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Pyrrazol o-pyri m di ne derivatives The present invention

relates to pyrrazol o-pyrimdine derivatives, a process
woanostikgr3sanuf act ure thereof, their use for treariERrgo6/006302

preventing netabotropic glutamte receptors nedi ated

di sorders, their use for the preparation of

nmedi canents for treating such disorders and

phar maceuti cal conpositions containing them In

particular, the present invention relates to

pyrrazol o-pyri m di ne derivatives of the genera

formula | wherein pis 0 or 1; RL and R2 can

i ndependently from each ot her, be H,. hal ogen; | ower
al kyl optionally éﬂﬁ@ﬁ@k&kﬁ&gﬂg¥ﬁ¥£%%¥@§§koxy; | ower

al koxy optionally substituted by one or nore hal ogen;

or CF; R3 is |lower_alkyl; hydroxy-lawer, al kyl: or
NR&Fts; Prreenbingerrion islates de B}é%%ﬂ‘t?ﬁ%’é‘ﬁ@% derfvafng Prsess for the
mE IR FORSTest, kg @ forHreatiager pedviaytingaptiabotabpiy glutamate

substituted, by one or. nor dr - . :
resiy e N bIAG oG RO Pr NP Bt U ERCRHEL R Waring
such dspeledentd phasmhactiea chmposiHony cangaipingahea)

cycl oal kyl; aryl; heteroaryl; or Ra and R may form an

opt;i . s ' : Aty £A1 QBN € Hérbvatives of

ri nfél oéag%éel%{ﬁ’e{rm% %Stﬁhl% ﬁgerﬁ}o?rrglg‘én atomto 4 ich they are
thagerarhiddrmadlails H, O, |ower al koxy, cydoal kyl or

strai ght |ower alkyl which is optionglly substituted

by one or nore F;, R5 is H halogen gt |ower alkyl; as

wel | as pharmaceutically accepgtabl e/salts thereof,

with the exception of the cotfpouprds\Ravi ng t he

foll owi ng formnul ae: pyr
[1,5-a] pyiimdine-3-carb 48]
7-(di fluoronethyl)-5-(4-/met Ryl phenyl ) N 1
[ 3- (4~nor phol i nyl sul fBmY| ) rhenyl ] ; —R ,
[1,5- a]lqﬁwsi_no;(dj}ng xam' de, 7-(di gr onet hyl ) - N-
[3- (4- ngy phonlThylsul #onyl ) phenyl | -ph:ﬂyl] . and

RS
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 NRCRY,
wherein R® and RY 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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pyrazol o [|,5-a] pyri m di ne- 3-car boxam de,
7-(difluoronethyl)-5-(4-mnmethoxyphenyl)-N
w2e425m8 phol i nyl sul phonyl ) phenyl ]. The thr eePCT/EP2005/006302
conmpounds di scl aimed fromthe scope for formula | are
known from chem cal |ibraries.2 Said three conpounds
were never disclosed in relation with nmetabotropic
RY| ULSHPCE 16vegaliony,yclbilkjlas seaight losiengkyl vidéenisfoptingally
that the caggounds of g_eneral formula | are
met ABBERBISAOY QRECLMNE ™ ecept or ant agoni sts. Conpounds
RO fiPHDHAlagdn éiileweti dkyl;ngui shed by val uabl e therapeutic
properties. In, g@f centglal nglrxvo(gﬁs system (CNS) the
ay velhanpRasmarevsically acrenteble spte DeTFOl o by the i nteracti on

w‘i’t_fhttﬁe BRepabA aﬂﬁmc?muﬁwmg the ﬁélmpvéngjforhyala: neur on,
W neyr or ec r..L- aci S
oo S SRR s Pk BBl he g TEbepighem--
[ﬁ(@.rﬂl&ipﬁ@hn ﬁﬂﬁm'?npﬁedyf]f gg nun‘oert oft phylsi ol ogi caIt

rocesses e, gl ut amat e- dependent st | I ors
B L o G D e G
xﬁcls}bganllhitlﬂmﬁwopmm]@lphagl]¢?wnelt ﬁ The net abot r opi ¢

ut anate recepj,or u rmat he s N
pavea0Iol o rBTB I BspmRgRpiie Ry g S- (Rhdtifeny N
[ﬁ(grﬁﬁl@haﬁﬁﬁmbﬁ&qﬂ)?ﬁemprs. At present, eight

differént nenmbers of these nmd uR are known and of

t hese spne even hav ub- t.ypes., On _th '

str Jﬁ'{edﬁ%ﬂe CBH’PQHB?%‘&%&“W@ i fhie SsoRe ﬁ?ﬁ%@%géeé{ﬁl opp from
RymidAEsbEried. Ssidahre abmpoehdiedre heeer disdlosérbindiefation avith
affinity to | ow nol ecul ar wei ght chem cal conpounds,
petalQITRRIG BtAUE FECEPOT o be sub- di vi ded into three
sub-groups: nmd uR and nd uR5 belong to groua;ﬁ I,

3 yRRasdepristhgliRBednefbandthad thercupoundanfigeneral fRymula I are

md uR6, .M uR7 and md uR8 bel o | ished
LS P AP BB o SR bbby LA
H§valiRblelthedpelt piopettitar the treatnent or prevention
of acute and/or chronic neurol ogical disorders such a

S
psyahaké sentsad héemmopdwysteire( CN$)zhe trmmi_gsiqm obsiyauli takes place by the
icfegag:{titgb?é)z agllﬁgfogé r?:it?é?dwﬁ'i‘éﬁ%rs%nfj&{t' arieutdAl&¥ith a neuroreceptor.

itions in this connec¢tion are

restrict ed_ brain function caused by b%/‘ﬁ_ass op! rati&‘:ﬁ]z}NS lavs
or th-ghuashisrecid, thegaest spmasrpnly peAupripgneyfatigpsppiiter , play:

LQitkal P14 SargeRatbet BF H‘i}'}sﬁﬂodgiw pfodesses: The ghitimypate-dependent

SO SSRGS b Gt ot Torms ligand-

Jdubioll B i anaéle The meahwtopipgiutanaie escaptosc(meGhly) form the second
ALS), dementia caus A R TRTTAREES tors.
OB R Er 4P K en YR HI R oupled recptors
caused by nedi caments as well as conditions which | éﬁd
o ohtpraamt sight Citbrentapernbete of (s IGUIh oG, ar) ghge some
SBARTTe subOFYLY. InAhE badll &F sﬁ‘u@tgmraltﬁa_tdiﬁétyrsl theahifférestiafiyences on the
sr;@?h%pl:s ggse%gyéq%r :qgegébg?i?clzsaatng tﬁe gll elt'eln? Qfﬁn%ry%(l) flw-molecular weight
chemical compounds, these eight receptors can be sub-divided into three sub-groups:
mGluR1 and mGluR5 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.
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depressions and glioma since nd uR2 antagoni sts have
been found to reduce cell proliferation in human

wghomassel | s (J. Neurochem WMarch 2003, 84(6) PCT/EP2005/006302
1288-95). (bjects of the present invention are
conpounds of fornula I and tlgelr phar maceutical |y
accept abl e salts per se and as pharmaceutically active

tanc e‘?al'l?le 58516?%‘5’8 {%ﬁ;{%ﬁm{?@e GEHBRLFbRAPRACESh éaused

nvention and_their
by Bmdvﬁlber@mnsas tmalsplarets poheblood supply tethedupipumpingal poyd injuries,

corda t
heag B feor ol e z?f‘%ﬁw&é@ e aAahyplglfesens Further
treatable m@sngqns |ar,ee¢1ryomf: @p e mlgddgptl%gtogp cl&(a:f:? 8%8?
latéﬁfjég NEALS), HithenARBRIEAy AIDS, Qg‘(&ﬂ;ﬂrlds, réinopdthy 1&19pat%1c

pa&f&;@p&gsgf ]trgﬂq o ‘P]‘é}?‘g Ic%tésgésd e g.}cxz}glggfﬁr% gzeﬁ ? mﬁt?&ﬁrvﬁnch lead
to Quyaeite dRfiCieny aaitRMs,aach ﬁd‘teg lnhiksele sPasmsp p@@rutl,ﬁgytsnmsgrame,

dd to the val ue .of
uripAryABS AR HRTEN HBHAF ﬂ%‘lg‘&k, ﬁe fagés dla(rit)&g)l 3tr] %tzﬁégﬂhg%%smem
deprcasicapomnd gliontarsinconGInR2 Thiagomists heveleenlfawnd o rafuss Ctll)
prelﬂgrgﬁpn i i‘xu;ngﬁ |gﬁ§£§g QURYT. Neuk SHEH. MdrcRIO0Y, di(8Y 12688-DBE

I'nc t he conpounds having 't he
foll ow ng fornmul ae:

py Qh)gqts){)lf thg prgseRtinyenEPR arexompayingds of @émula I and their

g{u tltl REdable S'a}i]sc ﬁél-slﬁgﬁh@ ¥ ﬂli‘ﬁﬁwcéuti\da]ly active substances, their
ul 1.0N

mwfgigeo{qe g:latr!gfn% ?)?Wfi PRALO %1 S é‘%‘ﬁl din ’accoadance with the invention and
théir pebiduction, Qﬁ&feﬂyﬂs jhehisg 8f t(né compounds in accordance with the invention in

th?;g,‘?‘ﬁ}%w{, I[pP Vet u%n]é) o Mngsgcg afét%g%ﬁﬁﬁ}ied kind 24, respectively, for

yr m di ne- 3- car boxa
the fdﬂufchumbﬁcmtdspbl)dlﬁg(m isemiBBiey phenyl ) - N-
[3 (4 nor phol i nyl sul phonyl ) phenyl]; as well as

Sl dundl bY foRmERAER hRo Bab&l intferaof thefr(}fro(ﬂﬂmgs Examples

trea ment® or prevention

ara&sﬁerérﬁmmc&qg}wplmge %erﬁﬂcoaaxglqseﬁ&ers, O]gcéerfcfé cont'xwéates and the
Tike! ’Eﬂéjﬁds dPigsGhaycIdrts wdt@f theiesartentrpoutudy astygntages in

e stated t he fol
abé?ré’@é’ﬁt phezapRrelRétss i, digteth uﬁgng g ?? orﬁé)e%e\ll/)garllﬁ |h(ne t he

follo
silhg px@ﬁp%eﬂ é{gﬂ re}?te%tpath% Hse do %(éérg{)glgﬁﬁ&gﬁggglﬁ I gﬁcordmg to the
inV&fticHy ﬁ&lddlﬁ@';hl’ cbmpzunwlmvmme fdlowingfaspaddey with 1
carhon .a

p}}rg@l@[ﬂ)ﬁ pyrlgﬁ&?rs 3- ciar qu}{?%sidﬁt @mj}thorgﬁgwgi)—ﬁe T nzlphenyl) -N-
eggens(gi o]lclbﬁ{f%@ll kriylienot gsf a lower alkyl residue in
e
p}trw lo i l-alp Y midigs:3- Welg‘?%}'{gd ? {J(P t'h%orpr eﬁgﬂ@g_?_%eene,

m ];'J‘HHH ?lsﬁlffon)*ﬂ)ﬁﬂéﬂyl}ﬁlph&ﬁyl J;ainkdyl " residues include
ha

h
p)gamlgﬂaﬁm]pyilm% t%lpaiﬁar qz ﬁ%&oﬁg ﬁﬂ{ﬁe ethoxyphenyl) -N-
[%nigg%iﬁholﬁ?l‘sﬁhﬂ@nﬂt)p}wngm chal n or branched

as well as pharmaceutlcally 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 alkyl" 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.
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hydr ocarbon residues with 2 to 7 carbon atons,

preferably with 2 to 4 carbon atons, such as ethenyl
wono@riepsayl . The term "l ower al koxy" denotes aCIT/@REN05/006302

al kyl residue in the sense of the foregoing definition

bound via an oxygen atom Exgnples of "lower al koxy"

resi dues i ncl ude nethoxy ethoxy i sopropoxy and the

. kg l o &‘«%ﬁ? WsRhelhY tiRNRn&Y of the
TR P ﬁ“gsﬂg’i
for& déﬁr;%n cappEsSENOBE, MO,etilger;g: <§1rr Oxégqgur o u&efﬁ%ﬁy one.

gl% 8t 'Ihﬁ o?c&-lgvovﬁrl a’llﬁ@' PéquH@sl inél18@methanslnethefiolrpeopanol, 2-

st one ring is aromatic in
prcrpihu} é-prﬁpafOérlrledalml?P &Pedai? is phenyl. The term

"heteroaryl” refers to an aromatic 5- or 6-nmenbered
M e GOR '%@érrlﬂkeﬂﬁle d@ﬁotﬁmtﬁalglﬁtcﬁammrmmd sosataratedom

ni trogen, hur toms, such
hyd,racgqb@arrwl Egﬁ‘ﬂtg’g,l lfeﬁa e{b A 1:19. &gg:%ﬂ)eog atoms, suc

as&&h@ﬂylhﬁ‘ e(;pz@;zyl groups are pyr| d| nyI pyra2| nyI
pyrim d| nyl or pyridazinyl. The term "hal ogen”

n% %es t1I e ral?o%:y" GEAQRES IoweP E’s@dﬁiﬁﬂ th@ﬂin@@of t]ﬁb oregoing
8ar'K means a cyc }( ou cogt 19e

deﬁnitrmn]ﬂ)unfj Wmfaequawggn gomy Egamap] .eb %%,Lk x‘Q ues it

mec%&lﬁg Qg{bg%l i%op‘lg‘%%xggﬂa)fhe liley eaapley bf lGWelcglbcb)ql'sabyltuteﬂIW one or

C d he rocy ic ring" denotes a
mbueﬂ@lqgequheder%%é'tﬁ %‘PFl ng nenber s
rising at | east one car d
oo et e’ epresents 2achip BB GO RGL Sarp o R oAl

HFV'{%&I 8ns &) S5t 68 mior@skY ribkoin viich ittdeastewm migi§ ar¢mmatic in
ers e| ng carbon_ atqns. Exanples of 5 or 6
natesecPreéeyeadiaEyligronp SREFBHe but are not limited to

IH-tetrazoI e; 2Htetrazole; 1,2,3- and 1, 24-triazole;
IR w'heR?zﬁro'él "Befels & atr arothafic 8- omf-nienthesed ring containing one

th|a|a2|ne i ne; - or
oranm}mﬁ@‘patﬁms selggte(g gppbplltr&gﬁ&loxy%_en pdlr 6u1:pﬁh9@r rred are those

hé%ér% gmu?sn s Sl SER ARG tebgenl Epatnples ofthunly hetoroaryl groups are

Substltuent%}}g such 5 or 6 nmenbered
p)trmueYlonréZmﬁ IPWngldPW PLEE A ™Yare not linited to hal o,

am no, nitro, cyano, hydroxy, hydroxy-|ower alkyl,
O\/\%{}e AkOLN gl eRibradek Buytine, eiilvring) rpmind wkioditteky | ;
and preferably | ower al kyI or CF .The term

phar maceut | aI I accept a dit 6
b erda T Per A O RiegRIEHbhb Bl 3 {PIADRAbEbly 3 to
ABSE atoE)ﬁSe §L?c‘hra§ @y&@é’f@?ﬂn dﬁldﬁut;ﬂl@c]opmﬁylk oroxyrclah@wi hose
corrpoun S wher el n: or 1; R1 and R2 are

Iq 2? g‘gg ?p?gqn %{)\% psrgérg %rgg Bﬁ{eger:c]aftf:l?cyerng%r; g JtQ ggt%tdc?&cqug‘havmg 5
oftb %%Xner}ﬂ%@?{:orﬁbﬁﬁﬁg’ atdpist onatdrpors a'tmm ast mngmlem%)ebﬁgl optionally 1,
2 or 3 additional heteroatom(s) ring members selected from N, O or S, the remaining
ring members being carbon atoms. Examples of 5 or 6 heterocyclic ring include but are
not limited to 1H-tetrazole; 2H-tetrazole; 1,2,3- and 1,24-triazole; imidazole; pyrrole;
1,2,3-, 1,3,4- or 1,2,5- thiadiazine; 1 ,4-oxazine; 1,2- or 1,4-thiazine; 4-morpholinyl; 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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or nore halogen; or CF; R3 is selected fromthe group
consi sting of |ower al kyl; hydroxy-Ilower al kyl; NRaRb,
wohersasr3®Ra and Rb are i ndependently sel ected PCOMPRINE/006302
group consisting of: H |ower alkyl optionally
substituted by one or nore hydroxy, fluoro,
cycl oal kyl , aryl, heteroaryl or NRcRd wherein Rc and
0 nyaak Werived from
cy TPe g ‘jﬁﬁ?‘ﬂgﬁ%ﬂhhﬁ@?&o R e
an\indrgamhernrganmg:etdta't $B-t 0. \Nhl ch they are attached form
a 4- nor phol i nyl; 1-pyrrolidinyl or 1-piperazinyl
ourndé@hesdiy |
0, oo PR ORNondhc B cibforkaimhentiey
|31sH)ohb;I ogen or lower alkyl. Oher preferred

POy R it e g

of oigtioGhlly dubstitGred byNewger akagyslawekeRpption

R5 and Jned above. O her preferred
?ﬁ%g"a‘!ﬂge heqﬁ"i\/enu on are those corrpounds \Aa/gg' ?\h{]’
R3R3 i$ &lécmnﬁ'romltke/groupndnﬂlmgﬂflowalkl?@é FHEXY loyyes R’,

d ef}%}%%& ra%ld are 1%degegﬁex?ﬂ§asgﬁkt%d g ﬁﬁlgll‘ &Yii &hsisting of:

co
7 DifIlH;romethyI 5-(4-trifluoronethyl -phenyl)-pyrazol o

o a] {Hqggﬁ Pnadﬁ% %X’Jea% gﬁk dr more hydroxy, fluoro, cycloalkyl,

(3 mat
7-Tr | f Iauﬁc héfeiday;ﬂ oSN(RﬁR%IwhérbmdiC@néﬂnare l@ﬂél?ﬁ}lld}?nﬁé)w‘%?ﬂﬂd from

(o] I ﬁﬂﬂ éil m di.ne- 3- car boxylic acid

(3- net had VW& phenyl )-am de; 5- (4-Chl oro-phenyl)
- 7-tri féydlealiyet hyl - pyrazol o

[1, 5-4a] rlmdlneSCarboxyllc acid (3-

nmet han P f onyl - phenyl ) - am de;

5-(3, 4- Kat@ﬂ@hﬁylo phenyl ) - 7-di fI uor onet hyl - pyrazol o[ | , 5-
al pyrim car

(3- et hef ﬁ9$3€ﬂéﬂ9‘f She r],ﬁr%%en atom 6‘0 wlhlch th%%rﬁ >:;1ttflched form
-trifl umgﬁ&tphylm yI-pyedlidihyl-oa lmlpemszlrgouP,car boxyl iC

cid t hange uI fo
“% gsﬂ-{ l%qqgﬂ@lpnlﬁr siga gﬁﬁ’@{éﬁg@[/ w)zly?hn*s olrog?m}i %lbftl uted ] )YI 3ne or
- PYEREQEO[ |, 5-a] pyri m di ne- 3-
R®  is H; halogen or lower alkyl.

. . . pl 2
Other preferred compounds of the invention are those wherein R* and R” are

independently selected from the group consisting of H, Cl, Me, CFs, MeO, EtO and

CF;CH,0- and R®, R* R’ and p are as defined above.

. . . 3.
Other preferred compounds of the invention are those compounds wherein R” is

lower alkyl; and R, R, R% 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 -Triﬂuoromethyl—S—(4-triﬂuoromethy1-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid (3-methanesulfonyl-phenyl)-amide; '
5—(4—Chloro-phenyl)-7-triﬂuoromethy1—pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (3-
methanesulfonyl-phenyl)-amide;
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carboxylic acid (3-nethanesul fonyl - phenyl ) -am de;
5-(3-Metiiyl-4-trifluoronethyl-phenyl)-7-trifluoroneth

we@he@yirziael o[ | , 5-a] pyri m di ne-3- carboxyl i c acPdT/EP2005/006302
(3- met hanesul f onyl - phenyl ) - am de;

5-(3-Ethoxy-4-trifluoronethyl.phenyl)-7-1iifluoromnethy
pyr azol o[I 5-a] pyriinidi ne- % carboxylic acid

GRS SR i s st
31§ethaﬂe3hlfbhy15plmi1}dytannda;h ne- 3- carboxylic acid

s BR3P A D Bt st opic i
(34m3ﬂ1ﬁn¢sﬁ1lfdﬂylgﬂ‘ehﬁy4apyd@zoI of o
r-piirebE o oRm GRRDY ol homi prisolgt alpripiaine =

caf Rc&l&(?o-&méthmmdfcmyhpkqn)ylﬂamldﬁl uor oret hyl - phenyl ]

gh&éﬁ b’iﬂ}}squw%%[)ﬁgw) 5r§ﬂl%)% &%ﬁ%}l lp?ra?&lofil 5-a]pyrimidine-3-

ca'ris HER @ (®-ngeth@ichyifonyhphary))-atnidief | uor onet hyl - pyrazol o

E ldxg_ al %rglgt{lﬁqgls‘%%h bﬁgar B?%érﬁi%hgoé%ﬁ{e%yl-pyrazolo[1,5-a]pyrimidine-3-
ca?o&%haar(&qﬂethme@m foaiybplédyl ydmideny| ) -

7- Déﬁ&gpgje(gl%' oy #—M %%éﬁl 3 rﬂeﬁm?%@%nyﬂnp%aggloﬁ 53 B)‘Hﬁﬁdme 3-
carb ;?héihlfiaqs %émﬁésmm@nphhwn)-mm;él ) - 7- di f | uor or net hyl
azol Q a [g10]0).4
5 ig(%t%gﬂég%or%&&)ﬁg 5018?H1glgphen ﬁ i ﬁlﬂ\forgmemyl-
%ai&l& 1U51£ h{minef.s- éa’ibé)&ylie a€id 43-ntdthanesuléomyl-phenyl pamire
Hyr aZO| )grﬁ ?352%,% dIp?e%a%y&é&ﬂfuﬂometh%fbﬂenyl -pyrazolo[1,5-
?yﬁl?hlcﬁikgr Qarﬂoiy'hb E&l&@S-‘ﬁi&lﬁJﬁékulﬁhﬁhphényUamldet uor onet hy

5-((3— ARy rangihod dﬁyp%l;ﬁ%a{lgr%ﬁﬁﬂa ary?'gzx of Il% a%pynmldlne 3-

c1§5&>2:'élaﬁﬁr(9 rﬂethﬁhé‘s{llf&{ AR ﬂﬁkﬁfﬁ’-l(3~FH1dr6-l4f-ﬂrLfblomIatthyl-

PIQSLY r?—filgﬂ&wm 5 %})/'%; i?—e]}g}mla ne—§ rboxy?hc acid (3-sulfamoyl-

)f Mfgeonet hyl - 5- (4 trifluoronet hoxy- phenyl ) - pyrazol
ﬁoyrl m di ne- 3- _car,bo

5((3‘®ldomﬁé§ﬂu¢r@nwth)éw@ﬁw) gﬁha%mme'tgyl pyrazolo[1,5-a]pyrimidine-3-
cf}b{nﬁyllg fakid! %9&1&%&9}%@%@&1 )-afnidsi f | uor onet hyl - pyrazo

i @rlm di ne- car lic amsi

7{D3iflret g]u‘.’p—{@-lﬂyprqjﬁ-éﬁ qu)rong#x é)henyl pyrazolo[1,5- a]pyrlmldlne -3-
carbf)&}l% “2Bd dq?JUIQEtglaH ﬁg@fﬁ})l %eﬁﬂb—fahﬁ@é onet hyl - pyrazol o[ |,

oxyl'ic acjd
5((3—®1dbtmﬁggﬂubmmth)§ﬁ:é\q9}r )-Jatmﬂal@romethyl -pyrazolo[1,5- a]pyr1m1d1ne—3-

c?rbé g&gfdo(gpﬁgﬂﬁhésu%f?éﬂ ?]-'aéilé& pyrim di ne- 3- car boxy
SE(S(Eluifrra-tt-Ituﬂuwmiﬁ;eM?%b ijﬁrlﬁypmﬁf?rpﬁaéﬂlﬂ}ﬁ -Hpgiddine-3-

car%oxﬁ{cba s é lﬁleﬁﬁhgsuifgnyl 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- carboxyhc acid
(3-methanesulfonyl-phenyl)-amide;
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nmet hanesul f onyl - phenyl ) -am de;

5- (4- Chl or o- phenyl ) - 7- net hyl - pyrazol o[ | , 5-a] pyri m di ne
wolewsanbssyl i ¢ acid (3- met hanesul fonyl - phenyl PCTaRR@S/006302

7-Met hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo[l,5-a]p

yrim di ne-3-carboxylic acid (Z-_

nmet hanesul f onyl - phenyl) -am d

| - | z
L e PG
plienyB-Ghider o- phenyl ) - 7- propyl pyrazol of |
5- E %ﬂyé)\é;%ﬁt%kpﬁl %ﬁ@%}&g%&ﬁrﬁlg gylrrgrm(a%ﬁe-}carboxylic acid (3-
mstl(aﬂeﬁifooylephﬁnghyhjldé‘ cycl opropyl pyrazol of

SRR st ottt 18 af’P?ﬂ&g}éinsp% 8%9?"%‘6 acid (5

m(e’éhaheswﬂonyiﬂdtmiyhyhmﬁhenyl ) - pyr azolo [1,
7- th@‘%‘éjf: gréf?%c?rgﬁlgﬁxyﬁ Rbﬁv?)) p)gﬁ?oété[l 5-a pyr1m1d1ne 3-carboxylic acid (3-

m@t}ﬁhhnﬂﬁmﬁ tHenglMantide;phenyl ) - pyrazol o[ I, 5-a] pyri mi di ne
5B MR- RG-S FardlS 1A ssulLanyl henvi) s aige:
mEﬂfaﬂeMﬂgﬁﬂoP}rdh?]r)sahﬁlda met hoxy- pyrazol o[ |, 5- a] pyri m di n

ar aci 3- a esulfony e ajm_de.
5 G LR 0SSl Dt Bhet ) o

mé&ﬁﬂ&‘dﬁﬂgl féﬁy_anﬁls hydroxy | ower al kyl ; and R1,
an are a deflned herelnabove

5- é/;(-g}lpéq)rgspl}eﬂgl)ﬂoq:ﬂcm 3-a|pyrimidine-3- carboxyhc acid (3-

mth'ghéjdlf_u 1%9]ylan§dé4 tri fI uororret hyI phenyl ) - pyrazol
rim di ne carboxylic a

7-Caclopr RSy riedHgtoms e e P olghs-2]pyrimidine.3-carboxyli
ac(d@ fﬂeﬁ%@g{@foﬂ Ls ﬁi:n (B=drhigby uor omet hyI phenyl ) - pyrazol o

car box lic acid

7- @éﬂcger-'lr MP%FWY Dppiangalg[1.5ampyamiding-3rcagoyertic acid (3-

f,.hhe invention are those
m%%ﬁgijug]ﬁﬂylﬁ qugﬁdglarslaNRaRb wherein Ra and are

5+ Rdden -7s@|etér@myfarzgw{I,Halpsfrmneawwboxyhc acid (3-
i d by one or nore hydroxy, fluoro,
m%tar@s‘&féﬁ}ﬂl ;?Héﬁ hﬂ&@ y y

cyc eteroaryl, or NRcRd wherein Rc and

Rd are i ndependent ly sel ect ed fromH or |ower alkyl;
cy cPtur pyaferred compounds of the invention are those compounds w. erein R? is

hydroxy-lower alkyl; and R', R%, R*, R® and p are as defined hereinabove, for examples the

following compounds:

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a}pyrimidine-3-carboxylic
acid (3-sulfamoylmethyl-phenyl)-amide; and
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid (3-sulfamoylmethyl-phenyl)-amide.

Still other preferred compounds of the invention are those compounds wherein R
is NR?RP; 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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aryl ; heteroaryl; and Rl, R2, R4, R5 and p are as
defi ned herei nabove, for exanples the follow ng
WOQNFNas3Ss : PCT/EP2005/006302
7-Trifluoromethyl-5-(4-trifl uoronethyl-phenyl)-pyrazol
o[l,5-a] pyri mdi ne-3-car boxyl_igc_ acid
( 3- sul f anoyl - phenyl ) - am de; '
5-( 3- Etﬂ&)é ba -ltri fluororriethyl -phenyl)-7-trifluoromnet
~ hyl-pyrazol o[1” 5-a] pyri m di ne-3- carboxylic acid
ar{BRS R’f BBy bng pere/ds)defindddasreinabove, for examples the following
C07- %&Ad‘s‘” onmet hyl - 5- (3- et hoxy-4-trifluoronethyl - phenyl )
-rﬁgrazof o[l >5-a] pyrimdine-3- carboxylic acid
(3- sul fanmoyl - phenyl ) - am de; )
7-Txifiviolr awe Byl 6 Hy trifu opnrehyiythenyl) 1piyfdzolof bireipyyimiginerircarboxylic

a?@@%@?%‘%rp%ﬁﬁgﬁéﬂlﬂam 3: 3- carboxylic acid
543 (E3hddi-inyttifldotometlylrphenyl b Hyifluproensthyl-pyrazolof .G exl pyrimldine-3-
-pysr.azol Q[ l 45- I mhdi ng-3- carboxylic acid

ool Sl doie- cerbory! 1 aci

7 Difldorbrbithyil B« d-ethogyrittyifldortiché¢thylr pheayDipyr aplod k.6 +adpyrirbidine-3-
a K4 m di ne- 3= car.b lC id

BNl ReRreTR R ettt

7 DiflBorbribthjil BN d rpieybyi-riflfiot ornéthylsplmgh) Fyjhrazolol d5ed | pyrimidine-3-

b REB TSR gpLe <o

sasme@yl-wﬁﬂphmmdﬂ)l ﬂ@hd#%}ﬂmiﬂuaf?yéthﬁrp}aimlail[ll)&ﬁ pﬁiémjdine-s-
rimdi ne-3-carboxyli,cac 3- sul fanoyl - phenyl ) - am de;

b OB SRR Ry P e vi-pheny

5-(3;4t-]Dichlq10¥pHe_ﬁglb1~yl-diﬂm:hf@mdﬂqil{pjlﬁ&ohil[ ;3,5 fa] p%rﬁhi”dﬁneB%—carboxylic acid
carpoxylic a . 3-sul f anoyl - phenyl ) - ami de;

(37§‘5F3F1F‘{Yb>’lpg‘ﬁ‘éﬁ>fﬂp’s‘ge5(4-t ri fl)/uoPome%/hyl - phenyl ) - pyr azol o

5-%(%,45]37’&%11&64'11'&;3- 1%=t|3i)ﬂ&6fdﬁgéthﬂi—m&dl@{l,5-a] pyrimidine-3-carboxylic acid

-su -phenyl ) - ami de;

(%s@ﬁan@yﬁl—%ngﬁ-@.ﬁe} 7-trifluoromethyl -pyrazol o[l,5-a]p

5Y(4iCRIS#0? phedrytiay-difivrdraethgi-gyrazolo B8 -b RiypintidipbSrgdrh oxylic acid (3-
ﬁgu de; ?‘E@h ﬁé‘% 2,2-Trifluoro-ethoxy)

sulfermqyl-p b ‘i'FyI -phenyl] -7-trifluoronethyl pyrazol of

51(45(3}ﬁ3)fb¥3-idiétﬁ&lﬂlﬂreﬁrlqa?ﬂ@m&bkélﬁeﬁﬁﬂ-ﬁyrazolo[1,5-a]pyrimidine-3-

(3-sul famoyl - phenyl ).- am, de;.

