@uﬁé)b Wlﬁﬂixﬁé 4(1:2130(9()'(198&& BT

met hyl sul fan |-S-0 g}%n %elénﬁi ﬂ}

3>5-di chf or ﬂH@F&f??t arveﬂdﬂaaw xtafpa@p (M&(Iﬁ@ R (M+H)".

3-chl oroperbenzoic acid ( 7099 was added at 5 and the reaction m xture
stirred for 3 hrs. at RT. After additiBxam@le 20 m sat. NaHCQ -sol ution, the

| ayers ~ere ar a the organic, phase was at.. .NaHCO-~- sol uti on)
dried (Na- s’o-” lthY?aéfPéa “PEAROR 2t g 2- T}?B‘Y?é’gF’éDHé'ng‘"ﬂi&F14ﬁaéb°Wc> >
chr omat ogr aghy 3(§b@ct}lﬂ%irﬁmhwaﬂz;«85ném)ﬂ 4Midei ve 0. 308 g (949

2- met hanesul fonyl 50-tol yl-pyrim di n@ 4-car boxyl ic acid
3, 5- di chl orlg-asenalpzans @éma%rtaﬂa:mdsw ¢4 i b¥ampIR/ES thegpyvas ofxaingd frogp544-

(M-H ) . EX e 8- Bfhethyl- henyl) -2- methvlsulfony pyrimidine-4-carboxylic ac1d 3,5-bis-
2- (4- Met hyl - pi perazin-1- -5-0-to0 %rlmdlne4caxt})loxy ic acid

3, 5- di chl or‘é"ﬂb‘oﬁﬁﬂ%tb}’lat?ﬁ"aﬂ% Wthﬂsacsmdﬁ% 2gfimgthyrognppropa®lntt-)

2- met hanes ud;fRylargme: ﬂr@béﬂ}r)wm ﬂhﬁ'ﬂoﬂﬁwﬁetﬁﬂfﬂ?ﬁn?’l rlﬁﬁ&iﬁle 4-carboxylic acid
3, 5-di chl or o-benzyl ami'de in 5 di ox nmol

1met hyl pi pefezPididaerometisd: bew@ st agHd s Whige (ﬂa@ MS %%ﬁ%i (Mo Hor's .

After evaporation of the solvent) the residue was distributed between 5 m
CH-Cl ~ and 25 mM HBO. The aqueous | aygxampke ®xtracted with 20 ml CH-Cl ~,
the conbined organic layers ere dried (MyjSGa)) filtered and evaporated. The

resi due ya i - 0
iy (55T et i s e o S LA oI

acid 3, d|(ém blﬁﬁrlﬂewmfémwna‘sl -aetbylsmidss oil, M8 (1SP): 470.2, 472.2
(MrH) . 3~ [ExAnphR e r%arh\{%hth BE&P&SEd B B(awdlyhs erd msoumﬁnéa BP%X-' ic

acid (35d|chloro benz?: | am de To a sol ution of mol )
net hyl sul f diaros-methyl-p erWr?Tw%hﬂ@ﬂmwmwﬂmwas@rhmhc acxd -bis-

3, 5-dichi 0r@mlagwétﬁm%zylgtrﬁ&mmanwd%ﬁla mmé!hfy&mgét%& 20(%3% cf“éﬂ“dﬁﬁh'

mol ) 35 sodi umhydrid di spersion in mneral oil
react i oR® stathexer Sf@rﬂtaprﬁ 2 mrefhyﬂ pheey @i midne dfcaebmhmadrﬁ Prplis-i odi de at O,

the reacti opiffbXIitRyI RSz} ik dted- AP e B mﬁne FOAR), Q94 1@37%596%NP+@I!+EF’00/ 04702
at RT. The rection mxture was distributed between m HB 500 M brine

and 50 m CHzCl,. The phases were separated and the aqueous Iayer washed
rivice with 50 M CHzZO ~. The conbi ne@xéﬁx’@&rﬁ% | ayers were dried (IVi gSO~)
filtrered and evaporated. The residue was purified by chromatography (Si O-
CH-CI ~/ et hyt-(aEBiose-é-meshylPhasyhi 3réd-measiylpipgpzingl-yD-pyrimidine-4-carboxylic acid

2met hyl sul f@Q’\yi)lserﬂu&%lrﬁ’e'thﬁ}ﬂfehﬂ'lwrﬂﬁhﬂ &Ridpoxylic acid

(3, 5-dichl oro-benzyl) - hyl ami de as" a colorless oil, M5 (ISP): 432.2)

434.2 (NEHHp mﬁ@g@umanner to that described in Example 13 there was obtained from 5-(4-
fluoro-2-methyl-phenyl)-2-methylsulfonyl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide and 1-methyl-piperazine 5-(4-fluoro-2-methyl-
phenyl)-2-(4-methyl-piperazin-1-yl)-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide as a white foam, MS'(ISP): 570.2 (M+H)".

30
Example 54

2-(2-Dimethylamino-ethylamino)-5-(4-fluoro-2-methyl-phenyl)-pyrimidine-4-carboxylic
acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide



2- Met hyl sul f onyl -5-0-tol yl - pyri m di ne-4-carboxylic acid

(3, 5-di chl oW&®WE&RZAR| ) - net hyl ami de To a solution of 0.57 g ( RCTGEPQHP4T0R
met hyl sul f anyl - 5-o-tol yl - pyri m di ne- 4-car oxylic acid

(3, 5-di chl oro- benzyl) - met hyl - am de in 50 ) CHaCI~ 0.81 g (3.29 mml)

3chl or oper en20| 70" 9 ) t d.the reaction m xt

stirred f 05) Pglogoa ¥ rﬁé’?neﬁf‘f/%\a\tﬂgﬁa?% oft %f” Rl thg%&“’“@%f@ IJ t he

IOIa_yegI s( Vl\\gr tﬂgs&pa?rmt?d)plgdml)gz-g&ﬁiﬁsuﬂf?agqaymﬁmhﬁd 4/ucciirfboﬁﬂtc ac[‘da(lﬂglbrésgl ut i on)
rie a Lt ere vapor. at ed., e yresidue i ed by

chr omat ogr iﬁ@@dre gl); @In“Fﬁ'/B%E‘)-‘Imi%Oa 4 Eﬁ%‘"ﬁ?eg@' "I;}"F'Qit i

2- et hyl SuIdfmﬂjaHamme-tetﬂyy‘ﬂmﬁy)-Br(‘l4€ﬂln)et34=maﬂ1'1|9bg§h(&dy¢) ﬁﬁ'lnﬂxdme 4- carboxyhc acid

E :i I5t ;jl Chl Féf}/uéome%hh enzy t%ylaar%? e2s la% Sxteffgz(lar&n MS (}S%)( E|8)3 (I\ﬁ-?lgl)) 465

2- (4- Met hyI p| perazin-1-yl)-5-o0-tolyl-pyrimdine-4-carboxylic acid
(3,5-dichloro benzyl )-nmethyl-amde To a solution of U 25 g (0.538 nmol)

2- met hyl sul fonyl - 5-0-tol yl - pyrt m di ne- 4- car boxylic acid
(3,5-dichloro-benzyl)-mnmethyl-amde in cg oxane U 15 mM (1.34 mmol) 1 ~5
met hyl pi perazne was added. The reacti gﬁ rﬁ?&?t dre was stirred for 16 hrs.
After evaper(@tGklorephédig)- MIydﬁfxsp)netH}e-plyﬂﬁndue-4~asb@I&y$itra't:ilaL(Bﬁcbibet ween 25 n
CHzCl ~ and 2& m H~O1 The gg&ﬁ)g yer was extracted with 20 mM CH-Cl ~,
the conbi n&dMYe TQEIﬁd&beé?@F] Yd""(’ ~l gSCa), filtered and evaporated. The
resi due was purified by chromatography (SiO-) CH-C =/ MeOH/ NH40H) 9:1 ) to
give 0.116 g (44 %

2- (4- metohy h} piBpemazl-hvdroxlmethotpwadimidi par s i catbebixpiés dkid ethiloesydri ¢ aci d
(3,5-dichloro-benzyl)-nmethyl-am de as a colorless oil) htS (I1SP): 484. 3,

486.3 (M +hi o
2- (3, 5-Bis- tb)roll Ol?g{r}l 3?9 02 IPI I bf\?-mrr%t hh\ldr?@(rbe t}r%t}ﬂ’y i rI‘eansz'rbg’-q’(%l-ctacc)'ldy
yrim di n-4iry$Q mi ébItidﬁyEt@ﬁ{d@q 31,1rreg) for 5 hrs. at RT. After evaporation of the solvent the

coter o B3R Rt eB oy F EP et R R R e Ebhase 4

2- met hyl suIVheI'rtyIIWI& ot M4 Y COp yanid rhir die N Bk edcomatrihek griganic phingks werdriad (Na,SO,),

triethy].am I (17.

