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WD 2005/ 123738 PCT/ EP2005/ 006302 Pyrrazol o-pyri m di ne
derivatives The present invention relates to

pyrrazol o- pyri m di ne derivatives, a process for the
MRiAG! t hereof, their use for treating or

pr evg(?tglibr?gﬁrret abotropic glutamate receptors rEdiAedF?06302
di'sorders, their use for the preparation of

nmedi canents for treating such disorders and

phar maceutical conpositions containing them 5 In
particular, the present invention relates to

pyrrazol o-pyri m di ne derivatives of the general
formmlal R N-/_N NN(lI) 30O0OR RS (CHR) ORR

RS wherein p isOorl; lo Rl an can i ndependently
from each other be HX#HI% gﬁgﬁéﬁﬁ&ﬂﬁyl optionally
substituted by | ower al koxy; Iomer al koxy optlonally
subst o

| over Tl%ellhir%%ngﬁv%%gn %lzilt %}rrr% 9}%1[1110 t d'ﬁﬁac%é% a ﬁ)cﬁf) for the
apenyfagtersah f}hylrs,leq fettre?amgpbmetf%na ms{AboEepis BISIFEFIFPQE
Ofeceptdd ni'édmltdd\m@or@r% ﬂ{enqma foR fiad Prypasatidatol h‘ld‘ﬂfé&n% o Ereating

0 heter oaryl
gucﬁﬁfs éﬂ Ys%gﬁfé o%ggég@slc%éepe y sel ect ed
from H or . | ower aI kyl cycl oal kyl; 20 ar ,
het er@@pyficular, fhe prgsenhigvepiopasiates mm#%w%rﬁ&ﬂmﬂemaﬂves of
sthb géretal f@thula Ior 6 nmenbered heterocyclic ring

together with the nitrogen atomto which they are
attached; WO 2005/ 123738 PCT/ EP2005/1#/06302 -2 R4 is

H d, lower alkoxy, cycloal kyN or tral ght | ower
al kyl which is optionally \}_<
Q
RLS-'—(CH
, 0

wherein

p isOorl;

R' and R? can independently from each other be H; halogen; lower alkyl optionally
substituted by lower alkoxy; lower alkoxy optionally substituted by one or more
halogen; or CFs;

R®  islower alkyl; hydroxy-lower alkyl; or NR*R®
R® and R are independently selected from the group consisting of:

H;

lower alkyl optionally substituted by one or more hydroxy, fluoro, cycloalkyl
aryl, heteroaryl or NR°RY,

wherein R® and R? are independently selected from H or lower alkyl;

cycloalkyl;

aryl;

heteroaryl;

or R® and R” may form an optionally substituted 5 or 6 membered
'heterocyclic ring together with the nitrogen atom to which they are attached;
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substituted by one or nore F;, R5 is H, hal ogen or
| oner al kyl; as well as pharmaceutically acceptable
salts thereof, 5 with the exception of the conpounds

[ foIIovmngformJIae
B?pé?'g%( 5 a] pyri m di ne- 3- car boxam de,

7-(difl uoromet hyl) - 5- (4- et hyl Bhenyl) N-
[ 3- (4- nor phol i nyl sul fonyl ) pheny!'l ;

pk" azol 9] @y, Rl Qlféﬂy%bglﬁﬂ o &ﬁ{:gﬂm’?@r Afkyt which is optionally

(di fl uaoronet hyl
rmrphéﬂ?SPHVF%W?WP}%ﬁ@nyl] 5-phenyl]; and 10
Rﬁazwﬂ{ﬁal abpwwe i ne- 3- car boxam de

(ol s ﬂﬁmc,s%%k?e SIRBEBRE™ e hr ee

cmﬂqhahmdsemhtsmm]nmd}pbnmdmhahﬁg thedpliowiog fdrovubmel a | are

ST N e W
gI[ir(%mrEhQ’@a’bﬁfWBPhqlﬁht has surprisingly been found
S10R, SRRSO lcarBBREiAL, 71 @IANSE Andth Ay -N-(3-(4-

rre botro e rec tor ant agoni st s. Conpounds
oo S‘I‘lfoé’ﬂ’ﬁP]a"rr‘r‘% é‘B by val uabl e
%E&ﬂems—@]ppﬁﬁm&ﬁe&boim&h g-(diflubf dhethfl)-$danahietyphenyl)-N-

stimuli takes place by the
elg:hm%l?&'[”h bpgwghsrritter which is sent out

PCT/EP2005/006302

'by a neuron, with a neuroreceptor. 20 L-glutamc acid

t he nﬁbwﬂmmmwwmhw@mmmﬁmfgnﬁm@k Iiage knoawn from

Cu§m1 R Piried Shidithlee éﬂmﬁdﬂnﬁs Whre et 810 ATH 88latitn with
physi ol ogi cal processes. The gl utamate-dependent

NeFﬂ?PHQP‘F&’é?ﬂP%FEF‘%F%TSdl vided into two nmain groups.
The first main group forns |igand- controlled ion
channilhas su'ﬂiﬁsnl@y 'a&mtfcmﬂlthatghwmmmds efgepeolforulal aiR)

LR

I?dﬂ?%%l&%ﬁ(g? rggér; nds p rrﬁ’tﬂa?gk'é)&]&mgmshed
pb]eaémbletéegpeutmp&ﬂ@mﬂat menbers of these md uR are
known and of these sone even have sub-types. . t he
basi singhe gl nervens spiem (ehid) the trapsmisgiqry %fgsm@%‘es Blace by the
| ftérieivaed a@Bulohansnsiytad, which3s seht ae dgadeayonpwith b okirmeseptor.
and the different affinity to | ow nol ecul ar wei ght

Eﬂﬁm £ 3lotERTRAIS mo 1SR S PN Ul BRARMN FerS ikl hy the CINS, plays
Pl 1o g i P R b PR B R ent

| mmmids ROeptis aftAdivided mt?ﬁ;wonﬁuu Bioups.dChe@rstRaib growpdomas ligand-

D d
P A R i S e
t el grav angh fgthepants &i‘lo%fto ’é‘lﬂgﬁ (eprotety Bqﬂp&ed receptors.

neur ol ogi cal disorders such as psychosis,
schi z@@ra&ent, gighpdifferentmpembers pEthesanGlBagre kiapen and of these some

dizah ﬁ'giges 'BRBIbadSof stiut firat G Rutdds, eaddifferést iffluchces on the

PsC)%Tn/tll%Elg gp second6ary metabcﬁltes and the different affinity to low-molecular weight

chemical compounds, these eight receptors can be sub-divided into three sub-groups:

" mGluR1 and mGhiR5 belong to group I, mGluR2 and mGluR3 belong to group IT and

mGluR4, mGluR6, mGluR7 and mGluR8 belong to group IIL

Ligands of metabotropic glutamate receptors belonging to the group II can be used
for the treatment or prevention of acute and/or chronic neurological disorders such as
psychosis, schizophrenia, Alzheimer’s disease, cognitive disorders and memory deficits.



O her treatable indications in this connection are

rest‘,péﬁ)g)g;fbﬁr ain function caused by bypass operations

or transpla poor bl ood supply to the brain, p&RERBYs006302
cord-injuries, head injuries, hypoxia caused by

pregnancy, cardi ac arrest and lypogl ycaem a. Further
treatabl e indications are chronic and acute pain,

Hunt i n§thsn trsateblgmémummhs @{i!hieCtlod &t edsfictedBrAh BSicBon caused

Eéngypaﬁkﬁiﬁﬁhbﬁsd}%ﬁ %&kkl nso w‘# iﬁ)‘%‘?ﬁ shiug spndipjuries,

dgat (I;y i di opat

calge PREROER RECUaRG: ciedioceist ndrbypoglybmiackitither

t o“@ﬁtﬂﬂ@wdtcehmfmathlm;c ahd naité piis, HMGtERtRS cRoda, amy%&bﬁn

S Ph&iE scl&64 Mol |ncont| enge, .
ine. adﬁgﬁ?'gﬁﬁc%%} at %gdﬁu%:f é}eﬁn J"éﬁskfe 9Pa Y, idiopathic

o?cﬁ‘ WEismyorparkinsopism giedigamenteisgtal eseorsiitivms which lead

T gitareate-defininsy finbtivae, sh&ﬂrs efgomiﬂé aglﬁsd&ﬁﬁugﬁ,l Ik, migraine,

r,@jnh;ng,g;dﬁg na.. Neur oche m
§ ch ‘2003, g‘h Gf&ﬁggdcg%og S a‘lﬁ"é’él Qwips: dyskinesia
Reions and gl Rists haﬂtbd’:in foiund to reduce cell

phmlmmxtmdmhiay«ghm&m N Qi MASER 203, 346k) 2288-95).
phar maceutically active substances, their manuf act ure,
nmedi canents based-on a conpound in accordance with
the Ifﬁ#ﬂlﬁilT&ﬁtS&ﬁﬁ]O&é’HGhérelﬁ)ra%dM s 2 se

o %g% 0 ounds in accordancgovvl th tsfﬁlﬁﬁlianlveﬁjtfh p#?fma"e“mauy
ah P ts?g bT¢ 3 @y Birprpenquihily dctimesbamead tHelt@nanufacture, medicaments

afagtﬁe,ﬂa%hlg]&%gnﬂcggma&ggﬂ iSSP ectlvely, for_ the
production of correspon

_ d%ep@tfltpouftfh dir eccplsiaime oxtihckael marem@fm@ Wéd:oﬁﬁ;(ﬁ Qf ﬁil NehibR

_ [INN NON(lI) 3
1 gi{réﬁkﬂéﬁw(%kﬁd [ resectiyplx fer the pr qucg‘@mf Icorrdébonamg nedicafients.
i ndependently from each other be H;, hat bgen; | ower
al kyi optionally substituted by I over al koxy; | ower
- al koxy optional |l y-substituted by one or m)re haI ogen-;—------------------------ -

- or  CF3nagrsRaspect) thueis pRIviad a cdhid hm%c[]l
NR R6 R -and Rb are. |ndependently se e:{ggéa

the-group consisting of H,

_ “wherein

p isQorl;

and R’ can independently from each other be H; halogen; lower alkyl optionally

subsututed by lower alkoxy; lower alkoxy optionally substituted by one or more
halogen; or CFy;

R®  islower alkyl; hydroxy-lower alkyl; or NR“Rb

R and RPare independently selected from ﬂle-group <onsisting of:
H;

¢ ravpnton auditheir produgtiqr; asswell as the use of

of illnesses of the



-3a |ower alkyl optionally s:jbstltut ed by one or nore
hydr oxy, fluoro, cydoal kyl het eroaryl or NR R4
wherein R and Rd are i ndependent ly selected fromH or

| ower al kyl; cydoal kyl; aryl; heteroaryl; or R and

e may forrln an optlonally substltuted 5-or 6 menber ed

het er ocy c lower alkyipptiogslyabstinitedb 6&&'&1&@

whi ch the ¥ryRhe, gaé%r aR4 is I—f : %?&Oﬁ%}&qdow
cydoal kyl or stral g &ver all "yl vvh| ch is opti onal Iy
subst i t ut ed - byhespia RSandR are fridependentlp setcted® U ordbwer alkyl;

| ower al kyydoalkg;Wel | as pharnaceutically acceptable

salts therepf, with the exception of the conpounds
having th oIIovmngformJIae Mam o f

|, 5- aj pyrhetrdadpl- 3- car boxami de,

7-(difl 4- et h h I
(3( (|4 ng?‘;pﬁgﬁsﬁ&ygﬁr Oa(lmrl)rgwg%glf ;lgzutzltedSOerembercd
pyr azol oftietéSoayriorg thgtiiee with théhRAEEH LM to which they are attached;

o Sﬂ%ﬁ@"‘%%%hgﬁx TR I—-——————

1, S5- bb'neeesmareﬂbaam de,
'R(dlﬁt-]l;lﬂﬂ 4- met hoxyphenyl ) - N-
phol %y e Mbnyl )phenylj - In a second

éﬂéﬁ?s H@F@W@ﬂpm saltsghareafss for the
| a.l f d
pittythe atcbRont e & npr.s.%’éf B4 B gL e

! |
uﬁgj"%f’%‘ﬁw wboxamdw-ﬁdxmorpﬂeihﬂ)kﬂm—fﬂ;ﬂ?y?ﬁinﬁ)-n_
'fﬁwnmrjdmhp]dmlﬂmynﬁﬁ la VIl O R3I1-"() NP

l, R3, R4, RS d
%ﬁ e[éggt]é@'ﬁn%rpe—ﬁ xamide, 7—(&1ﬂuorom§t?1yl)?N:a[Ir5 e(‘lfJl S
morpl onhnylsulfonyd)phenyl]-—'S—phmyl], and

Pyrazolo[1,5-a]pyrimidine-3-carboxamide, 7-(; dxﬁuoromethyl)-f'- (4-methoxyphenyl)-N-
B -(4~morphohnﬁxulphonyl)phenyl]

In a second aspect, there is provided a process for the preparation of a compound of

| fonnula I'as defined above said process comprising the step of reacting a compound of formula VI

R
5y |
¢ . (VD)
o s 1 - R
lﬁkN R’ .
HO—
O Rr?
with a compound of formula viI
) 0
3
S—(CH,) :
[ e
0 (VID)
, S

wherem RI,R2,R3,R4,R5 and p are as dcﬁned above;

to obtain the compound of formula I, and if desired convertmo the compound of formula
I into its phannaceuucally acceptablc addition salt.



to obtain the conmpound of forrmula I, and if desired
converting the conpound of formula | intoits
phar maceutically acceptable addirtion salt. -3b- In a
third aspect, there is provided a conmpound prepared as
defined above. In a fourth aspect, there is provided a
phar npceuti cal conposition containing a conpound as
defi @& thusd gRnscty Bere spepvisled wepmpaynd preparddas defmd deme. of a
di sease or condition in which nmd uR2 activation plays
aroleor isinmplicated. In a fifth aspect, there is
pr ovildadourb esrsét, thtre isquonided  pharnadestical dotapbsifsh SRfInEM compound
ARRNSH abdvI G UL nrig t he conpounds having the follow ng
Formal 4o pyr azBF e %—‘g“ﬂpﬁ‘iﬂ‘ﬁ‘% ofi 3 disegsecqrrdendition wevhich mGluR2
aftiadorf playo b ededchyimpli&ued4- met hyl phenyl ) - N-
[ 3- (4- nor phol i nyl sul fon)l) phenyl ];
pyrazol o[ 1, 5-a] pyri r 6di ne-3- cat boxam de,
7-(diH];I ufpf{hSdnEt hyl )-N-[ 3-(4-
nmor phddl itiydspest, figane is)ppdvédey luke 58 O oY ol
@M @&q}lﬁo&%} %é]?l cimdi ne. 3. car boxar‘rrlgc}:llg(? @f‘ﬁ)rmula I as defined above,
% i TUSMS h%“g@e(fﬂlq‘ﬁé%@rfmﬁﬁkenyl ) - N
Pratlo ,5@%-“ 1 sul ph. [),0 . for 1he
P -@91‘;18‘%). %i[ eggﬁ %‘hfréal c!_aE er%ﬂ’zdg’%{h\f‘]’g'#éo’%‘?@éfbﬁe@rmﬁhﬂphenﬂ)-N-
[J? %5 ]f,?y fonyl)rbesdl or condition in which nd uR2
B -alpypiradise-a-cambbrartide,| 5 (diflir NS
moiphenlg Eulbnyiph %ﬁ%‘*’h&‘%é ?Is(fso be ’52%333‘@ Fm of
o P§g}jru S,. EX es”-are esters, N-oxides,
0Sp bk &he ?ﬁ’éﬁhg?' Wéﬂﬁﬂ}dﬁe7-€hﬂmrgm€gime‘b(4-ﬂiethoxyphenyl).N.
[“ﬁﬂﬁ’gdlo@s)’laldgh@ﬂyé)phédqu;e. The prodrugs may. -add to the
forathe engfufichfe RIFES Blal; antages in ]
oG e RFRL RdicARER R RGBS Prevfitioneot a discase or
© “transpor getivaflonplays agelecpr ieingilivated. t he use of

t he di scl osed conmpound of forrmula I, including the
- CONPDHWE Sy | he, fol | ow fornul ae:
gx%%zol 'f?g¥a p$%P§$Hﬁﬁ%g%$ggﬁﬁggg%@@pfﬂwupnxkquﬁmnqu
e nz ! “BPS%?M #atﬁﬁesm ﬁguﬂhmt,)gry&ﬁde conjugates and the
-prodrpfahayydds ko .
B0 e N AL SPY R compgunds advantages
C7-(di TP Goronst Ry R -g‘*lonaﬂdmsPOﬂtthebmin.
nor phonl i nyl sul f onyl ) phenyl ] - 5-phenyl]; and
pyra;o[o%l,S-alpyrinidine-s-carboxanide,
7= (di P POk 11y 45> ot ﬂtEtthdﬁé.(:pJ@&fl}f‘l)r),pth? lof éﬁs)nnula I, including the

E@ndotts i.pyi sul phonyl ) phenyl ]; as we
phaéofr’l%dgggﬂ;%%fzf%f/}mg'é’§.%?’3%?:e salts thereof for the
PrEseliabat-almripidine dicaboxohids, 7-%&54)151@_11%11%11@},1)“_
{8-0L-aiRpldID féﬂgpghe?nl-v\e” as their usé for the

‘ grod é:‘htl on of _C esEJ‘ndi ng nedi caments. Unl ess
Braeol seleramidine-3-ve xintideyi7difuorsmetifpay {5 (4 he

- mogpsienlingdaieniRtieaia Be .heidefinitions given in the
é}?g O\ g Thg, ef?ﬂw] 'Ble%l\%g%]’glﬁﬂyl " denot es _

L mn‘?‘- Ipysimidise-3-carboremide, gfiﬂiﬁuatmnbthﬂ)isc(ﬁaiéiﬁﬁkﬁphenyl)qm
[ﬁdﬁmhomiﬁdmphohg)&,eﬁﬁ!;bon atons, preferably with 1
a% fetfas p harmaceutically acceptable salts thereof; for the treatment or prevention of a
disease of the aforementioned kind as well as their use for the production of

corresponding medicaments,

) Unless otherwise stated, the following terms used in the present description have
the definitions given in the following. The term "lower alky?" denotes straight-chain or
branched saturated hydrocarbon residues with 1 to 7 carbon atoms, preferably with 1 to 4
carbon atoms, such as methyl, ethyl, n-propyl, i-propyl, i-butyl, t-butyl, and the like.



10

15

20

30

nitr

carbon atons, such as nethyl, ethyl, n-propyl,

i -propyl, i-butyl, t-butyl, and the |ike. WO

2005/ 123738 PCT/ EP2005/ 006302 -4 The term

Wy sh9xmndsower al kyl " denotes a | ower al kyl ey H%H s
the sense of the foregoing definition conpr|3| %ﬁ@ 02
two, three or four hydroxy groups, preferably one.

Exanpl es of "hydroxy-I| ower a'I4ky " residues include

o g BT AR 3 e BTGk i thesepes o the

ﬁfdgemg Idéﬁmﬂanmm‘lsstgr(megiwp thiezion fowr hpdromcgroups, preferably one.
‘hggr -x & ﬁ?&cfu@ﬁh&iﬁ&ém%ﬁﬁbl,?etﬁa@m? 1@&515@61 2-

er y mn carbon atons, such
EPH@H%I PP T "| ower alkoxy denotes a
| oner al kyl reS|due in the sense of the foregoing.
def i Tietteron"lisountkenil bdenntes tyajghi-chrior Denghfg| usatirated

'h;la&v@fbo?ﬂ Es@&%s WitB 2 it81¥ @scbb R Sto b SprRraBRWIAXYt0 4daftmatoms, such

pox the |ike. Exanples of |ower al koxy
Y‘EP‘HEB one or nore hal ogen |nclude

2 2 2-trifluoroethoxy groups. The term"ary
r epridedens lowrr atkomgderotess lowesalini ees@newpthe éfﬂ’é? fithefpregping
&Bﬁmﬁh%hﬁl a%u tah okygefl atof. ERARpIeS of Mok illiegUresidngsinélnde

ch at |east one r .
Brtheg) gy FSS(/)PIO Pjar uaﬁldlq;g ‘d%ee%g{ﬂrnnﬁ ]ﬂ']“’%:r ?\lﬂg}:ﬁljﬁ]ﬁsﬁtuted by one or
thivettelogen include 32&rtsifliorogthoyy gnowps-c 5- or 6- nenber ed
rin ontaining one or nore heteroatons sel.ected from

g&sgéﬁrm GRR} FEPresn A J5PRAtic goF SEPURcansifipg gt one
ReivRruaBiy ,O%M%x&e hﬁ&l Aflgsfih GMichiat TeRy ©fie rifg B ARImRaticdk

such helerga rou re pyridinyl, pyrazinyl,
s gl EaaﬂgﬁgPP . The term "hal ogen"

enbraces fluori ne, chlorlne, brom ne and iodine. 20
The Therteam 'd:;tei:@aﬂkgeféts tweansomatixny/felop é-qugmbegc;&)@pg containing one

COnL2 ih@iep&t Ind s%leét% fnelglﬁﬁ géﬁl eﬁ Qr Hof H20Brrat feBhose
TR cas ey cropr o cyc ty éentyl
hﬂyﬁrbwiegtwps saih@ecf %vmmtsogyn @m@’ﬁé@}( 558 Froppgare

%{%’g’rg’?ﬁg‘%‘g ﬁnﬁﬁ‘iﬁﬂ@f?ﬂﬁidaﬁnﬂ' ng having 5 or 6 ring

r|S|ng at |'east one carbon atomas ring
r and,,o0 thnal ti.onal

|
het ¢ 57 ﬁﬁ‘bﬁ%ﬁ%@?%e‘fhé%rf%eddgl SRR igdine- S,

the remaining 2s ring nenbers being carbon atons.
Ex arﬁfﬂee&nv‘fcyﬁoaﬂqﬂ Gméas eméga&lwﬂ @rolup aeptriniigiide Iere%raélv 3t06

R e L L G d Gridphigg ddotiag 3 O
2. msiom %féraézrizggwflcl ﬁqt?r)éaz g depofdh aepp: i v
@Ifi@y lﬁ&lﬂ?ﬂer&c rﬁ’dﬂiﬁ dt oAkt onlecpPbA @fdnﬂasﬁ)ﬂg me:nber and optionally 1,
s e e
fiiy Bembers being Bdrbdsmatom}dbmmplay of Hryod hdstgm::x;ky ripg ipshude but are
%ﬁt%ﬂed S Y%r_tgéa%ﬁgyfi—t!e% b?'b §e£l§’d 1 24- %E{)l@’q}rﬁdgzole ﬁY\ﬁ")[e,
RDB51,32398 &meutnmmﬂmm 1,2- or 1 4—tlnazme; 4-morphohnyl 1-
pyrrolidinyl; 1-piperazinyl, preferably 4-morpholinyl; 1-pyrrolidinyl or 1-piperazinyl.
Substituents for such 5 or 6 membered heterocyclic ring include but are not limited to
halo, amino, nitro, cyano, hydroxy, hydroxy-lower alkyl, lower alkoxy, lower alkenyl,
cycloalkyl, lower alkyl; or CFs, and preferably lower alkyl; or CFs,
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-5 The term "pharmaceutically acceptabl e addition
salt" refers to any salt derived from an inorganic or
organi ¢ add or base. Preferred corrpounds of the

i 'we pdos/en7® € t hose conpounds wher ei n: 'Sogﬁlrfﬂp%ogfaussez
and R2 are independently selected fromthe group
consisting of H, halogen; lo al kyl optionally

substituted by |ower.al kox}, Tower allcoxy optionally

substjyf kg4 O@nﬁfcﬁ%@uﬂ&! a’&PJg?abﬂaJdQ%H salPlrefff % anff%ah Qerived from

selected fr J nS|st|ng of |ower alkyl;
haRnERERNicOREFBIC RS} OIINP& wherein Ra and Rb are
i ndependent |y sel ect ed fromthe group consisting of 10
H - Frefbied abdgydundpditheiaiintion ubsthose dbmgolmds aberedt: nor e
R}g{drox% F,I uoro, cycloal kyl, aryl, heteroaryl or

’ein R and Rd are |ndependently sel ect ed

f R'omd B3 ape inHepredendy ke}dcted(f;pm Galgkopp;consi@ing of/H; haloge:n, lower alkyl

het er

atom()?p%iroﬁﬂlysﬁﬁ)J ﬁey @ne attac J??orwgbt%?lgl E%t&igﬁgb},mne
I-pyrqf@!lqﬂdh#?geﬂmrq]ispl per azi nyI group; R4 is H

cyel qp&mh%m& %nstseﬂgaﬂaw %ngwny&la xy-Tower alkyl; NR“R"

optional |y _substi ne or re F;, RS IS
hal odeifrga R I§ a&f%&ﬂ*ﬁﬂ%ﬂ%& Fel?ﬁteéfféi"‘i‘ SEYRFOtHREST

the i nvem;i on are those wherein R and R2 are-

e B sl AL S R S A% o,
p are as aﬂhheﬁ&ﬁrﬁbnME‘Rdz&em?mﬁd@famm@m@mﬂwmd from
of the IET/(FK% 3]]%{6 t hose conpounds wherein R3 is
| ower R2, R4, R5 and p are as defined
her ei nabGXFb)a“Wbr exanpl e the followi ng conpounds:
7 D| fluo thyI 5-(4-trifluoronethyl-phenyl)-pyrazol o

, b-a] Eyrl m di ne- 3- car boxylic add

nyI phenyl ) -anm de; 30
7- Ir |5 f 1 ueF RYEBIARY kodethedwith tﬁéﬂiﬁbglﬂﬁfdﬁy{mﬂ’ﬁdﬂthle? afyittachel form
rimdi r

(5. ot RSP bR ira R RS fapiPetsrinyt grovps
R*( 4is) apcloprppylioy btyaight lovick klkplrohiet i pptigatipabiiifutedbyaing or
yrlmmr - 3-carboxylic acid (3-
met hahesul fonyl - phenyl )-am de; WD 2005/ 123738
BCT/ BRZiekreoedower alkyl -

Other preferred compounds of the invention are those wherein R' and R*are

_ independently selected from the group consisting of H, Cl, Me, CF;, MeO, EtO and

CF;CH,O- and R®, R R’ and p are as defined above.

Other preferred compounds of the invention are those compounds wherein R* is
lower alky}; and RL, R RY, R® and p are as defined hereinabove, for example the following

compounds:

7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid (3-methanesulfonyl-phenyl}-amide;
7-Triftuoromethyl-5-{4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid (3-methanesulfonyl-phenyl)-amide; '
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo{1,5-a] pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide;
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-6
5- (3, 4-Di chl or o- phenyl ) - 7-di f | uor omet hyl - pyrazol o[ 1, 5-
a] pyri m di ne- 3-carboxylic add

(o & ul f onyl - phenyl ) - am de;
?3 Eﬁgﬁﬁl or o- PhenYl)-7-trifl uorothethYl- P\ﬁ%‘%‘[smﬂ“m

5 a] PYrim di ne-3-carboxYllc acid
(3 met hanesul f onyl - phen)rl) - afi-de; 5

S Rlre P C iRt e B e e > tb Rl acia
(Sotedidiendfouylshpbh)akedey | ) - am de;

ATy IR TR —————

(ﬁ%mtadx@desdfowl-phe@ﬁ)mctmnesul f onyl - phenyl ) - ami de
5 ]ﬁiﬁuglt 3@‘ 3r fng %0,{ m%% etﬁgeﬂ%h%l)a?gfaidﬂ[ll lﬁoi]ﬁiﬁﬁﬁlaﬂxe—.?’-

yrazo yr|m oxyli ¢ aci
G@Enﬁt &ﬁ'és( +nrzqsh5qes Hypheog i
B=(Birk ?r @Jﬂ%ﬁ&&bﬁé&l ﬁp}ﬁhﬁwymﬂu&:roh{ewpp & 5-pahyidine-3-
carboxyllc acid

bt anearh g iarabrdiide
5- ([5%tﬁaxyzex%ﬂﬁdrﬁinwhyppmﬁ)}xwuﬂdexbmefﬂyupmm [y5-a]pyrinidine-3

Foboriis it e areeseaPIaRE R Batidey

aaalﬁaommhym@themu;ﬂuprmtbb&phmyn-pyrmm[1 5-a]pyrimidine-3-

& &?@%ﬁtﬂ%‘h fighfady biplde, UoT - S NOXY) - 4-LrT T

é}[wmrﬂ— Yiflaore-cthinb t@r@methyl*z’henyl] 7-trifluoromethyl-
?Jgr gbhant xﬂamlé-smb% h%:laéim a@:.@élﬂf@laﬂ henyl)-amide;
z—@ﬂaqr?o@qtms&x%ﬂé%z bt o dmeceyt-pheny-prrszolol1,5-
&&B&é&lﬁdﬁ?ﬁ& acm]@%éthm&ﬁ&lﬂ:&n.}d-phenyl) -amide;
Serhpgters it phrpet RO R mgrpololt s slpyrimidine->
msemyad@mm@smﬁnﬁephynﬁb amitth: - (- Bubtoadrtyfluorggethyl-
en _ )
BRGNS G prelofL e alRvriiding & sbopt cid Cslfumont
phenyBzashide] 1, 5-a] pyri mi di ne-3- carboxylic add
%%3 '@ﬂ&%@ﬁ%&o@@ﬁﬁkﬂ:&gﬁﬂﬁﬁ -7Qiﬂltg<f‘romethyl—pyrazolo[1 5-a] %yrnmdme-?)
f1luoragneth c{l f1 uoronet hyl - phenyl)
cpberdis peid [(3‘In°5haé1]es pyt Tﬂ%ﬁi‘ﬁ)é‘a‘?‘ tar boxyl i ¢ add
f DR ﬁ@%ﬂm@-ﬂﬂﬂﬂﬁbmﬂi&tt@ﬁph&ﬁl)—pymzolo[l 5-a)pyrimidine-3-
laro-4-trif | qn?%gﬁg nyl)-7-trifluoromethy
Fﬂéwgga'r‘% PrY(ﬂ rboxyl ic add
633@11&51@%&'0!1&0@&)&&1@:@:&;&1)-?arlﬂdm;omethyl-pyrazolo[1 5-a]pyrimidine-3-
5-{3-Fl uar, nyl)-7-trifluoroneth
Faré g?o‘f‘d? e iﬂ°8¥ the%ﬁﬁiw %:/az boxyl i ¢ _add /
(533-rmdra-r‘ies‘1ﬂ0bmry¢ ﬂfpéxmy;ﬂ)—?-@rﬂ@gomethyi pyrazolo[l 5-a]pyrimidine-3-
I t hox henyl razol
iR e
( iHeenemetta -pherpd)-pyrazolo[1, 5-a]pyrimidine-3-
é:rﬁ E&h&awmﬁn@ﬁmﬂﬁ e )aandefl f1uoronet hyl - pyrazo
-é4—k€'g ﬁﬁlﬁﬂﬁﬁ gn?]lﬂ)lglg)%) —lplyrazgloﬁ 5-a]pyrimidine-3-
&xﬁ&cyﬁc&xﬂl(wmsﬂa@hﬁﬂmhﬁ-pheﬁﬂ) ﬁim&e:orret hyl - pyrazol o[ 1, 5

f“%%’%lﬁrgnﬁfgéﬂ%‘%ﬂ%“ ugy X7 yzf I%yrcflzolo[l 5-a]pyrimidine- 3-carboxy]1c acid
{3-methanesulfonyl-phenyl)-amide;
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WO 2005/ 123738 PCT/ EP2005/ 006302 -7
5- (4- Chl oro- phenyl ) - pyrazol o[ 1, 5-a] pyri m di ne- 3- car box
ylic add (3-nethanesul fonyl- phenyl)-am de;

5wdh2od/ifsrgor omet hyl - phenyl ) - pyrazol o[ 1, 5- a] pyi g
-3-carboxylic add (3- nethanesul fonyl -phen), | gi{clé"’r‘ﬁ"%jé’%“”

5
5- (4- Chl or o- phenyl ) - 7- met hyl - p?razol 0[1 5-a] pyri mdi ne

P TRR T TRPRR gbesad t aettypon

Iﬁ’)n%m@fcar boxylic acid (3-

Wsi(gqaﬂ %ﬁfﬁ; F‘?”%Qé?ﬁ\iﬂ By %angiﬂd’[“f echosgiis addfPhe-
Bﬁl’%’ ’éﬂ;{ Yamiden net hanesul f onyl - phenyl) am de

55{(4-Cidb1oF 7 P28 f&;ﬂi
3«%& b%lflfegﬂgc?daéﬂlﬁ-_ nmet ﬁgnggés,% fo ﬁé%?ag%%&
Scycl opropyl - pyrazol o[ |, a] pyr| n

uﬁ-ll\lﬁ@hﬁ-f'c éﬂ‘-bﬁbuyfamtlﬁ&pﬂm{y&pyrazolo[l 5-a]pyrimidine-3-carboxylic acid (3-

I) am de; 15
nﬁl C opr rMé"‘)’plfﬁltn}rﬂl’fI uor onet hyl - phenyl ) - pyrazol o[ 1,
znél - Bk pyoaepla| t.5-ahwjelimidine-3-carboxylic acid (3-

(1§ 1HBh QIS I nyl ) - am de;
?:hl oér%o Eﬁgﬁpoﬁngaﬁhenyl ) - pyr-azol o[ 1, 5- a] pyrl m di ne

%(‘cgﬂs’&@h% )ddarepyl-ayrareloH Svlpyrithidingt3-phboryliy adidiTe:
Qﬁ&hanesulfonyl-—pheg# _Im11 7- et ho razol o[ 1, 5-a] pyrimdin
X z i i

e 'G%T) g‘f‘})'g“"fa‘a’fi P{QE’)’LEG"*Z YO[ ?¥~a]pyn1md1ne~3—car€3/xyhc acid (3-
reéthateesl nk y]glla&mg;) am de. O her preferred

unds f i nve t hos conpounds wher ein
TR 3 tpaimetiok el agelol e iige Ariebenrti
arid (asndbéueﬂéﬁbnﬁmnﬂ}&bmm for exanples the
_}70&#18,}14 g'g‘% g‘%eg?%@%n )(P yadud! 1&0?]8We"?)ﬁ%ﬁ]?§)ﬂhcﬁﬁlflé%ol 0
Felh@fﬂilf?yﬂrphedﬂhemﬁiemdboxyl ic 25 acid

izﬁh&%ﬁb&%ﬁ%%z udr oﬁg{i%ﬁ ﬁm enytf‘j%'ﬁﬁcﬁiz(& 0

PYhR Fﬂbﬂsﬂéar boxylic aci d
(3-sul fanmoyl net h) | - phenyl )-am de. Still other
pr ef @three greteored @oung sufs ofﬂﬁ u’n@ﬁﬁéﬁ dre PRE EorhPARRLs wherein R is

TR SO i

wevmgabinposndsst i t ut ed by one or more hydroxy, fluoro,
rydoal kyl, aryl, heteroaryl, or NR Rd wherein R and

ﬁQ"ﬁﬂﬁSchnfbﬁ@@@Wﬁﬁ&oﬁl‘é{h‘f?ﬁfjﬁegyf)—rp%oﬁ{ﬁg i (}mmdmelg atboxyﬁc
acid (3-sulfamoylmethyl-phenyl)-amide; and
7—Diﬂuoromethyi—5—(4—1Iiﬂuoromethy1-pheny1)—pyrazolo[1,5-a]pyrimidine~3-carboxyﬁc
acid (3-sulfamoylmethyl-phenyl)-amide.

Still other preferred compounds of the invention are those compounds wherein R
is NR°R”; wherein R and R are independently selected from:

H;
lower alkyl optionally substituted by one or more hydroxy, fluoro, cycloalkyl,
aryl, heteroaryl, or NR°R? wherein R® and R are independently selected from
H or lower alkyl;
cycloalkyl;
aryl;
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cydoal kyl; 35 aryl; WO 2005/123738 PCT/ EP2005/ 006302
-8- heteroaryl; and Rr, R2, R4, RS and p are as
defi ned herei nabove, for exanples the follow ng

ARG
7-Tritl uo?orret hyl -5- (4-trifl uoronethyl - phenyff?’gﬁogy%qﬁwz
o[ I, 5-a] pyrimdine-3-carboxylic 5 acid

(3 sulfam)yl ‘phenyl ) -am de; ~°-
5-(3- Eth 4= Erlfluoromsthyl phenyl)-7- trlfluoromathy

- pyrazo o a] pyri m di ne-3- carboxylic actd

asd BUIR aRoR! al'phpﬂy by definedlireinabove, for examples the following
ZOIQP “{fgr onet hyl - 5- (3- et hoxy-4-trifluoronethyl - phenyl)
azol of 1 5- a] pyri m di ne-3- carboxylic acid

% | fano nyI) am de; 10
iltsrf#qoa‘affl ue@mﬁémﬂmhmd}wrﬂmmémmdlpnémboxyhc
aﬁa(agﬂkmdyl.i;h lapyidé; M di ne- 3- car boxyl i c add

| ﬁ? ?Hﬂf{@ﬁ"@ %ﬂdp‘%h%%ﬁd’?ls‘ﬂg} -firidynrerstbyl-peegolall.d o ypitidipe-3-

Farbenrydiz otid [ 3-sWfanjopl phenyilianddes- -car boxylic acid

&y HJ) —gﬁg-ee@ T ) ine-3-
o s

f—%ﬁﬁ&ﬁr‘aﬁﬁ%—gr g%ﬁ%ﬂ% qu:mg me{lryl— hen r}gt ]F?rr?zolo %2{ lﬁygﬁ,' e-3-
by (%@ﬂén@&lrﬁmwwaeu
5—33—%&3&)31@&{&@?&&% -tnﬂuoromethyl—pyrazolo 1,5- a]pgnmldme-}

W‘ﬁmﬁ!ﬁc‘@& gﬁfi 11? ﬂf' uc?r onet hyl = pyr azol o[ 1

58, 4—@1‘cblbropllﬂiﬂﬁyl)97 -difliddemethyl-pyrazolo[1,5-a} pyrimidine-3-carboxylic acid

S PR

‘é@lﬂdmwhepﬂéﬁgthﬁumwl—pyrazolo[l 5-a]pyrimidine-3-carboxylic acid

' § slalf‘fuhu LHTG (4-trifluoronethyl-phenyl)-pyrazol o
: ; Z_Rg flmﬂam%e 3-carboxylic acid
-G §E}]OF ongtiydrpyrazolo[ 1,5-a)pyrimidine-3-carboxylic acid (3-
satftofy I) 7tr|fluororrethyl pyrazol o[ 1, 5-a] p

d (3-
g {ﬂ %@,E rﬂ?@%ﬂq’f“éif?d% g&romeﬂlyl-pyrazolo[l 5-a]pyrimidine-3-
&flioiﬂ(&pﬁ(&smmxyhmw}m@eg 4-trifluoromethyl - phenyl
%9})(1;“% %ﬁ%@%&%&%ﬂ?«%ﬁ@é lgﬂ{-p%fazsélgﬂ1,5—a]pyrimidine—3-carboxﬂic
a(:@(éﬁulfmmmhphﬂharh)deam de; 7-Difluor orret hyI

5[-(% él%o 3 l)f} Hﬂugro% olto i U rﬁ{:l a]ad (3-
s e AR oA

I
T B M i L
f § #ry toptbemyligacid (3-sulfamoyl-phenyl)-amide;

7—D1ﬂuor01nethyl~5 [3-(2,2,2-trifluoro-ethoxy)-4-trifiuoromethyl-phenyl}-pyrazolo[1,5-

a]pyrimidine-3-carboxylic acid (3-sulfamoyl-phenyl)-amide;
5-(4-Chloro-3-methyl-phenyl)-7-difluoromethyl-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-sulfamoyl-phenyl)-amide;
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid [3-(2-hydroxy-ethanesulfonyl)-phenyl]-amide;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[ 1,5-a]pyrimidine-3-carboxylic
acid [3-(2-hydroxy-ethanesulfonyl)-phenyl]-amide; |
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7-Trifiuoromethyl-5-(4-trifluoronethyl-phenyl)-pyrazol

o[ 1, 5-a] pyri m di ne- 3-carboxylic add

[ 3- (2- hydr oxy- et hanesul f onyl ) - phenyl ] - am de;

7wa fobypspeet hyl - 5- (4-tdf | uor omet hyl - phenyl ) - Pé’f/@xzz%:%ossoz
1, 5-a] pyri m di ne-3-carboxylic 35 acid

[3 (2- hydr oxy- et hanesul f onyl ) - é)henyl ]-am de; WO
20051123738 PCT/ EP2005/ 006302"

Oi'lf[(l fulo o%e 2@?]11& lécgrémteE{gI b#e%:gﬁ 'Eglt&géﬂo[lpéqg%x}mﬁﬂer ﬁ%ﬁjboxyhc

car

(&;ué(‘:h fam&ln epydanide ani de;
? btk tShMLtnguérén{efH bh&%@i&&b{@%ﬂ&uﬁﬂé @Z&Iboxyhc

aJ pyrlmdl ne- 3- car box

1*1&%311 ‘E}ﬁ)e?’F?n‘ »am de; 5 :
55((4 (ﬂﬁr@raomawle[sﬂmﬂamﬁﬂubr)omzﬂiyr p}frlaitﬂkf 05%d] Pytimigdine 3z ol

[ opoe by e mE oS o By PRI e

77—Dlﬂﬁ¢t@hﬁﬂﬁl M&-trﬂh(ode:h&thﬁl—p]ﬁﬂyﬂ}fptrh@dle[pbeﬁiwl‘)mlldweeazdrboxyﬁc

AT L ﬁfﬁégﬁl 8 e

77-Diftharometigt-Fry4- ﬂle’@nﬂhEmgﬂlo[éﬁeq]mr)mngy}eaSz@qrboxyhc
[%aé ?&‘Bﬁéﬂﬁ"ﬁfﬂ% Pl ¢ 1o acid

d t h | d
br el S5 pestpestipeserooi
[éa P (bBingls BersBldady i ¢ add

ol %%%#&ﬁ??@u@ﬁ%%&@avﬂmb algrigipe s oy

[ acld &~ @]:]i)yfdpmsﬁlfaﬁﬁWBph‘&ﬁYb&XMHd: c add

A L g L ﬁzef{1°[}§'ar1w3““8§“ﬁ§‘z°ﬁ‘b°"”h°
[&éemmopyhuﬁameyl@k@mdb@mes c add

(?’?nﬁﬁ oﬁﬁﬂr@gl(ﬁt—m&(ﬂ i ?ﬁ) taz lo[lpshglﬁyl i yrimidine-3-carboxylic

uor o pyr azol
ofcidi (3smethpglfamagl-pleengl) wapi %xyl i c add
(ia‘i‘ﬁﬁﬁ&%hﬁﬂiyi mﬂiﬂtﬂﬁ&'ﬁ}é - pyrazolo[1, 5-a]pynm1dme-3-carboxyhc
7- Tre fl uor o r| f uor orret hyl - phenyl ) - pyr azol
cqd ‘15‘3"%117 boxylic 20 add

(ﬁmﬁaﬁyﬁﬁ»&w ﬁimw:orﬁnbgﬂ-)ﬁh):n}&)’-\fp)dﬁzolo[l ,5-a]pyrimidine-3-carboxylic

(el e Ry L RTERRG - Prenvl) - pyrazol o
[zanlﬂu@pﬂaeﬂvl-m(mmﬂummyuhmheamm)az@hBsﬁra}pmmch@e -3-carboxylic
FL o R PR | pren ) ezol
[Fs ¥Dleth 41tflﬂmqrg@¢ré¥bmhﬁwarﬂ-mﬂﬁﬁweﬂ%@mm lolpa-lgyrigpidine-3-

Etaﬁb%xm’ctabi\dkg 4 rB}) RRRYD bl@_ﬁﬂd[& 7-trifl uoromet hy

F%&aifghggyh L,%\‘i)/.{olrénwgw%-g zbg-aﬁy | Jﬁ?id]%g% carboxylic acid

33(c§d5pr5pﬂ§dlﬁﬁﬂy@1ﬁﬂylb Jariddé;r i f1 uor onet hyl - pyrazol o |

]53,?45%5%{ IE}E,%%Q &e?_éﬁgar begﬁ?é lr;‘);y}ga)zo 8&%,5 e]pynmdme-S -carboxylic acid (3-

E:yﬂéprﬁpﬂﬂﬂfaﬂmb!bpheh}’DMd&,fl uor onet hyl - pyrazol o[ 1,.5-a] p

S IE A s i

carboxylic acid (3 cyclopropylsulfamoy ~phenyl)-amide;

' 7-Difluoromethy}-5-(3-methyl- -4-trifluoromethyl-phenyl)-pyrazolo[ 1,5-a]pyrimidine-3-

35

carboxylic acid (3-cyclopropylsulfamoyl-phenyl)-amide;
5-(3,4-Dichloro-phenyl)-7-difluoromethyl-pyrazolo[ 1,5-a]pyrimidine-3- carboxyhc acid
(3-cyclopropylsulfamoyl-phenyl)-amide;
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5- (4-Chl or o- 3- et hyl - phenyl )-7-trifl uoronethyl - pyrazol
o[ 1,5-a] pyrimdine-3- carboxylic add
(3-cycl opropyl sul famoyl - phenyl ) - am de;

%V(Bo%bgﬁ@k@mst hyl - 5=(3-net hyl -4-trifl uor onet h%&'})%lhzeugg‘(l)f)ssoz

pyrazol o [ 1,5-ajpyrimdine-3- carboxylic a
( 3- cydopr opyl sul f amoyl - phenyl -am de; 35
5- (3, 4-Di chl oro- phenyl) 7- di-flPaor onet hyl - pyrazol o[ 1, 5-

€ o @’h e RS e Pste i e imidtreromisaid
#Iﬁaﬁmyl)-—ﬂﬂde,
ﬁ'%l. ne tgﬁl‘}’h@[%hamzm%gy E@e%%tpWalelBPﬁrﬁ E]%W&J%dlée«?km%xyhc

car box

@ﬁ(%ﬁf’b‘ﬁy W farrfoy ylhamide ) - ani de;

7 Tmhakmﬁﬁst@y&mﬁo&MM {)ﬁ ?n%vﬁmxh PRI IR S 34 Bbxylic
325 PGB by SR B PR HES 5

T-DihidrorRttIB{ hyitoy- 4—«&1ﬂddr6ﬁnblﬁ§rpﬁlﬁhﬁpryﬁﬂﬂBM 5-a] pyxmmhe-s-.