Caﬁ?%#’F&G‘?ﬁ%ﬁ‘Ff?ﬁn%lﬂPl?p%?a?}lég;t rifluoro-ethoxy)-4-trifl

7llﬂﬂﬁﬁﬁinﬁ%thylpilg@ﬂiﬂ%dwﬁ1|@ﬁﬁl—9hén Yy-pyrazolo[1,5-a]pyrimidine-3-carboxylic
al pyrim di ne-3-carboxylic aci

oG8 L or e PSP An de.

5321 63Y- PRy TR dro RRENY-pyrazokdi f,5 1405 e RidRe 3-eyba#fHccid (3-

|, 5-a] pyrimdine-3- carboxylic acid
s%@mﬂ-@-h%@)-am%w ) - ani de;
5-[3-(2,2,2-Trifluoro-ethoxy)-4-trifluoromethyl-phenyl]-7-trifluoromethyl-

pyrazolo|1,5-a] pyrimidine-3-carboxylic acid (3-sulfamoyl-phenyl)-amide;
7-Difluoromethyl-5-[3-(2,2,2-trifluoro-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-a]pyrimidine-3-
carboxylic acid (3-sulfamoyl-phenyl)-amide;
7-Trifluoromethyl-5-(4-triftuoromethyl-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-Trifluoromethyl-5-(4-trifluoronethyl-phenyl)-pyrazol
o[ |, 5-a] pyri mdine-3-carboxylic acid

wP2e(5225m38lr oxy- et hanesul fonyl ) - phenyl ] -am de; PCT/EP2005/006302
7-Di fluoronet hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo
[1,5-a] pyri mdine-3-carboxylig_acid
[ 3- (2- hydr oxy- et hanesul fonyl ) phenyl] -am de;

7 'gFﬁugrOéT%flﬁ@ A70 ﬁﬂéog&ﬁ‘xg% %hfﬂﬁﬁpg@&%b [BERpy i @ve Bz&hboxylic

dine-

ac{&(%ét??flsslﬁdrﬁ@ﬂqvhbnyihemdq, ami de: | N |

7 ir@br@%&? |%030§1%g§)} 6’%&’(@9{ gﬁggélgpﬁ,&@%ﬁﬂlﬁmﬁw-@e&boxyhc

ac(&(ﬁdiiﬁéth)glkﬂéﬂhﬁc&?ﬁhényﬂ))amyde) ani de: ‘ )

5 ?%%i’ll?ﬂol'? g?ealTyg;}')FlFﬂ%g 7R ﬁgxwmeztggl )?A&%ch?@q Bylllmﬁ’ddne 3-
cﬁ&ﬂf@%@m@hﬂ@pmzmeduddfonyl Yheprkapide ani de;

7-1?3{15| Aol oq‘:ﬁ[ Gﬁy %Jefﬁugg%rg?%xggbﬁé}{gg@rg%lo [RBeNplinRdihaz0daPboxylic
acﬁ@ ﬁ%ﬂ))yls&lﬂuh enplhﬁm&d&, am de;

7-[]}1 gorﬂl%ﬁﬂfﬁ[ qu hgﬁ?(r %%IL yﬁgr{gmg%lo[H@My)mﬁ&h@-@oéa?boxyhc
acfl@gikiﬁﬁéthykﬁlﬂdrﬁ@mlenﬁhanyﬂé, - ani de;

7{if go%f%}ﬁ%—&%{ﬁéﬂ's@(r {bgLyﬁ?@%ﬁa&loﬁrbegwy}mﬁ&ﬁl@%oéa(i‘boxyhc
a&@&ﬂ%éﬁ lﬁﬂfafrﬁﬁpphcrgﬁl)eimide; ami de

7-[[P1ﬂgf)1|'é]%g{;i‘e E%/ Héétgo(rewﬁ}yiyﬁ ¥olbﬁr§—gw&ihﬁﬁfr@-zﬁlzé}boxylic
a&égff dﬂﬁdﬁll(f yhylpraﬁﬁ&é ) am de
7{D1ﬂgogal$§rpg}rrrﬁ§t fg L oloﬁh§ DYk mRURZ2ESboxylic
a&&zr SRS b ABe ;de) ani de

rifruor orret

7-Tryftepremethyl-3- Q%H@PP’H% r L uogorrew)/q %8 jpﬁrlu}udme -3-carboxylic
éﬁ 1(?%&11 sy kg hy?heﬂ}hﬁﬁﬁﬂlde; ami de;

76fmfitlgnfrlg;gglgrﬁlt—(értﬁgggrq§%$ Ig]ilgl]lquor ge/ RI% r]%yx}lm@&ﬁ{l@%oéarboxyhc
é\?l[glk ?%?@Xn%u?fﬁhfo?ﬂ?ﬁény@hﬁmde) " ani de:

7fﬂ)1fgtoaqmythyh§-[§¥ﬁlgﬂ13(§rga{e{5%aig CEB%EEV&P@?PE %¥p;)mﬁi>aﬁr?ez§’ Frboxylic

SR e
7e’[‘ilﬂ15)rg}rmhﬂlﬁr@rtﬁ1@ugr%¢%{< lo[th g%ygmp Z3—cl,arboxyhc
El% %2(%8 zﬁhfﬂder léﬂ{y‘?suﬁﬁﬂﬁblyﬁ%}{eﬁw%hﬁldﬁhenw ] am de:

4-trifl uorométh

5|-(3pMedwd)-|4d{r1ﬂugr(m]1@V1rphe@|y e%l-g‘_l hen%lgg}yi P%Elralé(felo T}%&Prﬁidine&—
e i L

5- @8} 4 Pi¢hdondi pleengl) at thykpgrazolo[1, ¥PwPrX1¢ne- -C boxyhc acid
2 axsxlowfsaﬁy&,éﬁ'ﬁ@wIanmh@nw am de;
5-(4-Chloro-phenyl)-7-trifluoromethyl-pyrazolo(1,5- a]pyrimidine-3-carboxylic acid (3-
cyclopropylsulfamoyl-phenyl)-amide;
5-(4-Chloro-3-methyl-phenyl)-7-trifluoromethyl- -pyrazolo[1,5- a]pyr1m1d1ne-3-
carboxylic acid (3-cyclopropylsulfamoyl-phenyl)- -amide;
7-Difluoromethyl-5-(3-méthyl-4-trifluoromethyl- -phenyl)-pyrazolo[1,5-a] pyrimidine-3-
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-Cnhl oro-phenyl )-7-trifluoromethyl-pyrazolo[l,5-a]p
yrim di ne-3-carboxylic acid (3-

woyailsapsspyl sul f anmoyl - phenyl ) - am de; PCT/EP2005/006302
5- (4- Chl or o- 3- net hyl - phenyl )-7-tril uoronet hyl - pyrazol o
[1,5-a] pyrimdine-3- carboxyljj¢c acid
(3 cycl opropyl sul f anoyl - phenyl’) - am de;

4 alfor h? i_l")y ﬂéo&ﬁleg?yﬁ ?ﬂfzﬁo‘[ﬂf %fa! ﬁﬂﬁﬁfe@kaﬁbﬁ}ﬂﬁé'ahd (3-

pyrazol pyrim Ic acid
cyﬂ@pmflsukfampylﬂdmﬂwmyde,phenyl ) -anide;
7 1 EPERL e PRI it 3-cuboryic

ac(diz(selyobwtplsul;ﬁgm&dmhnmgl)-a yl)-am de;
7- f{lﬁ_\.\(&{% k' %Yﬂl%orgmgﬂlgr Bfg@?ﬁ%ﬁﬂdﬂi 1524 B Sinidire-8l AYboxylic

oxy I'C ac

aciﬂy[GI-(@:}ytlopigdpshhéthylavjalfarpbﬁhjplh)m)d]wmgie,
e T
cafbdxiyEO b)ctldl VE S}Ldl(ﬁpmpxlkulfahmyyphenyb)mrdeie,

é— fl u fﬂ%t g‘%‘ﬁ%‘}’gﬁ eéllygoxy;ilﬁ%o?gﬁte@fl pPAgAY| D5 BYyRESkine-3-
caftfoxh yﬁctlcb |Q34am1d>prepﬁyﬂfamdyi-@hﬁwﬂﬂarphbnyl ] - ami de;
oty ATT T .
ac{cﬁ(scmbmmsawhsyuﬁlmﬁwﬂme 1) - ar de

bbb 4 oA Dl P s oo

acfBc @empmmmwylmmpmwhmmm

Db@f(&'lf%?eg'?ﬁ t@ - ﬂg‘yfq(l'ﬁ-?tgr Ry u g)r{'gatolhyl 12 j@%{ﬁfhldlne—?: carboxylic
ac(cﬁg-glemwsmfaﬁb;ﬂmmmhﬁwl ) -anid teh |

UO%tgrrleé_gX éﬁlgwg)memyhl ghgr?y )gpn%rgg@ﬂlpg] g@glai)midine—?)-carboxylic
a&@BsC?u&i t@r&b lﬂﬁ 1)-asmildé;onDy " - phenyl ] - ani de;

Iuo 4-tr.i

7- pﬂgoac;ra ¥-ﬁ% %OTBH}EHB’i)PF‘F%Y oloﬁh§ g}’/py}m? N Azl é)rboxyhc
b
7~ gquﬂugrqﬂl y{?ﬁ(@mgugggg ly&;?qyé) -pysagolo] lp.'p ﬂ%’l‘)ﬂll@}{le —carboxyhc
ad SRRy I e faﬂﬁbﬁ afhide;

_mgééé;;?%&mﬁ%\j\@ (gnetgyigl f l 3 (r;yg%totg‘y SDW y1y n'}1d1g¥ 3- ca?boxyhc

& a@s&fea{mmfaﬁbﬁm

72‘[r1[|f_lrul9£’<|@(por ofr?nt &%&g&é@%@ﬁ&@%ﬂ%&o PE ﬂ}/yr mla}/nea%—carboxyhc
i lp e e

7 Difl@orgmshylr (ﬁy Heﬂt@r%raﬁmkth a@fragoloﬁ e pytindin 2 boxylic
adiB(d-frifliob Rt abiitofi Saapy laniggenyl | - am de;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid [3-(2,2-dimethyl-propylsulfamoyl)-phenyl] -amide;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-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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7-Trifluoromethyl-5-(4-trifluoronethyl-phenyl)-pyrazol
o[ |, 5-a] pyri mdine-3-carboxylic acid

wO2edsrizs1380r onet hanesul f onyl - phenyl ) - am de; PCT/EP2005/006302
7-Di fluoronethyl -5-(4-trifl uqromst hyl - phenyl ) - pyrazol o
[1,5-a] pyrimdine-3- carboxyl it acid

e GO DSBS ppimipe
catbbx @ m&]cwﬁkdﬂﬁnmkﬁh@ﬁt)m; c acid
e e D SR SR i;"s%;wg%
Cal{bg tgoﬁcmé(rjﬂ gtil@lhegl-Bhesi)banidej ¢ aci d

s-(G-Gipre dorBeramrtE R P e ERRE R epmloty S pimigine >
catho 12c5et26it1 (ﬁMﬂiﬁﬁ‘ilcﬂl—chr@il)gﬁﬁm}(yl ic acid . |
IR N %ﬁzw [T—

acidl éb [pida3{ii &W@}—&ﬂﬁﬁ’f oyt xpheingl} aeiide;
tert-hbu

7 b e Ui RO R DBy oS PR Arigrooatc
ac1dg32 [S?f (Qﬁl?:r- niﬂ:ﬂ%&')’ klﬂfaﬂ‘ld?ﬁ -phenglraeidyl i ¢ aci d

iisorometalrE YT Ay mﬂfﬁﬂ Sse)-prreplobh Sk oxvtic
ac;(/l - sSﬁ;ﬁJ‘cﬁle ﬁn@hpﬂ)“-sﬁrfadi &en;armw,l ic acid

pifl mr@fq%rtm)x b= h’per? %pg%yhyhen‘y FEYFRAO g<?[|145 : rplyltllnlilc%glg rEecarboxyhc

acg &ledym?eﬂ%d) glﬁfabﬂqmp}cen@mﬁmde,
1

ok petolrar (ytridbotam byl ihssybmerglol bialprmigine spiborli
ac{d,o,[35(za%)‘}i/cﬁh-@~ Léﬂl?ylﬁllfé DXpHenl] %@ﬂuﬂe

d I'met hyl f e: ,
AN AR I DI TR B TR L ———
Rl 0 L

7-Di o&omﬂwlrét(ﬁymﬂgommth}' fnhfavlémwﬁ%ﬁ@lymmﬁ;pgédaaﬂboxyhc
ac{dz [32 aﬂly}%fék}{] T%dchﬁh%ﬂ?y %ﬁfyﬁﬁmﬁibﬂ)%bﬂﬁe ]-amide;

t’hyl | & | .
Tnﬁumfdmnﬁhsdrfef wfﬂeére%e&wf—ghﬁ%%@WP %%ﬁ]l}nlgwa’mrboxyhc

acﬁ(lg-é-g} 'inldch 11?'1% y?%‘?lﬁ( I)%Bﬂyél%—émlde, -

7- miﬂndrbmﬂxyhét(ﬁyurﬂso(mcthm-abfm rByTRAALQ k?e izelﬁ%’ﬁ?ol

Caﬁ%’x@ QAIEH klm:agﬁ p:ﬁeﬁ@; Qﬂﬁlal S db en am de
5- (74-Tuﬂf1bnmmhex;hy Iﬁ'l)ﬂkimﬂuldrbmﬂtyﬂ‘@@taﬁﬂo {:»ﬁ@ﬂw mblﬂea%o

ca lgl ]éc ?a&ll.p—ﬁlfa}ll lriﬁut lfﬁfnk?? xylic acid
5- Fﬁ,gjlﬂumoeplmiyw;{?ﬁaﬂl(ﬁ%mﬁtﬁylgmdef Eg-li?m%] ar)rg—d%arboxyhc acid

ri mdi ne-3-carboxylic acid
(3[%}%%?0%{ ﬁi‘%@ 1{1}‘1%11. met hyl - et hyl sul f anoyl ) - pheny| | - ani
5-@e Chloro-phenyl)-7- trlﬂuoromethyl pyrazolo[1,5-a] pyrimidine-3-carboxylic acid [3-

[8]

(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl] -amide;
5-(3-Chloro-4-trifluoromethyl-phenyl)-7-trifluoromethyl-pyrazolo[ 1,5-a] pyrimidine-3-
carboxylic acid [3-(2-hydroxy-1,1-dimethyl-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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7-Trifluoromethyl-5-(4-trifluoronethyl-phenyl)-pyrazol
o[ |, 5-a] pyrimdine-3-carboxylic acid [3-(2-hydroxy-
wo 20050288 hy | - et hyl sul f anoyl ) - phenyl ] -am de; PCT/EP2005/006302
7-Di fl uoronet hyl - 5-
(4-trifluoromethoxy-phenyl)-pyrazol o
[ 1, 5-a] pyrimdine-3- carboxylic acid

S Rt Sy tupromefy pressdol P raggine >
caﬂmyhg acil (2 dowg-151- dwtﬁwhyl@ﬂ@mom 1)-phenyl]-amidé;
3D S8y il i ot i
3E(B-Eydapxwarlrdmmﬂwbeélybalfmmhpbemd |-amide;

%FP.HJ %Qf'mﬂuo é}]lﬂrl)- he?lgigdftntﬁmgémgﬁlypbﬁaﬁmﬂlﬁ ~h]pyrimidine-3-

| 'uor onret

ca@bg:@ha]apslr[ﬁmdwdm lehdbmtwquthjdsﬂfanfoyl) -plenilaids-

e codiionst M, SR e ool PRl
catrbcp)gyhaaaﬂ(ﬁ{i-l(Z-ﬁwél]qzlyfh,hrlUnqrtbyl )reheayl] camide;
SRR 7 et Bl RN pﬁém %'J 1B din@ 3B dylic acid [3

(2FBydraxe 11- dﬁmethyheﬁxylsaiﬂmnyl)—phemyl ]-pnids; onet hyl - phenyl ]

7- P ﬂxtgg Ig}rlb o}{l% Ic%fg))gy Car@ 8ro ethyl énhan)flé p(]‘z'xz%lohll,S a}/pynmldlne -3-

cathdseyiit meitl i§4(2 hipghtosy If hdmyd:thyl emhyslsl;lfa}no}’b)ﬁPMyl] -amide;

I T K ——

acid (b meyhyil-G-satfashoyl-phenyl)-amide;

7 [Isgti;ll{laléoxx%ol 3- (i—’tnﬂuoro A= H-}QL ?1 er'aE&"PP’é)aIpQJP%‘HHe 3-carboxylic

achd (Bniteitiyd-8ysudifainoylF phuaiy rarhidy] - phenyl) 7-trifluoronethy

8 TN TR IR T o —

acid@{B-{isis-(2-hydroxy-ethyl)-sulfamoyl]-phenyl}- amlde,

7 %'_géﬂg\g?élﬁlftgmﬁg r(zg-:upé@%g'ég&p}y& P :gl;}la gyrfr%z Flyé aﬁ:}glnml me[,Ja tarboxyhc

adiB{3- BoibyZhodapl-ethyth-sattamdyl epteniyE winiidepy| ) - phenyl | - am

7§ orermptind (oo Tl PR B RIS - P migipe Repb i

acyd fipgl—h @OQ{I-IL' @(}}gﬁi i cli- ﬁﬁt}f;*l-et}@rlsbtfxmbyl() phenyl]-amide;
ﬂﬂugéo e Xg/ (4- trlﬂuorg}sr}e yl-p &-%yrlafzgln?]yé) ﬁjyrlmPéJ:]e 3-carboxylic

ac@d 3¢k &ﬂoﬂmqgakmetmﬂnweﬂrﬁemylsmwma@lmawﬂwﬁ@go

|, 5-a c aci.d
71T3 QI‘HE)EPgtﬁl ifharpme Pglf-‘%g) BVaEAlRbl Prlnmiznifine-3-carboxylic
ac:icfl | HRthyl-5- sulfamoyl henyl -amide;

7ﬂ1 4@81%?1;;?@6\&%;'@ VJGIL)JI? 0 Iqugzlolo 2 Ol 1L11d1ne%] Pa¥boxyl1c
a&f-gﬂm&ﬂ%s = dulthmdy 0Bk W)= Ahiay sul fonoyl ) - phenyl] anmi de;

73Tmﬂgo{@n@thﬂo§c§4 -iflyorpmsgrdmbeoyly PYRRRia))-§aRirimiding - cyboxylic

aCI@IMHbeJsQquIﬁoﬁ p}ﬁeﬁ{rl?’%milié ;c acid _
3-(2 Xy - et hi” sul f amoyl ) - pheng _
ﬂuoromethyl 5- (4 tnﬂuoromethyl—p enyl)-pyrazolo[1,5-a]pyrimi ine-3- carboxyhc

acﬁ@ EhIHRy- 9—@‘&&5113{!) l%h(eﬂgt)faﬂlhé‘or onet hyl - phenyl ) - pyrazol o
7

apyrlm di ne- rboxyiic _acid

aiflgeranéthy-5(@-triflusromsthyinphyoy rpgrazolo( 1,5-a]pyrimidine-3-carboxylic
Q5 RAEIAN1)-BRERT]-dmitie; azol
ac?ci fi%{hbﬁbpy“ "y 2L é&g?ém% HATRARIY1)-BRERT]-m
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid [2-chloro-5-(2-hydroxy-1,1-dimethyl-ethylsulfamoyl)-phenyl]-amide;
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acid (4-nethyl -3-sul fanoyl - phenyl ) - am de;

7-Di fluoronethyl -5-(4-trifluoronethyl -phenyl)-pyrazol o
wOI20651a3Byri m di ne- 3-carboxylic acid {3- PCT/EP2005/006302

[ bi s-(2-hydroxy-ethyl)-sul fonmoyl] -phenyl}-am de;

7-Trifluoromethyl-5- (4-trifluoronethyl-phenyl)

-pyrazol o[ 1, 5-a] pyri m di ne- 3-car boxylic acid

7- ';?igl[lp cindthy 1'35)414T %&5&@1—?%& 101@@930¥]|p}ynﬁﬁa]ﬂ&3 -carboxylic

UOTO uor o phen

actqoLﬁ*@?sz@P.W-SJaqlWﬂW myk@lf@rnozlaT%mfe 1 ph %’?( lgamide;
7- b%n%&&op%ﬁ{f%l/@'-uﬁﬂmf&ﬁétﬁﬁt L hehyT) -pYei 000 1,81y iRdrB¥echoboxylic
ackd [ (% hydsprrbdgimethyi-sthylsalfmey b Remeyyl- ph@w -3midr azol

A A AR R e

ackcpleoy Himethyloinorethylsulfameaiplergt - gnide;

Fﬁiﬂ&f)h{dﬁ&ﬁ#}l- - % ﬁgﬂl gxgar'g%‘lgx S]?Pé(r@fi')z E*Ilgzolo [1,5-a)pyrimidine-3-carboxylic
ac{R[3ex- dynetsylsmiﬁoactbylbul&mﬂ) -phenyilldemide;

( Eyigr% pé/h%ﬂﬂ? ?I rifh gﬁ(ﬁné%glf é}ﬂ%oqg@téquyﬂﬁﬁﬁﬁleb - Y AGAL Aid [3
(1{i2rdrexhyethy-cydopentplyiliaphey) bheryhi-araide;

5- ZA% Eh%fljo q{eg?@%ﬁ'a}% gl; §%Eyé'nn£.1éi]1 e[? cgrboi%llcrac%ﬁ Q—sul OXI—?henyl)-

amidey| i ¢ aci d (2 chl or o- 5- sul f anoyl - phenyl ) - am de;

s (- PR Ry (A Ll Ol BBk BRSRrPxEAES! ©

sulﬁnmlyl—phmyﬁ—amidfearmyl phenyl ) -am de;

s-{f-Ehois BTy paedab Tl g RS- RBE e e

sulfamokl-phenyh-4rRidey dr oxy- | , | - di met hyl - et hyl sul f amoyl ) - ph

5—‘@%‘4%&%&%@@%%%2%@‘9 [y%5e Ipstmigine: aarbpyric acid 13,2
hyldrosby- Rl plimiettiytiethylsalanoypphkiyd] -amidk;

éfiﬁ;ﬁ)}il §) gﬁ{ gfgl(()% %@fﬁ%%?ﬁ?ﬁt hyg aﬁ) h%‘llailflllef:)‘a -car XJ))thE Deid (3-

sulfdmioy1-phergt)oarridey | - phenyl ) - pyrazol o

ké@?rlﬂyﬁjﬁi@ dilleqﬁyld? Yﬁﬁoﬁ] l ﬁ% ig‘ﬁ‘ilﬁflg’r?ﬁg?ﬁ@‘ﬂiﬁg?iﬁﬁ-_s?lﬁamoyl-

1) amiidede;

é{?’%}}ggﬁb%\zﬁg@é@%@@%ﬁu %%gg}tl%}lxe 3=c eb(‘YXYilC R4 Tg % °
h;[cﬁo:é;ih hydiﬁﬁﬁWi-bﬂiy}sdlfifﬁbﬁtheﬁ)ﬂ}/-hﬁﬂdie‘ amoyl ) - 2- net hyl - ph

n
s- PG GosHEN oo mirerale s BTG ERh PG P 3 o
suﬂﬂanﬁgﬁi}ﬁ&fyl)fﬂlﬂidﬁe 3-carboxylic acid
di met hyl am no- et hyl sul f anoyl ) - phenyl] -am de;
7 Tr| fluoronet hyl -5-(4-trifluoromethyl -phenyl)-pyrazol
o[l,5-a] pyri m di ne-3-carboxyiic acid
[ 3- (2- di met hyl am no- et hyl sul f anoyl ) - phenyl ] -am de;
5- (4-Chl oro- phenyl)-7-trifluoronethyi-pyrazolo[l,5-a]p
yrim di ne-3-carboxylic acid [ 3-
(I - hydr oxynet hyl - cycl opent yl sul f anoy”~- phenyl] -ani de;
5- (4- Chl or o- phenyl ) - pyrazol o[ | , 5-a] pyri m di ne- 3- car box
ylicacid (3-sul fanoyl - phenyl) -
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am de;
5-(4-Trifluoronethyl -phenyl)-pyrazol o[ |, 5-a] pyri mdi ne
wo3emsankosyl i c acid (3- sul fanmoyl - phenyl ) - am deCT/EP2005/006302
5- (4- Chl or o- phenyl ) - 7- et hyl - pyrazol o[ |, 5-a] pyri m di ne
-3-carboxylic acid (3- sul faqglyl phenyl ) -am de;
5- (4- Chl or o- phenyl ) - 7- net hyI pyrazol o[ |, 5-a] pyri m di ne

5-@4378&2; bo Pylg -7~ rtoﬁ\{/l[p%rr§ laf]%%m}d)ine- -C rqo]xyhc ac1d 3 (2-
hydrd‘y@thwdlﬁeﬂﬁl—emyfshlfmnw}bphmﬂ prvadgl ) - pyr azol of | 5 a] p
5- -%%8 ]42' - oé%;ép&e%%agolgﬁ 5-a]pyrimidine-3- carboxyhc acid (3-
suﬁaméqu%emyb anhtdﬁ;yl )-7- et hyI pyrazol o[ |, 5-a] pyri mi di ne-
5-&4-(&3{ %}Faﬁb%g?yﬂo% lPWF Ll?%?%la ry-é]j—garbo;%ha acid [3-(2-
hydr&ar h@ﬂinledlyhet}dls[élgzltr?dyl) _phelrytixamide;
5@4-(5 AR ety oprop By At gt Srasborticgridgs-tert
ut@s@énieptphieylpaindde; 3- sul f anoyl - phenyl') -am de;

5- ?%Eégqgégﬁvpyls 9)’ Jd))pfg?}}g ypaﬁg}af%iﬂfp%ﬂmm%-ﬁ:g% J{}[ﬁc%'cﬂq&(l-
hydréd: éﬂi’iltbyklo mkawm@np?%mnmka am :Jle

razol o
KA IR e bt o
hydréy- CUofifreye@iHy)sulfargd baahamyl-pmﬂyammki 5-a] pyri ni

7- %I}’glgﬁs 5 E&gxtyl I §Toglgét€%[r§§§1§l) M{é@ﬂ%}( f/gﬁ]]}a}gxmldmeé carboxylic
acrt @s@ﬁhﬁf B&Wl)ﬁhx}ud%- q ' cl opropyi - pyrazol o[ |

acl

7- @gclpglgqp[yi]g] 3 o tﬁ}g;}ﬁ’éﬁ@fﬁ%ﬂ%"@es’ -a]pyrimidine-3-carboxylic
acﬁi (3¢ Lhy &bﬁ%ﬂheaﬂ(ﬁelhﬂ eﬂf;@dmwpmpmmmﬁha@ 5-a] pyri m

|ne30a oxyllca

7- @y@lpgg&ﬁ{{?r@r}]rlﬂg p§l dr ofé))({TE— tTgynmléhne-?) carboxylic
acﬁi éﬁte@ﬁ%ﬁuﬂ'ﬁﬁﬁ}’ﬂﬁheﬁyﬁ%%@&raﬁﬂy| pyrazol o[ |, 5-a] pyrim

7- Evélggsg’pyf %F 33&@%?9;3 Cbyhrgheath marplof 15 a%axrw}d%é@ﬂaoxyhc

-B= 1 dimethyl-ethylsulfamoyl)-2-methyl-phenyl]-amide.
ac‘z‘f‘@/% Arfnet r}lr fel uyosr onet Ky - ph er?’ylp) p};/razol o[ I,

Sy relp: gﬁqdflsq?g gfgggcgt)?{) ,z;lflg'% nan(f:eln%on are those compounds wherein R’ is 4-

mé ;93{ 9 hRPR!, I@“ RYRE hhdl bups ARERYd habieakbie; fytreazaplef the

Im d| ne- 3-car boxylic acid
fofl QW(I% 1, I di met hyl - et hyl sul f anoyl ) - phenyl ] - am

7—%} %}&Hétﬁ b-(a- tﬁﬂu&rb&ﬁéﬂ&ﬂ%ﬁ@ﬁ}lﬁb&m@ﬁl@ﬂl@@aﬂWirﬂizl@ﬂdaﬁ-Icarboxyhc
ac1d (mgi‘prﬂohne 4—sulfcc:>?1§7l) %)flenylf amide;
7-Difluoromethyl-5-(4-triftuoromethyl-phenyl)-pyrazolo[ 1,5-a]pyrimidine-3-carboxylic
acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;
5-(4-Chloro-phenyl)-7-difluoromethyl-pyrazolo[ 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-triftuoromethyl-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;



acid (3-tert-butyl sul fanoyl - phenyl) -am de; and

7- Cycl opropyi -5-(4-trifluoronethyl-phenyl)-pyrazol o[ |,
w6-2e]spypsissi di ne- 3- carboxylic acid [5-(2-hydr oXxpeT/EP2005/006302

1, 1- di et hyl - et hyl sul f anoyl ) - 2- net hyl - phenyl ] -am de.