T 1 6o et Spf cked ek Pu R B orRabYanfL i A% b Ho %)
resul ting $&diramioodrhirémtxpuhetityl-ppfiinidiné-drcaftdxhlisacid\ethgl eser apapaleiyaivvosolidhe
sol vent) the residue was distributed between CH-Cl ~ and HBO The agueous

phase was 51 3G430r - DM Dd Sdreb thvi- R0 N, QL OIS LIV RIS Wer e
dried (m~%&_&w¥%%ﬁalmrgﬂﬁr€dlmﬁ%‘ﬂwwmﬂ‘gﬁ

chr omat ogr aphy (Si O-, CHC ~/ethyl acetate 19:1) to give 2.45 (840/c) .
(2net hyl suITf)é}rfyIMS’nd)ft-”(ﬂO)SI (Jﬁownvﬁlehpzl rfTye- &4y 6wme§bfmyvéudmbﬂtwb@@her as
a col orl es%aﬁ@ g@esté\ﬁn(’i_@%ﬁ I\Béx:lﬂ-nc(tM’I)orrrfa%1@3 B@%EZ‘“S n‘(rgolwtﬁlorosgthenyl-

| sul fanvl - [vl-pvrim |n4v )-carbam c acid tert er'To a
sol uti o Obog)nac.sacgi (57924@1 (#a512)mmol) tnethylamme, 0.095 g (0.43 mmol)

(2-nethyls A I i I I | ester
n 30 m NN Rl For s Ib%”‘“f?‘ G N
di spersion rqsnltmbn@calpolmi)(tuxabeza@m@m4 d at h@°r€lm:ltep@rpmmmtmeeva§tempoeded or 1

hr. After theuaddlibhois@ivead fodfhn CHE:E PhiwRhicBRb ks wlhetPwith 88 miloe

reaction 1 ~ mxture was stirred action m xture was

di stri but e(Ii~T Ne®heseluton,B0 rFIzId);O 78d ﬁII) npbrine Hredrgsigpheeres dried fdgpRases
wer e separ 4 CLY

conbi neg o?gg%fi éhh%vagﬂ#&ggf%ﬂeq?%um% %Wb?%h%ré%lgaég%(%%%gaqegm Y
resi due wascqiiel foi @ be0 g B2cmbdgrdfshy- P(hSP P-lodeenmeshypyravidingte 19: 1 )
to gi ve 2. v

nmet hyl - §Q-bg I1lss%%llc]f@aertl}f/)I’l e%terozi asoq ﬁbm;/rnlorlrll di n-4-yl)-carbamc acid ?0
tert.-butyl ester as a colorless oil, M5 (TSP): 345 (M+). c)

Met hyl - ( 2- £b8#24GhlotoaphenyB:-2nhydspyymethylr pyrimidinead whiboxwicesid\ sol ution of
2.66 g (7.7 mol)

met hyl - (2- n‘%tmlaw f(#@)h'o ggw 6tr9In>5I chrm( gsh@nga yl ﬁ,&agsﬁamtﬁ¥1a@r%hﬁ{e Lg.butyl

ester in 30 tirre r evaporation

of the ¥ol whpxyIWéldreé%yleﬂer WN raI a8 (BatharnoldNa@H in A mhEOavad 40
M CH-Cl ~. (i@ AABEmiXREEstRERALAT 8F TEOEHIAURAY ] AYREs 2 \ﬂgﬁt@qoﬁ% GhM th
50 m CHzCh. The conbi ned organic |ayers were dried (Na~S filtered and
evaporated. The residue was purified by chronatography (S|O~ CHCl ~) to
give 1.48 g (78 %9 nethyl-(2net hyl sul fanyl -4-o-tol yl-pyri m-dm S-yl)-am ne
as a white solid) Ms (El): 245 (M) . d)

2-(3,5-Bua-trifluoronethvl - phenvl | - N-net hyl - N- (2- et hyl sul f anyl -5-0-tol vl 30
pyr|n1d|n 4- vI)-|sobutvran1de To a solutlon of 1 48 [¢] (6 0 nnDI)

L, o,




WO 00/ 73278 PCT/ EPOO/ 04702 -42 mmol )

(2- (3, 5- bi sSMAYPBYSr onet hyl - phenyl ) - 2- met hyl - propi onyl chl orfCHERQ/47R  THF
‘were added and the reaction m xture stlrr d for 24 hrs. at RT. The reaction
m xture was poured onto 50 mM 0.5 N NaOFP86l ution. After addition of et hyl

acetate the has [ & th I hed,.twice with 50
m et hyl asoy s Msehed QR FEEive %*%?‘5@% 28@32?%‘5&%‘%? eéhe(“mﬁﬁso =)
filtered ahyzﬁrexwpeu’nat prkimidige-# esibdoreliovasd pur pdlé Bdwhaysolir omat ogr aphy (Si O-,
CH~Cl ~/ et hyl acetate 10:1 ) to give |1.20 g (37 %

2-(3,5-bis#§_i h I

2- et hyl su?1 =
1\ 1S (| SP) trif5RBothe zvl)Exatiyl-emide ~0
2-(3,5-Bis-trifluoronethyl-phenyl)- N-(2 rret hanesul f onyl - 5- 0- toI yI -pyrimdin

-4-yl) - Nnethyl of
2- (% )~ bm:Ir % Spreggﬁ%{fE% ggf%a?g F}’)"%ﬂ- rret h rRI-p]I.fmglt) hy}lgydr?’fy% -o-tolyl-py
rimdm4- ybynmsd)bu-ﬂycraabmdbc aaid 5070ninl %Cl_,z WM. nﬁB (29.2(romd]) tmmiiy)amm 1.62¢

3-chl orope ai c i 9 ion mxture
stirred fop%gﬂ% Ol?f hgﬁ#ox%f@ien%rlﬁq??%%%%;(igggmmo %FeéNaHCO -sol ution)
t he | ayer sdmafthy]smpmpabpyi) Nh&thndmdmnidh@@omblshéd?\%gml1564 mmol) (3,5-bis-
NaHCO~- sol ut ed,an vapor.ated., The residue
purl fied by ﬁ orrgnrgae ha?(rljagr(N@ fd<? ddTlg\e/é aftxclrbmlxttléer%s%rregLfor &

2- (3, 5-bi shtsr Thé tmmmmmythrqmsngds)xed\mtﬁ Sﬁ'emlh)afﬁ‘éﬁﬂlfaodlw 18-HyQ. dlhylagpeausni di n
-Ei(la)rq)l) gl_ 7”? h rs we?ggactkg trac eccli VI%S@m?@PPHI e%ﬁe E(Qn"%‘ ' eg@r mc)layeir')ssv%erg IdrleaH+) 2n
2- (3, 5- Bi stMgbOl ) bitametahy kvapoenyd. )Thl?sl—remdlwkael‘;bu(rﬂie(mvnbrtolmydtegrhple,r(&@ﬂ- 1-yl)-

5-o-tolylp i sobutyr am, d p ,of, 0. 2 036rrrm|)
2- (3, 5- bas&Ha ﬂ\dspg{nﬁ frvlo gb éh@qw&k/ebnl?ﬁglﬁé%@h’%g? }gdf)o’iy&e “pyrimdin-
4-yl') - N- mepjyinidisedudaybs@aylidecid (8,3-Bistrifbliooxaeth@l-Béhzpl) - rhetByl&niddeat a pale

1- met hy|_pi per az reeaction mxture was stirred for 16 hrs.
After eVapdi® “ﬂ% Ixﬁ’??]@%ﬁ%@%ﬁ@% Yhe residue was distributed between 50 n
CH-Cl and 50 mMl H~O The aqueous | ayer was extracted with 50 ml CHzCl z, the
combi ned organic layers dried (1\ -1 gSx=mplébbt ered and evaporated. The