?‘L%‘}é(’%ya%‘%%/@pmfﬁ@f%ﬁ gﬁ%ﬁ‘/"‘?{j aﬁﬂ‘g iyl ] - ani de;

F{ DEtHaxpromifitinpimethyl-Bhaiyl) ey iflhotanmdthylipympelt hﬁ—a}p?mn;du)e«.’s-

TS e B o ©

| EDQ%wEmgl)hy &(*t-mﬁuom@hyémhwﬂbmmq[1,5-aﬂr3rrfrmdmefﬁmbmhc

DBLRSIA s,_{]fa,}l ng Yhinfledi ne-3 1o carboxylic acid
7(73 ycl op | sUl’f anoy

Y OE ﬁﬁr@@%@ﬁﬁ%ﬁ%ﬂ%ﬁ%ﬁﬁiéwﬂm%%bwm
dqé{sitgdop&»pymshﬁym@if&ns;qﬂpﬁm];ﬁlgac| d
A B aBr e PR AR BREEAALL SR sy b
deidl(3bempysutfaniopl-plend}-amideoxyl i ¢ aci d
R AR R e S R RO e A e
{dJ(33>13}11d§lﬂfam0di-Pbﬂﬁ)@an¢mxyl | c aci d
i’?nﬁ&?% Mﬁud?&ﬁ&ﬁ%l)-g ) g)?;lg.zﬂo 1, 5 g .yI idine-3 -carbloxyhc

[ -5-(4-t - pyrazo
EJ‘?PYrﬁ i )53131 car boxyl ic aci d
ﬂmawe lsf:amﬂu&&ﬁém DplRAY zoloHl ,5-a]pyrimidine-3-carboxylic

e

7(Bithenaydthyll 5 anﬁﬂhemh&ﬂwﬂ- hai}i)dp;trazolo[l 5-a}pyrimidine-3-carboxylic

agdﬁfﬁ'%&{o?&%%yrsﬂ%ﬁ@ [ f %%r% ‘ian:hy;cPSenyl ) - pyr azol
7Emﬂ®rhmwwm¢thme)‘ﬂbhm&ﬂ¢[lﬁ'ﬂ]pmmldme-an»carboxyﬁc

%d?gfthﬂfdrgﬁ‘é{hmé%snem%ﬂg ﬂgjgxéq%gnet hyl - phenyl ) - pyrazol o

. 7fléxﬂe12r %vﬂyp@meﬂwhﬁbmﬂ)m@wlq Lars pigimigdime-3-carboxylic

a&df?xkﬁﬂﬁ&&ﬁﬁ&hﬂéﬁﬂf fdnlﬁeé onet hyl - phenyl) - pyrazol

di y
7 gr e é??érfﬁ@ﬁ%@m%ﬁ PRy RpLoL S tdprimidine-3-carboxylic
a&d@i(ﬂﬂ%ﬂﬂ@?l% ﬁslﬂﬂmbﬂ)-fﬁhumﬂpﬁmidayl phenyl) - pyrazol o
Dlﬁuor nlet].%x tgilﬂﬂgro%e&yi-pg b -pyrazolo[1,5-a)pyrimidine-3-carboxylic
acid (3-tert-butylsulfamoyl-phenyl)-amide;

’ 7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic

acid [3-(2,2-dimethyl-propylsulfamoyl)-phenyl]-amide;
7-Trifluoromethyl-5~(4-trifluoromethyl-phenyl)-pyrazolo(1,5-a]pyrimidine-3-carboxylic
acid (3-tert-butylsulfamoyl-phenyl)-amide;
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3-trifluoromethanesul fonyl - phenyl ) -am de;
| uor onmet hyl -5-(4-trifluoronethyl -phenyl)-pyrazolo
a] pyrimdine-3-carboxylic 30 add

(
f
5-
( ResSHsiet hy| - propyl sul f anoyi ) - pheny! ] - ani de;
1 Uor omet hyl - 5- (4-iri f I uor onet hyl - phenyl)%WS%’S?’%’””
. 5-

a] pyri m di ne- 3- car boxylitk- aC| d

3-tert- but yl. sul fa henqﬂé‘F

7 PriErtt &a%wymf@%ahwlﬂf?r qsﬂ@ﬁqhyll PYptrOMfLp- aﬁ;gm%éme—f*-
Cta{boisylg-agl?d (Qséﬁlfdm&g?o )ﬁﬂhg gxylic acid
et et E R e R erame—f’
wafbotylf-aaidg sitimabybehantamtidsy| i ¢ add

(2 DALY S ARDY L BS P ki Y290 A3 e 5
zarbexydislagidd34ulfanpdyl-pbenyBeanbigdés- phenyl ) - 7- di f | uor orret hyl

7PN ARG RIrRethy l%h%-@:h%fdéﬂrﬁtk%\ PRem) -1y LBV 5 da fpy@indifline-3-carboxylic

(3- sul f amoyl

- peigyip ‘I(R?F‘éﬁ’e?‘ﬁlﬂl J%Sﬂ@m@ﬂi"@hﬂlﬂ}r*’r@ﬂ&oromt hyl - phenyl )

*memmmeﬂn 115-B-8fludydrhéth dﬂiphenﬁ) -pRad 1 Bld]pyrafidine-3-carboxylic

éqﬂ?&éﬂyg‘%“%%}‘ﬁwﬁ%%ﬁ LVE eBHAYS 7-t ri £ 1 uor onet hy

- 7-Ipifinenietiyl-554atifiyoromietiyhphddyl) qardaobsyl, 5-a ] pareichidine-3-carboxylic
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20

25

30

35

%aﬁ#k@%%"ﬁlﬁ%%%%gﬁ'ngg#éﬁnﬁf}?;- phenyl ) - pyrazol o
7-Triflroedmsthylrhi-ci- mélu@rqgmﬂmb-)p;nm}d)—p)awlogl S-aal]pynnnd:jne -3-carboxylic
ﬂ&d 3( w%&g%ﬁﬁ*w@t% tri H’f‘a’?ﬁ#e“%lﬁ% en%e%}y?;n psr azol
6 Er uoremes Ybyr(ﬁmlﬂwemsﬂv@ap%y pyrazalol i plpyrimidine-3-carboxylic
4cd [1-py 191!, J[e-phenyl }-am de;
%i‘D uéﬁmr 4 t r I i hery 5‘5‘@“ or PR onidie 22 Sloytic
éc&i [3|( glypwﬁi;mgﬂ&ﬂﬁmﬂfadﬁﬂ)fﬁfxﬂmae sphenyl } - ani de;

liorg gﬁh}gﬁ? (E)ﬁétilunog&geﬁmglr %k(l) §%~pgraz&§t1 d’ip h]%yxﬂgdﬁg L34S oxy‘]ic
4::31 [%(@yluydele-ﬂim@ilﬂydtb}dsslfhmaﬁbpht}nyﬂm#b,} am de; 15
7 THﬂflJ):iéﬁfeﬂ{Wtsgml—mﬁ%&r%ﬂe Jg&@ﬂ@&&g 0199%%1%@&&&@

Y

3551 BCfiromio bdgnetbrlgivis ramiyphentiomily.an e
ﬂi)ﬁdo%rﬁ@thﬁ@ulﬁkﬂnﬁrr&ﬂeﬁlé Jﬁrzﬁmbfpﬁ@]pﬁhhnﬁﬁé@zol

‘F‘}l @‘@ﬁ@l#@?ﬁ @Fﬂ’j i g)r(r%yl ) - phenyl ] - ami de;
52fdm‘flﬂmm—bﬁﬁﬁohyiph&;ﬂm-hﬁﬂﬂdr@tﬁéthmep)ﬁadokﬁnsrhyj:))mmdf:aza@I 0
‘%’%"%’Z‘g‘ﬁ%‘]ﬁ’éﬁ% é{ﬁ"%l’?e&%‘f?@fr bo‘f(glt Ih§| i ?gﬁow ) - phenyl ] - am
5-(bet-Diflucro-phenyl)-7-triflucromethyl-pyrazolo| 1,5-a] pyrimidine-3-carboxylic acid
Gt f%“é’f‘@. s o 3. carboxylic acid . e
5['@— ¢hio =I-triflngrereethylt pyeazalol b et nymyifine phearyaxylicasid [3-
2185 drbxfii {1l BRH B MW isulfimoyl)-phenyl]-amid
sé)érélh":”@: %gl‘l rgite%g phen -gz-ﬁrgl\l/li)?ozngelztgyi pyrdzgl_oﬂ,s-a]pyrhnidine—?:-
cﬁrBo@ﬂlﬂcﬁi&ﬁ[PS’-l(ZM?&I&x&-)l la&ﬂ:rﬁﬁlyl—ethylsulfamoyl) phenyl]-amide;
5-[3-(2,2,2-Trifluoro-ethoxy)-4-trifluoromethyl-phenyl] - 7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid [3-(2-hydroxy-1,1-dimethyl-
ethylsulfamoyl)-phenyl]-amide;
5-(3-Methyl-4-trifluoromethyl-phenyl)-7-trifluoromethyl-pyrazolo[ 1,5-a] pyrimidine-3-
carboxylic acid [3-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl]-amide;
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-Trifluoronet hoxy-phenyl)-7-trifluoronethyl-pyrazo

, 5-a] pyri m di ne-3- carboxylic acid

Wo 66 | - phenyl ) -am de;

5-(3, 4 i %?%yuoro phenyl ) - 7-tri fl uor onet hyl - pyrr&Z8iF{0§/085302
-a] pyrim di ne- 3- carboxylic acid

( 3- sul fanmoyl - phenyl) am de;

S B0t ROSIN Tt LUSROIEL N BYEAER% 8L %3R5

car

Earbryslicos [3:(2- lmdmm El,y’rchmtthyl st} shianilyididari de,
% (63 ﬁlﬂ.lhﬁfre [pﬁeﬂy@ L. ﬁﬁfo%ﬂ?&g?i rpgp{%gﬂﬂé% 6@% éjgrc%%e)ttﬁr\é acid

razol o rim
?%/ W‘é)@y&&le@’ ¢ ﬂﬂ@ilm@mﬁ!ﬂsﬂ] ﬁranbyl) phenyl] ani
GQB Fluoro- 4~tnﬂuoromeﬂ1)d -phen I) 7—mﬂuorometh?rl u%yrr%zr?lé) ]h a]pgﬁrmdlrae-.?r-

s A %ua"xy ceaultsmogy) el -amids

ﬁy(ﬂbmﬂhd’rem&hs jﬂfm bmznaﬁbld;methyl-pyrazolo[l 5-a)pyrimidine-3-

L%ﬁg&]%%?xdﬂog% tiaJirH i}?]tcﬂ]%mhﬁeﬂzylsulfamoyl)-phenyl]-am1de,
5-(@33Netdwhﬂlﬂ)-t7fdlﬂdalmmditﬂ-mhzoﬂﬂ{e,ﬁ§aﬂpyriimﬂjnle-ﬁl-didjcﬁmmidftyl [3-

[ ST o 2

vy oEmtil-p437 m)crs@atnémmﬂm@a@m)—m@olon 5-alpyrimidine-3-
o | th
i SR s oS
>'Z>I4~P1 dopmein pheaparsrle Bhglpyimiting b eyl
adda (4—methy1— -sulfamoyl—pheny]) am.lde,

1{1‘%&1 rome%ﬁ)ﬁ%—@—tgig PB%Q%FF‘TYJ:‘ -SﬁO"FJ[hgla];%r aémle-%[ c]érboxyhc
{t@d (Qnmldd—aasylfalmiyl—pheml)mmma hyI sul f anoyl ) - phenyl ] - am
EDyrpmetyl -t mioromethal phomlpigolp L ey i
m iﬁrHaﬁ(?ohxdrqwsetmalbyﬂfamomlmxesyl}md@oxy| i ¢ add
i Q‘ﬁ(ﬂaofaﬁ‘?é’tﬁ)ﬂ-ﬁﬁ (rrdin Qb BRI Y- PR S RPN ) pyP RN L - @B oxylic

aj“‘f@ this-€2- @@FW&W%W@WTWWI‘W@N omat hyl - pyrazol
?}Hzﬂlhr5maﬂh}’p5’-(4-ﬁiﬂﬁoﬁmﬂe gy ak&o dme—3~carboxy11c

«'l(féd l(3 Zh!}{)%c?xyy 1 }})?d}'o mgl'uyli“il etﬁylrisulfaamogil pheny?]namme
BT@ﬂu@Idnmﬂwl—ﬁHémﬂi)oramdﬂ:fyl~erqﬁqinb}orDM5@Mdan53adaﬂibXth
g A AR el bR Shmiome v mberanideie.
ﬁTgﬂnm@meﬂwbﬁﬂ91mﬁlc(remeﬂalnbplyen¢l)tpyr¢zblmbt,smhxyhm:dlpaemmoxyﬁc

aﬂ@%@ﬂlﬂ i-sﬁ!;f eg i.ne- 3- carboxylic add
h et h}/l sul farmsyl ) - phenyl } - am

Jdélff oromethyl—gl (4~ mﬂuoromethy1~phenyl -pyrazolo[1,5-a]pyrimidine-3-carboxylic
aZId[?Qfd-nélﬁ?ICHIﬁﬂﬁbﬂo Hethyly lakfiigsor omet hyl - phenyl) - pyrazol o

iﬁﬁ}écfrhae{hgﬂé— ']II'E'SQ‘W m%l y rﬁ?rgegOIOiES-a]pyﬁnﬁdine~3-carboxyﬁc

aadImclﬂdnmSmﬁirhyﬂ-p&eﬁﬁ}-aﬁﬁdek uor onet hyl - phenyl ) - pyrazol

701%1?&1%{%]1&%-% 3 C%H’ZI’@‘? gmrra@qo[l ,5-a]pyrimidine-3-carboxylic

a@[ﬁ?fﬁhl%@éfmlfmmd-@hédbdl amfdeyior onet hyl - phenyl )

B’lhg' (4-51@01‘%5[}1 éﬂ E?l;%a? B !ﬁymﬁcﬂgl e~3-carboxy11c
aqﬁngh%%ﬁaﬁ&&%ygimﬁmumsmiﬁiﬁwﬂmm@yr zol
7IhifluSrotd J5f@45{hﬂ§ox%zfeﬁf 91&&&;}1)2%& 5- aAW midine- d3 ~carboxylic

‘aélg [é-ci:]%ro- -(2 %95:%3%1 1- c1y| S-léltlhfyfasulfamoyl]pphenyl] annde,
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7-Di fluoronet hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo
[1,5-a] pyrimdine-3-carboxylic acid
[3-(2- hydroxy 1- hydr oxynet hyl - | - net hyl - et hyl sul f anoyl )

f% H%é;uoronethyl 5- (4-trifl uoromet hyl - phenyl FeT2%4106302

o[ 1,5-a]pyrimdine-3- carbox%ll add
[3-(2- hydroxy | - hydroxynEthyr nmet hyl - et hyl sul f anoyl )

PRGNS 4 fnoometyl-phenply pprrclol Sl pypimiding: L sagposytic
ofcid ['5 (a}lpwquldwhme&yt aﬁhlybt(lﬁquﬂ)—hﬂﬂthyl—phenyl]ﬂmlde,

LSS Ot i
[2EEL5 APy ﬂ{qﬁ’drln@ﬂ@ hﬁvbw&\}lfqntoyl)a%meﬂw -phenyl]~
(ﬂDﬂﬁioPdﬁhe 194 41@11!1&?:!}0 yRIhHS0lo[1,5- a]pyrmudme—S-ca:boxyhc.

f| | - 4- t hyl - ph | |
5eid 153 fﬁ?‘ﬁﬁn %%wﬁwﬁ%fx"ﬁme%eaﬁdeny )-pyrazo
(ﬂrﬁﬂh@bmeﬁquﬂé-ﬁﬂimkmﬁﬁﬁﬂ?ﬁ}knﬂﬂpﬁ@mlo[1 r?-a]p}lrr;l:mdme— —calrboxyhc
0 en razol o
AR S S o)
Z%@MQI%PIEBWWMDQ'HOH{EWWGMIgﬁea]pymmdme—';’v—carboxyhc acid [3-
?1 Erafokﬁﬂ tﬁﬁ&ﬁﬂaeg?yl&ﬁ%ﬁa g Q@”S}uﬁé" phenyl ) - pyrazol
w@nzlkpml@)w q]pxn@idamhwrb@cyhy hdid) (F-aifayrioyl-phenyl)-

am de;
or ome 4-trifl uoronmet hyl hen I razol o
ﬁﬁj ﬂ#ﬂ.n#sn»@l‘ R AT e 4 tarboeylic L

bﬂﬁ@hbbpﬂn@ﬂ%ﬁm&gdroxy 1, 1- dlnethyl et hyl sul f anoyl ) - ph
5/12 7 /. EP2005/

SR RStk R EBT R EP I o EE BT 2 SROR L 55 o

oflp®yhpiepyimddee- 3- car boxyl i ¢ add

Ha@a&%ﬂ%@ﬁ%}% ﬂet@l%%agglo[leg-%kr%m angg)cm}ﬁoxyhc aqla% 2 h

Eﬁéﬁﬂbhéﬁ@@ﬁ?ﬂf@m@mﬁwmpﬂW@bﬂnﬁbﬂhﬂh-phenyl) pyrazol o[ 1

e AR T e

5 DChlowo-phet)y bthdt- ls;éaﬂom [ 5L0pR Rkl 3 &E&ﬁbﬂl& 2dY (B&0hMoyl-

riniidine- carboxyllc . acid
.$§m%%a%f%%thylan1no et hyl sul fanoyl ) - phenyl ] - am de;

y(@cmwhmtmgmyl@momu 54aﬂmmiﬁinh53| eapthtanlid Jeidbipe @z ol

éﬂogﬁ% g%qlisuﬁan% lafiam0c

net anrino-e anny phenyl | - ani i de;

B4 -phanypteprppyl-piraao d[ﬂ,ﬁ@ﬂmmﬂw-wm@hmcid 6-a] p

ek b Ihenyd)-Gaideoxyl i ¢ add [3 10

(1- hydroxynethyl cycl opentyl sul f anoyl ) - phenyl ] - am de;

5- (4- Cbl or o- phenyl ) - pyrazol o[ 1, 5- a] pyri m di ne- 3- carbox

yllc acid (3-sul fanmoyl - phenyl ) - am de;
5-(4-Trifluoronethyl -phenyl)-pyrazol o[ 1, 5-a] pyri m di ne

-3-carboxylic add (3- sulfanoyl-phenyl)-am de; 15

5- (4- Chl or o- phenyl ) - 7- net hyl - pyrazol o[ 1, 5-a] pyri m di ne

-3-carboxylic acid (3- sul fanmoyl -phenyl)-am de;

5- (4- Chl or o- phenyl ) -7-met hyl - pyrazolo [ 1, 5-a]

pyrim di ne- 3-carboxylic add [ 3-(2-
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hydrox) r-1, 1-di et hyl - et hyl sul f anoyl ) - phenyl ] - am de;
7-Met hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo |
1,5-a] pyrimdine-3-carboxylic acid (3- 20

phenyl ) - am de;
W(zﬁ%@%/oro phenyl ) -7-ethyl -pyrazol o | PCT/EP2005/006302
1, 5-a] pyri m di ne-3-carboxylic add (3-sul fanoyl -
-14 -

phenyl ) - am de;

St el S
wyel, Dyltm @bkt Fans) phel ?—@Mﬁ&e an de;

2 &5 @QES %?*}Y@h’ed E’)PE%WP ?%M%ra PR %ﬁ%ﬂm i (3

saFansilagie8d)-BeideFP2005/ 006302 - 14 _
é(%écar%gﬁ%yﬂb)e—g)cfogl %I—?éa?o\fo[l,gya]%%%l 35 ca%c.p}&ﬁ :mic{:l fSr-](Z—

yyrasydhd dim elhﬁeﬁgishlﬁdm%ﬂ]ﬁghesﬂﬂ-faan@,'l) phenyl ] - ami de;

e a i T g T
bytylsulfem

ﬁ?-‘!l ea? rydopr opyl - pyrazol o[ 1,5-a] pyrim
5d(4n€hl3rd>§li W— yI— gzdlo[1, 5~a 1dme~3—carboxyhc acid {3-(1-

0 yl s I I henyl ] - am de;
hgxfoﬂ”)é%% ‘(_‘YC@H ‘;ﬂa &5‘5’%8 yz agol o%/l] 5-a] pyri m
5ek{4r€hl3r @ plidngR - tydopmp(;ﬂ ﬁ}&aﬂow[l 5-a]pynm1dme—3 carboxylic acid [5-(2-

hg%éﬁl %—e&?ﬁe@%ﬂ%@q gﬁ@%?“mﬁl}] ragngf ’0[1, 5-a] pyrim

- 7rQydaprepitar Boxifhoromatiytpheyl) pyraolo( 1 5-a]pynnndme-3 -carboxylic

XEIES ntyl sul f anoyl ) - phenyl ] - am de;
armg%gChl or}g%hﬂgmc 89 r opyl razol o[ 1,5-a] pyrim

7r‘8¥4f@f§!¥é-§r(ﬁz§%§wrem&téwb¥{?@y5zzyrazolo ,5-apyrimidine-3-carboxylic
abqB-@X hyliroky-Qj 100Ny T- e MR B PREhYI-8mimRt hy! - phenyl ] -
3‘9]’639@6%4 -Sifrtrifuqramethyl-pheswBmararglol LralRyrimidipe-dxarhexylic
a&disaérpbﬁtyhummgd@hagﬂ)bﬂmdblaad add

AR R ko b S Eieolo ot eyrimias 3rcaftioxetic

a‘a]iﬁﬁ-l(z‘hl’@pm-lﬁ -dimethpksthylglfamoyl)-2-methyl-phenyl]-amide.
[ 3-(2- hydroxy-1, 1-di net hyl - et hyl sul f anoyl ) - phenyl ] - am

d e; Other [‘éﬂﬁﬁb{n 5111((& dritle’ &%ﬁeﬁﬁfém%se%ﬁm‘ﬁﬂdswe?&?h@m 4-

]]E -carboxylic . aci

ﬂ1°§9 fg\ﬂv 3 Buﬂ# ﬂpmﬁ fingd-herinabaife for examples the

followduoaphnds: (4-trifluoromet hyl - phenyl ) - pyrazol o[ 1, 5-
a] pyrimdi ne-3-carboxylic 20 acid

7-['15n£fvsfr<pr¥ qungyglﬁ%l}m ornéq#@ ngan l S mﬁ%@}w{gﬁ}e —caIBoxyhc
adigh ?efmowhOhmee4-tsh1&w1)€rdlmﬂlmnmiev\her ein R3is 4-
7B B iy, 4 o
acid ﬂﬂ-[rﬂwm)bplewefrﬁglfonsi)(rdmyl}-m&ebnet hyl - phenyl ) - pyrazol o
5-44-Chbora B A Y HifiRr dneByI0HF¥ol o 1,5-a)pyrimidine-3-carboxylic acid [3-
(morpholine-4-sulfonyl)-phenyl]-amide;
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid {3-
{morpholine-4-sulfonyl}-phenyl]-amide;
7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolo{1,5-a]pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;
5-(4-Chloro-3-methyl-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;
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5 add [3-(norpholine-4-sul fonyl)-phenyl]-an de;
i f1 uoronet hyl -5-(4-trifluoronethyl-phenyl)-pyrazol o
, 5-a] pyri m di ne-3-carboxylic acid
i ne-4-sul fonyl)-phenyl]-am de; <
- (4- Chl%?% phenyl ) - 7- di f | uor omet hyl - pyr azol of T B2 2A5Ae302
i m di ne-3-carboxylic acid [3-
rphollne 4 sulfonyl) phenylif-ani de; 30

553_? é%rlf l?%c}%uotél fletkjl }_%gfzggﬂ prygtzn? o[ 1 o a] r?Jc acid

éiwc

ri

( fﬁaf‘mfrr@holn&-‘ﬂrslﬂfﬂin?lmhhﬁyl pdngidys| | am de; ool - oheny
T
[ (WPB?’@M‘%&“J@HEI ?]ggl-ga)n;ugh%[‘]yl %ﬂ{am de; m ﬁm

}@Lloﬂ'l%u&% g'I L7 fqbut)fo elﬂﬂﬁ gﬁ% X 1,;594p dthe-3-
[ l'z%ﬁ‘fpfrﬂff srmorphalir drpltyohehegV semidaiend v

29@55&133?—3&113@81/05@ &%Mﬂu&@memyl-pyrazolo[l 5-a] pyrimidine-3-

fa‘glfwﬁhoarcb t@%ﬁi‘;ﬂgﬁlﬂ)‘?ﬁ“ﬁmﬁ% ne- 3- car boxyl i

c acid [3-(norpholine-4-sulfonyl)-phenyl]-anode;
5- ( 3,54l othier preferpd phmpyinds of theiidventiroare tHoyd copyroandd R,

a1

DB MRS B o

9‘8“%@9H9Pmﬂnkrlfluonnethyl Phenyt)-7-trifluoronethyl
- PYnzol o[ 1, 5-a] PY di ne-3- carboxylic acid

[ﬁTﬁﬂmfrﬁﬂﬁeihylﬂﬁ-(fﬂ-trﬁlﬂoﬁﬂﬁ&hﬁl 'p@l'éﬁfl)ﬁb}}razcﬁd'[‘l g jpyaiieh dme—S—mrboxyhc

S ol R i (el i lneronhety -

[P3ragohof Ighe)pynmidines BHchrboxylik agh @}@ﬂﬁoﬂﬂhﬂ-ﬂ -su&mﬂ]-pbetdyk}xanude,

L T CRNR

;@arévp@hagcxéé%(mhﬁmeelrwéfgaﬂbphmﬂ -anidaphés t he
f5 1(9%61'3% RN Hlli@x? —7—tr1ﬂuoromethyi I%grah zolo[1, 5—a]g§;|]115mdme~3—

Iuor met' h trit uoro pyr azol
01@’ isagq FPYHOé}flﬁé @nkfaia RYaniyl-ami ¢>d

qumﬂdrbcﬂheﬂﬂ}l—?'thﬂ&dfbﬁl gﬂi yeRARITY, |5-]a']$\ﬂ]u§i§me- -carboxylic acid {3-
ri

E gﬁgﬁ%{%’s&xﬁs 5@% f u@i?ﬁ%&?@r%@‘a@m

b4 Claro gl B oy clapbfybpykyolp [enyfojrimilines-clbosic acid [3-((S)-

( thyl ; 4- Iuoronethyl phenyl)
Zh§&£%H$&F§%gQ¥+¥§%ﬁhﬁ ﬁgyghm%g 5xyllc acid
%h (pyrrolidine-I- sulfonyl) phenyl ] - am de; and
qeerpeuBfoaiibeiayeniion sy by |pyep¢rqdrapchrdmg tepTiogdss eymprisilg
Rhctihg 2 calpy i dbbReaSvi car boxylic acid
[3-(pyrrolidine-l-sulfon)rl)-phenyl]-am de;
5- (4 Chl or o- phenyl ) - 7-trifluoromethyl - pyrazol o [
1, ] pyrim di ne- 3- car?oxyllc acid [3 20
(

( ) hydroxynethyb; ol i di ne-1-sul fonyl henyl ] -a
m de; and \‘ &Hf

5- (4 Chl or o- phenyl ) * lelgsta IprrazoIo[l 5-a] pyrim
i di ne- 3- carboxy&hf Cld 3-

with a compound of formula VII -
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2- hydr oxynet hyl - pyrrolidi ne-I-sul fonyl)-phenyl]-am de.
The conpounds of the invention may be prepared
according to a process conprising reacting a compound
VI R4 -N(M) R NaR2 HOO25 with a_
gﬁ%@éﬁ%l’%f formula VIl WD 2005/ 123738 PCT/EP2005/006302
PCT/ EP2005/ 006302 -16- OR3 S-(CHZ) NHI z ONR ~
RS wherein Rl, R-R3, R4, R5¥nd p are as defined in
fornmula | above; to _Obtain the conpound of fornula I
and if desired convg@rting the conpound of fornula I -
into its pharm scal acceptabl e addition salt. 5
The pharmaceutical | y| accepttablg_addiii on salts can be
manuf actured readil @ accor t o met hods (KHdwn per
se and taking into considerdatixs the nature of the
compound to be converted into-a r%al t. I norganic or
organlc ag @g§ %éphsas for exaqg hydr ochl ori ¢ add,
hy avhsere B & 4i B, Rswd e pedeliop in fesopulh Eabayesd,
phogiHesih ﬂle%@ingoﬂ{d SFifbrininfla T %ﬁ& ﬁdea‘lﬁa %ﬁv&ﬁﬁig‘%e &

aC| l.ei c acet.i iLni ¢ add, tartarlc
orTgP tﬂ&ﬁg]éﬁwﬂ thaleé‘E‘feBt ]ﬁ gitige slis ul phoni ¢ aci d

and the like are suitable for the formation of

pha rwmmmhﬁcyﬂmcmm%i@lﬁmi salis @h bb a&hafacmmhmdﬂy

&fcoid% ﬂlrtod? H&"f%é?%%ﬁd t?%ﬁfg 1rgtg %oﬁs%e?anﬂﬁ% ?ure of the

COﬁpO e carrle

m@drﬁ@ be ginvértedtietofashlf.dnprganig enelgahc pndweduase@r bxample,
W&ﬂoﬁc@dﬁhhﬁpoﬂ%ﬁﬁ%gﬂr ﬁﬂ%ﬁ{rﬁ acRUAERH, gﬁés 1%1]1 cid or citric

eme .1 and ‘'schene | a, procedure giv ene

4‘2 » formic acith Fumrisracids walejcacids el 38 %%%%?IWC acid,

: m’aﬁﬁ.ﬁésﬁléfémt &1&}5&0%11@@1011%&6%& tHeQike ateRURINEHE e

R PR Al G tAbRe LG PR oSk efBrmula L.

the preferred one. As for the reaction of the conpound

of f'ﬂfe'?tﬂtﬁesﬁs%‘f@e ilfedobe dBate O5R (Hﬂlq!s Qf fob R Q'g{"@ abgn\él r?}lay e carried
%W gﬁg £ carrled o f@ﬁg
9% f following general ol P18 ddrknEosed edures are
qnulnﬂadrbehbma Ischetnie] and bdbemeAa. The prbederegpiveaieschéme 1 i,
c@ﬁ?enient for intermediate compounds VI wherein R*is CF; or CHF,, whereas for
intermediate compounds VI wherein R* is linear C;.; alkyl or cyclopropyl, the procedure
outlined in scheme 1a is the preferred one.

As for the reaction of the compound of formuta (VII) with a compound of formula
(V1), it may be for example carried out in accordance with the following general
procedure IT which procedure is outlined below in scheme 2. In these schemes (I, Ia, and
ID, RY, R? R?, RY, R® and p are as defined hereinabove. Procedures I/ Ia and Il are
applicable for the preparation of all the compounds according to formula L.

General procedure .
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1), R, R2, R3, R4, R3 and p are as defined

her ei nabove. Procedures I/ la and Il are applicable

for the preparation of all the conpounds according to

f General procedure 1. WO 2005/12373 .
P%IT%‘%%%@ 006302 -17- Scheme 1 R4 step 1. 1§6T'"EF%“83’°°63"2
oxx'" ROR NaOH MCH R (H) roomtenperature (1V)

Step 1.2 H(u) FNNOR N Rt I)USoI vent (e. gAcOH) refl ux
HO 2 2) Hydrolysis O gczl\lo !Step 1.1: To a stirred

sol ution of conpound o la (I'1l) in an organi
solvent (e.g. tent: butshr1i5 nethyl-ether) is added at

in an or ganjé gol vent (e.g. X Ry -

b ‘ . The reaction mxtyre is stir room
teRperature for about cool ed, aci gffi &¢
extractgd (e.g. with J,m&uﬁ& her). The conbi ne
organic layers are washed and dried (e.g. with MSH)
and evaporated to give crude conpound of fornmula to
(1'V) which can be used without further purification.
Stepsdp¥s A stirred mxture of commercially available
3- am no- 4- et hoxycar bonyl - pyrazol e (conpound of
formulgg (V)) and conpound of f®Y nul a (W in an organic
add Qe“.'g. acetic acid) isghegted under reflux
cWons for about 1.5 pt.NThd reaction nixture is
15 "evapoPEt ed and the cru |

KCH i n net hanol

m f concentrat ed (base” (e.
a%%&%‘?@ﬁ%&eacti%ﬁ ture i Ted at about
60 C for about 1.5 1It, cooled, acidified and
concentrated. The precipitate i collected by

filtration and further

Rl ssolved in a

Step 1.1: .
"T'o a stirred solution of compound of formula (I} in an organic solvent (e.g. tert.-butyl-

methyl-ether) is added at room temperature a solution of sodinm methoxide in methanol
followed by a solution of compound of formula (II) in an organic solvent (e.g. tert.-butyl-
methyl-ether). The reaction mixture is stirred at room temperature for about 19 h,
cooled, acidified and extracted (e.g. with diethyl ether). The combined organic layers are
washed and dried (e.g. with MgSO,} and evaporated to give crude compound of formula
(IV) which can be used without further purification.

Step 1.2:
A stirred mixture of commercially available 3-amino-4-ethoxycarbonyl-pyrazole

(compound of formula (V)) and compound of formula (IV) in an organic acid (e.g.
acetic acid) is heated under reflux conditions for about 1.5 h. The reaction mixture is
evaporated and the crude product is dissolved in a mixture of a concentrated base (e.g.
KOH in methanol and water). The reaction mixture is stirred at about 60 °C for about 1.5
b, cooled, acidified and concentrated. The precipitate is collected by filtration and further
purified (e.g. by crystallization from diethal ether/methanol) to give the compound of
formula (VI).

- General procedure Ia
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purified (e.g. by crystallization from di et hal
et her/ methanol) to give the conpound of fornula (VI).
20 General procedure la. WO 2005/ 123738

Q@Oﬁé@% 006302 -18 Schene la Step la.1 OO Rl Oo0
e t z\ | Rz\ NaHtol uene/ 100 C (ACT(§P§05/006302
Step 1la2 Step a3 rx~ H H N NN-d net hyl andne, cooEt
3h/100-Ct(.g ~ Rt Solvent (l-g. AcOH) o NO I/ a

OCl N2 .JoR (x) (XI) Step la.4 Step 1.S R*zaCl
Gar) or Zn(R4),(Xlla) /TEO NN \ 2N NaOH MeOH N-N \

X, pd-C/ Et O/ NEta(tor R+Siigmeq (i "' Ti \ ]Zt Iowj-\ Rt
(xiu) (vg 5 Step la.1l: 'al'egla_q suspensi on of sodyum
hydride in tolgene are_added subsequently di

car bonag{bﬁgu\a conpofffy f@f formula Ghl),
sol ution | oWy war mgtbog™t o 100 C d awhi ch
pr ocess gl gen gas W The i reis
stirred at geflux tenpSFEttHFE For 6 to 15 hy, After
cooling the mxture to 10 C, acetic acid acid is added

fold.ped by ice io water and conc. g The m xture
was extracted (e.g. wi pl ethyl acetate). The organi

| ayef )i s spjccessive shed wit hp@gueous Na .
so!’:ﬁ%ggh wat er anﬁi@&( ied [dhdpehylndinc, ’/N\; &t

Solvent (e.g. AcOH]} o o
reflux J 0 . o] g
(X1}
Step 1a.4 Step 1a.5

¢ 4
RAZaCl (X11) or Zn{RE),{X1la) /THF Non 208 NaOH/MeOH Nong™x
or 4 1 70°C 4
H,/PA-CIEtOH/NE, (for Rt = H) =l R A R
e ——y =
: o]
o : % 2

() v

Step 1a.1:
To a suspension of sodium hydride in toluene are added subsequently diethyl carbonate

and a compound of formula (I}, The solution is slowly warmed up to 100 °C during
which process hydrogen gas is produced. The mixture is stirred at reflux temperature for
6 to 15 h. After cooling the mixture to 10 °C, acetic acid acid is added followed by ice-
water and conc. HCL The mixture was extracted (e.g. with ethyl acetate). The organic
layer is successively washed with aqueous NaHCO; solution, water and brine, dried (e.g.

- with Na»SOy), and evaporated. The remaining crude product of formula (IX) can be used

directly in the next step or, optionally, is purified, e.g. by distillation.

Step 1a.2:

A mixture of a corapound of formula (IX) and 3-amino-4-ethoxycarbonyl-pyrazole
(compound of formula (V)) is heated, either neat with stirring to about 150 °C for 2to 6
h, or preferably in a solvent (such as e.g. acetic acid) for 8 to 20 h). The product of
formula (X) can be isolated by a conventional work-up procedure, e. g. by precipitation
of the product with water or partitioning of the reaction mixture between water and an
organic solvent, such as dichloromethane, and the crude product may be further purified,
e.g. by crystallization.

Step 1a.3:
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with Na2SQ4), and evaporated. The remaining crude

product of forrmula. (1X) can be used directly in the
next step or, optionally, is purified, e.g. by

dingg 20bd/Bbien. Step la.2: 15 A mi xture of a copp

formula (1X) and 3-am no- 4-et hoxycar bonyl - pyr azo/#{%(}%{m02
(conmpound of fornmula (V)) is q$at ed, either neat with
stirring to about 150 C for 2°to 6 h or preferably

‘h§l &?ﬁgﬁ%‘f&gu ct g:;t) ?s?’e%ﬁ%f"’}}ﬁ%%m% Q &G%Q@for 1to 15

do rvelereblp imthe wessdace of adrasic edtalys (.. dﬂgethﬂynqéme)cﬂper maw:@ns
%oleﬁ GnReRPbated i ud AR restiueRAS &&n&?@ b@tg.reé}f witB¥&nd an organic

ction mxture betwee wat er. an Organlc
<o Bhes Sighlorometigne. o b Aestateinie Oéﬁarﬂlctkﬁ’éfs @feppshed with water
Rindduigk, driies. fWihMNesO H mdlevfidrate® The ﬁk)hmmng cude product of

st.al.lj.zat t e
HearRR S &bty gt et Sloh 3 areti it i ot by
oeastallteatiod.h stirring with POC13 to 80 to 100 C for 1
Q.19 4.N, preferably in the presence of a basic
t (e.g. dinmethyl aniline). The m xture is
Footherepantion aposcampatingd {XURe whereinfs repeesenty §néag Cr.5-alkyl or

Q?Ji&}!:ﬁ) oﬁ n@s@hﬁ%ﬁ WLl o§ﬂﬂuﬂﬂ QPP k&gent @hﬂlﬁﬂ {XT) or

| oronet hane or e acetafte t he ani ¢,
) KT REGIOLD) Gri et OB o s hesiid @D fo7°C for
VistB 6N T AR cddled ﬂa@&uﬁa\&ﬁﬂﬁfraiﬁ@deﬂ%ﬁuﬁ@m&bﬁb&n%bﬂﬁm
ﬁ%lg%‘d%t fwmf oe:}frrelérlitrgftg%(rr%th n1 be usqng dé é?%ﬂé g;.!rsp arEe I;f]\rgshed
mtj&s&ﬁrl aind hi‘ln@ dnerH[eegpwilth I%gS(E@,ranﬂ hﬁppfﬁﬁlaﬁ‘hé ¢rade @odact can be

R N e R e e

nof for mula (XI11), a reagent R4ZnCL(XI1) or

%J)lp%f acd oﬂng mb& %hks}eggc%e&s h@éf Bhﬁ‘)o tlon of

in THE heated t
# sypRerndd farpia (R laraesdvgnta(aaea edhapel) ms@areéw@ca@@osphere of

numthecﬂaés@ﬁde@e aﬂ-ﬁﬂﬁuﬂ'fbﬂ(l:&h&&)al andfhbakel(eg tﬂbﬂlﬁamme) at 20

and th ers are wa
%F%Pla(ﬁﬁhﬁheﬁaﬂw SCLERE LRGN (T
axmxmnﬂtoéﬂnmiﬂ&f{XﬂtMﬁerﬁﬁR&&diydﬁgm be 15 used directly
é'ﬁ H]g next step, or firstly be purified by
ography and/or crystallisation. For the
Ao gpar@ﬁnatmocfpoancb%mm R lindar Gunelkgion cRRliopropyl, can be

FRPLSTEF S B S B R ot
uged fq It%l]f‘i’ Feegiyhestens padydr Q@Fmen’fy\aﬂl@g@guq:qqls p%S> el et godium

184irBadd s3RitivA) ﬁé]?'i&ﬁﬁel réyeflcedr 2 2o RSt (B cWas methanol, at 20-70
trlethylamn Cfor0103h The m xture
filtered and the solvent is evaporated to afford a

compound of forrmula (XII1) wherein R4 is hydrogen.

General procedure I
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t he sol |on S feonl edNHp about Clang '
chloride is 5 ag The reaction/m '
-at room tenperat\yr gt or aboutgg-hand evaporated to

Step la.5: An internedi ate conpound VI, wherein R4 is
linear O _3 al kyl or cyclopropyl, can be prepared by
subj ecting an internediate conmpound (Xl I1) to

al procedures 25 used to hydrol yze e
ggaé(?gﬁh%é by treatment with an aqueous basl’é:T"'a:,i’ﬁ‘t’f’ﬂ""063']2
as 2N sod|un1 hydr oxi de solution, optionally in the
presence of a co-solvent, suc® as nmet hanol , at 20-70
C. Ceneral procedure 11 30 WO 2005/123738
PCT/ EP2005/ 006302 -20 S2%emwe22 R 3 OR4 D% (CH 2)p
NH+ NNLzZQN~R .HO O(/ R (VII) RS NO Step
2.1 1) oxalylchloride 2) pyridine/ DVAP R4 N- N H
N~ (1)R3 - OR R-(CHPORZ RS,Step 2.1: To a
stlrred\§g uti on of conpound of for a (M) ina
sol vent cmﬂﬁF) is added at  rNefmrtenperat ure DM,

dryness. (§$Hpre0|pufate IS dlssoHDedong pyTi dRne and,
while stir g at room tenperature,

4- di-met hyl am no- pyri di ne angl a conpound of fornmula
(M) are added. The reactjon mxture is allowed to
stir at roomtenperature fof aphout h, evaporated to
dryness and the crudﬁqp&édu:t é;ggﬁﬁf (e.g. by

fl ash chromat ography on sil ) yield the

product, which can be furth?r purified (e.qg. by
crystallization from.

R4
/N\
_ N
N N™ @ ‘
, 9 0 R )
R*—§—(CH,):
O _ G

5

Step 2.1:

To a stirred solution of compound of formula (V1) in a solvent (e.g. THF) is added at
room temperature DMF, the sohition is cooled to about 0 °C and oxalyl chloride is
added. The reaction mixture is stirred at room temperature for about 3 h and evaporated

- to dryness. The precipitate is dissolved in pyridine and, while stirring at room

temperature, 4-dimethylamino-pyridine and a compound of formula (VII) are added.
The reaction mixture is allowed to stir at room temperature for about 16 h, evaporated io
dryness and the crude product is purified (e.g. by flash chromatography on silica gel) to
yield the product, which can be further purified (e.g. by crystallization from
methanol/hexane). |
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met hanol / hexane). WD 2005/ 123738 PCT/ EP2005/ 006302
-21 The conpounds of formula | and their
pharmaceutically acceptable salts are netabotropic

okd ABL87kecept or antagoni sts and can be use
treatment or prevention of acute and/or chrogl £/%£2BBJ)(%6302

neur ol ogi cal disorders, such az psychosis, 5
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di sorders and menory deficits. Clher treatable

i ndi cations are restrlcted brain function caused by
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In addition, the pharmaceutical preparations can contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
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15 [bemamammmnﬁgpé}aa?l ates also to the use of conpounds
of formula I and of  pharnaceutically acceptable salts
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eukaryotic r&ssi on vectjor, pc —@amp_TT[0
“lnvitrogen L?g'lﬁ ai slle f ll WP Thi 4 n‘gs %’4
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25

[*H1-LY354740 binding on mGlu2 transfected CHO cell membranes.

Transfection and cell culture

cDNA encoding the rat mGlu2 receptor protein in pBluescript Il was subcloned into the
eukaryotic expression vector pcDNA I-amp from Invitrogen Ltd (Paisley, UK). This
30 vector construct (pcD1mGR2) was co-transfected with a psvNeo plasmid encoding the
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Gii¥efnd) SO

Data analysis.
The inhibition curves were fitted with a four parameter logistic equation giving ICsp
values, and Hill coefficients.
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val ues, and Hi |l coefficients. WO 2005/123738
PCT/ EP2005/ 006302 -24 EXAMPLES Synthesis of starling
mat eri al Sone of the starting materi al usedinthe

SRR 3REocedures | and His commercially ay
However some of said starting material has bé’gﬁm HooSjo0ss02

prepared 5 according to the procedures as outlined
hereafter and unl ess ot herw ‘s%4'speci.f ied, the

i nt er medi at e conpounds de%t herein are novel
conmpounds. Ot her starting | -useful in the

gener al procedures | and Il nmay be prepared taking
into account the é | Qwi_ng exarrpl es .of preparati on and
usi ng known net hods:SVaiissisalstarting materd Fophenones
derivatives (starting material of formula U io0

Ex anppme of the startivigmpapdriaBused iirf the genena progedurestapdiBisone

I@ma;e%m{yraealamect{&@ak%n{&@k %%g%t&fal Hé%tb@énsp&

it PR roch i putied BFEpaler ok ol s e s

igeroiadinte gpnptounds described therein drefrovel Zﬁnpmmcht Othepstarting material
LUARGH Bl feral O&H&Mﬁrﬁﬁ BE RSt fROM

te erature fluoro El%lb yl*-acet ophenone
% f&ﬁﬂ”ﬁ?@@%‘é“?ﬁ‘& n&@g‘%tl on mixture
was stlrred for 6 h at 60C and for 16 h at room
t enper$pnthesis offdretophermutes davivatids (starting matal elfoto@s 1) a
sol ution of potassium hydroxide (1.09 g, 19 mmol) in
water (2 m) was added arftkample Al xt ure was stirred at

r T, m xture was poured into ice/water
%‘gge%ﬁ'l%‘ﬁﬁg” ‘T‘Lg t28efORRYORDE et hy| ether (2 x 40 ).
The stivedhindedolRf ((9CY sotirior chpEBsita et VitdiRthte\( 1139 gVa2 B¥mol) in

bl i Bt AR s W i

wwﬂtlheé (o129 noiplatroencferperhogr Bpthy white suspénsion wpsladded at room
/

%{%ﬁﬁkﬁg S ?1%!&);&3 %ﬁﬁ\g@g%‘ﬁeégl ;gettfp%e%n\ésl H?m&r}o& £5d DMSQ (2 m).

Tl 1eaciipn nexiurs W&S@@aﬁé faox 64 gt 602@‘,md for 16 h at room temperature The

Aaﬂomﬁm&e {vbd dobléa r(@’@ti%lu‘lﬁﬁ%ﬁaﬁﬁﬁ&? ﬁyd-E‘@xﬁe Bi. wg &4 mimol)

suspeg n of ﬁo assium_et hanol ate_ (23

BTREFOF & BT e s sEEef %té%é?faf%?% e chixtue was
odiretd inmcaﬁm@r (4ousl) enderttracel] Wath@idb] iten (2t APRBNTREcombined

I
%s%e}lﬁkgéfmge&afﬁeﬂaatbaﬁ%f%#%wg%rﬂa?ﬂsﬁ?&r b 55 Qg0 and
dvemorate] Thelcryde@roduct (892 @ cae furthrriparifedistelunirageomatagraphy

Ly 0,
SN AT &%g e lagétagt Y LALIR ' Bhluha (08¢, 77 79) 21
h@}YeﬂwhﬂEld(B@(ﬁi))ZOwrﬂ\@d (MgS™4) and evaporated to
give the title conpound (2.9 g, 98% as a brown
solid, which was used w tm%blefzwt her purification. M

(El') 232.1 [M.
4-Ethoxy-3-trifluoromethyl-acetophenone

To a stirred suspension of potassium ethanolate (2.36 g, 27 mmo}) in ethanol (30 ml) was
added at room temperature a solution of 4-fluoro-3-trifluoromethyl-acetophenone (2.5
g, 12mmol) in ethanol (10 ml). The reaction mixture was stirred at 60°C for 2h and
evaporated. Ice/2 N HCI (50 ml) was added and the water layer was extracted with
diethylether (2x 100 ml). The combined organic layers were washed with ice-water (50
ml), brine (50 ml}), dried (MgSQ,) and evaporated to give the title compound (2.9 g,
98%) as a brown solid, which was used without further purification. MS (EI) 232.1 [M].
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WD 2005/ 123738 PCT/ EP2005/ 006302 -25 Exanple A 3 4-
(2,2,2-Trifluoro-ethoxy)-3-trifluoronethyl-acetophenon

e To a stirred solution of

4 trifluoronethyl-acetophenone (2.5 2

rr{“ra:gJ i)d@l(r%y%st)l\/so (15 M) was added at roomten‘pg‘l;g#{?rogymsoz
2,2,2-trifluoroethanol (1.7 g, %17 mol ) 5 and potassi um
hydroxi de (1.74 g, 27 nmol ). 'F e reaction m xture was
stirred for 30 mn at 40@.,l, 1@/2_4,\I HC1L (50 m) was

added and the water |ayer was extracted with

di-ef Ny eihiRko-tdsxp Bnilludronde HRedndr gani ¢ | ayers

e e e (o0, T

(BMBO15 nﬂ;B%as dldediatlybOMiierSitrattre 242 -GhifluRSethiSOD( 1 ¢, IDhHmol)

St S50 1 e L o

Iat @mmem 37| fﬁOmﬁID weer@iﬂecl imd thp mmylayerer«ah axtm&:dwa&

sequ
DABBPEEP: O I00E) The Mk ARRDRAR: itk SRt withfrewater (50
unlié?mm(é@mlhtdﬁﬁ%@m ) anl vmpreiod iveshe e envapame (56 &
L8y 0 bANGH @R, iidh fashoe et B Ricer bilrRMEH. (S (1181 [
was placed in a 1.5 L flask fitted wth a mechani cal
stirrer. Then diethyl onate (97.9 nmL, 625 mol)

was added drop wi se at 20 eA4inder ice bath
%oﬁegxyﬂé tnﬁmtmt&e epvi aceto\ﬁhh' te suspen5| on was the added

comerci a aval 5-
Clibledr (@ -xﬁeuhyH—mﬂhomméthﬂfph@nﬂi-h@lbncphm lpeapired by @xIelidoving
%@%@g 44-7] (60.14 g, 250 20 nmol) in one portion, the
ture was diluted with DI\/SO(lOO nm) and the red
dMethglr Zrpirogb tiiflpogmoethdmbesylamined for 20 h at 60

@{)dgf;g mrln 5%:%@@@\@% saﬁgsg}ﬁl é 45111& té@-%u&n%fa{rfl{?l .88, 26 mmol)
BT T i pliteding ) s Bisk. Befhd wis Tbebaige olupigy Then

lelesiiyd dmldhaﬂeQ@?.@nﬂg GZSmgfsol)adasEﬂdledf dibp s ﬁﬂZm 30Pamnder ice bath
m xt ur -CO0 to e t wat er,
Fodtstr o WR3nRR s erin S e o6 soblt AR Gty bl 5

eldbra2-indinlo-hiridecrpimriyl-phenylamend [EAK-Nb. 3@75??4—7bf@é& g 250

Wﬁﬁﬂoveﬁp FREEPnipY Sl QuIEIRG Mo randfie e,
saliéon wersnedrin tg 68 £@ andutirredior 20He#168 16, The mixgrewagsopled to 23

Cy, M\@&J}@@oﬂwﬂatabﬁﬁhm&mme @854, etsh@ g, 1 iol)@n GRFP P10 $hiSwas

I d h
oIS 5ot et oo 1 o U AL . e
ilmﬁhfkmgalsioﬂfsﬁ Etyi}% &ih%técbwﬂh tNattef dtaomuaubydmbﬁaaz»aﬂ?g@g 3H(:l 3
r.api [ r Xt ur. I
P Gern s e P bl el b M g it
Tapak )venemmh&tm brind, dneﬁd4(5@r MgpOasnddyaporame tagigedbrown solid,
%Ell&l lw%yﬁ*_té{a%@ci e?tf:?e, filtered o‘ﬁ'f an washed with he gtaipe to rﬁlVe the

dor oret phenyl am n
gﬂ%@n];(@@d@s g brcgqysohﬁfﬁqo & ﬂi%érwhlch was used without further

purification. MS (ISN) 218.9 [M-H].

Step 2: 1-Bromo-5-methyl-2-nitro-4-trifluoromethyl-benzene

To a rapidly stirred mixture of tert-butyl nitrite (45.33 mL, 382 mmol) and copper(II)
bromide (76.1 g, 341 mmol) in acetonitrile (450 mL) at 65 °C was added cautiously solid
5-methyl-2-nitro-4-triffuoromethyl-phenylamine from step 1 (50.0 g, 227 mmol). After
the addition was complete, stirring was continued for further 1 h at 65 °C. The mixture
was cooled to 23 °C and-poured into 1 N HC! (1000 mL), extracted twice with TBME, the
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the addition was conplete, stirring was continued for
further 1 h at 65 C. The m xture 35 was cooled to 23 C
and poured into 1 N HO (1000 nmL), extracted tw ce

W bhods t he WD 2005/ 123738 PCT/ EP2005/ 006302

organi ¢ [ayer was washed with brine, dried oV ’Wﬁ@ 06302
Renpval of the solvent in vacyumleft a brown oil,

whi ch was purified by silica I col um chr onat ography

}#Ema %g@h@ﬁ%a%%%thaﬁgﬁlte a&.r? nix%r 1@38(94 g%?&é)va? Wtéhé io%ejlt in
Zygugm[lnpff a byoyragls which mg@u &y gpc&el column chromatography with
5hé}%d%}!/éthﬂ altidel 941 Sild the AEOERIS VM B8R 7MW Gkl €488 g, 77%). M

Eﬁ i [gvﬂrPé'{dI%gF_’OiW?]tro 4-trifluoromet hyl -benzene

from step (49.80 g, 175 mmol) and copper (1) cyanide
Mmmb -mﬂudro berRomiytileol i done ( NVP)

to. 1 and red for 30
g@’rﬁkl Tr'oge ﬁmé ‘%‘%" Fia gqgﬁu eﬁ’ryl,\ {’3%5“ ol ?] 6& 808
237 5@uzal) apd gopngr (Dhdyanide N61@, 184extmobdn demethylip-FiBMEidone (NMP)
%@ﬁﬂ. 33 Héakdd Y o150 Q} gfcﬁ'\é@ i 5%%&%@5@9&& The

t e SO vent |n acuum rown

pRFsYIE 9s eRpled tpi2g 3C ged p@a‘f—'cbwfp N3Gk exencted Mth FBME, washed

h@m Bl Sldhtled @6&%@ ARdmovaPofihd le@eng id’ﬁcﬁlﬂﬁ 1dfi 4 BbrBwn oil,

ounda Iowsol|d 3 , 88
ITE;Jh omatogr&p YWlﬂlqlept e?e’chyl acetate 4:1 -

2» Ailriten gvéﬂmiﬂhybmﬁoﬁﬂd s‘s huightthh ydlidl(es® g, 88vd)) MS (EIYN30.1 [M].
powder (37.42 g, 670 mmol) was added in small portions

;_,%_gs‘ée LAl Rck Sa0eashluBloadPrdlAgky 0T | nded

-AITtro-4-tririuor ny “Hefizonitrile from
sIF@fP‘BVd(CB 213754@ 8y 5701830l Yee pqdqdnn sraathperdiong tp3 stitrpd sysgiension of
ﬁfény'ggndé@&zﬂéﬂyl-ﬂ:h&om&ﬁh%h&m%ﬁxm RS s%$9t34 58 g, 150

external ‘'water bath cool

bet
TREOD S8 TR (55 B anbp 6 i (el e ilemal traparafrpas ept
aﬁn@m g0 m:cn@o G @ngmﬂ m?eeﬁhgg%mghﬁmeﬁmﬁﬁgbm stolu?on was
CcQ wat er e recl at ed

BG4 o 56, o e SmchSRe e hirhitg Bt s pficgcold

Z@tegr(éimmkb Hhethreaipitatédl sakid wai fiteodieffianchwishid wily wetehangive a
. d

(B8 B bR bl Sy 3 ROHlnt Sftanol Paent LRI s 109
fWap pdded @nd the mmure v seBmrediferst kv dot sabationwasditaxechand the
s 1985 wab &va f;bltakéa it QEHQHH{ td i&%e @1& A \eﬁmﬁgﬁl#cpﬂ a%i‘!)xlvﬁ—yeliow solid

ch was used
Ve i S1sFq bk sy pusifeagon: MS (ED) 200.1 [M).
3- Met hyl - 4tr|fluororrethyl benzonitrile 25 To a

@plﬁ 3-dfetlofl-4-trifluoromethyl-benzonitrile

o83 TR 40 PRSI R SAT3 f s

émmqlbluaﬂmy'll’ﬂﬁl(ﬁ(] 0b) W84ddedikoandB hitnieo(3%.3auld ZEhmmol) and the

%é b o P S S8 FOAR B slam el 0% myt P8 Aol g added

the aixtyseasrefiunged forfarthao by Thtverixtserwas @oqla%t%?édpead
Hﬂut@@wiﬂx GI‘BME 64 (%_%hﬁ@'la rtvﬁs Md withel er-ﬁﬁnéai: NaAHED,-WRSnd

d -sol”. and brine
L MEALRION S TN AR T A RN
‘whfch Wis pnmﬁual by Bull{ % ufildighllationkd gilke M@éiloWHqufd (@0.10¥), which was
uI bﬂmd%lﬁhaﬁ oaélireot?le title & In\égm?ncy as aly%]\i\()w Lc%iﬂl ?17 10 g, 79%;

bp 38—42 "C at 0.8 mbar). MS (EI) 185.1 [M].

f(ﬂ




~finally purified by distillation to give the title
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conpound as a yellow liquid (17.10 g, 79% bp 38-42 C
at 0.8 nbar). M5 (El') 185.1 [M. WD 2005/123738

PG Bb5209k4 006302 -27 Step 6:
3-Met hyl -4-trifluoronethyl-benzoic add A m xt Uy e of /006302

3-net hyl -4-trifluoronethyl - b%gzonltn le fromstep 5
(16.25 g, 88 mvl) and 3 N a"-l(88 m., 264 nmmol) in

' r ef xdfo 18 h. The m xture

e M TG Bl "TBVE, acidified with
1A Rhiki@Fe ¢fd- lpbthxl—andﬂ@rmeﬂiﬂdxee@mtvﬂecf@mttw TBMV5. g, §8rmmol)

O LS BRI SR i veﬁﬁgﬁ’ﬁ“a‘sgﬂé@%% i

t PfreressRERAkE023 “arillyted with TRME.geidifid with 148 1yl tmf%lan
O/éxstra\fdaﬂ Siicoath YBRE. The Mméd%éeﬁiﬁﬂaﬁbbfw&é wadhe®With Mene, dried

%g’gf %WL%{L qﬂh Hai"ﬂ’zf in Fepydefithe Eils somparpd as geetf white
Tsmha (BUENE 8% N0 whith as Byl wichbiit futhke pariitdriph - M6 (I8N 203.1

ﬁﬁ\% fromstep 6 (14.1 g, 69.1 mol)
dl nmet hyl hydr oxyl am ne hydrochl oride (10.78 g, 111

m,ml), N- met hyl norpholine (12.14 ni, 111 nmmol) and
_ua‘ YO XY R ClHYIr— 0 u .B'LLL“ 1 ".‘L“""_H_L;‘: = at 0 C wer e .

aﬂﬂ&&s x%n%w%éiu lalmri‘ﬂﬁ&roﬁﬁﬂlyi bé’hzsfcla}éﬂdcféinbaeﬁ Ci% 69.1
hydr or1de

2.9
N TR R S R R S AN
&hd:th lﬁ;drﬁhwhn& 812!114%11&:11 Rindd1PGRIY-DMATS([3AL 1, 691emol) in DCM

Mtgi&tW@ mg%%g F(icg,g d \)(g‘r %&g@m wash gg?f'\é\%ﬂ‘?rﬁﬁ ter.and

sSgtiweehloride{RRCU169B ¢f 2.9t thmol) iahd EMIHBS aul)dTixsmixtire aswarmed

Cﬂl?r ( %35%?1?% ﬁ'as s%%/%ﬂl’f \g‘)g h%gxéﬂé%fi ﬁ qatmégpgxgl%ui‘hef HEb 8 vas diluted

W@meshﬂdwhwmom}mqﬂbnph d evdrd¥ee¥d: Remqut of the

SOl iR PacBlim left the t1t1e com ound as a brown oil {16.92 g, 99%), which was used
N- et hox 3 N-di neth trlfl g nmet hyl - benzamde

fitheptipaiherpurifications M5, (153 2480 - in THE (280 nL) at

-5 C was added a3 M rret hyI magnesi um brom de sol ution
ISrepdh: H(Metbﬂhemguéﬁmﬁeﬂml-vh&@@ gthaavak) . The m xt ure

eitelph 8o o2 P A D RS o F iR o e 7
(e g, ﬁ$ 86 mgeol) ot THIE (186 md.) aﬂ' Hia‘h? WasNdgie 2 3 &Dmemﬂ)ﬂammm
delilfde 9&1@@0%%&@ e{ﬂaﬂﬁgéﬂw 1862 RSS! @%'Muwwmmd at0°C

contlnuedfor mxture was diluted wt

themavas W@rmahmwé °*Lapd stingiag weapriytinuedyat 283 for further 1.5 h
%&é@ﬁti;o eﬁ!ﬁﬁoéﬁlﬁ&emhqq\l wich [10pphI) Qa8 aaideardr@(siwgwthe mixture
My enoval he sol yent .in vac m hef&é{ég (ﬂhe
e&cﬁﬁaﬂ%wa%wawd# £ GiFtHre Wag s sl ¥
wiicotis s wasmﬂraimédhﬂm}rgawcﬁi}ef wwdsﬁed:mh bifine A8 d(nEdl pver

..5_ 30 . ) .
SR80 Jieffoxeliof B ofiehtiB Frgim it o5 i sompotpides < liht brown liquid
112(83 -ge?&q]:%y whidhrwéslusal withetuh furtheh pmyficatien. A i 2 2GRals M.
prepared by the foll ow ng
Example A.5

3-Ethoxy-4-trifluoromethyl-acetophenone
The 1-(3-ethoxy-4-trifluoromethyl-phenyl}-ethanone was prepared by the following

sequence:

Step 1: 5-Ethoxy-2-nitro-4-trifluoromethyl-phenvlamine
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sequence: . Step 1:

5- Et hoxy-2-nitro-4-trifluoronethyl phen_ylam ne WO

2005/ 123738 PCT/ EP2005/ 006302 -28 To Et CH (500 ni)
gopotassium metal (ca. 21 g, ca. 537 mmol ) and

t ez@?’g%%ous reaction had to be cool ed wit h Hf/HFaW3/006302

bath. Stirring was continued until all potassium

metal was di'ssol ved. Solid cd¥mercially avail able

RN TEE R A —

ﬂiraetl(ﬂﬂﬂitdl to be asvdedbwitthen icebaih. tStfrthgobes komt&m‘e&untﬂﬂl@omtlm

T o

.ahlqnykttrede WDWSQ%E‘I-?]-@V 74 @ 33PinEmol) whradded {rpepe portion and

re?ggélﬂix{ﬁ.lﬁ? ¥ nikdokd '@53%%9& £t 55888 ??roéivly s The Q(afél'g geétctlon

t 60
oupTe Wisisloml wa Gaisleas %Q ?fla Eﬁ/ redjusisd pHrwighhequs I JpH2,
ovzﬁﬁ g[tﬁﬂd whs fill@edSbB Avashed with H20 and dnecl in air at 60 °C to give a
doBs Bring SO0 wEicB it Pl rithap B bR i BTN 249

tM(HT]Lstep 1 (57 81.9, 231 mmol) was added sI oWy over
15 mn to arapidly stirred m xture of tert-butyl

Yeb bl {.BrdidsSullhy 2 S0 AMHbrodfithy 20N AROUS COpper (11)
broim de e §462 g
Selidchethaxy- Proifret triflugsmethivhphenylaminedeam stesi 781 23k mmol)

fas é&d\é@&aﬁﬁ%éﬂls%fte b r;i@dl tﬁredlféuctd}@ oft%ﬁ%'tﬂ Ritftefisis el

mas co 3 C po in f'urat ed
R us cemrﬁ&ﬁ%amwt {4 S 27 nigelbie Rogapiaile (462

m%@aucmlmmeatled of 63 mnlsmloﬂaaﬂl smnngmwd vels costinudd Edr 30 min,

r OWn,.oi G r
thecrerisn mibrapeiisisdp 450 M reola TR ik ABHEE AR e
MWeCl, extrasedivdth BRVBEripd 08 KigSORenidval F1Be Shjek) lna’ndlum left a
SR 5t Tl oy chrmplopeplp nth optane Bigc 1 ave
thietitlg p@mgtpund as a yellow solid (63.03 g, 87%3/ MS (EI) 313.0 [M] and 315.0 [M"2].