Q her preferred conpounds of nge i nvention are those

conpounds wherein R3 is Anorpfiolinyl; and RL, R2, R4,

5 E%fl ﬁ%‘QmP)r@ E)ﬁ n%ﬁL e dilﬂ&‘?ygqnlrglﬁvfyf bg:%%% EIHS flﬁ%ﬂ%ﬁﬁ@l £ ¢§ari)g:87hc acid

[3¢ @tndpnpilabllne}ﬂeamiafbhxlb —phlmrh]yhmldepy razol o

51[(3}}4 s F(’% oIP tﬁlﬂ%l%ar b l e zﬁ% flSm]%ynm1d1ne-3 carboxylic acid
[376rﬁ)1>rﬂalhohneﬂ4mﬂfyhyl5—phényﬂ]r arhidn:or omet hyl - phenyl ) - pyrazol o

5 51&% N?ﬁﬁi'lﬁ%&lﬂdbﬁl%g}}’ bﬁs%—l %l%frgeﬂ'&%p&aizolo [1,5-a]pyrimidine-3-
Cﬁbdﬁéfh_ebhdﬂﬁ-(n’ﬂﬁplycbline74-dﬂfdnvbrpiwaylﬂmmldg4 madol o | , 5- a] py
5- r(% dl 2 g_’ a Br%)éﬁmyll phen ll) 7- tr1ﬂu<grome%by? lp'ylnaezofé Ic,gl f]gyr}}/r}lgdine%—

caEbdyé}rhEbJ:ldr[B'(n{wplydline%%xﬂfcﬁulyl)ep}mnﬁl]Jaymd@yr azolo[l,5-a]p
yrim di ne- 3- carboxyl ic acid [3

(o ne-4-sul f o
O bRt o R AAP A RY iep R B aoss crpoRRA R s
10 py‘r[ﬂ(}]ﬁﬁﬂ@ilﬁi ll{l Rz,ali“paf‘ Tr%d pzlm:e;as aﬁﬁml{l?wyhhoge,afor dxamples the
3- (nor phol i ne- 4-sul f ony pheny am de;
ob W&‘gd(ﬂ%& "g ‘met hyl - phenyl )-7-tri fl uor omet hyl - pyr azol
o[l,5-a] pyrimdine-3- carboxylic acid
7-[I$rﬂi16rxrmélﬂliy] 51-6{44r1ﬂud)1foﬁrey1‘lyl—pﬂ1hﬁyl)/-p}'razdn[]dfi},a]pynmldme -3-carboxylic

ac[u]l 3 4 D @P 0 W%ﬁe&gﬁﬁ%@l ('r4d£ﬁ lphgﬁ%)a; ?nﬁuoromethyl-
irSzodﬂﬂ[ﬂQh]@lynﬁﬁdlﬁe-s%lta‘rbmgyhk a@ﬂéﬂ-}(b)}rrd[dmie;l sulfonyl)- phenyl] amide;

15 7-?)d§?qromegl?v\ﬂg9?q ﬁﬁiéﬁlﬂi}%{fgﬁk n%-pype}/zoﬁcﬁ?l'soa[ pYr1m1d1ne-3-
ca{rBox(yﬂBNg(tﬂﬂQB-l(pﬁtréh(;ﬁFé leﬁlfbx)};l)—@héxM] }.midﬁ;;m;ib " )
L en rifluorame
51?4 Shitber et eyl T reme RS AR 5 pp i aRE s
acﬂacﬁmgyﬂolsdihé-@wlfb )fl hyrh}il] -amidedle; and

A G I AR TS T

20 ((Bﬁz(}fyafmm -pﬂfrt%ﬂiﬂfxﬁfﬂybdlfd&l?l@tpﬂehyﬂ amlde andtill other

5 QiAo SR el o relpT e gy <R g5id 13-((S)-
m&&ro&ﬁnéeiyl pefohdihei1nabor)-phehyl PaaAdd. es the fol | ow ng

corrpoun S:

7 ‘;(I')rnlgicgiu Io?ﬁ% %Yleéltlg)g‘l‘l tyrbtg&li;gge{gg chmg 'poe arl] %rc?cegycgr%%)%smg

reba donpdudid st fbrmsuth Wony! ) - phenyl ] am de;
( - Chl oro- phenyl ) -7-trifl uoronet hyl pyrazol of

|, 5-a] pyri mdine-3-carboxylic acid
[3 (pyrrolidine-l-sulfo 41) phenyl ] - am de;

NN 1 (V1)
/
i/kN/ R
HO
0 R? ,

25
with a compound of formula VII
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7-Di fl uoronet hyl - 5-
(3-nmethyl -4-trifluoronethyl - phenyl)
wopyrsazei3e[ 1, 5- a] pyri m di ne-3 - carboxyl i c aci BCT/EP2005/006302
[3-(pyrrolidine-I-sul fonyl)-phenyl] -am de; and
5- (4-Cnl oro- 3-net hyl - phenyl ) -jg-trifluoromethyl - pyrazol
o[I >5-a] pyrim dine-3- car boxyl ic acid
[3-(pyrrolidine-I-sylfonyl)-phenyl] -am de;
5- (4-Chl oro- phenyl”17 trifluoronethyl-pyrazolo[l,5-a]p
yri m di-ne- 3- carpbx_yg-l_c(@gi)d [ 3-
((S) - 2- hydr oxynet hy|l| pyrr ofie
-am de; and
5- (4-Chl oro- phenyl) 7-cycl oprayg
i di ne- 3- carboxyllc acid [3-(( R?
2- hydroxynet hyl - pyrrol i di ne- 1-sul fonyl)-phenyl]
wheﬁm R%mé oRb and ptafe ashk:ﬁhed/tmfo'rmuladmjobee,pr epar ed

S Phbrhs OrbgPpR SR Earh b LR R Gl (EPRAd of

RIorrRZIIIR&ntoE% pﬁ&mwumxaﬂyac@ptabm‘addﬁubn saltf ormul a |
above; to obtain the corrpound of formula I, and if

desii d

i R g B (R
acﬁhdfriﬁoehﬁthc(kl lelnymchee p¢ el mkiagidntol considedation tlanndtere of the

f d di t t hod

comRpiAP RE PR DS P ARF-ALP BT PPl 5 L B exdifpl
hydeggbbdticchcid) hipdrobeomieratidd sulphuruaacsdzlmtnc lanidly plawspboxic acid or citric
acﬁi; gq.rglﬂg ﬁﬁg’cﬁ%@ﬁg %ggfﬁlalﬁ{f%rctde )éc?:eirtrlg acﬂr $C c(c::iirn?ccack(iJ rtallr‘farﬁtcalcgl'
m&hﬁh&e&hl;ihbﬁlcateiddpabluenésnlp(hoatn atid {rof thie hkaanedultﬂhlﬂﬁn‘ itlee
i S 3 o SR Sormut 1

p- toluenesulphonlc acid and the like are suitable for

t hepf h

LA L sROAAREEAOE5 s AUSFRUERYD POl fbecarie
ouit it accoedhinge with (bhmf@uﬂwmgcg‘enff@l mﬂcqil{l‘%él I)amié@v Whigibprocedures are
oufifidd l%?io\? HE sch&n@? Gha g&{é W The %ﬂﬁ:ecﬁlﬁjel ofeh 9 séh%ﬁf%rﬁk

procedur es cedyres are ned
copesrient; fr @éqﬁmﬁlaiwwi@ﬁém ereﬁh@ B fg‘y b%fﬁa% for
1n§%@8ﬁte]do‘f’npb%ﬁ&§m @RtrefOR* is mlhearrrmcy alitybof qrtmwgpi;d the procedure
erein R4'f ﬁfCHFé whereas for interned at
”\gg‘?‘Fﬁlo‘Bﬁﬂl%m%ﬂ i thedtrfergdioey i near C1-3 al kyl or
cycl opropyl, the procedure outlined in schene la is
t heAgtoe flerreation oé theAwniparunidi foreada (GH) withtarr@nmmpd @fiformula

(VEL {) ;?H!: Rr %y rrp%le‘éﬂrfgd%ug W&U{ﬂngé wftﬂglg@h’{:ﬁo&f}‘ﬂ n xjal

n accor e WI

prbcﬂcﬂumlrvénqepn@pedurp ksouitlingdebalow jihscbpmeg rzoléxe@efee%h@nes 0 T2, and
II)o Rt len qutsoa\ﬂd' ﬂ‘ar@ GO0 ed- hel'é?raﬂﬂﬁ§ @r%@é?ﬁ@&q/ fd andRare
ar e i ne
apﬁh@éﬂ% élvepreweté@aaﬁailsthﬁﬁomoaﬂ gceo %8 BFIPE]gﬁi e
for the preparation of all the conpounds according to
Géretdlréceture .

ve-+ N fonyl zvﬁ)henyl]

-pyrazol o[ |, 5-a] pyri m
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General procedure IStep 1.2 (M) Step 1.1: To a

stirred solution of conmpound of fornmula (Il1) in an
wongsnizgr3sol vent (e.g. tert. -butylnmethyl- et heC)/EP2005/006302

added at roomtenperature a solution of sodium

met hoxi de in nmethanol followgg by a solution of

conpound of formula (I1) in an organic solvent (e.g.

tert.-butyl methyl- et The reaction mxture is

stirred at roonltenpegg#%g%Lfor about 19 h, cool ed,p*

acidified and extractestegfer g. W th diethyl ether).

conbi ned Qrganic |ayers are washed and dried (e.g
i ) and evap¥tat ed to give crude_gonpound| of
) whi ch cap~bdlused without fBf
ation. Step 1.2:°A'§tirreg m xture o
RO Ially avail abl'e - R?
3-anino-4-ethoxycarb§ﬁ¥¥M g0l e (conpound of forpul a
(V) @hd conpound of “PBrREFA"CIV) in an organic gcid
(e.g. acetic acid) is heated under reflux conditions
for about 1.5 h. The reaction m xture is evaporated
and the crude product is dissolved in a mxture of a
corsepnr at ed base (e.g. KOH in nmethanol and water).
The reaction mxture is stirred at about 60 OC for
aboutt 1.5 h, cool ed, acidifiedtand concentrated. The

pﬁ?itat&is col | ected by~ ration and further
ﬁYt 1 ed ( .)g. by crystaldi zation from diet hal
et her¢@Rfthanol ) to give th oundcgfk K ornula (V).

- n I ure | I la.l: To a
ébg@éﬂﬁ ei?éaﬁ@%f&@%;i um ri Réar e added

subsequent |y diethyl carbonate and a conpound of

formula (11). The solution is éV%mAy warmed up to 100

OC during which process hydrogen gas is produced. The

m xture is stirred at reflux tenperature for 6 to 15

h. After cooling the mxture to 10 0C, acetic acid

acid.is added foll owed by icewater and cone. HCO . The
§iﬁli’-%-tc—iﬂre was extracted (e.g. with ethyl acetate). The
Tongtmed sdlatjen of empuedé faratuja (1D e an @rgamiclient ¢-g. tert.-butyl-

Lohar)S0 h 4t ddOR rodiB k&hp &G b bA1Bsiod bf A8 rethtidéin methanol
and evaporated. The re §n|ng crude

fofpwed byraselutipxpf Comp o fdorranla AT orgpps § g—‘(‘?&g%tetﬁ“-'buwl'
m@thyl-eitel)OMRE FeactibBmittatdib Sthredatgootitettipatatidedor arout 19 b,
ccg)t_]esggﬁlqal_éd él{/_l\ﬂ g%%%%é{@% Wﬁ:&fﬁ?&\gg@re derEfT}Ie%BH}ﬂh?ed(A&gnigﬁQers are
washed and dried (e.g. with MgSOj) 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
h, 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 la
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(conmpound of formula (V)) is heated, either neat with
stirring to about 150 OC for 2 to 6 h, or preferably
wono@/1esi3gent (such as e.g. acetic acid) for 8PCT/ER2005/006302
h). The product of fornmula (X) can be isolated by a
conventional work-up procedung,  e. g. by precipitation
of the product with water or partitioning of the
reaction m xture between water and an organi c sol vent,
such as dichl oronmet hane, and the crude product y be
further purified, e.g. Sgmelystallization. Step la.3: A
conmpound of formula (X) geslpeated with stirrin i
POCI3 to 80 tg 100 OC for 1 to 15 h, preferab

: f . Y=
pr esenﬁ%@l\bay c cdt™ yst (e.g. dinpthyl aqiline).
The m xt I s "cool ed afw orated in 0. OThe
resi dugeAspartiti onetd—betweenr—wat er age organi c
sol vent (e, g. dichlor o¥BtHAE°Gr et hyl "acetatg), the

. (1 . i :
organi c | ayers are washed with water and brine, dried
(eﬁg. wi th Na2SOzO, and evaporated. The remaini ng
cP&* product of formyg (XI) can b&®lded directiy i
theN—Hext step or, eferably, is %&;/fi ed, e.g.

al | i®ati on. 3. 4: For t hen-phapanat i on NS
conpeaeR (X 11), ARANLEOr eSEHEE | | near RN R
Ghive (el dkth or cyeg , 50l ution of a conp d olg ,
forria (XI11),__A ragent FAZRO (XI1) or Zn(R/4)® R
(XI'lb), and a Pd(O catayst (e.g. Pd(PPh 3)4 in THF xn
is heafed to 40 to 70 OC for 0.5 toy,6 h. To the cool ed

Step 1 . . Step la. .
reation mixture is addgd saturated agueous ammoni u

chlorid The m xture i & extracted with ethyl acetatle

Ré‘ﬁ‘él’m%‘}';ze“gg’fxaa ﬁfﬂ{:n | ay I?‘é" ate washed RtH " W8ter an /%‘N N 1
HR- PR (fr a6, 9. WP e Rand evagorg:ed.j}%%>N/ R
crude product can used dirgctly in the nexygsdep, s
or firstly be purifiéd by chfonftography and/or © R

crystallisation. For thempreparation of a conmpound (W)
(XI'11), wherein R4 represents hydrogen, a solution of
a conpound of formula (XIIl) in a solvent (e.g. in
ethanol) is stirred in an atnosphere of hydrogen in
Stdphla.Ior esence of pal | adium on charcoal and of a base

ol A 5 0P o o
andffcompoand ofifirumda (). Toe salitior Kislowly warmed wp ®11Q05°C during

WAL BPR iR b preficl TR RAAL R HRREAL M Aermperpiare for
6 tpr18 hasfer iolingthemittng tarl 0i°0; setieadidbedd d tieflowedbry)ice-
B
layesis 2htcessiNelynwvashed with aqueous NaHCO; solution, water and brine, dried (e.g.
with Na,SO4), 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 la.2:

A mixture of a compound of formula (IX) and 3-amino-4-ethoxycarbonyl-pyrazole
(compound of formula (V)) is heated, either neat with stirring to about 150 °Cfor2to6
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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hydr oxi de solution, optionally in the presence of a

co-sol vent, such as nethanol, at 20-70 0C. Cenera
wonosadsm3e |1 Scheme 2 Step 2.1: To a stirred seCUEP2W5/006302

of conpound of formula (VI) in a solvent (e.g. THF) is

added at room tenperature DVRg _ the solution is cool ed

to about O OC and oxal yl chlofide is added. The

react t ©
AL Sign o
h, p&fen‘alslymdl ﬂte@resnnqsyqf iadiasie catakyst (wg; dimeghyil ppilin ge pHEgre is

co@%‘}%gé %{ﬁlf:ro?aitvflﬁn)q)aﬁé iy gggidﬂpe_lxﬁégfuﬁloﬂgd ﬁ&g'eé'h &&EP&&H% organic

ar e a reaction m xture
sol&éﬂtdmgddiclﬂoatncthate arctinyl eentte), shewrgariio layelsard queeqla WIth water

o PP Bl AR5 SRl P g e et of
fortnguly (&I )ctah be u{mdaiimctly innthie plextostap drepretaratiprs punified, eg- Y

€ .by crystallization from nethanol /hexane) . The
cn%gﬂ%@& és of formula I and their pharnaceutlcally

Stepclept abl e salts are net abotropl c gI ut amat e receptor

o R A R i R o
cy&lbﬁx@ip?li‘ bSoluﬁm bf a@ompcym'hbsﬂ fermulal{KHbph r@gem, R*ZnCl (XII) or

sor ES 0
2eife DXTEY, o8 ABRCD 2RubAERE PHHPIG BHETE PG R c for
0.3%056 1. Tamhetbelad cavis@timiytutyyip ad&edm’alraned aqEseons ammonium

ranspl ant s, poor b od S brain i

el by Bovine’ Ramnery 1188 ocpy gty Yk washed
with ﬁﬂt@ﬂﬁhlﬁ?cybmﬁbg HﬁE@Cs @mﬂslﬂaﬁmj) g egﬂppﬁaedn'[&e cFude preduct can be

t e indications are acut nd, chroni ¢c_pain
st TR Fhehext e 27 LA De iR PR RSP B PAFELT oy e
cr;PsEHH&’sVatlﬁﬁ reti nopat hy i di opat hi ¢ par ki nsoni sm or
Fog g{ﬁgrgg%gég ggpsni? .X1 b ) Jyatgﬁeapzl“ g%%rﬁgpgsrhy%hogen, a solution of
a dofPfdun@nbt forBd4th(3aE]) ¢n 0 solﬂMﬁC(E g 1&[13&&3131) i€ ﬁﬁ‘!{ctd ini agnrﬁmosphem of
hy gggrve% Iélg §§ pliléﬁlggge{ cé P&ﬂﬁflg%‘l cgtﬁc 014 M érlletgnlhmine) at 20
octhys .1 LS h ATIHAANGSE S iPfiltéBdlamd t}malvenm evapGkatRPto afford a

antagonlgts have gﬁﬁg fo§P reduce cel
coppound of farmua (X411 FFy E‘éﬂefls (J. Neurochem

%@{acgl 2003, 84(6): 1288-95). The conpounds of fornmula

phar maceuti cal | accept bl e thereof cqn b%

AnjindermedliateenmaRarng: &, W CEPIN Rnlst wear @‘rﬁ‘?ﬁ"ﬁw or cyclopropyl, can be

prgélﬁ écﬁﬁlg al hﬁ%ﬁéﬁlﬁt@ RSmpdlied PXIAT) T8 ¢8nientidhal procedures
parat ns. can be admi ni stered oral ly

usecbtcrﬂml‘rolo'éﬁﬁthx1§steeo%éw FeamenCvitFa guonS hike st gd IN sodium

hyapg)&dég.@hﬁ'}d Zhﬁﬂm predebd OMNSco-QIMENS, sQBIB adiethanol, at 20-70
suspensi ons. the adm nistration can al so be

°Cef f ect ed rectaUy e.g. in the form of

?\

General procedure II
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suppositories, or parenteraly, e.g. in the form of

i njection solutions. The conpounds of fornmula | and
wohersmagBsaiti cal | y acceptabl e salts thereof canPO®EP2005/006302

processed with pharmaceutically inert, inorganic or

organic carriers for the pqu#Ftion of pharnmaceuti ca

preparations. Lactose, corn starch or derivatives

thereof, talc, stearic ggﬁd og its salts and the like

can be used, for exanpl uch carriers for

tabl ets, coated tablets, dragees and hard gel ati ne

capsules. Suitable carriers for soft gelatine capsul es

are, Ifor/é&anple veget abl e oil s, Waxes, fats,

sem s and liquid polyols and theli ke; dependi ng

on the ﬁé?q f the actlve subst NRege R0 carriers are,

howeve®, ususi? | ati ne
capsul es. Suita f
sol utions and d pogyols,

sucrose, invert
Adj uvant {VIBuch as &1 cohol s pol yol s, (ﬁ“»cerol
vegetable oils and the like| can be used for aqueous

i njection solutions of wat ef - sol ubl e salts of
conmpounds of fornula I, but|{as a rule are not
necessary. Suitable ariL 5 f oy oxaliddidsrideor i es are,

for exanple, natura dengﬂ%pkhﬁdDmmAEs fats,
sem -liquid or liquid polyols and the like. In

addi tion, the pharnaceutical preparati ons can contain
preservatives, solubilizers, stabilizers, wetting
agents, emulsifiers, sweeteners, golorants,

flavorants, salts for vary%ggthe snotic pressure,
buffers, masking agents ors LoKi dants. They can al so
contain still other therapeutfcaN\y val uabl e

subst ances. As nenti oxed

containing a conpoungg
pharmaceutically accgpta

therap@utlcally iATeT exdpp|ent ar g sp_an object of _
theRprﬁsed(}Igv-\

produci on of suchlnedi canents which conhpti ses

bringi ng one or norle conpounds of formul & | or

phar maceutically aé%eptable salts thereof and, if

desired, one or nore other therapeutically val uable
siepbgt ances into a gal enical dosage formtogether with

one or nore therapeutically inert carriers. The dosage
T6 8BtiMed Yolwtibh bﬂcd&hﬁiﬁlddl dﬁftbﬁmﬂl dViyiihla, sobféntc((elgr THF) isadded at

fitted to th nt s,k
cqp Epensraare g’ Shesolsifoer s Fobled B L ¢ 988 it larige s
a&Ie/ﬁLT%reB&i&ﬂﬁ%&ﬁfe iastirred :ﬁ:}rb@ﬂhl tempe&u/tre E(weeta)buﬂ?) B]anﬁ @vaporated
y, Wwth a sa of O 10 .Kg/.da ein
o e B Unte isghosped PaTTidinr ond R i oE
tett@ektuflQ aaﬁﬁleﬁ@lalﬁﬁoqﬁﬁmnermmmm@d\m@mm (V1) ing added.
accordingly lies_ betwee

The esretiommjtyes inalloped tgﬁglr W@poteﬁae *&g@? forr%uﬁ 18 by gyaporated to

dfyﬂ‘éé%%xﬂ@ﬂe Eﬁh@b%‘du@{ BPutified (g bydlach cloomateyraishyodn silica gel) to
')r1e1(21rt}rlleJ p?oduct whn% can be further purified (e.g. by crystallization from

methanol/hexane).
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pharmaceutical Iy acceptable salts thereof for the

production of medicanents, especially for the control
wonogrieysst i on of acute and/or chronic neur ol 0gCTaIP2005/006302

di sorders of the aforenentioned ki nd. The conpounds of

the present invention are greyp |l md u receptor

ant agoni sts. The conpounds show activities, as

measured in the assay described below, of 0.060 nM or

| ess, typi cal ly 0.025 mMor less, and ideally of 0.010

mM or less. In the tahle belo re descyri bed
sp dherqompaunds of fexmgle I9pd iy E{aax S ac%eptsl%rer?alts are

métbdirbpid grhfdhhe Péilqﬂ@r Qﬂta@@uhtg ahdl aeﬁﬁlﬁﬁﬁs‘eé dorGhitxreatnient or
menbr anes. Tra i on an ture Q)ggdl ng

DreveBUpROL ARG BECHOBE ASPBUP i RSt T gE Ty

sclﬁd@ﬁﬂ:ﬁﬁﬁdAlzhéxmet’h diseaskaognitive dsmpieessmdmemem deficgs IQDJI\

I nV| t
tre@@?@%’ és %hl\gf\{/aaglfélg rag%fsect YP-EEH ﬁ)e‘f&ﬁi’n\@/'il\)éo .
trarisphnts;ipe@ﬁﬂdm&glpplvetgéhebm spisehgpd ¢ m)pggq, b@aglﬁ@gmeﬁ,ﬁ}ygoma

ggg bﬁﬁ{ég@“ﬁ* %ﬁ on & ay n mﬂ_%_ %Egr Ffit&gg indications are

1
acnte andehremic PREHNBEBSONS ¢ ”ﬁmp Me% dpmeR R TRUSTURY TS €7
in u@fég GRenépdihy) Eﬂa{’tﬁlc(p%ﬂﬂﬁ&(fmm br paisohisal daosed tyndediiments

sspesh shadtonmh o g bt <R AH A M VER musc

sp B§Iﬁ§,Q;Bﬁﬁll&fm@gﬁgﬁu%elﬁﬂﬁamgﬁmntmem yucatmie Mdmgzm psychoses,
re | ifi

oS B it

ansEpnifts ha\prhecmfoslné 'to sedvige F@bmrpbwttqulpd’gl@% loma %?ﬁﬂ(

H&A! , c-3" in 60 nM Tris HJ (pH
Nig)o?é? %FE?]W?%%T\Q%QNQO 2, 25 uni ts; ImS Taq (P
m nlhe @;{Slg(mvlv}ldéﬁ my Cil)%sdf narr]glglcélnl :jacie q?(‘f 38{33 t%e&eof can be
usga gsieﬂérd?chh&ﬁts, derth :d@e;mrmrcffmaﬁm@uu@ preparatiobs.(Fled as
har vest e
pl'pgglaﬁﬂglcp.{ PSR3fatiens ag bg égmmléte?ecé\ ?rQI;l}? \%gtsin?fgig lﬁ(ﬁ%ﬁe chfi%leg coated
tablets; akqe&ohmau&mgaam d:npsmles selutions, AMElFioNs omsREEIFions.

ever, e’'a I € I t
H & & ﬁ{ d%ﬁ% aif%% Vz!aﬁfe&ga &@Amy £ g%gﬂférfgrenﬁa{&f:r

s@@nsmmrﬁﬂsg@tpmntergﬂy,:@@ rﬁﬂile form of H’@CUPHéOIﬁE‘PP%t was
vvashed once with the sane buffer, and once with cold

?M:‘ ﬂgﬁ?gﬁ?gﬁﬂ@I a@ﬁﬁﬁkﬂh’cﬂﬁlc@ﬂﬁad&ﬂﬂﬁﬁﬁ Aalts(théteof can be
e b e 0 R 7 g RS S ey o
lbﬁﬁiz{é@utﬁal pépatations. Ilacfteses t(mmd;mrdh of &tﬂ}van\r'@E’Ihf?MOf, talc, stearic acid
01;J ]Jﬁsn A %1@ &Fﬁfk?:‘:?’g W?—I&%db fexa B‘Er ANGEh VRIS EoUBRED Eeed
tablets, dragées and hard gelatine capsules. Suitable carriers for soft gelatine capsules are,
for example, vegetable oils, waxes, fats, semi-solid and liquid polyols and the like;
depending on the nature of the active substance no carriers are, however, usually required
in the case of soft gelatine capsules. Suitable carriers for the production of solutions and
syrups are, for example, water, polyols, sucrose, invert sugar, glucose and the like.
Adjuvants, such as alcohols, polyols, glycerol, vegetable oils and the like, can be used for
aqueous injection solutions of water-soluble salts of compounds of formula I, but as a
rule are not necessary. Suitable carriers for suppositories are, for example, natural or

hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

In addition, the pharmaceutical preparations can contain preservatives, solubilizers,

stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying



containing 2 MM Md 2 (pH 7) (binding buffer). The

final concentration of the nenbranes in the assays was
waRoosp2p13et ei n/ m . I nhibition experinments wer ePCT/EP2005/006302

performed with nmenbranes incubated with 10 nM

[3H -LY354740 at room tenperapyre, for 1 hour, in

presence of various concentrations of the conmpound to

ﬂ%e(rshﬁﬁi esstiiY, bORES IndRgld et gpaf ARDXidaRBIPL A/ \GH B cBntain still

tere at mann | ass fiber filt'ers and
ageuppﬂg'sma{bksgbftam@ﬁ 'ndi ng buffer. Non specific
b| ndi ng was neasured in the presence of 10 mM DCG I V.
Af t @k rh¢mionte earlitr, iledidahleh®rcontaitiing » k(&ﬁpd)@nd/d)f&’oﬁmlﬂa Iora

ehPvCpaey e hiab st b aRd adputb Alea Bl bt g also an
5 ob'ﬁst ofghe presehtligvenition; @b iscprocess fertthe praduction of snﬁhmtﬁdlcaments

Cq‘li E%r?s%%‘_ﬁﬁﬁ%m% Bg@ P fldre doth (ﬁﬂlds §i’\fo§:&1%fa Iy}gfﬂ‘aﬁ%ﬂmﬂ)’

tion cur S were

af:@pta kﬁaﬁakh’éleéfpf pdiiEdesired guaor swrepiienterapsatically yalyable
s@Marickd int&a) gélémeal%sasge EotMVRIER e ith QS bf nidhe ﬁieaergew@uy inert
material Some of the starting material used in the
CYEKEY al procedures | and Il is commercially avail abl e.
However sonme of said starting material has been

10 prefheddsage cat ﬁhrygvﬂhm Wwitde lintiiescanduwitl sofaeuse) be fited to the
i?cﬁ?gﬁ%géul?e%en G Sla ggrhe{ll\Mr gabse gggﬁﬁ&aﬂ? fhe difdiive dorsage for oral or

escC erern are no
pamnmalmdmmﬂrhmn sstbatwqen@ OtedCempis/dagevith a dasaghef 0.1-10 mg/

K @g béng ?ﬁ‘%’?éjﬂ AR lofﬁ{éqm!hl:?tm hgso?fb@@aﬂﬁqianghbﬁ e FdMaR adult

oW ng exanples O pre arati o
hysianbeiagovmshing FQ ks accoydingli fipsbeswesn {3 AP me s day, preferably

15  bERFkN 2tah¥ 980 bfl pérlda ?g material of forrmula Il) Exanple
A1 4-Mei hyl-3-trifluoronethyl-acetophenone To a

¢ er {Thp et Ay ion ragteg sd  thegs of Sorbiaes o rolphand of
phadeedii@lli yécepablealtetheieodfarithe fiddontidy ofameitdraents, especially

f?re[ﬁ,pgor& ol'Sr é&éﬁfeﬁ?ﬁ@g\fl\igﬁkg defod Qo n@?n%lc?% a\!jggglldters of the

erat ure e suspensi on was room
afogerpenténngd &intl. f | uor o- 3-tri f| uoromst hyl - acet ophenone (1
g, 5 mol) and DVSO (2 m ). The reaction m xture was

20 SUITHE goﬁmﬁf)u@dsrbfélﬁe B0 aRdntion arje%rbu 1 rﬁGﬁf‘i‘ece tor antagonists.
te eratu The reaction m c{j}é’ ool e%PFf %
b6 FOmPEHD shaw&%ﬂew&mw t§3 agsay descrileed Reley 4fQ-060 LM
onHs@ 1a1H0)028ad/ aflltey) aﬂdlﬂieh]lseoffﬂ (XIKMIM ondess. 3hithe @bledielow are
leQ for 23&5 ?@ 9/\?5{ @/a our?e~F into i cel water
ESFHORT SOmG P K Ypligs O RTReted £PMPO™ Far (2 x 40 ).
The conbi ned

Ex. No. 1 74 79 88 144

K; mGlu2 (upM) | 0.03 | 0.067 | 0.011 | 0.015 | 0.007

25

[3H |-1.Y354740 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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organi c |layers were washed with water (3 x 30 nl),
brine (30 M), dried (MySO ) and evaporated. The crude
wonroues73g0. 92 g) was further purified by col uRIT/EP2005/006302
chromat ography on silica gel (heptane/ethyl acetate 3
. 1) to give the title conmpoung (0.76 g, 7799 as a
light yellow liquid. M5 (EI) 202.0 [M. Exanple A 2
ge‘he D D Qe ayRink Jf:ési‘s{aﬂgé' ABIANO c@]fsq;yoaqg@ﬂlﬁ@& cal8iufh %‘dsﬁhﬁ@l method

cisbacharioher Sk ol Yo TAURpR it BpIoes Modifed

E HeliRitn ¥ithdedhdé@ Ogldtatdiné EAP ARanPAEd kyhceatationarioloeo dialysed

O Pty i A .1 S35 gy i
pleSeéicd O{NSSHS (1600 1g/)nl fimsl) add MICRGEH. Cloaeswitreiddrdified byweyerse
trg%(ﬁg% g o&%g X ol I?I(IAy%oﬁhQrg& W ?ﬁRjqulg%@mzxggegf&fg?kaﬁgpnmers

wer e wa

S’Batcmgc(tfg@gtmggcaettg-é N 8grafcagtgtisateagriraspgst3tia 6ind Tris HCI

S0} L EGRRNES, 3 MOt Tl 0l

amgaling pijo0 Cde ﬁ-émélnA egtention at 72 °C for 30 s, an mm 95° ((J'E:{ex)laturatlon

4-(2,2,2-Trifluoro-ethoxy)-3-txifluoromethyl - acet ophen
J\&%riﬂ%ﬁ [ﬁrir&tﬁdrﬁ‘d sol utl on of

or 0- trlfluor 2
PR oy e TR 6 BB ROE R Rty d s and e
28, °L. The t)hllma waetdsaspehdédlinrcoty 20MMHRPES afaOHduskes fantaining 10

it 9K (1 0y hhord el iR bich KR LK RRCI O Mics) NS 8,

Switzthindh ﬁbrtlﬁ@ aha0 800 rryehftensentaifegation &or 30 M- at 458, the pellet
w% %ﬁ%ﬁ%&n@@%ﬂﬁ%ﬁe AT Bﬂﬁﬂ, a-ﬁtl%rﬁ@thBIﬂl Y @R HEPESWIGH buffer

cépﬁ%&@n\l\g&/b gE %%I (C 24 %@r ilr%tamtcgn ggir hgastus'?cp lésmg the micro BCA
nfPHRPEOEh Kidrcb-Parbi§ 8RO ckdsrdallh iUSW) ity bvinstsenim wlbsimis sl

vvié%glut further purification. I\/B(EI) 286.1 [M.
Sten te A.4 3-Methyl-4-trifluoronethyl -acet ophenone

The | -(3-nmethyl -4-trifluoronethyl-phenyl)-ethanone was
[ Jep¥35d4dlinting f ol | owi ng sequence Step 1:

AgteyﬁiaW{lg,rgl‘l%Eﬁi%rﬁleg Weld 101sB0%d c&a%@}ﬂl\ﬁ irREHONBEfer

suspensf on

contmining? mM M@ (71 75 agnd@s@?lﬁfﬁ& BRSSPI HoRpf the
A Rh&AGH hd a{ksE's va®2b pf &)?&Kln/ thl. ThlgBitiohtckpérimest arkepdrformed

LT 7 o etef°8625ntpsaﬁtflﬁ%sf hour

il Pr e%&iﬁebh}leﬁ%d%bh@nﬁﬂdﬁpﬁﬂsﬁ tha covapourtkbtodedested (ﬂolldWlng the
C 0] Cla

Biassep e weP Bffersd ontq tmang GI/D glass Spe,lisgg and

m&ﬁﬂe‘dﬂ'} idhesWith 66ldbindjng BEffer. Non spec1ﬁc binding was measured in the
presence of 10 uM DCG IV. After transfer of the filters into plastic vials containing 10 ml
of Ultima-gold scintillation fluid from Perkin-Elmer(Boston, MA, USA), the radioactivity
was measured by liquid scintillation in a Tri-Carb 2500 TR counter (Packard, Ziirich,

Switzerland).