{ gSIQid\ljg f%é?%{lg@eg}& br%tl (gbg-gn’geli}gﬂ%a eq'}(zigﬁf}q;ﬂethyl -g)lru/nl\éamae_l 4Nc|5|rBoO_L€:.L g'c(gd 10:1)
trifl uor omed,buplis-pifrvybmetitytrbeneyl)- Mehl-amideret hyl - pi pera2| n-1-yl)-5-o-tolyl-

Ei;lrrg]l gl gga%%'f]et};a%gqbthlgo Ecaarplcfjf[ass glscglﬂggrlo%esth\tlobemivl tlgsll %E)bamovﬂ _‘;L?%/H-Ht)

2- (3, 5-Bi schilbtd- bblaf\d)n'ﬁtfﬂ’mld-l@heﬁyie)hvﬂ\lemtalm‘dl}NhKOEGmI;@Q]r 522 ehibrylphba@it ol yI - p
yrimdin- 4y| : 1 SOQU id Y/ 27 - ECT/ PO%4702':l To a solution
Of 0 2 g (. 1T L a 2 ' - 10 STV X

met hanesul T omysbh&m dfdl&jolg- mémmmdl)rs-@lz-y}hl))rd\dphmyh)yl—hlyér@layrhyuhahpyiﬁmdmel-@ rri
di oxane 0.1 e a2| The,re ure

St reeg ofadghilicatid i BB G R AR e daned LS PRI ik

di stri but edx&nbylmm ID@Omhl CHATT O6@51d1]58)3(ﬂﬂndﬂ8®meﬁtﬂsﬁiﬁmymhk)rlchwre m&ed
extract ed W

th d
filtered af eggﬁberﬂé?%lm”ﬂé‘? Sf grgg??/v;s%q'ﬂur—]iq’fenr:g%tlﬁi%yr’g‘%ﬁgﬁ'rﬁ’ltag@?‘gfﬁﬂf“%ﬁl Oz)
CH~-Cl ~/ E/bO::Iitl\H;rIlﬁﬁCﬁ;lQ)l?ﬂmlﬂ.aﬁd é}@ragledehﬁf %1811@&1&950%)11 CH,Cl. Thle colmbmed I y
2-(3,5-bis-tri uor one - N e razi.n
S et U D e vl GBSO BreEef e P B R e e cul ming) ' P

chromatography (SiO,, CH,Clo/ethyl acetate 8:1) to give 2.70 g (61 %) methanesulfomc

te foam

acid 4-((3,5-bis-trifluoromethyl-benzyl)-methyl-carbamoyl}-5-(2-chloro-phenyl)-

30 pyrimidin-2-ylmethyl ester as a pale brown oil, MS (ISP): 582.0 (M+H") and 0.90 g (22%)
2-chloromethy!-5-(2-chloro-phenyl)-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide as a pale brown oil, MS (ISP): 522.1 (M+H").

b) 5-(2-Chloro-phenvl)-2-(4-methyl-piperazin-1-vimethvl)-pyrimidine-4-carboxvlic acid

(3,5-bis-trifluoromethyl-benzyvl)-methvl-amide




lo Exanple 77

2- (3, 5- Bi s-twoOfobaz®net hyl - phenyl ) - N- net hyl - N- ( 2- nor phol i n- 4 PEIT/EP0@0476d vyl - p

yrlmdl n4-yl)-isobutyram de To a solution of 0.2 g (0.36 mmol)
2-(3,5-bis-trifluoronethyl-phenyl)- N-(2m3§5hanesulfonyl 5-o0-tolyl-pyrimdm4

-yl ) - N-met obut de in 10 oxane 0.08 (0.89 mmol ) norpholine
Wgs) added. %%59 BHR ggﬁ%ﬁ{ ZR@"%&@ scg'Or’?%‘a b? @BC%H’K@ PhAleIé'rPY%alvaé@gaﬂt'l on
of the sol vamoxylibgid €55 -Bietrifsrsthathyi-arzel- xhahy}eﬁﬁld%@n%n%@k:r @f'@néo m
HBO. The aquequs | extracted CLEH 5@& CH~Cl ~, the conbi ned

organi ¢ Ia&ér% mﬂO@ﬁﬂé@awaﬂmetW%\é% d 1@¢apFsHaR @xturhway gireder habrs.
rz)uzlg f 15 eg bya}tqzh][?fmh@ﬂptamu lmslmoarcawat(em&ée%%és with 50 9l ¥81,8L g (89 %

is-trifluorone
met hyl - mp(zfomhla%wgﬁm& Fr55~eae %’6@1%%91 Infiltsred and evppprasashiThe aesidyes vas a

colorless f }o3R, %I_tjﬁ e, %)
3,5-Bi s- trlpgﬁl[}]gg(%?hy %to éﬁﬁ 25%() [)Cl/ Aﬁne%éﬁéarﬁg r112)t0 %WEOZan (o1 o

) - 5- 0- t ol yI {4 FHPER-R QIIV§II§-(‘F\IJ% sﬁgﬂlpff%adt ylfrmﬁm)epzmmn%ﬂsc@m’wbﬁa@dz g
(0. 36 ml )(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless oil, MS (ISP) 586.1

2- (3, 5-bis- trlfluororrethyl phenyl) - N-'( 2met hanesul f onyi’-5-0-t 9l yl - pyri ni di n-
4-yl) - N-rretMT |%obutyramde in 10 mM dioxan 0.09 m (0.89 muol)

2- di met hy! am noet hyl am n was added. TIEQa,lhgﬁojﬁ on mxture was stirred for 16
hrs. After evanratl on of the solvent, the residue was distributed between

50 M CH-CI3=(% hlosemhrn%@)mmbOBaxfeﬂnsethﬂwrm%é@ee&ﬁrhendw agjd (8,55bisnd

CHzd 2) thqrmggmrg&qymen rgﬁahfq dfMers dried (I\/gSO4) fil tered and
evaporated. The resi fied b chromat o

ra Si O-
CH~Cl ~/ | ~| o+t MM 9%581901{) mmpl}gwb ogornsthyl- ﬁg b&ro phenyl)- pynmldme 4-

2- (3, 5-bist | t ol

| - E)yrl m di n{a}]{dxy?{\fy@ ﬁyb{gﬁ?@gét%nrqgh{dg%&éﬁﬁg gggp @gﬁﬁm %%n‘? y
S68. 3 (MrHH#R.78 mxv@)mfp olige werg apdsy). EB@U/emman@irsmaebtu?@d for 16 hrs at RT
2-(3, 5-Bi s-1fi | A | t olyl -
py§| o di na- &ld]tﬁ%t\rfﬁgm? -%45%)@%?43% Nek 2h&gf1megﬁ§t?§gqg?@% (% hﬁ%ﬁ&%gﬁnﬁ’edt y
2- (3, 5- bi s-argarfi¢ l;mrgm(q-@rpedﬁwh;),- {2 #d evaporated. The residue was purlﬁed by

met hanesul f i t I (20 10 m

c@l?a/rkat%gelps gyg,,rmrx (gn/me{g;ﬁm@h) NFE! ﬂwk 9%)@&@/5 (@1*153% yiL

acetonitrile O amnoe (2.68
mml ) Cs~ Otmmpe*ﬁdd mtlfrréloll'e:aﬂcvlmﬁhwhB&rmlémﬁ/a‘*scgbpw'e@aﬁdﬁ 51}85-hr s. After
evapor atj o l J m

G and e R e e e B PR 38 TR

the conbined organic layers dried (MyS04), filtered and evapor at ed. The
resi due was purified by chromatogr aph!xgrﬁbg‘s)g CH-Cl , / MeOH NH40H 140:10:1 )
to give 0.27 g (88 9

2- ( 3, S- bas-%f3-Chisoe-phen ) P-[phdimydthylnmiio- eQdiamamhymmyrhbpmmdaywaaobwhy|
mg;" "t MR Ao SRR iy unfih O | €55 SOl Td) NS (1SP): 569, 2
2-(3,5-Bi s-"If(m $dlutorronfet. /g Umvenmo)l}met[l@néﬂlfehicend PDHemyhy-taflneometisyt f anyl -
pyrim d| n4- i