1- brono- 5-et hoxy-2-nitro-4-trifl uoronethyl -benzene

éﬁm Shap xv?-Z(n@liﬂo-aJmﬁuoroirﬁﬂwlrﬁ&z)\nﬁﬁlG CuCN (18.51 g,

N te 15
b HIERomy 7 ey ped TR E A bt £ aeRd (0151 &
W7hmoBNEd Coadh@d. SWgI 107lniirn 08 in NMB (&ﬂ? ol @ waNaB@4o 150 °C for

SRl A RIS D BELURL i, PN By b,

 drictl qyaw a5 Rertcvel of Gpsolyeat 1a sacamindbk oresot o1l Sigsgel golumn

25

30

35

%?%%ato%]a prfﬁ etl%@) uor%%ethﬁﬁﬁeben %ﬁdtarslalygu (i“Fsd)r]lld (s.73
H oM 4) 880-5[ME33 mmol ) was added in small portions

~over 5 mnto a stirred suspension of finely grinded

ﬁeﬂm}mﬁr meﬂfoﬂv-é-thﬂubﬂomﬂmrséﬂt hithlenzoni trile from

fro boiae i e o il el o
dolspenisioh of fiadly grimded lSadthmq-ﬁammﬂ;%ﬁiﬂLﬁroﬁﬁtﬂaylmetrﬁgﬁom step 3
r I

T
qooling kiepiag ghe internal temperature at 40-50 °C. The resulting mixture was stirred
for further 1 h at ca. 50 °C and then poured into ice cold H;O (700 mL). The precipitate
was filtered, washed with water, dried, and dissolved in boiling EtOH (800 mL), activated
carbon (ca. 10 g) was added, the mixture was refluxed for 45 min, the hot solution was
filtered and evaporated to dryness to leave a yellow solid (31.81 g, 84%), which was used

without further purification. MS (EI) 230.1 [M].
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was filtered, washed with water, dried, and dissolved
in boiling EtOH (800 nil), activated carbon (ca. 10
g) was added, the mi xture was refluxed for 45 mn, the

h@lo S8Mt4en was filtered and evaporated to
to | eave 631 yell ow solid (31.81 g, 84%, whi chg%@S%ﬁz‘éoc?mm

35 without further purlflcatlon M5 (EI) 230.1 [M. WO
2005/ 123735 PCT/ EP2005/ 006302 2229 Step 5:

§%@§Xﬁtﬁogérf4 Hﬂlﬁ%&%‘m} LaRenzpnitrile To a sol ution

Critiuotorret hyl - benzonitrile
f rlora sotusionof 2 3411182513&0!()1—3 'ﬁnﬂuwmmeﬂayl-herdpgmﬂleﬁoml@ Hzy.62¢,

Wa37 . @%jfﬁg) ir?&}?'qﬂf" (@id fnL} ﬁas(aﬁgedq’ x??m % )11],‘?5@ mbdd® and

m xture was réfluxed for ent was renove
i ihe e s rediyed famlody Jh@ éohambwns remv‘zdrmwa@um AT ABPrange

i l%ﬁﬁﬁhch Nam@atvs@ﬂa sat. SMETCAG 6 ekificed thfe@‘%&e‘é\’w}tﬁ diethyl ether.

SR AR otganic Ao S YPGB0 Gl Prine S v NasSO.

R@m&ﬂ ofthetstleers @it wetiimilaft amamgmohleﬁrhcm\rascmﬁfﬁgd bg idbuble

fied d d t
VRS B B8 o B S 9L R b W By
t Fethpourginipdightyeboy solidi(3he6 5 &p%p s GiI) t85LBIN6 g,
85%. Ms (ElI) 185.1 [M. 1o Step 6:

1S{eﬁ6EIMﬂroﬁléfthflﬁ&@ﬁz@‘miﬁﬂénvﬂféﬁﬁhbn@t hanone To a
s?,Butlon of Sﬁth%}{u EriT rorreth -benzonitrile

Aeelpten of firprometiich epzOTRisIRfEOM pieP B{HAP ge?3-2
( fbINGopper(l) baaBkide, (10, 0. Dol e bl diRkbyRElok@lene (4.20 g,

ottt s R i Rt iyt ik i Mo gncion

shrioptidowlitiondn diethyl etberl{23.2 (3326 ndmolB 9h6 ntixmote wasBhered at -70
ORS8RI ) Ko i IS
f Ah upder m@O&?n@ﬁ:@I@phﬂp tﬂwg@ﬁharmmmue Potigriechndisat. NH,Cl-

I RACEAR b diBesQRIHNILER Bl wihed thEWSalbinePbrganic layers with
traﬁi%ﬁ{jthreetlrresvm hdlethl et her,, Iﬁ Izny

Segsres Reparad offhe solvest %@W% 14fte ronn q#ggmh was
Rairifed by eificd gebcdhghi Chvondabogyabywith| lRpland EIDAYMR1 & give the title

cRrtarag sbtiined G B A 4 ve (e

title 20 conpound as a yellow liquid (1.84 g, 34%. M5
(Bl) 232 [M. Exanple A &xampleA.6

3- 2, 2 Trifluoro-ethoxy)-4-trifluyoronethyl -acet ophen
2,2rl gfluoro-ethoxy)-4-trifluoromethyl-acetophenone

m{ea [(32(2&,22trlﬂubfd U068 AL B orechyliphkba]- ORES ShElwaR BRAled by

]ﬁ“g{? g&%ggea/l\%siceprepared by the fol'l owi hg sequence:

2- Nltro 5- (2 2 2 trlfluoro ethoxy) 4- trlfluororrethyl p
ryil: 2 i flyioad -kt

%ﬁl%égﬂfaﬁgﬁﬂ%@%ﬁﬁl‘;i %‘ﬁ%ﬁ rﬁ"iﬁ@%anﬁ éﬁ‘*%&*aﬂﬁ“sg%

SRS TOVECT ) (838 2r0p ramel) pvag dissolyerlit DMSCE0R a0 lnd 2202 m_)
‘ﬁ@ﬂhﬁr@&ﬁ’ﬁﬂﬂ ?é?o %&) Grerd J@ﬁe& b Bhﬁdiilne %W%%gﬂx&n& E%%Fwas
ﬁw%?c} V%}%ii g:e é;a’@pe{ﬁ i—] ng’\%ﬁy 9%95 & 1508 qu:éq]}(were added s?owly and the dark
red reaction mixture was stirred at 23 °C for 4 days. Transferred into a 3 L flask and 1500
ml H;O were added under ice bath cooling, acidified with 3 N HCI and stirred at 23 °C
for 3 h, filtered off the yellow precipitate, washed with H,O and dried in air at 60 °C to
give the title compound as a yellow solid (89.47 g, 98%). MS (ISN) 303.1 [MH].
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35

30 red reaction mxture was stirred at 23 Cfor 4
days. Transferred into a 3 L flask and 1500 m H20
wer e added under ice bath cooling, acidified with 3 N
irred at 23 C for 3 h, filtered off the

%ﬂgg\?vﬂﬁﬁém pitate, washed with H20 and dri edCTfFPA]05/006302
at 60 Cto give the title coeround as a yellow solid
(89.47 g, 98%. M5 (ISN) 303: 1

4 : ;50

fMH . WD 2005/ 123738

ISBJIXI-Iﬂﬂ&BZ{eﬂﬁl-trﬁﬁbiodethoxy)~4—mﬂuoroyphenylamme from step 1
L3 S S o e Ll
Hlutyhhigrite(@4.23 B L2k ntunolé andpibgiixous toppes(l) brom:dc 626015 g, 120
g%%%l% }t%%%@nt r%!itg)‘ :EJ(); évﬂ%%a%ﬁ%%g 6%}:1% ax?&?bﬁﬂ QS 65

e @pprentiqupdior 249 rsacumn@ﬁuw frodackig 28 oCa@uesd iptoglN HCL,
Qithirald Rith NN Sxi@ictLByitCIBAE, &s‘e&tdv&taqgscbg Rex%om oftlﬂs

reaction m e cool, to red nto
ent l%mwaﬁ%{f dark Pre 0 3&32:8? g’é“ﬁ‘t sl colu r«fahqwafwhs' with
ﬁéptﬁd:/EMc Mpdthe mewabmﬁfd ds g orang@é soidt(30.54 ¥,A04%)which

it s R BPKs RESe bR tncaioh MR TP Bsea M) s B PR T

compound as an orange soI id (30.54 g, 104% V\,hl chio
Step 3L dNAtroy ordaethoxydndi-frifluatonzet e it 67 [M

ANRixRRE of %?c]mo-z %ﬁ@&-Sf(z,Z,z-mﬂuorwetho )-4-trifluoromethyl-benzene
trifluaqro- xlftrl fl uoronet hyl -

gﬁ%ﬁ) 2 E”P% 48, %&mmo@ uCN {7. 80y ¢, 87.1 mmol) in NMP (83 mL) ErJvas
ﬂealaerd&ecql 5@ °M dr30 nrﬁn (éoofe;d-?tu bp e édiﬁio"'loNS Ha%&u@dl wgh 0

z r ste an
B vt iR ipen s r‘ﬁaas%/% g o e seleEip dachifgegt o
doh bﬁ:ﬁmoﬂ (m gg)rsilicagel mﬁnﬁmclﬁanﬁogmh}r wﬁhlhaptanélEKDAdG 1->
RIS iy ey B b M 1

brovvn 0|I (33 9 g) Sl I | ca eI coI um chrormt ogr aphy

G ORa DENZeNEE

BSn w@&l@mg) slo ﬁ%ﬂol?@aﬁa%d?i@g@ sam@oe@as 94 bl 0 aticed
SRR P SEFBHE sm#id%etﬁgerﬁ 246G el oA i uprametyy
Iﬁﬁﬁoﬂtxﬂﬁ fibin SIEPS3 (dd.@.&g 430 I&lfﬂﬁlﬂ in mll)HOI'II (BBmD)/ﬁ{d SonBi HICH (@0 mL)
i nsjon ,of fine rindegd .
iR lepleh Bt el RRENP R B nal iBBeelE OBER C; Thesesyts
mem rwat stirivesl for furthst b aBcal 3_(9°c9aamersﬁowedmnb jeeicold HROH400

PSR . el Bl it

ee nal tenperature
BT {00 L) settah e on 1O e e the preps fefuedfor 45

l%?le gealﬂ)@ sélﬁﬂéh ?&%ﬁl.ﬁ%g‘ragg Qvd ?at&ﬁo fo‘lgﬁe a Ql‘?-.?ke &B%ohd
@rgs qu%mw %ﬂpzele‘g c%r%fﬁo%g%vdﬂth
K‘e@fah@ﬁiﬁt(()ﬁaé 110¢ig) theasle adﬂpdund £ yallow bolil (WaS6 Ef108) 8 (ISN)

mn, the hot solution was filtered and
Jégé%do]?%t ed to dryness to |l eave a dark green solid
(15 96 g, 84% whi ch was further purified by silica
et 3: Se(Ri2ePn Trifiveroestinogy bdtiviflogrometiybhenpopiteleOAc 4: 1 to

1@& y ldtﬂﬁ thldn%n(; %rr@%v ifftdrt edhl ) Wi MRlor Smébtht- Bz hitrile from
step (14. 47 g, 50 9 mmol) in dry THF (153 mL) was added isoamyl nitrite (15.0 mL,
112.0 mmol) and the mixture was refluxed for 20 h. The solvent was removed in vacuum
to give an orange 61'1, which was dissolved in TBME, washed with 1 N H(C], sat. NaHCOs-
sol. and brine, dried over Na,SO,. Removal of the solvent in vacuum left a brown solid




30 Step 5:
3-(2,2.2-Trifluoro-ethoxy)-4-trifluoronethyl-benzonitr
ile To a sol ution of

2w 2,2,2-trifluoro-ethoxy)- 4tr|fluoroneth
eh@?r??étylrzﬁé from step 4 (14.47 g, 50.9 mmol) FLHE 09 ’006302
THE (153 nlL) was added isoanyl nitrite (15.0 ni,

112.0 nmol) and the mixture wadltefluxed for 20 h. The

R R GO bR <ot yisehln i R Yo pgrare o

Nal:-iG&Bar3 $o sied the ddelcdmipaned acli light yelloar solid 21885, ¢, s Wil (EI) 269
of B{ghe solvent in vacuumleft a brown solid WO
0[ /1 123738 PCT/ EP2005/ 006302 -31 (15.05 g), which

was purified by Kugelrohr distil I at i on (up to 155 C
beskep & 3s43@2aRifluererethomy)2i-rifluprometing -
5 ?%’Hﬁg%lg of§-(22, bhﬁﬂﬁorﬁ%&%}-@—@ﬂlﬂ)ﬂé&hﬁ%&mﬁg—% froffBtep 5 (8.75
%3 %lefﬁl‘ﬁ ﬁa&&% ¥§ mamqlin 33 mb AR dioxprs{7H ) was

a&éﬁhxﬁd for 154, Bo@red bnto ice, acidified with conc. HCl to pH 1, saturated with solid

R T T L T e

thegl&lermmPoumﬂ B3nwif-W1HE) solid (U22g 886), 08B which waaased w1thout

to ice, acidified with
10 conc. %ﬁggo%}ﬁahssa?élﬁi@% with solid Nad,

extracted with TBME, ‘dried over SH4. Repoval of the |

o SN et et s 24 b e-thogpbizHposem ey benzaide
Offb-aWhiixkee S (200, 4- alﬁ%%r&eth&%%aj,-trﬁﬁmrd&mgh Bmlmcaﬂfmm step 6
S{ﬁegfg,gzlo SN B i, S O o CHione (B 25 'Z)'l), N-

Nerdtiyhooryhdlimess BglhﬂSSI Ry 2aidrd- DMAGT (GQEhigos(y)mﬂelt i DCM (100

15 o Q‘E]?prépz 21 Fo- E(%W%Sxa%in%li( ?Pﬂ’&ﬁ&hmmtoﬁ PR z0i

y]ﬁ:atrbmhgméphﬁitoc(fgorm (§DC3 7.3 B mmol) and the mixture was stirred at
| '\‘29@'&%5 RYByar sy ic@ 18§ N, %!PA&J& &#ﬁl fﬁM@OwgsheéJmh sat,

nmor p ol I ne q(c? )
4@@&&@@9@4@11 drayen Nazp ngml@étherelvmt)m amummﬂ the
(28 8adp othd Bs £broas ol d@sisslg (.6bogh, DB ! MR e dHeRH Qb Farther

et hyl carb rochloride (EDC) (7.36 38
20 Mécag%%@ﬂﬁ%itoﬂ *was st: rret(j at) (23 C fgr 18 h.

25

30

Poured onto |ce cold 1N HCI extracted vvlth TBI\/E

s g 4600 eﬂi;@@%%&gﬂﬁ e
n@ﬁmﬂﬁéom 7v(419 AG1g> 38 ormele in TIHF H100; rflL)caét-T’ waggdded

(Jﬁbﬂm B3 Qﬂ{uM:ronﬁg@(B M in Et0, 21.1 ml, 64 mmol). The nnxtuxe was stirred at
4 2,2,2-Trifl yoro- ethoxy) 4tr|fluor met el

ﬁ |CE>[ W%éhepdvagng 09 Fin (o stirring was continued for fm¥her 1.5hat23

Nomt:ﬁe&cha;reNMt} Q56 g12 wis hddefl |dbk§p’vﬂse$§thﬁ)§g‘ Wadcdntinhiédat 23

R oot e e bR Sahes st i

borgaiiciayef EranashecEWRH)waﬂei arid bdine, ﬂﬁedmk MgsmeRﬂhmtahmfehe

t. ' i
(BRIl FRal Solp d &) Rop) AR TR et
@@ﬁeﬂlOPoMg (EI)ZEGN[Mdzl(lSO m.) was added dropwi se,
stirring was continued at 23 C for 15 mn, the

m xture was diluted with TBME, the phases were
separated, the
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organi c | ayer was washed with water and brine, dried
over MygSO4. Renoval of the solvent in vacuumleft a
yell ow solid (9.021 g, 100%, which was used WI t hout

o purification. M5 (ElI') 286.1 [M.
%@E@Wﬁs PCT/ EP2005/ 006302 - 32 Synt hesi sPEF’EPz'WO”“M
aniline derivatives (starti ng Enaterl al of fornmula VII)

Exanple B. 1

3- Ami no- fl henz | f de
a) To a s?ﬂg ‘f%résd sol u |dg1%‘; gifv%é% :1??338?%@%%
(1.17 m, 15 nmol) in dio 5 mM) was added at
roomtenperature 3-ni trobenze]?}esu]] fonyl chloride (3.0
gs A&:ﬁmmmz)z 2-fffhotd-LBYNBe AR OARIDRarife M . 15 nmol ). The

e stifien Sl G ihstrerprngtled atn@&ﬁ%mmon)m diggane (37
anrl) vasadsdd ai Iobnfhembh@flﬁélﬁhitailﬁnie%edglfoﬂ}? ﬁlﬂbﬁc}e (3b 14 mmol)
ers e W er
ORI 06 ol PRS0l e HARR IS chrl ot el o
TFFQP%!F Op‘lﬂb dmtede water ( HmuB und Gitectedyith didilororhehane (3 x
o8 Ry gbRABRYd B8R asfit hdya@ z«%&l wéﬁ%ﬂ{‘%eﬁhﬁd 1885 aLE (70 m1),

| aﬂﬁ%ﬁ gﬁ«) étlﬁy‘rayomﬁ#z'shrersudermémt wes {usthegpuyified Bygolumna

Ichlgahiatc}geitﬂ]:@\ﬁn%ﬂich £kl (ﬁ@t&ﬁ%@ﬁ%ﬂ 288191 lj &Miélﬁ 3-hitrdN- (é 2,2-

Silicto D bepzengsubfopsmpide (146 &3 py it yllqwsolid. MPRISE3.9
(34Hlg, 11 nmmol), sodiumdithionite (8.09 g, 40
mml ), water (21.5 nil) and 2 net hoxyet hanol (21.5 nl)

ApAERtL it it 199 o SRR 816 ] i,
ﬁgmrwésfh@a&é (B.0R8 A0 oyl ), iwater 631 5lm1)rmd 2(u8aRosgetbine (215 mi)
Fhestirfed A€ 10000 F6H 241, uaau&?ai waée (IrSG.ﬂnﬁtwazgcﬁeﬁq{ 7o§ ﬁlﬂ@ n

O P, 1 St et b in Kl sl tien). The
mhtidnl rﬁixttmaszas axtedacy®d zdmgﬁé E&‘Llre&ﬁﬁ& ﬁsmﬁvtaf]é barel rﬁlz a%%
Fhon F41 ool oy oDt Bt oo R ool b bric g pditon wis
mttadud; withathyl anetaled(8 x75 mhl),ithelcdaybin@drgiric jdr PerOWRheUWaR Biine
@ptnlaye 8 (AEof 6B LARELRLI L A5l g}()@ﬂ%twgl el pSitied by

qofuzpm Ela@gfa(ﬂbv o sifica gnl ﬂlelp’@m/.:hyl @satqdl B t@yield the title
c%nfpmﬁ@(:!\bst%eb%%@mhﬁ@&ohx Opy Y/ {#PPZ‘,E‘Q@ 1(%59

To a stirred solution of
nil, 15 mml) i n di oxane 5 ni I) was added at room
terrperature -ni trobenze P“’ chloride (3.0 g, 14

ir 15 [). The |ight
aﬁ %Ilug Ng‘S'spE"?”%’ﬁ%ﬁ? finsf %Hndiﬂoom mtTgn')per at 5r eI ?or
o apm:étblmm:mﬁmmlqrropﬂﬁﬁﬂjﬁamT1mh d.23>xhls Hilial&ﬂ)l)\/ﬂ'xﬁibxane (37
e 0
5t 5 B R e
apf! yriethydarging £2106 v 3Gmmel)dT mlabbydmsduspﬁmmwudarred at room

tRapGaGte 0RSh, PdttcdGhtoRHEd: (1 RAND Yng BLHTRd with dichloromethane (3 x

75 ml). The combined organic layers were washed with water (100 ml) and brine (70 mi),
dried (MgSOy) and evaporated. The crude product was further purified by column |
chromatography on silica gel (heptane/ ethyl acetate 1:1) to yield 3-nitro-N- -
.cyclopropyhnethyl-benzenesulfonalnide (3.08-g, 89%) as an off-white solid. MS (ISP)
254.9 [(M-H)]; m.p. 91°C.
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chromat ography on silica gel (heptane/ ethyl acetate

1:1) to yield 3-nitro-N

cydopr opy] net hyl - benzenesul f onam de (3.08g, 89% as an
Ofif olid. M5 (I1SP) 254.9 [(MH-]; mp, 91C.
5856 oY Ebpo0bs 000308 | 55 by Hydr BEHEER 2
of a stirred solution of 3-nitro-Ncyclopropyl nethyl -

benzenesul fonani de (2.46 g, 1@3mmol) in nethanol (167
0.25 for 1 hh at room

nd pal | adi uni car bgon. (10%
'éfr%xsﬂ%&em@%ﬂ fartiue gﬁ?@n FEermirant %PF@Yk%ﬁﬂasr lyst by
f hdnkénatulfonaraidd (2. @s@aorxahbiq h ltnmaﬁdl(ise o PoP im&mﬁbon (10%,

ll':é(%%)lfé JBéx agﬁvr\:/olnlnqempera!g?e ;S.eﬁ FQ afér remov L&'Me taiyst by filtration and
SevaporaiporiNhptitié cinmpotmg] ase tightlyelbentiguivk 348 {82b dd(MAI)].

m xt ure of
3-nitro-N-(pyridin-4-yl ”elﬁ?ﬁbé enzenesul f onam de [ CAS
hb 332942 34- 4, commercia available] (1.23 g, 4.2

I.ﬁétﬁ AL BeRzdndsil¥@namidd5. 1 nmol ),  water

fésve@%ro% rwro-i% S eepyoied CAS o5+

) comimercitlp sedatdelt (123 F £2 nfdolYodtumidithionks (30e d5.0 wetol),

P00 200 Plelind (B Pl Bl RS Mitiona

|m\£ﬁtté}m(356d¢d at 78 Clasizabsexquandly BIGH é?t796 Wasl) a\dd adiledovirla
S TP e e
tPoured dn |1¢¢éﬂat@r(§% dium %dme@‘w #ded rumﬁbtbe s@umry
?ﬁé&éﬂ ol¥a B, TRE Qolsﬂ&m&saéc&gaedl&tﬁr QByl LAt/ NP 9At(3 WS ml),

ORI -
qmmamda grddﬁgictSNag furtB&pusifiediby Sctgogéhﬁn debinatygtphy on silibel
SRR agestes Mo Yo B SRR £ i arligbyziongota
s (ISP)@@Bl[(Mé&D s ol.piti38%C. of neopentyl anine (0.86 g ni,
9.93 mol ) in dioxane (25 nil) was added at room

tenperature 3-nitrobenzenggylfiopyl chloride (2.0 g,
9.02 nmol) and triethylamne (1.38 m, 9.93 mml).

ekt A oP P RER PRI (100 ni) and

extracted wi th dichloronethane (3 x 75 nil). The
a0l stizckdaolyeaon of hem;en@lame(o\mww.% inimolpinetioxah® (25 ml) was

I e e
meslsiamm £%38 onl, ﬁmcﬂw IThadightaydlbWexspeasipn vgaﬁgpued at room

én:&:'eltahﬁe %r(ﬁh %dyrg@hﬂlé’ 'twg{?eé gilbiégl)ﬂ) a@&&l.%%gg‘é& %J%{{:Ocﬁaﬂbx%ﬁlethane (3

1: E’M e Cﬁ*ﬁ ippd ©rgany) lapgrg W%W@%W%W&Eré%qorm@cﬁﬂd brine (70
0| Wried n(nﬁ:o’rb runtdr Cvdvtated - ThTRARY | prBf@RYI)s further purified by

R N W O N8

}adnz«mﬂﬁohmie 214 5.8794)eis d edhita Edlisl MSETERY av1. b (M) ]; mp 117°C.
cat al yst by

b) Hydrogenation of a stirred solution of 3-nitro-N-(2,2-dimethyl-propyl)-
benzenesulfonamide (2.04 g, 7.49 mmol) in methanol (130 mi) on palladium/carbon
(10%, 0.20 g) for 1 h at room temperature yielded after removal of the catalyst by
filtration, evaporation and crystallization from hexane the title compound as a white
solid. MS (ISP) 243.2 [(M+H)"]; mp 99°C.
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~ evaporation and 15 cryst aFximide

filtration, evaporation and crystallization from
hexane the title conpound as a white solid. M5 (I SP)
243. 2 [(I\/H—I) +]; np 99C. WD 2005/123738
% 006302 -34 Exanple B.5

pyri di n- 3-yl met hyl - benzenesul f onani ' ”/Fr3§05/006302
Hydrogenatl on of a stirred solution of
3-nitro-Npyridin-3-yl rret hyI '34073nzenesul f onam de
[ CAS- No. 436095-43-1, Iy avai l able] (1.42 g,
4.84 5 mmol) in rrethanol Sand THE (50 m) on
pal | adi um carbon (10% O0.14 g) for 2 h at room

tSeAmpiitoaNupyeidin-glythedhyibesrenesefovahidof t he catal yst by
filtration, evaporation and crystallization from

, 909
2 ?%de(ﬁ%ﬁé&h% P%é%ghﬁgn bi%: hﬁrlogg%gm 1%?/%? 4 /é
;bzgzgn 6095-43-1; commeraa]ly availa! T.42'g, 48P

3nA01) 5 nNtﬂ%)ibl (do ﬁﬂﬁmml'nmt (39 bl PenpaIadiaH/EeRANi10®, @)4 g) fox 2h

W?ﬁqn?méwam 3ftermay o tie RS b A pporation and

[cBAGIINatioBRom2Ehy; s&eﬁtenmmiheuﬂaa &omp@umli :(mga gﬁ?%la?‘/h@t
on pal | adi unif car bon

(Yi']gb}” Og%%yséiﬁf)g%gﬂ&g H)(% %ﬁ'tgen'per gt ure vyiel ded

after renoval of the catal yst bﬁ@fl [tration,

n from et hyI
acet ate/ hexane the title conpound (1.16 g, 94% as an

Qf Amidy- Ngmﬂai-zf}lmé’@d&%es%ﬁan&nﬂé MH-]; np 124C
Exarrpl e

) Bt R irtadiptitn o - B NIRRRBEEAR BT i ne

(binRiesylfoarBide HOkS- NOI NQIZQ&mREomrdﬂlmaﬂM (Tadfoim dL 65t

0
(RSP LRSI AR (AR )
Tmpetratym y191é¢d ﬁw aeasmlr@ ﬂzm:atnbrst lgftﬁhmsw evepeighnR and
Sﬂaﬂfzéﬁbﬁ Eoﬁ:x% Jﬁ&m&%&sﬁ thdide Mp%nma s 9)1%@ aaan off-white

cted chl oronget hane (6 x 75 nil

é@]ﬁFBM%GS%)r ﬁl[@d’r%%/]ef@%l% washed with water (100
m) and.brine (70 M), dried (MySO4) and evapor at ed.
The crude product was fur EkaplpBi7i fi ed by
crystallization 25 from nmethanol / hexane to yield

r zenesul f onam de
?#@&‘“%Ngé’%‘ “4' " gfﬁéﬂe“’g%{{#@mﬁg@( | SP) 306. 1
MH)-]; (tg\ﬁl—[ydro enatlon of a stirr
9b1l‘eta|sarreéﬁolstt¢ﬂ ?fr‘b rpipogthyl)-gyviding (1,21 &t9r99|r§lm° in dioxane (25
bﬁg %@@g&%&»@% nedatire ﬂnxuébaé%rm&g 1mif81aaw , 909 3nmol)
an Qn on 9
ot ot B E0. JRCHARLHAPY BPRPE Yaf e o room
ft&iﬂpe@&uﬁ@&)ﬁbﬂ S}ioufh)tl ififol vateat(il @nml) emd paratddovittadidhloromethane (6 x

géﬁ;ﬁg Sll#&'céa fromlagrtﬁr%er aceﬁ%fw@%?{lggoﬁg% L.t&ci Grine (70 mi),

- [dtkd yigbOy)rmpd :h%ﬁ‘rated. The crude product was further purified by crystallization

from methanol/hexane to yield 3-nitro-N-(2-pyridine-4-yl-ethyl)-benzenesulfonamide
(1.63 g, 59%) as an orange solid. MS (ISP) 306.1 [(M-H)]; mp 153°C.

b) Hydrogenation of a stirred solution of 3-nitro-N-(2-pyridine-4-yl-ethyl)~
benzenesulfonamide (1.52 g, 4.95 mmol) in methanol (95 ml) and THF (55 ml) on
palladivm/carbon (10%, 0.15 g) for 4 h at room temperature yiclded after removal of the
catalyst by filtration, evaporation and crystallization from ethyl aceate/hexane the title
compound as a light yellow solid. MS (ISP) 276.0 [(M-H)]; mp 138°C.
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WD 2005/ 123738 PCT/ EP2005/ 006302 -35 Exanple B.8
3-Am no-N (2-hydroxy-1, |-dinethyl-ethyl)-b
enzenesul f onam de a) To a stirred solution of

2o endret hyl -1 -propanol (0.95 nm, 9.93 m&%mf»zr&UD/oossoz

di oxane (25 m) mas added at roon1tenperature
3-ni trobenzenesul fonyl chloride (2 0g, 5 9.02 mol)
and triethylamne (1.38 m, 9.%3 mol ). The light

yel | ow suspension was stirgted a goomtenperature for
6h, poured into water (100"5?‘?‘?’3"%]?1 extracted with

di chl oronethane (3 x 75 m ). The conbi ned organic
| awnmowéhmmulﬁmﬂhwh«tthﬂ) -baeenesnifonagride bri ne (70
m), dried (MJSO4) and evaporated. The crude product

Ways Thus tsﬁ%@d seuﬁ»lbﬁ 7 ch- Qﬁm%oi H{z&ypfﬂrp%meg tmmoa 93 mmol) in

|ca S tane/ ethyl acetate1l: to
nfiwal é;?&l Hpt %ﬁfﬁﬂ? #erPﬁm teB’@ﬁ‘”z"BH% §m%b¢a?ﬁne%ﬂfe&ﬂ@hloglde (2.0g
E‘rgﬁﬁ n@sol) dntigﬂ&thy{ahir@VﬂS@mﬂ]? QB@ﬁut o) 3?%{3 ﬁ@ﬁ yéllow suspension was
n_o stirre
e 4 ool arRRar Et et pSteh SRinuttirs G o Sgpcted with

gdicHlbrd@nethpie)(3 ixr75 md). [Thn ebmbBRA orga)ncdﬁyeﬁa/lrdraﬂashml withbeater (100

(Hip . B0 A0 RNV BSOLDE BSFRSER, 18R wos e

epapfieddtyi cohimem chromytogzaphy zatsﬂmgefl {beptasichgthyl acetate 1:1) to yield 3-

1B $ 0 so 1
819%161@ ngﬁfifarﬁﬁylhﬁﬁ?rfé%n&%gﬁm%m '&)1 b% 5./ @ 2 %gﬁ @ Jid. MS
HISP) 273.2 [(M-H)’ ]

3- Am no- N- ( 2- hydr oxy- | - hydr oxynet hyl - | - met hyl -et hyl )-b
&)z e iyErtgenationi def a) sifired  Stalotied B! WB-hitd-Nicyclopropylmethyl-

d I 4
SR 2 18 SRR et o i) el Buvcarbon
J10g6t Oddemiziondshilat gogrh teimpenitue yiekled ajter réno@l whthg catalyst by
aﬂl TxﬁJd {@ékﬁ{&%d(&yﬁd%on 8%3 ﬁ{?PAclaatelﬂgﬁnL: e ]gox}lpound

OW suspension was stirre m t enperature
dﬁ 79 |§o?Yr°/éb“s|aﬁ‘fhéﬁeﬁﬂldeMS((ﬁm 2439 [@ddDdxmpdéiled with
di chI oronethane (3 x 75 nm). The conbi ned organic
| ayers were washed with wgkghpleBd® nl) and brine (70
m), dried (I\/gSO4) and evaporat ed. The crude product

Rl NGy R kS R TR e?‘“ﬁﬁ%ﬂ%%ﬁf*@?%ﬂﬂﬁ?de

(2- hydro)cy-1- hydroxyrret hyI | - met hyl - et hylz -ni tro-be
@) dnesttirtasiralitios of G-@8ing;2-metwh- 1.3 prepaphdik( 1M mb 9.995mmol) in

(diozBhe B3I wak %cﬁ"):l “at rodIR tekhSratnld) 3-EDbeSRAGLIGN ShloBde (2.0 g,

St I r red SOl ué{egwwg,]n%‘} ﬁ')}q 9.93 ﬁ@gﬂ%l‘he light yellow suspension was

;eﬁ:layd )11: Sodih tté:ﬁ qemzenesel, f aeml ngq (v.Qte&9(1g) nd) Q3d réx@hdted with

n aal.unl car oon

grolEpmahany 3 D falénf'%eewﬁgﬁ Byt s e rape Wi s (100

afl) ik bring d0yst), Byied (MgS(M) iand evepoagted. dtheamdengloduct was further

t ex

gﬁﬁﬁé@l# g z %Hrofn{ag(%/fph & nas%fcg gtgi e&g %gnyi %%taﬁ g&; fo yield N-
y&oRy- pymetbylipg@thyl-ethyl)-3-nitro-benzenesulfonamide. - (0.65 g,

25%) as a white solid. MS (ISP) 289.1 [(M-H)']; mp 116°C.

b) Hydrogenation of a stirred solution of N-{2-hydroxy-1-hydroxymethyl-1-methyl-
ethyl)-3-nitro-benzenesulfonamide (0.59 g, 2.03 mmol) in methanol (60 ml) on
paﬂaﬁuﬁ!cmbon {10%, 0.06 g) for 2.5 h at room temperature yielded after removal of
the catalyst by filtration, evaporation and crystallization from ethyl acetate/hexane the
title compound (0.22 g, 42%) as an orange solid. MS (ISP) 259.3 [(M-H)}; mp 129°C.
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WD 2005/ 123738 PCT/ EP2005/ 006302 -36- Exanple B.10

3- Am no- 4-chl oro- N- ( 2- hydr oxy-1, | -di net hyl - et hyl ) - benz

enesul f onam de a) To a stirred solution of

met hyl -| - propanol (3.48 g, 39 muol) I N

%E—?OQ)? 38 1) vvas added at roomten‘peraturePCT"EPZ”‘“5’“063‘02

4-chl oro-3-nitrobenzenesul fonyl chloride (5.0 g, 5

19.5 mmol ). The reaction m xt P& was stirred at room

tenperature for 16h, pour in rine (50 nil) and

extracted with ethyl acet Z"%%m{’ffq&l(go nil). The

conbi ned organlc | ayers were washed with brine (50

niyAminorEehlontScR-hydmuny-dd alimethyk cthylFhenzenestifommuidec t

was further purified by columm chromatography on

Sh) Tea s@kd £d1hﬁﬁ:ham§1anﬁﬁ$lylm&ﬁﬁi1a§1% lmfi)(s gl ;39 mnﬁglr)J in IN NaOH

gﬁﬁ%@uent stallization from et acet
t | Vs &dgﬁy af F@ngtemﬂe]:aglre 4- ro—3—mn'obenzenesu1fonyl chloride (5.0 g,
hyels mmynel)., '.Hhecheimbiﬂ ythxtﬁt'd”hyds)stlhe& éﬁﬂﬁﬁﬂfefr@@ﬁﬂr@ €or(¥hPsoured into

?ﬁﬁg Off &}; | I dﬁ?t"\éﬁa 9081’:01% T?he combined organic layers

4we1r¢| washe dswmh brine «sg miy diriosl  MpSQy hirlatvigydrated. He Jerinferteduct was
efite Pgﬂﬁﬁé@ﬂgno %fﬁigctgomgm% ﬁf?ﬁ Lﬂlgs%ij (He efe ce‘ia“:"cf 1:4) and

2 13 0, ano
(@w%mwwa fem1¢tbd nestatd heptabdia mthu-qlmw-muo-(z-

(l@rdﬂn\ty M—ii:ﬁéiﬂﬁgeﬂ%v}/ e?&g?l%ﬁllﬁ)glgn%df&g 9%1 L) (@as BiCOwhitdsolid. Ms
quﬂjdwmeaﬁhﬁn}Pe]é&q -on m xture was stirred at 70C -

for 20 mn, poured into ice/water (50 m) and sodi um
dar B‘omtarﬂ/\%4-ahidﬂﬁ3-mi&d-(Z—hfdioﬁpll,l]tdlmethpllétﬁfl}?vﬁeﬁﬁn@ﬁlfonannde

d, w |
(585 245, i) bl RSl Y213 e nbd el eafiE D and
bnﬁthexxeéynnl (P, mld whestir(erlap SI1Y- fan2l h@ddptmmﬂtmaler (6hal) was added at
Ofm%ﬂar ol ) eﬂ’@ysHt‘l'r %?W 62191] EB@Q BYer 4 Benod og 5t ﬁun (S0,

taI I | at| on ‘from hexane acetate
tqvt) ugog gﬁpd:n?lgn@guga wasgi%edgg 78%C &wi20\ahing Qog;@{l iigfo icefwater
NBG (chipahd 2ddind &awﬂnbﬁe'hs Jﬂﬂe&%@ XMt R ﬁo&?ed to be basic. The

N- th hyl hyl - b
Sl P st iR it st (.0 i thecolotned organicayers washed
wvithrbrioe Z507wil)) ydried - (lg80) Qind (Srap&ratd. FBe @Fide) proudtNvas further

0 u
Jiched by Rl B M0G0 Rlnl FRR BTER St pmpospa 055
SheD) ps alT h@whetaefthdohﬂsrﬂsw 3731 4@d-H)T; mped8¥t. room -
tenperature for 6h, poured into brine (50 m) and

extracted with et hyI acet@lgpldpf1 70 m). The conbined
organic layers were washed wth brlne (50 M), dried

(YISO 900 cvapnaled, g griide, pLpduct uge | fArther

(heptane/ ethyl acetate 1:4) and 30 subsequent
e} Ve atitred solitom of 2 exmiso-2yhethgl1-prepanbE@t7812042 Ginydl Pind N NaOH

G e Mol o sty metabP siiohenrenpplmy el (505
&k ﬂaﬁo%f ’fhwa@nswinae WS stifigb)at @7 tempéruid fr; Ghapoured into
BARE(50\01) 290 2% tdBa35 D %ﬁ?&&%@‘g@ﬁ?% The combined .organic layers

were washed with brine (50 ml), dried (MgSO,) and evaporated. The crude product was
further purified by column chromatography on silica gel (heptane/ ethyl acetate 1:4) and -
subsequent crystallization from ethyl acetate/ heptane to yield (2-hydroxy-1,1-dimethyl-
ethyl)-4-methyl-3-nitro-benzenesulfonamide (1.5 g, 25%) as an off-white solid. MS (ISP)
287.0 [(M-H)']; mp 109°C.
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-37 b) Hydrogenation of a stirred solution of

(2- hydroxy-1,1-di net hyl - et hyl) - 4- et hyl - 3-
nitro-benzenesul fonanide (1.46 g, 5.06 mmol) in
Mald@ils50 M) on pal |l adi um carbon (10% Op <

for 1.5 Hkgt roomtenperature yielded after rééggﬂ%m%P&mz
the catalyst by filtration, evaporatlon and
crystallization from MeOH dleihyl et her/ hexane the

5 ALY W B0 A 9
3nfirr- h@znpe(sglfqnamder(y%m HEH- @Irhiblll)k nbémlelr{é& oil¥ grpaliadigm/carbon
H!ﬁf 08, Q?W?L a2 1©f hat Sboh rt@ﬁgét%#u{ﬂ% gﬁﬂlbcg niéteernréegxl'?v?l of the catalyst by

2-°di methyl am no- et h onam de
[ iRB, <VEP7rHoa 9ud WS%@Zmpng from MrORshicthyl sthert hexawn the title
( ¢4apsiind (105@880@ ok aslb R LA MSLEH) 267 iﬁw)ﬂ)p% 33PC.
h at" room tenperature yielded after renoval ﬁ
catalyst by filtration an% ev %Hitlon the title
conmpound (1.25 g, 98% as 5% " yellow liquid,
whi ch was used without further purification. M5 (|SP)
23 Amnp(NA(injethylamainpiethyD-H@uzenesulfonamide
3- Ami no- N- ( 1- hydr oxynet hyl - cycl opentyl ) - benzenesul f ona

”Iﬂ&rog&ﬁmen m dft U € s@ired3- BbILfiOn PEITZ aQs Q§%&Hﬂ£mﬁﬁl-&ﬁ)}l}1§-mtm—
(0.89q, ﬁ? 9 cl opentyl)
brranegittopan (aR oo T St el 547 MdolL in meganl (S mD
bmc pilhdhmi/earbor (10060.144) mg)z SRSt 8ddm fh eRthetinurd Gicldel QiftePtmoval
t,u uted w chl or

gt the Syt Rt o et e ol fﬂfaP%wﬁ@? ¢ 467 as 2 tight
vxﬁdomdug’mddwhmh whs wsed withoutrfustier pNeBESG6N. 1B til[SB)/mﬂcﬁr HMeH) 1.
in vacuo. The solid residue was dissolved in 20 :
et hanol (20 nlL) and hydrogenated in the presence of 5%

pal | adi um charcoal (0.2 gF*ampleBilde the title conmpound
(0.64 g, 59% . OFf-white solid. MB (I1SP) 271.4

[ 3-Miif)g-N- (Iplydra@3 Sretdt3RoyClopEntygicazdieddfonamide
(S)-[1-(3-Am no- benzenesulfod£“@ pyrrolidin-2-yl]-meth

ahatixtupepf Bynikorbprrenssniforyl ehleride S Zehmmel) andy( L -amino-
%‘E%%ﬁ’?) AifttheboR0.26 b Mbricl) ‘ﬁm@ﬁm}%@‘%)’% sdclitim
S\REE*OB k& ?18%? Suega gP AN feww ByiThe myjigurg ‘s*p)dﬂuted with
m&o{n(emm (20 D) ﬁeq@etiszagra SepRGTddRRARREHRABSRr wad@ashed
nme al es
R B0 Nl R ARG R P le solid peinies figpaivedin
@thaﬁolr(@ﬁ hi)vnd hydrogenated irhidwe presencBo% phlldadhen-charcoal (0.2 g) to

i RS IR Sl D BARIRET Y B 1 HPf: mp
arp xy

ves can used
dd@dBEFﬁg to the general procedures I and Il are

Example B.14
(8)-[1-(3-Amino-benzenesulfonyl)-pyrrolidin-2-yl]-methanol

By subjecting 3-nitro-benzenesulfonyl chloride and L-prolinol in analogous manner to
the procedure described in example B.13, the title compound was obtained. Pale-yellow
oil. MS (ISP) 257.3 [(M+E)™]. '
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5 comercially avail abl e. However sone of said

i ntermedi at es have been prepared from acetophenones

accordlng to the procedures as outlined hereafter and
9@ ‘gk erwi se specified, these conpounds are

nove € person skilled inthe art will be P&B{EE2q0y006302

prepare other pyrazol o-pyrimdine carboxylic acids

derivatives useful in the genéSaI procedures | and I
taki ng int thefoII Wi ng exanp]
‘.51_- the D ediates ?ls DVIgaZO o-pqy?nnelime carboxylic acids - -

pr epas
7-Di f1 uor onet Ij;u_lterﬁledﬁtekbfﬁﬂmdadfﬂ”emmae@hﬂ_ﬁm;spyr azol o
[1,5-a] pyrimdine-3-carboxylic acid a) To a stirred

sol ut jasee ofithemntgyrmediptes eoppoands, agethé quh-pmquﬂm)qurhc

t &hids &H‘rﬁvef‘ﬁﬁilaﬂ L:an hh&l acé&@mg‘ ?&e@ﬁreg PRI are
t enper at M sol uti on_of. sod | um t hanol ate in
1SPIRRENS FW b ediqwever;_ss ajd ingrmediptes baye heeggrepargsifrom

?iceﬁiplif I BRdeh @dcbﬁﬁz@ltaltﬂll@gb@ed&res as outlmed hzerfafter alnd unless otherwise
riflu et o e o

B S FEVR PO R BP 1 eon Ailed TF SRAFs HH DRFe f Rrcpare
mespwmkﬂpmmﬂﬂmmaﬂ) retisdezivhtdres it in the gerethl pracedures I

eacjl rac ?cﬁ'[& taﬁggd)n épjﬁ?‘ﬁi M&Qwﬁié ofqugba’fa'%o)n( 4'?’hg1 ) and

corrbl ned organic Iayers were washed with brine (2 x 50
dried (MyS™) and ZOFé%dBB]GrQﬁ ed to give crude

égllu{flgggro ?é@“él" i fl u eﬂ%&‘ phenér’g ut an e_charquyhc

vu,cidmut further purlflcatlon b) A stirred mxture of

T i st R0 Fiftnorsaretats (3.0 b 24 gumel) ingsrt gyl methyl-

aatiger (30 ml) was added atroom temperai:ure a 5.4M solution of sodium methanolate in

i B8 s b ol P LIRSkt A0 e
oot misieb

cetertiepsnedd. 8 21 wawlX ipitert-bBtyhmetty eﬂ:e:a@ﬂ imgh The
?éaéfﬁoﬁfnhikﬁué"@& s%iﬁ%@ Qfﬁ&x%QﬁB&aﬁﬁéfo‘E ﬁb'H?o%&quﬁ)t ice/water (50 ml),

|| |
RedBaan it 23 R0 ) s vt witrbetbphefher (2 BEOD; Thend
nitindd? dﬂlélayers-r‘h&e WRAGH WRR b (21 60 RS dSEd gl:@d)@&nd

60C for [ ce wat er .
TR G srodnb A Sitbigr L R bR i benh oganer gy dione
d5.8V ghaa 4 yelipe tighidy whiflowasdBedwithotltiferthqrpatfipitioat e was
collected by filtration and further purified by

R
$ob? mmalind4, ﬂlyﬂuggﬁl-{éc mpthykphenyD-dutane-1,3-dione (5.8 g, 22

manol) 0 acetie ac s?:QQ ﬁ\/as'lﬁeﬂeﬁ%n'agr 1B OHARIR AR 5 B S he reaction

Exanpl ri fI uor onet h

(nagxfu:f: T"PWP%‘F W %WEPWEQ'S“W fohd, 8.5 g, 22 mmol) was
Hisoladdoiyirai ritixtlire 6f v KOH BOp¥thbSold €76 hi) 0.35inkd] ParcDwated (36 mi).