Data analysis.
The inhibition curves were fitted with a four parameter logistic equation giving ICso
values, and Hill coefficients.
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mrol ) in one portion, the mxture was diluted with
DVBO (100 nmL) and the red solution warnmed up to 60 0C
wandssessed for 20 h at 60 0OC. The m xture waBCTm®R®dd/006302
to 23 0C and a sol ution of potassium hydroxide (85%
65.24 g, 1 nol) in water (100,pl) was added drop wi se,
The m xture was then heated to 100 OC and stirred for
further 4 h. The m xture ed to 23 0C, diluted
with water (ca. 1000 ni), rdifred wwth 37% HO 3 to
pH 3, and extracted three times with tert-butyl nethyl
ether (TBME) The organic Ia ers, vere ashed w th
brine, dried over MYBEhSS FBEHEE Y0 give a brown
solid, which was trlturated W|th hot heptane, filtered
of f s@d of\Brhegting inhtchiabisad én the ggherel frbeeduiresl landdhijsound

e
adcoRtingto therpeodegired anoutlivedihereaftdarand o emyaseApaafiah the
m%_ E-r?%éagla ¥o ﬁrfcﬁ eE@rthe fl‘f] a&ﬁ&vepé&ﬂﬁodﬂd"s IRy §tﬂ'§tu%%nater1al

om de g, 341

usefiellin thergeas preicedurpel rrralY) eﬂemse%@qu@&&é@m the
Hainpl&Yfpebparation and known methods:

fd}l%%ﬁ% hg) n| t ?o szt rolnfalnugrmgrgret hyl - phenyl am ne from

step 227 ol After e addjtl

conp Sraiheds ofiEr Raepanes mYaﬁwssd(Sfaavn$ma beiiaf o685yt 1)

0C. The m xture was cool e % C and poured into 1IN

HA (1000 ni), extracted h TBME, theorganic

sowashe thblne drled over MySq 4.
4‘@2??3‘\)’5% Flu?rﬁ’g‘ \?éﬁtf’P PPEcuum I eft a brown oil,
YA sﬁiﬁﬁﬂ@ﬁd Rusled ((l‘:'(li) b()luﬁblll bf:pbtgﬁium: tﬂru-rhmta:l‘mlamﬁll .39 g,alrjhymol) in
wi th hept ane y to give t e
D3 GARRD e st Phegit e (L 13 mipoly ikl pcgon mixture
wiSstirPed fdk 20A€in 3BRoden fe%ﬂ!}%}atu& & tBe white suspension was added at room
tqswpl\éeta&éé @%uglrot g%rl u(t)rrolrr];eltllily ra?:g’g?)tpﬁé/nlohg?i%, }ntrrrlcl)ﬂ ancﬁDMSO (2 ml).
Tfhe Péa‘éﬂtgn 511%@&%&5‘ s@nfédtfgf;% Kat 6(|D°U andrfontd hyt rdmﬁnmn;&rature The
rom ste mol ) . a
rqasgon rrarsHssIo (0% 4 Slgh DEBGRER PaerRy & £ mmoD
il wadr (%ﬁﬂ)%&tdaaed ol %Hé rﬁﬁ‘ﬁ&é ab StiradttatI00TCT & 28 dr. TRO mixture was
m n under nitrogen a er xt.ur
e e osphe e e 4435 St

oﬁf%ﬁn,equéM YBrelfds e Witk welfer @S’x ou i), Baihe Q40 nﬂz,e rdBl‘édl(MgSO,Q and

he sol vent in vacuu Iefﬁ RE wn mé cﬁ ¢ b
eyapordtedd hsyerudy Rreéuej 92 8) WAHTEHED HBE: @r%f@“’%ﬁ romatography

/ 0 e drde(ot7etd, €7%
oH%ﬁfeQ%ﬂ éﬁ&aﬂmﬁe/&ﬁﬁta@zﬁté‘ﬁ ?lv)v‘tg glv;% éﬂe( t% 2 %Mlg? rglg% gI\/B )asa
ligerellpndianid. pS (54 226

2- Am no- 5- net hyl - 4- trlfluoronethyl benzonitrile lIron
powder (37.42 g, 670 mmol Exy@apleadgled in snall portions
to a stirred suspension of finely grinded

45,:{tﬁskggltflau8fdlﬁ&hﬂ =dckiophegset hyl - benzonitrile from
step.

Tea@ stl(r;rd SHEDENSIH hef ggﬂgwﬁgleh} SRlS han0| : 75R§1§% efi3Ror {50 ml) was
added at room temperature a solution of 4—ﬂuoro 3—tr1ﬂuoromethyl -acetophenone (2.5
g, 12mmol) in ethanol (10 ml). The reaction mixture was stirred at 60°C for2h 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 (MgSO;) 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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bet ween 40 and 60 OC by external water bath cooling.
The resulting brown solution was stirred for 1 h at 50
wOQposgi2¥i3ng a green suspensi on. The m xture waBCpEBRR®E/006302

into ice cold water (600 nmL), the precipitated solid

was filtered off and washed wistth water to give a green
solid, which was dissolved in boiling-ethanol (700

m), activated carbon (cExadPldd.3was added and the

m xture was refluxed for 1 h The hot sol ution was

{2 3 ’zeﬂ‘r@ﬂ’u&%tﬁ&s)s%*ﬂaafoﬁmylwa@haﬁ@c& in vacuumto

eave the title conpound as a | ow
Tq 2gisel gplutgpf 4- ﬂmr@ﬁm%u%g@egwfﬁ%‘mehem?‘f 312 mmol) in
Dg{%ﬁ {lﬁ )'v@ig 2dd8 a(t%ém%&g})éra{dy& 2, 2§T—ﬁﬂhﬁroethanol (1.7 g, 17 mmol)
“4-triftluoromethyl-ben

éonltrl e.To a sol uta? 30
andfpozasamm bydrowide h-V4 &-37rpmol)o L Berseryen BbFRER W3S stirgd for 30 min

atfélb%nlgé/ ﬁg Hcl (38 nﬁf'wgs addbd aRRhe water 1d é{' VGEHEXI(ré’ééH With
i soa nitrite (34.3 i, d -the
diethylethes (%300 b} mh@@pm@peé ergé}mCA%YGFStW‘Eﬁ mm 1ce-water (50

m&béﬁfrlée ﬁ()(rlig 5 gl};léﬁ‘(l\%[%é)@ﬁ’)] qhe @ap‘é@ﬁed‘ﬂﬂﬁ% e gitle REmPorAUI (X6 g,

. . The mxéure was ol e
9800) &3 Irovwarselidi Wmdwawqed Wr@mzt ﬁtrﬂ@r BryHeAton; Mﬁé&&:&é
washed with 1IN HCO, sat. NaHCO -Sol. and brine, dried
over Na2SO . Renmoval of t Lyent in vacuumleft a
brown oil (25.82 g), which was purified by bulb to

%Anﬁﬁd' '#&% ﬁ&llagetg?l’{&o%eya low liquid (20.1 1 g),

I na puriTied distillation t he
Tha 13 roghplobtlunsomeiful-pbowst) aenens paeRiredgpheioning
38z %OCat 0.8 nbar). M5 (El) 185.1 [M.Step 6:

YREth 4 tr| fl uor.omst hyI ben20| c acid A m xture of
Step ieF / - s AREid e fromstep 5

kA Lo B0

indoMISEX( 115@ 26) 06, platietl in 2.5 ﬂqskaE;sﬂé wite meﬁh@ucwwerﬁﬁ
dl}_@%h%l ﬁ%ﬁ )%25%1&18&& é@“aﬂ&ed’\ﬁrtoB wisi¥E-20 L1 °C under ice bath

anc1ayers re wash wth brine, drige

ccmhag ™y 8E thleazemtnmusmlsmnevas @W@wte whd/m:@ﬁw%lmmﬂagle 5-
ro—gmﬁg 40 H'%uogérag%y?& n\Myfrﬁlﬁe AS QLI({ ]3%37‘567417 ?6@@4 g, 250

urt

m(nhcmn @0Spdrtoht H miSspas dﬂuyemmﬁyzs@ 100 L&L? nd the red
- d il
so&?tlén%gﬁ y uﬂtt f¢9ﬁfﬁﬁ¥{¥é0f Qgﬂ 2280 €€ THe Aas &&EH to 23

uor one enzol ¢ acl from Ste
°(, 44d 4 s@uti6A oipotIth)m h&ﬂl@xnderfﬁﬁ%yﬁh%g,dxlypﬁnn water (100 mL) was

‘{Hf/%rcg EIU lppﬁr I %Ei g}]ﬁf.&re) W% tgeril]iﬁ%ggo) @gz'ﬁi%mgg?a %}Of'u%'tﬁé 4 h. The

it ﬁ@d)cdailéd @1230Co&GIved withoddet (ca 1000 mL), acidified with 37% HCI 3

i BRI ) R g g

we?&ﬁaihe&tvﬁt}ﬂ)ﬁm dvied owat MgSQ@nﬁ&v@p:orawd tougiye a brown solid,
Wﬁ*cﬂv{{ﬂesgn%bﬁrgte i H”t }éc}}qlee{xagle,t ﬁlpegeef of? SH&’ %Qﬁl%ﬁ%\nth-rllge%tane to give the
title compound as a brown solid (50.0 g, 91%), which 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-trifluoromethyl-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 HCI (1000 mL), extracted twice with TBME, the
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with TBME, washed with water and twice brine, dried
over Na2SO . Renoval of the solvent in vacuumleft the
woi20dsa2808pound as a brown oil (16.92 g, 99% , PGIIEC2005/006302
was used w thout further puri fi cation. M5 (ISP) 248.0
[MtH] . Step 8: -
I-(3 Met hyl -4-trifl uoronet hyI phenyl) et hanone To a
or: l'a%i Wi washed with brine, dried over MgSO.. Removal of the solvent in
nmet oxy3|\|— |nethl-4tr|fluorone benzam de
R I PRI, Sbicy s gTedB Fich 8P TR TSSO Pespy with
h@gﬁg é&@ﬁ@' 94 13 %%EE{J{YMH% s eréﬂﬂv(iiﬁqlﬁa'(m 8 8J77%). MS
|et et her , 7 The m xture

(BR2830; ]eftilda?t85(§) “2or 1 h, then vvas warmed up to 23
0C and stirring was contlnued at 23 0C for further 1.5

s&%ﬂl_ @eMeﬂ*;d?ﬁgEfB Bt mp&ﬁé?lzl-ﬁaﬁanﬁﬁ%em (100 nl) was
e m Xture an S rrin
Acwiretiraeid-promah- WHQYI-ZFHBTQTHFQP@M%L g%%l? gtep 2 (49.80 g,

1% %ﬁoﬁ @Hdwg%&ml @ﬁ%%de' @581, Y@@m%ﬁﬂﬁfnai—ﬁﬁthyﬂhg%ﬁfcﬂﬂﬁh@ (NMP)

and dried ov

(R&kaé wagheatedbup &) lﬁ%’@ qnﬁl Ststed or 30in reliltms’@n atmosphere. The
n\?\ﬁ?ﬂéﬁ Wad cidledt aJ DA 4R MRed in88'1 N R, Stralled %@th]l%ME washed

was used w thout™ further Purlfl cation. N? Eb
w@'t}gbrine[ ad drisdeotist Na 80y Removal of the solvent in vacuum left a brown oil,
5’%@83(% Orfi}édrﬂyf sll.lﬂ‘.?r QRN ¢ l%]%ﬁ{a‘w%@w tﬁ'ﬁ@ptane/ ethyl acetate 4:1 -

X ri uor onet h gly et hanone
>p2:é pagid ﬂtg/tlﬂer@mmund\m néigbfe)GUGW@ €545 2.88%). MS (EI) 230.1 [M].
5- Et hoxy-2-nitro-4-trifluoronethyl - phenyl am neTo Et OH

sﬁ%@ 2%;#@—3—@%@94%&%%&&%%&%:&&% 21 g, ca. 537

the Vi gorous reactron had to be cooled with
Izon poeddsd8h42 Si670 mmgl) wees addaekinsmadl nostions tgjajstirred suspension of

ﬂggﬁg{#gﬁ%@w B5tr G145 Blub EsinetBALb&h S AMARI IR kel 3 (34.58 g, 150

bmoh iomoethanal (7ooml) and 37% 4183 mylphbaintemmahiemperrtungayas kept
b%gho’eieg 46Afinﬁ1?0(°ﬁ7by7e§tteg al 94 kr doolts. Pistdesliitifg Bféfvn solution was

I on an e resu tlng ar red nlxture Wwas stlrred
satreﬂ%lﬁbh 005G %3, givingey sreeuspension. lbganixtie woxpeied yptg ice cold

tgrv\%}f?_&% r&d Wta’f%ﬁoﬁﬁ @Tas £ROQ ) anBFisHed %ﬂ'h%téi" tb glve a

ow precipitate was filtere
gnéeh, soh/ds‘lwhdh was Hissa@dsn ibOdmlg@dlannl 0P k), 6@1‘@t§dtcéﬂg3in\ﬂéa 10 g)

b df e Bﬁ}r"ﬁé"%f%& HTRE PRERTu S yichatind the

sb}v&lm@apml‘amdyn Faquiupt - 14ave tlﬂoc@npo smebr wieyellow solid

A R A f s o E‘éh&p@? RN

15 mn to a rap| dIy stlrred m xture of tert-butyl
' b-48 y aitleanhydr ous copper (11)

"6&1‘? gﬂg Cork 7€ea f1p —gﬂ%tgﬁo%)cnﬂ&rgﬁl%ﬁﬁm 'btefl%]clrﬂté?el: ?gmrgt&)p 4(2334¢g,
85 MiEolyds depTHF{8EMmLY wag@ddedrisoamyl nitrite (34.3 mL, 257 mmol) and the
mixture was refluxed for 20 h. Additional isoamyl nitrite (16.6 mL, 129 mmol) was added
and the mixture was refluxed for further 20 h. The mixture was cooled to 23 °C and.
diluted with TBME, the organic layer was washed with 1 N HClI, sat. NaHCO3-sol. and
brine, dried over Na,SO;. Removal of the solvent in vacuum left a brown oil (25.82 g),
which was purified by bulb to bulb distillation to give a yellow liquid (20.11 g), which was
finally purified by distillation to give the title compound as a yellow liquid (17.10 g, 79%;

bp 38-42 °C at 0.8 mbar). MS (EI) 185.1 [M].
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the reaction m xture was cooled to 23 0C, poured into

IN HO, saturated with solid NaC, extracted with
wOoBME/12838ed over MySq 4. Renoval of the sol veRCTIER2005/006302

vacuum |l eft a dark brown oil (74.5 g). Silica gel

col um chromat ography with hept ane/ Et OAc 4: 1 gave the

title conpound as a yellow sdl'id (63.03 g, 87%. M

E . M d St 3:
S_%;Qéhgfgﬁl@é,[.ﬁn SRlnetin: en&w%lld egenzonltrl le A

A RHixtune ef nethyl-4- trlﬂuoromethyl—benzomtrlle from step 5 (16.25 g, 88 mmol)

and R (68 P Yad il Brflodd (0ARE P WEL ks BPRA B8 The

mﬁdﬂ@e)was RodIPtq 297C rﬂll)lted'a/ﬂtlh'éﬁls@d a@@ﬁg@ with( N@{C];.m i hand
dto 2 d
e)dirgﬁhgﬁ e H\@%l ’{%i(lﬁ.p'gﬁgr %éﬂblg%(? %xé ick rymi\sége%%%g g rrwtl)i‘%/}}a 1ne dried

ovfehM VRéhovad of éhe solventdh vaauulor lefirthofitle c@npowal again off Whlte

Of Bt(fj;n @5»%}&5& b3 glﬁgﬂ)yw f‘lﬁe\% vg@?&u@?ﬁﬁ%&%&ﬁéﬂé}ﬁ/g){ﬁ\%ﬁ?zw 1
IMEI). 260. Step 4:
2- Ami no- 5 etl | oxy 4-trifluoromethyl-benzonitrile Iron

powdﬁr lg 4;0 92 Zg 5 i gg_glﬁ %ﬁle&gg%g iE . gal | portions
l'y

gri nded
Téae& ﬂéion 3f BHnfiethyl 4 trifldoremethyEbdnzbicaeiiAvorntstepl 6 1A @r9-1

5
f’e\igz e iidrondinine oot g TR, Sene:
ohﬁﬂ'pﬁf B MLl latmﬂaal)ﬁﬁid@—DMJ@ f&@uhg,ﬁﬁg mmel) in PCM
t irred fo t 1

(2396]‘? thOn dvere éd‘s:%lr]d%@%bgﬁm}ﬂ%pr ;ﬁg;cf:ll pﬁfedg’tn(‘e was
drblﬂﬂbﬁge (BBGHES8.98igt B2. Wﬁirﬁdﬂ) and L)%de (?ﬂnﬁuj iBeohixade was warmed
oilin i vat ed carban (¢

SREREHC EL R S THAOL A PO BePL SN Thenal VS diluted

WRRITHNB AR Mthwc@qnamdlce%ape,rdatedabveow;sme&anml of the

ek BT o e i Gy oo
wﬁhoéttﬁ%ﬂ&@%;fyuﬁﬁaaﬁbﬁlMsr(mmtzme«b{pﬁmomtr. le To a

solution o
2amn05
Step Sip1-A3

-tﬁthx-4-trifl C hyl - benzonltrllefrom
ASCIETEZEE Pt FERRYOHHE (410 nL) was
T@qqgﬁmbﬁwmnemdxrytm-dlﬂﬁtlﬁylmlﬂaea)mmmbmantdeémm step 7

t h
(oo e mmol iy d 280 Bigat o5 1O e TP MR RRgEsum
bf&nﬁ@%@luﬁ@ﬁ'ﬁﬂ dr% bther ngpstsrrapt % 7 ned). ﬂﬁxmxmm Was stirred at 0 °C
di et te_/mp et her. The co

|
for L 1 they WS WaTRedBH s randdtt A oI N VAR F“ngﬂef L5h
ufi@dr Ifhtif@@}%kmz I'@feh 120 HO1ENQYEmMY) Was MﬂedfdrmpSMSe to the mixture

aS&‘;it:m AT T TN S
9}52& B sa;iﬂa&tlt thé %kgaﬁa\iv, I@drivehs (aBhd¥with bBH&And dffied over

Mgsea E«cm@w}/ bithespFEGRSAELRy lefihe il FowpRER e ightprown liguid

ig81 o) t bevs(ED 20Re [M
(PP 200 P badg o OO 008 )

Example A.5

3-Ethoxy-4-trifluoromethyl-acetophenone
The 1—(3-ethoxy-4-triﬂuoromethy1—phenyl)-ethanone was prepared by the following

sequence:

Step 1: 5—Ethogg—2—nitro—4-triﬂuoromethyl-phenylamine
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mol ), copper(l) brom de (100 ng, 0.7 nmol),

tert.-butyl dimethylchlorosilane (4.20 g, 27.9 mmol) in
wdnyosfieh73g 30 nl) at -70 0C was drop wi se addedpar@Pii05/006302

met hyl magnesi um brom de sol ution in diethyl ether

(13.2 nL, 39.6 mml ). The nm_xgure was stirred at -70

OC for 10 mn, then was warned up to O OC and stirring

To%@ég gﬁ)&) asaatddgd ?é&a@s@&mfﬂé’tﬁmﬁ 27 & el BStemniYl} 4R vigorous

our e e reaction m xture onto i.ce and
reazéibn hu&m@smpledewh autiestbatth Stirring Wssopfinpedinitl gl potassium

%%13’*2% dls\/\@ﬁ’h‘fégtﬁ&) g{mlilglﬁﬂa 18805 ChloRy-OL SitrdL 4-frifiorBfethyl-

over enova the sol vent in vacuum
phbﬁﬂhmmda[mﬁaNo: 353754T4eH (PB4 mml) B¥es afldedcin qqeportion and

| t
the:: ?Féhjlﬂng grkcrnﬁ fugg s eruq efi%@ Ip‘glﬁflg%&](ﬁ&ys“T ﬂe&kgrrﬂ kélé%tmn
midbure mtap s1d82y ]ﬁdwred infE &h@ (ea 2080 mL), adjusted pH with conc. HCl to pH 2,

th%ﬁeélzoﬁt\ﬁ%r%a-pr{tate was rﬁﬂerehrb?[x Xf)as_h%atwflﬂfc ILIE@ LRNBEBY [ AF St doplra givea

yellow 8olic(52,8-g, B6%),drich whstasey without flﬁthﬁopbﬁﬁﬁﬁlﬂn- MIS(RSAY) 249
leﬁéet hanone was prepared by the foll owi ng sequence:

2N|tr05(222tr|fluoro et hoxy)-4-trifluoromethyl-p
5 ) d ) -tmflagioaahdth l-benzene

ot L il AR Y RFAER g 2y v

std%@@o(vﬁﬁﬁlefdz_% mglg: th 2 rapidly stirred mirgnrecafitentdutyl Aot 4)5 mL,
s (o o o degion

mm}hcﬁ\ﬁﬁﬁh@thﬂletd 6§I°dwhylna)dd>at}h Stictingat 68 an@agpnt@mped for 30 min,
xture was stirre 3

thg pesstigh IR Her Rl Yoo Crporl e aY B Akl ififolid

Nbat, bxtetdd wigh TBME]idiied dveyi MgSG4 Rets0ivaland dh%ml\feném vacupm lefta

oot S RS Pl QB P ronc s e

the ltﬁje%o ﬁa Asha fcllot 30didl (63103 gJ 8786)( BES. (ET) 3,3. (QM) andy&15.0 [M™2].

(1 SN) .1 [M].Step 2
2 |tro- lfbeH%thrﬁE hoxyV4-trifl uorom
A%m'sttdré of bbréma- Qémbxf-lzuntro -fetriftnoyymathyl-bénzgne fraut High 2 (p1.81 g,

-2t ifude Bl
Tl TR A o TR S

36 ﬁﬁﬁ l@ctdxéd i 23r°0, poirkd idd 1N HARextravwd)withh BB XH yashedgvith brine,

A RBOVaryeS G RETVAS TR 5T B3 1 Yo g B ie'eel &lumn
cﬁbh{a%g%gplgiwﬁféh%ﬂagt@@m il erecthé ditle 20mpotudas Epaiowenlid (46.73

cooL@f to 23 C, poured into 1N HO ,
g,s%lf’/@rb{{ id NaO ., extracted with TBVE dried

over I\/gSO4 Renoval of the solvent in vacuumleft a

ség%zbmﬂa Slbihok&'irfiiﬂw}om&hivl-b@zqeitnleol umm

romat ogra

Ir@@rﬁ?&‘{ﬂq’d %&? Bf ? EES‘B S%lﬂﬂ Bort%%ﬁ%v&ha\e;\ﬁiﬁ LA a?stlrred
ﬁ%@ﬁm&ﬁ I)M&Jély gmsdelaa-etﬂmfcy-fz+1ﬁab+4omﬂuvﬁsomaihyl-sﬁvzopmﬂm step 3

(42.79 g, 16415 ‘mmol) in MeOH (85 mL) and conc. HCl (102 mL) with water bath
cooling keeping the 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, 849%), which was used
without further purification. MS (EI) 230.1 [M]. ‘
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Step 3:
2-Nitro-5-(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl-b
wenaniisl e A m xture of PCT/EP2005/006302
| -brono-2-nitro-5-(2,2,2-trifluoro-ethoxy)-4-trifluoro
met hyl - benzene fromstep 2 (39954 g, 83.0 mml ) and
CuCN (7.80 g, 87.1 mmol) in NWP (83 nL) was heated to

Q. 9Gd, QQI{‘HI _%gn;&n 0C, poured into 1N

washed with brine, dri
Toxaaolumsm almeanoiraﬂlom-4tw@ugmm@hrl-bqnzmtrde ﬁ’\OFTe*ftFP 4(31.62g,

Sy ) L) ST 22
the mbeumommaﬂmced@xal@le [Thewolyertivins caRovBl ig vagByy to give an orange
= Pncﬁjwdég hi\%dﬁ%ﬁ{% HCO3—sol L oxrascteg three es with dle ?71 ether.

Nehs%: e e et y
Tdaa zombindd egdniolyere meqshad ﬁ’ﬁhg} N 283 apd pripk;) drigdpver Na2304

Rg%'{; Sre Sfnd g@'{gén% HIOX; chl%]lslei? gﬁ 8ra§1genoﬂ WiRcRwal bﬁﬁﬁgi by double

nsi on
Kaigalirolirodi§illagiof (ap tor IGOI @d:ada tenipexatpretaitlyl mbao to give byd tide

I MeCH
P5BoE s R SY R R M LML ool ng
keep| ng the |nternal tenperature at 25- 35 C. The

i ' n¢ her 1 h at ca.

Elt?c?nd?tt gl g’tﬂoﬁp ¥l ?gtrl&%h% vveﬁ %eé%ﬁ?@oﬁf&@% 5.%5) 00 g he 2

e Was
nandl)mwf(\llbbionnddaﬁﬂﬂ gy OEtIQﬂOQMWt fhufyldlgmth}(ldﬂe@sﬂane (4.20 g,

2? glr,rg%gl)ﬁp Ty ik EIPg(é ?nBL? a]"fldﬂ]e‘% wéshcﬁ'oglvﬁ%ee%dgac‘i\g% é\ﬁ%étﬂﬁﬁggnesmm

utt1 on was
beorafizrsaheibntin dibty ether (16 21 mdy39.6 numol). Theguixtereiwad stirred at -70

°é igr ﬁogﬁng}ngﬁ%/%%s%a(rgbea Jq%llahs%rﬁg%ng@%&pﬁﬁé éﬂ (t &Efor further
21 ﬂgxﬁidr nétr dgeinl aemosphere Bdura:d the ;,eatﬂlmunﬂdtueobr(ta icemgdgat. NH4CI-
sacptrafls StV it thedhy £ AR FSh o e soubiny el e with
brine, difedroved MSOQRevhoval of the solvent in vacuum left a brown oil, which was
SRR 4o S s TR ok

cdidpo(1483s ariglloneliquad (es g,saqmyMSr(M)mze[M 15.0 ni, 112 0

mmol ) and the m xture was refluxed for 20 h The

sol vent was renoved in vaguumio, gi ve an orange oil,
whi ch was dissol ved in TBM&gd with 1IN HO , sat.

. _ang br dried O . Renoval of
B E e erEfhork i it Riey Ry Svt:%\l’%ﬁ%"nc?( 15.05 g),
Thidi1c]3- WZ-ﬂﬂﬂuém%ﬂh@w)Mu’g‘fﬂlroedﬁhetdhlybphéﬂyb]t-ethmc(nematsQarepared by
t%t%b‘Cbathte erature at 1.2 nbar) to give the title
OYRIOUH SHEULFi ght yel low solid (10.83 g, 79%. M
(El) 269 [M. Step 6:
Step( B 22NRAroF6i(R21otrifhei e 44triflfibroom hylbe

cid A .
Giesidyariblecrelenao s ?ﬁ“f’r%?%xle?% S iagiRg Koo
33375 f744|7m(752mg, 350 @8maD vars ddisaolmﬂ)in)Dmsm (35;90 Nﬂguan@fzi B2, )

mol. i H2Q) | i 3 s refl uxe
enGrorpedianol (H Tacrech bt ch 2% it PRl RehRassttigh wes
ch6le@ith a is@bathAK©HI (85%4) 990lg, 8500 mmol) were added slowly 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 HCl 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 [M'H].
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NaCl, extracted with TBME, dried over MgSO . Renoval
of the solvent in vacuuml|eft the title conpound as an
wohRbeswhst3e solid (9.22 g, 98%, %, which was BEEMP2005/006302
wi t hout further purification. M5 (ISN) 286.9 [MH .
Step 7: N-Metihoxy-N-nethyl -334 2,2, 2-trifl uoro-ethoxy
")-4-trifluoronethyl-benzam de To a mixture of
st

&.21— rgmtbri HtHPB :
Soludczmm{swm%emmpamm) ﬁ;mﬂu@twmﬂmd@h@syle@i@e frepp step 1
@gg@lg 80 m;qgagwam@a% d‘%gMeeg 11%%% aHp %'lt:l}rea'?ﬁxﬂlrmrt—
b@tynlmaee (adasl, lz@mdbm@mdwﬂmprcopmrfﬂhbromld?( 1Ste d20
mﬁﬁ“ﬁf Xce{oq{i&h 166 JS) EP%IQ; %&ﬁ?atgd 'iogt% ml ahn G6hth Rirring at 65

was S rre Pour ed onto
°G oas amwnmmfm h, th teactiarenhintinerwasheled i 3h & paivresd ingq 1 N HCI,

b f
SR AR D P Pyl P RS RUBb e
sdivawm mduu(ﬂléftﬁﬁﬁrlgbro}s@&% (35%7 g)\Ailicetgel wotums ehramhatpgrgphy with
fi
st R b M oo B Bk e
wastidedneitdeout furshes phrificasionoMS (EI) 367 [M] and 369 [
N-methoxy N-methyl 3-(2, 2, 2 trifluoro-ethoxy)-4-triflu

Stap.3: | b : hethyBberonl ) 11

aade nesi um br oni de
A(rﬁudsﬂmemfﬂitlﬁﬁmo -2itfo- ﬁi(Z 2&4&:&@@ ethme) -#itsiflupromeibyl-benzene

5h a0 5 Rl o AR L S v
hé&nead ®vdl1 300QX0 &) min NCddldd t(oJBGCnmumémtaddﬁ H Gy opwaicted with
E];éé%, {Wagﬁgég@iih ;Brolg%,le 1€ %tV%} IﬁIZ O.q%{]nggvaﬁgfs tg'g @olv&h:(?n vacuum left a
dsftaoained, (33]9%) Siliaebcdlana rthﬁmaatm?sphxjwvththepmm:@@én g:1->
gt etk om BBt Latomarg (859 s, ST 8fE 148

used W t hout further purlflcatlon MS (El) 286.1
« /A d b g 4 e 4 =

t erial | r a Vi o ) .
Sh ) 88 P?‘F?ll))c’sV é‘?%‘y% Tl poions v min fpa siered
s@speddo offinely g(ﬂndi—ﬂl 2utitr@ns-¢2,22; 2iflboto-efhowp)- detifiydromatiayl-
1.17 xan 3
bR Pt o 35k S RERDEN G K1l §THRT AR ) (o ml)
V\@t,h vidterbah roeliig ld“eéplﬁg e interne térAp&6tunt at 2653 7w The r@udting
[ eIlo N Was, S rr at _roQm. .
i RS SR BF RIS Ot Do Thp ice col FO (400
nf)! Tﬁ@pﬁdlp%iehvdﬂ Iﬁ!llthfedr waghict avith \@ﬁelx dribd nﬂn)i disEblyed in boiling
r gani c S t er
BT RO avyrbestbyn (sh T8 YRy s ahh HOAE bpt fliced for 45
A Ethe hiedl SoltiGeles ﬁlwéd At &vaporaped tofdrpseshio lestelandark green solid
(15.96 g, 84%), which was further purified by silica gel column chromatography with
heptane/EtOAc 4:1 to give the title compound as a yellow solid (14.56 g, 81%). MS (ISN)
283 [M-H].