2- Chl or o- ph%h]l‘fli\k-@ ¥hr;/b|a§18>| ngrﬁ)l %P]cf[) {21“‘7‘1‘““ e )Bmethgl eSterdntlgrn'El - but yl
ester To a GG .0 mdf2.86 5011@ egilgmethﬁylrmnoethylamme were added. The reaction

71 ot hyl am PR " SRRt B O pn PRI A BB R E) aedvifesl o

THF) 1.91 nditk 30 &! @bl Bh@m@h@o&phmﬂwemdedwedéfvmﬁlﬂe)dﬁhﬂddbhé

Cor vent 27 el DR R0 Ple! s O Bhr et 8%, GHMABRMYnARN LS

phase was eXfriadt edgivew e2g\wsd %)GHiethromTﬂ)i&ncbrﬁa[ aaﬁmt}gdmnmol-a}y\éﬁmm/tﬂr e

dried (Na, S04 filtered and evapo resi dye ur

chr omat ogr apﬁ}’wd§ YE R I &Y ﬁpfxc’ggef e prifbuof?mteg’ b%zy@ ﬁthé'F?pf‘O‘xfaasa

[ 5( 2- chl or cophiesydi), J\ES(riﬁPhWAsml(vaimW]) pyrimdin-4-ylJ-carbamc acid
tert.-butyl ester as a colorless solid) Ms (El): 351 (M). b) [ 5-(

2- Chl or o- phenyl ) - 2- et hvl sul fanvl -pyrim din-4-}'11-nethyl-carbam c acid
tert. baiyl ester To a solution of 2.0 g (5.68 muol)

(S-(2-chl oro-phenyl)-2-net hyl sul fanyl - pyri m di n-4~n y1J-carbam c acid
tert.-butyl ester m30 m N, Ndi nethyl formanm de 0.34 g (8.53 nmol)

sodi unhydri de (60% di spersion in mneraloil) was added and the reaction

m xture stirred for 1 hr. After the addition of 0.56 m (9.09 mml) nethyl
iodide at 0) the reaction mxture was stirred for 3 hrs. The reaction

m xture was distributed between 75 m H20, 75nml brine and 75 ml CH-Cl ~. The
phase, were separated) the aqueous |ayer washed twice 3, with 75 mM CH-Cl ~
The conbi ned organic |ayers were dried (Na~S04), filtered and



WO 00/ 73278 PCT/ EPO0/ 04702 -45 evaporated. The residue was purified b
chromat ogr ¥APUTH™®, ) CH-Cl ~/ ethyl acetate 19:1 ) to give 2P GTQEP@%“%/
.[5-(2-chl oro- phenyl) - 2- net hyl sul f anyl - pyr% i di n-4-yl]-nmethylcarbam c acid
tert.-butyl ester as a pale yellow oil (El): 365 (Mt¥). c) f

5- (2- Chl or o- phenyl ) - 2- met hvl sul f anvl pgrl 1C§9 -yl -met hyl -am ne A
solution of 2.40 g (6.5 mmol)

[ 5- (2- chl or & pitkiyro) phiznyBt hgtinsath flamyd onpath v apyati mirdén ey 4 L ablolylic £cad (B8rbis- aci d
tert-butyl e in N) was stirred at 55 for 3 hr~. After
evapor at i on'f ﬁuofﬂ'@e%?!?&?ﬁyll\{b%yﬁjégé e was distributed beriveen 40 ni 1N
NaOH and 40Tt s€ltiGhof 0.5 @ (PDASESoMeieth ARpEfcReatid 4163, BBueoiforéxethyhashed

twice with 50 $ |ndor c la ri ed Ca) )
filtered”an WlédB?tQﬁe‘&?rb lfgggrcé’ TQERY Rgé pﬁ)’UF‘f/? e"cfmﬁvthﬂrfé‘i’?ﬁi‘bbor@

(Si O-) CH, Ctahelhyd3 mc@tsat@mbd): o’lfa)s é B gﬂlmeanlofwmgth(v&?n&@ were added. The

\[Nﬁ Eg gg: ?g%a%ex{lréF%tur%:zﬁn%tsr]x?l @r)l%qay a?}éxrflandt an pgured mtorf-}/ anrg er;(?ra?tseda

[

(3,5-Bis- iHrbefﬂlMQd’QﬁBtSUYﬁl{ml@yrfhe Rbibined organic layers were dried (MgSQ,), filtered

(2-chl oro- t hv| sul f anvl ~vCH)m di n-4-v IY- thyl-lsobutyram de
o a sol uti éorfl@e g5l a)spurlﬁe y chromatoaraphy S1

[ 5-(2- Chlnorgm@smbmmmbmmlof-nnybwpwauorg(dol% zlcmaf&;sherwm pe in 4 m
Nl\l-dln'ethylfoeﬂ%gmdeZ alMs ]OI’] g Siy exarreth)g illa2|de
(2.6 mmol ) fip aw%ﬁﬂéa'rawdwe Fip )“C’G‘ éa‘a soflgorgmsityyl-benzyl)

(2- (3, 5- bi spfefHi-bed Ot dYdrieeh@n 3 frzpmuhylmrwnl onyl chlori de in 2 n THF
were added and ‘the reaction mxture stirred for 24 hrs. at RT. The reaction
m xture was poured zo onto 50 m 0.5 N NaOH solution. After addition of
ethyl acetate the phases were separat eghanigles@aueous | ayer washed t:wtce
with 50 m ethyl acetate. The conbj ned organic | ayers were dri

(1 ~Ta~S05t ) §-Méthylsuléanvhar -t dpor Hpidine- e P&llcd’&éy et disnat lewlzwrnethyl-
chromat ogr apliyge( Si O-, CH-Cl ~/ethyl acetate 19:1 ) to give 0.85 g (58 ~9
2-(3,5-bis-trifluoronethyl-phenyl)N[~-(2-chl or~phenyl)-2-nethylsul fan: ~I -
pyr i mi di n- 4Tgp3uspentionpf 088 61HUL Y Traeh) demetbylaulfgnivi-a-o-sdrlypyrimaidines-yarbeyylic

(i'~1"). EXE?‘HIP} 2Bl CH,Cl, 0.32 ml 23mmol%meth‘,lamme 0.17 2 (1,15 mmol) 1-hydroxy-
2-(3,5-Bis-trifluoronet hyi -'phenyl oro-phenyl)-2- met h anesu fonyl

)
pyri midi n- 4b§ﬂ/}>UNZﬁJ§taﬁ9I0—~’|2§o(Bdt5yT‘§Wi‘ d‘é (Fulimedylamineprophl) 0¥ sethylcarbodigmigep| )
2-(3, 5- b,|(S B{dTBLMQFlemt)b%l I@QW&%T%(ﬁm@%\PBé%Q RBthyl-amine were added. The
phenyl ) - 2- net hyl sul f anyl -pyri nt di -4yl ) hyl'-1sobutyram de in 50
CH~Cl ~ 0. 89regcrqc31 ewsxrwas sgrr@ﬁlf@rlédw Bfé,*wéaféloadn@ftt(rma@)vamé v HaHmAP- 557 and
the reacti 0?1(%%&'56%1%@"1‘%@ é@ou@l E§ wedd bR kextPlct & widd sl Hl@ﬂ of,. 199 m
sat. NaHCQO, - sol uti on, rs were separated) the organi c phase :washed
with sat. qubnfé@ra@mcdm)erwwédir(eméf\ls@%)« ﬁftFﬂeﬁéﬂédV%a%@a%ra%léW WZTShe
resi due "acp R b ;&rgbﬁaﬁﬂr?%t Qm,aehycn(ﬁo loe mg {2 R Bythe®GRERIS-5-0-VO
00/ 73278 4 PCT/ EPOO/ O gi ve 0.
2- (3, 5- bis- tqulfn\umlérréthyarbpﬁéwm W[@n(@b *rhea%l preHayudees hwhisstpamony | -
pyrimdin-4 y§ ]E-Ij\l-_:,gp Ihyj -isobutyram de as a colorless foam M (1SP):580.0
( MEHH) . Exarrp
2- (3, 5-Bis- tnfluororrethyl phenyl)-N-(5-(2-chl oro- phenyl) - 2- (4- et hyl - pi per
azin-1-yl)pyrimdin-4-yl]- I\I-rrethyl-lso%’ﬁ‘f‘},{-‘rfaﬁide To a solution of 0.3 g
(0.52 mmol) d
2-(3.5-bi s- CrLFTanE eyt pReng S TR TS (B T or Spheny i) TS et e a1 any! -
pyrimdm 4- ym]idd\l-rrethyl-lsobutyram de in 10 m dioxane 0.14 nl ( | .29 nmol )
L-ethy! B PeLazbfiaiR 0389aH 02 iRl 9 kIONuANALLE. B, Mh[diftlalBfbozyfk 16

hrs. After evaporation o e sol vent due I stribut e t ween
50 m CH~Cl aadd3 SOiIMetHﬂB@enZTHemadpub@mgiellaylérmlv(‘dé :@x0.pagt@d3 mmol) 30 ni