R PSR it B s oy sy Pl i e Meter 200 ),

30

4eitlifiefl it 3hedfayik acid it i) aod stiraabht coommaperdtiige for 30 min. The
%\‘éﬁﬂzﬁpel Was2ollected by filtration and further purified by crystallization from
diethylether/methanol to give the tifle compound (4.51 g, 57%) as an off-white solid. MS
(ISP) 356.1 [(M-H)']; m.p. 261°C.
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10

am no- 4- et hoxycar bonyl - pyrazol e according to the
general procedure |. Light yellow solid. M5 (El) 374.9
[M; np 248C. Exanple C 3

wa%gﬁbg)}gg- phenyl ) -7-di fl uoronet hyl - pyrazol OE"}TJEP@QS%“”

rimdine-3-carboxylic acid to The title conpoun
prepared fromcomercially avgggabl e et hyl

di fl uoroacetate, comrercially avail able

4- chl or o- acet ophenone and Leially available
3-anm no-4- et hoxycarbonyl - pyrazol &€ according to the

g SR fhordRRABAYL(2- 5 gy i 2

[ (M H) &E : 232%&%‘??%% ek pifend) prhaolb, & hipfrimidtads

5-‘%‘2]?—" ‘o‘l‘g{)phenyl )-7-trifluoromethyl-pyrazolo[l,5-a]p

y rihe uﬂiieg eorﬁp(ﬁﬁfdbﬂbfsyﬁ;ﬂeﬁari&}j ﬁ'omeﬁxl]ﬁlieiliciaﬁy ?Eﬂ{aglu Nehy\Rsfluoroacetate,
prepar ed from r.cia ai | abl e et hy N .

b EPPRETa, AYRe S BRsraREal P toRpsans g commercially available 3-
4 aothof ethogtaphghpnezcird cadinges die@bxhéfal@é@ﬁeﬂxﬁb[{.e ) o

3 ' - - YT e according to the

g%‘?%:r‘ 2&03‘?58%‘3‘8%&?%@%#@5% id. Ms (I %P) 340. 0
[(MH-]; nmp 238C. 20 Exanple C. 5

7-Di fl uor onet hyl - 5- ( 3- et €i3f | uor omret hyl - phenyl)

-pyrazolo [ |,5-a]lpyrimdine-3- carboxylic acid The_
tgt(#@@mﬁﬂ?-mo Hrens: Trreoleld Sraderimidiney3-carboxylic acid
avhe lrale| enedupt wHsfprepksiaf8inatdnmarcially available ethyl diftuoroacetate,

ol i Pale- SRR R SRy Somutercity ifible 3-amino-s-

15

etthoxpcedhobypryirazpleraaaodiog alcthgrgdheig(ﬁmce?h& Igeffesldte solid. MS (ISP)
p e, gphite solid. M5 (ISP 370.1

[%%f{f(wf ?{):"’pm%%waanpl e C6

5- (4-Cnhl or o- 3- net hyl - phenyl)

-7-trifluoronethyl -pyrazol#amppke C4-a] pyrini di ne- 3-

car lic,acid _3Q.The tit]e copgpound was, prepared ., .
ff‘&%%%ﬂi’#&?ﬂl'?ﬂ%?% VJéP D 1o prirmidie b rasbaylic acid
Cﬂi’ﬁd reitle icainpyusd aiak @Eﬁplereg l-ﬁ:‘chh Q:\E/)Dﬁrﬁerz Oﬁg}ﬁ?}sa;lgﬂ@ tOPhefudcoacetate,
and commr Ci i | abl e : .

B ERTTBE Rsfabl AR P pReng e AR SRRy 2plfble, pmino-4-
atharydithonyi-pytaele gensling topthe gadtual @rdced@® - Offfivthéte salid. d4S (ISP)
??g"@%ﬂfﬁ#%l?ﬁg@ AH)-]1; np 243C. Exanple C. 7

o- phenyl ) - 7-di fl uor onet hyl - pyrazol o[ 1, 5-

. a] pyrimdine-3-carboxylic_acid 5 The title conpound

20

25

30

was prepared from comer cEEMPPleLyRi | abl e et hyl

i £1 1or oacet conrer cj. al | vai ] abl.e
?1& OE%fPStF's‘?%@f‘e'F’sg\!F%ﬂ@m&ﬂ e@wﬁaﬁwbmw%hﬁawdmﬁ-
Baxbioixylicacilt et hoxycar bonyl - pyrazol e according to the
950G lcoB{:Q&ne&j Vlilrz;seprelparegi{dlyx\dgcl)&lgne?c?alllly gfrailla\xﬁe ethyl difluoroacetate, 3-
methyl-4-triftuoro-acetophenone (example A.4) and commercially available 3-amino-4-

D

ethoxycarbonyl-pyrazole according to the general procedure L Off-white solid. MS (ISP)
370.1 [(M-H)']; mp 217°C.

Example C.6

.5-(4-Chloro-3-methyl-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-

carboxylic acid
The title compound was prepared from commercially available ethyl trifluoroacetate,

commercially available 4-chloro-3-methyl-acetophenone and commercially available 3-
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(1SP) 356.0 [(MH)-]; np 263C. Exanple C 8 10
5-(3-Methyl -4-trifluoronethyl-phenyl)-7-trifluoronethy

| - pyrazol o[ 1, 5- a] pyr kAdi ne- 3- carboxylic add The title
g? ound was prepared fromcomercially avail abl e

e ﬁg?"sﬁlﬁ":fsl uor oacet ate, 3- PCT/EP2005/006302
nmet hyl -4-trifl uoro-acet ophenone (exanple A 4) and
commerci al ly avail abl e 3-am p-4-

et hoxycar bonyl - pyrazol e according to the general . .
prbeeéhethoxycartOhfl-pyhizole asairdids toviBe gengry) prozgluggk Off-white solid.

@K%@@B%‘igm@%gﬁlg%?‘;@;et ?I f9I uor onet hyl - pyrazol o[ 1, 5

-a] pyri m di ne- 3- car boxyl i ¢ ad The title conpound was
prepared from comrerci al | $4bl e et hyl

AR ARAh s iy et

Fha tile cordfouhd atab prepaed honydonpyeraizity ayadublatigi dglupwatdtae,

SRS PRBS el ol ARty Sl - amine-
K3stcxy@arbonpl-pyrasloaceetding)ty ke gensral puesedwist 9 f-vrie nglid, MS

B@?gg%qdo?y-% ??Broncdi ne- 3-carboxylic acid 25 The

title conpound was prepared fromcommercially
avai | abl e et hyl triquoroﬁ’E"é‘T ged 3-

e e b S L PP Fatppimidine -

darbbiyliaadidet hoxycar bonyl - pyrazol e according to the

 EEREP < B by Sopt b B g e

makthyEterifiero@cdtophenone (example A.4) and commercially available 3-amino-4-

?@%ﬁ%ﬂ%ﬁﬁﬁ?{é&&% Eg?%énegﬁ SRockduré 11 ihbte EHIEMBYISP)

- 8] pyr carboxylic acid The
88%.1 EMShdound>%&s prepared from comercial ly

available ethyl tifluoroacetate, 3- 5

et hoxy-4-trifl uoro- acet ophamspleCOEXanpl e A 5) and

commerci al ly avail abl e 3-am no- 4- o

6t(a@yichlohoplydnyl)yaiftwoeoraathiplrgirazglol b5-mipyrigeidine F-carboxylic acid
re . - Whi ' 4 .

[H'E]%/ggéj ?c]rgponugdgéégygﬂﬁeg nﬁ%?deéo%uﬁ}%(%aﬁ); atlablé ét.ﬁyl(t)nﬂu‘.oroacetate,.

ForDiietciadly evailably B A5digtdoxet avetophenone prd esrparsially avaiahleypyino-

2 -By L SRasH > b Il LigRojellow Bstid. MS

# %ﬁ%?%%mnk‘ugg%mog%’jﬁgﬂgm@g}gﬁ%egmmr ci al | y ?

S8 BN MaHR 3 tor oacet ate, 3-
et hoxy-4-trifl uoro-acet ophenone (Exanple A 5) and

commerci al 'y avail abl e 3-Bxaiople-G10
5-[3-(2,2,2-Trifluoro-ethoxy)-4-triflucromethyl-phenyl] -7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid

The tifle compound was prepared from commercially available ethyl trifluoroacetate, 3-
(2,2,2-trifluoroethoxy-4-triftuoro-acetophenone (Example A.6) and commercially
available 3-amino-4-ethoxycarbonyl-pyrazole according to the general procedure 1. Off-
white solid. MS (ISP) 471.9 [(M-H)]; mp 264°C.
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et hoxycar bonyl - pyrazol e according to the genera
procedure 1. Yellow solid. M5 (ISP) 400.2 [(MH-];
np 247C. 15 Exanple C 13

5- 3- et hyl - phenyl ) - 7- di f | uor onet hyl razol o
T(OSZ %»697??m di ne-3- carboxylic acid The titl @g'}"/ /EP2005/006302
corrpound was prepared fromcomercially avail abl e

et hyl difluoroacetate, comeugially avail able

4- chl or o- 3- et hyl - acet ophenone and commercial ly

avai |l abl e 3- 20 am no- 4- ebwoplec@ibonyl - pyrazol e

according to the genera rocedure |. Light vyellow
sB(3-Bthoyp4timyrogrthyl bplpe(rwﬁﬁym]ﬂuoa’q;n ethnd @yrazeieih?-alprripidine-3-

ca@{ﬁy@gmthyl 5-[3-(2,2,2-trifluoro-ethoxy)-4-trifl
uor o thyI phenyl ] -

T e soreaaewlly pyailable piylrifyprgacetate, 3-
tétﬁckl -%&iﬂ%@btﬁdce eﬁn@mﬁi&qilé %Gmmm&tﬂﬂ# draitable 3-amino-4-
aval | a rogacetate
(hoy PP U R0 L0 P gesederedp RE gl solid. MS (1)
(AsarfMeHA;@)p 2648C.comrerci al |y  avai | abl e

3- am no- 4- et hoxycar bonyl - pyrazol e according to the
general procedure 1. Of-g i?%l ggl id. M5 (I1SP) 454.2
e

[(MH-]; np 261C. Exanpl

57-batddbRERys-d- éﬁb@@&m&e@m&x hg&&bu@s&@mﬁﬁmm 3-

-pyrazol o[ 1; 5-a] pyri'nudi ne- 3 | c acid
xoOORYIrsR’ PCT/ EP2005/ 006302 - 42 The title conpound

\éﬁfﬁltﬁfeQBﬁ@S&J WA PrERARIIETF ¢hh dbrhiber sl kbalithisle ethpldifluoroacetate, 3- -
| uor o et at

BT o T T <Etop B Fempls AT SRR sl gilable >-amino-4
]eﬂ:ﬂ)'&@arr&ﬂxyll:j)yraﬂﬂe aoodineto did gegneralpaodedised. Yellow solid. MS (ISP)

t rbonyl - pyrazOl e according to the
égﬁgﬁgﬁ é}ﬁm{i}?&%% Light red solid. M (ISP) 390.2
[(MH"]; nmp 216C. 5ExarrpIeC16
7-Di fl uoromet hyl - 5- (3- f | UBREWEE3{ | uor r onet hyl - phenyl )

e nptnsAhr R et R R EHARY b Al gmidine -

ok AR Lidet hyI di fl uoroacetate, comercially
Rt i g o s AR R b SRR no%ogc@ate,
Fomimiadally-aesihbleyiedidrofyinethyk aztipberane end corgmewiallyavailable 3-
AEREE 2! e AGRGNG B branchd RBb:al e Y0hdth prbBalde I g find

Solid3 M &R)@Mﬁt[ththmﬂéﬁ?@l -phenyl )-7-trifl uoronethy
| - pyrazol o[ 1, 5-a] pyrimd ne-3- carboxylic acid

Example C.14
7-Difluoromethyl-5-[3-(2,2,2-trifluoro-cthoxy)-4-trifluoromethyl-phenyl}-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid
The title compound was preparéd from commercially available ethyl difluoroacetate, 3-
(2,2,2-trifluoroethoxy-4-trifluoro-acetophenone (Example A.6) and commercially
available 3-amino-4-ethoxycarbonyl-pyrazole according to the general procedure I. Off-
white solid. MS (ISP) 454.2 {(M-H)]; mp 261°C.

Example C.15
5-(3-Chloro-4-trifluoromethyl-phenyl)-7-difluoromethyl-pyrazolo[1,5-afpyrimidine-3-
carboxylic acid
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15 The title conmpound was prepared from comrercially
avai |l abl e ethyl trifluoroacetate, 3-

chl oro-4-trifluoronethyl -acet ophenone [ GAS- No.
129322-80-1] and conmercially avail able

YO %S et hoxycar bonyl - pyrazol e accor di ng ®ETER0S/006302
general procedure |. Light yellow solid. M5 (ISP)

408.0 [(MH)-]; rap 244C. Exanple C. 18 20
5-(3-Fluoro-4-trifluoromethyl -phenyl)-7-trifluoronethy

Thepitfeanairoltd Sanprspatedifetinn eorgmexsially avejlrhle et} dillypraacetate, 3-
i . ) { f C 530l ¥nd commercialk

dilckbG tgﬁgglg)tﬁ%%ﬁ?%t HeR& L kA, C 953550 Al y

aval I'a ugroacetate, . co rciall
aaibabledbiming-4-Fhorieashonylipyragele asretdigs CRbBpRbRs
TSHTIEL &l Mg (1say $90lBMEH) |; mp 216°C. _

-=am no- 4- et hoxycar bonyl - pyrazol e according to the
general procedure I. 25 Li hgeé%l ow solid. M5 (ISP)
392.0 [(MH-]; np 212C. npl'e C 19

?Bﬂmﬁhhﬁﬂhybi-(mgﬁd’roW&iﬂmrg?éthsl'ﬂ-phphﬂ]—gﬂpﬁﬂdﬂﬁycl}]p}g:yjzp@@e-s-
1,5-alpyrimdine-3- carboxylic acid The title
c@%ﬁg@?ﬁ}%ﬂs prepared from comrercial ly_avai | a{;lgj%l

"Bichtile compbindowasaprepared frorg Foowaraallyi zgqaqlgblqa_gtgw pgroacetate,
c%h}rﬁe}'rfgilg};lsgr%_gﬁfbﬁo Wﬂ@&%icﬁﬁﬁﬁﬂﬂﬂﬁetﬁch&@Héﬁéﬁd 2drldy commercially

aval am no- 4- et hoxycar bonyl - pyr azol e, accog di pg
availble-aysiner &PhersubaRHTFolpAr Rt {a the eersl pgdure

] Midd) M 1spaB7 L2 E-H #CC. 20 WO 2005/ 123738
L3l o M M ISR 57 £ BMCE) eRpwb .
7-Difluoronethyl -5-(4-trifluqr t hoxy- phenyl) - pyr azol

BpRls Srl7

o[ 1,5-a]pyrimdine-3- c acid The title

T EOBleRs A fugrospthyb ghénybrT-tiffroeewethylpyraspld | Latslpyrimidine-3-
et.hyl .. di f‘# uoroacetate, comercially avail able

cﬂ"tq\é‘?']l“f‘l‘fb onet hoxy- acet ophenone and conmmerci al |,
‘Pheatitleadoingpolind Svaa prapered-feirh oo didhiyavailahleeslsil driffuoroacetate, 3-

cordi g bn®' REQSNGE 12035 80-0Ni 41 Sinhiblercially
PR citshind il RO RIGIHGE oairet &

oA (RN LM S
%@ggmgmﬁinquﬁgmgg@fgﬁg@ 24pe. titl e conpound was

ared from conmer ci y avail abl e et hyl

trifluoroacetate, to cogx‘%r;@le@_fsy avai | abl e

3, 4-di fl uoro-acet ophenon commercially avail able_
B(3Plubo-4-4riftidromytgt-plengl)-Drithwosmethylepyrasiol] Low]pyrimidine-3-

n%%ﬁ| ocedure |I. Light yellow solid. M5 (I SP)

%ﬁﬁ’. T?‘%!H)-]; np 274C. Exanple C.22 )

The( 4dChbopoupheny bjeppyedafranojomBeraipliy araifells sehyd Hilyasggeetate,
%Hl%er%ﬁjl)ﬁ‘ available 3-fluoro-4-trifluoromethyl-acetophenone and commercially
available 3-amino-4-ethoxycarbonyl-pyrazole according to the general procedure L

Light yetlow solid. MS (ISP) 392.0 [(M-~H)}; mp 212°C.

Example C.19
5.(4-Trifluoromethoxy-phenyl)-7-triftuoromethyl-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid :

The title compound was prepared from commercially available ethyl triflnoroacetate,
commercially available 4-trifluoromethoxy-acetophenone and commercially available 3-
amino-4-ethoxycarbonyl-pyrazole according to the general procedure 1.

White solid. MS (ISP) 390.0 [(M-H)]; mp 225°C.

Example C.20



10

15

15 a. A mxture of ethyl
3-(4-chl oro- phenyl ) - 3- oxo- propi onate (18.1 g, 0.080
m)l) and ethyl 5-am no-|H pyrazol e-4-carboxyl ate

088 nol) was stirred at for 3 h 160 C.
Ewoogiczg% 8te (40 nL) and hexane (40 nL) wer e PCI/EP2005/006302
successively added to the cooled mxture and stirring
was continued at 0 C for 0.5-B3-The crystals were
isolated by fitration and triturated for 1.2 h with
07-DifitidrGine(HyD 5 riflinemetbbiyeplRyihpsrazolot of-slpyrmidine-3-
vvas{iod Wlaéx&] wat er and dried to give ethyl :

xé‘rl’ﬁcoro phenyl ) -7-

thhf titly cpypawed ofad pEepajedframyicammerdaliyarvsiible sthgl diflyorpacetate,
15%1%%& @‘Q&&.ﬁbﬁ Ql hﬂnor%e&ﬁkﬁ%etoﬂa@n@he[aﬁ:@ﬂc&ml&raﬂ@ available 3~

m xture of
SWC%F@PWCBWQHWBYT#OIW@PW%W%\%%{ grosedgredy i nidi n
eo: wﬁ%sﬁﬁ&%ﬁ@&l@PXﬁZﬁQ(MrHﬂs &p 130t0., phosphor ous
oxychloride (1 , 12 nmol), and 25

N, N-di met hyl aniline (1.3 qeealrml) was stirred for

2 hat 100 C. The m xture Was pevaporat ed in vacuo and

t bugs 4-ifldore pmﬂﬂ}}am:ﬂuoromeﬂiybmrwéw{ Lifealpyriraidine-3-carboxylic acid
WBEeHa SRR s i e et RS MoV BEM lfuoroscetate

evaporate In vacuo qﬁ
r ecmemencially swiilable ﬁdsdlﬂwgtaathh@eqnq snsheasapgpially available 3-amino-

.a
SReiiRafich ?*ﬁwﬁ%%gﬁdgw? B B s a

plight e solBloMSEIY 3 1p8P 7461 | ow solid, M5

"(ISP) 336.0 [(M+rH)+]; nmp 133-135 C. c¢. A mixture of

7-chl oro-5- (4-chl oro- phenﬁ!% ol o[ 1, 5-a] pyri m di ne
(0.34g, 1.0 mol), triet apﬁnyg?é(o 28 m., 2.0 mmol),

d 5% pal | adi h 0.Q3 t hapol (60 niL
W4 Chlorp eheRTY BT ﬁb&@'n(“é"*gﬂ" Rerbgeicrs 12 nin o

20 C. . Th filt.

ol 8t i oA B WA adorsupBhh 6. AR .00 EaoD and
PCT/ ERZRA5/ 06163 A PI-pyrdsbler & sirblonylatald 372 0.088 mnlb tvabetiryipeleat for 3
et hyl a@z"g{(ﬁ?@ atV\@\tstﬁj’ mﬁf‘zgmf ay @@mL(j \Je?eysﬁr:ce@z@v%ly added to

dried aporate n vacuo. The residu
was cristedléd misture mdﬁuexmg/was coa@@mtaépcﬂ}&r&r‘ebcéﬁé gl were

- give %H‘thed b{)ﬁt‘atlon and trlturated for 1.2 h with 0.2 N HCI (80 mL). The solid
C oro

20

25

. 30

3 Car Depeitare fovasbe b e an G Ee SOH1 UL silorer -7
301.9 Hy(iwsdyl) Trazol[ [5-ayinkditk-8-cafborslig (133 g, 52%). White solid. MS
5- (4- 5- di ne-3-carb

ate g rs‘ilf%gkﬁ%ﬁwa%ﬁa%&g 68 um hydr oxi da.

sol b i mﬁm(térelﬁf)s (4rchlved-phenyl)-7- nydmxy)pm@lcr{éétaduyrmcmw k&

for 2 BipolhicTh b Bihatas) BRENGHra] ol thffliddh {1 ¥Rl €12 &), and

m) an'zﬁrb Ueous so ut| QN
Was G fivsthyianlind (23 k. 00h e clldeRsshgRd 67 C i mixture-

pr e01 %Is%gﬁg\f\ﬁ din !:lﬂntaﬁq threfilthd %@ﬂaﬂiﬁon‘é@SHﬂﬂeMﬁt& 4l
) rie arv

5 (- chrtdpromstions The QyEeBiE shae Has WaflSy SN WA dried (NesSOY) and
car boxyhhdiatdd iflvatQo. Fhe Somali8380lidbds ciysiallRedsfbind:thyl/5

(1SN a%etgte egcénl\é}tlc;bg;vl %—'cﬁ?;ro-?—? ~ ﬁl})%cgpgégrﬁp[l;yerazglo% %,S—a]pyrhnidine
(6.80 g, 67%). Pale-yellow solid, MS (ISP) 336.0 [(M+H)"]; mp 133-135°C.

c. A mixture of 7-chloro-5-(4-chloro-phenyl)-pyrazolo[1,5-a]pyrimidine (0.34g, 1.0
mmol), triethylamine (0.28 mL, 2.0 mmol), and 5% palladium-charcoal (0.03 g)
in ethanol (60 mL) was stirred in an atmosphere of hydrogen for 12 min at 20 °C.
The catalyst was removed by filtration and the solution was evaporated. The
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5-(4-Trifluoronethyl -phenyl)-pyrazol o[ 1, 5-a] pyri m di ne
- 3-carboxylic acid 15 By subjecting ethyl
3-(4-trifluoro-phenyl)-3-oxo-propionate in anal ogous
nner the procedures described in exanple C. 22,
g%e%%“é{”gs the title conpound was obtained. UfI/ER2003/006302
solid. NWR (DVSO-d6): d 7.97/8.52 (2 d, 2 x 214),
798/941(2d 2x 1H, 8-83-(s, 1H), 12.46 (s, 1H
pm Example C. 24 20
5 (4 TepiFe Wasprsitipnyd betyeaniefityl prpfateandoyater snd finareamicdyse was
- 3- Ca&x@é@m ﬁ&i&vﬁiﬂn@tﬁﬁi vabld Théfesidue was ized from ethyl

7-cbl oro- 4-chl or o- phenyl raz
(0.3 4ac§tate cy ohqq:ﬁqu 130 %q%§ yl 5 }4 0ro- cilenyl} pyraz lo 1 S-zra.Tp

tetr aa‘bﬁb‘!‘r?ﬁ’lﬂﬂ‘@ﬂﬁ'gpﬁwﬁlo oftyiged SoRdiMSEL). 8690 (MAIT. *
gmr%efhy q'"" 10%%%3”%%‘@85‘)& ﬂ? P?[m%pl?;@g %Pgﬂlﬁ%ﬁl -3-carboxylate

t he Gﬁ)tlztgm%mmﬂ) mﬁ 0.5 Neddinm lwdrcaidmekuhen ¢4 oil.) & methanol (4

for sz wéfﬂegtred{ ﬁdﬂ:l tcbﬁﬁlr %%(ﬁéﬁ%ﬁhﬂ:water (8
aqueous’ ammoni um [ ori1de sol ution
m xt upk) Womnnt!‘ﬂ@demwubé&hmqmﬁouwxwonat@taaﬂ@eé fpH 2 by

R S S e

I du i | y

et PR 10 B SR FhAt-BRERPTEolgT g By Fdine 37

5 (4 -catoRylR-apidg 0N L }; 00981 dnfElwhiy satito M (1S BRBY (MAELT); e
gog%%(gtq (0.15 g) ‘as a white solid. This

rrate

saponi fied using in an anal ogous manner

the procedure 30 descri bE%njq{;% %anple C. 22, step d),
to give the title conmpoun I'te solid; M5 (1SN

SR IR D A b3 T ating 3eaboxy e acid

et A Bl 0T SR DC s P RO ) B e

0):4Y;

proceflutas |dfﬁlcubfrd}n pkmnplle 235 sths apl, dim uﬂrracbmppunéwas ahgonesd. White

J{;ﬁ&'}@;{mt @M ppl'yl ng ﬁéﬁl)esu t| ngxcgro fs%g(s’ 1),

Br‘!édedﬁ @P@escrl bed in exarrpl e C. 24, afforded the
title conpound. White solid. M5 5 (ISP) 320.3

[(MH-]; nmp 244-245 C. §
5- (4- Chl or o- phenyl ) - 7- et%t'n‘nég? & oI o[l 5-a] pyri m di ne-
3-carboxylic acid To a sol utian

wt%%mplsnmﬁcmwbmﬁ@m P ‘13?1’%%{ srembaygicarigi di ne

f %c?él'("f 71 B@E?r‘&ﬁbmwhw&ma@mwwlmw (g 348,10
:mial))an& eetrRkd( tfiPhanylphwghin)paladile (085 & 08 shimé]) ih THF (15 ml)

B i o eyl i SebR T F - 35 BRD g b

- meichuré wapethsiedin ednatondsplesrd bﬁ:gm!foﬁz hrAftearfth@slew Mididpmat 0°C of

?ﬂgﬁeb&emgmw?h}?@u %Blal%gh& b1 rg%(ﬂ.é:r ¥ o grg@ne@qﬂtween

e m xture was Xe ar gon
eﬂlﬂ acetape andfwager. Theeorginiolazetdyas poporatedin wagio angithe residue
StapHRABRRIHETLA Iilklﬁ% Bl a%&hiéﬁﬂeﬂhe((ﬁz rW-\)) as Eient to give ethyl

X artifione tvveen et tate
SrTZ4~ ro—p enyl)D'J-me pyrazo of1 5—a]pynm1d1¥ze 3-carboxylate (0.15 g) asa

 white solid. This material was saponified using in an analogous manner the procedure

described in example C.22, step d), to give the title compound. White solid; MS (ISN)

2860 [(M-H)']; mp 233-235 °C.

Example C.25
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15 and 10% sodi um chl ori de solution. The organic |ayer
was evaporated in vacuo and the residue

chromat ogr aphed on silica gel using ethyl acetate/

C e (1:4 v/iv) as eluent to give eth
%Péfgesﬂ?%]?% phenyl ) - 7- et hyl - pyrazol o[ 1, 5- a] py%FWﬂ%OP}@"“"Z
3-carboxylic add (0.53 g, 549 . This material was

saponi fied using in an anal ogol?s nanner the procedure
described in_exanpl e C, 22 step (g[g to give thear |tIe

g&;ﬂﬁ%ﬂ of-(4ipifperosestn-phpmy ) prsagol
SSichng s sﬁﬁ%ﬁéwﬁlﬂwwﬁqwaﬁw@m %-%B%‘F‘?ﬁl‘&f fpdhe

ﬁroeahba)dekdrﬂbe@m HEkamBlela]. 22; stiepon- B,tahyllappljnng to the resulting product
ﬁ)% hl S egur% d(sscrlged in egaf? rig £4) afPo¥3e ghe com :;Lg.)i rWﬂth 8. Ms
| g F] ﬁ % CP ! In

nmanne e’ proce ur e des
ESIP26. ﬁ(MﬁH)hmpréﬁﬁfiééCng the ethyl zi nc 25
chloride/ THF solution by a 0.4 M propyl zi nc
chl ori de/ THF sol ution (freshl repared from
et hyl magnesi um chl ori de aﬁﬁ""i ﬁgzéhl oride), the title
conmpound was obtained. Wite solid. M5 (ISN) 314.1
[ ¥-(4-Ghloro-pheny2oBetByl-pirazobd] &,5@] PB@imidine-3-carboxylic acid
5- (4-Chl or o- phenyl ) -7-cycl opr opyl - pyrazol o |
1Ta @dliidn ST70EHT0 3~ @A yheyl PP frazflo (13- eﬂpﬁﬁiﬂdﬁneqme ef3.0

7 ¢ th{ %T'% 41P ng?,s,ospﬁuﬁ é[llaamg‘y {Oa.%%l, Q [’v olfl ;ﬂpﬁ’ﬁ 5 mtmas

t@ﬂ:dakﬁ A0E Pipu eﬂmyizpmblpnddﬂm spladion ((mL.13 rymel; freshigirgpared
| By sfil¥ing 2@k oMBSnL SRkt mZdHesiBmZhlode/THE and 24 mL of 0.5 M

e RGBT B 1 B B S i'fPﬂ‘ ?ﬁﬁ@bﬁ?ﬂﬁfﬁ%ﬁf@%ﬁﬁ%ﬁ“ﬂd

G af aGnddpbsre lobpeopion 3dgAbei theslyDaddiGen aBIH sat. aqueous
Pﬂﬁ&%@%&ﬂﬁ%&%ﬁon g@mb o4 ﬁ%%@%a%g&e%eﬂ&eeg eéyiMcetate

cbl qrid for hat follo
Find 0%t chig e shivBr e ety paRveppigged i vacho acd he
a"’“i“"m““"mawmﬁ'“@m slizn @ uSinb ethl dcetatef byelo-lsdxone (1:4v/v) as cluent

R A T TR
e(Pﬁ?y 28 MQ@@W Honse WSHEAR Py anadegops rocedure
alegibed itbexhmpkiC. 2@ stepd ppogiat B title compondafihitetselid; MS (ISN)

rsgg-';liﬁ\gl_ ng% ~e0gFaphed on silica gel using ethyl

ace xane (1:4 v/v) as eluent to give after

crystallization from et hyﬁxm@gg et hyl

5- (4-chl h 1) -7- | o] 1 [
Striheochengly b g Ol b3 a&m%é&e%zsgga?%w srdii te

Sabjeétingtehyl #khibd36- (4-Lhioso ér@ﬂ)l— apyichidew itl shalgsous
I

in an al o er 1 0 SCri

S5 o e prdedipediiebedi, ?ﬁ%ﬁﬁff@ Bl

&;]bri\ﬂbﬂrﬂ@l sehitiofl by WB.4(N1 $N)py&i:2: AldrideF T E olution (PeéihPpb8pared
. e C 2 . .

Seogs R ot chianidendoins hiosided che il gvgeoppd yss phsped.

Wistesphg. MB{ISNN 81481 {-B0Xyiop 208 ¥eld By subj ecting et hyl

3-(4-trifluoro-phenyl)-3-o0xo-propi onate i n anal ogous

manner to the Example C.28

5-(4-Chloro-phenyl)-7-cyclopropyl-pyrazolo] i,S-a}pyrimidine-S-carboxy]ic acid

To a solution of 7-chloro-5-(4-chloro-phenyl)-pyrazolo[1,5-a]pyrimidine (4.0 g, 12.0
mmol), tetrakis(triphenylphosphin)palladium (1.15 g, 1.0 mmol) in THF (20 mL) was
added at 20°C 0.25 M cyclopropylzinc chloride/THF suspension (ca.192 mL, 48 mol;
freshly prepared by stirring a mixture of 96 mL of 0.5 M cyclopropylmagnesium
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15 procedures described in exanple C 22, steps a-b,
and applying to the resulting product the procedure
described in exanple C 28, the title conpound was

' JOf-white solid. Ms (ISP) 346.3 [(MH)-];
g%é %g?gé’éc Synt hesi s of conpounds accordin CtTE“DP?‘l?é/"O“OZ
invention 20 The follow ng exanples illustrate the
|nvent|on wi t hout I|n1t|ng |b§6300pe to these sole

npl es.
oA GF 6PR PRYAL.E05 M eink FilosHesHEP (36 mpHery hpt 5 Slawed by
01 h afl2gbE b Higuead reﬂﬁﬁém)&)‘ﬂatrﬁosﬁﬁér@ of argon for 2.5 h. After the

LGk mhol e 4 sultonyL ) phenyLls & 9,22 IS bl S

Twist p'ai'tlltlimfed b'eﬁ/d@@ﬂ ethyl @ébtatté ardd 1096 sydhich yl:loﬁﬂﬂbyiti)m The organic

PR 425 Bro i SR e IR FRIREI e B g‘ﬁéaaﬁ%g‘g ethyl

meﬂelcs'ihbqrxan@ thrbr/e) aslelugnicte givie aﬂére:]:yssadia@m@ fivgm ethyl acetate ethyl

&Ef E?& O-Pﬁéﬁ?gg’u O%PEIO&%@%??% gﬂﬁg@#@gzo%%,o a§1d (2548,

gmgffgv]gte solid, mp 141-143°C. This material was saponified usmgm an
Siblbphed Aghnér ﬁieewaéehuxz duchsédlﬁre%ﬂeﬂ@ Ol 22pstépd)Otodive the Gle

F%’%'m%?l' S sl s A d A AR ARG 1

compound mas prepared from
5-(4-nethoxy-pheny|)-7-trﬁ%&§§5€§§thyl 5 pyrazol o |

1, 5-a] pyri mdi ne- 3-car boxyl'i ¢ acid [ CAS 333761-72-1

conmer ci al | abl e n . e .
FEROPERB r@mﬁ@ﬂﬁﬁﬁ@mﬁ?ﬁlﬂé’%ﬁn@%&?fbwm
cweidrercial ly avail able] according to genera

procedure I1. Yellow solid. M5 (ISP) 562.4 [(MtH) +];

iy sabjzcting atiy Ay{#-drifluoro-phenyl)-3-oxo-propionate in analogous manner to the

prDeefduaa aeaa%émh earhfle EN20f iR &%Mgﬁﬁ@%& A7 PloBuct

rim-di ne-3- car box aci d
[the pmsﬁ%% ¢spiabed.in C)Zﬁﬁﬁéﬁ ffonaRﬁuaé Wﬁhebtﬂnﬁql Off-white
GRHR.MS A SPRSEY HWHW kg 298-235°C,
7-di fl uoronet hyl -5-(4-trifluoronethyl-phenyl)-
pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple
C. 1) and 3-(norpholine-4- sulfonyl)-phenyl am ne [ CAS
22184-97-0; connerC|aIIy avallable] accordlng to

- gener al :
solution of a pyrazolo[l 5- a]pyrlnldlne 3 carboxyllc
Thedsliciin Wustrite tHeRntehtith withest 1A itddcopORThese sole
tenperature (2 drops), the solution was cooled to

&8l oxal yl chl oride (1.5 nmol) was added. The
reaction mnmixture was stirred at roomtenperature for
3h and evaporated to dryneBsamplat preC|p|tate was

S
PR BXE WA Sy oh BNt oyl Sl
amtboayhcamdl [3f(elodphq]m&t4rsu&01@)ﬂ) -phuoiyj}- amade added. The 20
F I - -
ARt OfinBould 1 pieHardd M ilordllely s (A 3Rhorometbyl-pheny
pyrazolo|[1, 5—a]pynnudme~3~carboxyhc acid (example C. 1) and 3-(morpholine-4-
sulfonyl)-phenylamine [CAS 22184-97-0; commercially available] according to general

procedure IL. Yellow solid. MS (ISP) 600.3 [(M:+H)™]; mp 233°C.
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and the crude product purified by flash chromatography
on silica gel (20 g, dichloronethane/ nethanol) to

yield the product as a light yellow solid, which was

f Wolh& rified by crystallization from _
ngﬁgﬁglz?@ééxane. M5 (1SP) 580.1 [(MH)-]; np DoYEF2005/006302
Exanple 4 25

7-Trifluoromethyl -5-(4-trifludfonet hyl - phenyl ) - pyrazol

o[ 1, 5-a] pyri m di ne-3- carbgx I|c acid
[3-(pyrrolidine-I|-sul fonyl ﬁl] am de The title

cm@mmxmempwmrémem ~pyrazolo[1,5-a]pyrimidine-3-carboxylic acid

7ot rifl thyl -5-(4-trifl t hyl - phenyl
oA phekv iyt OF DORL 1Y B bxanpi
IR titkerbnpopd wasgireptiretefrain 59dirhahyly) phehdhy | tefforeme G

: géﬁ er aﬂ%gé roce E r%leaH(MW%vﬁ [\%%ss %373;5 c%sfj f ?’%m;e&mﬂy aggilable]

rpheline-4 giifonyipheomybarine HARR 284 P E-PomoBnagietinayailable]

é@o Eﬁ%f@ béneral rocedure I1. Yellow solid. MS (ISP) 562.4 [(M+H)"J; mp 203°C.
rCh or o- phle)ny -7- trlfluororretﬁwy)pyrzgzoloH 5P alp

yr| ndi ne- 3- car boxyl i c add le 3
(pyrrolidine-1-sul fonyl )-p%’@‘ﬂﬂ‘f-am de The title -
CBDIﬂihbﬁﬁtn&lh?l—fp(@ﬂﬁf@ﬁ)tﬁétbﬁlphenyl)-pyrazolo[1,5-a]pyrimidine—3—carboxylic

hi t hyl =
ﬁg‘i’ﬁd;tgg Orl?(gﬁﬁ]%b%"b’f%ﬂ’ﬁ)dl?% uor ggxyI}/l c acid (exanple
hetitlamdmBeyrpl/wasgirépeliaddroin 78hﬂ1fomméthy1p3°réh9rlfhmamet[q¢;§$enyi}-

S0P S]pySRTRL S| ooyl it Blipte G Bl Morplotne.+
[sglf@q;ﬂ)q-gahen CASRR Hi#p?7e0;gommercially available] according to general
?ré&dlgél P4 FoRENY Jstifred ]acf1 JIMSH ﬁﬁ%ﬁ\ébl'o W5-9Wén§3@ﬂaﬁ6xyhc

di ne- 3-carboxylic add

R Bk én THE (¢ mbriyasy %%quzﬁwm@tqﬂﬁémm drops), the
@@Mﬁawds Y%edRb eﬂamm Rloride (1.5 mamof) was added. The reaction

5-. hi h
oMo LA By Aty EH%%E et eperisdia cpmeice
@r&)plamm dispylvaddh ipgliidiae &6 mb uhl ovhile stipingny feom erpefafge, 4-

3084y SR L AP T G o

Eddetifyn-nixtiys was Z{Dwetlo Bizatpdaan femperature for 16h, evaporated to dryness
and e CRIRRoARE Eﬂﬂlﬂed?)yquéﬂ &Q&Iﬂ%éﬂﬁhy Y §iBGYeP2d g5- a] PY

rimdine-3-carboxylic [3
et methasdlhio-meld thefpsedcs asarighy rellowsplish whichavas further
hiifi@] R iR s o RIEQBI R hEX@BIMS (ISP) 580.1 [(M-H)); mp 221°C.
- (4-chl oro- phenyl ) - 7-di f | uoronet hyl - pyrazol o
[1, 5-a] pyri m di ne- 3-car bo>i%l iC aéil d (exanple C. 3) and
3- (4- et hyl - pi perazi ne 20 onyI ) - phenyl am ne [ CAS
a-aﬁﬁﬁﬁreﬁeﬂhirl—%(écmfwmmgnﬂhﬂgﬂmnﬂapmzdo BefirajpytimidiveBt ow

Bblyie 3 £ Bt b R ol oL 1. 5. 1 py
Theidk erenusd mooraepired aom;{ﬂpﬁuoromethyl—s (4—mﬂuoromethyl phenyi)—
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-(pyrrolidine-4-
sulfonyl)-phenylamine {CAS 91619-38-4; commercially available] according to general:
procedure II. Yellow solid. MS (ISP) 584.2 [(M+H)"]; mp 241°C.
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(nor phol i ne-4-sul fonyl ) -phenyl ]-am de 25 The title
conpound was prepared from
5- (4-chl or o- phenyl ) -7-di fl uor onet hyl -

razolo 1, 5-a] pyrimdine-3-carboxylic acid (exanple
é%%?mﬂﬁﬁzﬁ (nor phol i ne-4- sul fonyl ) - pheny| aniR§¢a/5PeyRs006302
22184-97-0; commercially avail able] according to
general procedure I1. Yellowsolid. M5 (ISP) 548.3
[(MtH) +]; np 253C. Exanple 9 30
5- (4- Chl or o- phenyl ) - 7- t ri fEsaowpdrfet hyl - pyrazol o[ 1, 5-a] p

BB ot Qﬁ%@ﬁeﬁ'ﬁ“ e halRyipddips feperhpiic e -

t(PYﬂTGJCthb@ Yephepylbpmidsd from -

rHetite b 8 répau?e tdrh g‘i"i Qﬂgfdj?l:sengl)am Jilu(yrometh
SOd5pl s

pyrazolo rlﬁ] |ne car box exanp e
q;yxgtjzo {ygrolidine-4-
Egg%rggz 91@:%{21[&394!&913854* lchamét il ReAMbRR E@cﬂﬁ]ﬂﬁl Deneral

Sapsedue ot Bbe} Racks IV 2P RS ey i o 10

5- (4-Chl oro phenyl) 7- trlfluororrethyl pyrazol o[ 1, 5-a] p
yri m di ne- 3- carboxyl i ¢ aciEkajiple &

r'@p(ﬁhg%) en%%%éuﬁt?@ém}eﬂxg/ nf%loﬁ@ aqsyrunfdl}le lcgrboxyhc acid [3~

epare

gpelislinao t-oulfinybyihpnyil-amidel uor onet hyl -

| Fﬁ;)E Bhe b&}{xﬂ-?tﬁadaxlmﬁ %Fépﬁ%eﬂ 'ﬁ‘_?;‘ﬁl g I? @ﬁl@ﬁ%éﬁgl%@@&i‘ﬁué

i ne- yl am ne

- pmmﬁm—%wcw pwha\aam(m e('éé dme-4-
Gﬁﬁﬁiyﬁ'— heR{} CRS ble19¥8l4; %ﬁﬁidmﬂiy alRlable P08 t general
}])cﬁ' ‘*ﬁiﬂ ge‘“?&sﬁi?% DTk RS hyl - pheny! )

pyrazol o[ 1,5-a]pyrimdine-3- carboxylic add
[ 3- (pyrroI|d| ne | - sul f ony|Bxamipler?/| ] - am de The title -

SRR AR BB Fmk G hyrmsplol sl rparboylic acd 5

Mmqhﬂ?mﬁmb[mlfowl&fphmlhmdne 3-carboxylic add
qRLafpL, %&e m ﬁ 4’5*?%*’95*%?% 7-Giftuorometyl |
awramla I» Ehhnds3-(4-methyl-piperazine-
§thf&1yl)hﬁae@1§rl§a?ﬁne:{@ﬁ89‘3@d9%ﬂﬂ)ﬂ] accordih %8%8}1 D608 IR Yellow
&LS 3n§ in I 4-tri fI uoronet hyl - phenyl)
‘ﬂ@lr 3&{})[ bsiél‘ﬁﬁl car boxylic add
[ 3- (nor phol i ne- 4- sul fonyl) phenyl]-arri de 20 The title
corrpound vvas prepared fr orBxample 8

fal
gﬁg yr a z-%_d?ﬂu% ‘g’lgﬁ‘lgylgyr?ﬁogf;[:ﬂ,g agp Ta‘%')‘(%# |C%rbgc i acid [3-
mﬂ@ﬁpﬁ@'@sﬂfor&ﬂeblﬁnﬂ}mmﬂml i ne-

4 ; ]
M ) S L AT AR AT
BWQ!OEIﬁ@]pyrgp)dnsgscagb? pgld-lexamplegzjwd 3- (morphohne—4—
sulfonyl)-phenylamine [CAS 22184-97-0; commercially available] according to general

procedure I1. Yellow solid. MS (ISP) 548.3 [(M+H)"]; mp 253°C.

Example 9
5-(4-Chloro-phenyl)-7-triftuoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid [3-
(4-methyl-piperazine-1-sulfonyl)-phenyl]-amide
The title compound was prepared from 5-(4-chloro-phenyl)-7-tifluoromethyl-
pyrazolo|1,5-a]pyrimidine-3-carboxylic acid (example C.4) and 3-(4-methyl-piperazine-
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Exanple 13 25
7-Trifluoronethyl-5-(4-trifluoronethyl-phenyl)-pyrazo
o[ 1, 5-a] pyri m di ne-3- carboxylic acid

éﬁgigﬁgggggo phenyl ) -anode The title Co"poundp@@%nmsmwmn

7-trifluoronethyl-5-(4-trifluoronethyl-phenyl)-
pyrazol o[ 1, 5- a]pyr|n1d|ne 3- Céﬁboxyllc acid (exanple

alvgq)lﬁo ngw %%F% 4@3 932%6\]( gf]f':g% éla &908 e Ca:l Proc%iélref \/\‘7’ ellow

Selid.dvs (18P) 3vB.2([(NRH) 928p @9°CMHH) +] ; np 155C. WO
2005/ 123738 PCT/ EP2005/ 006302 -50 Exanple 14

5- (4-Chl or o- 3- et hyl - phengh) i fl uoronet hyl - pyrazo
o[ 1, 5-a] pyri m di ne- 3- car box E|26a0|d

[ B¢ Gylorcophesiyh€-triflyatofnsty- }’mh@ﬂglw{ra am@ghqqq@cqrbﬁygc acid [3-

gﬁggﬂmgﬁbﬁgggﬂﬁéfﬁﬁﬁgggenyI -7-trifluoronethy lgﬁ%W%

@eaﬁblce@mowdaquaw¢m@| %(4:5191 epid)-A fitlpese,
gj@z P's §1p(yﬂnﬁc{;ﬁ.l.- BQhﬂBSxﬂ:c a§H|(éxﬁﬂ1¥le)C @"&HBBL@IE&?E)HH@AS

vai |l abl e
gﬂé\ﬁ‘@}m-Pheavls SR 88 pFloshart omBetcidly et gbfbrd togereral
[ ddetihre]ll. Yelow BT MEGSPPS6s. 1IFMEH)']; mp 144°C.
4-Ch|oro-3-nethy|-phenyl)-?-trifluoronethyl-pyrazolo
[ 1,5-a]pyrimdine-3- io +ic add
[ 3- (nor phol i ne- 4-sul f onyl )-pheny % am de The title
GeRiflmormneaby-oBepethpldt-frifaoromethyl-phenyl)-pyrazolo{1,5-a]pyrimidine-3-

hary hyl
pyra%@Ph?%ﬂ%%g?%§?¥%?Plne gﬁééﬁngyuﬂﬁrggg;£§xaw
@"he)aﬂan@mamm peipased fpm Zdiflugrapmetbiedymn

&Sy o€ 8RB fhiink 5 AVt Rl ( eﬂﬁwféﬂé dis)gnd ®-(pyrrolidine-

enera Erocedure I 1 Ye||OM/SO|Id
P

F¢sviktppl)-phepglapnnaed CAPD169s }ﬁpﬁ,énglerc;a]ly av. Llsrz)icco%ng%o general

SréBddre . YHlSY HL B VISP) F80di fMudn) Omiptapb(pyr azol of 1, 5-
a] pyri m di ne- 3-carboxylic add

[ 3-(pyrrolidine-| - SU|f°nthnHB§ﬂ¥|] am de The title
conmpound was prepared from

5-DiBpdraiathplGr G- rpﬂbﬂ;a~9rnﬂmmm¢thﬂmlhymzolo[l,ﬁa]pynnndme -3-

R BRI ahgﬁ{hgw_s&gm;&s@e fhide add (exampl e
ﬂmz}:‘qmié% P Fremei-f ugwf R e%l ampﬂlénomnethw
ﬁ yraz%mf gsd%%nmné’@éa%@m acill (e:&@;;ﬂé 8B) a’b7F-(Borpholine-
sezfown]wlwlawam (e ko maeer AN} apeidpg o sened

r&e@«}r@w Weliosli soRd. S AERP59p[2 [(MadE) ]; mp 261°C.
3- (nor phol i ne- 4-sul fonyl ) -phenyl]-am de 25 The title

conpound was prepared frog

5-(3, 4-di chl or o- phenyl ) -7 ?uoronethy - oo
mmthmk@iﬁhﬁ-fa!%tyxﬂumcdnqtbyl@h@aylbpmmle 1ol pyasaiding-3
%rﬁluxﬁ@ eid '(5 Eﬂfaﬂlb‘}i bﬂ&yﬁﬂmlde

The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyi)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-sulfamoyl-
phenylamine [commercially available] according to general procedure IT. Yellow solid.
MS (ISP) 529.0 [(M+H)"]; mp 155°C.

=0

eg)methyl-
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20

sul fonyl ) - phenyl am ne [ CAS 22184-97-0; commercially
avai |l abl e] according to general procedure Il. Yellow
solid. M5 (ISP) 582.1 [(M+H)+]; np 231C. Exanple 18 30
7-Tri $uor onet hyl -5- (4-trifluoromethyl - phenyl) - pyrazol o
MO 819313V48i ni di ne- 3- carboxylic acid PCT/EP2005/006302
(3-ethyl sul fanoyl - phenyl )-am de The title conpound was
prepared from -50 -
7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-

pyrazol o[ 1, 5- a] pyri m di néz@npkridoxylic acid (exanple

PR AL ol s prapiine -

BEwRFiOEid- (predidinantysulfonyBrihenyil-pmideedure 11. Yel | ow
'ﬁﬁlﬁtﬂ com%:@ufd i )pre'ivﬁféerolix( Mekiibro %&Qﬂ%he f‘?ﬁlﬁlol'&iethyl- :

or o- phenyl) - 7-trifl uorone yrazol o[ 1

PJ&]ZB{?H Friadnyrgiding Arcpbegilicaciddexpmpde C.4) and 3-(pytrolidine-4-
suffortyDyplicdlylathimeCAS SIS TOBBYA; LoRRRRNATy A BR] dda6rdirgith General

s g o PO P B6A% Lot amg-

pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic acid (exanple
C.9) and 3-(pyrrolidine- #xaepleftnyl ) - phenyl ami ne [ CAS

%%ﬁ%*?gﬂ%g-” ik ﬂ%@ﬁ%%éfﬁf“% TG LE s

ﬁ popgdotn 9i)-amide
The haeéo &t}ia%@ nagm lﬁ90m75 4 uﬁlwgaﬂaﬁﬁsﬁham AR dmethyl-

apylmlne roxylcaC|

oFRlic peid kemagple CAhnde3-(maerpbolined-

and 3- (norpholine-4 15 sul fonyl)-phenyl am ne [ CAS
22184 97-0; commer ci al | yEsampledbl e] according to

[ q?%}lm P H&?Q %%ﬂh@m%ﬁh}l ?’%:‘&810 [P 5~3M0§@:-36c%0§yhc acid |

bﬁﬂfﬂhﬁﬂ?ﬁﬂ(ﬂ] armdle uor onet hyl - phenyl ) - pyrazol

I | _ _
TRE &ﬂ?ﬁﬂdﬁdamﬂgﬁg@& gﬁg{] Ey’ y! d&&ldcﬁs fﬂaen_lyl) 7-diffyoromethyl |
PETé ]\Rﬂgmﬁ#.r@p%ng oxylig Agi (example €.7) and 3- (pyrrohdme%—

sullfolnkl) fﬂh’dﬂﬂﬂﬂﬁt&: NYAS Preli9-38L4; EdialeriiaEyRYdiaBlePAdnding to Feneral

PRAERE 1 SRS o) BB ot s ool e o

6274-18-6; commercially avail able] according to
general procedure |l. YEkdngpbed®dlid. M5 (1 SP) 558.3

- SR Bt it SRR $atlol - alpyrmiding b-cashorgligacid

25

- 30

[?e(rporphgb!aq-‘bylﬂqumphenﬂ}-amaleboxyl ic add
TheaddeoBpdunti wal Pepae BEnd 5-E34 LR d PRBSHLY Lnditt Hfethyl-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.7) and 3-(morpholine-4-
sulfony?l)-phenylamine {CAS 22184-97-0; commercially available] according to general
procedure IL Yellow solid. MS (ISP) 582.1 [(M+H)*]; mp 231°C.