Step 5: 3-(2,2,2-Trifluoro-ethoxy)-4-trifluoromethyl-benzonitrile

To a solution of 2-amino-5-(2,2,2-trifluoro-ethoxy)-4-trifluoromethyl-benzonitrile from
step 4 (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 oil, which was dissolved in TBME, washed with 1 N HCI, sat. NaHCO3-

sol. and brine, dried over Na,SOs. Removal of the solvent in vacuum left a brown solid
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chromat ography on silica gel (heptane/ ethyl acetate
1:1) to yield 3-nitro-N(2, 2, 2-
wonodsiasne- et hyl ) - benzenesul f onam de (3. 18 g, Be%zpamsmomoz
light yellow solid. M5 (ISP) 283.9 [(MHI. b ) A
m xt ure of
3-nitro-N-(2,2,2-trifluoro- et%yl) benzenesul f onam de

(ﬁrﬁqj’:ﬁ%z) %hlcgl hhgd ﬁfghgéﬂ&ﬁ%tdﬂ'n@ Oxy(é.{yscgﬁg? g((:Eé@l tem mperature at

1\2aabai ito gwdﬂattlﬂ:h@f)ﬁrpoﬁnd aga Hghtglow salith(10:83tge79%).818 (EI) 269
Igl‘i) was added at 700C and subsequently HO (37% 18.5
[ ]) was added over a period of 10 min (SO2 evol ution).
The reactlon mxture vvas stirred at 700C for 20 mn,
; rethes nethykbetizoinacikl bonat e was

s A A PRI 85k b 57
g} $emamipambMoNg@Fi 6.9 we mnmbnswéanhm@)bn idinxaps @3,1112/) was

rgfiwﬁ gcsrl\ggiﬁ l%oué%ffj %1% % 9&%‘2 & ofiE Lﬁé]n réﬁ‘ lfcstaf;d’i@t%d with solid

urmc I‘OfTHtO ra on Si

Nyl eécheabdmmhéltBME chmdtcazbelvﬂgsm Remqmabbﬂht: belverittin gacuum left

e UE o dm asa o -V%]{%i%%dgg O/EP fj )d Whi\éﬁ x‘nls%old without

ﬁﬁ-ﬂ%fl rﬁkhtﬁ:@tﬁll\(ﬁ)@ISNwmﬂM—Irlﬂxenzenesul fonanide a) To a
sti rred sol uti on of cycl opropyl net hylam ne (1.28 m,

mj— L0 N- —g- Z 2 51'&1 3?0-%3%}1—@ttn%@?&?§1 613}{(1 -benzamide
Tﬁ’@ﬂnl:dﬁn&(beF(QQ{;hnﬁﬂa.mroet}(ﬁy D4- Untﬂuomﬁnqthyil-benzmq'@cim@m step 6
AL RO B ERCHRPIS 8 A6,
néthjlhrpidined5.62 ¢, $1 Aimal) pnd THRMATH{SOh eag, Sr2gmmiad) in DCM (100
0 70
by anacp E 30 RASAFG e sl Ao BB BEUP S,
ﬂ@&caﬁhﬂcﬁﬂﬁlﬁﬂe hyﬂrbﬁhr}gr/idbé (EI20) (36 g Bg tn;-tabl) @nd phy/mafure was stirred at
A N T T EN
NaHGOY olagn dbrintd, trivdb¥er Nug$Og Revisvell &@e @ven® in vacuum left the
t[gl(;:\ggg}bp_gkhgg z? bro%vln%' 210%9 09588 )t I"/))nw h%vas’s)tulserzci %ﬂhout further

p%-rmcgﬁ(gr MS(BI) spr@l.net hyl benzenesul f onani de (2. 46 g,
nol ) i n nethanol (167 rr1) on pal | adi unt car bon

e O N+ XY)= )]
W@Mﬁt&iﬂ @ﬂ'N -tnli@hé Nern@@l B-l(ﬂ,Q,Ziﬁflﬂﬂlolrd)@ﬂ‘toxy)}mtmﬂuoromethyl-

qui | S o

bemE @ogw‘tm?’ Lwif% & ABEMYPD b REEALURR b b s dded
rﬁéth?lﬁ{agn&ﬁum bromide (3 M in Et,0, 21.1 mL, 64 mmol). The mixture was stirred at

nltro N (pyri di t benzenes | fo
0N fon 35 3um B Warm@o\%g}n% el |S§)ffaisaW?safBP uge 05 5‘“3*“4 Fhat23

ofMBhdled 800 POM KO (@50 b)) Ws QAd@ drbpwisedtivtipg was continued at 23

°C for 15 min, the mixture was diluted with TBME, the phases were separated, the
organic layer was washed with water and brine, dried over MgSO4. Removal of the
solvent in vacuum left a yellow solid (9.021 g, 100%), which was used without further
purification. MS (EI) 286.1 [M].
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water (10 m) and 2 nethoxyethanol (10 ml) was stirred

at 1000C for 2 h, additional water (7 m) was added at
w@QoB/1asds subsequently HO (37% 7 m) was addedTmeennsma6302

period of 10 min (SO evolution). The reaction mxture

was stirred at 700C for 20 mipp_poured into ice/water

(50 m) and sodi um carbonate was added until the

sol ut i ogyathesik 6farifndderBasives (st%ggﬂhuhmmﬁﬁula VII)

extracted with ethyl acetate/ MeOH 9:1 (3 x 75 m),

conbi ned organic |ayers vvgﬁmgle\gjh brine (80 m),

dried (MySO *) and evaporated. The crude product was

3fA&hh‘fb°=N-&%Z-Hlﬂﬁbrb)étﬁﬂ}-lééﬂﬂzeﬁmhﬁﬁfeap hy on silica

t t |d the titl
8 ShaStirad peuaop of 5505 riduotoetyiteing o} L inbaig Mol dioxane (37
il WiY added - aPrddnhdiipdrature ﬁ-nltﬂ&)%gzelﬁéﬁﬂmlypc}%ﬁde (3.0 g, 14 mmol)

agsl PdaRine G réjlo T D CAbe bEHoy s eREOp 428 gyt room
PR ati®tok 4h2p6ﬁr@d(ﬁﬁ!6 whate2 (100 ml’)%d%ﬂ@@&iecﬁ%lth ﬁﬁﬂoromethane 3x

ni trogbenzenesul fon% chl ori de
yt

tenger P} a‘?FdiQfB%? £I5 WeReweshed withiwatey (3@0 mlaoqradgbmwo ml),

dh'e& (16, )| 2 SHSRERA] The ¥ade ﬁltddhfzﬁdas%rthggmnﬁed by column
nperature for 17h, poured_ Tnto water

i )
chromasesreryen Hlich Eeh{hspEAReL sihrecetgted o me}d 3-pifgo-N- 2
bfb%ﬁlyl B&%h@sulf@ﬁﬁhﬁi 11§ g VB9 Wghp éﬂ%‘i«%l&#ﬁ@ ISP) 283.9
tﬁﬁ)ﬂﬁ b}l‘ll ne (70 m), g\rﬁ?e # @FQa ag‘r%d evaporlate (iSP)
fMeHl:} ude pr oduct vvas further purlfl ed by
crystallization fromethyl acetate/ hexane to y| eld

bz’A%ﬁ&&eNfé%léodU(@Q 'ZYﬂrrﬂI%%l)!ﬂh)yI) HE%B&!% %11 mmol),
9 white solid 271
sqdigm d}ﬁu@ltef)s 0%yee A& gl witerd21 g r§1t> awﬂ éan%mwﬂ@ﬁold@ 5 ml)

w%s Eﬁr}éd)at"ioé‘% for 2 HTRABYba s veRA! ()18 5 "ﬁﬁg%ﬁ&‘ﬁﬁé'dfa@ g el

i n met hanol

ol
S\ﬁuﬁqm%wﬁvi(élé%%nlf( 5@% was g@eépvcrovf periog 0£t10 g8 PO2 evolution). The
%a@fl&? Rkt EwYd Shdade adcetor Q@ RN aéou?éd itnﬂ?lcema@érx% rdYand

at1 on, evapor at1on_ and Crys [1zation from

sorismrrerhametewasiadd e%wp@uhq selgtien prflofed todieibgsic.Fhesplytion was
}gﬁlgtt&l gtale B'E'lb‘?néa otganic layers washed, with brine
- Itne §rf? han d de a)

| n- enzene

(Haoderh eSO Siand evarorsted Hsicaedantodnet was further pusified by

P MU S B R T
comBanmHAL05 g 39 ohamiite CODL M (SRS MEBIH Ipr317C
pal | adi um carbon (10% 0.14 g) for 2 h at room

tenperature yielded afterg %ﬁg}?ﬂ o 0f the catalyst by
filtration, evaporation an ystallization from et hyl

STHISIRIRME IR 10 5 29,2 °

a)' Pocstirred solution of cyclopropylme ylamine (1.28 ml, 15 mmol) in dioxane (37

ml) was added at room temperature 3-nitrobenzenesulfonyl chloride (3.0 g, 14 mmol)
and triethylamine (2.06 ml, 15 mmol). The light yellow suspension was stirred at room
temperature for 4h, poured into water (100 ml) and extracted with dichloromethane (3 x
75 ml). The combined organic layers were washed with water (100 ml) and brine (70 ml),
dried (MgSO4) and evaporated. The crude product was further purified by column
chromatography on silica gel (heptane/ ethyl acetate 1:1) to yield 3-nitro-N-
cyclopropylmethyl-benzenesulfonamide (3.08 g, 89%) as an off-white solid. MS (ISP)
254.9 [((M-H)[; m.p. 91°C.
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Exanpl e B. 6

3- Anano- N pyri di n- 2-yl net hyl - benzenesul f onar ni de a)
weélzdrsagenat i on of a stirred sol ution of PCT/EP2005/006302

3-nitro-Npyridin-2-yl net hyl benzenesul f onam de

[ CAS- No. 309726- 30-5; comrer_%3ql ly avail able] (1.37 g,

4.67 mmol) in nmethanol (140 ) on pall adi un car bon

A T

beaweteal funianidef2di6cg, 16 nahbl) tatretrandt (367 etthgh palladium/carbon (10%,

tate/h the titl ; 9
0 3555 FHAPERIF A b TR APy o 0 Ao and
evipp@anbeth.title compound as a light yellow liquid. MS (ISP) 225.1 [(M-H)'].

3- Ami no-N- (2- pyridi n-4-yl -et hyl)-benzenesul fonam de a)

To a stirred solution of 4- Lnoet hyl ) - pyri di ne
(1.21 g, 9.93 mmol) in di%)?‘é\ﬁle %35 m ) was added at

: t i b I | chlorid 2.0
e L Nk A )
A Higtuké i ft-nigel-Ne(pysidipdndmethyidenadniesud fodamide [KiA8 No. 332942-34-
t t f , d iRt
4, SREPSR PP e Sraemalle D) Abiotitd (S P11 mmo)
waent1o nedl and g anditkodyashans] (@6 mal) was stircedvit 1H0Wafoe 2 by additional
m bri 7 dri ed i : _
wars70) g et O ko R Y PiGHaARy, BN Al over
pe%fo)d_&);f ab ltﬂl\il_ﬁ iﬁg@p@o_lﬂtmﬁ) Hﬁlid‘n?maid:ﬂ’r:amage W styrired ?t 70°C for 20 min,
-njfro: - i dine;4-yl -e - benzene
pureintg celt il sdfumSayhenhie 0 AP HHREMIdon
pxbélféafrb bé basfiaos'rha_&tauﬁbh wdgdtte@eerdah a itlo ethph‘acayctam/lmeoawu (3 x75 ml),
solutjon of 3-nitro- - QY Q. di ne-4s vy - -
b GobIRED REHCIAY b wp el i briedO el Masinuang evegarated
Tl%'@ &ug@ o-HF'Et W&Efu{fhér lﬂﬁif?ﬂl Hyaﬂuﬂlﬁé c}&bhﬁ{ﬂogrﬁ;&l% omsili& ?)
or at rogmte ure vyielde o emoval . o .
(N e Rt 16 perLibe 1S cpRpRREI P T2 3 it Pllow solid
MSI(¥sH) 2kl bzavilgn];fmpm Byl aceat e/ hexane the title
conpound as a light yellow solid. M5 (ISP) 276.0

[(MH ];np 138C. Exanpl ee‘gﬁ%ééﬁg;no- N-

(2- hydroxy-1, 1-di net hyl - nzenesul f onam de a)

To a stirred solution of 2-am no-2-nethyl-I|-propanol
3-AGhifle-N1(2,2- i topylpbelizenaakonabidel ) was added at

roomtenperature 3-nitrobenzenesul fonyl chloride (2.0

o e STER O lon U ReEFEHETURE VD & Sranaoly B 25 ml) was

add@imﬁ rr?bh!f @e;n{a r?jt@bilsp@iubbdnieﬁémlfgﬁylecr?}géﬂrﬁw (Iri_?_ %}g, #he2 mmol) and
extracted. w | or o ane . The .

tf@ﬁﬁ”@ﬂ“ﬁéﬁ%?éaﬁflc 9&3)’8@%%& Pf&lgm\’/vis?sr?e%\ﬂ?’é (e iigred at room

teflipbraditd £5F 1715 pofedinto watek €TON(A)SAd)exaracted wifhndihletbmethane (3
The crude prqyg{gt was further

urified by c .
X £ ek AIgangq ]égerﬁ &ferg ﬁ%‘ﬁ’?gﬁ@% &W&ﬁi%)ﬁl&d brine (70
mB);, Wridd0 (Mig8OF) 3nd  evaporated. The crude product was further purified by
crystallization from ethyl acetate/hexane to yield 3-nitro-N-(2,2-dimethyl-propyl)-

benzenesulfonamide (2.14 g, 87%) as a white solid. MS (ISP) 271.1 [(M-H)]; mp 117°C.

b) Hydrogenation of a stirred solution of 3-nitro-N-(2,2-dimethyl-propyl)-
benzenesulfonamide (2.04 g, 7.49 mmol) in methanol (130 ml) 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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nitro- N-cycl opropyl net hyl - benzenesul f onam de (1.04 g,

42% as a light yellowsolid. Ms (ISP) 273.2 [(MH)-].
wopodddssgenati on of a stirred solution of PCT/EP2005/006302

3-nitro-Ncydopropyl nmet hyl benzenesul f onam de (4. 37 g,

15.9 nmol ) in nethanol (300 gy). on pall adi un carbon

(10% 0.44 g) for 2 h at roomtenperature yielded

after renoval of the catgygbidwsfiltratiaon,

evaporation and crystallizatron from et hyl

aceat e/'hexane the title conpound (3.79 g, 97% as a

mlmmlyndxn-wmettsyl)bm@lezulf e]:np 96C. Exanpl e

a)j%@“ggo Roh 2E RYsth %61&}1&?%’&*3%%‘31(1%6&11 S5ty Ny ) - b

onam 0O a stirred solution
beazardsalferzxmde EGASING 4@6(1%5{1@51; comngerci q;ﬂaﬂatg eldd- 41434

lg-ﬂ% dilln?%(% gn&ﬁes g}l? n ?%ﬁlﬂ)a&n }%ﬂl‘aﬁiu&lﬁ’m&ﬁt( LU% O 14 g) for2h

nze ride

attrbbmttbmpamtm yielded@ftat rengavgbof,ﬂng:a)talysr%g ﬁ?tl'rqjm n, ﬁéqppmon and
crﬁﬁ %I,F ag;f' | of{(]%m yi’ Séegf%e}@a[n)e rtl?é)lgﬂé SMsAdaY Q5fg090%51as alight

extracte

yellotsblidoMst(IE) 64.8 [MFE) i Jup IPAC.conbi ned or gam C
| ayers were washed with water (100 m) and brine (70
m), dried (MgSO ) and ev rﬁé f¢ The crude product
was further purified by colu chr omat ography on
silica gel (heptane/ ethyl acetate 1:1) to yield N

3 (AninpdNepyyidin-Ryyiimethylrbenngnesulfapampide- et hyl ) - 3- ni tr o- ben
zenesulfonam de (0.65 g, 25%9 as a white solid. M

)Sllfl}’@f’g uC{f ¢ solfiford foigmth:)-Ntyﬁ{cﬁﬂBpﬁEﬂe%ylof a
béﬁz(eﬁestlwnmsde' [CAS N 39HBIe30-51 comsmeryially pyaileble] (137 g, 467

t -
e S LERETCIED 1 SRR AR AR IR, QR ERIE S roors
tefnperdtusé yleldealmﬂtcarrrpmnmluf thedatalystloy ﬁlatltatipnsrfé’ ABYAAHOB AN he
e B B P IARELRL L3881 949 n o i
s&mmwadpxmsm (¥- I—IDZ%npa]sZ‘l%ﬁl or ange solid. M5 (I SP)
259.3 [(MH ]; np 1290C Exanple B. 10

3- Ami no- 4- chl or o- N- (2- hydgoxy -lleéj7d| i net hyl - et hyl ) - bei
i zenesul fonam de a) To a St r? sol uti on of

2-am no-2-net hyl -1 - propanol (3.48 g, 39 mmol) in IN
3Nk o- R5(2apyridinst-dektled)-henzeoeswlfonapideat ur e
4-chl oro- 3-ni trobenzenesul fonyl chloride (5.0 g, 19.5

Bt . .9308MA0l) in dioxane (25
TR PO Y et 15 g o

nil) wanateet wmbnelteh;perﬂum?anérmnz@n?@ﬂfﬂny ch]'wé & & En2 P2 mmol)

or.gani c, | ayer.s dHibon sl sBered at
sy lai BB SRR, T el Tonbeiion e ered 2 oom
&P érﬁttﬁ'd fdnbhg pbured intorveatet (169 aqdhyn extedctadowitly é;chloromethane (6x
ne/ ethyl aceta ml) and.b 70 ml),
A
&reﬁﬁMJgSOhBatiﬂ évapofa®ed. The crude product was further purlﬁed 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
palladium/carbon (10%, 0.15 g) for 4 h at room temperature yielded 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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hydr oxy-1,1-di net hyl - et hyl ) - benzenesul f onam de (0. 93
g, 15% as an off-white solid. M5 (ISP) 307.0 [(MH)
W 2005123789C. b) A mixture of PCT/EP2005/006302
4-chloro-3-nitro-(2-hydroxy-1,I|-dinethyl-ethyl)-benzen
esul fonam de (0.89 g, 2.89 n?r?§) sodiumdithionite
(2.13 g, 10 mmol ), water (9 and 2 net hoxyet hanol
(9 M) was stirred at 10 % h, additional water
(6 M) was added at 7OOC an u sequently HO (37% 6
m ) was added over period of 5 mn :SOZ evol ution).
3-Aminoee@Hhydroxyxl, umwdwl-stﬂw})fmzmes nfide 20 min,
poured into ice/water (50 m) and sodi um carbonate was

sLH}Hdl scglnﬁ 5 U l'g Rl'i]ncp-%—q{?&ﬁ@] 1.9r g (gﬁngﬁ%? gS rﬁﬁ&; 93 mmol) in

1 ON Was ex racte
diol&encc (ﬁﬂnnibsdamdgath at:rdoay mpmgtmﬁ-WQbenmneﬁ@fqrﬂbcfﬂpylde (2.0g,

9% Irrgﬁleogi\lagds |9f‘ @Q&gln%v F?jg% E}gﬂﬁ][ '?fg?n li géﬁf)fv %ﬁécfnsmn was

stheet at @odbm ‘genqjechtmleefqu&h, epocumdomtno\m(tar GB)OgmlB ang extracted with

d’EB]é)ﬁ‘B #é T.’) §9I2\ P] ’P%éo&éf? ﬁegglé%ﬁlc[ﬂ%mer]e walRed it water (100

ml) dndlibwiieh70 -nel) hdrlied (MgS4) hlyxld dyepmateés The onulei predagt Wes further

red, so i on, of | _
p?%ﬁe)%{)é colztlfuhﬁ%rloinamgr?pf?& l\%la_llp f%] %pqyﬁe/ eghgg &Pﬁ?q 13 to yield 3
nitespeeadoprepylnetiyhpbn@neiulfooieidediOd gl 4290Y as clighiryeliew sohd MS
The reaction mxture was stirred at
(fsgb%?%@mre for 6h, poured into brine (50 m) and
extracted with ethyl acetate (3 x 70 m). The conbi ned
bpr gthlcﬂmgbm;ﬁms wér e vva;nimed V\B(ﬂhtlduﬂ ng ( 3onitrb)N-crielpprppylmethyl-

%Pfﬁ nB’i‘/“ o% ﬁéﬂ ﬁ%?jo (r:;gﬂl%ﬂ%n sh%c {llﬁahpa{lmlcarbon

(10vep0.aneg) foir iy h @cmioat Een’hpék)atum dneldrkds eﬂ]e:rerﬂmoval of the catalyst by

ﬁft%ﬁ{pg le%:lgazp%téc?nn 8‘5‘!@%&%&’&%“& %tniﬁe gég{e?lg&a}lé) e &hé compound

(F798t QW/b}a%aﬁvhltdsoH&dﬂsmEﬂ)mm&1(Md[é)l]:nﬁ9@°€ 25% as an
off-white solid. Ms (ISP) 287. O [(MH) ]; np 1090C. b)
Hydr ogenati on of a sti rreg soI gn of

(2- hydroxy-1I,I-di met hyl - -mat hyl - 3-

ni tro- benzenesul f onam de (1. 46 g, 5.06 mol) in

3rmhhquL(2( filroky-1-diydpedyheediyli- mathybathyloenzenesblfeparhide

h roomterrperature yi el ded after renoval of the
3 e b 7 e AP Rl 0 3 o
didxhhe (ZBDﬂﬂ)X)WiiKZladdled 26renm 88%peratura-mifrbbevrenesulfonyl ghlovide (2.0 g,
M N TR R e —
sﬂ'ﬁt&ﬂ Q@&Bafn fHﬂnp&at&reSfdrr élgdpaakditinonwater (100 ml) and extracted with
e dl yﬁ%g(;%ggl)g? h%/ i&rﬂ&lngél torégoagle nl%}g%fe jslvlé{efwga nﬂrl]%ﬂal water (100
nﬂ}éﬁd rﬂrine (70 ml), dried (MgSO,) and evaporated. The crude product was further
purified by column chromatography on silica gel (heptane/ ethyl acetate 1:1) to yield N-
(2-hydroxy-1-hydroxymethyl-1-methyl-ethyl)-3-nitro-benzenesulfonamide ~ (0.65 g,
259%) 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
paﬂadiufn/carbon (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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on pal | adi um carbon (10% 0.14 g) for 2.5 h at room

tenperature yielded after renoval of the catal yst by
woizbdasriasizen and evaporation the title conmpoundp(1t/ER200§/006302

98% as a light yellow |liquid, which was used w t hout

further -purification. M5 (I1SR)35242.2 [(MH) ]. Exanple

B.13 3- Ami no-N- (1-hydroxynet hyI cycl opentyl)

- benzenesul f onam de A M XEgdR

3-nitro- benzenesulfonyl chlorlde (O 89 g, 4 nnDI) and

(1-am nocydopent (0. 46 [

nmet hanol in
APl eTaN 2 rdrasy s amebyt iy egrans il amide
solution (4 nL) was stirred at 20 OC for 20 h. The

a')%t Pt BraPsplitidnUdredatinon- ﬁie@lwlqtpf@m@lr(s 48 %Osmnoﬁhﬁm NaOH

ayers were separated and th rgani c | ayer ts
(@,5 op) s add edontur@@n(tmpget e é %vaapambéaﬂqnﬁsv'\-@ &e% e (508,
15*5%@%1 ArKEhden ﬁ&ﬁc@ux@'m% QliMed at Fooh baRratu2OfoFlabhapshired into

ydro enat ed in the presence of 5% al | adi um charcoal |
RrineS0ymb andiesactbwithils dergiead 1oomb The combyred organic layers
vgrE V\)é@héaewftﬂ |bh‘ﬂe (3B, SRtd Wiksd,) dddrEDapbrate® Th3@rddR%roduct was

B}Ier[ Pm(qgeclolm ‘m&ume hermeafogephy PR siligt ge)l (heptane/ ofhyl aegiaty 1:4) and
saﬂ%lqﬁéx ¢ {aﬁ CLERY foh &hfl- Repaen ﬁ%l%{'aﬁé’ Y %,gaw @rahﬁﬁo 3-nitro-(2-

I n anal ogous manner to the procedure

IWés@Wr bétﬂlmnﬂwkathﬂ)éveszmsulfqmemldq (093cth AP melamal-white solid. MS
?ﬂ?ﬁﬁﬁ'ﬂ@@o'l M5 (ISP) 257.3 [(M+H) 1
ntheS| S 3 t er medi at es conmpounds:

pyrazol o- pyri m di ne car boxgl ic acids (internedi ates of
H)oAnmvaum pf #rderaceniphehbridexpded methﬂeethyl)-benzenesulfonamlde

M9 %oa k650160 d3ithBnfe v\ﬁwhﬁ’ BY 1182 alnqolpywaf@rd(m%ﬂ) and 2

car gxy[ ic acids derivatives can be
raetbomﬂwglotl & tfﬂl)eW@gﬁglfedmt BOPELan 2 dis additippal |Vfatqr(§ ml) was added at

{fnﬁ‘[&: gl%sle e%ilélg ﬂ{ég (97%,'_%\’\&1\1)% S Re@f oveRiadperiod of 5 min (SO,

er nedi at ve een re ar eg from acet opﬁenones

eatohl@pdb nbhe reactinn mmueajms&urmsi Yut0°Criet 20 eniaapowreddntp ice/water
t S { e

5B A5 AN GRR, TR BRI, basic. The

solution psrextrotted pithiethyllacetate £3 53R yhl).che comibingd organi¢ pers washed

; r [

W38 e’ L0, BB8 Al ACHLERGUBRTHL ch Bl PR o

Imriﬁed by crystallization from hexane/ethyl acetate to yield the title compound (0.65 g,
I f ot Ry ) - pyrazol of

'%71/?? ;%/’rﬂo {r}n}:‘zl %OAQS%a %I? é7?|qc[ acm%hlle;lgg‘?'sti rred

sol ut| on of ethyl di fl uoroacetate (5.0 m, 21 nmol) in

tert-butyl-nethyl et her (3Bxamhplellabl added at room

tenperature a 5.4M solution of sodium nethanolate in

3-Amino-N-(2-hydroxy-1,1-dimethyl-ethyl)-4-methyl-benzenesulfonamide

a) To a stirred solution of 2-amino-2-methyl-1-propanol (3.78 g, 42 mmol) in IN NaOH
(25 ml) was added at room temperature 4-methyl-3-nitrobenzenesulfonyl chloride (5.0 g,
21 mmol). The reaction mixture was stirred at room temperature for 6h, poured into
brine (50 ml) and extracted with ethyl acetate (3 x 70 ml). 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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10

1

(8)]

20

25

met hanol (4.65 m, 25 mmol) followed by a solution of

comercially avail able Atrifiuoronethyl- acetophenone
w02003/1g37321 mmol ) in tert-butyl-nethyl-ether (20OTMP205/006302

The reaction mxture was stirred at roomtenperature

for 19 h, poured into ice/watgsr (50 nl), acidified

wth 2N HO (40 m) and extracted with diethyl ether

btﬁyﬁ:%é’eﬂa%% of Ihsgldfean%b'lﬁ}gcqx of %% %@réx?ﬁﬂelr va}g Oe‘rﬂg}tﬁj;@%ethyl -3-

nitw ’gen/zenesulfdnamlde (1.46 g, 5.06 mmol) in methanol (50 ml) on palladium/carbon

(]ﬂ') (9 éé gggf{)lo )1 5 % tr{)&fil plgfgfﬁl!%}lel WE? gﬁér) e%v@pgf HlegcaQalyst by

as ‘a
ﬁlntahbnutevép.mtthm arpiJ nrySﬁaﬂaatlmm frdm) MeQHY rduébvlmﬂmro thexasfe the title

commer b °
C%mg??f‘h f‘ﬁg ﬁga@(%? ShyT hlfJeysP fd g ({S‘E )%372 [(MH )rr]r?or?% 133°C.
and4, 4-di flooro-1|-(4-trifl uoronethyl - phenyl) but ane- 1,

3-dione (5.8 g, 22 nmmol ) ExampdeBile acid (45 m) was
heat ed under reflux conditi ons for 1.5 h. The reaction

m Xt ur e e I SPH duct (yell ow
é%m ﬁ&a %lﬁgle)%ﬂg%e SO vggmﬁ)neoa m xt ure of
2MK()—I|n msthanol (176.5 m , 035 nol ) and water (85
Hyljogetiigon earft | on stitred urwlution stoif r r¥d2edimethyntige-ethyd)-3-nitro-

b%eﬁfﬁuﬁtggar'ni‘&&o@@eﬂai 15082991 %)43 £8125 b rﬂfn‘aﬁ W &l&h%%l (145 ml)

and st omte
of @alladium/carbdin €1096,6C140g)t fr &.5n0a st cadh @@npejatmye ylelded after removal

o g Ry st e FraBSedoy e ekt (135 o5 Do) s 2 light

yéltbvbliquid, Biih wasused vnﬂfmmmmlmrwhtﬁdatld!ﬁl\/(s (359) 236 HM H)].
[(MH ]; mp. 261C Exanple C. 2 7-Trifl uoronethyl -
(4-trifluoromethyl-phenyl -pyrazolo
[1, 5-a] pyri m di ne-3- car mleBd@id The title
corrpound was pr epar ed fromcomrercially avail abl e

o NCUhRE8A6AhALGclopoR LI RIidb! ©
-tri u

or onet etop enone and commercially

Ataﬁﬁﬁdttkﬁtﬁf% ﬁtro%ﬂé’i‘l‘eé‘ﬂl MEAAO@NY g, I@)tﬁfﬁbma@idé(@-&&hdbng
0 e

ener aI rocedure b% I@ yel | ow 20| | ?I
cydppensyl Gxfp g Aqemopydn F5c}(‘i’;éor@n§>ethane (4 mL)/sat. sodlum
b§a£ g)n%oﬁltmemﬂﬂ) wasGtifled QF 207®E Rt 200y ThE Higfuke Wasdilitéd with
I ne-3-carboxylic acid The title c undvx.fi
et ey b aS LR SR e was vashed
v\iihkar o, QﬁQSYﬁ&gOﬁ:ﬁm@ﬁﬁbﬁké&’m@‘déﬁd q*ﬁk Solid re81due Was dissolved in
oro acet ophénone ahd cormer ci al ila
ethannl (26-1aL) andrydyessndfed in thepresepreot é::by aAlac t ayopal (02 9) to
g?)%ﬁf{ﬁl? pc%%ﬁcgfhgé%éé)gé%‘%))e%gfﬁ&%h@ MWIE(P') S A30A+20"]; mp