CH-Cl ~) the i6nd r Mo I

evapor at ed. ﬁ"%n%eem ueg\é;‘ivg (70 A?Y@E §%;9:d a?ghsr ona?éeazcgo{lulrﬁ %‘% %glﬁ&dfor 3 hrs. at
CH~Cl ~/ | v| eCHl. Nfler ©HiderOof13D: rm) sat. Nyl Ve {901250@, tbsbwe/@s were separated, the organic
2(35b|strfluor t

5- (2- chl or o] bﬁ se 1y ?@m?lieatptb @x SN{EL{’HQQI dncid &11)3 SOQI, ﬁlteréd aad eYaJponted N hyI i so
but yram e a&1d1:e0(ﬂsql>ltlhﬁs¢bf' dan)namgr(ubksﬁ)S;Oﬁgmi Clo(Me@H) 40:1) to give 0.29 g (74 %)

2-
5-
T



Exanpl e 83

2- (3, 5- Bi s-woiobtapss onet hyl - phenyl ) - N-[ 5- ( 2- chl or o- phenyl ) - 2-PCTRF0pe470%/| am n
oet hyl am no) - pyri m di n-4-yl]-Nnmethyl -i sobutyram de To a solution of 0.4 g
(0.69 nmol) 2-(3,~-bas-trifluoronethyl-pRényl)-N-[5-(2-chloro ~o

phenyl ) - 2- met hanesul fonyI pyrimdm4-yl]-Nnethyl-i sobutyr amde in 10 m
di oxane 0. 2gnethagesulfonylrirettplyb punimiding faibosehcadidid,or dimethuldesnzytraethyl-

reaction mxtar e Was, ki fo: PfE1LGo2hrstry) After evaporation of the solvent)
t he resi due was C?I Stl‘rl but ég-pgit{/\e%n 58 ni CH-Cl ~ and 50 mM HBO. The aqueous

| ayer was extracted with 50 m CHzClz, the combined organic layers dried
(MySGa), filtered and evapor at ed. TheE¥3é%P 862 was purified z~ by

h t = 45- 10y 1 Odi 49
(3 i o By pip e B i o B Sy i

no- et hylwanbnmz)yﬂ))ymemy&amlde yl J-N-net hyl -i sobutyrani de as a col orl ess foam

M5 (ISP): 388, q%lécl\éh'#f)o 28 ¢ (\9’%6019111 %227 HGHe & @94104%01%1y1 ;};er Fﬁa{ﬁg'@cﬁbwﬂtet S
of thefollovvln ‘i actured in th ual nmanner
m-/ t abl et Acitli( ?/é d;uhﬁtyéMeZﬁ) mdtyd)s@ldl@n(‘i@ml doxanely. 1B5mM lcfrmrqpé)t bl line

cel lul ose 34, %g&%ﬁz}m‘wakﬁﬁa?& Ghd reacn?r;rﬁmqﬁf'e VR edlfgp}dzl}ﬁ@n}?ﬁ B Capsul es

of the fol l'ow osition are manufactured: ng/capsule Active substance
10 1, Lact esmpot8&Grrthe salwenghthgQesithieavas datigiitc beiveen ghtH200 a0 adt i ve

substane. 1. P1R8Soands RO AF RN A ITHH Eit L XRH O BbACToXBR Ak hen I

mxture i s return m xer thetaIC|s
added therdmdamgS@h)(éUerteH@ndmgdﬂwated' H&lerﬁ'mm\eﬂBlrfﬁedlbef@hbyn#awphje into

hard gel ati e capsul R9eon/ND,Y 18208 1B ES AR 61 6 SUPRRRIRL SR 11 he

fol |l owi ng orrpb iI'tiron are man
yl)-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethyl-benzyl)-methyl-amide as a

colorless foam, MS (ISP): 444.5 (M+H").

13 Example 63
2-Morpholin-4-yl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethyl-benzyl)-methyl-
amide
To a solution of 0.21 g (0.49 mmol) 2-methanesulfonyl-5-o-tolyl-pyrimidine-4-carboxylic
acid (3,5-dimethyl-benzyl)-methyl-amide 1n 10 ml dioxane 0.13 m] (1.48 mmol)

20 morpholine was added. The reaction mixture was stirred for 16 hrs. After evaporation of

the solvent, the residue was distributed between 50 ml CH,Cl; and 50 ml H.O. The

aqueous layer was extracted with 50 ml CH,Cl,, the combined organic layers dried

(MgSOy), filtered and evaporated. The residue was purified by chromatography (SiO,,

CH-Cl:/MeOH 100:1) to give 0.17 g (78 %) 2-morpholin-4-yl-5-o-tolyl-pyrimidine-4-

carboxylic acid (3,5-dimethyl-benzyl)-methyl-amide as a colorless foam, MS (ISP): 431.5

(M+H").

1o
'Jy

Example 64
2-Methylsulfanyl-3-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethoxy-benzyl)-methyl-
amide

30 Toasuspension of 0.30 g (1.15 mmol) 2-methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic
acid in 20 ml CH,Cl,, 0.32 ml (2.3 mmol) triethylamine, 0.17 g (1.15 mmol) 1-hydroxy-
benzotriazole and 0.22 g (1.15 mmol) N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride 0.25 g (1.38 mmol) (3,5-dimethoxy-benzyl)-methyl-amine were added. The

reaction mixture was stirred for 16 hrs. The reaction mixture was washed with 50 ml 0.5N



Active substance Suppository mass PCT/ EPO0/ 04702 ma~SUpp. 15 1285 Tot al
1300 The supposotzzry nass is nelted in a glass or steel vesseCy/Emxedo2
.thoroughly and doled to 45C. Thereupon, the finely powdered active
substance is added thereto and stirred uA®tl it has dispersed conpletely.

The m xture ~ suppository noul d ~n suitabl e size Ieft to
cool, the [355?5&5%5 g?’é aﬂ‘t‘f’é’r‘fsi"’é‘ﬁ'ﬁ\)‘gﬂe ?%‘gﬁ’ftfaﬁéedﬁb‘d} oS ™ ol ik B
~ndi v~dual &d’mbﬁhebﬂ@)(ga@@dl ers)weﬂmtriah }«%sbn ﬁl&@&%&%&@rat@ '@learleﬁ&ué was

d N\/ N R R ~RS

Co ds of |
I Vrr\ﬁag:‘ngfl gé““ "éieleg r}grﬁgFPgé?Phgfgﬁ‘g}je(ﬁH ’/I‘II%OHﬁerdé‘éﬁ‘)"e Hd‘P(ﬁd@%)% I ower al kyl
or | ower adeg¥sulfmh 1L§ot't81yp9%nm1chﬁé BldayREE £d (3,5-AWREthPbKONhZ far) -th@WRI

alkyl; R'/R '~ are independently from each other hydrogen or | ower al kyl;
y 3 am:deasawhltefoane,MS El): 423 (M m y g

Example 65
2-Methanesulfonyl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethoxy-benzyl)-
methyl-amide
To a solution of 0.45 g (1.06 mmol) 2-methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic

10 acid (3,5-dimethyoxy-benzyl)-methyl-amide in 20 m! CH.Cl, 0.65 g (0.26 mmol) 3-
chloroperbenzoic acid (70%) was added at 5° and the reaction mixture stirred for 3 hrs. at
RT. After addition of 50ml sat. NaHCOs-solution, the layers were separated, the organic
phase washed with sat. NaHCO;-solution, dried (Na,SO,), filtered and evaporated. The
residue was purified by chromatography (510,, CH,Cl:/MeOH 40:1) to give 0.20 g (41 %)

15 2-methanesulfonyl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethyoxy-benzyl)-
methyl-amide as a colorless foam, MS (EI): 455 (M™).