Example 18
7- Tnﬂuoromethﬂ 5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-ajpyrimidine-3-
carboxylic acid (3-ethylsulfamoyl-phenyl)-amide
The title compound was prepared from 7-trifluoromethyl-5-(4-triflucromethyl-phenyl)-
pyrazolof1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-amino-N-ethyl- |

qeﬁﬁﬂmtlfg]mommeraall available] according to general |

.Pﬁ '?ang'[y%i) %’?ﬁ—wgﬁ% %{(@?@QL%?%yé&d (exanpl e
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15

The title conpound was prepared from
5- (4-chl or o- 3- net hyl - phenyl )-7-tifl uoronet hyl -
pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic acid (exanple

4- et hyl erazi ne-
ng)z ny%(phenyl Zlm ﬁlep[CAg 436095- 35- 1] acchrUfFg Yogese?

general procedure Il. Yellow 30 solid. Ms (I1SP) 593.3
[(I\/HrH) +]; np 143C. VO 2005/ 12%%38 PCT/ EP2005/ 006302

2
B SRRl G A1 9% Ohperrrsinednersgt Pyl FloT dlog selid
aW;iISPhﬁéﬁ hEMB-HEH; box$0A°C. add
[ 3- (4- et hyl - pi per azi ne-i - sulfonyl) phenyl ]-am de The
t|t| e conpound was prepare.d_ [ Ry
& i.chl Qro- phen 7-di “uor onet hyl
p§r %‘%‘91 oF Oﬂ’hsws}ﬁmﬁwmﬁwgwkamm@{ﬂ55ca]amnmdé@x%rn@bexyhc acid

S pyaomdid (Anid e
q 1 bl lS’Eﬁ'iclﬁﬁAésé 436005 35- 1] according to

l'g“r? E&ﬂen yl am ng
o P b o> Axirhlero Rl B ema L
[E()’Mtbboﬂﬁ- Tpyrizddice-3Eaeoal e ¢l (example C. 9?]§/nd 3-(pyrrolidine-4-

“‘ffg)}'?), % 3 or % @S%égﬂ ?%&,&b&l&q?%%va ak)le?Xcrcgrz X ]general
[1Bodeduredi. WynevpsqiﬂrMI(I@)|58£U[(W]+),1@'IHW¢.] - ami de The

title conpound was prepared from

5 (3, 4-dichl oro phenyl ) - 7%515% : rolrret hyljd ( I
rboxylic a exanpl e

razoﬁhfl yr| nudi ne-
OBQ'PbF ZTWﬂlmrg@pt&yj—m@azolo[l 5-a]pyrimidine-3-carboxylic acid

b Yihe- 4.@{1@5}3/,}] [GAR 436095-35-1] according to
3E3-‘€1‘ﬂ e )aﬁgﬁ‘ﬁ%l low solid. M &I SP) 613.3

g@%r al_;_?n% ad Irgarf%re!pﬂ:; difsoappri($4-glirhloro-phenyl)-7-triffuoromethyl-
Z)yﬁlzélb pca ﬂﬁ?ﬁ:hjdmés-(cérbbfcﬂfdabiﬂ f(&ﬁ&blé)d: 9PHRIMY IhophbIzd-0

By AP PRe IS oS v eprgbnptaecnes

' \pasecilneHaYdldwwfsohMMS (ISP} 601.3 [(M+H)"]; mp 239°C.

20

25

- 30

7-di fluoronmet hyl -5-(4-trifluoronethyl-phenyl)-
pyrazol o[ 1, 5-a] pyri m di neggmg@wpxyl i c add (exanple
C.1) and 3-am no-N- et hyl nzenesul f onam de [ CAS

%@4@9@6@%?1&@ommg)m@hgmbeml—pmwﬁdpmm neyhi
M@M}@rﬁt acs@ (3-8 1Ry PR laklad) -1 np 259C.

T 5a <aimamed s prered oy ikormsatyrl=Hewluprqsyethubaheny)-
pyrdzofo{ nbaypy:ﬁmﬂm%-ams@fyh@wa (e&amﬁ@ @b) and 3-amino-N, N-dimethyl-

éS d%ﬁﬂ@ﬂ%ﬁ@" ! {(‘g’i? &ga% era yav able eactctlartdlng to general
ﬁ‘rodadiltdidxrl@iiew kolid. B4g @SR)rHSBB divieHy ) hwb-2pbreny| ) -

pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple

C. 1) and 3-am no-N, N-di %enzenesul fonam de [ CAS
6274-18-6; conmmer Ci aIIy avali % e] according to

Yhehlgro-3methd hlrenylj-7-tiflueromegiyl-pyragelo| 166-alprifidipg-3-
aftidxflid defdtE) (Al methP-PiB e inEX 30b:G1 2 ghenyl]-amide

The title compound was prepared from 5-(4-chloro-3-methyl-phenyl)-7-tifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.6) and 3-(4-methyl-piperazine-
1-sulfonyl)-phenylamine [CAS 436095-35-1] according to general procedure I, Yellow
solid. MS (ISP) 593.3 [(M+H)']; mp 143°C.
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30
5 (3-Methyl -4-trifluoronethyl-phenyl)-7-trifl uoronethy
pyrazol o[ 1, 5-a] pyri m di ne-3- carboxylic acid

[ | i ne-4-sul fonyl)-phenyl]-anm de The title
ﬁ%&%@%ﬁ%ﬁ%&s prepared from PCTmPﬂmym%mn

5-(3-nethyl -4-trifluoronethyl -phenyl)-7-
trifluoromethyl-pyrazol o[ 1, 5- a?byrln1d|ne-3-carboxylic

add” (exanple C.8) and 3 WO 3738
PCT/ EP2005/ 006302 - 53 E’Z‘““SK 5

( ﬁﬂ?ﬁf%‘chh@"@hmﬂ)ﬁbdﬂuprmﬁewwnge[%i—)ﬂ]@yﬂﬁﬁn}iﬁe—ﬁ-&r@pxy]ic acid

e P:hfé }1 t

gr gce%llgr eljﬁ}i) W SO ?’1&%1%%1] ‘@% 81365{6{ ?MFH) +];
@gﬁﬂ?}}[@ s prepared from 5-(3, 4 dichloro-phenyl)- 7—d;ﬂuoromethyl-

5pﬁ3zdl®ﬁ1t5‘h ﬁrﬁdlﬁé-g-%l%ﬂﬁﬂah X&ld 1e)C 7rdofist 43@&9{1 Eﬂlﬁyazme-

R i m |ne rboxXylic a
[ 13 tﬁﬁ‘”ﬂ& ﬁéﬂ %Fﬂp&{*f ' r ]ofr?y?t)im@&e BSperal amcqﬂeuqﬂeYeﬂow
t balideMSAEFR) BasL3 i+ H) 8pap ezb%:r om
5-(3-net hyl -4-trifluoronethyl -phenyl)-7-
trifluoronethyl - pyrazolo[l i m di ne-3-carboxylic
ﬁgg% exanple C. 8) and E%m%&?%i

ighlpea-pheoy] ﬂ-u@m%mqhm-ppmnlp[m}pgrqﬂ& 3-car|b|oxy11c acid
4 5L dibe Ho Y.
e %ﬁm“?gxm‘%‘%? flatide D0 el e 20
Tlmtlwpm?@pﬁwas Brepge rmph@mﬁﬂamﬂupmmy}
- PSR S-d) pyishida D3 EdrBbg hasqéc lb.@@j'ahfif%g 'r%%éheyl? erazine-

[ fftﬁéngﬁ ﬁg%ﬁﬂgm%gggéﬁ ge | %3u1lr E g:g%lolrdmg tc]oe ge%{leral procedure II. Yellow

7soﬂdfMSQ]S®BTEI§Iy[(NEa-I([ﬁ},rmi ibc4-trifluoronethyl - .
phenyl ) -pyrazolo[ 1,5 a]pyr|n1d|ne 3- carboxyllc add
(example C.5) and 3-(4- netﬁg#n

pi era2|ne | - sul fonyl) - pheny ﬁ% [ CAS 436095- 35- 1]

K- Diffoaromyctpl &bkt probikipheny]) yraralol GiveyinklindB carboxylic
(JCQF();e@Qﬁs a%?fﬁeﬁygmmgsc Exanpl e 30

(3- Et hoxy-4 hyl - phenyl ) -7-trifl uoronet hy
|11115'9qﬂ5 £omppundwag prgpared fiom d-dfluqramiothyls5(4-trfbicdomethyl-phenyl)-

[preeBf Q5| pyiniding L8-LPE0M e RIREERMnks186: 19 609 koM. dibyh-

%"*%% %‘PSFB &ilpt[ﬁ?‘\%lrﬁ?g‘}%%ﬁﬂmr&%ﬁg ggneral procedure I1. Light yellow

tsolid. MEASPEIISYI [{ My HIE; @hy959°C.
1, 5-a] pyri m di ne-3-carboxylic add (exanple C. 10) and

3- (norpholine-4- sulfonyléigheggsaWIne [ CAS

22184-97-0; commerci al | according to

@é?ﬁ@rlm‘onmtbﬂéﬂ(ﬂr@lﬂumomhﬁqxhesyi}-pﬂnzdﬂ1(5—&3@mﬁﬂﬁme’.23 -carboxylic

Yt icheth % ]ﬁg,?g,g a8l 25
E&Exfluoro Féﬁgp OXy-4-trifluoromnethyl - phenyl)
Byﬁﬁ&z@@pqunﬂ Wsav]rqudrfrm FralifBioramethph(4-tifugdomethyl-phenyl)-

bﬁam[umbyﬁﬁmﬁnwcam& BRBMhdpte 8TY 481 T BGido AN dimethyl-

e’HF‘HSE]g‘?’EHEﬁﬁ ;IPAgr %%i Q—ﬁ&ﬁwﬂﬂlmvmb&&m@qqsdmg to general

preaddrs IpVighe gﬁﬂe{vs&cﬁm @sE)isan difa+ By gampaxyd. ¢ add
(example C 12 -

(ror phol i ne- 4-sul fonyl ) - phen Iﬁgbne [ CAS 22184-97-0;
conmerci al |y avai | abl e]
5-(3-Methyl-4-triflucromethyl-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-

carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide
The title compound was prepared from 5-(3-methyl-4-trifluoromethyl-phenyl)-7-
trifluoromethyl-pyrazolo[ 1,5-a]pyrimidine-3-carboxylic acid (example C.8) and 3-




10

15

30 according to general procedure Il. Light yellow
solid. M5 (ISP) 624.3 [(MH-]; nmp 231C. WO
2005/ 123738 PCT/ EP2005/ 006302 -54 Exanple 32

4-trifluoronethyl-phenyl)-7-trifluoroneth
é%wﬁééﬁﬁfl 5-a] pyri mi di ne-3- carboxylic aci fcT/EP2005/606302

(3 sul fanoyl - phenyl ) -am de The title conpound was
prepared from 5-( 3- et hoxy- 4- tﬁﬁfluoronethyl phenyl ) -7

N SO e SR S
adﬁo(dm@mglemerﬂpidc)admﬂ Telloswrolidrivy (ISPhatryl [avi+ED " ] mP 272°C
[comrercially avail abl e] according to general
procedure Il. Yellow soli ﬁgSP) 572 1 [(MH-];
rap 253C.. Exanple 33 7-Dif]l uoronethy
( 3"-(%*’MR§]XX} Aariflppromestphenip- Z-p#bwwctbrﬂrm@qo@[p »5-alpyrimidine-3-

1 carbédyny aélarrsd(@ee& 1- @eﬁﬁhmkeﬂfb 1P HeEyl]-amide

3-syl'f h The ti'tl
( Sétilee%rl?no Wgsnprepare$ toroe g?metlhyl-cie-hfﬂ?mm ur)ngyl—p enyl)-7-

7u£ﬂuf)fdiﬂ&t§)ﬂliiyfh)tblo B 4-Bipptikadine-3 4aibbiyflic ueld ¢a@inpld €.8) and 3-(4-

PR Bl iR8 it D- BBy e RS A 3e B R e dofaif o penera

[ pmnaﬂumIIaYeﬂlywa@lai M&(I$]) 6ac.é @(rmmgj trop YRNEr al
procedure I1. Light yellow solrd M5 (I SP) 554.0
[(Mdﬁ ]; rap 254C. 15 Ex
Ethox -4-trifluoronethyl phen )-7- trrfluoroneth
|Z~ lwz yl-5(3msthyl- mtaﬂﬁ@n@ﬁﬂwkpgw Dinysazglal fpo-a]pyrimidine-3-
(&rﬁdxwém frammimphs @[ﬂsgﬁonwepﬂehﬂ i-8mTpound was

prepare o 5- (3 et uor onet
Wasrenasest %frrrl 75@1}%9?1? ﬁg%ﬂ E#b%'@ rogrethyl-
aﬂieﬁylﬁ bﬁ,ﬁa}ﬂ; yoimaite-8-cZBoxylic acid (example C.5) and 3-(4-methyl-

%HB%?%}F?] ‘S‘:‘]%OYHB rPEIFJé SN gég %&S{r %)%$8564 o OSgealra]'\}/'gocedure

- (LSR)oG6AIADMS((KPH)509.3 WHYWP 19anmpl e 35

20

25

30

7-Di fluoromnet hyl -5-(3-ethoxy-4-trifluoronethyl-phenyl)
-pyrazol ol |, 5-a] pyri mdin R ggar boxylic acrd

(3- ethylsulfannyl phenyl ) -am de The title co d was
Fﬁ-%ﬁﬂ'}g@f—#—p@ﬂqommeﬂlyl phenyl)-7-trifluoromethyl-pyrazolo| 5-a pynmxdme—?a—

leaftl %ﬁﬂﬁ%A%uﬁ@ﬁﬂ)—ﬁh&ﬁl}fdnﬁﬂé omet hyl -
phen ) pyrazo

yrimdine 3_%@ boxylr %
('@@é’ﬁ]ﬁ IC%mE? wag .Raepgr ~fre
[tﬁﬂ&;raﬁﬁe@}-pﬁaib]lo[wc@p Byt agdd Crﬁadpleeﬁ 10).and 3-

el | g— Iuﬁ’ony[l\ssplseny eS[%IA% 2[2@4/1}—5'9 OJc’omm Tci yavaﬂasoi)el

Mrﬂhgmmeﬂahmbe&ltarmwrsem M3 ASR)GHBad(MyH) b ar3asiC.
-pyrazolo [ 1, 5-a]pyrin dine-3-

Example 31
7-Diffuoromethyl-5-(3-ethoxy-4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide
The title compound was prepared from 7-diftuoromethyl-5-(3-ethoxy-4-trifluoromethyl-
phenyl)-pyrazolo|[1,5-a} pyrimidine-3-carboxylic acid (example C.12) and 3-
(morpholine-4-sulfonyl)-phenylamine [CAS 22184-97-0; commercially available]
according to general procedure I1, Light yellow solid. MS (ISP} 624.3 [(M-H)]; mp
231°C.
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30

carboxylic acid (3-sul fanoyl - phenyl)-anode The title
conpound was prepared from
7-di fI uororrethyl 5- (3 met hyl -4-trifluoronethyl -

Q@g razol o[I 5-a] pyri m di ne- 3-car boxylic acid

4 %‘ .5) and 3-sul fanoyl WD 2005/ 123738 RGJ§EP2005/006302
PCT/ EP2005/ 006302 phenyl am ne [comercially

avai | abl e] according to gener&-procedure H Yellow

solid M (ISP) 524.0 [(MH) -] np 252C. Exanmpl e 37
5-(3-Met hyl - 4-ti f1 uor omet FFmBR&Ay! ) - 7-ti f | uor omet hyl -

B (3R tBbRy-4- trlﬂtﬁ:r&h ngneﬁ M—tﬁﬂuéro&ﬁﬂﬂ@-‘pyiahﬂoﬁ‘;s ﬁ!pymmdme—.%—

(35sulfa am.de The title conpound
SRR o

agider i ¢ | yor onet hyl - phenyl )-7-
tThiefrithe @ompmﬂwwas myerpafedl fﬁ{xﬁS-&S-@ﬂlﬁW—MﬂaﬂMiem%ﬂbpmmWL c

%Phuorgnfgalg h?r i agPYrjmng |03: ﬁnﬁ‘é‘}'}t“g cbd; | amln& 11) and 3-
pu@wr}rpéenﬂaznmwmonmrgdm aaildhls] adcORingsio 2edersl phbdefitise 11.

?31(1%#4 Di chl oro%ﬁg@ﬁﬁ)'}-%ﬁzfuoromt hyl - pyrazol o[ 1, 5-

a] pyri m di ne- 3-car boxylic_add
(3-sul f anoyl - phenyl ) - ani d&4BReE3¢ | ¢ conpound was

I?I]Bﬂl&bﬂﬂneftlﬁ (S-etho -4-nﬂuoaj)rrfl?ﬂlyl-phenyt'l)ﬁp¥razolo[1,5 -a]pyrimidine-3-
uor one

Il o plfeﬁ € api uaro: ﬁ?ﬁ(re d;dy 3 ~ucurome -y- ]

BaFb ‘O?f %ﬁ?l’d’ﬂﬁ Qe RSt cap g s dhmon

§h<11371a¢m@r hinpraycighysyil a))leT attcpfdmg)tocgnmrﬂ)ﬂrecpslmib Light yelow
X id _
?A farmylgzlgkgﬁgqu Qﬁhzge‘%‘éo The title conmpound was

prepared from
5- (3, 4-di chl or o- phenyl ) - 7Example 341 onet hyl -

as(sazzcmx@{eiltrﬁlua}dwthﬂl Ael)- Stﬁﬂﬁ&emﬂiyppﬁamo[(wamme-s-

?.WE?’ @E’b&ﬁ@%ﬁ”’i}é’ﬂm Sr E)gggm?[ec'l ?l | )\/(el | ow

Thé tltle conl;ﬁiu(ﬂi 983 pizpired fot\8-t9- eﬂloWuﬁﬂlﬂfomEhﬂnﬂiﬂ@ylw -

Eupromptiyl errelolh S ermiding P mreyic 5y ey £ 10wy
aminioeNregyB berspexonifdriagidel M8564éﬁ+08dﬂ1aydor¢hgtwgeperamzuee ure
fhe title corrpound was prepared from
7-di fl uoronet hyl -

w

5 4-chl oro- Iq)
| ‘é[MSQ @ [RMdHhb-rap 2P 6oxyl i ¢ acid (exanpl e

C. 4) and 3-sul farmyl phenyl am ne [commercially
avai | abl e] accordi ng t o oergesde 3procedure H Li ght

S S al B prsn syt tivt phéayh-yshiololD s spyrimidine 5
carboxylic acid (3-ethylsulfamoyl-phenyl)-amide

The title compound was prepared from 7-difluoromethyl-5-(3-ethoxy-4-triftuoromethyl-
phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.12) and 3-amino-N-
ethyl-benzenesulfonamide [CAS 56445-08-0] according to general procedure II. Yellow
solid. MS (ISP) 582.0 [(M-H)'}; mp 222°C.

Example 36
7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolof1, 5—a]pymmdme—3-
carboxylic acid (3-sulfamoyl-phenyl)-amide
The title compound was prepared from 7-difluoromethyl-5-(3-methyl-4-trifftuoromethyl-
phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.5) and 3-sulfamoyl-



-56 Exanple 41
5- (4- Chl or o- 3-net hyl - phenyl )-7-trifl uoronet hyl - pyrazol
o[ 1, 5-a] pyri m di ne-3- carboxylic acid

é‘?‘e’%g”?é ornphenyl) am de The title conpoundPCT/EPz003/006302

5-(4-chloro- 3-nethyl -phenyl )-7-trifluoronethyl- 5
pyrazol o[ 1, 5-a] pyri m di ne- 3-catrboxylic acid (exarrpl e

C €9 [C
oA Bl A, LRIt
sof 2 51119222 .MtH) +] ; np 275C. Exanpl e® 42
7- D| f 1 uor onet hyI 5-(4-trifluoronethyl -phenyl)-pyrazol o
[ 1,5-a] pyr| md| ne- 3- car bogymle 3710 acid
\(Ng s(gngIg% %etﬁ’y*i prl}nzn))l) Rl t?or;rzgeemgrll-gyh'fzo oo[grs)gtﬁjpyrmndmeé-
5 7cadrb6:tyhgng¢é?z ~sutfarcfoyl-phdoy) fakide orret hyl - phenyl ) -
rlmd e- y c. acid (ex l.e
ogané%]vgy e ar%' Pm é n?g 4 "”ﬁ%% ﬁ 1)-7-

m@hﬂjpmdgmﬁ n]gwtlmnyeﬂércaibom:o acdd (m:emplecar)einldaw
Zﬁﬂfaﬂloyl ﬁ@n{rﬂaﬁ@e [QafAmdec aﬁM’nE'hilJle] a%r&gé & gegigralEﬁr%Q&lure IL
7Y o sghid- éﬁ%ﬂﬁ@li’*@«ld@ﬂtﬁ]"]ﬁ PpckdbTeet hyl - phenyl ) - pyrazol o
[ 1,5-a] pyrimdine-3-carboxylic acid
10 (3-cycl opropyl sul fanoyl - ph@amplesgm de The title

7"?ggj‘?pﬂcg’g%ﬁé’?wgd%gmf%ﬁ’ﬂ&%%hﬁyP—amgﬁy e-3-carboxylic acid

pprsalfohoylphbayd]-myidie i d| ne 3-carboxylic acid (exanple

%&@E@%@aﬁ%‘%w& BB 4 Gispaepis Laipematot

4zolal ba | pyrimidifs:- @+C$Fb))XﬁE(aczﬂ (ExaMpld) C.T) ands-aBRfoyl-

15 | Rind ally a ;
o oo ST st e e
M3 (5RH410gy kM ﬁﬁl@ﬁc%r boxylic add

(3-isopropyl sul fanoyl - phenyl ) -am de 25 The title
conpound was prepared fromxam ple 39

TR e L LSO L BRI e
_ -swaan:dfl-ﬁhmy‘l)m?hlsoprgpyl benzenesulf?nam de [EAS
20 TAOR g AL S AR SEDP R R SRS Eol kil

Prearale(d,548pBomidine-3-carboxylic acid (example C.9) and 3-sulfamoyl-

ﬁ@ ah‘li&r [Qgﬁh%yéla]]? a('a{lﬂ'ag{) %;&FII%%%E g deal Broecggm)e PYERRRRa.

:3\ gg/r%l I ne- 3-car
& M-5h é:rﬂlPﬁD%\ﬁBrde The title conpound was
pr epar ed from

7-di fl uoronet hyl - 5- (4-t rifdaugtonet hyI phenyl)

e B B e S i S e
sulfamoyl-phenyl)-amide
The title compound was prepared from 5-(4-chloro-phenyl)-7-difluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.4) and 3-sulfamoyl-
phenylamine [commercially available] according to géneral procedure II. Light yellow -
= 30 solid. MS (ISP) 476.0 [(M-H)}; mp 278°C.
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-57 phenylam ne [comercially avail able] according to
general procedure Il. Yellow solid. M (ISP) 510.2
[(MH-]; nmp 258C. Exanple 46

~Jdrfluor omet hyl - 5- (4-trifluoromethyl - phenyl) razol o
z’f}-g&ﬁg}ﬁgyﬁ mi di ne-3- 5 carboxylic acid P2005/006302

(3-cycl opr opyl sul fanoyl - phenyl )-am de The title
conmpound was prepared from -56-
7-trifluoronmethyl-5-(4-trifluoronethyl-phenyl)-

pyr azol o[ 1, 5- a] pyrim di néixamplerdboxyl i ¢ add (exanple

%C@c L\hﬁ)\lﬁ AB%kh gbﬁg%gmf  blafraiiisie-3-

S 9434 3 accor Ing to procedure |1.
verbwhemd@—sulfwsoxh phegylpgmids [ (M H 1; np 232C. 10

EnatleQothpound was prepared from 5-(4-chloro-3 -methyl—phenyl)-7-t:nﬂuoromethyl

e
(pixeﬁﬁmmies[ vorhmeislly phititié])acestiialg tolge@eral grbeedacip Feliahw solid.

\aﬁsﬂlﬁ)?gﬁ‘%m I@m? ?P(%?St‘ﬁ. f 1 uoronet hyl - phenyl ) -

pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic acid (exanple
C.2) and 3-ami no-N-net hyl BsmpledZenesul f onani de [ CAS

G AU AN e o e
'ﬁcd ﬁ’rfﬂﬁhﬂ enyl)tanpifle yor onet hyl - phenyl ) - pyr azol o
[T tRteRbRYbdd ﬂds'ﬁ?ép%fé&%cﬁﬁ’?ﬁ:ﬂﬁbrmﬁé‘ﬁgé -(4-trifluoromethyl-phenyl)-
Wﬁioganeéglnl;qx%m—?;ph 4 hc ac{g (de 2 Ii])eantdli’»t aluan%%Pmé{ﬂ}g—
Tretidnlsidfonirrids Y CAS 469430 r40f 3] wedoading toden@hignyteflure . Yellow solid.
@X&?ﬁg#g&é m%rl ] L{:ﬁ]e- 3- car boxyl | c acid (exa_npl e

Yyl - phenyl am ne [comercially

avai | abl e as hydrochl ori de] according to general

procedure 11. Yellow sol kkampl 48] SP) 511. 4 [(I\/H—I) +] ;
e e T e B sl

@cgl(ajcwpmpﬂptﬂ@r@y -phenyh
(Bl resﬁgu&nmus%@x{edrmﬁﬁyl&ﬂmaahﬁtm@&iﬂu@rmgwmnﬂ)-

was pf

PreplolLsn e—é—ce'zbom%qﬂc(ﬁwqﬁrﬂl%'ewiﬂiﬂf’-N-CYdOPmPﬂ-

%ﬁﬁi&dtﬂbﬂaxﬁd&]{ﬂﬁs mmdum-(ﬂ l—ae@iki;cliﬁg(’gd geﬁerlal;}irdceﬁm?ir{ﬂeﬂow solid.
- Nos pL.opy enzenesul f onam de [ CAS

%&%Qé@fgsg%ﬁﬁélggb %’3{70 general procedure H. Yellow

solid. 30 M5 (ISP) 570.2 [(MH-]; np 222C. WO

2005/ 123738 PCT/ EP2005/ 00@38mple443 Exanpl e 50

ﬂi}]'gfc& péy S -@y&mﬁgio%nétﬁﬂfﬂuéwgmm [1 B0 PYishididd- 8% boxytic
acnd (3-isopropylsulfamoyl-phenyl)-amide

The tifle compound was prepared from 7-diflnoromethyl-5-(4-trifluoromethyl-phenyl)-

* pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-amino-N-isopropyl-

benzenesulfonamide [CAS 118837-66-4] according to general procedure II. Light yellow
solid. MS (ISP) 552.0 [(M-H']; mp 229°C.

Example 45
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid (3-sulfamoyl-phenyl)-amide
The title compound was prepared from 7-difluoromethyl-5-(4-triflzoromethyl-phenyl)-
pyrazolo{1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3—su1famoyl-
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car boxylic add (3-nethanesul fonyl - phenyl ) -am de The
title conpound was prepared from
7-trifluoromethyl-5-(4-trifluoronethyl-phenyl)- 5
5-a] pyri m di ne-3-carboxylic add (ex le _
%¥§?50§Jﬁ%§7 - met hanesul fonyl - phenyl am ne [conn]é 13{?%9?”{/906302
avai | abl e as hydrochl ori de] according to general
procedure I1. Yellow solid.-M5 (I1SP) 529.3 [(MH) +];
259C. Exanple 51 . . .

shenrloapie fomprarsiyavailablel pesorimeogregyromsdrsth Yaloy wlid
Ms@x@)rmoa-[gampmﬁﬁ meagi d (3- lo
sul f anoyl - phenyl ) -am de The title conpound was
prepared from 5-(4-chloroyphenyl)-7-trifluoromnethyl -
pyrazol o[ 1, 5-a] pyri m di neg‘ga-mcé\%%%xyl i c add (exanple
C- Bjfhmncmehgt-{anviffdorométbyiyphanylhreyiecdniisr-dpainidine-3- -
avai | abl ' N dure H. Yellow
P ot R CFER MBI MEr R SEE L0 1 Ecanpl e
The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-

b YSY- 5@%5% chiboklic bt QHaABY Ly MastithihoRY cpd&dropyl-
g@%bgﬁa\% Wil rriedlgne- %%})c]:laiboxy dcC acﬁj ° yv Pﬁd
penzepesalfonamidly 6% 6293 4rP-01 pacarding tp spmraplprcedinedl Yoy solid
M (16p)oRBRYIMcWasp psegar ed from
7-di fluoronmet hyl-5-(4-trifluoronethyl-phen)l)-
pyrazol o[ 1, 5-a] pyri m di neES- cqggpxyl ic acid (exanple
C.1) and 3-anino-N-(2,2, 2 200 o
veTriflusesroethylyd-J4- trifhoenesbylfphaayh-gprapdyiihddpyEmides:3-

FRbbaf VPl A RIRAERGE) | 80,90 Ty

. pe 87 @mpovadyytae pEPared from 7-trifluorome yI—S-(4—uif.uoro$2t1-1]]rliphenyl)~

ne-3-car boxy cid (3-,. .
wlienemidy [[CANEFRIP4-48n3 arsontingringensrilnzocedisdl Yallow solid:
WES(1$) SR80 M I PR mp 232°C.
lSM-?E‘(S(4'?-;]?bI or g- phenyl )P- 7-trifluoronethyl -
pyrazol o[ 1, 5-a] pyri m di ne-géng%ggxyl iic acid (exanple
C.4) and 3-net hanesul fonyF- enyl am ne [comercial ly

ADiflharohetiad-5Hy drifiadroorettyb phenybepytiavlp [ 5-ajpimidine-3-carboxylic

. due | Le I yd. M5 (1SP) 495.3 MtH) +] ;
5 pcl i s atde. M5 (157) 495, LMD
Thatifl¢ samyropmd tvay pregared fiof Trdiflontarmehlshdniyifinooymesdiphenyl)-

5 183 Barb G | -methanesulfonyl-
P s e e e o
rhanyleminnisewmerdally availab a6 Bydrpelgoride] according to general procedure
- Y dliokd s688. QNS 1I8Y) 515 -4 MtED; wiprasmat.hy| - phenyl ) -
pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple
C.2) and 3-am no-N-(2,2,2.W0 2005/ 123738
PCT) EP2005/ 006302 S59 Examgle Qé
T fuo fonnahylyA- j4- triflup smesby lighenyh) -geragele Hofp hipysmidine-3-

%(% or %?%dggtsgﬁﬁ%ﬁy%&nggg_gg@@_&de Yel l ow solid. M5

The tifle compound was prepared from 7-trifluoromethyl-5- (4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a}pyrimidine-3-carboxylic acid (example C.2) and 3-amino-N-isopropyl-
benzenesulfonamide [CAS 118837-66-4] according to general procedure II. Yellow solid.
MS (ISP) 570.2 [{(M-H) ]; mp 222°C.

gﬁa?na & 50K y:%%ﬁi%)(é-%-l'czlzrg&ghi_f: gaa 5@@&@1&@.2%@2&@5@&@&;&
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Exanpl e 55
5- (3, 4-Di chl or o- phenyl ) - 7-di f1 uor omet hyl - pyrazol o[ 1, 5-
a] pyrl m di ne- 3-carboxylic acid 5

vvas p lgg.ggzgl ]1:?2%: phenyl)-amide The title Cog]?mrzoosloossoz

5-(3, 4- d| chl oro-phenyl)-7-trifluoromethyl -

pyrazol o[ 1, 5- a] pyri m di ne- 3-c#r-boxylic acid (exanpl e
C.9) and 3-net hanesutfony]| - phe@ﬁll am ne [commercially
avai | abl e as hydrochl ori dBxampled} di ng to general

Gfﬂfg@%ﬁiﬂzhg{ 54-& ﬂlﬁ%rﬁ&ilﬁ-qwheﬁ@) proRlol5 ] Byridhivind) 3] ;

sarngybclamér{ﬁ-me@:q@n@#ynylphewl? amifsr onet hyl - pyrazol o[ 1, 5
E[ﬁ]z BYL ESh A ﬁ%ﬁ&&}ﬁlom-ﬁfﬂﬁorometh 1-5- (4-tnﬂuoromethy1—pheny1)-

et fanesul ConiTSohenyL) o 42, 1he. 5 ks SOTRAUHm.
hé laﬂmﬂb plokrn@cipieryiljbleas iydrodideridep b duptding to general procedure

@y%?lf ﬁ)g_lé xﬁgﬁ{%ﬁ%ﬁ gé’ﬁ@f) llcar%ga%: ia(r:n ﬁgd (exanpl e

[comrercially avail abl e as hydrochlorlde] according to

general procedure |II. Yeﬁﬂﬂmpsélld M5 (1 SP) 529.2

( 3Ga %ﬁé lo[1,5-a]pyrimidine-3-carboxylic acid (3-

%(%F??uoﬂggﬁﬂﬁg z neth 4P?E|fﬂuoronethyl phenyl)
yr|n1d|ne 3- carboxylic acid

(rﬁe 1128 E@ﬂf&ﬂldﬂ% PhepaitaBom 5-4rtsl6ro2phehiil- 7 tiiflueroassipdund

was prepa

df
pyearalp ot M@%&fbﬁ@f‘ﬁﬁﬁd&“@#&@r%ﬁ& Hifpmoyl-
;& S&ij¥ning Ydoddfrihlly dvaikdbibe] ﬁtdairdinglﬁ)-gﬁﬂera]r[booeﬁhredl Xgtow solid.

hanesul f onyl - phenyl ani ne
‘@4;@[% gggln?a%ﬁagéas hydrochl ori de] according to
general procedure Il. Light brown solid. M5 (ISP)
525.2 [(MrH) +]; np 261C. EBxampled258 25

7 Iﬁﬁr Ig};og{%iqu% E4rtirfduUan9&ﬁyt Rk i oﬁist'arjpﬁwmwyoxyhc

romd carboxy Ic acid

'(a@dri%{h&ﬁé@ﬂw @kamide title conpound

Eﬂ% gﬁ%g(%}%fulﬁﬂldf w?érg 'f)}r? al(')erdoﬁ-om 7—d1ﬁuotr]%mneth 1-5- (4—tnﬂuoromethyl-phenyl)
itlu
priapgl gg,%%ml dipg 2oyl ?’W}P?{ 1 fd syeminos G

'%‘iﬁt(bréé‘th yrnle&eﬁes&)fomﬁda -[s hﬁ@@atﬁamﬂ;dedphm’(ybﬂmqq@ng to

PR %é’% Aesoft T Yty AL IMED e PP 509 5°

[(I\/H-H) +]; np 233C. WO 2005/ 123738 PCT/ EP2005/ 006302
60 Exanpl e 59 Example 53

PeYiis d id (3-
e T T
(r&th@usmdﬁmbphw )tamids | - phenyl ) -anide The title
?ﬁ é@ﬁlﬂ%ﬁﬁ{}ﬁ eedf fes- (4—chloro-Fhen_}rl)-7—tr1ﬂuoromethyl-

rreg&ﬁ -1 r qnet h I en
ngﬁeﬂ@ﬁrﬂmw ¢ Aa i (sw?(ﬂlg Gt anc3 magames Sitfoayl-
%ﬁ%ﬂﬁﬁﬁm&mﬁeﬁﬂaﬂﬁﬁﬂﬂ&h as hydrochloride] according to general procedure

1L Yellow solid. MS (ISP) 495.3 [(M+H)"]; mp 305°C.

Example 54
7-Trifluoromethyl-5-(4-trifluoromethyt-phenyl)-pyrazolo[1, 5—a}pynnnd1ne—3
carboxylic acid [3-(2,2,2-trifluoro-ethylsulfamoyl)-phenyl]-amide
The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-

- pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-amino-N-(2,2,2~
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am no- N-cycl opr opyl - benzenesul f onam de [ CAS
459434-39-0] according to general procedure I1I.
Yell ow solid. Ms (ISP) 582.0 [(MH)-]; np 201C.

5- zg ,215‘?6 &hl or o- phenyl ) - 7-ti f | uor onet hyl - pyr aZGl/BF2P0%006302

a] pyri m di ne-3-carboxylic add 10
(3 cycl opr opyl sul fam)yl phenyt3%-ani de The title

PPy DR e Eerpele B aardips to encral procedure I

pyelhzvoio&kl:uvls{mpwm (8- HE;3ne 23POXY| i ¢ acid (exanpl e
C.9) and 3-am no- N-cycl opropyl - benzenesul f onamni de

[ CAS 459434- 39- O] accor di ngx‘ags[glT ﬁeral procedure |1,

Yel | ow sol i d. (1SP) 56 ;. nip 248C. 15
Eﬁd?’pﬁflélc]@lgm—phenyl) 7—dlﬂuoromethyl-pyrazolo 1 5—a]pyr1m1dme-3 carboxylic acid

S(jﬂ,e%%ﬁogﬁ%yﬁ - dridef | uororret hyI pyrazoi o[ 1, 5- al py
rim di ne- 3- car,boxyl |c aci d

%%B WW#WEP%W)S SR RTI— R —

e-3~ca.rbo lic acid (exam le C 9) and 3-methanesulfonyl-

BIS 4- %{}‘Id%)r l.og l%gie E‘%‘ﬁﬂ‘)l' | f | U %? ?;‘:C%T&H‘g(t% syl procedure

al e]lawckoﬁdMﬂﬁﬁP)I‘i&lmycﬂ@ﬂ%Hﬁﬁ]impzezdmenzenesul f onam de
[ CAS 459434-39-01 according to general procedure 11.
YeI low solid. M5 (ISP 53}3&:&1{114% H"]; np 257C.
npl e 62

5’5 (M@a@é?r@ -pheng)-Ryrifipgrompthyl-pynareloll 6 dlmpimidingi raabotybic acid
[(? éetﬁ]t&ééﬁlf&ﬂyﬂbﬂ&x -ant@€ boxyl i c add

cycl opr opyl sul fanoy] - phen )él) am de 25 The title

r{gnmggnebwgrpa‘ﬂ@ae dr @y - (3,4-dichloro-phenyl)-7-diflnoromethyl-

Tf,64a caf R akid/feddmhile Q9 &E@i-méﬁmnesu]fonyi

e T M T

A N:Bew 361D MSIEIF) 509, IlﬂM-EHH@?,ﬁﬂp aé3°@r ocedure H. Yel | ow
solid. M5 (ISP) 548.1 [(MH-]; rap 244C. Exanple 63
30 pl
7-Di fluoroneth neth§r| thlfluororrethl phenyl )

7@%@&!@?@?@%}@@114 -Hiiffrorgmetht-plseyl)inyrazelotll, 5-alpyrimidine-3-

ccérb%xﬁicoaem@xﬁ&yﬁmhom paladmiam de The title

7:Lgbrd]pound was prepared
itile GoPB spsepe@ rﬁé%%dlﬂuommﬂhﬂofr@ﬁ@lé-mﬂuoromethyl—

yr@iglcié[l ela% itldef0 Edr N a&u& eﬁ@fh xgyﬂ lagd 8dd

m no- .
% gﬂtf@’égﬁﬁmme ‘EPD&??H Bglrﬁs é‘ff&él?rlfislrfﬁﬁ?r&@g to
[g6iAeTal o843 BO Light owasalid) §18 ﬁs@emema[(MwHoﬁ saprelcd .
Li ght yellow solid. M5 (ISP) 564.2 [(MH-]; np 199C
Exanpl e 64

5- (3, 4D chl or o- phenyl ) - 7- gx?[flgororret hyl - pyrazol o[ 1, 5-
PriyMethdi iforemesbiyibienyihditeiflugromethyl-pyrazolo[1,5- a]pynnndme-3-

CAbEYAE ARH PRY bt RIBY - pHARAY ki dm de

The title compound was prepared from 5-(3-methyl-4-trifluoromethyl-phenyl)- 7-
trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (exampte C.8) and 3-
methanesulfonyl-phenylamine [commercially available as hydrochloride] according to
general procedure II. Yellow solid. MS (ISP) 543.3 [(M+H)"]; mp 233°C.
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The title conpound was prepared from
5- (3, 4-di chl or o- phenyl ) - 7-di f| uor onet hyl -
pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic acid (exarrpl e

nd am no- N-. cycl opropyl - benzenesul f onam
%@"gé@ﬁ§4 39-0] according to general proced’GF@P?"Ps"““‘m
L| ght yellow solid. M5 (ISP) 550.0 [(MH)-]; np 254C.
10 Exanpl e 65 -60-
5- (4-Chl or o- phenyl ) - 7-di f| uor omet hyl - pyrazol o[ 1, 5- a] py
ri m di ne-3-carboxylic aciExafigple59

SHIRREEA S ARG AR STt oS SHIPpine 5

are

Garbdxyliic etifl 63- thyHamqylfnhe@YIwa

RHE R L Aerkuita D) Mﬁﬁ%r%pﬁ* B’*ﬁ‘“’?“*‘ ugjﬂgﬂge
tithgramehd-pysgolyf1 ﬁt‘ﬂ' ‘?g
Mm&blbﬁwpﬁq}ehﬁ%nemoﬁhﬁak [Eh6 4594344@9#@] ‘afcordipg B2 Aeral

PIC'FF HO?%SH]SVF‘ MS iiﬁ{’)r-‘rgrzrod@ﬂo%l’ i 208K&ny1 ) - pyr azol o

[1,5-a] pyrimdine-3- carboxylic acid
(3-i sobut yl sul f anmoyl - phenﬁmmglnﬁ%le 20 The title

%ct?‘.g-q?ji?@ o??ée?lhﬁ-eatgﬁ?ﬁ; J{ﬁl -pyrazolo S-a]pglr']uenrl](;iln?%—carboxylic acid

Wwoﬂyisuﬁam?ﬂmheml e3- car boxyl i ¢ acid (exanpl e
Tp8 3O A 80 B DARKRRE P B Eierk AL

QNMO[IMPWWB#&A gwfy gen raI rczégeﬁre Al Tlgcghppropyl—

' g@nzenesulfonanud ngy CAS 459434-39-0] accordmg 1o general procedure I1. Yellow solid.
k

Tr| Tl uor riftluoromethyl-phenyl)-pyrazol
(f’ap)aﬂﬁw HE‘P§§1§cctar boxylic acid

[ 3- (cycl opropyl net hyl - sul farmyl ) phenyl ] - anode The
title conpound was prepar Eganfiple

AR b S sl
Sydopr AT }-amide
ThERRE 9&3951{@&3&&@8&2 %%Pé t@mmﬁﬁleh {00 Rudthyl-

accord| n roce ur 30 YeI |.ow sol

PVISIH) oBgra mmudum}]:ar pplis age! e"@BP%%)@/%Pz‘ %’Bm"‘f" adfopyl-
sam@h &_6@2% %5@34-‘39 '0;] acltcorciﬁng t‘ol ;:nerE)iﬁme:dareﬁﬁ Yellcr)]w solid.
t hox L onet hyl - pheny 7-trifluoronethy

M%SW féﬁﬁff@ffg'& L%%%(gene 3- carboxylic acid

( 3- net hanesul fonyl phenyl )-am de The title conpound

was prepared from Example 62

b 2R F{kp’?&“ﬂ%é%’ mmidined
aﬂﬂoﬁ;éxacrﬂl(@cﬁlmypﬂmdfa@oyl-p enyl)-amide
ﬂﬁ S AA% e?ﬁgcco?ﬁ)&ﬁ @?4mm1n%tﬁ,lllp\hee;ﬂﬁvltaﬂhﬁomethﬂ-

I.Ng t o g ener oced
Wamlm[ léoﬂivmmmie( 3-smpoxyhiy agid[(eomp) a) mgf FqmEo- to-K-¢y cyclopropyl-
benzenesuifonamide [CAS 459434-39-0] according to general procedure I1. Yellow solid.

- MS (ISP) 548.1 [(M-H)]; mp 244°C.

Example 63

7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-

carboxylic acid (3-cyclopropylsulfamoyl-phenyl)-amide
The title compound was prepared from 7-diflucromethyl-5-(3-methyl-4-trifluoromethyl-
phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.5) and 3-amino-N-
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Exanpl e 69
7-Di fl uoronet hyl -5-(3-etho)cy-4-trifluoronethyl-phenyl
)-pyrazol o[ 1, 5-a] pyrim di ne-3- |o carboxylic add

\(Aggrggésgg%rgggl ;?gyl phenyl)-am de The title co TOIEP2903/006302

7-di fluoromet hyl - 5-(3-ethoxy-4-trifluoronethyl -

phenyl ) - pyrazol o[ 1, 5- a] pyri ntdl ne- 3-car boxylic acid
(exanple C. 12) and 3- nethanesul fonyl - phenyl am ne
[owdnpmpai—laddzsnead&n#laidb dCAS 4p9AFA-GEH] eedoriing tngenreiPrepediere I

?‘?%E{@!ﬁﬂo%% $I8p) 364 Zéglu-ﬁ?f‘ﬂe%gi jgbec M5 (1SP) 555.3

-Di f | uor onet hyI 5-(3-et h%)% 4- tr|fI uor onet hyl - phenyl )
-pyrazolo [ 1,5-a] pyrimdi arboxyllc acid

(ﬁfﬁﬁwﬂ&ﬁ»ﬂrﬁﬂﬂf amdo (nﬁanw@yramo@smwmams -carboxylic acid

corrp \gﬁélfﬁ%ﬁaﬂe(ngl) g]'iy 4-trifluoronethyl -
Mekoﬁ@bmﬁﬁrﬁfﬁ]m 5@A+dﬁ@ﬂ@0@ﬁﬁb¢km°mfhﬂ"

ﬁg% nf pyT %Jﬁme nes ucﬁ%n}rﬁ’gm agl d%%ﬁ@%%&?f S5gnipp-N-cyclopropyl-

.a:enmndmfgnmdge[ﬂéﬁawméeen arcording to gratrelpipesdpsied]. Light yellow

gl)?@l\é?ﬁg' {‘/l tri f?uo?gﬁr?estaf](sf pr?éﬁg})l) e77t1r| f1 uor onet hy

| - pyrazol o [ 1 5-a] pyrim dj ne-3- _carboxylic acid
(3 cydopr opyl sul f anoyl - ph&pppp e§ﬁ1 de 25 The title

ﬁﬂﬂﬁ&dn{eﬂﬁ'ﬂpyrazolo[l 5-a]pyrimidine-3-carboxylic acid (3-

- 4- orQ thyI phenyl ) - 7-
tchlPP’i?BV %"Fﬂ)’ﬁpﬁ 1 5-a] pyri m di ne- 3-car boxylic

t(tl@t&ﬂipbﬁacﬁnr&b):e;ﬁfbﬂ fidm 5-(4-dichloro-phenyl)-7-difluoromethyl-

am ngl I[\I%S_)écl 19 R%(-é— gyn%y r&%élﬁ é%%}}ﬂ:ﬁg . ocegl?rsarmlno-N-CYdopropyl-

‘ﬁehienw@hudxde I\[’EA@ KS¥EB4-62D gcc[o('cmzng-go. genernlrprggg@'e 1L Light yellow

Eéw@grgg)rre (M H)] mtpr2|61gtl) uor onmet hyI phenyl ) - pyrazol o

[1,5-a] pyrim d| ne- 3 car box
(3-i sobutyl sul f anoyl - phen#ﬁmﬁlﬁh e The title conpound

&Bﬁl’éﬂﬁfl—ﬁf(@-ﬁﬁﬂuommeth 1—pheny1)~pyrazolo[1 5-a}pyrimidine-3-
fluorp -(A-tritlu one hyl - phenyl ) -
?/3’8 B PYJIGP-]‘§9 lic acid (exanple
Ght)Xitla Bdnﬁoﬁ‘[ﬂ m Neplafed iy V—tﬁﬁ&ﬁ%ﬂl&ﬂ%?%&lﬂuoromethyl- phenyl)-

PCT/ g‘?ﬁggsﬁﬂ%%é%% i nl%0 L agﬁgé&}ﬂ Bt oce%ur eﬁﬁfﬁ kN_lﬁObutYl‘

' fl t hyl - pheny! |
GppsaT it Byt erone Y ohen)-oyracolo

[ 3-(cycl opropyl met hyl - sul farmglls) phenyl ] - am de The
title conpound was pr epar

7= M&dﬂ&h eIRpL-bLy4- uM:h&hﬂmehﬂwwaogtmmwmme-s-

Yr a ][éﬁﬂﬁl;?%{?l?)’[gw al;:l{a’l}r,I %ﬁgnyi(_: aol d (exanple
The tlﬂe compound was prepared from 7—tnﬂuoromethy1—5-(4—tnﬂuoromethyl—pheny1)—
pyrazolo{1,5-a]pyrimidine-3-carboxylic acid {example C.2) and 3-amino-N-
cyclopropylmethyl-berizenesulfonamide (example B.2) according to general procedure 1L
Yellow solid. MS (ISP} 582.1 [(M-H)]; mp 234°C.
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cydopr opyl net hyl - benzenesul f onam de (exanple B. 2)
according to general procedure H Yellow solid. M
(I1SP) 564.2 [(MH)-]; np 238C. .10 Exanple 74

thyI 5-(4-trifluoronethyl -phenyl)-pyrazol o
w@' é'tprrl ni di ne- 3-carboxylic = acid P beson
( 3- phenyl sul f anoyl - phenyl ) -am de The title conpound
was prepared from -62 -
7-di fluoronet hyl -5-(4-trifluoronethyl-phenyl) -
pyrazol o[ 1, 5- a] pyri mi di neEgample 6bxyl i c acid (exanple

CB @Eﬂ%—é—lhﬁﬂﬂoqgm 4,1 %M&&éﬁle o {qqmaglc@a]pyrmdm.s- :

conner a aval accordlng enera
sedhotlicasid (ﬁ-merbmewfong hegyl)-prgide] SP) 586.2 [(MH ];
nﬂhe%%@ ComBHABIE pf ared fromS (3»eth0 —4—tr1ﬂuoromethy1—pheny1)—7-

(iftaorpgl vl S Gt T uororetiiv phenyl) fvEagolo s
(nFechaRzglfonyl- mﬁ?uhummmm gail Ehydiddlosdelenpmading to
e PIrE B PO Rl iy S (SELT RV PO ey C

pyrazol o[ I 5-a] pyri m di ne-3-carboxylic acid (exanple
C.1) and 3-ami no- N-benzyl Exgropie 6hesul f onani de [ CAS No.

Qroreetiiy)-52 i) ﬂﬁﬁ@ﬁﬁ Iph ﬁﬁﬂi&o[‘l'&a}ﬂﬂﬁﬁm&?y-
%01?1}]% 02%? ggnsae%thsiiﬁglf?iyl-phmﬂ) amzde ’?F
hIhfﬂle wﬁpammas éedtf!ohﬁ P10 R4 d1-SP(3eetN bnly= Pt RS e raethyl-

b I
e el rpYp G AR mlrgles?mnd

: \ﬁwheﬁfeﬁ:@ﬁh cbHenflBinine [commercm]ly available as hydrochlonde} according to

15

20

25

T30

@%&%@O%?ﬁﬁ‘éﬁgi I‘r/ﬁ[é (’féb g%rs Wg gc gﬁ (1 eXanpl e

C. 2) and 3-ami no- N-phenyl - benzenesul f onam de
[commercial ly avail abl e] Eswopldi’fg to gener al

OB i D3 e
Lgbogl@ﬁqué 'pyclopropylsulfamoyl—pheny -amide
VIhIhuye&ﬁﬁ@ﬁJam dhreliiokl FQIMRBRIdhathyl @ thdxyPa triffi @k thethyl-

@é@ra' pan mi“é?égxngﬁ&%%"% b iacid fesple G2 b rapino-1-

bsutfBhamide [CAS 459434-39-0] according to general procedure IL.

| Efﬁév'&%qhﬁﬁgﬁﬁé%f [ By o hei a (exanpl o

C.2) and 3-am no- N benzyl - benzenesul f onam de [ CAS No.
303780-52-1] accordi ng t oEgenpled} procedure II YeI | ow

F Pl it st

-oreiemypylsuliamoyl pheny)-amide
The title compound was prepared from 5-(3-ethoxy-4-trifluoromethyl-phenyl)-7-
trifluoromethyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.11) and 3-
amino-N-cyclopropyl-benzenesulfonamide [CAS 459434-39-0] according to general
procedure II. Yellow solid. MS (ISP) 612.2 [(M-H)]; mp 225°C.

Example 72 |
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid (3-isobutylsulfamoyl-phenyl)-amide
The title compound was prepared from 7-diflucromethyl-5-(4-trifluoromethyl-phenyl)-

- pyrazolo{1,5-a] pyrimidine-3-carboxylic acid (example C.1) and 3-amino-N-isobutyl-
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1o pyrazol o[ 1, 5-a] pyri m di ne-3-car boxylic acid
(3-sul fanmoyl - phenyl )-am de The title conpound was
prepared from

Qﬁé& (522 32 trifluoroethoxy)-4-trifluoronethyl -
pRAYPH272% 1 i f1 uor onet hyl - pyrazol o[ |, 5- a] pyr i A HEREL5496302

carboxylic add (exanple C 10) and
3-sul f anoyl - phenyl ami ne [conmsg ci ally avail abl e]
according to general procedure 11. Yellow solid. M5

(beSRrestMEndmilé VCMS 60852795-2 B 8Cording tBeampilgrg@dure II. Yellow solid.

orgﬁe%ﬁﬁ&@m# %1111?866@ 2,2-tifluoro-ethoxy)-4-triflu

pyr azol o[ 1, 5- a] pyr| m di ne- 3- cgr boxyl i c add
(3- su]farmyl phenyl )-am d f7tle compound was

mﬁﬂﬂbﬁihétﬁﬂfﬂ-(4—tr1ﬂuoromethy1—phenyl)-pyrazolo[1 5-a] pyrm:ldme~3—carboxyhc
(yffluo aéh&#2§€?6{|flaoroethoxy) 4-

F M@f‘ tb oyl phersi! a] pyri m di ne- 3-ca

It Xiylk t@mpﬁidad(v@é prephred Golr3)-difosomakthyl-5-(4-triffuoromethyl-phenyl)-

33u|f n me Lcomyerel af | [ 1

RIEEY Flnnygitpgﬁméne?‘g] %r’glcl:lcceﬁf g % C¥1 . %Fin\?vl\srol id,

IaclGpir Sﬂ)ln'ﬁthﬂ @H?éﬂﬂlﬁ&m]ﬂ;ﬂldqﬁe!@m B. E}@\;nq;‘d@gg@ general procedure II.