130132C00or o- phenyl ) - 7- 1xi f | uoronmet | i yl - pyrazol o[ |, 5-a] p
yrim di ne- 3-carboxylic acid

Example B.14
(S)-[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+H)"].
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The title conpound was prepared from comercially

avai |l abl e ethyl trifluoroacetate, commercially
wavaisiiabize 4- chl or o- acet ophenone and conmer ci aPCY/EP2005/006302

avai | abl e 3-am no-4- ethoxycarbonyl - pyrazol e accordi ng

to the general procedure |. Ohk-white solid. Ms (ISP)

340 0 [(MH) ]1; np 238C. Exanp e C5

D'fléﬁ%r I@le e%.i AL 1§ pyrazolo-pyrimidi e carboxylic acids -

f|- —pyrazot Of 1, 5-aj pyr1m di ne- 3-
car boxyl i ¢ adintermipdiatesdf Sormmlp ¥l higomeasetopheng :‘« from
comercial ly avail able ethyl difluoroacetate, 3-
met Spmepfithé nterorediates soBMBRGN &-5( 1% @W@lommmlémf carboxylic

aglk Gt %hﬁﬁ ﬁﬁph{éd%c ﬁ‘lg‘té‘the general procedures I and Il are
et’hoxycar bony razol e according to _the general

cpnmn@dlaﬂ}é avallabkf ANEER SeDE pﬁsaldvgte(rmsﬂ»ates ‘havelbgepprepargd from

_ ﬁﬂ'eé gﬁ% % ﬁ Be ﬁroce res7 aslcg(t?,t%l?eudolrleé%%f%er Sa/nd unlresészogh%mse
sinéc:lﬁecb]:lm,w cwmplo s3ure retieb Iy Pexson skilledrindhe Pttl‘/@ﬁ e able to prepare

PP B PREL TSRS SN, gl procedres

afddhtaliirg-i8 toastoyt: _the follopingrxamples ¢f prsm@tl@nm ly
avai | abl e 3-am no- 4- et hoxycar bonyl - pyrazol e accordi ng

to the general procedure I I’“ﬁ-’ ite solid. Ms (ISP)
354.0 [(MHI; rrp243C Exa %&i

iﬂ';gfﬁ%‘é"gé% %8(42451&%\” @ﬁ?ﬂ;ﬁ el DUpPARl B Fearborylic

prepared from corrmerci ally avail abl e et hyI

aglIfL? ?%ﬂ 1Io% c%f %&M 'ﬁﬁbﬁ:lat%aéggblnﬂbb Pﬂmol) in te t-l%l.rtél-methyl-

-ace one an aval
ctharfbtod) wraﬂtddad ytwohoteynpemtum EMzsobsion quoqh@m methanolate in

Heiheng &1'(]1 B5 B SPh '1@%&@‘3@ Solffibh Qf%ME}g%}éﬁ)y PP 4-
tﬁﬂuérohxethylmempshemde-(pbegwgl el iutettobwyletriethyl-efher Gifonl). The

SR SRR 9 A e o,
aeichfi!éd with ENUéCb@wahRhed edracted with diethyl ether (2x100 ml). The
b LSRR S, A 9050 s
@hperiredas @ﬁ@)&udb}@’ t&Zkﬂue»r@{le(@LFtdlﬂlugrdmeﬂlﬂeplmme‘taitane—1 3-dione

rsc,}crggdur 7 ng&hi(p E:}gwsso lllsleg m%%u{ lcurﬁ)erlji rifestioh. [(MH)

b) A stirred mixture of commercially available 3-amino-4-ethoxycarbonyl-pyrazole (3.38
g, 22 mmol) and 4,4-difluoro-1-(4-trifluoromethyl-phenyl)-butane-1,3-dione (5.8 g, 22
mmol) in acetic acid (45 ml) was heated under reflux conditions for 1.5 h. The reaction
mixture was evaporated and the crude product (yellow solid, 8.5 g, 22 mmol) was
dissolved in a mixture of 2M KOH in methanol (176.5 ml, 0.35 mol) and water (85 ml).
The reaction mixture was stirred at 60°C for 1.5 h, poured into ice/water (200 ml),
acidified with 3N sulfuric acid (pH = 4) and stirred at room temperature for 30 min. The
precipitate was collected by filtration and further purified by crystallization from
diethylether/methanol to give the title compound (4.51 g, 57%) as an off-white solid. MS
(ISP) 356.1 [(M-H)']; m.p. 261°C.
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5-(3,4-D cMro-phenyl)-7-trifluoroneii
iyl -pyrazol o[l , 5-a] pyrirnidine-3-carboxylicacid The

woibdsa28B8pound was prepared from comerci al | yPCT/EP2005/006302

avai | abl e ethyl trifluoroacetate, comercially
avai | abl e 3, 4-di chl oro-acet ophgnone and commerci al l'y
avai | abl e 3-am no- 0 4-et hoxycarbonyl - pyrazol e
according to the general pkas Q.8 I. Light yellow
solid. M5 (ISP) 374.1 [(MH np 264C. Exanple OO
T- ey
e LA e
C@ﬂ)pwll‘mifd ne- S-carboxylic acid 5 The title conpound

‘ 'l*tﬂgst%t?er O/ %%gmfl ey p%‘@}gg}@c{ GloRh chnﬂP{&hIa@}b Ia@alﬁf)f%yéthyl trifluoroacetate,

uor oacet at
chZx,n@erQLaﬂV|aavallﬂblmétmﬂwomthyilﬂramophﬁnanetaudrmmneraally available 3-

&Eé@ﬁp&ﬁ ﬁc@%oﬂ?ﬂgﬁgm{&b%gtoatﬁggé&phgroced?reI

amno ol e dccor

I@mealkbwmluhm{FdHMﬁ/NImeM%&ud VB (ISP) 471. 9
[(MH) ]; np 264C Exanpl eC. ||

5-( 3- Ethoxy4tr|fluororre§3§ylln kegyl)-7-trifluoronethy
| - pyrazol o[ |, 5-a] pyriinidine- E carboxyllc acid The

5t @tad;@g&) gﬂgﬁjﬂgr B (?{)uor % aszIB fg%ﬁhﬁﬁﬁé@ carboxylic acid
The htitkey cdmppithd owasoprapatd foem (me.n(@xaﬂrp lagailebly) ethiyll difluoroacetate,

CS’?“E%%%Q? a]vylla?l/eall lcﬁl%hf ag’etggmoeggne an %nhmeraallg avTﬂable 3-amino-4-

bon razo
eﬂrozxgzenrbomyhpyrmie amcprdmgstolthd gerl@ (pﬂ@té)iurlelB Qff-fibiie splid. MS (ISP)

3%6%51}%8@ éne?%g‘ll)' C(%Zet hoxy-4-trifl uoronet hyl - phenyl)

-pyrazol o[ |, 5- a]pyr|n1d|ne 3- carboxylic acid The
title corrpound was prepar Edamplerg.dommercial |y
avai | abl e et h%/ di fl uoroacetate, 3-

é

5edHOdprat-phenyl ariﬂu@mqﬁbﬁ@mlq Eoeatpyimiding-3agazboxylic acid
'I% AR %I%bh%n?ws gé)a?ec? 'ﬁ%% 2 mz}neraa]l}{ I%Vaulable eth?rl trifluoroacetate,

hoxycar ony e accor
cpmooerdialiye aVallab’I@I 4ﬂh190¢ aobtopPBn()nGI@)ld @mlﬁeI[C(aN’y dyailablep3-amino-4-

47C,
cBickyeschp T Fpotleennding i b5 sopegpl ppossAmre . QfF e s S U1SP)
340.0 %€M}y 15imp @B8PE- 3- carboxylic acid The ti tI e
compound was prepared from comTerci ally avail abl e

ethyl difluoroacetate, cogper é Ly avail abl e
4- chl or o- 3- et hyl - acet ophenon and commercially

AL 5 ISPt 4 e
carboxylic acid

The title compound was prepared from commercially available ethyl difluoroacetate, 3-
methyl-4-trifluoro-acetophenone (example A.4) and commercially available 3-amino-4-
ethoxycarbonyl-pyrazole according to the general procedure I. 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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solid. M5 (ISP) 336 O [(MHI; nmp 238C. Exanple C. 14

7-Difluoronethyl -5-[3-(2,2,2-trifluoro-ethoxy)-4-trifl
waansnestsyl - phenyl | - PCT/EP2005/006302

pyrazol o[ |, 5-a] pyri m di ne-3-carboxylic acid The title

conmpound was prepared fron1c%5ner0|ally avai |l abl e
ethyl di fl uoroacetate, 3-

‘éﬁﬂl&%kg%?)gwg%oﬁ%%éﬁé?é 4}94%% g I%?%tp%)géﬁﬁ&qeOff-whlte solid.

M§(1?SP‘9 BSLd{@1TORY agy 40E! - pyr azol e according to the
general procedure |I. Ofwhite solid. M5 (I SP) 454.2

[(MH) 1; np 261C. Exanpl ﬁgpﬁjﬁ
5- (3-Chl or o-4- trlfluoro ienyl ) - 7-di f1 uor onet hyl

d caci
-3 %@fi‘éﬁﬂ%[epléﬁ%vﬁ]*Waﬁ%ﬁ%g“%?‘ggg%]@‘%m -SfBticacid
T}&Qlﬂéﬁibﬁlpﬁiuhyl viie Irép&bécbfrﬁhltptnmhrtllalluomddde athyl d@,uoroacetate,

B

4-3hdRjasbohyEbiaxle afdmﬁ(ﬂ]l'hg tiieaznérel mocatugé h§F-whiteeolid. MS

ener al dur Light red solid. Ms (ISP) 390.2
(I$EIMSE0 [f %%35 nple C. 16

7-Di fl uoronet hyl - 5 (3-fluoro-4-1xifluoroneiiiyl-phenyl
) - pyrazol o[ |, 5-a] pyri r ni dixample CS8ar boxyl ic acid The
title conpound was prepared from comrerci al
5-P3L 8 diill etrifldvrbmeityl-phemd) @{taﬂeoromﬂwﬂfpylraqug,[l 5-a]pyrimidine-3-
avai | .able 3-fluoro-4-trifl uoronethyl -acet ophenone and
CWﬂHﬁWﬁFéﬂ-lly avai |l abl e

The & &npoid é;lséiémﬂbnrmhaﬂeﬂcaﬂﬁamﬂaulemgml triflipoacetate, 3-
gener al . proced

mF‘(IM. #ytrifluogpacs en@ea a}rgp% commerl\c@]l& | abi 5%rtino-4-

?%a@ah 2 dlé hécbttﬁhgtm&bgbn@hi@yteﬁu?elﬂff " white ootist. MS (ISP)
razqQ al pyrirnidine-3- carboxylic acid The

388 prepared fromcomercially

avallable ethyl trifluoroacetate, 3-

chl oro-4-trifl uoronet hyl -Beipglpllenone [ CAS- No.
129322 80-1] and commrercially avail abl e

5= Eé %g?lgllil'oi‘? gge u%Lg&flﬂﬁﬁrﬁrrllqetlhﬂ:ﬁi’)l&gﬁla{gl;ilaa}pyngndmetaﬁearboxyhc acid

g’gﬂgcc[r{lm)q.q) yas Rfﬁpg&é é‘% fgalfjable'\@hﬁ tifttioroacetate,
commercially available 3,4-dichloro- acetophenone and commercially available 3-amino-
4-ethoxycarbonyl-pyrazole according to the general procedure I. Light yellow solid. MS
(ISP) 374.1 [(M-H)]; mp 264°C.

Example C.10

5-(3- (2,2,2—Triﬂuoro-ethoxy)—4-triﬂuoromethy]—phenyl] -7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid

The title compound was prepared from commercially available ethyl trifluoroacetate, 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) 471.9 [(M-H)]; mp 264°C.
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5-(3-Fluoro-4-trifluoronethyl-phenyl)
-7-trifluoronethyl-pyrazolo [1,5-a] pyri mdine- 3-

woanizazyissc acid The title conmpound was prepar edTEP2I95/006302
commercially available ethyl trifluoroacetate,
commercially avail abl e

3-f|uoro-4-trif|uoronethyl-éé%fophenone and
commercially avail abl e

3 am no- 4- ethoxycarbonylEﬁ?Wgﬁgﬂé according to the

iANE AN NCR R T SRS

Caﬁ, hJEélH' uoroni et]i oxy- phenyl ) - 7- 1xi f I uor onet hyl - pyra

hﬁd rﬂﬁgﬁl%@ qa;}!ﬁgyn reiidin ?IBﬁPcar bax )If ";eﬂ C. @v‘igvtgﬁvrtgﬁug}ga%eme’ 3.
ﬂﬁ&?yyi tﬁlﬂﬁérb%ét@@ﬁﬁ{cﬁfeﬁwxﬁﬂpmﬁ@Iaaﬂlcynmamhmbi\aﬂable 3-amino-4-

ol S Lol QOREASHEAR-SEER Ll i s 159

2 d . Wit lid. M5 (ISP
e st e e wlld = (1)

C. 207-Di f | uor on®et hyl - 55 éf fclcgfr onet hoxy- phenyl )
-pyrazolo [1, 5- a]pyrlnld boxylic acid The

title conpqun prepgred fr rcial TP
7 it e A B RSO S5 ol 5 apyrimidine s
c %@Qh@ 4-trifluoronet hoxy acet ophenone and

CcOo rcially available 3

Thmitlocampaunsiyesareraigd ayreempercially ayaliehly fhy! diffporoacetate, 3--
tﬁ(?%f %Q*lﬂﬁ&%cﬁqwgﬁeﬁone%‘;(arwglet@5)S:Qid dmily&rclallpRyaiBBR. 3tamino-4-

etEe()&gﬂJODYFP‘xTQ? ¢ pcerding torthg %F#qr%}d’ﬁewéflreo’y Vellorr solish 3§ (ISP
(&)/a nh.g;%]g @-carboxylicacid The title conpound

S pre re rom comercial l'y avail abl e ethyl
trifluoroacetate, comTerC| al | Yec(g ilable
3, 4- di f | uor o- acet ophenond&Xam@ rcially avail able

58&5”11&%1#%“ bt oAt B e AP

carb H) ];mp 274C. Exanpl e C 22
8- al or o henyl )-p razol o[ I, IHT)] tﬂeld:;’ car box
Thé tldaccpmpaun was epar ne«quqnera yava a yl difluoroacetate,

C(HB erc1£]1afoz{v Jﬁli‘@g-ﬂﬂ)or(?%%%? h@ne(alfﬂ cl)nﬁne&lam&@vallable 3-

am no razole4c oxlate % ﬁ
a@mcﬂwﬂﬂomrgomd@ysazolera@aorétngt@ﬁh%gqﬁle uge I Light yellow

ot 40 L) were succe33|vely
S@Bﬁ&@@%ﬁfﬁj %W@ﬁ]h&?@%r@e& and stirring was conti nued
at 0 OC for 0.5 h. The cryst allsC\/ﬁre

xample C.

7-Difluoromethyl-5-[3- (2,2,2-trifluoro-ethoxy) -4-trifluoromethyl-phenyl]-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid

The title compound was prepared 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 L. 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-a] pyrimidine-3-
carboxylic acid
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isolated by titration and triturated for 1.2 h with

0.2 NHO (80 nL). The solid was filtered off, washed
waoi20ds/128t38r and dried to give ethyl PCT/EP2005/006302

5- (4-chl or o- phenyl ) - 7-

hydr oxy- pyrazol o[ |, 5-a] pyri m,4li ne-3-car boxyl ate (13.3

g, 529%. V\hlte SO|Id %S (IS 316.3 [(MH) ];np

190-192 A m x 1ﬂuoroacetate, 3-
The titlg C@H}P@PBdﬁY‘F@ W?Bar?yﬁoglr %c;(myr_nera lhble lp%/rl m d

chlsro’i4-t§1ﬂﬁbﬁsmétaylacétapﬁal@e (CAS-No! )129@1%&@,11 r 60G Commeraa]ly
chl or|de

avap]a drasit %}]hquﬁgg'ctnf? QY]I‘,?E(I).&D agzctﬂrﬁﬁg ltcs the Wgeneral procedure L..

rred for
ngt%tpecpgoﬁaop{sQQP)'BDGZrﬁMtHDhm@@l@@apor ated in vacuo and
he resi due was partitioned between water and

di chl or onet hane. The org€n| [ 9&31%9 was washed with
wat er, dried (Na2SO and ’f?morat ed in vacuo. The

7-15&16%&&&1@91;%1(Bcﬂmmrmsbﬁdmmg]dplfmmmmo[1 5-a]pyrimidine-3-
acet at e/ hexane to give

@d5- (4- chl or o- phenyl ) - pyrazol o[ |, 5-a] pyri mi di ne
Th%alﬁﬁ{bcgm Bén@d -wdsahre M@Jﬂfﬁ)ﬁlsdmlrmﬂerci‘dﬁy (avERpl3athyb difluoroacetate,

commm@}lb svaehbléh|3o&l@rﬁﬁeﬂsﬂc‘*f"w%?‘?CSFQP?‘S“‘”}%yarnudm qramercially
ave(lpa(ﬁeé@- m:lT ) AR Ry carbbh tﬂyyézam d&eorﬁﬁlg% thit genrad provedyre I.
Yo adi umny charc& le %O(J;n et hanol (60 nl)
ngbftéargwnrsﬁlé‘él M I8R) 244b S’ﬁ ‘ogen for 12 mn at
20 0C. The catal yst was renoved by filtration and the
sol uti on was evapor at ed. Eﬂ}ﬁ kg.tue was partitioned

5- (k/)ﬂ(;tg\,\hﬁxigég’zr? g&?t;h?fi;gberg&é r andeﬁlgqa %z%fgrt%% A]Mﬂme-?)-

s crystallized from et hyl acet at e/ cydohexane
Cafb"s"aﬁ\% gy

Tlfe ﬁﬂe cd)thpomncbwéﬁ prepayedrfzom) cgmmgcxg}l}swarﬂﬁ?]& ethyl trifluoroacetate, 3-
zg?r??\{(kﬁ%hﬁt}é?—aé%oﬁlen%%@ CQSIN(Y\‘"“IQ%ZQ%O 0] Ml (t@Rnercially

A m xture of

av5rlz(b<le Bhintino- %%ﬂ%cy:hwy]apﬁp@q I agordine 19 the graselerassis
Lléfa Xf’ﬁ %{ %% Iﬁg)ﬂlpz 58,0 (MQ—I? lgxme@ um hydr oxi de

anol 4 m.) was heated to 70 0C
for 2 h. The m xture was cool d, diluted with water (8
m.) and concentrated in \Example G aqueous sol ution
acidj Dhbyl}-hrifilidn @Ryl %lcki!@sralwﬂmldmeé-
5'@?’?(‘: |ta éﬁl\g\'ﬁéﬁfgﬂ éhgr)c/? {)y fll It rat%cgy\}\r/ashed with
glicaaidd dried to give

Tﬁg&%}g%ﬁq%éogﬁq %/ Q}ﬁygda?r?b‘g%)mﬁ)g& B\l%h\rﬁ'ﬂgbl@%tﬁyl trifluoroacetate,

ite solid

cdthhciah?, a%raﬂz(tﬂé - Tpprars BG00 el EAaRBrROTE, 234 M ommercially
f)
ﬂé]f]ﬁ;g: al}rmn(uﬁoo Fl%canI? Wa)zoalg?ég&é@ilng EJ) J’cheeC elner:]ral %ﬁorﬁ;c}ure L

L%h(ﬁelbi/&s‘dhdom (IﬂIéﬁ?R})[GMeH@l,pnpﬁilli’ﬁ?ate i n anal ogous
manner to the procedures described in exanple C 22,

steps a-d, the title conp@&%lg\@slgobtal ned. Wite

5-(4-Trifluoromethoxy-phenyl)-7- trlﬂuoromethyl- pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid

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

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

Example C.20
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solid. NWR (DVMSO-d6): d 7.97/8.52 (2 d, 2 x 2H)

7.98/9.41 (2 d, 2 x 1 H, 8.63 (s, IH, 12.46 (s, |IH)
wopms/1Exaspl e C. 24 5- (4- Chl oro- phenyl) PCT/EP2005/006302

-7-met hyl -pyrazol o [ 1, 5-a] pyri m di ne-3-carboxylic acid

To a solution of 43 -

7-chl or o-5- (4-chl or o- phenyl ) - Byrazol o[l,5-a] pyrimdine
0.34 g, .1 1) and ) . smidine-3-
7-DRnors e DGR EHRROR P PPy Rep el gz pyrigrigine
catBiR¥hc addd THF (15 nl) was added at 200C 2 M '

di net hyl zi nc/tol uene solution (1.3. 41, 3.
TherGHemeRE BRI g8 BRPHRA O Srdervelpin el gﬁalb%;_gn Spceate
cognntﬁr%ﬁiia%ta'g%i}abﬁecl-%ﬂiﬂ\%r@ﬂl@ﬁbkﬁ-ﬁc@cbpl&(ﬁﬁnefand abmmaeycielyavailable 3-

oride solution,(10 mi), the m xt was
amyaet4-etherrahasylewiazale Fl‘iFPrddé%foa & B8N QW&? %eréuyél'ﬁe
OfIAR Ll aVS (198 S72Y MMy Benp 2819Gcuo and the residue
chromat ogr aphed ‘on silica gel using ethyl

acet at e/ hexane (1:2 v/v) _as el gé to give ethyl
5- (4-chl or o- phenyl ) - 7- nepﬁ*}ff’glﬁﬁ olo[l,5-a]pyrimdine
5_@%.gy;ilﬂgpf%ﬁé@n(ﬂﬁ;gq&bn@ﬂ;yapwzbb[554@] phyriritdise-3-carboxylic acid
S

aponifie sing in

d I
Thenttlprcovaind Wes BrepBige FomcsbaprEIAly Zrang g] Hifforoacetate
cc?r'c%%gé dvbfidtge §20MANRS-acMbbhénoiel dnd; codinéicBNy a28BbE 3-amino-
"' 233-235 OC._ Exanpl e C 257 Methyl - 5-
4-ethoixyqar mel-qm:gzp&ﬂ accfméwﬁ;ﬁmgeg%i. procedure L.
Li%ﬁf(;%}l@(«%p&!ﬂ@ () 3422@{[@_@)1%}'];%@@746(:& bj ecting et hyl

uor o- phenyl) 0XO0- propi onate i n anal ogous
manner to the procedures described in Exanple C. 22,

steps a-b, and applyi ng tEafpl C€.22ul ting product the
procedure described in exanple C 24, afforded the

S i OB A 01 1
:I'Z’- Z%ﬁ&%ﬁ%@kf%k&—’c O?A-Bﬁéﬂm-gj&giﬁbﬁ%WXk.il%, 6.086¢!mol) and

(7' ¢ hb@yyP5-anfido-a H-pyrazqiédrypthoxplatedd17c; 0,088 MPY Wpsstiaredeat for 3
1.0

: 0 I .
tetr ga'ﬁg (S@r Et%%ta&h(ég m) r?)“&é’tef‘%na“. %Pn nzlgvgesre s?ccgs.sgfely added to
nmﬂ thd éb/oTédﬁn{)&JﬂElahd\Aﬁﬁixfgd/\ziaatoaﬁnQ@b@ Od’.C4fow8étha e crystals were
chl ori de/ THF_sol uti 30 - f | )
pr episo ecbl?/y @1&1‘?1‘11(%? !ﬂ-g] tﬁ{tﬁ‘iaﬁﬁh‘f’%}g fhr(gﬁh mg.zg#’! ?gﬂ I\(/IXO mL). The solid
eth Ih_\/ Iv\figﬁ/ﬁ%idld)]lcfﬂ, Wlablﬁzﬁivdﬂ{ Witer aridried toigivefetioyl §- (- chloro-phenyl)-7-
chloride/ THF t .00C foll o .
o ettt 9 NS oy i
for 2UIN) ﬂ%tﬁﬂ(whﬁ']fﬂnpwgadéiz eCon at g 0C of sat.
aqueous ‘anmonj u oride tion , .
g e S R R S L
chlo rchﬂ)%}ﬁl?%é{@i%rg, 8.-0-31 ehdl), gﬁﬁi@okmﬂnﬁeriéq@p& milet 12 mol), and
vacuo_and the residue chr og( a i _ |
usi ngubt-dipethylanilipg(l.3 EFE-I’ ggﬁ g}%ﬁ@gi %rﬂ%]vff)\%;z Ihaag 618? ﬁdé'nlghe mixture
was evaporated in vacuo and the residue was partitioned between water and

dichloromethane. The organic phase was washed with water, dried (Na,SO4) and

evaporated in vacuo. The remaining solid was crystallized from ethyl
acetate/hexane to give 7-chloro-5- (4-chloro-phenyl)-pyrazolo[1,5-a] pyrimidine
(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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to give ethyl

5- (4-chl or o- phenyl ) -7-ethyl - pyrazol o[ | , 5-a] pyri m di ne-
wG-20@bemyl i c acid (0.53 g, 54% . This nmateri aPCWEP2005/006302

saponi fied using in an anal ogous manner the procedure

described in exanple C 22, stgp d), to give the title

conpound. Wite solid; M5 (I 330.1 [(MH) ]; np 227

0C. Example C 27 :
5. ( ACRI D1 B EfgRsa betyrepsyi gseiatc apdppter anf fhe organie ayer was
- 3- chridib(Nd,$04)and dvGuinated in vaguetThelresidue was crystal}ize.d fFom ethyl.
[’ ot tikiedp YR Y N LRE RS By B 1 3y idine
Ex ?ns)l_cerb&éﬂﬁt,e (0.08 g/ Whaf?ghithmlidt M8 ﬁSliﬂcﬁOdtﬂ [6M-d& FHF
(A A obubid- M- SRR e e AT Al bonyate
Zi lnc:(dochzl Q0ieamol X diel L3 N sedivamhpdrsideastutibn 44 mdd in wethagol (4

' M5 (| . : 208 a4 E
S(’;? 2 Igméd) (as &ﬁﬁ% @%ﬁ’%{' é %f%@%xf}glg}rje g{)ailsl cggl%lhgﬂgﬁ%ﬁmﬁh water (8
[ 1, 5mad)) pyd tonddhtiated i€ eadnoXThe auacistolgion was|agidified tofpH 2 by
S ot daBich el REL TR AP AALIGkA b7 k6, Wathefl it
:ne}]to {?Kieﬁ,(ahgig@ié&mdgi@? es(pk&hmrpqihleaytﬂp«pma(zmomsmp;frirﬁidine;s-

-, . at .. .

cyol Gpbepd a0 e iR) ORevuuchb ity G gme

nmol ; 3¢g9-esdcy prepared by stirring a mxture of 96 niL
of 0.5 M cycl opropyl magnesi unbrom de/ THF and 96 nL of
0.5 M zinc chloride/ THF Exfmple)C2dr 1 h at 00C

followed by 1 h at 200C) and the m xture was refl uxed

TR RO p O G e B lal e v inldint f Epp oL

solut i.on D gy £ Y5 itk {LREM @fer to the
sER e shulf b, Bt Lot R ifost o fRfogoRt Hafer o
pricgdhies désanilend nasateplesbaistes a-d, thedifls campound wasgbtgiped. White

r

s R PEMARRERL A P890 B G 2 40 (18D
x4y 6 aH) ppat i on from ethyl acetate ethyl

5- (4-chl or o- phenyl ) -7-cycl opropyl - pyrazol o[ | , 5-a] pyri m

i di ne-3-carboxylic acid (2.54 g, 62% as an off-white

solid, np 141-143C. Thi s Erampld G24was saponified using
i n an anal ogous manner the procedure described in

YO E S B  anmiet,
TG sof AR ¢-&al % 8- 5-(4-chloro-phenyl)-pyrazolo[ 1,5-a] pyrimidine (0.34 g, 1.0
KA Gt S ST o P

was adtddrak hoeos pr 1ind e QreRbRRcANAI3anL. 8.6 Agholyand the

manner to the procedures described_in exanple C 22. o
 mixiepewas oiuEddnap HRPTRher o oREoT (08 2tk AfigE gﬁé@mgfﬁﬁ‘m at 0°C of

sat. aqueous ammonium chloride solution (10 mL), the mixture was partitioned between
ethyl acetate and water. The organic layer was evaporated in vacuo and the residue
chromatographed on silica gel using ethyl acetate/hexane (1:2 v/v) as eluent to give ethyl

5-(4-chloro-phenyl)-7-methyl-pyrazolo[1,5-a] pyrimidine-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)
286.0 [(M-H)]; mp 233-235 °C.

Example C.25



10

15

20

25

30

the procedure described in exanple C 28, the title
conpound was obtained. Of-white solid. M5 (I SP) 346.3

wOeMsHR3PBsmp 233-235C. Synt hesi s of conmpounds ACT@EPAIRG6302
to the invention The followi ng exanples illustrate the

invention without limting |t§5300pe to these sole
exanples Exanple 1

K/Be[tf. JS-EA? Horo 1%'nefhgfl—%ﬂié151:}71 -E%MQ#;IB[;&E -h}péilrﬁﬁhﬁféyé-):élﬂﬁﬁﬁ%%cid
Sthas?éwregir}?\é 3(2 etrlﬁug% e%l?@g)b" 89(? BYAﬂlOI?ﬂ% Geankl¥olid flafner to the

procéduiries descibeet myaxamptezc 22,1 stdps. arbo red Aplyipa émtheyesulting product

ﬂ%yr a%egllal e[i’.éé(sgfbl?‘ggﬁ'é Irejlcam 4 ny?)ﬂ)@ t;l{&e ﬁ\ﬁﬁxme%ohd MS

(181251&4} 9[7(M-H)com}ﬂ44|-2§1|5|°¢ aval | abl e] accor ding to
general procedure Il. Yellow solid. Ms (ISP) 600.3
[(MtH) +]; np 233C. Exanple 2 .