Example 66
2-(4-Methyl-piperazin-1-yl)-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dimethoxy-
benzyl)-methyl-amide

20 To a solution of 0.18 g (0.4 mmol) 2-methanesulfonyl-5-0-tolyl-pyrimidine-4-carboxylic
acid (3,5-dimethoxy-benzyl)-methyl-amide in 10 ml dioxane 0.11 ml (0.99 mmol) 1-
methylpiperazine was added. The reaction'mixture was stirred for 16 hrs. After evaporation
of the solvent, the residue was distributed between 50 ml CH.Cl; and 50 ml H,O. The

aqueous layer was extracted with 50 ml CH.Cl:, the combined organic layers dried

(28]
3]

(MgSO,), filtered and evaporated. The residue was purified by chromatography (SiO,,
CH:Cl:/MeOH/NH,OH 110:10:1) to give 0.16 g (85 %) 2-(4-methyl-piperazin-1-yl)-5-o-
tolyl-pyrimidine-4-carboxylic acid (3,5-dimethoxy-benzyl)-methyl-amide as a colorless

foam, MS (ISP): 476.3 (M+H").

Example 67
30 2-Methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid 3,5-dichloro-benzylamide

To a solution of 1.2 g (4.6 mmol) 2-methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid
in 30 ml CH,Cl; 1.28 ml (9.2 mmol) triethylamine, 0.62 g (4.6 mmol) 1-hydroxy-
benzotriazole and 0.88 g (4.6 mmol) N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide



PCT/ EPOO/ 04702 R is lower alkyl) |ower al koxy) ammo, hydroxy)

hydr oxy- | owsvo alisy18, - (CH~) ~- pi perazrryl ) opUonal |y subsUt ut RCTBPIOOARN2

al kyl) (CH~) ~-morpholinyl) -(CH )" -~m dazol yl, -O (CH)~+~-nor pholinyl,
-0 (CH) ~ p| perl drryl , | ower al kyl - suI f' | o~er al kyI sul fonyl)

benzyl am n (CH-) ~t
(Clz—|y) n+i N RdTOChBOUdedr I&S(6 r@’@bl—%%"d‘qh q(;l—‘:gpz;d)ammwfg)e addad. ﬁ\éﬁlzaé“ﬁglmlé@’éﬁ or

| owner al ky Iwas Rirred ﬁ)rh)S(HrP%@ ’rethloﬁ“ﬂqxthe wal d,F&te@mh B0 ni[OH LS, wgf?édh%rth ¥gi th
the two car bon r:ﬁ(ﬁ atonms - CH=CH CH=CH- the provno that n R Is

1. n i~ inad |apd§0.mlH, Cberlezﬁeue%’l@yerSO(e@ bagkertgacted wigh 50 n(lﬁéiquq 0 -

or phar nmacey csmb xyeda& ﬁﬁé Q?ér@w%?é ainéaﬂmgsmm fﬁélrédsantd*}%sﬁdmed TP{QeQiQLZ%%Z 8 -
50 PCT/ EPOO 04702 npound accordihg to claim1l) wherein

- C(O) N( R4~ pynﬁeqkmwhﬁoan’f@&rhwv @id RH:ACL/ MeQH Y AQ:p) toetiverl- 648 §8509(00 anal ly

a;lbﬁl ' }gt e BYyI0RERYI-5 DA 1. PySinfldide- 4l carBoxyfic 6AABSUMERBFSBE M EniHO 2£h aM 2,

5- (2-chl oréobh]éﬁyfpymZM(&(lsrPétﬁ&ﬁlL BB - y1 ) - pyri mi di ne- 4- carboxyl i ¢ acid
(3,5-bistrifluoronethyl-benzyl)-nethyl -am de)

5- (4-fluoro-2-nethyl -phenyl)-2-(4-net bylm eggram n-1-yl)-pyri m di ne-4-carbo
xylic acid (3,5-bis-trifluoronethyl -benzy g{ yl -am de or

5- ( 2- chl or @-Mltnapeyulfenylss- ﬁettohwmnpémzlcw owllﬁéflﬁﬁb%dlﬁwor@nbanﬁéamxc@ar boxy!
i c acid,m (3, asﬁchtﬁmt(WOTj g’Rfﬂ”ﬁ%B{ ﬁ'g;%lfzn)”%tg'“)hl rQﬁrdmAe 4'%3%%9

accordlngtocalm 4~~) - A~~ 1S RS is
_Q( CH~) =- massphshiongibenzykmaidapoinml &&k ‘h’gﬂ tle/ cmaiqlﬁ -’ztchlmnsfrbqngoxc 26id

5-(2-chlor ?/@%?Qg uacrd%d(a?aﬁ?{dqmlrea@nén m&mﬁé QRRWIHOPY hisMhdt N Scrflr GARRRIW C

acid (3,5-bisth or onet benzyl)-nmethyl-amd. 6. A conpound accordm- to
clam 1) m wAinedraXNasl @ -o)aluRep- the lay qrewerejsgparatefythe arﬁanwpha@p washed with sat.

A ¥ R ol o s SRR s
15 ¢ romatovraphy (§10,, CH, Cl »/MeOH 125:1) togive 0.305 ¢ 94%) 2-methanesulfonyl-5-
o-tolyl-pyrimidine-4-carboxylic acid 3,5-dichloro-benzylamide as a colorless foam, MS

(1SP): 450.2, 452.2 (M+H").
Example 69
2-(4-Methyl-piperazin-1-yl)-5-0-tolyl-pyrimidine-4-carboxylic acid 3,5-dichloro-

20 benzylamide
To a solution of 0.19 g (0.435 mmol) 2-methanesulfonyl-5-o-tolyl-pyrimidine-4-
carboxvhic acid 3,5-dichloro-benzylamide 1n 5 ml dioxane 0.12 ml (1.08 mmol) 1-
methylpiperazine was added. The reaction mixture was stirred for 16 hrs. After evaporation
of the solvent, the residue was distributed between 5 ml CH->Cl; and 25 ml H,O. The

25 aqueous layer was extracted with 20 ml CH.Cl,, the combined organic layers were dried
(MgSOy), filtered and evaporated. The residue was punfied by chromatography (SiOs,
CH,Cl:/MeOH 9:1) to give 0.18 g (88 %) 2-(4-methyl-piperazin-1-yl)-5-o-tolyl-
pyrimidine-4-carboxylic acid 3,5-dichloro-benzylamide as a colorless oil, MS (ISP): 470.2,
472.2 (M+H").

30 Example 70
2-Methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid (3,5-dichloro-benzyl)-methyl-
amide
To a solution of 0.6 g (1.43 mmol) methylsulfanyl-5-o-tolyl-pyrimidine-4-carboxylic acid
3,5-dichloro-benzylamide in 10 m! N,N-dimethylformamide 0.073 g (1.85 mmol)

35  sodiumhydride (60% dispersion in mineral o1l) was added and the reaction stirred for 1 h.

After the addition of 0.14 ml methyl iodide at 0°, the reaction mixture was stirred for 3 hrs
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(3,5-bisz~ trifluoronethyl-benzyl)-methyl-amde. 10. A conpound according
to clam C’].) wherein Xis -CO\' (R ~~~) iy, gﬂ;ﬁ is nethyl and R~ and R' or
R~ and ' are together with the two Carbon ring atoms -CH=CH CH=CH . 30

11. A conpdifidMethydpipardzndey st ¢ tadylapymimicinemticatboixglic acid (3,5-dichloro-

2- (4-met hyl- pi perazi n- 1-.vl ) - 5- napht hal en- 1-yl - pyri m di ne- 4-car boxylic acid
(3.5 b st1iiTearoRAnse ) o ) et hyl -am de,
To a solution 0f 0.25 g (0.538 mmol) 2-methylsulfonyl-5-o-tolyl-pyrimidine-4-carboxylic

acid (3,5-dichloro-benzyl)-methyl-amide 1n 5 ml dioxane 0.15 ml (1.34 mmol) 1-

25 methylpiperazine was added. The reaction mixture was stirred for 16 hrs. After
evaporation of the solvent, the residue was distributed between 25 ml CH,Cl, and 25 ml
H,O. The aqueous layer was extracted with 20 ml CH,Cl,, the combined organic layers
dried (MgSO,), filtered and evaporated. The residue was purified by chromatography
(Si0,, CH.Cl:/MeOH/NH,OH) 9:1) to give 0.116 g (44 %) 2-(4-methyl-piperazin-1-yl)-5-