%e{}g,},gtg%d[zuor o g{%&?f( %QS{?‘Ct rifluoronethyl -phenyl

1 5-a] pyri m di ne- 3 carbox lic acid
( 3- net hanesul f onyl - phenyl )Y“"%l?di’lﬂ é425 The title compound

W;ﬁﬂﬁﬁﬁ@éﬁ:@ﬂﬁf(ﬁ&ﬁﬂuaome yl-phenl'l)-pyrazolo[l ,5-a]pyrimidine-3-carboxylic
trfl.uqro- ethcf(y) trifluoronethyl-
Bﬁgrq%p enylsulfamoyi— enyl)-ami

The hﬂg J:cttﬁp(ﬁﬂiamy brepyied froln0f-diffuosgnperlil5-@HmifluSronsttiyblényl) -
IC a

S RS aRuTe Srisko PRt esid (pemple G Diamd S emmipg i gy
hsndaydulfmtahnda [deinmeaddlyrsiilablel xcomling talgemrd pookgdere [l Yellow
g@d RI¥ @68)is8s 2 MR1. ) mB29s8. [M . np 227C. Exanple 81

7-Di fluoronethyl -5-[3-(2, 2, 2- trlfluoro ethoxy) 4-trifl
Example 7

- uor onet hyl - phenyl ] - pie

9mﬁasﬂoﬂe&yisqhﬂﬁﬂudmﬂieﬂﬁl §h&@[)twfaﬂow{1 ,B3Gi]pyrimidine-3 —carboxyhc

(3- ?E[ag%gﬁglgm; }I&“Ptl‘s ) am de The title conpound

}“hf' tlﬂi]; Mﬁﬁzﬁﬁﬁﬂ{wﬁ pleplrad (Bm7-Qifltabidinetieyl-6- @t drifiygomethyl-phenyl)-
ri orLone
ByPiell T PR s PR ATS 354 (ommRly G D 8- g e

Eexﬂzﬁl)esulfonanﬂde [GAS Ne. 303780-52-1 MEc 05 td 28238 pmcedure II Light
P,

g&g% %%c%%ﬁ?@nyl ldﬁé P?ﬁlpne [commercially avail abl e

as hydrochl ori de] accord| ng to general procedure |1.

Yel l ow solid. M5 (El) 608 H\]zf 207C. Exanple 82

7TT{ﬂuB{diﬂHtHﬂ%td&yﬂrrﬂ5m( 1fﬂhu@ﬂpﬁfmm&ﬁw:s]@y}mm¢ -3z0l

f¥£° 198?%&53\/ t\ﬁ?’fﬁﬁﬁ-‘? F‘}Y?)pbox Iica?ncljg The title

paﬁéd fro@v-triffuoromethyl-5-(4-trifluoromethyl-phenyl)-

BVF%)I} (g 0k 0 )grreﬁ%?%v Fﬁg"g‘?’ﬁ 1fLuor Onsfe@%) &'&%d&’m&m_z\#gpenﬂ_

30

Ekrﬁ&neaﬂﬂm@main [mimme(cﬂ!mﬂ yrﬂulalxly} accordmg to general procedure I1. Yellow
i%‘hﬁyﬂa% ;ﬂaﬂ,g%e CAS 436095-41-91 accordi ng

0 gen pro [ ow
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Di fl uoromet hyl -5-(4-trifluoromethyl-phenyl)-pyrazolo

olid. Ms (ISP) 572.0 [(MH)-]; np 227C. 10 Exanpl e 83
f
5-a

] pyri m di ne-3-carboxylic acid

oxy- et hyl sul f anoyl ) - phenyl ] - am de The title
n’pou%%\/\as orepared from PCT/EP2005/006302
7-di fluoromethyl -5-(4-trifluoronethyl-phenyl)-
pyrazol o[ 1, 5-a] pyri m di ne- 3- t@rboxylic acid (exanple

C. 1) and 3-am no- N-(2-hydp,oxy- %2
et hyl ) - benzenesul f onam dekféée 6095-41-9] according
WTrBRB@d:ﬁé&ﬂ@C@ﬁ‘Lﬂu@rdthethﬂgmenyl)ﬁp&rhﬁnb[sgﬂ-a]ﬂymhﬁnﬁd-sp)

554 0
éfL‘IIS’B‘le‘D' gl‘?ﬁfgﬁ]ﬁm‘ﬂﬁé’hﬁﬁf% £f | uor onet hyl - pyrazol o
[I‘hé.uﬂe ajnipouindives peepdred ﬁaﬁbbhyﬂuocomﬁhﬂ—S ~{4-trifluoromethyl-phenyl)-
é}rra%)o ?@%i%nﬁhﬂy .Js)car%o a&g (JJQI%pfelé ﬁ)ean(a%naﬂiﬂﬂ (}\I W@?Lyl-
ben(zea@ultfmm@e IS Y. 3pBZRAYAZY 1] Acaticding by gmenahgocedure I1. Yellow
b | d I
RS ) b S RED, Q*Pr”%”?yfiin e’ Lcommerci al Ty T ¢

avai | abl e] according to g neral rocedure I1. Yellow
solid. Ms (El) 491.1 [Mi"‘H‘BP C. Exanple 85 25

54§42, Q;hl'mmmsoaﬂfo L&ﬂimmybﬁletﬁylcthﬁehmemﬁhhgqunb@d-az ol o

e g%%cﬁ%g’ SRR L raCimopbPy s SB inc

thuﬂ)df emafondd fwao prepared from 5-[3- (2,2,2-t.t1ﬂuoroethoxy)-4-—tr1ﬂuoromethyl—

%[ﬂ%mg&m'?%éhg/]%y&éaﬂﬁ{ g)éin’gﬁ y Icggg’%ﬁ# ch((example C.10)

@dlﬂr}ulanwl}phwhams Lo frpmey¢iallysiveiinp %W@P&W@mqﬁm

s
7-
[1
o
co

t |
R T

solid. M5 (ISP) 488.9
[ (MH) mp 270C. ---------- 2005/ 123738
PCT/ EP2005/ 006302 - 66- Ex&ﬁ?ﬂ“%‘vg% 7-Di f | uor onet hyl

5—-]1(1ﬁuérbhfeﬂilsyilsqmi(iz,hW-trﬂhefwbmomxmiﬂuofoln&hﬁ}mnyﬂﬂ di ne-
|
%"“Fﬁ?lﬁ%x : %éﬁhf’isﬁsf|a%ﬁ9}f3‘“%?r'nl’é‘e Ahamider | e

pmdmep&paxédﬂidmm -difluoromethyl-5-{3-(2,2,2-trifluoroethoxy)-4-

AP L b g

@id13-swlfacho3t-phenylaming et 2¢99eding trdeh procedure
|
IR i BRI S0P 1A AREE! *"?’Qp?‘@sggngrf‘( M) 4]

pro
np 207C. Exanple 87 7-Triyoro 8 -5-(4-b
i fl uoronet hyl - phenyl) - pyr % $05. a] pyri m di ne- 3-

5-{3-(2,2,2—Triﬂuoro—ethoxy)-4-triﬂuoromeﬂ1y1—phenyi] -7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-methanesuifonyl-phenyl)-amide

The title compound was prepared from 5-[3-(2,2,2-trifluoro-ethoxy)-4-triflnoromethyl-
phenyl]- 7-trifftuoromethyl-pyrazolo{ 1,5-a]pyrimidine-3-carboxylic acid {example C.10)
and 3-methanesulfonyl-phenylamine [commercially available as hydrochloride]
according to general procedure IL. Yellow solid. MS (EI) 626.3 [M]; mp 227°C.

Example 81
7-Difluoromethyl-5-[3-(2,2,2-trifluoro-ethoxy)- 4—tnﬂuoromethy1—pheny1}—
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-methanesulfonyl-phenyl)-amide
The title compound was prepared from 7 -difluoromethyl-5-[3-(2,2,2-trifluoro-ethoxy)-
4-triffuoromethyl-phenyl]- pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.13)



i o carboxylic acid
(3-trifluoronet hanesul fonyl - phenyl)-am de The title
compound was prepared from

met hyl - 5- (4-trifluoromethyl -phenyl )
yrag%’{ E:F%PS aj pyri m di ne- 3- carboxylic acid (%9(%%@8’0063"2

C.2) and 3- trifluoronethanesul f onyl - phenyl am ne
[ comrer ci al I y avai | abl e] accor®tng to general

o Ofgg%tﬁ MG l OWNBI' I ?co%er(cl yava?lsb:iegsh[yglrwm)onde]

7aaofdhug t@g@tzﬁypmsed@ﬂem rdeflbwi solidn ISRl -6ph8 (M) mpee7azol o
[ 1,5-a] pyrimdine-3-carboxylic acid
{3-[(pyridin-4-ylnethyl)-s g&] phenyl } -am de The
title conpound was prepare

7 7dRriflupsomatbyhi(4-6i tqumﬂhﬂmhe@ﬂbpmmlpnieaqgapymdme-s-
5 pxmsg}m[a&dﬁ _f&myﬁogt r@@g&mﬁ:&@%@i&m Snfidld (exanpl e

am no-

y|Théf1 slfolﬁm @r%wé oy’ - triflagrmehs: 3(4-aiflworamatiyyl phenyl)-
g‘;;%, i;lm—ﬂ]‘fa?ﬂﬁhicﬁné :3-caﬁ56iyh1@¥4\(:1d &hingle VB dbll SRImBON-&-hydroxy-
G

ﬁ?g&pﬁhéfla%ld(—‘ Wﬁﬁs%%d%ﬁ%d‘%ﬁ% gseyd pyncade b Yellow
15&1daMs>(i{$H)15d2 0¢AB-H)JampaxyiCic acid
{3-[(pyridin-4-yl methyl)-sul fanoyl ] - phenyl }-am de 25

The title corrpound was pregﬁggg om
07 trifluoronmethyl-5-(4-tri r%&get hyl - phenyl ) -

| pmﬂ@rgmﬁg’l'é](éﬂlﬂ'm’dmﬂ@‘yBPWBWb[h@ﬂalpy('mémpﬁe:arboxyhc

Cf‘é’)a Wﬁaﬁenesﬁ% i &é?éilamrrﬁl e B.3) according to

cog@me ma@pqepar%frp@ lﬂmoawfhvss((&@élumgle@ﬂ-phenyl)-
G ]l 5-d]pyrénidin " f I t%e C. l)ﬁnd?:lammo-N—(Z—}llydmxy-
15 | q_tElg g?%ggﬁifﬁwg%m%g ut{(:)lg rtageqr grtJo gg]n%r pﬁ%g u%‘g H?nght
[ Reli6R sty M SBA5a0¢ I )Onp)23ptenyl ] - ani de The title
conmpound was prepared from

7-di fl uoronet hyl - 5- (4- trlfw hyl - phenyl ) -
pyrazol o[ 1, 5- a] pyri m di ne- & bo oxylic acid (exanple

c5 @Chhao -3 r@ghﬂ;mmyaww@@smmﬁwmmmmoz
Renes . SV MRk Agid.comer ci al Iy avai | abl e]

according to ener?;r procedure Il1. Yellow solid. M
20 (Tlsrbaﬂesammuw? WRsRERaredfrarp §ci4-cloaadtmetbyl-phenyl)-7-difluoromethyl-
gﬁzﬁio 05 QMR Eme: 3(Arﬂoscy1fd démr(@%ﬁﬂwb “1RNSYA-dullopr ol o

rim di ne- rboxllc add
'eﬂaf%ﬂeswms{cﬁ&ﬁ@@ﬂﬂﬁ%ﬁyw 1R éngamprebpiogeturn - Yellowolid.
dﬂsrmwwti nidpepared from
7-trifluoromethyl-5-(4-trifl uoromsthyl - phenyl ) -
pyrazol o[ 1, 5-a] pyri m di ne-g3- ¢ q;%xyl i c add (exanple
C. 1) and 3-(2-hydroxy- et hane U onyl)-aniline
25 [Seldriddoxs-2dmephdphinydbT-difluacmuethylnyrazolo bhelmirimidine-3-

mgggﬁ oid (5met{Bleb@WnFRb Ry Wil SP) 559. 4 [ (MrH) +];
he title compound was prepared from 7-difluoromethyl-5-(3-methyl-4-chloro-phenyl)-

pyrazolof1,5-a]pyrimidine-3-carboxylic acid (Example C.14)} and 3-methanesulfonyi-
phenylamine [commercially available as hydrochloride] according to general procedure
-~ 30 IL Yellow solid. MS (ISP) 488.9 [(M-H)]; mp 270°C.
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10 Exanpl e 92
7-Di fluoronethyl -5-(4-trifluoronethyl -phenyl)-pyrazol o
[ 1,5-a] pyrimdine-3-carboxylic acid

(Wosskhizamy hnet hyl - phenyl ) - ami de The title CW%SNOGSOZ
was prepared from

7-di fluoromethyl-5-(4-trifl uo[dq%met hyl - phenyl ) -

pyrazol o[ 1, 5-a] pyri m di ne-3-c¢ boxyl ic acid (exanple

C. 1) and 3-(2-hydroxy 15 fonyl )-aniline

[ CAS- Nr. 344750- 15-8; prep are rom commercial ly
a%alﬂwp@egaylﬁﬂ%mwmyﬂhmpm ~pytizblofilys-a Jpptimidivke 3-carboxylic

A& P ir ok Sm °Laon9f . Yellow solid. M
(LSP).524.0 [ nmpl e 93

7ihs ﬂ%&ﬂ%ﬂaw prepaed 9m|7ubﬂmm¢§hy1-§+ﬁémﬂu)onpyethzlqmgnyl)-
[ %;u&oﬁ[mwra] lﬁﬁfe%'-%a?& m&%@gﬂrﬁ 1@@;'t 9 and 3- ;
Sg@gépé%%ﬁ%ggﬁ{paﬁ—ﬁh%nﬁg%m)e [ca:)rxrnlzmgrci }(re avalilableﬁ ac(::c% ogu ?0 general
Tprocaditke i Galletrisylid. BAS((ASH) 565.5 (M-EHFnep 20heny | ) -

pyrazol-o[ 1,5-a]pyrimdine-3-carboxylic acid (exanple
C.2) and 3-(2-hydroxy- et gﬁjr nyI) ani |l i ne

[ CAS-Nr. 344750-15-8; prepare rom comercially
aﬁvﬁnﬂwoenegwlﬁr(&mﬂmemyﬂuhphma “Iywibloiyb-alpiytioridine -

%&(ﬂﬂﬁ P) 54? t‘if‘iﬂﬁ&fo “%‘3’&46‘“’1&&5“%°2 3 Z lid. 25

GerBRERt ‘yérs Psse ﬁaﬂmmﬁwyl-wéﬁyﬂwpye&z@bnﬂ)-
aoﬁzﬂ 5-@pyrifighh B8 -cRrboRyHR | | hc@ de T
OE’SﬂJﬁBﬁWEX%é’i‘ﬁF n % %me ) Ya%n able] gggongng toegeneral
?m:heﬂimedf Fietiovnyolid SME 4ESPY 583, MRS b B0TEOY ] ) - 30°
pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple
C. 1) and 3-am no-N- (2, 2-
di net hyl - propyl ) - benzenes&aﬁmﬂam de (exanple B.4)

Zddifparamethy-ydriziflapromethyd gpberyl)-pyrazdlo[d 5talypihidine-3-carboxylic

%ﬁgéﬂﬁ’g@% Bk é%@o%%@%mﬁgéﬁc Scample 95 10

RivHndrixas preppred fiiopt T-diffuorermethyl-Stfemifinprometlyl-phenyl)-
gﬁa&léﬂlByﬁlpyﬁhﬁlﬁ@S—gaB afyBexcih ?exaﬁﬁ:!eﬁt and 3-ar:inno-N—pyndm—4-

{ but | f ) t
8}?13}8’&:‘? § “%u aHD éﬂ(q.tg B ac&%rpdmge to ge(;:‘leralI procedure il Yellow

goligli MSWTSP) 601 hi/(ll\&-@'oi)(]ﬂmblznt"lmor onet hyl - phenyl ) -

pyrazol o[ 1, 5-a] pyri m di ne- 3-car boxyl ic acid (example
C. 1) and 3-am no-N-tert- b% benzenesulfonam de
{CAS 608523-94-0] accordin e eneral procedure |1.

Tglﬁuomqtbwss@rmuomqtm@ﬁeﬁﬂﬁpﬁm{z@ﬂmlpmtﬁ%ﬂ?

{-Tr |i Plsﬁcggo?rgp %nﬁ‘mnéy Eﬂ?r Dfﬁ uor anl.\lp Ry?yupﬁmn l)-pyrazol
Thetitle agmpoypd piad Eﬁeme@fror@le?rmﬂ;ymreethﬂrii(4-mﬂuor0meﬂ1Y1~PhenYl)-
pydazofol 2,54 PRt el QRYA:GHL iﬁ%ﬁlpﬁhfﬂyalnh3%ﬂ§—lﬁ~pyndm-4-

Ylmethyl-benzenesulfonamide {(example B.3) according to general procedure II. Yellow

- solid. MS (ISP) 619.2 [(M-H)'}; mp 251°C.

30

Example 90
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid [3-(2-hydroxy-ethanesulfonyl)-phenyl]-amide
The title compound was prepared from 7-difluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1} and 3-(2-hydroxy-



io The title conmpound was prepared from
7-trifluoronethyl-5-(4-tdfl uoronethyl -phenyl) -
pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple

Gjoosnd73g- am no- N- (2, 2- _ PCT/EP2005/006302
di met hyl - propyl ) - benzenesul f onam de (exanple B.4)
according to general procedurg I1. Light yellow

solid. M5 (ISP) 5981[ (I\/H—T- nmp 231C. Exanple 97 15

Gk Hf? 3 PRI okt il b MT%]%&E&]%& £REY probitRZe!

_ (YaﬂdvesqhdleS)(ISQQlﬁﬂahﬁﬁM&ﬁhbnw%%%}n de . The title
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compound was prepared from
7-trifluoronethyl-5-(4- trEﬂmigégmethyl phenyl) -

Stipamatngit o bR e A AR T cas

@%52;3:1:3@%—(@ £-Bllak QuiayFplenyl]-maklur e || .
E‘;lgg e]'g!@(?uvgdsi\?as prepar'é:@fr{)ms}o%nﬂ?mrometﬂy(l hall' @'_ IllﬂugR)meﬁ%r‘l:phenyl)-
!f,y(aaolquz;a]@yﬂmldmﬁmmt hid {qxtmply IO 1) And Bf(Rthydoeet hy|

LU PRk R i

ﬁn&pas@d Msm%sw M43#)0k 0pt 3371G-uor onet hy! - phenyl) 7-

'd| fl uor onet hyl - pyrazol o[ 1g 1Py2 i m di ne- 3- car boxylic

d I d
?gll%lﬁ : WP (mﬁ%%rg%sﬁwﬁwb %Qé-plg'fgg ﬁﬁ:r AN 198 c-3-carboxylic
a&agﬁ%f&ldgn f}r pheRylpamidt. MS (1SP) 543.9 [(MH)-];
PRefits Gomerotiy bsps fomr g 0ormenls S EBpgr ek g
ppiEelafd] Hapyrmidinesd-cpiiotylic déid éxBmpRE. Bandéx@’rhytdrcgm d
éf?l 3 u}.l.{fa anﬂ?neq&x's)Nra%O IE% ]]_:ﬂleﬁe{rgd ﬁ‘%ﬁﬂﬁ%r%ﬁr available 3-

mtub—phmhmm;shlf@ﬂ dhlptided pesonding torgenasplarreeeryre Ll Yellow solid.
?Re@%?g)ﬂ@ﬁr[?aqjlﬂgﬂp%gq@yrl m di ne- 3- carboxylic acid
exanpl e C

6) ‘and 3-sul fanoyl - phenyl am ne
[comrercially avail abl e] gccor,ding to general '
procedure I1. Yellow soli %SP) 528.0 [(MH-];

Mrﬁﬁﬁﬁméﬁdmmfoﬁemﬂﬁﬁfaﬁﬂm (R2alpytigidinadp| e
S“g%xyéﬁﬁf}%}ﬁ“]faﬂm@meﬂw aﬂ’l’\%nyl )-7-tdf | uor orret hyl

. Thytide @lmpolind vak prepaneil GioneZ-Bifltwaorhethyht - ¢4-aifilugromethyl-phenyl)-

é g?[é?‘qﬁ%ﬁg%n%%lgﬁor 0533{1 ?EXHTJJ or otr‘?e%qﬁ e

n
Ethanesulfonyl)—anﬂme [CAS-Nr. 344750-15-8; prepared from commer a]Yy avaﬂable 3-

hitkd-pi 29‘%1% %’Maﬁbﬁ&e} aBcoPdiRY fd gEh St StoddsiAd I Orellbiv Gotid.

- “sul fanbyl™- phenyl am ne

ﬁé?@ﬂ(M—%Mam@@ﬁé} accordi ng to general
procedure Il. Yellow solid. M5 (ISP) 562.1 [(M+H) +];
np 287C. Exanple 101 Example 94

7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1 5-a]pynm1dme—3—carboxyhc
acid [3-(2,2-dimethyl-propylsulfamoyl}-phenyl}-amide

The title compound was prepared from 7-difluoromethyl-5-(4-trifluoromethyl-phenyl)- -
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-amino-N-(2,2-
dimethyl-propyl)-benzenesulfonamide (example B.4) according to general procedure IL.
Light yellow solid. MS (ISP} 580.3 [(M~-H}; mp 208°C.

‘Example 95



S 10

5-(3-Fluoro-4-trifluoronethyl-phenyl)-7-trifluoronethy
| - pyrazol o[ 1, 5- a] pydm di ne-3- 1o carboxylic acid
(3-sul fanmoyl - phenyl )-anm de The title conmpound was

V6 Bevs Rek73s" oM 5
5-(3-fluororo-4-trifluoronethyl -phenyl)-7- PCTRP2005/006302

trifluoronethyl-pyrazol o1, 5- a%pyrl m di ne- 3- car boxylic
acid (exanple C 18) and 3- soPfanoyl - phenyl ami ne

rciall abl e], gc r al
E?rgg’?g‘gﬁ?’é‘a#‘ >l {qﬁ ﬁbﬁﬂgﬁﬁﬁgé Ellflmﬁ_?b qrboxylic
mciﬂ Gaﬁﬁ-bulﬂslﬂamﬂl- e @ axmde
AR itle co ur‘g"htgr ] lzja.?erci o F%fxﬂ\fég Xth%/l— gfj{:r{éllggporn?e%& %Lnyl)-
(Bxareld] aﬁeéwm@bﬁﬁhéqmbcm (ererdPheeC.4) arids3-aoinodiiteft-butyl-
V@e?z&feﬁ.?ﬁﬁ%gldfer 608523 94— ] a conﬁn%]to %eneral procedure II.

or o- | uor onet
&lﬂtdéu%h@ﬁwswph%?d[aﬂg lappy22 f‘rﬁ di ne- 3- carboxyl i c
add (exanple C. 15) and 3- 20
met hanesul f onyl - phenyl am Baglegger ci al | y aval | abl e as

B SoBE iR P R e R el R

bou sy o a‘kﬂig[:'mgm'dﬂnE"‘h‘5’li’li'lﬁlwi?l;fllllfan'ﬁaoyl)—1:ahenyi] -amxde
(’@} ftﬁf g‘roglgé‘é&d’ o :pge ar: I'%g éREuOQXmLﬂlwg ?tf—%fﬂloLongietﬁyﬂlhenyl)—

O

O

" Rramloibmelsyritnidipt Srsmbnyii add(dengs GAbard Hrsinod¥adng

15

20

30

\é\ﬁ% ng% ghztb %62? by kB a%rll%eog lt"ﬁ ‘%) aﬁ%’f%lngto %/eneral procedure I1.
pra yFjovsph HFR) Bd][WrHﬂT@iPﬁél@car boxylic add

(exanple C 16) and 3- net hanesul f onyl - phenyl am ne
[commercial |y avail abl e agsxhwflle@zhl oride] according to

S5 orp ety - ilposormedivepnial Bygalo bt Slpybimidthe 3-

h{&xﬁﬁa}ﬂiﬂ&&eﬁ%ﬁyﬂsﬂﬁﬁﬁgﬁtﬂhﬁhﬂbhﬁﬂd )-7-trifluoronethy
PRI BRI Mg e

\msazplpéb&abxﬂnﬁmbm-}carboxyhc acid (example C.2) and 3-amino-N-tert-butyl-
ot
u.%rﬁ%%f%et oy F%*%%?o R RS TE
dlextplid 1\@ ﬂI ) 594d MV om0 P2 R 738

PCT/ EP2005/ 006302 -70 net hanesul fonyl - phenyl am ne
[comTerm al ly avail abl e agxkwipleoghl ori de] accord| ng to

%e@/ﬁ_(h?q}j Pl FR.,E? dure ttlgéq.ﬂylg\yﬁ@uomme%s 1-pyr oﬁ%la]pymmdme—S-

Eaﬂaaxﬁjcueﬁqsék]faxﬁdymr{)hmwt-daﬂdephenyl )-7-trifluoronethyl-

AR REE R Bh a7

wifhiopsreghylqerdzolom, 5~a ]pyrimidine-3-carboxylic acid (example C. 15) and 3-

fulidhoph e %5#*%%%@51{3’%‘3%} AR foenera procedure L

- Beown fcélﬁaw( tséfe‘a [(AhED3; mpay.

esulfonyl-phenylan1ne
[comercially avail abl e as hydrochl oride] according to

Example 99
7-Difluoromethyl-5-(3-fluoro-4-triftuoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-sulfamoyl-phenyl)-amide
The title compound was prepared from 7-difluoromethyl-5-(3-fluoro-4-trifluoromethyl-
phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.16) and 3-sulfamoyl-
phenylamine {commercially available] according to general procedure I1. .

Yellow solid. MS (ISP) 528.0 [(M-H)-]; mp 262°C.
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general procedure Il. Yellow solid. M5 (I1SP) 545.1
[(MtH) +]; nmp 246C. 10 Exanple 106

7-Di fluoronet hyl -5- (4-trifluoronethyl-phenyl)-pyrazol o
Wb, Zoosbkpig i M di ne- 3-carboxylic acid PCT/ER2005/006302
{3-[(pyridin-3-yhnet hyl)-sul fanoyl ] - phenyl }-am de The
title conpound was prepared from

7-di fl uoronet hyl - 5- (4tr|flu%c"rorrethy| phenyl) -

pyrazol o[ 1, 5-a] pyri m di oxylic acid (exanple
C.1) and 3-anino- I\I-pyrlgl%?ma"?ail@

SY(BREH160-4-oeMieaaettyl gheayl)-dariflesmmptiyl-Byrsjoleld Sorlpyringiding-3-

?rneralacﬁré ur Ylj_l&&a’gpl o.\g soI id.. M5 (ISP) 603.2

The itle kbumpowrisidspreparef fropr $4(3- gupmw@m@qor@mthﬂmh%wzz ol
@ GIROLE YN Y ﬁé&ld le C.17) and 3-

At A R R

Y%ﬂ&&k&]]t&.‘ﬂ/fﬂ'ﬂ@)%i 1 P(M%Hm%blzavwet hyl phenyl ) -

pyrazolo[ 1,5 pyri m di ne- 3-car boxyl i c add (exarrpl e

C.2) and 3-am no- N pyri dj
yhnet hyl - benzenesul fonanF’ﬁaénlile}Jgnpl e B.5) according to

mmﬁ&o@ﬁMmahﬂLpheﬂm-Vmﬂwomﬂwmm@p{)l 56a]pyrhmidine-3-

"‘%‘Q’B?‘HFM@}& %ngn’?fhﬁ ug?orzrgt hyl - pheny oI 0

l) ra
Tht tifle apmpourrd whis meepﬁfedérdm Sy B-ifleoragerd- ﬂuoromethyl-plvl

t%‘&'t“{ é %Bﬂ“éﬂ%ageﬂ%dﬁﬁ'ff ?%%Mc RIERxAhpla T, mﬂm

sﬁlfzdmﬁ)ﬂtgbpwmhy commperciglf ﬁ@iOFS].Pg f&,ggﬂvpl)procedure 1.

Y%Hﬁ?%@ﬁ@[vﬂs@sﬂ]sﬂﬁi'mﬂfiﬁﬂ &E%B"@XY' i c add (exanple

3-am'no-N-pyrid
yl met hyl - benzenesul f onani,de é}\%)iairpl e B.6) according to
general procedure H. so solid. Ms (ISP) 601.1

5. (Mo} o-4-15 25 Bfethy Eplemyl) &/ -difloromethyl-pyrazolo[ 1, 5-a]pyrimidine-3-

ottt G ol 2 ) P e

T3 titleRympoimt Rasypnepatddytom §t(B+ mmﬁn@que}hy&ehﬁaﬂ)vb

' ‘é@%’?‘é ¥ eélgpé}g%gﬂé E%?&é{n%gﬁé%carb&gﬂig f8d (e!xiﬂmﬁle NI akidh 8-

cretmichtlmyphsaiginis: camaier Ly vl s Idpppbliyide] according to

| %XJE ddrAr. algmmn%ns ﬁs mppmw (13008 |;(rpx 2283Ce

nd 3-am no-N-pyrid

yhnet hyI benzenesul fonan‘;Ede é% l e B.6) according to
general procedure H. Yel M5 (I SP) 619.3

ﬁfﬁddr&me —52 Eﬂﬂilorﬁﬁﬁlﬁphﬁndthﬁ ﬂleﬁ/lﬁ—pmpdnﬁt,?ny]pygnudme-}

Mfl Qtpﬁymﬁ%g@ymlo[ 1, 5-4a]

Tlﬁﬂtﬁ-cpy#)bﬁhmwdb-gtépa&MIsmdlﬂm@Eﬂyh%%Wmmﬁﬂ’éﬂqqﬁ'@methﬂ'

e RSB B crmple C16) nd >

methanesulfonyl-phenylamine [commercially available'as hy oghylozlde} according to
general procedure IL. Light brown solid. MS (ISP) 527.0 [(M+H)+]; mp 238°C.

Example 104
5-(3-Chloro-4-triffuoromethyl-phenyl)-7-triflucromethyl- -pyrazolo[1,5-a] ymmdme-s—
carboxylic acid (3-methanesulfonyl-phenyl)-amide
The title compound was prepared from 5-(3-chloro-4-trifluoromethyl-phenyl)-7-
trifluoromethyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.17) and 3~
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pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic add (exanple
C.1) and 3-am no-N-(2-pyridin- 10
4-yl -ethyl ) -benzenesul fonam de (exanple B.7) according

wio SiREessHs Procedure H Yellow solid. MS (ISP
[(MH],; rap 238C. Exanple 111 7- Trlfluoronegﬁ§ﬁ&§@§mmsm

(4- trlfluoronethyl phenyl ) - pyrazolo [ 1, 5-a]
pyrim di ne-3- carboxylic acid 70-

.Fﬁétﬁat%egl?lfohglgﬂgggyl%am\ﬂg ScXI').r?lgrc aﬁ%@%ﬁb&p X1!o oﬁg%] agcoréng to
Teneralfprensdwnedt Kellowssolid.- MS (IﬁPhﬁﬁldW)* pgRgs . .
pyrazol o[ 1, 5- a] pyri m di ne- 3-carboxylic acid (exanple

C.2) and 3-ani no- N-(2- pyriginsle 105

4-yl - et hyI benzenesul fonam de (exanple B.7) according
O(xg 2,1; raEsthd-ph W%Whpwmlqlﬂépﬁpm@ﬁ-

[célMDkfr]ic, acid{3-4stdfancSui®
o e s
[n?.ﬂx((ﬁeimyﬂiybp(}yaﬂold[} mamﬁm)ﬁﬂuﬁtdqwmﬁylﬁﬂmﬂeiax@iecmm arRl -

[ ak . .
bR BB R v R R A Rostppyidel acoording o
pymrezal praspdyrs aY glomi mhdllM& (ISP;E&&SHC{M% Jadhgh 2463Canpl e

C. 1) and 3-am no- N ( 2- hydr oxy-

1,1- dlnethyl et hyl) - benzqggﬁﬂﬂg fyganm de (exanple B. 8)
accordlng eneral prqcedure_ 25 11. Orange solid

Pgrs}ne ‘Pﬁ'ﬂmﬂoyw thpsphesyl)-pyrazelal] &2 {pygimidine-3-carboxylic

cha"qs- i &i’ﬂ}t&)&idzpheny' ) - pyrazol o

ri |ne caci
ée tﬂi m@ wgs area?rﬁ% éﬁm@m%ﬁbg%rt)’ﬂm@ﬁmﬂ}ﬂ “RheoyD-
ﬁﬁ'aﬂ'dl&[ltﬂ-i] bmﬂmwbmc peid ﬂﬁhﬁﬁlef(l D)mnd 3-amino-N-pyridin-3-
F A ORIz (b 2 ALORBLDN cROEM b ca iy,
Eyra oIo f al] pyri e 1°E“a exanﬁ
EhmwvsmdIGSéEWTﬁm%lMEBﬁidnunpﬁ?C
1, 1-di et hyl - et hyl ) - benzenesul f onam de (exanpl e B. 8)
accordlng to general proogduite 107 Yellow solid. M

| SP 600 1 [ npl.e 114 WD
;5&\#4 @ﬂg@mﬁ@é&@nﬂ)—mazolo[l ,5-a|pyrimidine-3-
Za:rﬂ) uaui@rsa[(pyﬁdxﬁﬂcﬂnieﬂiyi)meﬂJ@ﬁw}pml) pyrazol
Xr|n1d|ne r I C q
Pl i Aoy R SR Pared Fom Rt E i o A sigrqpthyl-phenyD-

pyrepmh [eg- aﬂp)ahmlanma‘ -Labsgtieadiy ((jexﬁn{)l@ﬂ.l}l aftl)-;HBG}slrmﬁBIm-@yﬁdm—S—

e -pyrazel ol 1, 5- a] [ Lnez.3-carboxylic ,ac

bl pad SffnaniacteBlE i) Becbtidy R prb fedlif
Ydlomselid NS (If}P)aﬁl&jZI[éM]-H]];w(%?‘m ng to general
procedure 11. Ybllom;solid %S (ISP) 526.2 [(MH-];
np 231C Exanpl e 115

4-Trifl uor omet hoxy- phen If 7- trlfluoronethyl pyrazo
T 9@%%&?%%%%&}}%@3@%&#%9;zmrfezoa&l»a a|pyrimidine-3-carboxylic

doit BUl (bR eRyl)soBathfl]- phenyl}-amide

The title compound was prepared from 7-difluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-amino-N-pyridin-2-
ylmethyl-benzenesulfonamide (example B.6) according to general procedure I

Yellow solid. MS (ISP) 601.1 [{(M-H']; mp 208°C.

TT

Example 109
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a}pyrimidine-3-
carboxylic acid {3-[(pyridin-2-ylmethyl)-sulfamoyl]-phenyl}-amide
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io The title conmpound was prepared from
5-(4-trifluoronethoxy-phenyl)-7-

trifluoronethyl-pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic
[comrercially avail abl e] according to general

procedure Il. Yellowsolid. M. (ISP) 544.2 [(MH)-];

np 257C. Exanple 116 15

TFHaitftle cOmPoRAdWhs frefafedtfFont 7-@ﬁﬁtﬂiﬁhm¥y5-mﬁfﬂﬂo}mﬂéfﬁmlenyl)-

L L e Tk T ———

Vﬁgﬁhﬂdliﬂlmﬁﬂﬂfmmde (example B.6) accordmg to general procedure I1.

%%%{‘/I:s%% 6[1? gdq]tﬁplﬂlpm%gl net gogr boxyl i c add

(exanple C. 20) and 3- net hanesul f onyl - phenyl am ne
[comercially avail abl e aB*aspe bh| ori de] according to

ZODERBESAUEPL R (LG Hurdmethy Phb S -5Rbhd dlo[ 1 G prRkime S cboxylic

@g&ggf?mg%réﬁﬁwaﬁﬁévbﬁ -amide| uor omet hyl - pyr azo

I'ThE title c@hpmdﬁvﬁl foad PaifitbtdinaBfl-5- (4-trifluoromethyl-phenyl)-

R O i R OBl M Y pgriin-

ﬂrﬂfethyﬁrhmmﬂwﬂﬁ)pm GdxafoipleB. 3 apgurdilmf]gdm g’]ﬁeﬁi pmtfﬂmxcym c
esul fon enyl am ne

con%ﬁrcrgﬁsﬁlﬁgval?ggfﬁ g‘%nochl ori d)é] gCCO?‘/dI ng to

gener al procedure H Yel |l ow sol id M (ISP) 545.3 |

(MrH) +]; np 245C. Exanpl fe 111

51&31‘&1-&&'!%10% I(J%&Hﬁﬁe Yd:ﬂﬁﬂylllilh:eﬁirIFMB[fl}ﬁ-a]ﬁﬁﬁiﬁﬁ@}

%@bmﬂf%ﬂﬁ—% Hmﬁﬁﬁﬁﬁéﬁf?@"f I-phemllmidand was

Phefitid einpdudlwas prepared from '7~tnﬂuoromethyl—5 (4—tr1ﬂuoromethy1 -phenyl)-

T BRI L LA NP e o

Gyﬂ&&yﬁ*bdn&nssﬂibmmnylb (expnlnp]e;ﬂ BAniceveding congaaeal plokadure I1.

A et g gagic prosedure 1. el Lon

2005/ 123738 PCT/ EP2005/ 006302 73 Exanpl e 119
5- (3, 4Di f | uor o- phenyl ) - 7 FrmplaidRonet hyl - pyrazol o[ 1, 5-

2DRflidrbineihye ls%i-‘iﬁﬂlﬂﬁ% {H51-Aisdnd] -py;l_ahzolo[l 5—|a] pyrimidine- Sacarboxyhc
%&% (%&QH roRT-h1 etﬁ{r}%%;/ylsulfamoyﬁ—pher?yl] -amid (?: compoun
'Bhe(taledeoﬂipﬁ)hﬂ@ l’w@s prlagaiyd ﬁ'oﬁ'ﬁdﬂﬁbﬂéﬁfeﬂﬂ?—Bt(}ﬂtnﬁuoromethyl—phenyl)-

SRR eyt %?Wﬁwff Cranpit o sad B Ammanb Sy o

hirdirhethyletind)-hytemstifoneinid (cemugle Bish gccgﬂhwmgeﬁéral procedure
H, P) 497.1 [(MH) +];
BISSEIAE Vs 08 KO RRLISE rfBsbS) 497 1 [(WH ]

Example 113
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid [3-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl]-amide
The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-amino-N-(2-hydroxy-
1,1-dimethyl-ethyl)-benzenesulfonamide (example B.8) accordmg to general procedure
Ii. Yellow solid. MS (ISP) 600.1 [(M-H']; mp 227°C.

Example 114
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5- (4Chl oro- phenyl )-7-trifluoronethyl -pyrazol o[ 1, 5-a] py
rimdine-3-carboxylic acid [3- to

(2- hydroxy-1, 1-di met hyl - et hyl sul fanmoyl ) - phenyl ] - am de

W@ 2805k3835conmpound was prepared from

5-(4-chl oro-phenyl)-7-trifluoronethyl - PCT/EP2005/006302
pyrazol o[ 1, 5-a] pyri m di ne- 3- ca}rzboxyl ic add (exanple

CA) and 3-am no- N- (2-hydr oxy-

1 |0 5

Dl ngﬁ%ﬂaﬂ (g 09%?%@2%%‘1@? HRB AT i En
($agmyxylie ecid (3-sulfamoyl-pheap)-amide 15 Exanpl e 121 -

5’1‘15&1@1&6&5 uﬁ&w EH@&H&?LMH&B%% fg f4 'tﬁﬁdl%ﬁ@%ﬂw

oIo E ]o ne 3- carboxy ic.acid '

élf -4 1pYL -ﬁﬁtbe%sﬂw@éwaw&ﬁ@ 20radyralfamorl-

laﬁuﬁe chmmm uwaamepacad@ﬁ@rt@ger{efa@mocedme IL. Yellow solid.

Mﬁﬁ?’mﬁg{@%é Egéﬁg'stlh)él aiogs:]?/lm) d|7ne 3-carboxylic

acid (example C 17) and 20
am no- N- ( 2- hydr oxy-1, 1- d| ksample123 hyl ) - benzenesul f onam

Isi TENAORhR R P bhakRer- o Lol P hfdlirlé-3-
it s L
Srﬂé’ﬁt(e?co&p%nia hd ;Haia?ede&&%y(h -tfifthrofde &R PREA)-7-Pheny|

7- trlflu ronme

1-
FyilorERi e ﬂgﬁraﬁlam@dsnecmempeammplec19) and 3-
[salftBolyshean 8y avaddble] according to general procedure 1.

e‘ﬁeﬂé‘lﬁgi&&mﬁ@ﬂi%]ﬂﬂm de,sThe title compound vas

5-[3-(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl -
phenyl]-7-trifluoronet hyl Epympledl®][ 1, 5- a] pyri m di ne- 3-

a%ﬂir%bfﬁ-i %ﬁ?&?@ﬁ&%‘yﬁ@eﬁﬁﬂmﬁ e enesul f30n

cpmide gener aI procedure H.

Yﬁle'tmé’c%& ot A peépﬁ@a &%ym&%&m P12 oo Bthoxy -
- %ﬂ(ﬂf%kemw oUpralprimidinet-rboriiepgid fermpleiG-2AGPdRet hy|

ﬁethﬁie@dﬂﬁ;{nizl- By lﬁl‘;{ﬁﬂ ﬂﬁrc&ﬂg@ﬂﬁlbﬂéﬂh ydrédhldtide] according to

I ﬁ@%?ﬁ% i 08 (sPags 12 HMATRY o BhsRY! 1 - am

5-(3-nethyl-4-trifluoronethyl -phenyl)-7-
trifluoronethyl-pyrazol of Examplg i i mi di ne- 3- car boxylic

BT AIRE akys Plend) - il R 431b11,5-apyrimidine 3-
gntbasylicacd (Byeptenngsulfonyliphrayhpmide hy| ) - benzenesul f onam

e uﬁ@é@:ﬂp&ﬁlﬁvﬁ}n Pa%a%%@ 4&&&8&%@@ gh&@ﬁdw el

Yellow s 614 ng)
jofuorom: y1~pyrazolo{ -a]pyr1m1d1ne carboxy]uc acid (example C. 19) and 3

&e{:&nalﬂfa &ﬁeﬁﬂt&iﬂé%@ﬁiﬁ&ﬂ%ﬂl VAL L leﬁrd&édhﬁéﬁﬂén adEBtdiyg to

ot B ratore T Yool S 082 g EFRARN e 2R ) - am

de The title conpound was prepared from
5- (3 et hoxy-4-trifl uor oneEtapmplphknyl ) - 7-

Br(‘z, %Q%M@)?Y@B#%&&hﬁ “edbbo {15 Ay e infrafR RO blyFic acid

exa
3—sulfamoyl phenyl)-amide
The title compound was prepared from 5-(3,4~difleoro-phenyl)-7-triflucromethyl-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.21) and 3-sulfamoyl-

. phenylamine [commercially available] according to general procedure IL.

Yellow solid. MS (ISP) 498.2 [(M+H)*]; mp 275°C.
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am no- N- ( 2- hydr oxy- 1, 1-di net hyl - et hyl ) - benzenesul f onam
i de (exanple B.8) according to general procedure II.
Yellow solid. M5 (ISP) 646.4 [(MtH+]; np 268C. 10

@tﬁfﬂ@%@s%@
5-(3,4-D chloro-phenyl)-7-trifluoronethyl - yF’g’%’gf’”fS{““%m

-a] pyri m di ne- 3-carboxylic a?ﬂ
[ 3- (2- hydroxy-1, 1-di net hyl - yl sul f anoyl ) - phenyl ] - am

de The title conpound gy ed from
5- (3, 4-di chl or o- phenyl) W?%af“g)}r;??uororreth | -
?Yi,f&mﬂtﬂﬂrﬁ—pﬁe@bzﬁmﬂnmiomah&mmb&yﬁwaipmmlérneexfaﬂ?ﬁrf@m acid
. 9 d 15
Q’Tl%‘ @yﬁ%ﬁ%}’yéﬁ\egﬁepggl fonani de (exanpl e B8
‘Hodtitteciompotind yespaepdredsrern SdGddiflyqro-ph ‘%%Wle
- o329 BxapihhaesilByl-
@ﬂ%ﬂ'yﬂfguor trl-f%I %%Jx&nlg%da;/d](‘z?@k I@Ji%drl?le%o > E[@(Y
phepylaming Ipmfrceﬂ&]ﬁ el chloridt) eRtging &0 SEPG P
ﬁ%&lawwmwgsy)hfmwhw]mpywm f anoyl ) - phenyl ] - am

de 20 The title conpound was prepared from
5(3f|uoro4tr|fluororr%£%b bgnyl ) - 7-
trifluoronethyl-pyrazolo yrim di ne- 3-carboxylic¢
st Chtxenphtrgh)7-t#fluomemdethyl-pyrazo 0[1 5—a]pyr1m1dme—3-carboxyhc acid [3-

_ %‘#&%ﬁ%ﬁ@%ﬁ%ﬁbﬂgbﬂ&gu%&;l benzenesul fonam

d
. Thile cpeipound ved PrdPark@QméF()‘l bbb T hﬁ}f? 0% u[%‘gﬁ!

dine-3~carboxylic acid (exam le C.4) and 3—anuno—N (2-hydroxy-

'53%{;?4]?
A AL AT S TR

137 figwhadBH. BISHSH), slsstil[uﬁtIErylmﬁnmtsul fam)yl ) - phenyl ] - am
ide The title conpound was prepared from
5-(4-trifluoronethoxy- pheﬂ%x%l,

trifluoromethyl -pyrazol of 5] pyrim di ne- 3- car hoxyl |

: 5\-((3—d)h[o&u—&rtplﬂaoﬁnihﬂ)yl@hdlﬁ)-7-tr1ﬂuorometl1y1—pyrazolo[1,5—a]pymmdme—3—

f
PR LA L e D
Yh tidssosgondd W‘@P@? fiome-0-fremkiRsorm ka7
E@W&?ﬁ'ﬂﬁi’mﬁf’ o[1,5-alpyrimidine-3-carboxylic acid (example C.17) and 3-
mmo&iﬂ&lqdwrﬁg@m@y Ie']ichlrr nggggmﬁimg&a SaBpit BY) 3 dd¥ding

Bé@dhrelﬂ cHiel1Bd bl MQU'SPS $b4.a W I pe2BIPC-- ani de
200 123738 PCT/ EP2005/ 006302 -75 The title

.compound was prepared fr

5- (4- chl or o- phenyl ) -7-di fTUo
Msmm[ﬁﬂusm]eqhvxr)m-mﬂm@whﬂndwyﬂﬂ~c?~taﬂu@rorreﬂ%-p| e

fgod?aﬁgt% ?r%}ﬁnﬁ% enzenesul ?(g zh dmxyn(léxda]rlrlptlhel-B 8)

aﬂi bul&mtg'l)t-phegeﬂrenaﬂe procedure | L Li ght yell ow soli d.
uoromethyl-
.L}‘Eb&t;le %%lewa ﬁ%%ll EPS ?gggtﬁ%@ﬁgﬁﬂﬁmt)zﬂwﬂ thy

onet hy rifluoro henlxl 2: 10)
plpwliﬁomﬁupro:nehﬁjpwplom ’éna imidigg B (g"
Iééaé 2inkHbIRIO Yy drdsy O, TRErhothyl @) mmmmmmma@nxﬁ)

according to general procedure II. Yellow solid. MS (ISP) 698.3 [{(M-H 15 mp 251°C.

Example 123
5—-(3—Mefhyl—ti-t_riﬂuoromethyl-phenyl)-7—triﬂuommethy1—pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid [3-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl}-amide
The title compound was prepared from 5-(3 -methyl-4-trifluoromethyl-phenyl)-7-~

" trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.8) and 3-
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The title conpound was prepared from

7-di fluoronet hyl -5-(3-ethoxy-4-trifluoronethyl -

phenyl ) - pyrazol o[ 1, 5-a] pyri m di ne- 3-car boxyl i c add
(wyarmherds 12) and 3-amino-N-(2- |lo <

hydr oxy- 1,51- di met hyl - et hyl ) - benzenesul f onam dl?cWEP?'OO:’/O063“2
(exanple B.8) according to general procedure Il. Light
yeI | ow solid. M5 (ISP) 626. 7[4‘('|\/H—I-] np 250C.

E“Em("r {qf @ ﬁﬂg{ﬂ’ﬂé‘?ﬂyﬁl}-‘ ﬁg’ﬂeﬁhﬁ &ﬁlzgnes]ﬂfo ide (example B. 8)- according

to @il privtedivrell. Yetlaw ietidy MS(ISPA 6142 [(M—H T mp 230°C.

(4- et hyl - 3-sul fanoyl - phenyl )-am de is The title

conmpound was prepared fro%am le 124

7-di fl uoronet hyl - 4-tri rorreth phem{i dine-3

;(ﬁd%thﬂxa'f‘lltr@uaﬂﬂﬁth HARELE TR e QU gy gmidine-3-
N DRyRo ihl;dlmc&?p&ﬂmﬂn {uﬁiﬂs No.

697%@2}8 75l accord| ng gen roa_gldéur%é] ‘gl g_?/_

The fifle cqwoclpéw)as BEpar ?feméqi WBI orompsfhlpheoy

&@ﬁuoromethyl—pyrazolo[l 5—a yrmndme—f}—-carboxyhc acid (example C.11) and 3-

5’[13]1;{0'5 '(?'39’ af gi’ ]h 3 & tg{hgg )P;Jﬁq?reg gﬁ/ ikl %2)1-& BYH) @E&L‘dlng
((ﬂgdﬁelfahyﬂoeéﬁumj][ fettoy lsehlh B8 (ISR) £46.4 E(Mﬂfié‘”]; 0p|268°€npound

was prepared from
7-trifluoronethyl-5-(4- trﬁa}lﬁ;{ylgget hyl - phenyl ) -

B Theklor: i e seroppech Bﬁ%%%@?@ém mméae-?%om&m scd

@ﬁﬁih Rt v ISF§ 544, ?j pamy e
@Sn(l)}g){gm d was prepared from 5-(3, ShMc;lorJ—phquI)-zﬁu%uommethyl-
ﬁyﬂ&(ﬂb B £} pRimitine3-C4AbbLylit hild (aample Y1.9) phd Bydu)inpyN-£2bydsoxy-

dlne - car.
i S T B S
11i. Light yeBomp ealiddMS(ESR) E%al[(édl—ﬁl,mp 269°C.
7-di fluoromethyl -5-(4-trifluoronethyl-phenyl)- 30

pyrazol o[ 1, 5-a] pyri m di neﬁérmgg@xyl i c add (exanple
C 1) and N§12 hydr oxy

ﬁ*s(@n’fbw}nét uonomeempbe@tlhmﬂ@rww PErleld S P Gimigine-3-
Aebbiyheadie {3-6RK ALy 5,1-diGeiyeeE Ylﬁﬂfaﬁo?l)épﬂeﬁiﬂ!l@imde

e kel el e s ol

B FSIR AR P56 381001,5 Jﬁﬂﬁdiﬁﬁbecaﬂlﬁﬂyhc acid (example C.18) and 3-

fl |
g{ﬂ]j_;‘rf’:sN ?*3’5)' a{ Bi‘]ng]mf }'& £ T O%eg'lesg%th YAl %Q%.l’r)ple[y 8 PBirding
fBgdnbiabproledayell. dightgtlion JolisLls wyagumw}, api2aECThe

title conpound was prepared from
7-trifluoronethyl-5-(4-tr ¢ et hyl - phenyl ) - 5

razol o[ 1, 5-a ri mdi ne-3-carboxylic acid., (exanpl
%Y(@Trﬁhm['qme(tbo:%y%xg .7|-tnﬂuoromeﬂ1yl—p¥razolo?1 5-a]p(yri>r(mdni?1e-%

%P@?&éﬁﬁ& Py Ez—ﬂydfﬁ%}ly h= &b@bﬂyi—e lg'flfa?ﬂw??]feg lﬂ&ﬂ‘hﬂ@ nam
Abe tflecompongd yenpreppred fi gﬂﬂlromm oxy-phen l7.
trifluoromethyl-pyrazolo[1,5-a} pyrumdme—S-carboxyhc acid (example C.19) and 3-
amino-N-(2-hydroxy-1,1-dimethyl-ethyl)-benzenesulfonamide (example B.8) according
to general procedure II. Yellow solid. MS (ISP) 618.3 [(M-+H"]; mp 212°C.