5- (4- Met hoxy”- phenyl ) - 7- tBxamiplefedfet i i yI - pyrazol o[ I, 5
a] pyriinidine-3-carboxylic acid

5%5 -SHIBF R 97- Ub$:350b) 1, S ARsY¥inkidae slearbbgylicidclde

ound wa e red from

5- 4 nmet hox n tri ronet h razol Q
To |a;§91thmfﬁ¥c ﬁ-%ﬁwm e P B gine 1105 3.0
nﬁﬁ&ﬂ%&hﬁ&(&ﬁp@ﬂ@lﬂh@kﬁlﬁﬂl)pﬁﬂsﬂmm (0.35 g, 0.3 mmol) in THF (5 mL) was

I e

by l;'urn\‘@ d mixtselof d mIs/Bf g \Epthybaagngsip 24amL of 0.5M
ZL?C rﬁle/’gf HEF Fcﬁ 1h qst 0°2 followizd by 1lhat 20°C) and the mixture was refluxed

uoromstl 1y (ge f% pyr razol
irpf aﬁn@spbwuomlzgpn 60132 bl the slew ad léllon at0 at.’aqueous
a&%é:ﬁﬁﬁf’dﬁ%ﬁc{@bﬂﬁﬁ)ﬂ' (E QHN)| e fte Iwas Phdlitiohb bétimteke ethyl acetate

ar;d gg ‘?/quqr;) Wé‘?ré}fl H?ﬁe gghgtaorf rﬁ?loﬁm%}’qwas ﬁﬁagﬁ)rartfd in vacuo and the
r&Yd@Zc‘hlr&{lhtoér hed on silica geb using athybacetate/ cadp(he((am(dpl ¥v) as eluent

h
oAy RioRr el 5 bl B AT A g s (bdoic acid
(@6h gy 3% p Thisedatedal was aqndrmﬁdddmng m@nainslog@waagwdhﬁf Bipcedure
of LR Whe 9 (ISN
dﬁ?%‘]%fgyﬂ%%@qég 3tlé/)va)v It(l;rglgdeeglhaeaé)’droomteElperat Ilflé&%v{l\/F( )
3821 tMpH)); mpé2%¥l-ut i on was cool ed to 00C and
oxal yl chloride (1.5 mml) vvas added. The reaction

mxture was stirred at roBFA® Frf;'e?raturefor 3h and

=8 I ifnddife3oGrixstio hyidd
SREEH ﬁeﬁ@’*ﬁ“ﬁ’“ﬁﬂﬁ”a‘%’? Péeﬁ e e oo,
Submngcthylé clﬂorOdMétchlﬂra ypvEszalel b ?]PWBdl%ﬁH agglogous

anl || Q thv\;%w cf‘eaénb]equ%Am 26l 4R repldtend i@ ettydinc

to stir at roomte eraturefor
cBlE)IﬂJ,deéI/HE) s:crlatl@dby 0 0drMpaepylzinc chlonde/T solution (freshly prepared

from ethylmagnesium chloride and zinc chloride), the title compound was obtained.
White solid. MS (ISN) 314.1 [(M-H)]; mp 208 °C.

Example C.28

5-(4-Chloro-phenyl)-7-cyclopropyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic 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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and the crude product purified by flash chromatography

on silica gel (20 g, dichloronethane/ nethanol) to
weizedsd28138 product as a light yellow solid, whPCIVER2®35/006302

further purified by crystallization from

net hanol / hexane. Ms (I1SP) 580, [(MH ]; np 221C

Exanpl e 4

blé({lilr{dg t#g aR&rSE g'}t of%éler ztnji W&e?fﬁiﬂw& R e B atPCagBowed by

Car
1 [lﬁtt(zp‘ﬁ) md e naxﬂureswdlsfmﬂyote)i-lp e aymhpspheiedd amgea for 2.6 &. After the

sl?wt L!tll ?\?;/%sn%t orﬁ e%? %gOIIS a mum Chl?]i%d? sohﬁc10nyﬁ3)0 mL), the mixture

4=t uor one
way paitionkd bétme]am ythylcetiatesand- 1086 mnixg'rhWbloaxdle dolptigasihesrganic

Iageitas Gepd i vanlo AaPih? iRt cBndr RABEN GG def g cthyl

aganergtiohenae (it e/v) bs el¥altitogive aftemk;rysmh(alt@ﬁ)frm 4th21 acetate ethyl

55&(@%%&313 ﬂcf _pl,'o;ey:’l'p&yrazgloé tﬂgxrlrgildﬁ%ezg lcglboxghc a]c1d (254¢,

6D94Yiadl b ffB3whiss dofidythp A4 haidsPd. This(pyterial wadismponified using in an

| -sul fon - a etltl
aplBhaoR < ThaEHpsedn? Brep Ry e PR, Wi the it
ce aal oDt vohite splid, MBS diSDD-332 64 (Mebdy ;i rap 242-343 ‘&kan’pl e
) and 3-(pyrrolidine-4- sulfonyl)-phenylam ne [ CAS
91619 38-4; comrercially avail abl e] according to
general procedure I1. YelExampelG29 MS (1SP) 550.2
[ (M+H) +]; np‘252C Exanpl e 6
fthidife-lcRiboxylic
e B e L U R L 2
ahdbulfonyl) phenyl] -ami de The title conpound was
ared from th
pﬁ}eemgﬁtby%@ngrl@uow-@bﬁmbﬁ&%@fmpwwa ppplogous manner to the
ﬂéo dﬁl&ﬂebdﬂb@ﬂ ﬂ?eﬁnﬁﬁé’ @Q&?’Jtélfs aap) di'ld(a@iﬁvﬁ'ﬁ{gl 19 tﬁk Fesuléing product

am ne

pyrro di ne-4- su eny
tha pigedigedescribadin @ﬁamnlﬁyéé@a‘i%ﬁ%lleé?m@@% af@ﬁ@bﬁa@ed Off-white

BRI 09195651 g pblammol 16 16 (1) 5522

5- (4- Chl or o- phenyl )-7-di fl uoronet hyl - pyrazol o[ |, 5-a] py
rimdine-3-carboxylic acid [ 3-
(4- met hyl - pi perazi ne-| -sul fonyl)-phenyl ]-am de The

title conpou @%ﬂ’@ﬁs M%(ﬁﬁhd& Eiélmrdmg to the invention
5 (4 chl oro-p eny uor onet y pyrazolo
al pyri m di ne-3-carboxyl i c, aci Ie C
Thegalosramplseilasate foe yet faghagithacopefithese sole
%?9 - 35- 1] according to general procedure I1. Yellow
M5 (ISP) 561.5 [(M+H) +]; np 147C. Exanple 8

Example 1

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide

The title compound was prepared from 7-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-(morpholine-4-
sulfonyl)-phenylamine [CAS 22184-97-0; commercially available] according to general
procedure II. Yellow solid. MS (ISP) 600.3 [((M+H)*]; mp 233°C.
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5- (4- Chl or o- phenyl ) -7-di fl uoronet hyl - pyrazol o[ |, 5-a] py

rimdi ne-3-carboxylic acid [ 3-
wOnmosphsi3s ne- 4- sul f onyl ) - phenyl ] -am de The ti PCE®EP2005/006302

conmpound was prepared from

5 (4-chl or o- phenyl ) -7- dlfluoggnethylpyrazolo[

, 5-a] pyri m di ne- 3- carboxyllc acid (exanple C. 3) and
3 (ror phol i ne- 4- squonyI ?Eg am ne [ CAS
22184-97-0; comercially ava| e] according to

OB MRABD mum-mﬂuommeﬂiybwmb]om 5 nipyrinsdjnes3garhoxylic acid

[35451?%1’%]’%‘? 6%@“’5&“}1 tﬁ%lﬂfor onet hyl - pyrazol o[ | , 5- a] p

T}yer ﬂlﬂe @Brﬁpmﬁrdowsqﬁa}ydmd:fram 34 (4-Breti{ oty rptichyl) Tefirfleosornethyl-
pyEp [{ ]I[p%rgmp Emg-)f’:l larngr}}.lc ac1<-{ T&A& 55%7%1 P %HH’QD%%HY available]
arﬁl’ 3( Bl RRa oy %htenﬂhmmw[mﬂsmlmam ta@pmercially available]

scab R IFPPbPRERREF Rt et 1 U TS N 205°C.

436095- 35- 1] according to general procedure Il. Yellow
solid. M5 (ISP) 579. 2 [(Mﬂi)imp]em 195C. Exanple 10

7%@1%%@&8@%@%' Z‘p]%l%g{yh qup}bl)a{lzolgfll % ﬁ:l\}’?{rmdg'leaﬁl Pboxylic
aéim pihe Hlﬁmé—@éiﬂifoﬁwlpheﬁﬁ%ﬁhlle ani de The titte

e A N T ———
p}éa%o'l@ 195/ ; ﬂﬁl%aﬁ;e% Eﬁb@:@}%ﬂé hiid (é\fdnﬁblé €X9 APl 8- @ dtphalitk-4-

|ne - sul f onyI

sudfongh)- Igmlanmm%mw oY apmamr@%?lwe@?cﬁf rfigeqrging to general
px[%z Mlﬂ %r feﬁ&%" E(?Ca kﬁrredYé?Jhlltmﬁ SRl p Iﬁazdl@l,(’i'—cﬂ ﬁﬁxﬁn& 3-carboxylic

fl
adi (h@mypl)m EFHFf(Almla miﬁngﬁiaaﬁmmmg%ry?@;b (Pdrops), the

sJ}&tlgxr ?“38 %1&1 digee enyﬁ? oﬁagnﬂe A% RRoYide¢1. aemﬂoi) a6 a&dédol'mlremlon

The title conEou was
npxtapawe@tﬁr@ﬂt room temperature for 3h and evaporate ess. The

prec&at%jt#g{ Od{%gﬂ}éé 115?)(&5{17&;%5%)?3& {(xg}(ﬂé' ftghﬁglﬁg f&dnp’fk@ﬁpéréture, 4-
dﬁlﬁ)lYIaHIm@YQdWef dIrhaph @ndmguﬂmrdyrlyatﬁﬁzhwa f‘é§§ The

|
regagtn a%;@tuf}e Wgsof{uﬁ(} We ﬁlt@\kt%g &th t@lg p@rlattﬁ’@ ﬁ?lrlggsr‘@/a(ggra’éed to dryness

proce OW sol

afnd t\l‘&:l-e?rudq prodpctareified by dlagh dnggmatography on silica gef5 20g,

[ of | 1M Whs further
dﬁch@f?%’zo a%?ﬁﬁ%é% gr Iy?ﬂe]%ﬁ&é eﬂ éhuét éi?%é U)RE'HSW%HH& :
phifiédiby plysteligatiors blfnongth?n frergng. Msaﬂgla@i%ﬁrﬂe [(M~H)d; mp 221°C.

conmpound was prepared from

7-di fl uoronet hyl -5-(3-nmeth J{- r4| f 1 uor onet hyl phenyl ) -

pyrazol o[ |, 5-a] pyri m di ne- % ox lic acid (exanple
7T fiﬁu(ﬂ'bdleﬂa)(l-rﬁeﬁ'mtﬂuomethyl-phenyl)-pyrazolo[1 5-a]pyrimidine-3-

carboxylic acid [3-(pyrrolidine-1-sulfonyl)-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-(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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4-sul fonyl ) - phenyl am ne [ CAS 22184-97-0; commercially

avai | abl e] according to general procedure I1.
woebdsaesssi d. M5 (1 SP) 595.2 [ (MtH) +]; np 261CPCEER2®E/006302

13

7-Trifluoromnethyl -5- (4 triflu E?oma\thyl - phenyl ) - pyr azol

o[l 5-a]pyrirnidine-3- carboxg Ic acid

(3- sul fanmoyl - phenyl ) - am deE Theltétl e compound was

prepared from

5- Z4—U}ﬂf)1|}d=|pl:i@m3t-hﬂﬂ@rérﬁeﬂiﬂ-@?ﬂﬂﬁlﬁﬁhﬁ-}ﬁ]@wﬂmﬂnﬁd (—3-carbolxylic acid [3-
razolo[l,h-a i m.di ne- 3- car boxyl i ¢ aci exanpl e
Zdé?ﬁi ?“@?ﬂﬁhgﬁ% nbfﬂé?l@leam ne [comercially
THé’ﬁﬂé 2bhBbuRt weN slepded frofe5€4-ahlops-phexiil)-2-ttifluoréehdtiop-

prsslolL3 (Y“%)%' Qsﬂfb&w Fﬁlfh(gmrfﬁﬁ{ffﬁwgé PPl

sulﬂm@lﬁtlbhdnlylaﬂhﬂ@ ECAS TN DBBYA; Icﬁmﬁiﬁrdalﬂysav@ﬂ?ablé Jodctshidings to general
l y SU| f on)&feil% gllc}/ I\I}S (Ig‘lgn gSeO ZTRE/I *J] ggy%md nas

(4 chl oro- 3- et hyl - phenyl ) -7-trifl uoromet hyl pyrazol o
[ , 5-a] pyri m di ne- 3- car bapgghiple @ci d (exanpl e C 4) and

EAPYRCIERCCNEE oA R

( %ﬁcﬁhe-@rsgggﬁlﬁég}é%{yl g(\fgjdeow iol id. M5 (I1SP) 564.3

e tile e«mp@u Wes PrgParsf &Qm 5 i%cmqrmpbsmd}rétqn}ﬁ}wfﬁw%l% 0
p{rrlsgzc?ngﬂ Y Oﬁﬁy‘?irﬁii'dﬁﬁ 3?!car5 KYid (@xﬁﬂplg C. 3) and 3-(pyrrolidine-4-

I ne- I ) phenyl ]-am

sdf;my@unl@pnﬁggnpe g@%ﬁ %](ﬁl s commerc1a11y avalelal;lih] accorcimg to general
pF cfeé%&ft} %ﬁoﬁ v cleiﬂ)e@ad y F(MHW MBPOmRL, hyl pyrazol o

pyrim ne 3-carboxylic aci d exanpl e C. 6) and
3- (norphol i ne-4- sul fonyl)-phenyl arni ne [ CAS
22184-97-0; conmmercially aﬁaﬁ‘iﬂFElﬁ)Ve] according to

SQ? W%o-?ﬁ&@d‘y gﬂ:’lodgkomgl@#p ?2&%91'0[ O5-aMFr{rhidine-338rbéxylic acid [3-

(& mieshyl-ipenpine-1psulfonyl)-phenyli-amidomet hyl - pyrazol o[ |, 5-a

B P B BB o o St

ppragplaf Bb-af pygimidine-3-carboxylic acid (example C. 3) and 3-(4-methyl-piperazine-

ol AR 4] 4 U il e . oo
salid. pyS (I6P) 561 [ A+B)fropyhT°Ghenyl am ne [ CAS
91619-38-4; commercially available] according to

gener al procedure IL Yell OE\; ?@l Ld. M5 (ISP) 567.2
[(MtH) +]; np 245C. Exanple 1§

554({Chlérdphényd)- 'D—dpﬂlmnyﬂn)athzfl-@yfdzubr[ b mim.mmaéalad{qugc acid [3-
(@o%ﬁéﬁﬂegi nuelfonyf)aprh%gyl\fl | CdaCI d
The title compound was prepared from 5-(4-chloro-phenyl)-7-difluoromethyl-

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.3) and 3-(morpholine-4-
sulfonyl)-phenylamine [CAS 22184-97-0; commercially available] according to general
procedure II. Yellow solid. MS (ISP) 548.3 [(M+H)]; mp 253°C.

Example 9
5-(4-Chloro-phenyl)-7-trifluoromethyl-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-



10

15

20

25

30

[ 3- (nmor phol i ne-4-sul fonyl ) - phenyl]-am de The title
conpound was prepared from

w6-203/1431d8 chl or o- phenyl ) - 7-di f| uor orret hyl pyr az 8CofEP2005/006302
|, 5-a] pyri mdine-3-carboxylic acid (exanple C 7) and
3- (nor phol i ne-4- sul fonyl) - phfnylanine [ CAS
22184-97-0; commercially available] according to

1- s%l?r&]ﬁ%{léi- h? ! ?Ce'd g[ﬁék 4%(0%% %SOY\f E&L}hﬁngmor 2 n%ro'é&i’url II. Yellow

solid. MS (18P} 5792 LQM—!&ﬂlﬁil hyp-lﬁﬂ’félnyl )-pyrazol o[l ,5-a] pyrimd
i ne-3- carboxylic acid (3-ethylsul fanoyl - phenyl)

-am de The title corrpoun%x)f{\@ Rigepared from
7-trifluoronethyl-5-(4-tri oronethyl phenyl ) -

5- (ﬂé@lﬂéﬁ&-@hénﬁ)«ﬂhﬁﬂg&mréﬂad gywnhxﬁk#’lra}]pyrggidgmq %’&W‘: acid [3-
an m JO- enzenesul f onam de

(msafiné“{?s‘l ﬁﬁﬁa @ z eneral procedure |1.

The@ile %ﬁ@ouﬂd wNSpl(ebﬁE)l ffm 5 4fdhMirio Hphehyl3- mﬂnommethy1-

pyeupe) S B ARG PRSI (PRl SRRy raompefipe 4.
sulfd -bHérHI'lﬂﬁna {CAS borsul 9T et nimercipily a‘allllabileha:cbrdlng to general

)’
pr;ﬁ%ggg | aphenh I8 TsBs sBe (i e o vas

5- (3, 4-di chl oro-phenyl )-7-trifl uoronethyl pyrazol of
, 5-a] pyri m di ne- 3- car boxBsaintplati d (exanple C. 9) and

R O EERy  simiaine
ca]wgﬁéa@{ @ﬁ@fmﬂu&é 1- sm)ﬁ;qusam Mamids (1 SP) 584.1

THS (3 cormacme s PRBFIAS I?f(gfmn?lr‘fff‘ﬂ}lmfﬁ/ (3Bl rigifiroromethyl-

= Ick 16 acid le C.5) d3 (pyrrolidine-
PR TSR s Gl i 7
4- sdfqmal)mheml@nmq; ;g&f comm rc12]w availa & accordmg to general

I I razol o
prpcedind %S?.afrﬁ“ﬁ%oﬁsp%@?%ﬂl’ésésr’. P Cacam, & &5 e

3- (norphol i ne-4- sul fonyl am ne [ CAS
22184-97-0; commercially %Vé?ﬁﬁ%#e] according to

o[ dine-3-
O el i
ca(’lib}lyhc htldd3'dmt’1l’l}qlﬂ]§f‘ﬂeﬂ£‘? yhyrhens) wmide

L N e e T

phensl) prmﬂcddi 5far pynlmldlne -3- carboxyllc acid (exampie C.5) ané) r3‘[12morp(>jhohne-

R SBARoF iy sl oo

piocduraic Yell@wrsatid: M, (ISR -‘rPétZ"n[;ﬂVBé'ﬁ)z TR 4P ¥ Snani de [ CAS
6274-18-6; commercially available] according to
gener al

Example 13
7—Triﬂuoromethyl—5-(4-triﬂuoromethyl—phenyl)—pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid (3-sulfamoyl-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-sulfamoyl-
phenylamine [commercially available] according to general procedure IL Yellow solid.
MS (ISP) 529.0 [(M+H)"]; mp 155°C.
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procedure Il. Yellow solid. M5 (ISP) 558.3 [(M+H) +];
np 210C. Exanple 22
w6-2(0051E5138r 0- 3- net hyl - phenyl ) - 7-t ri f 1 uor onet hy PepEPa06/06302
o[l,5-a] pyrimdine-3- carboxylic acid
[ 3- (4 met hyl - pi per azi ne-| - su#d‘ onyl ) - phenyl ] -am de The
title conpound was prepared Trom
5 (4-chl or o- 3- et hyl - phe |quoronethyIpyrazoIo[
, 5-a] pyri m di ne-3-car bo%ﬂ%lzé%l d (exanple C.6) and

5- (ﬁ%rﬁéi—hjékh phal)d)z-VnﬂﬂuomthhM))ranﬂe[ﬂ)& -zlpyrimidifas-

436 n er cedure Il. Yellow
carlgyy, 8“‘%%31](1’@?%‘@9% léglrf%fw%ﬁ?@jlﬁ ﬂ-B“§4sc Exanpl e 23
Th@uﬂ&cﬂnﬁbnﬁm Ms@rﬁfh@é&lﬁbmﬁh(il—f:]hldﬁi-@Imt:thyll—p]iéﬁlyﬁzb’trtﬂuoromethyl— ‘

pyrizslold bl SH ety A4 (RS C 4\ and b oxrolidingie

sultbhi’l %h@ﬁﬂﬂﬁh OA@SQIBI@’B&M@doﬁleHY avallable according to general

prordis & glmiraiibog sl oA Fp Eiéﬁ%{ ) and

3-(4-net hyI pi per azi nel - sul fonyl)-phenyl am ne [ CAS
436095- 35- 1] accordi ng tBxgaplenal procedure Il. Yellow

(62ploa- Prstibebsm A %gﬁq%tiim?éaéﬁﬁﬁ-a@rﬁmfﬁ“

carbé‘:lyfﬁx L [9L(Rforphdlaleboxifdrs 1 heshyl] armde
- et hyI pl pera2| ne I nyI ) - yI ]- ﬂm de_The
Thq tl’qlq @@B@W}ﬁ%ﬁ PRerarest -3 -me phenyl)-/-trifluoromethyl-

pyr chl&[ 145 d ﬁﬂhﬁ&lﬁe-@b&?&lﬁyhz a&ﬂ'(&takﬁiﬂ@@ﬁi) QMH By n@cﬁ'%h&ﬁne-zl-

di ne- 3-carboxylic acid and
sulfgnyla Rb@nﬂympﬁ [6eS221 BP7- evmawfl)iﬂsb% %lrﬁc [f@!is general

1. Yell
SR T} GEERERSR e gt o

7-Di fluoronetiiyl-5-(4- trlfluoromsthyl phenyl ) - pyrazol
o[ I, 5-a] pyri m di ne- 3- carElS%?P]ecl aci d

5- (§ iﬁkﬂmké ph&gxm ) MG Bty Py eE0ld] 8, 5Ld by RmE AR LIAth MGHc acid
[3- @ymdﬂmbndfmyl) -phepltamideuor onet hyI phenyl ) -

KSR Abin S s sl pegp gL
pyrﬁﬁﬂd{adas}pmma@neﬁmam@oxybc gaddexdmple 6&@@9&@ GPerrOLIdlglht‘l- ’

sul@glﬁ_&\ﬁeﬁglgh&ed@%d&rgg%g 30 FJ‘@L:EJX&@IY LvailiBe Zég&dmg to general

proicedure d. Fiethowd solid: MSe(ﬁSIl’))Sqay?r HMotI)T); BpaRpG-i mi di ne- 3- ca
rboxylic acid (3-dinethylsul fanoyl - phenyl)-am de

Example 17

5-(3,4-Dichloro-phenyl)-7-difluoromethyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid
[3-(morpholine-4-sulfonyl)-phenyl]-amide

The title compound was prepared from 5-(3,4-dichloro-phenyl)-7-difluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.7) and 3-(morpholine-4-
sulfonyl)-phenylamine [CAS 22184-97-0; commercially available] according to general
procedure II. Yellow solid. MS (ISP) 582.1 [(M+H)"]; mp 231°C.

Example 18
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-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-ethyl-
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The title conpound was prepared from
7-di fluoronethyl-5-(4-trifluoronethyl-phenyl)-

woyRoszessg| , 5- a] pyri m di ne- 3-carboxylic acid (egamphkms/006302
C) and 3-am no-iV, N-di net hyl benzenesul f onam de [ CAS
6274-18-6; comercially availgple] according to
general procedure II._Light yellow solid. M (ISP)

béﬂgnéuifém ﬂbA%Gllgg G8- OE%@JEP&E% & n§/<ir3eral procedure II. Yellow solid.

g 4-trifluorometiiyl-p 7-trifluorometh
Mg( %)rféé@l &M+}§1 K 2077 di ne- 3- carboxylic acid
[ 3- (nor phol i ne- 4-sul fonyl) - phenyl]-am' de The title
corrpound was prepared fro le 1
53 net hyl -4-trifl uoronet hyl - phenyl ) -
543 flhabloewhnwl) Bytrifluotasneth-pyrasptdl dea]pm@acﬁosaybqth acid

[ (m)rp o_r:lr%@ ?@lﬁ))l%mgﬁenyl am ne [ CAS 22184-97-0;
Th@ﬂ&@twnadnh;d wawprlelaajbdsfroacir&,&dm@lqro leng) - trifuocenethzl-

p LZOIO .‘i g@!yﬁ%&fﬁe 3N§arf)$}§}? L .8 Z(‘ex%nlpﬁ%@) aftd 3 TBy&ZﬁﬁneA-
s%@ﬁ)mhthq [1GAS 2UsH D138t yompresaiglly)avildbie] faccnydingeo lggneral

PosBBE R i M ) ST RS "o 0 e

title conpound was prepared from
5-(3-met hyl -4-trifl uor oneEkampleReényl ) - 7-

5 gg }12516 E)goﬁ 1¥y&) ZXrlgzm%l[m(thq %Jrg%io T dj ne i ne-goxaﬁ)oxyhc acid
3n(eﬁ<krphohn¢>é¥sah'omﬁ)4ghsm&l]‘ -amyde) - phenyl am ne [ CAS I

436095- 35-1 Y
T s ORI s o Eroetio TS Belifoisme -
pyfaald[l11504] @El‘ﬂfrﬁl&'ihe&éaﬁbmfhh wdid {rextafnplld aw) Qﬁ&Bl’(yﬁorph@lmd—fl

sBhy e Hg RS AT ED e Ry el adshedinstp genera

prokédu@e TOWEllw sbldaM SNISPR602 S [{ MHH)']; mp 239°C.
7-di fluoronet hyl - 5- (3- et hyl - 4- trlfluoronethylphenyl)

pyrazol o[ |, 5-a] pyri m di neg3- rla?xyl ic acid (exanple
C.5) and 3-(4-nethyl pi perg ’?@
7-lrrmubf<ﬁﬁ¢ﬂ13& M@—mﬁiﬂa&oﬁ&tﬁ%&ﬂﬁ 951235)-[1,]5 ?ﬁ@:ﬁiﬂlﬁg-st 0

ener.a roced Iow oI| M5 (I SP) 609.3
Lr;aql ¢ ﬁlbmi henyh-
Tl%téti’ec@nhw%ﬂ%srpréﬁﬁ@d ﬁaﬁlt ﬁﬁhﬂ&ﬁ@ﬁyﬂﬁyl 5-(4-trifluoromethyl-phenyl)-
-7-trifluoraome yraz !115a]1 I ne- 3-
P%ﬁ“&f&%ﬁ"ﬂ?ﬁd@i‘ jne- 3 carboxy 1c acid (examp. I)an 3-amino-N,N-dimethyl-

an%eI{e@m&ﬁ%a@ qcﬂs%zbiqeyd );olaﬁﬁmmyaaaﬂﬂﬁe ho€ortlidd 18 general

r@fr) was prepar ed .
prgcg @Hh‘éﬁé{nmsthlr MWWWKW&@@ R 210°C.
trifluoronethyl-pyrazolo[l, 5-a]pyrimdine-3-carboxylic

acid (exanple A Q and 3- Exam le 22
Eﬂm) phol i ne-4-sul fgn ?am ne [ CAS 22184-97-0;

5-tofhiorei3amethyky hemsdb\ﬁéflﬂaem@hﬂ@mu@@mérdrpyaﬂaéw& e
cal‘ﬂoxyif@ hdigVs-$£ lxﬁéiihyll-\ﬁpéljaﬁlﬁ)e 1%3&%;71%'}%139'1 igp 2350C.

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 II. Yellow
solid. MS (ISP) 593.3 [(M+H)"]; mp 143°C.
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Exanpl e 31 7-Di fl uoronet hyl - 5-
(3-ethoxy-4-trifluoronethyl-phenyl)-pyrazol o

wO20BGAa}Byri m di ne- 3- carboxylic acid PCT/EP2005/006302
[ 3- (nor phol i ne-4-sul fonyl)-phenyl] -am de The title
conmpound was prepared from _52-
7-di fluoronet hyl -5-(3-ethoxy-4-trifluoronethyl phenyl) -
pyr azol o[I 5 a] pyrim di ne-&aﬁ@wmyl ic acid (exanple

S ol oS PheRer-orgms Pt PEBPP e B HTginegy- arboxylic acid

[gqm@ﬁah lﬁ/{»%@ﬁﬁﬁ{eel -5ilforiyl Q;KH la'nﬁ&é solid. M (I SF’)

4, 231C - -Ethox - trifl
RS Hwouaﬁéﬁ} s repared Fom o ighichiopr-pbgmay 3rdimorogethyl-

Lol 85 fBh 83X GyREASH le C.7) and 3-(4-methyl- -
3-sul faﬁy’(mghen%:@ arﬁ%e e(etX Tae ecorr)paonund( methyl-piperazine

IpvidignyRcPhenglammoq Bt 10095 354 |$F%é}r&$e@ﬁmralmfg¢gﬂu}e H.Yellow
sbhd. W{Q(}S@Bbybwnggﬂl 9{?2259@_] pyri m di ne- 3- carboxylic

acid (exanple sul f amoyl - phenyl am ne
[commercially avail able] accordi ng to general

procedure |l. Yellow soli oEanH?‘(? P) 572.1 [(MHI; np
oo S0, LA AP, 3 B i

[ézﬁﬁmtwlrnlpawuleflss@tqw m!vnylﬂmgngh) am de The title
f
5T BEhpUARARN:S PRk T s (9,8-fichlopo, pheml)-7-siflnoromethyl-
pyyazalodl 61l PElra]wa -Broaibuixplic @i@?ﬁmm}l@ 2) &l ?dr(‘t eetimptpeperazine-
I

lé%vtéﬁgf%l@“ﬁé%%ﬁ@ﬂd A DIOBO 51T) e SRTTE ehdtl Bepoedure 1. Yellow
syleclll\d)sv( 6b53£l$4(r B mpsBITC.[ (M H) | np 254C. Exanpl e

5 3- Et hoxy-4-trifl t 1)-7-trifl tii

yl Epyrazgl)qc; I ,SEIa] p;?iriomelli(}%é'nl-n g zaz boxylr: C ggrgme '

7(13iﬂ@plmyms éfféyiiﬂphmra:mt)wlephemﬂf) l‘ptyeazblq[[lﬁ als]pm;mudllde-\&asarboxylic
4-t t - 7-

?d??l u a?rgqﬁ?pyr’giaﬁu% 5- ;i py??:nogsneyS (F:)a?ggxz/l iC

Theitide @em@nphém@s pfe)pamdcfrcﬁn 7-difluoromethyl-5- (4 -trifluoromethyl-phenyl)-

am benzen f ona -08-0

B g T AP R Pl Sr oA o ety

behZsRysubfofamide NMEAY 56445RG8- Q]?éi@)rdﬁimryeﬁeraﬁprocedure I1. Light yellow

s&%ig?gf%ﬁg%%%(]ﬁ%% 4-trifluoronethyl - phenyl)

Example 26
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine- 3-carboxylic
acid (3-dimethylsulfamoyl—phenﬂ)—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,N-dimethyl-
benzenesulfonamide [CAS 6274-18-6; commercially available] according to general
procedure IL. Light yellow solid. MS (ISP) 540.4 [(M+H)"]; mp 197°C.