30 o-tolyl-pyrimidine-4-carboxylic acid (3,5-dichloro-benzyl)-methyl-amide as a colorless oil,
MS (ISP): 484.3, 486.3 (M+H")

Example 73
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-methylsulfanyl-5-o-tolyl-pyrimidin-4-
yl)-isobutyramide

35 a) (2-Methvlsulfanvl-5-o-tolvl-pyrimidin-4-vl)-carbamic acid tert.-butvl ester
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to claim14 for the treatment of 'di seases to 1 receptor

ant agoni st svith 8> MAGhk:6tedhe tambiped peaanitdaigerowerg doind (Me:5u) diltesediands  def i ned
inclaiml ’evx\fﬂdrgréd&ﬁhé)lregﬁﬁ§%agﬁmﬁécﬁﬁyschromatography ($10,, CH,Cly/ethyl acetate 19:1)

to give 2.50 g (98 %) methyl-(2-methylsulfanyl-5-0-tolyl-pyrimidin-4-yl)-carbamic acid
20 tert.-butyl ester as a colorless oil, MS (TSP): 345 (M™).

<) Methv]-(2-methylsulfanv]-5-o—tolvl-pvr_imidin-4-vl)-a mine

A solution of 2.66 g (7.7 mmol) methyl-(2-methylsulfanyl-5-o-tolyl-pyrimidin-4-yl)-
carbamic acid tert-butyl ester in 30 ml MeOH/HCI (2N) was stirred at 50° for 3 hr. After
evaporation of the solvent, the residue was distributed between 40 ml 1N NaOH and 40 ml
25 CH,Cl,. The phases were separated, the aqueous layer washed twice with 50 m! CH,Cl,.
The combined organic layers were dried (Na,SOy), filtered and evaporated. The residue
was purified by chromatography (S10,, CH,Cl,) to give 1.48 g (78 %) methyl-(2-
methylsulfanyl-4-o-tolyl-pyrimidin-5-yl)-amine as a white solid, MS (EI): 245 (M™).

d) 2-(3,5-Bis-trifluoromethvl-phenvl)-N-methyl-N-(2-methvlsulfanyl-5-o-tolvl-

30 pyrimidin-4-vl)-isobutyramide

To a solution of 1.48 g (6.0 mmol) methyl-(2-methylsulfanyl-4-o-tolyl-pyrimidin-5-yl)-
amine in 10 ml N,N-dimethylformamide 6.4 ml of a 1M solution

potassiumhexamethyldisilazide (6.4 mmol) in THF were added at 0°. After 1h, 2.3 g (7.22



a) reacting a conpound of formula WD 00/73278 -53 Rs (R~ )n NHR " | N
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PCT/ EPO0/ 04702 wherein R - R and n have thhe si ~nificances given in cI ai m

\}\A,tﬁr abi:orr‘rp%%ﬁ%icﬂg @ 5C91?R Hngrog‘ktﬁy? phen}%) |§6mgthyl ?Jroplonyl ch?on?_lm'\g mll\lTL{ were
added and the reactlon mixture stirred for 24 hrs. at RT. The reaction mixture was poured

onto 50 ml 0.5 N NaOH-solution. After addition of ethyl acetate the phases were separated,

the aqueous layer washed twice with 50 ml ethyl acetate. The combined organic layers were

it

dried (Na,5O,), filtered and evaporated. The residue was purified by chromatography
(85103, CH,Cla/ethyl acetate 10:1) to give 1.20 g (37 %) 2-(3,5-bis-trifluoromethyl-phenyl)-
N-methyl-N-(2-methylsulfanyl-5-o-tolyl-pyrimidin-4-yl)-isobutyramide as a white foam,
MS (ISP): 528.2 (M+H").

Example 74
10 2-(3,5-Bis-trifluoromethyl-phenyl)-N-(2-methanesulfonyl-5-o-tolyl-pyrimidin-4-yl)-N-
methyl-isobutyramide
To a solution of 1.20 g (2.27 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-
methylsulfanyl-5-o-tolyl-pyrimidin-4-yl)-1sobutyramide in 50 ml CH,Cl, 1.46 g (5.91
mmol) 3-chloroperbenzoic acid (70%) was added at 5° and the reaction mixture stirred
15 for 3 hrs. at RT. After addition of 100 ml sat. NaHCOs-solution, the layers were separated,
the organic phase washed with sat. NaHCOs-solution, dried (Na,SOy), filtered and
evaporated. The residue was purified by chromatography (SiO,, CH,Cl;) to give 1.10 g (86
%) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-methanesulfonyl-5-o-tolyl-pyrimidin-4-yl)-
N-methyl-isobutyramide as a colorless foam, MS (EI): 559 (M+H").

20 Example 75
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-{2-(4-methyl-piperazin-1-yl)-5-o-tolyl-
pyrimidin-4-yl]-isobutyramide
To a solution of 0.2 g (0.36 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-5-o-tolyl-pyrimidin-4-yl)-N-methyl-isobutyramide in 10 ml dioxan 0.09

to
N

ml (0.89 mmol) 1-methylpiperazine was added. The reaction mixture was stirred for 16
hrs. After evaporation of the solvent, the residue was distributed between 50 ml CH,Cl,
and 50 ml H,O. The aqueous layer was extracted with 50 ml CH,Cl,, the combined organic
layers dried (MgSOy), filtered and evaporated. The residue was purified by
chromatography ($10;, CH,Cl./MeOH/NH;OH 140:10:1) to give 0.08 g (36 %) 2-(3,5-bis-
30 trifluoromethyl-phenyl)-N-methyl-N-[2-(4-methyl-piperazin-1-yl)-5-o-tolyl-pyrimidin-
4-yl]-1sobutyramide as a colorless foam, MS (ISP): 580.1(M+H").

Example 76
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-piperazin-1-yl-5-o-tolyl-pyrimidin-4-
yl)-isobutyramide
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L. An. A9l . 0:ACHEClafVieQH/MH.AH, IA0ENAS tagixe OAﬁlg (89 %)A-£3,%bis-trifluoromethyl-
phenyl)-N-methyl-N-(2-piperazin-1-yl-5-o-tolyl-pyrimidin-4-yl)-isobutyramide as a

colorless foam, MS (ISP):556.2 (M+H™).

10 Example 77
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-morpholin-4-yl-5-o0-tolyl-pyrimidin-
4-yl)-isobutyramide
To a solution of 0.2 g (0.36 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-5-o0-tolyl-pyrimidin-4-yl)-N-methyl-isobutyramide in 10 m! dioxane

15 0.08 g (0.89 mmol) morpholine was added. The reaction mixture was stirred for 16 hrs.
After evaporation of the solvent, the residue was distributed between 50 ml CH,Cl, and 50
ml H,O. The aqueous layer was extracted with 50 ml CH,Cl,, the combined organic layers
dried (MgSO,), filtered and evaporated. The residue was purified by chromatography
(510, CH:Cl:/MeOH 90:1) to give 0.18 g (89 %) 2-(3,5-bis-trifluoromethyl-phenyl)-N-

20 methyl-N-(2-morpholin-4-yl-5-o0-tolyl-pyrimidin-4-yl)-isobutyramide as a colorless foam,
MS (ISP): 567.2 (M+H").