Example 128
5.(4-Chloro-phenyl)-7-difluoromethyl-pyrazolo[1,5-ajpyrimidine-3-carboxylic acid [3-

(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyij-amide
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Yellow solid. M5 (I1SP) 618.4 [ (MrH+]; np 209C.
Exanple 134 io
7-Di fl uoronet hyl -5-(4-trifluoronethyl -phenyl)-pyrazolo

[vwte 20084 By4si M di ne- 3-carboxylic add
[3- (2- hydr oxy- | - hydr oxymet h | - 1- met hyl - et hyl SUl f anoyl )

-phenyl ]-am de The title conggund was prepared from
7-di fl uoronet hyl -5-(4-trifludronet hyl - phenyl) -

Akt AapkakdnathoNe A RS 5’5&5&8&&,&)-@%&%&@}@

am no=

!z}'rlamioki@ﬂvmidm&mmhm {eyarnplp £ and,pearrgriNg@-hydroxy-

Ye %{@{ﬂ | @)"b@l%ﬁ) &&Kh‘ge Qzﬁnﬂﬁ@ﬁ B?&CQL'HQ%Q@ %&ﬁardi'procedure
Bight wliqwsolid. MS( SP) 550.1 ?(M+H*[], mp 2 V\;.9°

7 Tr| fl uorornethyl -5-(4-trifluoronethyl -phenyl)-pyrazol
o[ 1, 5-a] pyri m di ne- 3- caermplal@am d

E'j%ﬂ%"f‘%‘%r A o(é %x’f'%“ge J mg o Wgs pAr[gga:]@gﬂﬂlldim_s-
ﬁﬁbmﬁcwﬂf{ﬁ-(mhmmw«wtmemmmmmbm| )-
N
lhhwlirmwbtl hwalpwmdxnws-c@:wﬂmﬁﬂr(@@ﬁ&%m@ﬂm 3@mino-N-(2-
&%Frla Yla&ﬁ}qj: éﬂ}gﬂésﬁf ﬂgﬁﬁlﬁr(&m@l@gﬁ kl‘.rc&dirlr:gxto general

m@secﬁge %I?Iaght yellow solhg.P ?118%) 624 é P/M H’], mp 25%%;(: anpl e

7-Trifluoromethyl-5-(4-trifl uoronethyl-phenyl)-pyrazol
o[ 1, 5 a] pyri m di ne- 3- caribamyple I30aci d

e R S SR RIS ey By B o s o i RSy
deid (&ﬁieﬂqd—ﬁnnlféméyl—@hémﬂl-amﬂeuor omet hyl - phenyl ) -
B oS g O P el gl
6@ 72010[3,56a pyrimidisect- aarbyxykv atid srmpleLeDandi negmpe—é- yl-
@féﬁnﬁa@[gﬁ%m@ 6973- ?@J@a@oﬁmm gehGalPr&RiuR4R. 1

elbl"\‘ fﬁgé'tsﬁwz@[((M*EB]fmﬁa‘%ﬁet hyl - phenyl ) - pyr azol o

[1, 5-a] pyri m di ne-3-carboxylic acid
(2- et hyl - 5-sul f anoyl - pheﬁmhmpleandde WD 2005/ 123738

g? P200 @%@a_tnﬂuorome p%en}'»'l} Lﬁafo‘igﬁ%é]iiymme.s_
Eaﬂimfylhu acnd (b triegHyl-5-s (Harh oy phomgd)- h;ddephenw) |
@M‘?Léé%ﬁ'%{é“gm n 1’513 ema? ﬁﬁ% 7t enz g‘ﬁés u m d e%ﬁ{@di%lmﬁ)_
ﬁﬁimldaﬁsalpmmdmeeﬁ-earbwav agid m;vleé% |3ngmpe- ~methyl-
g%%@% ork sﬁNJ_a |6975— bﬁlm a&Bﬂﬁﬁg l%geh&al PYBcedhRRl.

Phgfﬁﬂs[(wm %P@%phyl phenyl ) - pyrazol o[ 1

,5- a] pyrl m d| ne- 3- carboxylic acid
(2- chl or o- 5- sul f amoyl - pheEwghgpleartizde

7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid {3-[bis-(2-hydroxy-ethyl)-sulfamoyi]-phenyl}-amide

The title compound was prepared from 7—diﬂuoromethyl—S—(4-h‘iﬂuoromethyl-pheny1)—
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and N-(2-hydroxy-1-

hydroxymethyl-1-methyl-ethyl)-3-nitro-benzenesulfonamide [CAS-No. 6374-97-6;

comumercially available] according to general procedure IL.
Yellow solid. MS (ISP) 600.4 [(M+H"]; mp 208°C.
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The title conpound was prepared from
7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazol o[ 1, 5-a] pyri m di ne-3-carboxylic acid (exanple

Gve boodis, - ami no-4-chloro 1o benzenesul f onani
[ CAS- No. 73%9092 34-0; commercially avail abl e] chgré%Przaqs%moz

to general procedure H Light yellow solid. M5 (ISP)
563.1 [(MH]; np 300C. Exanpf@- 139

7-Dif|uoromathy| 5- (4-tiugronethyl - phenyl)-pyrazolo |
1, 5-a] pyri ni di ne- 3-car boxgﬁ"&l’ %

(ﬁrﬁmummeﬂxybm(wmwmmmwﬂenwﬁzam[1Tme]p@nmmne 3

FotR R iR eSS o ooyt pheayryaice
(Bheaitle cofpotndarpypreépatedi frt&n 3-tiAudyonythiyle5-4¢ittifluoxempthy-phenyl)-

A SN e
durdempnethyh beesdu-ethyl):3-Ritgrhengesesdianarside {C o( 63514y97-63
Qég‘mi'm{lw a%ﬂa‘blé]'ﬁc&ﬁ&gg 1Rl Froddifdre2.

tﬁ%&%i’ﬂ%ﬁ%ﬁ%éﬁ%ﬂ@ﬁzﬁ?@ﬂ% a] pyri m di ne- 3-

car boxyl i cacid
[ 2-chl oro- 5- (2- hydr oxy- | Exainplel’JWI et hyl sul f anoyl ) - ph

%Huﬂ%? E{b Enlioin{%gﬁﬁ) 5 }%V\%ﬁzcﬁglg fﬂﬁ%&kﬁﬁgﬁ -carboxylic

pynﬂdi—«ﬁz—bfydl;oiyﬂ}lwﬂmmmdmybl h@b@d@dﬂ&dﬂlfmaﬂﬁpbmm@e
Dl iy d?%%ﬁ* B Aifforomety (eiflgrometyl-pheayD-

'(peiwavlp IeS- m)m@;@-ém licgcigderapple C3hanst eminer - (2thydroxy-

Y%jd%ﬁﬁtﬂyfil D05 -G eddsiifoibiide: (eRmpidB ) ades @R 8

zemyral presedvreth yelloyr golid; MS (ISR PME(%#HBH@H ¢#8°Coyr azol o

[ 1,5-a]pyrimdine-3-carboxylic add
[ 2-chl oro- 5- (2- hydr oxy- | Exainpiel?.ﬁyl et hyl sul f anoyl ) - ph

de T, f
it SRt o TR B RS Rt e
pambaxsdicaiﬂi [meldwﬂmﬁmﬂwbmthﬂ @mlﬂﬂﬁﬂmmhemﬂ]
C e and 3-am no-4-chloro- N-(2-

roxy-I, 1-di nmet hyl - et hyl ) - benzenesul f onam de

(I@ﬂaﬂ@*mnﬁnnﬂ)waa@mmd m&tg@mowthybﬁxﬁﬁmﬂmompﬂvl-phenﬂ)-

" B - . -
2 B 4B g O i i
-hydxoxymf:thyl -1-tpetbyl Jghenzenesulfonamide (exam e B 9) accord.mg to

Genkrdl proteanget. | lmlcvésoﬂl& Msl(islw eramRMlﬂ“} lpenagtQ.- pyr azol
o[ 1, 5-a] pyri midi ne-3- carboxylic add

- [5-(2-hydroxy-1, 1-di net hyh et %Esﬁ\zlfam)yl) 2- met hyl - ph

25

30

enyl ] -am de The title co S prepared from

7-'Irlﬂufoh-¢methyb5—h#ﬂnfﬁm¢dmtﬂ1ﬂ - plomglygptyraveloPhsa)pyrimidine-3-

%("%(am 4 S%gﬁfé:eﬁ%g%dé ic add (exanple

- Th&udfc Fratypopinderas yte)pazedrfmnh wmﬁ@mem‘érsfhEf(éﬁ:aﬂwemethvl-phenyl)-

i’%Ml% eﬁpﬂmﬁﬁ&? gﬁb@ﬂ}ﬂfc‘ﬁcﬂ? BE&L@le C.2) and 3-amino-4-methyl-

benzenesulfonamide [CAS-No. 6274-28-8; commercially available] according to0 general
procedure I1. Yellow solid. MS (ISP) 542.1 [(M-H}; mp 310°C.

Example 137
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic

‘acid (2-methyl-5-sulfamoyl-phenyl)-amide
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procedure Il. Yellowsolid. M5 (ISP) 614.2 [(M13-];

np 240C. Exanpl e 143

7-Di fl uoronet hyl -5-(4-trifluoronethyl -phenyl)-pyrazolo
WO 2608k 33y38i M di ne- 3-carboxylic acid PCT]EP2005/006302
[ 5- (2- hydroxy-1, 1-di net hyl - et hyl sul f anmoyl ) - 2- et hyl - ph
enyl ]-am de 10 The title co und was prepared from

7-di fl uoronet hyl -5- (4-trif.l uofomet hyl - phenyl) -

| %X%?ﬂ@éogﬁ%mgérin @«%gyf I\P%%&gvmrbﬁ&w&(@%&&ﬁaﬁﬂl@mﬂ)-

Hprriraidingt3-carb hwr (Bléamlﬁ@sl& prd raminpt-methyl-
() hﬁorﬁuﬂée)[cﬁfs% &1024-9, BRRREally R4RBRY bicerdirg to general

Ereoieed Bt Lot 19 0% Sotial s ﬂsﬁf boa20 Ry M Hobec, rap 214C.

7 Di fl uoronet hyl -5-(4-trifluoromethyl -phenyl)-pyrazol o
[1,5- a] pyrl m di ne- 3- car b&@xyiple 138ci d

% fiiogbllihile A Ao by} hi o] 3\ pyritdife-sThe

was prepare

cartiodyflig eﬂd @cﬂyﬂm%s@ﬁmﬂ-ﬂeaw @midey| - phenyl ) -
@ﬁg@@&g&%’uﬁa %pyf @M&ﬁ%ﬁ%&%ﬂ_@- @6 S6RlyEphenyl)-

BYlﬁiftl )H mmém;ﬂ wbm%%@#%a% and dsamipg-4-chloroy)
hIRShatrid<JEASING. 286023405 eskdbRrdidlly avaAlablhaceodding to meral

Pll!‘%) Yee ﬁo"‘éﬁé’ﬁlﬁﬂﬂ Md(lgghs% ﬁ’qgo]r %ﬁﬁﬁpfnp ﬁb@%l ) - pyr azol

o [ 1,5-a] pyrinudine-3- carboxylic aC|d

- [3-(2-di net hyI ani no- et hy|[Exeinpledd9| ) - phenyl ] - ani de The

o B BB o o
poid £z dilogo1>-Filbineyk-phdngaeide car boxyl i ¢ aC| d (exanple

-5-(4- 1- h 1)-
O T ere ™
prrezsiefil pnngléﬁ@rfapar oxybe il fesapple Glgjapd v-arginp-¢-¢
ﬁén%?ﬁes@%aﬁn&e([@hﬂlﬁo P02 254h; chxaiepdigiyld@lable] according to general

o B b ) SR IR, sRvhgRc! ol 1 -l

(1- hydr oxymet hyl - cycl opentyl sul fanoyl ) - phenyl ] - am de
The title conpound was piExpapkd46rom

2 'I(rﬁﬁ_ucd\f) féﬁ%&-@%ﬂ%&feﬂéﬁ %H&[g%’r%lo{l 5-0] imic dl’lrlbel-se.
@rlﬂl)xyhn aci® [2achlono-N(X-hydroxy-1,1- dlmethyl-etl'lylsu]famoyl) -phenyl]-amide

a C Hﬁ%‘ F]ngxtgrgpﬁ@& ﬂbﬁ'ﬁ@ﬁﬁ@f&%ﬂﬁﬁ@ ?ﬂﬁgﬁlofﬁﬁél'iw]pﬁenyl)

ener al rocedure I el
llﬁshem @@&g@b Cf —chloro-N (2-

ﬁﬂﬂ&yélﬁ?—oarﬁﬁetﬁ - Qaéé’?rg‘ﬁfﬁ%gmﬁdﬁwlm) Qéardmg to general
[

%(3216 By ¥ellgw MM#I%R»@@I@@*E ?‘Fb add [ 3-

((S) 2- hydroxyrret hyl - pyrrolidi ne-1 - suI fonyl)-phenyl]-a

m de The title conpound Exampleridpar ed from

'? [flﬁuorom%ﬁl?fi 5 r(‘ff—t&h&oerLtﬁﬁ{ {)ﬁé%rﬁ rB:)‘?l':ﬁ}')io[l 5-a]pyrimidine-3-carboxylic
acid [2-chloro-5-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl]-amide

The title compound was prepared from 7-diftuoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-amino-4-chioro-N-(2-
hydroxy-1,1-dimethyl-ethyl)-benzenesulfonamide (example B.10) according o general
procedure II. Light yellow solid. MS (ISP) 616.2 [(M-H'}; mp 234°C.

Example 142
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15

5 pyrazol o[ |, 5-a] pyri m di ne-3-carboxylic add (exanple
C.4) and (S)-[1-(3-am no-
benzenesul fonyl ) =pyrrolidin-2-yl]-nmethanol (exanple B.

W,%Mg g¢RL@i ng to general procedu_re 1. Pal eéﬁéPgﬁsﬁogﬁsﬁz

M5 (1SP) 580.3 [(M+H)+]: nip 227-229
148

5- (4- Chl or o- phenyl ) - pyr azol o{@'S a] pyri m di ne- 3- car box

%mﬁ’%l : '%r‘leﬁ%é‘??‘%ﬁ] DAY Bl A% D il drleSs-

2arbéxyiial ao:ﬂQSﬂh-thdo):y ﬂ),)lnﬁmeﬂw[-&hﬂsdfap}aylkﬁ-nklethglrphenyl] -amide

box exanpl . -
%hﬁ %ﬁ% 80%%%112“3 nes ? %rr‘l2 a m a ccor %H n gyl—5 (4 ity Rgmethyl phenyl)
pyoeddiis %a]wnﬁahxge-gv@aﬂbgwhg atid Gexatple(. 2P0 0-N-(2-hydroxy-
,[51(1- —e l)-?t’i4 e @f&é’ﬂ%& é{%:&l:g{example B. 11) accordmg to general

( or 0- razo aj pyrl m di ne- 3- car box
;pmcedlar@.IIaYelle GSF) 61#)21 Mpﬁélnw)z 4G de The title

conmpound was prepared from
5- (4-chl or o- phenyl) - pyr azedagiple B433] pyri m di ne-

o

REid (e (erhedrbky-1Palimethel- tthylsidfabioyl)- Zv/ﬁ‘ieﬂiysphenqrﬂ%nﬁde

2t i HopdRAR ey oty TR e e

@Vﬁzdaflhfeﬂvmchws(cabosm pcidbsramplecG O'Nréz-hydroxy—
é It %&e%@?fg e Pﬁe%??{efﬁ%%é%me (example B.11) acoordmg to general

pyocadwe &Y. Light welowy solid. MIS{ESP) 5861 &Mﬁﬂ@%%%c( exanpl e

C.23) and 3-am no 25 benzenesul fonam de according to
general procedure |1. Palkxaygiié D4 solid. M5 (I SN)

R WETE T —

234§ bditydthdamite-¢tBylsulfatrogireheahflbamidephenyl ) - am de 30

‘ Eﬁf Ehf F(!?Ichﬁgl o | %PFW%E ﬁg}ny ?Lﬁﬁjy r%rg%ﬁ;l (%tnﬂuoromet‘nyl-phenyl)—

R @mwlo s Eda]mmmmbx@c agi cﬂe:(ampéﬁﬂlbar@ Papingrig-(2-

20

25
" dimethylamino-ethyl)-benzenesulfonamide (example B.12) according to general

T 30

m%@gx@eﬁ&w&m&a qug&csﬂu%qe bkl

procedure 11 ow sol

(Proceghug 1L Xﬁlozmhd@é (I6P) $p Dl 4
PCT/ EP2005/ 006302 -80 Exanpl e 152

-5 (4- Chl or o- PhenY1) - 7- met Bty 14620l o[ 1, 5-a] pyrim''

r?ﬁu%rglgerztgof% (tl—trlﬂuoromet{iﬁ-phenjbrlf)——pyrazx o[IPg1 Pﬁfm}mﬁm de .

: carboxyhc acid [3-(2-dimethylamino-ethylsulfamoyl)-phenyl}-amide

The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2} and 3-amino-N-(2-

procedure IL Yellow solid. MS (ISP) 601.3 [(M-+H"]; mp 224°C.

Example 146
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo[1,5- a]pyrmdme-?»-carboxyhc acid [3-
(1-hydroxymethyl-cyclopentylsulfamoyl)-phenyl]-amide
The title compound was prepared from 5-(4-chloro-phenyl)-7-triftuoromethyl-
pyrazolo{1,5-a)pyrimidine-3-carboxylic acid (example C.4) and 3-amino-N-(1~
hydroxymethyl-cyclopentyl)-benzenesulfonamide {example B.13) according to general
procedure IL. Yellow solid. MS (ISP) 594.0 [(M+H)"]; mp 253-255 °C.



10

15.

20

25

30

The title conpound was prepared from
5-(4-chl oro-phenyl)-7-nethyl -pyrazolo[1,5 5 a]
pyri m di ne- 3-carboxylic add (exanple C. 24) and
vamosiesizenzenesul f onam de according to QGHQEkammymmmn
procedure H. Pal e-yellow solid. M5 (ISP) 442.
[(N%FD+] nip 308- 310 C. Exappl e 153

5-(4- Chl or o- phenyl ) - 7- met hyl - pyrazolo[l 5-a] pyri mdi ne
-3 carboxylic acid (3- 1

esu phenyl ) - am de The title conpound was
B,(g’ Qg pkif:@m/ 7~tnﬂuoromethyl—pyrazolo[l 5—a]pyrmndme-3—carboxyhc acid {3-
fist- mﬁf@?ﬂembﬁﬁﬁdgxd?n{ﬁhhﬂn l;zlil c 4 and

| nes3-car boxylic a an
Theils dneiina &@Pfeaﬁéiwmg c@aﬁ# -trifueromettl-
pmméd&ﬁa]?ﬁnmﬁhiea-yabdiﬂm saicl (eﬁE:;(m;DYSC(»il) ﬁlﬁi ($941-(3-amino-
a

adelidtton ! Brofiafs2 A mdtaon DS Sptlording o porerd e
p@c@chlrtnglgﬁlq y,e]]anns id. 34§ (ISP) 580.3- {(M+H)+], mp 227-229 °C.

hydr oxy- 1, 1- di nmet hyl - et hyl sul f anoyl ) - phenyl ] - am de
The title conpound was prgRabrdssr om

hi I 7- met hyl I 1, 5-
S14Chiors BheDaatob iy w%e:d&y%s?é%m%%@ =

Fhenyl )m&(z hydroxy 1 1 20

I-e enze sulf anmpl e, B. 8 .
ﬂ%@#&g F%ﬁfecgﬁ? "F‘P‘ r@”gwiq?b#%wina@e-
Wb b3 acid exiimple Kat2d) tahd S-Em}bﬁlz&:%ulfonanude according to general

' lirl mu(?i%e (yééaérgiiﬁj%ﬂ?ﬁ)gﬁég?&fm n%}’ﬁ,szo@ ot 5 a] P

sul fanl oyl - phenyl )-am de 25 The title conpound was
prepared from 7-met hyl - Sﬂmplr-llﬁ uor onet hyl - phenyl ) -

Y emef@f,ﬂen%naaypaéudn giajekﬁg&l BeBaK) a)lxy liAdchd( (ﬁéamsafonya

3-ami no- benz accor | ng t
é!m rocedure II. Pale- yeIIowsolld I\/S(ISP)
"Phékitle cothip (Mﬁd)tﬂsapr o 82 4CehlofX pRRIYD 21 S—a] lmdlne—

ﬁr'\fgﬂxgi}/ 4&&1}1}5}% quli:)) ﬁ nbe%@gsuﬁn x)llylrl—)phgr){;laauzuulegcc%r
idq:mmd'hxfedh Phlepleliowy bglidamiSAISPY her.4 [(mefgrmpwsdzmae
prepared from 7-net hyl -5-(4-trifl uoronethyl -phenyl) -

pyrazol o[ 1, 5-a] pyri m di nExzﬁn‘&% gpxyl ic acid (exanple
C. 25) and 3-net hanesul fo 005/ 123738
Sei¢Truprgaethpadenyl)- Wﬂqéh%mﬁmgcémowﬁq agid (3-

yﬁk yBC Saidee |1. Pale-yellow solid M5 (1SP) 475.1

'I#1 198 200 C. Exanpl e 157
e tltle compound was prepared from 5-(4-chloro-phenyl)-7-trifluoromethyl-

pyrazolo{1,5-a]pyrimidine-3-carboxylic acid (example C.23) and 3-amino- ‘
benzenesulfonamide according to general procedure . Pale-yellow solid. MS (ISN)
460.1[{(M-HY]; mp 318-320 °C.

Example 151
5-(4-Trifluoromethyl-phenyl}-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide
The title compound was prepared from 5-(4-triflaoromethyl-phenyl)-pyrazolo[1,5-
a}pyrimidine-3-carboxylic acid (example C.23) and 3-methanesulfonyl-phenylamine
according to general procedure II. Pale-yellow solid. MS (ISP) 461.3 [(M+H)"]; mp 254-
255°C,
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~-carboxylic add (3-sul fanoyl- 5 phenyl)-am de The
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title conpound was prepared from

Swb%o@hhAso- phenyl ) - 7- et hyl - pyrazol of 1, 5- ]
a] pyri m di ne-3-carboxylic add (exanple C.26) ‘g™ 2003006302

3-am no- benzenesul f onam de aGHo ording to general
procedure 1. Pale-yellow soli M5 (I SN) 454.3

(MH)] np 252- 253 C. %-%am gpl e 158

é& Chl or o- phenyl )-7-eth g‘éazol o[ 1, 5-a] pyrim di ne-
35 ﬂb&xymhen}é)c?ﬂwela'l?mﬁaﬂeﬁsdpm@nqoﬁw AyligpdidiS- -
Tg{ﬁfa}dz was prepared from
5 (4 chloro- phenyl) 7- ethyl yrazol o[ 1,5 a]
pThs tifleompound watpseparedir e 4¢chloserpheny &&eaetbarhavrazolo[i 5-

3a]peliRRies Blchbbylic Rhe wdaamer(e %&@-@ﬂﬁxﬂi—ﬁ&z&&sﬂﬁﬁ%ﬂe

p{%&% : glf?lberaéggcl’cgé‘éﬁ ch%%‘gi?& 811‘5-/365( 813%) 442, 4?(1\%4%}{)+] mp 308-

53102CChl or o- phenyl ) - 7- et hyl - pyrazol o[ 1, 5- a] pyri m di ne-
3-carboxylic add [3-(2-
hydr oxy-1, 1-di net hyl - et hylmgg Fé)yl) phenyl ] - am de 20
The title co und was prepar
53-(4¢Chlorr %%WCWWPWOHW]W@!E-%WMMC acid (3-
%Qtl&&hélhﬂ‘b -hghgga,[lgﬂgyl ic acid (exanple C 26) and

r'ox

N-(2-h
amtﬂ’?ﬂ" hA ) %@mﬁdﬁ&m%pbwar?pn@ﬂ@ B})m010[1 5-
-3~ @arﬁ@f?ﬁe &id QEARE R bhd 3-nRlBed A

@cs&d%? 8RS, B{R%A%@Hp%%%lz e &%@ﬁﬁxﬁiﬁﬁﬁ éa P 250-

-231¢€@r boxylic acid (3- sul fanmoyl - phenyl)-am de The
title conpound was prepared from

5- (4 chl or o- phenyl) - 7- pr opyl ggolo [ 1,5-

a] ri m di ne-3-carboxylic ac:l@leexarrpl e C 27) and

H@rwehmhésmhﬂﬁhmmo[Iécaigmdgwr%cgbmhamd [3-(2-

Q{ﬁ“ ifﬁdink gyg%:g Eﬂaﬂgﬁe(lsp) 470.5
M+HY + 52- 30 254

%‘g&tﬂ- P@P@u&ﬂq‘@mrspawdpfr%ﬁ(é@wwh@wp 7rmsthy-pyrazolo[1,5-

PrithidiRes- Snbayhoxdd § eﬁatﬁ bd:i 43$and 3-amino-N-(2-hydroxy-1,1-

%ﬁ%ﬁ%ﬁ@f 86%@6%5%0%2&%@1 plf 58 005/35%%%@%@3%&6 IL

Paleryelow 4olich M (3SH7) Iseay [ (MVHPH Opy| - pyrazolo [ 1, 5-
a] pyri m di ne-3-carboxylic acid (exanple C 27) and

3- et hanesul f onyl - phenyl ag}n ording to general
procedure |I1. Pale-yellow so%i’lgl?%li/s | SP) 469.5

F(MFWIF?‘(4'ﬁ'§1®1ﬂmethyl-phenyl)-pyrazolo[1 S-a}pymmdme-?:-carboxyhc acid (3-
sulfamoyl-phenyl)-amide :

‘The title compound was prepared from 7-methyl-5-(4-trifluoromethyl-phenyl)-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.25) and 3-amino-
benzenesulfonamide according to general procedure II. Pale-yellow solid. MS (ISP) 476.5
[(M+H)"]; mp 270-272 °C.

Example 156
7-Methyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide : '
The title compound was prepared from 7-methyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.25) and 3-methanesulfonyl-
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217 C. 5 Exanple 162 :
5- (4- Chl or o- phenyl ) - 7- propyl - pyrazol o[ 1, 5-a] pyri m di ne
-3-carboxylic acid [3-(2-
MRIrWHY231381- di net hyl - et hyl sul f anoyl ) - phenyl | vafiis®eoos/006302
The title conpound was prepared from
5-(4-chl oro-phenyl ) -7-propylLgpyrazolo [ 1, 5-
a] pyri m di ne-3-carboxylic acid (exanple C 27) and
ﬁﬂld\&cé&dlh € @¥¥rallprdcddare 11, Pale-yellow solid. MS (ISP) 475.1
g%@%%PY %y%% Qenzenesulfonan1de (exanmpl e B. 8)
dr T'al procedure 11 Pal e-yel | ow sol i d.
%S (ISP) 542. 3 [(MtH) +]; np 207-208 C. Exanple 163
5- (4- Chl or o- phenyl ) - 7- cyEK@pﬂbé?? pyrazol o[ 1, 5-a] pyri m

LBt A kS e

phepgD@mide o- phenyl ) - 7- cydopropyl - pyrazol o[ 1, 5-
gﬂagirgéncgh%é’ﬂgd §a§%lf Ve SAUMIG PABRES - SRpyraltiblL, -
AN aescale el AR cad Sad %vgme:?«gfpgnzgrgg A amide

a[c(:é\”ﬂh%:]) e&eal Bftire111Pede-yellow solid. MS (ISN) 454.3 [(M-H)']; mp 252-
| or o- phenyl ) -7- cyclopropyl pyrazol o[ 1, 5-a] pyri m

'ﬁ%l e-3-carboxylic acid (3-

nmet hanesul f onyl - phenyl )-am de The title conpound was

pr epar ed fron1 _ ‘Example 158

betidsvia [ d(3-
5554%?% Sl s gponu oy st
18e gﬁ@ﬁm@ enyl am ne 25 according to general

'ﬁ{ ﬁﬁeﬁé@é& %3%Lc§10ry?héﬂy§97-eﬂm§lzpﬁazolo [1,5-
aj xran@neo? sarbwar 154 aipals e Bpghd Bpelpesor Bhepy R

g t6 éﬂ&dl)ﬁi’dcﬁdxﬁéﬂdﬁ[lé éRw solid. MS (ISP) 455.92 [(M+H)"]; mp 230-

-IQ%Q&ox)r , 1- di met hyi - et hyl sul fanoyl ) - phenyl ] - ani de 30

title conpound was prepared from
5- (4-chl or o- phenyl ) -7-cydopr g - pyrazol o[ 1, 5-
a]pyr|n1d|ne 3- carboxyllﬁkmvp 158xanpl e C. 28) and
- idine-3-carboxylic acid [3-(2-
'ﬁnh‘%&gg enesu a] mugle eéxgaﬁpoxg B. 8)[
Qﬁﬂ'ﬂpuk Pal e-yel | ow sol i d.

'fﬂ% ﬂ'le@ d Mﬁlfgd'ﬂom\ﬂqm Srfy3P7-ethyl-pyrazolo[1,5-
&%ﬁ%ﬁ%—éﬁo“ g1 e RSt ap aiay -G BB 1 m

BIbe@eMésulord@ide (efadthple(B.8) according to general procedure IL.

dlnet

' %ree Sg&oﬁm (1?15}?% 'o)[(ﬁﬂ—ﬂﬁ mprb%9 t24—6 L(_? conpound was

5- (4-chl or o- phenyl ) - 7- cydoprop -pyrazolo[1,5- 5
a] pyri m di ne- 3- car boxyl i Examigle(déQanpl e C. 28) and

{LEhI0- Pl 7 Pl pyrazolol 1,5-a] pyrimidine-3-carboxylic acid (3-

sulfamoyl-phenyl)-amide

The title compound was prepared from 5-(4-chloro-phenyl)-7-propyl-pyrazolo[1,5-
a)pyrimidine-3-carboxylic acid (example C.27) and 3-amino-benzenesulfonamide

according to general procedure I1. Pale-yellow solid. MS (ISP) 470.5 [(M+H)*]; mp 252-

254 °C.

Example 161
5-{4-Chloro-phenyl)-7-propyl-pyrazolo[1,5-a}pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide




i¢

15

benzenesul fonani de to general procedure I1.
Pal e-yellow solid. M5 (ISP) 524.5 f (MtH)t]; np
238-239 C. Exanmple 167
o- phenyl ) - 7- rycl opropyl - pyrazol o[ 1,
?%Iﬁ‘ ?%ggdsg)%r boxylic acid [3- |o PEAPs b0z
((S)-2-hydroxymnet hyl - pyrroli dlgei 1-sul fonyl)-phenyl]-a
mi de The title conpound was prépared from

SThéngh E&ﬁﬁb&ﬂ%l’fn)e dred ﬁﬁlnoﬁf il)ro%'{eﬁﬁgb g%gpyﬁ R&razolo[l ,5-

i ne- carboxyllc ad
( %Tﬂn‘%@eﬁ ﬁ{h?xﬂlé Asid heemIpiedny))and 3-methanesulfonyl-phenylamine
pycfcbfﬁmgltdgeﬁexﬂ Hrod¥@ii a0 Bhle yElAIRIE. Ms {RP) @@@[gﬁﬂ}g*} thp 214-
g{]ﬁ; procedure U. Pal e-yellow solid. C.
1 anpl e 168
5- (4-Chl oro- phenyl') - 7-rycl opropyl - pyrazol o[ 1, 5-a] pyrim
i di ne-3-carboxylic add [ 3-Eximple 162

P i s
shydroxtildrdimethahsthyisuifameyl) pbeayllampder azol of 1, 5-

m%?&#ﬁhgmxy n%% fﬁ&ln‘%d% &8Pk Sy1f=y- %%py@ B?razolo[l 5~

cHBYEpiding P rarbere pad (Frele s 270 2nd fampine- Na(2elpydrony-L.1-
adm:m: dloli-adh D%@ﬂﬂ%ﬁlﬂm@zﬁﬂ@% ehisg%aﬂr&:ééﬁd AV, l:éjlm-e 10

Y%@ngdﬁ%h%ﬂ% WT%% Iz%QP%zCoI g{rgl g aj pyr| m

_|d|ne 3-carboxylic add [5-(2-

hydro) cy-1, 1-di met hyl - et hyl sul f amoyl ) - 2- met hyl - phenyl ]
-am de 25 The title conmpound was prepared from

-5-(4-chloro- phenyl) 7- rych%%ﬂgxgs pyrazolo [ 1, 5-

g carpoxyljc ad [(lexan'pl e C. 28) and
%wr egl d?YGI,QHQPY ~-gyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-
GafRhbyllptehiy. .Iagmd@ met hyI benzenesul f onami de (exarrpl e

3311]%1 accor di e al edure Ll
< e LB b sipReptsedtagn pyR1chlom RhmD- TP esgoR-pyrazololL5-
7] ﬁjgthhﬂmeeﬁayﬂ:bdﬁﬁyﬁéadd (ekdrbiple oxos) biyd sahwbém&udsﬂaﬁiaaﬁae

R Rl Yol pes OSBRI

20

30

prepared from

7-cycl opropyl -5-(4-trifluoronethyl-phenyl) - :
pyrazol o[ 1, 5-a] pyri m di ne- 3- car boxylic add (exanple
C. 29) and 3-am no WD 2005&@&3 8864°CT/ EP2005/ 006302

3 fon m de accordin 0 ral

- PR ??rawlw TR by iageid (-
nkgh s 1o nylEpleenpl)-amid

ih@fﬁyr RO s bitphich i oA BRI b RO Ly 2 pPhbetor,5-
f Ymﬁaﬁéwtﬁﬂaﬂyl aqdr(emydt})le @aB)and 3-methanesulfonyl-phenylamine
according to general procedure I1. Pale-yellow solid. MS (ISP) 467.4 [(M+H)*]; mp 235-
238 °C.

Example 165
5-(4-Chloro-phenyl)-7-cyclopropyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid [3-(2-
hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl}-amide
The title compound was prepared from 5-(4-chloro-phenyl)-7-cyclopropyl-pyrazolo[1,5-
a]pyrimidine-3-carboxylic acid (example C.28) and 3-amino-N-(2-hydroxy-1,1-
dimethyl-ethyl)-benzenesulfonamide (example B.8) according to general procedure I
Pale-yellow solid. MS (ISP) 540.5 [(M+H)™].
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The title conpound was prepared from

7-cydopropyl -5-(4-trifl uoronethyl - phenyl) -

pyrazol o[ 1, 5-a] pyri m di ne- 3-carboxylic add (exanple

W@ Qws/aighe3- met hanesul fonyl - phenyl am ne acc?gg%ﬁ%(g%&gm

general procedure H Pale-yellow solid. M (
[(MtH)t]; np 231-234 C. 10 Ex le 172
7 Cydopropyl 5-(4-trifluorone y phenyl) pyrazol o [
5-a] pyri m di ne- 3- car boxj},
(2-hydr di met hyl - eth sulfarml hen
Cﬁe(érﬁlélo%lq pﬁgﬂ/ggng X i,ﬁ F’é‘f#‘ -)3—c%rbox¥hc1 ac;d (3 -tert-
dypyl.enﬁ)(aﬂn&w fl uor orret hyl --phenyl ) -

@ﬁfaztlo %%gé:&ﬁ%ﬁ L ne 3 11(—:-(31§ltc3>19())E llleln%) "’7"9c‘§'rc1$,§r’é$y pyrazalo[l 5-
h?pbrrﬂm;ﬂmle ieaﬂbmh&add (etdm)ﬁlé Cnehﬂﬁfﬁasmh{odﬂiam—ﬁeqd
g’%ﬁ%@“ﬁf’gﬁﬁ%‘g A GRkg %?egﬂﬁea‘g %{eg}’ell‘i‘ﬁ/ﬁﬁtelﬁg @8% 230
(ﬁ(MEJ(HHpn@ 2833239 °C.

7- Cycl opropyl -5- (4-tdfl uoronet hyl - phenyl ) - pyrazol o

[1,5-a] pyrlmdl ne- 3- carbg,&yﬂlﬂé:l 7aci d

-tert-but ul f ano) | - pheny 1 de 20 The title
% &%@le p}él%gpy mymzolo[l 5-a pynm1d.me- -carboxylic acid [3-

Ao ofettiylp ﬂnblﬁdlﬁé-%ﬁmﬁl)

rim e l%k')ﬂox ex
@ngfl SR Bkl #f)moiﬁj eﬁwﬁégtﬂﬁi&m&ﬁp olo[1,5-
a};qnnﬂdmg-%mlgﬁylhm%id (prtadripdek0.28) drdd (SRH- &mhbmmmhsnﬂfonyl}
bethlas b rcthapl R e R PG R e PR i itton
Mpﬂ&ﬂ)rlrﬁé"gr carboxylic acid
[5 (2-hydro)cy-1,1|-dinethyl -ethyl sul fanmoyl ) - 2-net hyl -p
henyl] am de Thetltlec ohas preparedfrom

propyl (4 trlfluoroneth phen
9 rﬁwsﬂgfw?lwwaﬂrmmob& é@i&wnﬂﬁ@sé ~ghoxiin acid [3-(1-
Iﬂllﬁaﬂro 1) hen 1]-a1mde

Eﬁ ﬁ%l?PdP%c’"eg:W@? brabeced E’P MGt 3 SR Ao L5-
W@hwm&m aqmeﬁa@imssﬁnd\aaﬁaem 1PBy@Brymethyl-

Sippiiot ni o B8 (ORI eording el prosedies -
P@e-yellavosojidi MSéISPHSG(G:ﬁ[(mﬁH%M%&W FCphenyl ) - ami de
The title conpound was prepared from

7-chl or o- 5- (4-chl or o- phenyl hinRVigdzol o[ 1, 5- 5
ri mdine- 3 carbonyl chlofide and

SR Ebloreamorr e e b e bhgmigo - g 5

(ﬂ@lﬁydnﬂﬂuhkﬂlggghlesggﬁﬁo? DB Rkethy l-plti@y(] l-a'ﬁﬁ%’le 46 1| :
'bgee%tgcg%nﬂoﬁgii Was ]?rspa}rgﬁp'p@ i/‘\éy'c 3rro- Ihegyl 7-5&5&0&@ pyrazolo[1,5-
a) pﬁi\hﬂﬁmwo@% a&id (aepld §.29yand Bedmind- 15 2hpdrokyri di ne
&Jme&ai bﬁlywtl J;h% b enesulfonamide (example B.11) according to general
procedure IL Pale-yellow solid. MS (ISP) 554.3 [(M+H)"].

Example 170
7-Cyclopropyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a}pyrimidine-3-carboxylic
acid (3-sulfamoyl-phenyl)-amide
The title compound was prepared from 7-cyclopropyl-5-(4-trifiuoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.29) and 3-amino-
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A m xture of ethyl

5- (4-chl or o- phenyl ) - 7- hydr oxy- pyrazol o[ 1, 5-a] pyri m di n
e-3 10 carboxylate (1.59 g, 5.0 mml) (exanple C 22,
svepoosrizsiyaz di met hyl sul foxide (30 nL)/2N NaQg 003eds302
was heated to 80 Cfor 1 h, a white preC|p|tate el ng
formed Upon addition of vvat g, (100 nL) to the cool ed

m xture a dear solution was forrred which was firstly

' SeliddMSi (BS®) 502.3
ML by B sy ekl MIEAS )

HP@éi)p]’t%R%‘wWa@ *tsol ated by f| ltration and dried to
give 5-(4-chloro 15
phenyl ) -7- hydroxy pyrazoIBx[aﬂ:pE-lalpyrl m di ne- 3- car bonyl

- Cyeprapn Faigsaroham by Pt ilol P iblaigld ot

wdid (3- phﬁmpdsmlfaq&rpbmmamdnede (4.0 nL, 0.15 nol), and

05 R0 P ik BB
o;ba[rlﬁra] P)omdlm&-mb@wqu (exzrapla C) erbireretharesulfowd-
Qhﬁne?&cc&g&?%o ¥&RrallptRErNE 2L elB RS oIRY, masp)esdl BN

o to gi he crude title conmpound (1.6 as a
ﬁMW&bIWM%@I‘*l "8 Exanple 176
5- (4- Chl or o- phenyl ) - 7- net hoxy- pyrazol o[ 1, 5-a] pyri m di n

e- 3-carboxylic add (3- ndExhmpklalfonyl. - phenyl)-am de

FPRudbeb o B Byl Fhifptdle s copmic
al‘mﬂ‘@MWW-BI-MMMWMOyI)-phmﬂ] -amide
tﬁfe %ﬁﬂz%ﬁwi FVQ{E/II o%ﬁbcfﬂxygﬁa ﬁgo %gx g Qil gé)etgﬁﬂlﬁwn}d)—

mm&:{dus a(]nyr@uﬁiﬁ—a)‘;gbmc aad aggafple G29) pesha-g i mgo-N-(2- )

%&#E 1 @k Ry 15 G nR RS M (Bﬁnﬂﬂ@B her
g@c@@é@ Peloribu sl MEISDY 78R A B 7B 225 Rl %ﬁﬁ@
conposi tions conprising conmpounds of the |nvent|on
Exanpl e | WO 2005/ 123738 FRaempkEA2805/ 006302

R R e e ﬁﬁ%&?ﬂﬁ%@f%"
AcdD(3- @mﬁsyladfaniogtphsel)%mds White corn starch 35

fﬁl tyntiéesc!aﬁl%%}f{lé Qiaé a?r epagecﬁfro&la] g}@foBWIT? t(@ﬁllﬁﬁcm)ﬁl@ﬂm}ﬂphenyl)—
pyrazolo[l 5-a] pynm1dme-3—carboxyhc acid (example C.29) and 3-amino-N-tert-butyl-
benzenesulfonamide according to general procedure I1. Pale-yellow solid. MS (ISP) 558.2

[(M+H)*]; mp 258-259 °C.

l)

Example 174
7-Cyclopropyl-5-(4-triftnoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid [5-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-2-methyl-phenyl]-amide
The title compound was prepared from 7-cyclopropyl-5-(4-trifluoromethyl-phenyl)-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.29) and 3-amino-N-(2-
hydroxy-1,1-dimethyl-ethyl)-4-methyl-benzenesulfonamide (example B.11) according to

general procedure IL. Pale-yellow solid. Mp 232-233 °C.
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Tabl et weight 250 10 Exanple Il Tablets of the
follow ng conposition are produced in a conventi onal
manner: ny/ Tablet Active ingredient 200 Powdered.

narctoesesBP0 15 White corn starch 64 PCT/EP2005/006302
Pol yvi nyl pyrrolidone 12 Na carboxynet hyl starch 20 >

Magnesi um stearate 4 Tabl et_gwei ght 440 20 Exanple
Capsul es of the follow ng conposition are produced:
nel Capsul e . Active ingredismipled@s Crystalline. lactose

rcpear s ek ri-prerol afa AP imsing S sibolie PG
hfa:giaﬁdslullfbhyhlfhénﬁg-amc’ﬁdn tabl e particle si IZIe t he

S A o YRR el S O e e >
sjpgrinddiaerd- choﬁ@DﬂoiﬂB 48B3-RETHRERT0-phesanine 8ording to

B L

capsul es of suitable size. WO 2005/ 123738

Phe stinlfiag Gt &Ab@aprepaBéll ibltid Bowidg wéy:conmpound accor di ng
to fornmula (1) R& NNNN(I) 3 0ORL -(CH2)p

7-Chloro-5-(4-chloro-phenyl)-pyrazolo] 1,5-alpyrimidine-3-carbonyl chloride

A mixture of ethyl 5-(4-chloro-phenyl)-7-hydroxy-pyrazolo[1,5-a] pyrimidine-3-
carboxylate (1.59 g, 5.0 mmol) (example C.22, step a) in dimethyl sulfoxide (30 mL)/2N
NaOH (10 mL) was heated to 80 °C for 1 h, a white precipitate being formed. Upon
addition of water (100 mL) to the cooled mixture a clear solution was formed which was
firstly washed with diethyl ether and subsequently acidified to pH 2 by the addition of 3N
HCI. The white precipitate was isolated by filtration and dried to give 5-(4-chloro-
phenyl)-7-hydroxy-pyrazolo[1,5-a]pyrimidine-3-carbonylic acid (1.44 g, 99%). White
solid. MS (ISN) 288.0 {(M-H)}; mp 258°C.

This material was heated together with phosphorous oxychloride (4.0 ml, 0.15 mol), and
N,N-dimethylaniline (0.19 mL, 2 mmol) to 100°C for 2 h. The mixture was evaporated in
vacuo and the residue was partitioned between water and dichloromethane. The organic
phase was dried (Na;SO,) and evaporated in vacuo to give the crude title compound (1.6
g) as a pale-yellow solid.

Example 176
5-(4-Chloro-phenyl)-7-methoxy-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide
The title compound was prepared by stitring 7-chloro-5-(4-chloro-phenyl)-pyrazolo[1,5-
a]pyrimidine-3-carboxylic acid (3-methanesulfonyl-phenyl}-amide (example 175) (46
mg) with a solution of sodium methoxide (11 mg) in methanol (1.5 mL) for 2 h at 50 °C,
followed by precipitation of the product by the addition of water (10 mL). Pale-yellow
solid. MS (ISP) 457.5 [(M+H)"]; mp 265 °C.

Preparation of pharmaceutical compositions comprising compounds of the invention:

Example I
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RS 11 O Rz RS wherein 5 pis 0 or 1; R and R2 can

i ndependently from each other be H hal ogen; | ower

al kyl optionally substituted by | ower al koxy; | ower

S Kayyapki onal |y substituted by one or nore

or CF3; B el ower al kyl ; hydroxy-| ower al kyFtﬁ'ﬁ’%g”m"“”02
NRaRl; 10 Ra and Rb are |ndep§g1dently selected from

the group consisting of H |ower alkyl optionally

TWbRLs! df tle3BNWin E’cﬁn;ﬁ:é sitiSRafe PYQERN ¥ a dohW&fiinal manner:

cycloal lryl ar teroaryl or NR Re wherein R and
a are independently selected fromH or |ower a ;
15 cycloal kyl; aryl; heteroaryl; or Ra andgﬁli—é‘ﬁﬁg/
f:&@ﬁfemgredﬁhi onal ly substituted 5 or 6 nenbered 100
&ﬁ |‘I)SC ring together with the nitrogen atomydo
%re attached; 20 R4 is H, O, lower al oxy,
Wlutmlrrkythmhr strai ght | over al Kyl whi ch is opti odal |y
H&gﬂ one or nore F; Rs is H hal ogen or
lﬁgﬁ[ ﬁ (mgs wel | as pharnmaceutically accept ablse
%lcﬁéwmﬂéﬂﬁtamh th the exception of the conmpound?
MehBGrh BRakhfd | oW ng fornul ae: 25 2
razol [ 1, 5-a] pyri m di ne- 3- car boxam de,
l‘i‘f“?l&?l&r onet hyl ) - 5- (4- net hyl phenyl ) - N- 230
[3 (4- nor phol i nyl sul fonyl ) phenyl ];
pyrazol o[ 1, 5-a] pyri m di ney3: xam de,
7-(difluoronethyl)-N[3- (M
mor phoplied vt SielidiRmy dB Yitibn %e@?@dﬁé&cim aaRflvefional manner:
2005/ 123738 PCT/ EP2 06302 -
pyrazol o[ 1, 5-aj pyrim d| ne- 3- car boxam de,
7- (di f1 uor orret hyl ) - 5- (4- met hoxyphenyl ) - N- mg/Tablet
E&&ﬂ(eéingmmpﬁlol i nyl sul phonyl ) phenyl]. 2. The conpoadé@ of
f’wﬂ cto accordance wwth claim1 wherein R 3 Rz
af @ epgndent ly selected fromthe group consisting
wmudcomﬁtarlbb CF3, MeQ, EtO and 64

Polyvinylpyrrolidone 12

Na carboxymethylstarch 20 -

Magnesium stearate 4

Tablet weight 400
Example II1

Capsules of the following composition are produced:

mg/Capsule
Active ingredient 50
Crystalline. lactose A 60
Microcrystalline cellulose 34
Talc 5
Magnesinm stearate 1
Capsule fill weight 150

The active ingredient having a suitable particle size, the crystalline lactose and the
microcrystalline cellulose are homogeneously mixed with one another, sieved and



5 CF3CH2O0-; and R3, R4, R5 and p are as defined in
claim1l. 3. The conpound of formula |I in accordance

with claiml1l wherein: pis O0Oor 1; R and R2 are
walspendesst | y sel ected fromthe group consi stechgpSfoshhesoz
hal ogen; |ower alkyl optionally substituted by | ower

al koxy; | ower al koxy optlonauiy substituted by one 10
or nore halogen; or CF3; R3 is selected fromthe group

%PéaREt&t {aﬁgmﬁfm @éﬂlﬂ: are WS YIHBNRT mixtir6 ¥lfilled into hard ~

an Rb are 1 ndependently sel ected
g?l%ﬁ'ﬂet‘ﬁB 8 ﬁ“t& fdfSting of H |ower alkyl
optionally substituted by one or nore fluoro, hydroxy,
cydoal kyl, 15 aryl, heteroaryl, or NR Rd, wherein R
and Rd are independently selected fromH or | ower
al kyl; cycloal kyl; aryl; heteroaryl; 20 or Ra and
Rb together with the nitrogen atomto which they are
attached form a 4-norpholinyl;1l-pyrrolidinyl or
1- pi perazinyl group; R4 is H cyclopropyl or straight
| oner al kyl, which is optionally substituted by one or
nore F;, R5 is H, hal ogen or |ower alkyL 25 4. The

conmpound of forrmula I in accordance with claim3 R3 is
| ower al kyl and R2, R4, R5 and p are as defined in
claim3. 5. The conpound of formula | in accordance

with claim4 wherein said compound is selected from
the group consisting of

7-Di uoronet hyl -5-(4-trifluoronethyl -phenyl)-pyrazol o[ 1
, 5-aj pyri m di ne-3-carboxylic 30 acid

( 3- net hanesul f onyl - phenyl ) -am de; 7-Trifl uoronethyl -
(4-trifluoronethyl-phenyl)-pyrazolo [ 1;5-a]

pyri m di ne- 3-carboxylic acid

( 3- met hanesul f onyl - phenyl ) -am de; WD 2005/ 123738

PCT/ EP2005/ 006302 -90

5- (4- Chl oro-phenyl )-7-trifluoromethyl-pyrazolo[1,5-a]p
yrim di ne- 3-carboxylic add (3- _

nmet hanesul f onyl - phenyl ) - am de;

5- (3, 4-Di chl oro- phenyl ) - 7-di f1 uor onet hyl - pyrazol o[ 1, 5-
a] pyr nni di ne- 3-car boxyl i ¢ add :

( 3- net hanesul f onyl - phenyl ) -am de; 5

5-(3,4-Di cbl oro-phenyl)-7-trifluoronethyl-pyrazolo[1,5
~-a] pyri mdi ne-3-carboxylic acid
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( 3- met hanesul f onyl - phenyl ) - am de;
7-Di fluoronet hyl -5-(3-nethyl-4-trifluoronethyl -phenyl)
-pyrazolo [ 1,5-a]pyrimdine-3- carboxylic add
@ﬁ)myﬁgmsul fonyl - phenyl ) - am de;

5-(3- Met hyl - 4-trifl uor onet hyl - phenyl ) - 7-tri f I'Goranet
| - pyrazol o[ 1, 5-a] pyri m di ne-3gglo carboxylic acid
( 3- net hanesul f onyl - phenyl ) - am de;
5- (3- Et hoxy-4-trifluoronet hghimghenyl ) - 7-tri f 1 uor onet hy
| - pyrazol o[ 1,5-a] pyrimdine-3- carboxylic add
( 3- met hanesul f onyl - phenyl ) - anode; -
7- Oi. f Awomprandgdeomlinglo &mnostay/IN-t ri f | uor onet hyl - phenyl)
-pyrazol o[ 1,5-a]pyrimdine-3- carbgxylic add
(3- met hanesul f onyl - phenyl ) - am e 1%
5-[3-(2,2,2-Trifl uoro- et hoxyy#d>{y+4.|
]-7-trifluoronethyl -
pyrazol o[ 1, 5-a] pyri m di ngt 3-
(3- et hanesul fonyl
7-Di fluoro thyI

uor onet gilg
al pyrim d| Hﬁ rql%n"b

(3- net haneQul f onyl - pheliy
5- (4- Chl or o- 3- et hyl - ghienyl ) - 7-di f | uor onet hyl - pyrazol o

IROGSOZ

uor onet hyl - phenyl

Y
trifluorg-eNRoxR)-4-trifl

E’ é5 a] pyrim dine-3- 20 carboxylic add

It hanesul f onyl - phen)rl) - ami de;
p- (3isMards o- 4-tri fl uoronet hyl - phenyl )-7-trifl uoronethy

{13 ﬁ%hﬁ%)ﬁ él}] ﬁ §}¥ﬁ1| Jpé’ M6 bR HABIIREN Yot aAGFoptionally
(s oy e 1k Lves kP aiopely sDEFIe Y G PHPPTe

&2l pyri m di ne- 3- car boxyl ic acid

- pyrﬁ%h eﬁ ér
met hane y.
-Di ¥ 91‘6?1' S*/"&/’ﬁ q%%‘%ﬁ? f1 uor onet hyl - phenyl )

- py r RZGIAA by SindirydéntiydilagedBfromahbgroyp cansistiog of:
- met halgesul fonyl - phenyl ) - am de;
5 (3-Chl'gto-4-trifluoronethyl -phenyl)-7-trifl uoronet hly
| - pyr az dbwer alkly] &ptinelly subsidiutes tg-one ar moxs/hyidsoxys fiuoro, cycloalkyl

3- et h | d
S (3Fl o hgi‘t'rtg‘[rﬁ?ﬁhrﬁ??g‘y Jhol on:

t hyl trifl
| - pyr azol of #iwrein RyandR oﬁfﬁ@dsp@ée’é‘é‘rﬂ%%? Ema‘g r fower %1
(3- met haygs lonyl phenyl ) - ani i de;
7-Di fl uor gnet -5-(4-trifluoromethoxy-phenyl)-pyrazol
o[ 1, 5- a]¥¥ti i d| ne- 3- carboxylic add
( 3- net hawresodsflony! - phenyl ) - ani de;
5-

me
Tt 1, ) B AT G ol bl SR bk 220
( 3-neth mmﬁmmgtpgﬁhgrlmﬂmhp m_iroggg atom to which they are attached;
1y ( Sisdy, w&f ag«ﬁg%g aqqz of Eﬂr&%m&@&%n&mhﬁu isRpRloRilly, 5

apyrlm |ne I C acl
( 3- nistbsidvdas yross or yI) ani de; WD 2005/ 123738

ﬁ’CT/ LR 0akk QD&QQ&er ; o earh
ei‘laaeil‘“ %@%ﬁ“ KRy ) - anode:

w1th the exception of the compounds havmg the following formulae:

pyrazolo{1,5-a]pyrimidine-3-carboxamide, 7-(difluoromethyl) —5—(4—methylphenyl)-N-

[3-(4-morpholinylsulfonyl)phenyl];

pyrazolo[1,5-a] pyrimidine—?»-carboxarnide, 7-(difluoromethyl)-N-[3-(4-

morphonlinylsulfonyl)phenyl]-5-phenyl]; and | |
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5-(4-Tri f1 uor onet hyl - phenyl ) - pyrazol o[ 1, 5- a] pyri m di ne
-3-carboxylic acid (3- nethanesul fonyl - phenyl)-am de;
5
Sv (@ 4e06int30350- phenyl ) - 7- met hyl - pyr azol o[ 1, 5- a] p¢rigdhddsRs02
- 3-car boxyl ic acid (3- nethanesul fonyl -phenyl)-am de;
7-Methyl -5-(4-trifluoronethyl 8é)henyl )-pyrazol o(1,5-a]p
yri m di ne- 3- car boxyhe add (3-

g8l dm@@rme ad L (dift thyl)-5-(4-methoxyphenyl)-N-
R e eivarhey
1)}

rret hanesul fonyl - phenyl ) - am de;

5- (4-XCithe r:mpﬂmﬂyslfforﬁuhrl &p@dcoﬂymamﬂha[aimﬁ villepait Rharl Rfeare

-:33C net han h

S R e A i
1GECﬂz@y;randl RieR*3ind pranossylefinedan diafBl.

nmet hanesul f onyl - phenyl ) -am de; 15 7-Cydopropyl -5-(4-t
|1 ugy gREL dﬂ;ouah%ﬁmuﬁﬂ@z&bﬁ&ﬂoe%ﬂ%umwa& 3-carb
oxylic_ agci 3- net hanesul f onyl - phenyl ) - am de;

? Chlli)?be (4-chl or o- phenyl) - pyrazol o[ 1, 5-a] pyri ni di ne

Ieaﬁarﬂﬁai@&h&@eﬂ&andy §electedEiohathe gtﬂui: @mydlsun@ ofiit Balegehdewer alkyl

F]J_mg- pe é‘ﬁlﬁiﬁ @? %“gﬁgé?%gﬁoﬁg ! ?Z naliy substitated by one

nmet hawesart hdogeh; i@y | ) - ami de. 6. The corrpound of

f.ar apb
S §Geea bGP RAREGltigoing s MG e g e
def i rvdurdimRtdndiBnas: m¢epetrm1ﬂwh§tndrfwmhemmoaswnqgm
accordangg Wi th claim6 wherein sai d corrpound S

sel ected. from the group cansisting
7-Tri f 1 ulesrairpptienglly S%hspmt@d%ympﬁmoriaﬁéﬁw bydr-£rgpaikyl
o[l,5-a] Mlh@eﬂjaﬂe’ -osNEERhoxylic acid

(3- sulfam)yl t h heny

775 11 uor ot Srrha Bt i b riepid romyH gy sl

[ |, 5-a] cpyagalkyd; di ne- 3-car boxylic acid

(3 suI faFR, I nmet hyl - phenyl ) -am de. 8. The conpound of
forml a I’n accordance with claim3 wherein R3 is

NRaRl ; b@eroatybrein Ra and Rb are independently

sel ect edof ROy ﬂblrt%?el‘lﬁi“ﬁfth flatfrog2R atR @] Wifich HR hiclauhetttd form

by one -or nore I OX | uoro,” cycl oal kyl, aryl,
het er oar §# lmrphipwh 1- mm@h@pﬁ% -DiPEazRy! gFup;

iRide pemdeabpivp C%@E el gﬁl«ﬁw@ , Which @ptioahllpsubstitled by one or

2005/ 123 38 P /006302 -92- CyCI oal kyl ;
more

R® isH; halogen or lower alkyl.

4. The compound of formula I in accordance with claim 3 R? is lower alkyl and R',
R%, R%, R® and p are as defined in claim 3.

5. The compound of formula I in accordance with claim 4 wherein said compound

is selected from the group consisting of:

7-Difluoromethyl-5-(4-triflnoromethyl-phenyl)-pyrazolo{ 1,5-a] pyrimidine-3-carboxylic
acid (3-methanesulfonyl-phenyl)-amide;
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[ 1,5-a] pyrimidine-3-carboxylic
acid (3-methanesulfonyl-phenyl)-amide;
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aryl; heteroaryl; and R, RZ, RR RS and p are as

defined in claim3. 5 9. The conpound of formula I in
accordance with claim8 wherein said compound is
s eos/edyder om t he group consi sting of PCT!EPZOOS/O 6302

7-Trifluoronethyl-5-(4-trifluoronethyl-phenyl)-pyra
o[ 1, 5-a] pyri m di ne-3-carboxylic acid
( 3- sul fanmoyl - phenyl ) am de; "7V "

e
mﬁmﬂ* Frk}'@ra}!luyle,am de
ﬂfﬂlffﬁ - et‘lyl - -%Eﬁ r pgéa.ztoﬂ)f i g—%fﬁﬁﬁﬁtﬁﬁé—ﬁb@%ﬂﬁc acid

azo yri, m car boxyl'i ¢ aci d

vk 19 @W taynide; ode
g- ?ufme&%ﬂﬁﬁieh L&Emﬂ&rﬂﬁfeﬂm‘ﬂ-pﬁaidlé[ﬁ bugppimting 3- @iyl acid

pyr Iol rim,di ne-3-" carboxylic acid

Ta)mlé"m de; 15
’.‘Milﬁlniwmtﬂy}-&{} -ietilylgreiffdrbiethyhplinlyl)-pprazolb {1, Salppriwidiye-3-

l“ﬁ‘%ﬂﬁ%%‘ gﬁ“ﬁ‘e a#g%ﬁfongin?d%e )3 ;garboxylic add
S{i-Mdhsfbr%ﬂniﬁuowﬂthhg:wla - Hriflnoomasteyipyrazply Habr elpplimidine-3-
A %%Wm%%%@f%%n%%dﬂ

5:(3(-@ﬂmm4cwﬂem phenyh- %mﬂmm%mémmla&}p%ﬂammfdmﬁ
SrhiP¥dd Qbiﬁﬁﬁe&a]ﬁfi’ypﬂﬂéﬁkrl)%nﬁ&é d 20

iccnmobol SR S oy sy dpesm e >

&atmx@wm&ec@emmyﬂf@yamsmnﬁw,f amoyl - phenyl ) - ami de;

R o O b ==

_T

-lé}eamid[l é@yﬁmﬂmn-yﬁk@aﬂmxyhtsqm@@-me&anesulfonyl -phenyl)-amide;

1

8&9&% g‘-:{'é gs?_ ﬂéﬁ?tgdrg Pﬁ&?ﬁf-ﬁ%ﬁﬂor@ﬁ@tﬂw ﬁheﬁ}ﬂ@?ﬁh&[){l 5
?(]B pﬂbﬁ gaid (%meﬂ:@nesulfonyl -phenyl)-amide;
R(4- éhﬂ%@tﬁedaﬁelimbﬁq 7-&ﬂd<frbﬁk@t!h?ﬂﬁ&£b\6ha[9§faﬁiﬂinﬁﬂﬂae5- ajp

I C

é{j}; m di ned éﬁ@%xy

&mny “amide;
ﬁfi—@lu(a?o—&tﬁﬂﬂ'drbﬁa Fltlﬂ]eﬂﬂ)ﬂxbﬁﬂuérdtﬁdtﬁyﬂwmtltﬂfh]ppﬁmwheﬁ—

| f L 30
Jﬁfh ?IB?)%{"PHFW hamies o boxylic acid
5—(33-€h10ﬁ'@-4mﬂuqnbme’gﬂyb~phmyﬂ€—d1ﬂuommethyl -pyrazolo[1,5-a]pyrimidine-3-

Cl%broo ,#%{43 qﬁéa}ogrﬁéhﬁ%gﬁ a&ﬁg&l uor o- et hoxy) -4-trifl

hppi}uqmm@ﬁhrﬂe‘i-ﬁi- Wb&(ﬂﬂu@rmhyl-phenyl)—pyrazolo[1 5.a]pyrimidine-3-
Jaﬁ)o%ylhé LpRfia o Eﬂ]é mide;

ChI or 0- 3- nmet hy Qr orretthI - P ra.%[gldme 3
5[ (%Chloa?-é;ﬁrlﬂmremqﬁwlsp eé?'éd)b% ogorgetayl-pyrazolol1,5-alpyrt
Lm&hﬁfk)nﬂfohgﬁﬁhéilﬁ) @005/ 123738

FT{?lugi?_oQ ~tri Oggr%gth -phenyl)-7-triflaoromethyl-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-methanesulfonyl-phenyl)-amide;
7-Difluoromethyl-5-(4-trifluoromethoxy-phenyl)-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid (3-methanesulfonyl-phenyl)-amide;
5-(4-Trifluoromethoxy-phenyl)-7-trifluoromethyl-pyrazolo[ 1,5-a] pyrimidine-3-
carboxylic acid (3-methanesulfonyl-phenyl)-amide;
5-(3,4-Difluoro-phenyl)-7-trifluoromethyl-pyrazolo[ 1,5-a] pyrimidine-3-carboxylic acid
(3-methanesulfonyl-phenyl)-amide;
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| 'I' %“IIIEI“IHI’meII pﬁ:I]bOX% yI’:\Incdeadd

7-Trifluoromethyl -5-(4-t

i fluoronet hyl -phenyl)-pyrazol o[ 1, 5-a] pyri m di ne-3-carb
oxylic acid

o $0ds/selgoxy- et hanesul f onyl ) - phenyl ] - am de;
7-Difluoronmeth |-5- 4-trifluorometh hen 1 - ell)zCT §2005/006302
15-a] pyri m di ne- 3-car boxylic .. add

[3 (2- hydroxy et hanesul f onyl” )91phenyl] am de; 5

l: I f [ )
I:EI 539 (éyeny azoI%&f ;{y%L)r(IIJrIIIIBE S %I'hcgtiﬁrﬂy e e REB Ay
ﬁlﬁf_lgﬁﬂhyﬂl@ﬂl f anmoyl - phenyl ) - ami de; . . |
| -cRiBS azo
TthJHI?InQ np%énxﬁ é'ézBIIOIIJfo%( SIEIW RYHc i Y3
?BYI"B kaoyh ﬁ@}l Sphenyl ) - am de;
éi éhg%bfhé}wﬂ = R{efhl- gﬁﬁﬁﬂb’ I1)5-dlpjrirhiklinecs-ambsdyiit agdy (3az ol

m di ne- lo carboxylic acid
7P ?SIY @&%9%ne- | - sul fonyl ) - phenyl | - ami de;

Wmtﬁﬂlmaﬁﬁﬁwheﬂryl ﬂhérfyl)f-ﬂ»;mﬂnhlﬁbi-hmynph@nw)carboxyhc acid (3-

di 3- b I dd.
Bt PRy 1) e e e
?(@Chlaxowhﬂel)h&bthﬂrmmandq[iJSw&)P)UW@dﬁ?’r?’-‘BFIWI“) acggl(Bazol o

$(43Ch10mpm1t)-ﬁ ropy-parazeiof | 4#%315%??9111? a3 0l o

I%%théﬂ ?%@%{é,i ﬁeﬂ%@%ﬁd&ar boxylic add
h I
&(@ﬁﬂqmb?mi)hw@p?ﬁ%&?@wm@%%Wimxﬂw acid (3-
Bergt)miR! | M di ne- 3- carboxylic acid

?ém%gopﬁgﬁ@%ﬂuosone%@faq*ﬂ%%mﬁﬁﬁ Wpaiidn 5;%%‘2’% 5

dcld @-ﬂkthﬁﬂéstlfﬂﬂﬁ-pﬁer&})e@mﬂe;xyl ic 20 add

PR PR PR e ke i o7

mpthindubidnyl-phenyhiansdg-andr boxyl | C add

2yl ?})‘le) idine-3-carboxylic acid (3-
%%%@I(I} grod@aﬂp[I/ E I tri Iuororyrrrrs]Inl Ile:-phenyxg pyr azol
wEthanSulignyl-pheny] r‘ﬂ@d‘?: car boxyl i c add (3-is
opr opyl sul f anoyl - phenyl ) - am de; 25

7- Did, Tuet dﬁ)ﬂbfﬁnﬁﬂﬂd ¥ iinfaeopdmee tvitly klajnh 8 mibedeirpltt iabydroxy-

IIf’E"“(ﬂﬁIilpé“IIImr g‘o‘r% %@Iﬁ%gé%ﬁegﬂoylp) ﬂuI'Ienyl ] - ani de;

7-Trifl uoronet hyI 5-(4-trifluoronethyl-phenyl)- pyd[ azol
0 [ 7 The ajmpymmidmf Sirnwilal ivacestarce with sleim 6 whierein sal compound

%Wﬁ%ﬁﬁ@%%%a%%éﬁmﬁ;r Sy
Pt ks R et S st g Rk ficBf fcarboryic

&&@éﬂ@ndym "@h&fﬂ’)'-amiﬂe;dudfl uor oret hyl - pyrazol o[ 1, 5

7 ‘EJ Q%BW%!II;? i u#gr box é’ﬁie:ﬁﬁwl) am]ra&olo[I,S-a]pmnndme~3~carboxyhc

acid @B»ﬁhﬁamnykrpﬂqhyhc}ny?)—m&el uor onet hyl - pyrazol o |
1,5-a] pyrimdine-3-carboxylic acid (3-

¢ y d Og) @F XIQ%MTHMIMEFH a)cccﬁrﬁhﬁI:% witB2laim 3 wherein R® is NR°R’;

or O hen -trifluoronethyl-pyrazol
que@-}h PR R ?ﬁeéﬁl p tly se ected fronn: yl-py

H;
lower alkyl optionally substituted by one or more hydroxy, fluoro, cycloalkyl,
aryl, heteroary} or NR°R?,

wherein R® and R® are independently selected from H or lower alkyl;




. 10

15

20

carboxylic add (3-cydopropyl sul fanmoyl - phenyl) -am de;
WD 2005/ 123738 PCT/ EP2005/ 006302 -94

7-Di fluoronet hyl - 5- (3-nmet hyl -4-trifluoronethyl -phenyl)
Wy e@zoisadsl, 5-a] pyrim di ne-3- carboxylic aci Gepepaoesmossos
(3-cydopropyl sul fanoyl - phenyl ) - am de;

5-(3, 4-Di cbl or o- phenyl ) -7- dlflgaororret hyl - pyrazol o[ 1, 5-
a] pyri m di ne- 3-carboxylic add

(3- cydopr@gymﬁam)yl phenyl ) -am.de; 5

5-(4-Chl orq phenyl ) - 7- di f | uor onet hyl - pyrazol o[ 1, 5- a] py
rimdine- aZ§Y’carboxyl ic acid (3-

cydopr opyesdargyroy| - phenyl ) - ami de;

m[‘ﬁilfg %nqgeapﬁiéWS g%lteréléélﬂuor Im;:t hg!j(—jphenyl)-pyrazol

(3-isobutyl sul fanoyl - phenyl ) - am de;
7- Tr i% Fhe rampaungiiof forgalatliin ﬁctcuxdanmmﬁyélamiﬁaﬁgﬁh:ém said eapound
Ois belekted-8d B rboxylic |o acid
[3 (cydoprnépyl rér?gt hg‘ﬁstﬁlgﬁ)?armyl ) - phenyl | - am de;
gluoro yI 9- (3-ethoxy-4-trifluoronethyl -phenyl
plgafl VASIR IR 64'&]1ﬂw?mﬁﬁhﬂrmn§3~pﬁra¥%wralem ks oxylic

(ﬁwéﬂlﬁm eryieathidgheny| ) - am de:

é@%@%ﬁ%@%@? 5 AR I

Ccﬂmddpysh&;dld)&phmiyl)pdmdyl ) am de; 15

1 5 a%?@n@ ?&4 n%yl) BOLIVATP AN >4, az Q13-
@il (3 wrifamny)-pheny] mﬂ? am de;

?.mﬂhbfm shplinh 14: Lo RhQRRLIY d%ﬂ?{}ﬁ%lan BY5% R Rine-3-

% a] pyr. m. di ne- carooxllc
%‘3‘ P &‘E’é&’éﬁb‘ Ry AmEsOy | ) - pheny! | - ani de:
B-(Bifbthgk Serefldbydméhfl Heﬁjrlj-bltﬁﬂ@éfﬁinhﬂiyl gﬁw&il SR AERIAhe-3-

di baxy|
erbnS prd B bRt e,
3=($;4rR)iChbr®ph¢dym7—diﬂﬁdrohtetﬁyﬂ-ppfa@ﬂe[tltwh]pﬁhﬁﬂuie}?-carboxylic acid

PVHRAER) i‘ﬁ‘"ﬁ" pyri m di ne-3-carboxylic acid
§3 phe Fg z;nl oy? henyltgl an- Ade; '
(&,ﬂrwf{lmmww -5ifisarame ylwa@deﬂbqfh]pmmdjahe}smfbazﬂc acid
ﬂgulﬁm% h g, ne- 3- car boxyl i c aC| d
E: zyI noy phen [)-am de;
¥
frfa ﬂﬂd@rqrae ¥l m@@}%h%@ﬂmmpﬁ@wmwmd -

| ﬂﬂﬂnﬁyﬁbﬁmﬂ)mﬂd@e 3-carboxylic add

25

" 30

SRS Rt L et Ber o et primitinadol o

Qar‘tiq:@hcaz}aqa@r-slﬂfmdbﬂq;h’jlnf patidey | i ﬁenalcl d .

% #@Fﬂﬁor PSRN el x@%ﬁaﬁgﬂgm%?-&wwﬁc
35‘“&(}?9ernh€d}’1hemiﬂecar boxylic 30 acid

< bk gffe@?'ﬁ"y“ eptf B AR o s s coppepicgeid >

s[‘ﬂfims =) ene -carboxylic acid
5-B-t23, iMﬁﬁ@i&éﬂ%ﬁw&fﬂﬁ%ﬁ%&%@ﬁﬂﬁmﬂﬁioromethyl—-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-sulfamoyl-phenyl)-amide;
7—Diﬂuorometh‘}r1—5-[3-(2,2,2-t1iﬂuoro-ethoxy) ~-4-trifluoromethyl-phenyl}-pyrazolo[1,5-
a]pyrimidine-3-carboxylic acid (3-sulfamoyl-phenyl}-amide;
5-(4-Chloro-3-methyl-phenyl)-7-difluoromethyl-pyrazolo[1,5-alpyrimidine-3~
carboxylic acid (3-sulfamoyl-pheny?)-amide;
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| %ﬁéﬁ ﬁg&%ﬁmgﬂ]éﬁﬁﬁm dine-3- car

7-Di fluoronet hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo
[ 5-a] pyrimdine-3-carboxylic add

[3-(2, 2-di met hyl - propyl sul fanmoyl ) - phenyl ] - am de; 35
[%V&Jog,yzgg_@net hyl - 5- (4-trifluoronethyl - phenyl )PCQ%E’%QI‘)&NZ

5-a] pyri m di ne-3-carboxylic acid
(3-tert-buyl sul farmyl phenyl )& 3am de; WD 2005/ 123738

PCT/ EP2005/ 006302
[& ?ﬁf{&dguﬂ.]%&gﬁk ?%Eﬁ&@&ﬂg%ﬁﬂ{/fp@%ﬂ@ g%%a%ﬁ&%oxyhc
[agd([%(élwdli%tfﬁmanﬁ egliretpide; phenyl | - ami de; ’

7;-5rﬂh6£diﬁétpﬁaimdnﬂ§o&ﬁietﬁ fph %Wézﬁhb'[r mﬁﬂﬁhﬁdlﬁ%aﬁmoxyhc

AR R @%@pﬁgﬁﬁu oHEE

-Trmuﬁibménhyns-1(4-triﬂu¢ﬂf:ﬂémyltpﬂenﬂhp€ﬁido[i’ sdﬂ]lﬁ pclGived-Birboxylic
oxylic a

Di
1,

-Tmﬁlia;rmmdlhyl ﬁY%Hﬁw&métbﬂfpheztylj—pyrhialndﬂﬁf@pﬂrhﬂudﬁhéhZﬂrboxyhc

e S

(¢4 "hdproo? me&hﬂ-phm o?f-mﬂaownetbﬂmf;qzyloﬁaw]imm@ﬁét hy
karBikydie akia [Isﬁe&ealyn}ﬁpef& leNCsuffohfl)-pREMAXMIAE aci d

%%ﬁ%%%ﬁn@%ﬁ%&mﬁvf -PhawBravearglol traliyrimigips-dxargxviic
b&d@ﬁ-aﬂ]ﬁuﬁ]lfdﬂl phendt )ﬁzalijfaegxyl ic add . e
RS S s L I
acidl (ﬂrdﬁﬂﬂ!lﬂﬁlﬂfwwleb}maﬂ}anmﬂdaoxyl ic acid

el R e B e R R TP 2 bt

fcid G-miefhyisulpmpyiehendhamiley| i ¢ add
{zsmhﬁ@ashiem s&a}tnﬂ%hﬂﬂemlyﬁgh&@n%%zﬁlgpﬁph Wg}sﬁﬁo xylic

6‘[1‘Ir 5 ‘gi%rﬁéjﬁn?wl%‘?‘ P& fic add

f&ﬂﬁwmeﬂiynsimﬂaﬂmam ﬂryﬁ?h&@ﬂ%ﬁdmﬁhﬁﬁ)ﬂp}ﬂﬂiﬂlﬂ%-mboxyhc
| uor one F%] f lb%‘?' trifl uoromethyl-phenyl)
a2 BP8PY ‘f o PRV iARRe- 3- carboxyl ic 20 add
'f—ﬂ':xrﬁﬂommﬂthiylfﬁ—@c-q‘iﬂueidmdél tb)d-}pﬂ]amydl yp))rtaqaﬁtf[h ! nﬁlﬁ]p)anml )1dﬂje—3—carl|)0xylic
uor one en razo
4 GG el g L)

3- carboxyllc

| -inﬂgowqmbﬂfﬁ @—wﬂﬂuwn;dﬂg&im)ym)rmh§+a]]pya:nmdeze-3~carboxyhc

Jmﬂg,f. ﬁpl{eﬁ g,ﬁhyor onet hyI phen)|)-pyrazol o

I
M@rﬂ%ﬁp . ;ﬁﬂﬂfiuoawﬁgﬁ&lmbp @ﬁmwb&ﬁ]mg%ﬁﬁ@ﬁ?whc
dcﬂi‘v‘ 3-252, Z-u'xﬂuoro ethylsulfamoyl) hen 1] amide;

JFTE' {lonael iyl o (At y;, e I 5 DA iR 22 borytic

dciit [G2(Mtrdﬂ@0rd,eﬁwldulmﬁ$m pkddyl}laniié;anoyl ) - phenyl | - am
omst

et BRI BB - orsme v pypulofy-slpyrimidine >

W@%@S@cbﬁrcwk\ﬂfamo vighenyl)-amide;

A e R P al

(ﬁwflonrowlaqﬂfqmﬂ-ﬁm yheargide;

5-(4-Chloro-phenyl)-7-triflucromethyl-pyrazolo[1,5-a} pyrimidine-3-carboxylic acid (3-

cyclopropylsulfamoyl-phenyl)-amide;
5-{4-Chloro-3-methyl-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid (3-cycdopropylsulfamoyl-phenyl)-amide;
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| a@é 3- (@fd@mﬂpmw

30 carboxylic add (3-sul fanmoyl - phenyl)-am de;
5-(3,4-D fl uoro-phenyl)-7-trifluoronethyl-pyrazolo[1,5
-a] pyri m di ne- 3- car boxyl i ¢ add

(vPo SoskAsmy| - phenyl ) - ani de;
5- (4- Chl oro- phenyl)-7-trifl uoronet hyl - pyrazol g[TiEP§0°510°63°2
yrim di ne- 3-carboxylic acid i

(2- hydroxy-1, 1- di met hyl - et hyT 40 famoyl ) - phenyl ] - am de;

Zigupqrtiyl-y-Gomethk & tsiflupromethyl pheny)-wyrgzolof .S alpyrimiine3-
karpyrdicakid[(3 cﬂl@]rwﬂsﬂﬁremﬂeisméhmdzw i ¢ aci d
B%BQZDMQJE&?H% 917 - GiaE okt ﬁgyaa%%ghfsaﬂp%ﬁ rRRenibolt acid

WO 200 38 PCI/ EP2
el gpropyisufampyinhs Pﬂl@mﬁéxy) 4-trifl uoronet hyl - phenyl

]5 (1—Glﬂbfd—plﬁlﬁbrﬁIcﬁﬂlhoromeﬂlyl—pyrazolo[1 5-a]pyrimidine-3-carboxylic acid (3~
azol%ﬁ 81113% 5n -carboxylic acid
‘(EZ"H gy ﬁ‘E‘f“ﬁ‘w et hyl sul f anoyl ) - pheny! ]
7 i ftlesromethyl-5-(4~ tnﬂuoromethyl—phlenyl)hpyrazlo)lo[% 5;a]p3;r1m1dme-3-<t:a;boxyhc
en rifluorome
Fggjr'ésfgp% T@Jﬁgh&?ﬁo ?rgys IO5 cz\r boxyl i ¢ add Y
P Srifiomgmiethydyb-(4- mqﬂwl pheiy)-purasokatbytal pysireidinet3-earhoxylic
98' és écyclogropﬁ y} enyl]-—annd
I h fl
b L b ok e
E&b&%ﬂfema@scyycﬂopiaﬁdsmmﬁpﬁbmj giidepnoyl ) - phenyl ] - am
g-@zﬂthmm %mﬂa‘fﬂ&%@ﬂ phror-7vriflorsmstk pypzolgiL-3 Alpgidine-3-
caxbpyilic ati aeyc&pe@tmbfgm vi-pheiyd)-amide; |
gé)lgiz %e%h%—g-(él ’tnﬂuoro BXI pﬁenly%-l-p%r}fl I)I%ﬁoy l yﬁﬁﬁ&h}ﬂus tgmoxyhc
&1@33-thmybu1&muyl—phw1)m¢:yl phenyl ) - 7-t df | uor onet hyl
g&@k@k@a% (@hﬁﬂﬁ%ﬂh@tbﬁﬁ}:ﬁeﬂ?ﬂyﬁ&mh 5-a idine 3-carboxylic

sulfam)y )- pheny ]-am

gg?ﬂgbfohég{ﬁggmﬂu&ﬁﬁﬁﬁﬂl—ﬁhénym p'irz&])lol_)u!;—la]ﬁyﬁhrﬂ&n@-ﬁ-carboxyhc
? ﬁwa'ﬁhﬁymf’ et hyl sul f anoyl ) - phenyl ] - ani

'ﬂ-ﬂ?nﬂuoromethyl—S (4-tr1ﬂuoromethy1—phenyl)-pyrazolo{1 5-a}pyrimidine-3-carboxylic

?ﬁlﬁ‘?l%CE )'%8%%? Eﬂ}%xrz) | fI{Jgrclarsnet hyl - pyrazol o[ 1, 5- a] py

z-zrrrﬂ;ormsthﬁ-51€4emmvmmwbm—pﬂm;o[Lsrﬂiemnqdmﬁ—a@bom

chﬂg i ﬁ xy 4-trifluoronethyl-phenyl)

- pyraz Byrl - carboxylic add )
:ﬁqﬂ@o‘ oo G hepwendinL-phemg | Bl b Pieide t-swbomic

i ARG (g

T‘P@“%‘]%W%nﬁ?gxm @rergp% b 8 y o[P5~aﬂyyr2nuHX1 % rl?o:qrhc

4dd tilh&draxﬁémflaﬂﬂrﬂo Bhﬂﬁ 1 aﬂliﬁede 20

Gt R R PR ato e Ry PR [ BBt 3o
{cld (mtri@dorcﬁnahdﬂeaﬂﬁyxyl—]ﬂmwh):mdm de:

f &h&@%ﬁ%&gﬁgﬁe L]aé%cgé@%{hgf gﬁ*&)s,p r{@frﬁx OIPB & iR A7 Bl Boxylic
4c3d [Biriflup mmm@foavmhepﬂa@mémyl ]- phenyl ] - ami de;
'7D-Eﬁﬁ(§1]oh5@ﬂﬁﬂgl(ﬂ¥111ﬂ1§)r§ﬁleﬂfyl fr)ﬂléﬂ?l)%zh%l[l PRBNYImidR¥RERboxylic

rimd boxyli'c
%(?sz"@@q%' B%YFSJ%@IHWI)“P%?R ]a%’;#] phenyl ]-am de;
7‘Iﬁlﬁéﬂdﬁl eQWES- Y krifadrdmbthiyk. bh&ﬁg%&ﬁﬂo{gﬂamyﬂmﬂwa&drboxyhc

dda e tylsulf“ ST Shens RO
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acid
[ 3- (2- hydr oxy- | - hydr oxynet hyl - | - met hyl - et hyl sul f anoyl )
- phenyl ] -am de;
Mwoneokhzsossomet hyl - 5- (4-trifluoromet hyl - phenylpeih@%Rde30z
o[ 1, 5-a] pyri m di ne-3-carboxylic add
[ 3- (2- hydroxy- I - hydroxynet hyl g nmet hyl - et hyl sul f anoyl )
- phenyl ] -am de; 30

|
7 ’J}{fgjor Et%pie; gﬂ{ﬁlgﬁg&@a% %ng@%ﬁ%@s [, 2AfpaiRY 5 35 oxylic
(agd Bt Isetb}:lmramk}alfarphﬂhy snyHringde;
= ﬁtfddfsﬁlaﬁﬁtilw-frgxg%d ary%%gafyp?y&miqpﬁ@whhnmﬁé@zc@{&mc
Qdﬁ%wtﬂjfrb%"[glgm banyhrarde )y ani de;
B- (Erwlﬂbﬂm-&mmﬁaaﬁyl(pﬁeﬁﬂ)-m;ﬂﬂomthﬂlpymdaw ,3-ajpyfimidihe-3

(‘?'{"&’%?fP ahé?%ﬂm&r %Acar(?oxya/llni 8635 acid

7-I0l 1o nometh 5K Hiubrd- Mﬂucﬁbmabmehym-pmamiqﬂus—ﬁwmiﬂm—a-
dd
%5%0 ?F%ﬁé-*’%fibmﬁ{,?h eny am 3e WO 2005/ 123738
P

eny)-7- tnﬂuoromethyl-pyrazo o{1,5-a]pyrimidine-3-
Zarﬁs ik HQA s ogﬁ%l{eﬁ %Jahﬁdedor omet hyl - phenyl ) - pyr azol
rim

?2151 mreml*y%z@m@f%%ye@yﬁgf{fpﬁi 1 poleflya %gtﬂi‘?‘%’b%ﬁ’fa-fbﬂxﬁc
eay [3-{ @Riidia-3- #lmeth ) sulfamo yil- hen yl}-amide;

f’ﬂféll"gor J é—‘ﬁ@ ét ?b(yz,;g 15, -pygqt‘z?élyti’y S Py BE 329 hnytic

[iéid (ﬂﬂ(@b’ﬂdﬁ - Aaleshyh) elferiioyi]-phanyl bapdidat hyl sul f anmoyl ) - ph
oo B eR rturometyt phend s plEr i o
@@d{’-&i(@}’p@r%ﬂlmeﬂwl)m%ék heryl}-amide;
Hr OM&HM da-thmtlbr SRl PR LS LRIDY ) pytin BB YL cafbxytic
%[ [@W@ﬁ&ﬂweﬂ@(mﬁm‘m] BWH@PH??’ phenyl ) - pyrazol o
f—ﬂﬂ@oﬂhﬁﬁﬂ-m(@mﬂl&oﬁ&h t&r 1-pyraedid[1,5-a) ym:mdme—S -carboxylic
_e

%@%( dg ny%-%ygpl% Isuéfarmyl - met hyl - ph

' f@riﬂubfdmmhﬂmm:ﬂumbﬁmﬂi}d-phgﬁyﬁzmﬁruo[o[15-5}1371111‘11&11:13-3 -carboxylic

1'

th;? : '4%% egﬂﬁs%ﬁ%?lglioan?‘} phenyl] ani de;

tromethyl- ﬁﬂwusﬂ-(omm ﬁmlnnﬁh«@mgmo Bifealpmiline:3-sabpxylic

%ﬂf&&hﬂ ﬂm oytft }1 yi)-amid
o it
SxyCRI-Bauethyl etiffsubiarhSyl)-phenyl]-amide;

{5)1 quag)é%nFS ?X tnff ogclng ]!)l?&lill )-pyr:)zol)o[l ? efp\{m]nng.{'nn ge

&rl(oéqrﬁhhcﬁﬁgﬁphﬂ’la?abﬁﬁﬂﬁﬁﬁz-aﬁﬁdei 5-a] pyri m di ne- 3- car boxy

g R A DR o G e v el
adwxbhn@dd@ aﬁfampjla-plsuﬂ}anm;et pheny:) am del o
L AN AL i e

solifargpylarhsnyhemids) - 7- net hyl - pyrazol o
51-(@C h&h Lﬂﬁiﬁ:o‘f&h&ﬁ% £z0f51 4, {a?p}ﬁ%:udmeﬁ carboxyhc acid [3-

hyd t t hyl f henyl

(2—yhy5:l?<;(x¥—l 1- %.Lme - H‘l sd%amgyl)sgten%ﬁogml)de,p enyl]-anid

5-(3~ Clﬂoro-4—tr1ﬂuoromethyl~phenyl)—7-tr1ﬂuoromethyl—pyrazolo[1 5-a]pyrimidine-3-
carboxylic acid [3-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl | -amide;
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'2;;&58%

’éca](mxﬁé mﬂgsﬂaaw Y-ainkde; add
: Tr(i.f%uor T%XIyS-(tl- 11'0%31}1 h%yl—pq}eg% ~183§Jra£cﬁgﬁy§ 2}1:?3%%4 3- mboxyhc

7-Met hyl -5- (4-trifluoronethyl-phenyl)-pyrazolo |
1,5-a] pyrimdine-3-carboxylic add (3-
sul f anoyl - phenyl ) -am de; 25

Sw(4e06h130850- phenyl ) - 7- et hyl - pyrazol o[ 1, 5- a] Dyﬁdmﬂhd},}%nmz
3-carboxylic add (3-sul fanoyl - phenyl)-amd

5- (4- Chl or o- phenyl ) - 7- et hyl - pggazolo[l 5- a]pyr|n1d|ne
3-carboxylic acid [3 (2-

e %%?%%3#%2 A i e
I&'r@ab![)bi?lmémaémeﬁ ydrgR byt dimg %hy
ethylsulfamb 1)-pheny¥Q m’;@QS/ 123738 PCT/ EP2005/ 006302 - 98-

%&Mﬁaﬂ%fm Eégme&ylsv B am oSl By R B e 5-

]caﬂi cmﬁrd-[el(ﬁgiy&jd)b(frgﬂg&hj)e thyhethylbdl faﬁmylzjg:;hgnyf] -amide; .
S e R L Féﬁ%’??l-%aﬂi’ﬁ%’?’id?e‘}

iﬂib@xﬂwa@‘ddmwo)ﬁﬂ sledinletiyyl- ﬁhﬁb@@m@h@{iﬂl -Bmidepyri m

ISdef;;ﬁchiﬁé Q)g:égréj—ﬁ—t@ﬂ)t %xﬁf:é‘ngll I%yrazolo ])5 ah; H i —3—c3nboxy]1c acid

E[H(ZW@F&%MY -ethylg é@m}' F@EEF o[ 1, 5- a] pyri mi

Cy dorfod M&rﬁetﬁﬁ%h@éyﬂ—?ftﬁﬂuoromeﬂlyl-pyramlo[1 5-alpyrimidine-3-

S S KRS Y L bpbTlsprembenbamids | m

@-ﬂefﬂiﬁﬁbﬁ%ﬁkﬁ ~Pheagl) F-{riftubrometigyt azolo[l 5-a) pynm1dme—3—

et @af%‘ﬁéf‘ﬁ%ﬁ? pdlatiie,

|%(%h13rc€p]ﬁd@@ﬁjﬂl—&1ﬂu@ldﬂ1eﬂfyl p@azolo[1,5-a]pyrimidine- 3—carboxy lic acid [3-
*t% 9 gm\.(:y]l s aifHl A B B R E R DY AP Ylde2- et hy! - phenyl ]
W»mﬂmbnpn@bwi -6-gthonyr4-triflyoramehihphemipyegolphl Sl prrmidine-3-
&3 [chﬁféﬂiyl-&hylﬁﬂfaﬁwyl)—phenyl] -amide;

(Q W&o
%s%xl hg H?W%’Z‘Pb%ﬂwﬂﬁlﬁ%?ﬂ%y%}ﬁmmc

Zlcﬁxq!-@mhr,ﬂwﬁﬂaﬁléyltpheﬁylm-aﬂﬂﬂmt hyl - phenyl ) - pyrazol o [

]7'3]5{@%’?&%4% “ﬁu&r%H% eh’ 1) 010[1 S Cil]pyrumdme-?) -carboxylic

mﬂ;{&dbﬁdmd@lfﬂlvﬁwﬁlfumﬂ Eﬂil}’l}aphéﬂyl) pyrazol o[

[ Sﬂz.@l%grﬁéﬂz 51 AP ifR Ioﬁ(%}?ﬁ:ﬂfﬂ%ﬁeﬁg/lﬁgﬁéﬂﬂo[lyﬁ E)t d{url]eil Zl'B carboxyhc
a@pigl|{3- 1%(%‘@)’ Eﬂlbﬂe\,'s phégwlirgndei a | in
acpmhamwst@ @Mﬁbmthw%h&ym az!oﬁ)[ffs-dlpfrﬁﬂﬂlﬂewbarboxyhc

[anqg he‘,’R%ﬁ?ﬁg R5 and re a ef i l(r!}'ed |1£8ﬁ?|,ﬂa ]%P%n .
rOIﬂMmfrem&hﬁmm—mﬂiﬁﬁﬁuétﬁyhlﬂzeﬁﬁb-@waMO[fl;imjpt;d'imngn@&ﬂarboxyﬁc
Ia% S& h &roxy— 1-hydroxymethyl-1-methyl-ethylsulfamoyl)-phenyl]-amide;

7-Trifluoromethyl-5- (4—tr1ﬂuoromethyl-phenyl)-pyrazolo[1 5-a]pyrimidine-3-carboxylic
acid (2-methyl-5-sulfamoyl-phenyl)-amide;

7—D1ﬂuoromethyl—5—(4—tr1ﬂuoromethy1—phenyl)-pyrazolo[1 5-a]pyrimidine-3-carboxylic
acid (2-methyl-5-sulfamoyl-phenyl)-amide;

7-Trifluoromethyl-5-(4-triftuoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid (2-chloro-5-sulfamoyl-phenyl)-amide;

7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic

acid (2—chloro-5~31ﬂfamoy1-pheny1)—hnﬁde;
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7-Trifluoronethyl-5-(4-trifluoronethyl-phen)l)-pyrazol

o[ 1, 5-a] pyri m di ne- 3-carboxylic add

V8> tuemeptusl | ne- 4- sul fonyl) - phenyl ] - am de; PCT/EP2005/006302
7-Di fluoronmet hyl -5-(4-trifluoronethyl-phen)l)-pyrazolo

[ 1,5-a]pyrimdine-3-carboxylic add

[ 3- (nor phol i ne- 4-sul fonyl ) - phenyl ] -am de;

5 flﬂi@ﬁé@étﬂylﬁﬁﬁlﬂﬂiﬂhb%nﬁié 1{&5&!}%@%&@5@%@5 -38daR¥oxylic

BT A by ﬁmﬁwxhsxbyls‘gmw-phmm—mde,
-mlﬂuamhﬁ:ﬂiyl-ﬁﬁewﬂl)oﬁnie Wg@fﬂ%ﬂb fLWﬁ]@?ﬂirﬁﬂme—?’-carboxyhc
gl) -phenyl}-amide;

i 1AL thﬁf%@r%%@ Shieuling

7=1D¢fﬁiom¢§hﬂt5h§ﬂ-uﬂu©ﬂnmh)ﬂapﬂ1emﬂl piridolot,Badgyniphidink Srgakboxylic

;aa 5%9 Ohiicbly- 51 8k Bbiale K@%&z&@a &sh%nﬁﬂ gmide;
=i u@qp@]ahy g—(ﬂr@pﬂw}mme lmggfpy@gqlgg S—a]pyrmndme—S-carboxyhc
fGd {fﬁﬁ?ﬁgﬁéﬁoﬁ ) BAPmethy 9e amoyl)-z-meth 1-phenyl

Dl

f e CURTIRO I o %_% oiof1 ﬂ;%%’ﬂu‘i'é 0. o

deid [A- (Eﬁh}ﬂe}hyﬁmﬁﬂweihy&mfﬁﬂo 1)- hen yi]-amide;

a']T%'%lﬂ mny:ﬁ}yé 33@!6%?5%%%6@1 R%?[H%%Y?a%folﬁf l‘, aﬁ%mmgme— -daraboxyhc
@1 (WWmMWSMOﬂbMIJJmm de; 5

BBy 2R L Ll D5 Ao Rt 5

(1 )(%é’lwm‘? Qpesvlsuk%pm) -phesyl]tamideri de;
5(4-&1:1&4%&? Lﬂyﬁy bichdol {5 AR I ic dd {3- étﬂ’f%ﬂxﬁﬁtﬁﬁényl)

razolo [ 1,5-a] pyrini di ne- 3- carboxylic acid

E’rmr phol i ne- 4-sul fonyl ) - phenyl ] -am de; and
5(4-3"nﬂﬁmmeﬂfﬂ “phériyl) s SoRi] 1191 a] PRBREdInk-3-carboxylic acid (3-
ggftrlfluor (Peyl pyrazolo [ 1,5-a] pyrimdine-3 io

3 ea—chm@pbd:nyﬂel ihethyl-ppraydl) [ihalpytihidin-Sesrbaylic Btid (3- -

Ia | in accordance with claim3
's\%l gﬂ%ﬁ%ﬁ pyrrolldl ne and R, R2, R4, R5 and

%E%Chbrm‘ﬁhemﬁoﬁ -methyl-pimedol I@alpmdsmﬁ@@hm a¢id r[?rrma
H &&Y@Pm&%ﬂiﬂsﬁﬁaxﬁbﬁj g},‘.}%% \églgl??i@l n said conpound

*ected from't he rou
Y

L MUY ST I U U R S

sﬁlf:{.m& ylphay)-smidledi ne- 3- car boxyl ic acid

23

30

stk GERbl-Bhe dpﬁeﬁb}r@g‘%f oot b '{%\%%Tcagl%xyﬁc acid (3-sulfamoyl-

phyndramide] , 5- a] pyri m di ne- 3- car boxyl ic acid

LRGS0 bkl b bR S s pe sy
hymdk@n{eﬂwl gﬂqﬂsplﬁamwlblpmmam@ boxylic acid

SL(% éﬂ)ﬂfotﬁﬂehﬁ%%%ﬁil%ﬁ%aw[?’? %ﬁ“ﬁo@ r %?rr%? °6‘§$ azol
Blfafﬂ

oyl-g ?5’9’ r#idene- 3- carboxylic acid
[3-(pyrrolidine-1-sul fonyl)-phenyl]-amn de;
5- (4- Chl or o- phenyl )-7-trifluoronethyl -pyrazol o[ 1, 5-a] p
yrim di ne-3-carboxylic acid [3-
((S)-2-hydroxyneth) !l -pyrrolidine-I|-sul fonyl)-phenyl]-a
m de; and
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36

5- (4- Cnl or o- phenyl ) - 7-cycl opr opyl - pyrazol o[ 1, 5-a] pyri m
i di ne-3-carboxylic acid [3-((S) 25
2- hydr oxynet hyl - pyrrol i di ne-1-sul fonyl)-phenyl ] -am de.

Wb 208s/papgess for the preparation of a conpowedseiosmossoz
formula | according to claiml1 as defined in claiml

sai d process conprising the sbgp of reacting a :
conpound of formula M R4 ="~ " NR NHO( / RZ 30

4
y?‘?&%&%&ﬁﬁéﬁéﬁﬁ%‘%ﬁ*EJ?W%&“‘@E?%% goe iz o-

fiomed-}-dimstiyi-sthylsulfamaybrehienyl{ #mideynpound of formul a
o s ! ) > )
ok e RS
fﬁlﬁ‘%?ﬂ?ﬂi‘ﬁ’@ghﬁmﬁ%par ed according to claim114. 16. A
mh@t@%_@ﬁﬁi:?ﬁﬁl}ﬁ@ﬂ]ﬁ@ﬁi lpyl&azwf[ u,gl@pmiiginfeamtﬂmmﬂh ic acid [3-(2-

ccorai 0.4 0 | £ 0 or e
%@Wéﬁﬂ?}g’ﬁmbﬁmﬁ%@%ﬁ&ﬂ@ﬁﬁh@]’gméﬁieéease or condition
isA(4viibloto-piBiny e -grclopuaptyl-pyrazabd [3yp s pyriviime Gr carlgoxylic acid (3-tert-
' ' ] h tical iti
RS e R e he prevention or the,
trdeChiorplmybdoacloprapybpyrespld hbw P ipiding g epoxylic acid [3-(1-
Ay ey e AR e R e eror
Sl chlpzo- v Grbropyl PYFRRlol S BT aﬁ%&l&a&d 15-(2-
fh? | d-'q’ll- -t h e @2)‘2_ Y?Eh@#YHLfﬁd# tof o |
1_n I n C. ounds, Vi e W .NQ 4.T OLNMULAE: s
S et P PR e o St raf P BHdine s b
eifl (3 fshfonapphényyl))arhidé4- net hyl phenyl ) - N-

- (4- i | f - . e .
Y —
5843 (> dydeomp i iynetty}-gthglsalfamoy))-phenyl)-ainides

i L K A _ : . .
T
Aciddp et om it Phomal-weidsi At neny | ) - N

[FRefdopiepybsolthinhérehiiighyphdiiepyidolo] 1,5-a] pyrimidine-3-carboxylic

acid [5-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-2-methyl-phenyl]-amide.

10. The compound of formula I in accordance with claim 3 wherein R’ is 4-
morpholinyl and R, R% R%, R® and p are as defined in claim 3.

11. The compound of formula I in accordance with claim 10 wherein said

compound is selected from the group consisting of:

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic

acid [3-(morpholine-4-sulfonyl)-phenyl}-amide;

7-Diflucromethyl-5-(4-trifluoromethyi-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic

- acid [3-{morpholine-4-sulfonyl)-phenyl]-amide; - ‘

5-(4-Chloro-phenyl)-7-diftuoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid [3-
{morpholine-4-sulfonyl)-phenyl}-amide;
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo[1,5-apyrimidine-3-carboxylic acid [3-
(morpholine-4-sulfonyl)-phenyl]-amide;
7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolo[1,5-a}pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;5-(4-Chloro-3-methyl- -
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for the manufacture of a medi canent for the treatnent
or prevention of a disease or condition in which
n3d uR2 activation plays a role or is inplicated. 19.

WS20d583agc0ording to claim18 for the treat"@gigﬁﬂﬂég%mu

prevention of acute and/or chronic neurol og
di sorders conprising psychosis, schizophrenia,
Al zhei ner*s di sease, cogni ti%Pe di sorders nmenory

% g:{y I—'}—%rifﬁJ%goxg‘laﬂxﬁpgyi‘azolo[1,5-&]pyrimidine—3—carboxylic acid [3-(morpholine-
4-sulfonyl)-phenyl|-amide; '
5-(3,4-Dichloro-phenyl)-7-difluoromethyl-pyrazolo[1,5-a} pyrimidine-3-carboxylic acid
[3-(morpholine-4-sulfonyl)~phenyl]-amide;
5-(3,4-Dichloro-phenyl)-7-trifftuoromethyl-pyrazolo{ 1,5-a] pyrimidine-3-carboxylic acid
[3-(morpholine-4-sulfonyl)-phenyl]-amide;
5~(3-Methyl-4-trifluoromethyl-phenyl)-7-trifluoromethyl-pyrazolof1,5-a] pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl}-amide; and
5-(3—Ethoxy—4—triﬂuoromethy1—phenyl)—7—triﬂu0rometﬁyl—pyrazolo[1,5—a] pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;

12. The compound of formula I in accordance with claim 3 wherein R%is
pyrrolidine and R', R?, R%, R® and p are as defined in claim 3.

13. The compound of formuta I in accordance with claim 12 wherein said
compound is selected from the group consisting of: '

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid [3-(pyrrolidine-1-sulfonyl)-phenyl] -amide;5-(4-Chloro-phenyl)-7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid [3-(pyrrolidine-1-sulfonyl)-phenyl]-amide;
7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolo[1,5-alpyrimidine-3-

| carboxylic acid [3-(pyrrolidine-1-sulfonyl)-phenyl]-amide;
- 5-(4-Chloro-3-methyl-phenyl)-7-triflucromethyl-pyrazolo[1,5-a]pyrimidine-3-

carboxylic acid [3-(pyrrolidine-1-sulfonyl)-phenyl]-amide;
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a}pyrimidine-3-carboxylic acid [3-
((S)-2-hydroxymethyl-pyrrolidine-i-sulfonyl)-phenyl-amide; and
5-(4-Chloro-phenyl}-7-cyclopropyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid [3-((S)-
2-hydroxymethyl-pyrrolidine-1-sulfonyl)-phenyl] -amide.

14. A process for the preparation of a compound of formula I according to claim 1 as

defined in claim 1
said process comprising the step of reacting a compound of formula VI

R4
NN 1 (VD)
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with a compound of formula VII
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wherein R1, R2, R3, R4, RS and p are as defined in claim 1;
to obtain the compound of formula I, and if desired converting the compound of
formula I into its pharmaceutically acceptable addition salt.

15, A compound prepared according to claim 14.

16. ~ A pharmaceutical composition containing a compound according to any one of claims 1
to 13 for the prevention or the treatment of a disease or condition in which mGluR2 activation
plays a role or is implicated.

- 17 The pharmaceutical composition according to claim 16 wherein the prevention or the
treatment of acute and/or chronic neurological disorders such as psychosis, schizophrenia,
Alzheimer's disease, cognitive disorders, memory deficits and glioma.

18.  The use of the compound of formula I according to any one of claims 1 to 13,
including the compounds having the following formulae:

. pyrazolo [1,5-a]pyrimidine-3-carboxamide, 7-(difluoromethyl)-5-(4-methylphenyl)-N-
[3-(4-morpholinylsulfonyl)phenyl];

pyrazolo[l,5-ajpyrimidine-3-carboxamide, 7-(diflucromethyl)-N-[3-(4-
morphonlinylsulfonyl)phenylj-5-phenyl]; and

pyrazolo{ 1,5-a]pyrimidine-3-carboxamide, 7-(difluoromethyl)-5-(4-methoxyphenyl)-N-
[3-(4-morpholinylsulphonyl)phenyl};

for the manufacture of a medicament for the treatment or prevention of a disease or
condition in which mGluR2 activation plays a role or is implicated.

19.  The use according to claim 18 for the treatment and/or prevention of acute and/or
chronic neurological disorders comprising psychosis, schizophrenia, Alzheimer's disease,

cognitive disorders memory deficits and glioma.