Example 78
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethylamino)-5-o-tolyl-
pyrimidin-4-yl}-N-methyl-isobutyramide
To a solution 0.2 g (0.36 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-5-o-tolyl-pyrimidin-4-yl)-N-methyl-isobutyramide in 10 ml dioxan 0.09

(%]
u

m! (0.89 mmol) 2-dimethylamincethylamin was added. The reaction mixture was stirred
for 16 hrs. After evaporation of the solvent, the residue was distributed between 50 ml
CH;Cl; and 50 ml H,0. The aqueous layer was extracted with 50 ml CH,Cl,;, the combined
30 organic layers dried (MgSOy), filtered and evaporated. The residue was purified by
chromatography (SiO,, CH,Cl:/MeOH/NH,OH 140:10:1) to give 0.15 g (77 %) 2-(3,5-bis-
trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethylamino)-5-0-tolyl-pyrimidin-4-yl]-
N-methyl-isobutyramide as a colorless foam, MS (I1SP): 568.3 (M+H™).
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10 residue was purified by chromatography (SiO,, CH:Cl,/ethyl acetate 19:1) to give 1.70 g (97

%) [5-(2-chloro-phenyl)-2-methylsulfanyl-pyrimidin-4-yl]-methvl-amine as a white solid,

MS (EI): 265 (M™).

d) 2-(3,5-Bis-trifluoromethyvl-phenvl)-N-[5-(2-chloro-phenyl)}-2-methvlsulfanvyl-

pvrimidin-4-vl]-N-methyl-isobutyramide

15 Toasolution of 0.70 g (2.6 mmol) [5-(2-Chloro-phenyl)-2-methylsulfanyl-pyrimidin-4-
yl]-methyl-amine in 4 ml N,N-dimethylformamide 2.6 ml of a 1M solution
potassiumhexamethyldisilazide (2.6 mmol) in THF were added at 0°. After 1h, 0.92 g (2.6
mmol) (2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-propionyl chloride in 2 ml THF were
added and the reaction mixture stirred for 24 hrs. at RT. The reaction mixture was poured

20 onto 50 ml 0.5 N NaOH-solution. After addition of ethyl acetate the phases were separated,
the aqueous layer washed twice with 50 ml ethyl acetate. The combined organic layers were
dried (Na,SOy,), filtered and evaporated. The residue was purified by chromatography
(S10,, CH,Cl,/ethyl acetate 19:1) to give 0.85 g (58 %) 2-(3,5-bis-trifluoromethyl-phenyl)-
N-[5-(2-chloro-phenyl)-2-methylsulfanvl-pyrimidin-4-yl}-N-methyl-isobutyramide as a

25 white foam, MS (EI): 547 (M').

Example 81
2-(3,5-Bis-trifluoromethyl-phenyl)-N-{5-(2-chloro-phenyl)-2-methanesulfonyl-
pyrimidin-4-yl]-N-methyl-isobutyramide
To a solution of 0.8 g (1.64 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-

30 phenyl)-2-methylsulfanyl-pyrimidin-4-yl|-N-methyl-isobutyramide in 50 ml CH,Cl; 0.89
g (3.65 mmol) 3-chloroperbenzoic acid (70%) was added at 5° and the reaction mixture
stirred for 3 hrs. at RT. After addition of 100 ml sat. NaHCOs-solution, the layers were
separated, the organic phase washed with sat. NaHCOs-solution, dried (Na;SOy,), filtered
and evaporated. The residue was purified by chromatography (SiO,, CH,Cly/ethyl acetate)
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0 1
Mp10%00& ( )Tég:??o gggﬁ%ﬁ)g@g (0.52 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-

phenyl)-2-methanesulfonyl-pyrimidin-4-yl}-N-methyl-isobutyramide in 10 ml dioxane

0.14 ml (1.29 mmol) 1-methylpiperazine was added. The reaction mixture was stirred for
10 16 hrs. After evaporation of the solvent, the residue was distributed between 50 ml CH,Cl,

and 50 ml H,O. The aqueous layer was extracted with 50 ml CH,Cl,, the combined organic

layers dried (MgSQ,), filtered and evaporated. The residue was purified by

chromatography (5i0,, CH»>Cl./MeOH/NH OH 140:10:1) to give 0.25 g (80 %) 2-(3,5-bis-

trifluoromethyl-phenyl)-N-[5-(2-chloro-phenyl)-2-(4-methyl-piperazin-1-yl)-pyrimidin-
15  4-yl]-N-methyl-isobutyramide as a colorless foam, MS (ISP): 600.1 (M+H").

Example 83
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-phenyl)-2-(2-dimethylamino-
ethylamino)-pyrimidin-4-yl}-N-methyl-isobutyramide
To a solution of 0.4 g (0.69 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-

20 phenyl)-2-methanesulfonyl-pyrimidin-4-yl]-N-methyl-isobutyramide in 10 ml dioxane
0.19 ml (1.72 mmol) 2-dimethylaminoethylamin was added. The reaction mixture was
stirred for 16 hrs. After evaporation of the solvent, the residue was distributed between 50
ml CH,Cl; and 50 ml H,0. The aqueous layer was extracted with 50 ml CH,Cl,, the
combined organic layers dried (MgSOy), filtered and evaporated. The residue was purified
by chromatography (SiO,, CH,Cl,/MeOH/NH;OH 110:10:1) to give 0.30 g (74 %) 2-(3,5-
bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-phenyl)-2-(2-dimethylamino-ethylamino)-
pyrimidin-4-yl]-N-methyl-isobutyramide as a colorless foam, MS (ISP): 588.2 (M+H").
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Lactose 45
Corn starch 15
Microcrystalline cellulose 34
Magnesium stearate 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 a comminuting 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.
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cooled to 45°C. Thereupon, the finely powdered active substance is added thereto and

stirred until it has dispersed completely. The mixture 1s 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
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R*/R*  are independently from each other hydrogen or lower alkyl;

(RO 08+ $81 08+ $&108+$&

1 R 1s lower alkyl, lower alkoxy, amino, hydroxy, hydroxy-lower alkyl,
-(CHa)-piperazinyl, optionally substituted by lower alkyl,
-(CHa:)s-morpholinyl, -(CHa)yy-1midazolyl, -O-(CHa)psy-morpholinyl,
-O-(CH:)ni1-piperidinyl, lower alkyl-sulfanyl, lower alkyl-sulfonyl, benzylamino,
“NH-(CH2)pe)N(R* )2, -(CH2),-NH-(CH1) 1 IN(R* )2, <(CH2)ps 1 N(R'"),, o1

15 -0-(CH:)pe N(R*)s, wherein RY 15 hydrogen or lower alkyl;

R® is hydrogen;

R” and R® or R' and R® may be together with the two carbon ring atoms
-CH=CH-CH=CH-, with the proviso that n for R'is 1;

n is independently 0 - 2; and
w X ts ~C(O)N(R*)- or -N(R*)C(O)-,

or pharmaceutically acceptable acid addition salts thereof.
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2-(4-methyl-piperazin-1-yl)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide,
2-(2-dimethylamino-ethylamino)-5-naphthalen-1-yl-pyrimidine-4-carboxylic acid (3,5

35 bis-trifluoromethyl-benzyl)-methyl-amide,
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2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-piperazin-1-yl-5-o-tolyl-pyrimidin-4-
yl)-isobutyramide,

15 2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-morpholin-4-yl-5-o-tolyl-pyrimidin-
4-yl)-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethylamino)-5-o-tolyl-
pyrimidin-4-yl}-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-5-o-tolyl-pyrimidin-

20 4-yl]-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[5-(2-chloro-phenyl)-2-(4-methyl-piperazin-1-yl)-
pyrimidin-4-yl]-N-methyl-1sobutyramide or

2-(3,5-bis-trifluoromethyl-phenyl)-N-{5-{2-chloro-phenyl)-2-(2-dimethylamino-
ethylamino)-pyrimidin-4-yl]-N-methyl-1sobutyramide

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

claims 1-13 and pharmaceutically acceptable excipients.

15. A medicament according to claim 14 for the treatment of diseases related to the

NK-1 receptor antagonists.

16. A process for preparing a compound of formula I as defined in claim 1, which

30 process comprises

a)  reacting a compound of formula
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to a compound of formula

RG (R )n
2 4 ,
i TORRY O RY,
pZ N
I
N N O
Y
RS

wherein R'- R™ and n have the significances given in claim 1,

or

b)  reacting a compound of formula

RG (R )n
R? 0
= | OH
Na N
Y
5
R

10 with a compound of formula
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. 5 . . . . .
wherein R'-R” and n have the significances given in claim 1, or
1 1353 . o .
¢) modifying one or more substituents R'-R” within the definitions given above, and

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

addition salt.

17. A compound according to any one of claims 1-13, whenever prepared by a

process as claimed 1n claim 14 or by an equivalent method.
18. The use of a compound in any one of claims 1-13 for the treatment of diseases.

19. The use of a compound in any one of claims 1-13 for the manufacture of a
medicament containing one or more compounds of claims 1 — 13 for the treatment of

diseases related to the NK-1 receptor.

20. The invention as hereinbefore described.