Example 27
5-(3-Methyl-4-trifluoromethyl-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-
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carboxylic acid (3-ethyl sul fanoyl - phenyl)-am de The
title conpound was prepared from
w@-20bsf1ksms onet hyl - 5- (3- et hoxy-4-tri fl uor onet hy poi@Ri05/006302
pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple
C. 12) and 3-am no-i Vet hyl - beggenesul f onam de [ CAS

56445-08-0] according to general .procedure Il. Yellow
(Iﬁ&lghghﬂ%?oﬂf?@l? %ﬁgn}@al{lfnw ‘j)\S]ZQI‘Sl @23 eonmuartpille aﬁaﬁlable

net h [ -4-tri rone o
agcopsling geaeral BI%FWFlthGn% S(éld %ﬁ@%%‘% LESM ﬁl‘) i %Z C.
( 3-sul fanmoyl - phenyl ) - am de The t|t| e conpound was
prepared from
7-di fl uoronet hy

5§ Metbybf-trif u@pgﬁh}%ﬂh@gt j ltélélﬁlte%é thl- ) %bﬁ%ﬁﬁn idine-3-
c&b &lﬁ%saccoagl?ugﬁemﬁiemm %H&&Hlﬁﬂukw

aval to general rocedure IL

Thetitlowsmppand W gresRyd 2m o (p-nathyl=4-trifigoromothyl-phemr &
trgfu(o:goweﬂwl Ipyrfzolopf? a!)py(l)‘lnﬁéltdlne—3 carbo 11c_ac1_dt(re)|can:.}élre OC rrse)taﬁSF -(4-
mefyl-pipdrafine-S-salfpyyl)- ph@nyﬂ?gnlge %&5&5 Hlacgording to general
pgo?éeéﬁllje MLWQ@?CF&%@E}/?ZZJ {‘(@I-FH’H ‘em qgpeynd was

rom rlfluoro t hyl - phenyl ) - 7-
tr| fI uoromet hyl - pyr azol o[I a] pyri m di ne- 3-carboxylic
acid (exanple C.8) and 3- @IIIUP | - phenyl am ne

AFOUIBHFAS L U AL PR i

C%Bﬁrhd:_acahﬁﬁl-(d—lﬁethyl-plperazme-l sulfonyl)-phenyl]-amide
4-Di c\W - di f | _
Tgf @F c?ﬁnpgywiwgp 1Je21 ﬁljolngb éiéﬂ'lgdrgﬂl%{ﬂy!l-g Gpﬁ’lEﬁ’ﬁfph%lhu&omethyl
ph&tﬁ)ﬂbi'rémiy [hi}hlhlymhﬁldmmiﬂmrﬁwht aeciddexaomlo G and$-(4-methyl-
e( %ife ?Ig’}l) oplber?gmlfle {7(3%5 #?6&)8? o3r?e ord1n§Zt0 geferal procedure
Il. Yel&k st)lfd MSI{I8R) &)9- X Mactk) 5irap 288°€. (exanpl e C.7) and
3- sul f anoyl phenyl am ne [comerci al |y avail abl e]

according to general proc Yel | owsol i d. Ms
(I1SP) 410.1 [(MHI; %%g%%% npl e 39

55(3(Iﬁhéx594¢ﬁﬂﬁgm:ﬁﬂthyly1i})enﬂ)ﬂFuiﬂummmﬁﬂlythrapybélz,éia&Pymmdme-}
S5-a I n ac
?‘%’Om"]f %ﬁ%&'ﬁl%?fgﬁ?ﬁ?e'g “g)%#] & hfrf’{lf 8“%‘%%71) ound was
’Iélh"e @1%@%61@'1 Bﬁllﬁmﬂwas prepared fro;n 5-(3- ethoxy—4 trlﬂuoromethyl -phenyl)-7-

oro n tri Z
oRframe PP RL L BB & RPN At AR 1) apd 3-
(%o%ﬁﬁd‘lﬁwéxﬂfb‘ﬁwlpﬂﬁhﬂen{nw[m 221&41495/ mwnmmuemy available]
a?ccogcci)lrng Itcr)] zg,eneral p(regc%aglre . rYoeTlg%%roFd II\I7IS Yngl) A 9' l\q H)']; mp 235°C.

Example 31
7-Difluoromethyl-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-difluoromethyl-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 II. Light yellow solid. MS (ISP) 624.3 [(M-H)}; mp
231°C.
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M5 (ISP) 528.0 [(MH)I; np 3020C. Exanple 40

5- (4- Chl or o- phenyl ) -7-di f| uor onet hyl - pyrazol o[ | , 5-a] py
woi20050i28/38 3- car boxyl i ¢ acid (3- sul fanoyl - phenptrARRI08006302

The title conpound was prepared from

5- (4-chl oro- phenyl)-7-di fl uorgmet hyl pyrazol o[ |, 5-a]

pyri m di ne-3-carboxylic acid (exanple C. 4) and

3-sul f anmoyl phenyl am ne [ cgp BERENES gsal 'y avail abl e]

according to genera rocedure II.- %ht yel | ow sol i d.

5- (\HSEﬂicgly)zl-tﬁime@o@g Hpggnyh)ﬂ-zﬁ@@lﬁmﬂp{ @yrazolo[1,5-a]pyrimidine-3-

I gg; i)t rifluoromnethyl-pyrazol ot
Ca?D Sglfllql nir dine i?ca gig | € acid
Tlﬁa’hﬁwdmpmyid-m@mgpa)-ed ﬁnmcﬁe(BFéthoky-Mtaﬂumqumﬂh;d -phasyl)-7-

othf b Tolel % ¢ Parimidins-S-Fapholicasid (epmple G0 ad 3-
suﬂfaino&}-pllmyianmndl cvenechillpaxailable] ammnth(xgtaagqnleml praaydiadl.

vl SRR BB Vel ow ool 10, v
(I'SP) 510.2 [(MH) +]; np 275C. Exanple 42
7-Di fl uoronet hyl - 5- (4-t ri Eicamupleﬁétl iyl - phenyl) - pyrazol

7 Eﬁﬁhﬁ%ﬂ% T LRI ol i wyrogclelf glpgimidine >
di frﬁg?ggduﬁmaﬂ?henﬂr)lafm e romet hyl .- nyl ) -
leeywéezmrwqu syt e o arpayr S Ea e daifppromettt-
pHEI l) az%i%ﬂbé%]gﬁ:ﬁéﬁ?ﬁﬁ&%k@ﬂzﬁm@@wﬂ Cdianﬁgllﬁ(é [lllleaﬁ‘ad 3-sulfamoyl-
hegwleing g0 (413@;1 BV P%fﬁ%y #&%Q% Pefi%!‘ yellow

soﬁdMS'(wP)mbf[I/M H)Q%pasi°b.10ronm iiyl- phenyl ) - pyr azol
, 5-a] pyri m di ne- 3-car boxyl | c acid

(3 cycl opr opyl sul f anoyl - phen zm de The title
corrpound was prepared fro

5-(3- @'tl’;d:dlyﬂf[ l&miidi*bﬂneﬂry{ phbshiyl)- Vllﬁﬂﬁﬂﬁinbélxhylgﬁeméﬂ% [1,5- a]plyrlmldme-3-
razol o rim - car poxyl i c "aci exanpl e
a@% xydigacid ( %W&‘%WPBE? &7 zeﬁesul f onam de FDCAS
Tﬁé&&ééo sufld Vs 55[515 0 b g@l@ﬂh@kym@ﬂadwzﬁeth 1-phégl) ow
solid. (1 SP) 52C e 44

trifluoremeiBylopierslo - e]zpyrw@meé]rmvfy peid Eéi%m‘e Byt dged 3-

r?iﬂouﬁ éﬂlﬁﬂehf@rﬁktﬂ%mﬁnﬁ@é boxy |56445a(§8 0] according to general procedure
i sopropyl sul famoyl - phenyl ) - am de

Yellow solid. MS (ISP) 600.0 [(M-H)]; mp 226°C.

Example 35
7-Difluoromethyl-5-(3-ethoxy-4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-ethylsulfamoyl-phenyl)-amide
The title compound was prepared from 7-difluoromethyl-5-(3-ethoxy-4-trifluoromethyl-
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 IL. Yellow
solid. MS (ISP) 582.0 [(M-H)]; mp 222°C.

Example 36
7-Difluoromethyl-5-(3-methyl-4-trifluoromethyl-phenyl)-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-sulfamoyl-phenyl)-amide '

The title compound was prepared from 7-difluoromethyl-5-(3-methyl-4-trifluoromethyl-
phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.5) and 3-sulfamoyl-
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The title conpound was prepared from
7-di fluoronethyl-5-(4-trifluoronethyl-phenyl)-

wopo@Ezebssl S-a pyrimdine- -carboxylic acid (egampk@s/006302
) and 3-am no- N-i sopropyl benzenesul f onam de [ CAS
118837-66-4] according to genesal procedure I1. Light
yellow solid. M5 (ISP) 552.0 [(MH]; np 229C Exanpl e
phbnylamine [commercially available] according to general procedure I Yellow solid.

vl xi fl uoronetiiyl-phenyl)-pyrazo
b’i%&ﬁf)gy%(gm H)Jrﬁﬂ?éé ér boxylic acid
(3-sul fanmoyl - phenyl )-am de The title conpound was
prepared from Example 37

raQ met hy| henI - e
5p(9d1§4 gﬁr“n?ua{%qiﬁ s %ﬁﬁ%&w REPY 1%’&%«3-.4!%“1@6-3-
caaibb: cit @ddlRf- phamj amxidee [ comer ci aI ly

vaj | abl e cording taq general rocedure I1. Yello
gsmﬂa comor‘r% s pregared fyape py(3 ]meffﬁsl -4 tuthoramethyl-phawyl)-7-
tr?ﬂﬂ_érbfdeﬂ@'l Bl 1,5-a] pyrimidine-3- carboxyhc acid (example C.8) and 3-
trifl uoronet razol o

enyl)
srlffrlarswzh ARyl ﬁmareﬂéoemeéeﬁl%wﬁalﬂe Jasrerding to general procedure IL.
YERow ¥SI R MISASP 3oL PR H)Hhﬁwwc am de The title
conmpound was prepared from
7-trifluoronethyl-5-(4-trifluoronethyl-phenyl)-
pyrazol o[ | , 5-a] pyri m di neE¥ae@ladbylic acid (exanpl e

st@Dmraaqx@gcwb&ﬂMs}&m%ﬁ% SNSMpiRRANNES a%écyhc acid

459434-39 cordi ng to general procedure I'l. Yello
(Frenlfamoylmhe nﬂ PpoEds. 0 [(MH ];np 232C. Exanpl e 47

Tﬁ gﬁk b w@rvagdgﬂegéfe&%m&ﬁ gr(h Lr%arlsrdﬂghen%emhfla&xﬁl%gl-

rrm -3- car

pyRzelet 1h§rra md@;zri pﬁbﬂwh)caawfl ( éninrr?lg G and 3cotfamaytt

pl?@xtﬁrleff{;ﬁ%@gr T hc‘i)%ﬂygv?ﬂfble aﬁoaglrng ?%nelral Eﬁocedflse II. Yellow solid.
M/ (18R)oA 16F 1 [(BL- éﬂ)pymprﬁod‘?@re 3-carboxylic acid (exanple
C. 2) and 3-am no- N-net hyl benzenesul f onam de [ CAS
459434- 40- 3] according to [ead procedure |1. Yellow
solid. M5 (ISP) 542.0 [(M rrp232C Exanpl e 48
5- 7(3BrlDiChlvmermxlb-7 Eirmorqmctlhwbpmlhw 5-plpaniphiflineyd-earbbyylic acid

_ ?Th}? 3-carboxylic acid
d( g‘ﬂ?me a—?éeslﬂ*l ony‘?- phenyl)-am de The title conpound
Thetitipc@ppowtd] Wasgmepared from 5-(3,4-dichloro-phenyl)-7-trifluoromethyl-

Pl P FIEF RS- i SRR SR A el

phdnylanmide Bcamhhmaﬂyrabéhb}d] plrnging o pencrad pracetdarelll Yellow solid.

MR BRRD TR BRRP G Vs (1 7 5114 LW+ m

251C.

Example 40
5-(4-Chloro-phenyl)-7-difluoromethyl-pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-
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 general procedure II. Light yellow
solid. MS (ISP) 476.0 [(M-H)]; mp 278°C.
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Exanpl e 49
7-Trifluoronethyl-5-(4-MIluoroneiJiyl-phenyl)-pyrazol o
wORoBGAa}pyri m di ne- 3- carboxylic acid PCT/EP2005/006302

(3-1sopropyl sul fanmoyl - phenyl )-am de The title conmpound
was prepared from

7-trifluoronethyl-5- (4tr|fluo?omethyl phenyl) -

pyrazol o[ | , 5-a] pyri m di ne; ’?Eﬂ% xyI ic acid (exanple
C.2) and 3-am no-N-i sopro]pE nzenesul fonam de [ CAS

r&ﬁn@hﬁ@ﬁh@)ﬂgxﬁhog@n&hﬂkpmam}@[dkﬁdpﬂmu&ebi%w

%4—83333
| | SP) 57 ; 222C. EX le 50
casﬂ()) I 1$|ag@rérfé‘%f’ygplﬂly r*}’}f;?dﬁorogt hyl - pheﬁglp)epyrazol

TR tisl&cahpytindives prep zﬁ-ed ﬁ@hbsn(y-lchbrtaeuﬂethyl -phenyl)-7-trifluoromethyl-
p;%gggongfﬁ%g ;glglln;a&q: 3_ -car (r)])%/yh)c acl gx%m-li) eC. 6') ang 3Cs91ﬂ?mg}rrld

dnfl'lnH ?é&ﬁﬁx‘éftyd]lyivilpablef] laédoudmg eRgdgtal proeegiel. Yellow solid.
azol 0 }#ﬁi’“ m dine- 3- carboxylic acid (exanple
§P)aﬂél) %E(%*t 8RR Ohy| phenyl am ne [commercial |y

aval | abl e as hydrochloride] according to general

procedure Il. Yellow soli Gxahble(d2SP) 529.3 [(MH) +];
259C. Exa

|
7 Vfinororetby Pk dscromeprEBHp P lB L 2 bsimidinesg syrbosyic
{llﬁgé ?IEI;{{F% ;:o ou)r%lavl\gzh%r?gé gr (sjulf I amoyl - phenyl ) - ami de
The (ifle cﬁm@p@mbwe&meyarﬁ i 7 gﬂybﬁ 425 flgprameshyd phenyl)-
561 ij Q@yﬁw‘fﬁfr%@%&ﬂb@xﬁ&' a‘éld((% b €.1§.aftll 324iflino-N-methyl-

am ne [commercially avail abl

bmnessllﬂfngamlsieg ﬁ%éfta@eﬂ drorting Y amepEEReguras Yellow solid

581 2600C. Exanpl e 52
Mﬁ(%g? uoroﬁ'et %N] 5- (4 1Xi f 1 uor omenyl - phenyl ) - pyrazol of
, 5-a] pyri m di ne- 3-car boxyl ic acid

[3(222tr|fluoro et hyl F’é’ﬂﬁ)‘%ﬁl) phenyl] -am de The
t}bglluﬁr(aig%geg 34 \Aﬁﬁu oﬁ%ﬁ?ldp eh?l')npyrazolo 1 5- a]F];rumdme-?’ -carboxylic

4-tritluoronet hyl - phe
ap;ir(azgztloptopﬁlsai} Vlrlvh@iYHeaIBldéar boxylic acid (exanple

TEF )uFl? L&gmﬁ ?Eﬁ Uv? gl: %g'rea ﬁ20 d1ﬂuor mef}grl (ﬁl -trifluoromethyl-phenyl)-

zenes onawn es| S. see
ppﬁ:tzblo@hﬁ-lal]p\}&lrdldmeo‘él-tcal\besj'hmsbﬁemmgle l)gv@ﬁe’raqmno-N-CYcloprOPVl-

b OC ed %arnllde @%2%%%%%@-0 M@c«?{hﬁp )t§> %‘%Q ﬂr()M‘dlﬁ'}e 11; Y&llow solid.

oro-p en

MY (ISP) $3Qub t(tMFéi)h]y pp3628Gol o
[1, 5-a] pyri m di ne-3-carboxylic acid (3-
nmet hanesul f onyl - phenyl) aﬂaﬂﬁ)l Jhe title conmpound was
prepared from

75D {flroe bihethyl-pH{euifliorbnethyl plenyhwtyraroly[ 7] ppiimidine-3-carboxylic
acid (3-isopropylsulfamoyl-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-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-trifluoromethyl-phenyl)-
pyrazolo[1,5—a]pyrimidine-3—carboxylic acid (example C.1) and 3-sulfamoyl-
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| ,5-a] pyrimdine-3-carboxylic acid (exanple C. 4) and

3- net hanesul f onyl phenyl am ne [comercial ly avail abl e
wagoisdssshl ori de] according to general procedBCE®EP205/006302

Yell owsolid. M5 (ISP) 495.3 [(M+H) +]; np 3050C.

Exanpl e 54 7-Trifluoronethyl £5- (4-tri fI uor one

yl - phenyl ) - pyrazol o[ I, 5- a] pyrl m di ne- 3- carboxyic acid

phér}){larrgln@dﬁ%rtghl}?facllagéa%_ fe{;og i ecg) aﬁg?néf kgnepﬁ%é{éehu?éﬁ.dfeﬂgﬂ%ohd.

MS/CISP) 510 f@a8)ly bepf2582C.t ri f | uor onet hyl - phenyl ) -
pyrazol o[ | ,5-a] pyrimdine-3-carboxylic acid (exanple
C. 2) and

3-amno-N-(2,2,2-trifl uoramﬂ?yel% benzenesul f onam de
7-Tﬁﬂ@6f@hﬁet13yll$-(tﬁﬁﬁbi(ﬂomgdﬂybpbmyé}pmamlobe‘ﬂa}mfmdme-3-

YeI B % £3- cyc[i/sprgpapglfa?nlo%rl-ph%y% bhhide P 2590C.
Th% ’t{ﬂ% chnipouht o728 pRdpard from - 7ehr1ﬂhumrmthylkt§/-K41uyﬂlazromthY1 -phenyl)-

rim dj.ne-3- 0X L i
m@m%gﬁw@mp B
Hﬂﬁﬁﬁhﬁ@e f[CQEM59434 39-0] according to general procedure I1. Yellow solid.

3 phen l)-7-trifluoronethyl pyrazol of
M$ (I%PQP aYI éi oxylic acid (exanple C.9) and

3- net hanesul fonyl phenyl am ne [commercially available
as hydrochl ori de] accor di Bganipde g2neral procedure |IL

7- éilﬂ::}ngggggblylgi 6@-&4 t:gsrgmea}yi _pgﬁé)m/vm}:{)azol]o[l 5B pyrn'gidme—?a-
cafl]o fik %&1&@5 ?ﬁ@hﬁyﬁlfa%( a}t‘l’\gﬁkﬂyl) -amide

3-
THe3i om0l RS Py RGP BT P i syt phenyD-
py%@l?écﬂz %giﬂi)ﬁﬁnﬁ&ﬁ@?) carboxyllc acid (example C.2) and 3-amino-N-methyl-

benzencaplfyranmisel [ %@fysem;f ORI R ﬁﬁié éfl'ifl?[ﬂglxaﬂow solid.
M§é@)§2§@ﬁrﬂ£ﬁg¥jlﬁggw@m ne [comercially avail abl e

roc ccording to general procedure I1.
Yel l ow solid. M5 (ISP) 529 2 [.(MtH) +]; nmp 263C.

Exanpl e 57 mple 48
7-?)1531'1(];110 1fﬁ10§:§m érijl)‘-fﬁgf kél@[l}ﬂ]ﬂ}f)‘hmﬂhﬁﬂ’flcérboxyhc
-pyrao prlm -3- ‘carboxylic acid

ac@&(ihnteﬂmmsd p erpﬁ)eﬁw@e- ani de The title conpound
Tl\qlic\@%ﬁl%) {o%%ﬁ%tﬁr& {\{Eﬁ(ﬁpgpa(rgd fror%7 d{ﬂu_otr?rlnretlhglo? é%{lﬂuoromethyl -phenyl)-
ppyzcﬂa[awe@]pyﬁnaymyfa ~crrbioxydic 3c1d&¢:@@3@1¢ Ce) apdd- @é&%ﬁﬁﬁ@nﬂ'

C. and, 3- al 4
pEpalopS (OmE AR T ab AR iy EOERISHAE) REol A biocedure

11pY élleckolid. MS. (1$B)gaﬂﬂ 4d(MwM)sblrmm251|<’/§ (1SP) 525.2 [(M+H)
+]; np 261C. Exanple 58

Example 49
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-isopropylsulfamoyl-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-isopropyl-
benzenesulfonamide [CAS 118837-66-4] according to general procedure II. Yellow solid.
MS (ISP) 570.2 [(M-H)]; mp 222°C.
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5-(3-Methyl -4-trifluoronethyl-phenyl)-7-trifluoronethy

| -pyrazolo [1,5-a] pyri mdine-3- carboxylic acid
wO23eesasmasesul f onyl - phenyl ) -am de The titl e cORPOERZ005/006302

was prepared from

5- (3-net hyl - 4- trlfluoroma\thyl5 henyl ) - 7-
trifluoronethyl-pyrazolo[l, aﬁppyrl m di ne- 3- car boxylic

acid (exanple C. 8) and 3- netg g&sulfonyl phenyl am ne
[comrercially avail abl e a ¥ Chloride] according to

-Q?iﬂ%ﬁ%m@ﬂﬁﬁﬁf(mftﬁﬂhbmni&wl{pheﬁﬂb-|p§z|razdﬂB[I p-aipyrimilinge-3-

Cag(?Q'\./?H-Bd'—PWé‘F Eﬁ%‘?r%grl’z‘ﬁﬂa F-amdsi Ao y-trifl uoronet hyl

?@Mﬂ@@&hﬁbﬁncﬁwﬁd Imspam gofer- ﬁ@ﬂifd@@myﬂh b56(4+tdiﬂuoromethy1 -phenyl)-

pﬁgzqiéungr Opyllréu@:‘sg}rm 9 g L},/ld (examp e C-Et)1 &nd bLhG cthanesulfonyl-

Pl’?exfyﬁ 3 rﬂyd—'ﬂieﬁdidﬂlfﬂ avallaBIERE B}’Jiro@ﬂﬂ@ﬁﬂé])ac?erdg[g 1fo: general prgcedure
1 Eslimppalicc B (1829 (A mp PE, - carbox T ac

am no- N- cycl opropyl - benzenesul f onam de [ CAS
459434- 39- 0] according toEg@;ﬁ Yedsll procedure 1. Yellow

s iy il X
o T raTi

Tge tide uqm_pmas plasprepaigd fiosnd e nX i horo Er;1}7 Ef trlﬂ;;)::met:lyl-
- - I -
pyr’a%&gflﬁs}ajﬂrgﬁﬂu&h? b blictabidf (exiRh d151 Hynays-adfabaly

carboxylic aC| mpl e ,C. )
pRemykimineNcemoienpallyaynilabled aseos ding &9, gqﬁeag p[rmuregl)l. S?elﬁow solid.

3 3L ' o general procedure Il. Yellow
@%ﬁé@ﬂfféﬁ m%@ 5&&”9%[ MH)I; np 2480C. Exanple 61
5- (4- CUor o- phenyl ) - 7-txi fl uorometiiyl-pyrazolo[l,5-a]p
yrim di ne- 3-carboxylic aci e 52

7%@%)? b Qéﬁé{g g:c(4 APRYbi RGN plicA ) PrakbRo (1 5td] pyfimidiae3ctarboxylic
abid([3- (Qlﬁ,BhﬂﬂlmTeftﬂh})ISﬂfatmﬁ)FMEﬂmﬁF pyr azol of

lléleéﬁf ﬁg’}[rﬁ_o gl n:se B %ger 3038 7L cﬁ oﬂle @@ﬁliﬁcﬂbméﬂﬁ}l -phenyl)-
ARSI L K Y

p%e&

| SP according to
Sk bl i ot o
gehéraProad¢dure i[InYdlildvesdhd b (B1\AOR.O [ d) ] mp 2
(S-cycl opropyl sul fanoyl - pheny”-am de The title
conpound was prepared fro
5- (4-chl or o- 3- net hyl - phen;/]i‘l‘:’sp?l?rlfl uor onet hyl pyrazol o
3-(4- Cﬁloab-ﬂménw)dkmﬁ}uﬁrmethﬂxmramlakibida % ghoxylig acid (3-

neiet%;nngs?ﬂfonyl- G E}f)odel\{lldbenzenesul f onam de

The title compound was prepared from 5-(4-chloro- phenyl)-7-trifluoromethyl-
pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (examplg C.4) and 3-methanesulfonyl-
phenylamine [commercially available as hydrochloride] according to general procedure
IL Yellow solid. MS (ISP) 495.3 [(M+H)"]; mp 305°C.

Example 54 :
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a]pyrimidine-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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[ CAS 459434-39-0] according to general procedure I1I.
Yel low solid. M5 (ISP) 548.1 [(MH) ];np 244C. Exanple

w6 20054128738 uor onet hyl - 5- (3- et hyl - 4-t PCT/EP2005/006302
i fluoronetiiyl-phenyl)-pyrazolof[l, 5-a]pyrim di ne-3-
carboxylic acid (3-cycl opropyksul farmyl phenyl ) -am de
The title conpound was prepared from -

|
A g A S e adn
MSMW(M)@OM&MQW &pyp%%@zenesul f onam de [CAS
459434- 39-0] according to general procedure I1l. Light
yellow solid. M5 (ISP) 56 %]@ H ];np 199C. Exanple
64 5-(3,4-Dichl oro- Ehenyl - /- uor onet hyl Cﬁr)‘/razol 0
5{(3,4Dighlvye-phinylhZ-d baxly;{hpyrmlqjil 5-a]pyrimidine-3-carboxylic acid

(3(][3[’le age%‘ﬁf\/\‘}g&ykﬁ%lﬁﬁa)aﬂgﬁﬁ grnenyl y-am de The title

Tllie gﬂe derdpclhﬂcbga}plhparydl froth H(3, i tdichdoret plydngl) s kil upfromethyl-
e s i R
pHath3ding %dh]lmaﬂmbllydvaﬂgbteas @ydl@thlbnﬁebamedmdlm tolgendralgpriocedure
II@%‘N TS 18 11 3T R Mkt 17 e 254C

5- (4- CUor o- phenyl ) - 7-di f I uor onet hyl - pyrazol o[ |, 5- a] pyr
i m di ne-3-car boxyl i ¢ aci dEg8mple 56

5%&&81?@%2&'@?’” g—g?t}llﬂugr enéd'&l—pyrazo o[1 ng -d] tyh}nll me%ncgoll)'l&gfhc acid

(ﬁnieﬂrdﬂxleﬁﬂhfnqr}-phﬂf}&) amidedi f | uor onet hyI pyr azol of

e

%ﬁ@ﬂl ,Blindmeruitdil c@ﬁﬁE{é)&Jmplé O]CBdndG thkthahésghonyl-
p e ngg %)Irgmqr%salﬂi qup dllsjgzm-olr?de accgrpdmg % general procedure

11{ $eitow §d1M0mRESP)>dz9JQH€NMJH)*]QYﬂ 263°C.

[1, 5-a] pyrirnidine-3- carboxyllc acid
(3-isobutyl sul fanoyl - phenyl e The title conpound
was prepared from %2 afnsg

7-Diflhbfoni@h @(ﬁﬁieﬂ%&@%ﬁﬂ@f&ﬁ@ﬂi@ﬁ?h&ﬁyﬂ) PHamlb)1;5-a]pyrimidine-3-

yrim car,qoxylic acid (exanple

razol o] |
@g@})’ ligjggidy3 HW‘L@WQ%Y}ERQVPBQ #A8AGsul f onanmi de [ CAS

Tﬁ@ﬁé@gbrﬁéo%r%dsﬁﬁsﬁ%'éﬁdr@& filogh ﬂ%ﬁﬂi{o@bmﬁﬂgllsqg rxﬁeﬂaxlaz gﬁ‘ﬂ#&‘ﬂmethyl—

pherry})rwrwl@h%érﬂwngu ing- %?a;gwa aﬁét(ﬁgamaiﬁgés ppd 3-
miehhedoRyl fhenyBhBKE [ Bnith&Rtafly available as hydrochloride] according to

general procedure II. Light brown solid. MS (ISP) 525.2 [(M+H)"]; mp 261°C.

Example 58
5-(3-Methyl-4-trifluoromethyl-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a]pyrimidine-3-
carboxylic acid (3-methanesulfonyl-phenyl)-amide
The title compound was prepared from 5-(3-methyl-4-triftuoromethyl-phenyl)- 7-
trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example 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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carboxylic acid [3-(cyclopropyhnet hyl - suh

canoyl ) - phenyl ]-am de The title conpound was prepared
wonra®1Z3138i f | uor onet hyl -5-(4-trifl uoronet hyl - pRenEIP2005/006302

pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple

C. 2) and 3-an1no-hbydopropybgﬁthyl- benzenesul f onam de

(exanple B.2) according to gerieral procedure ||

Yel |l ow solid. M5 (1SP) 582.1 H 1; np
2340C. Exanpl e 68 ngamPﬁé%

5. @ RuafiRo¥fubrdhithiusharBt hiriflusienythyl-pytazolol Libadpwirhidine-3-
- pyrdzol &I , 5-a] pglrl di ne- 3- garb xylic acid

cagtalic aeid €5 erdemop f}ﬂgﬂﬂ})l'l’&ﬁw} ] title conpound

T or d V\Eii@ ?f@_pared from 5-(3-methyl-4-trifluoromethyl-phenyl)-7-
- (3-et oxyr-4-tri

fl | - phenyl ) - 7-
triﬂublfdmmhldrm’lfwlﬂ[Wrad;gqrirgﬁgsgaﬁagm%% %ﬁl% (example 8l and %
an?ﬁ'o%f‘c?é?ﬁb}p Gz dBor3imide [ CABeSY43089-0} plrerdihgtn geaeral

conme 21 aval | abl e as draochl ori according to
prgesderall. §¢1bn@wdeN$|(ISWeﬁS?8WMoﬁ$ g.mm/ég’?’}:sp) 573. 2
[(MrH) +]; np 215C. Exanpl e 69
7-Di fl uoroi net hyl - 5- ( 3- et jkfpledot ri f 1 uor omet hyl - pheny

o B kLS e oy acd
(3\'/7\8%10%%%{ Loyl’}’F-Bke-n(yp-_%rtnh%exy- 4-trifluaronethy|phen ltl{l
Tiytide anpourst wdspyenamedifrom B b4didigrpiRheayh) o %@ﬁ@ﬁ#‘s Yi-

C. 1 - oo 1 : d:l l-
iR e Ef*‘dm L A oy 2y Y dWproy

accor 1 i
barzenadiforentile [CAISI4604369-9) acardingts gensral proce I_,Y]e ow solid.

N&@%@Pﬁmﬁg&ﬁﬁt hoxy-4-trifl uoronet hyl - phenyl

) -pyrazol o[ |, 5-a] pyri m di ne-3-_ carboxylic acid
(S-cycl opropyl sul fanoyl - pﬂi@wyphﬂam de The title
und_was [ f N . imidine-3-carboxylic acid (3-
5 LGP o SaD B FRBloF el puragolollpalpyimidine 3-caborgifc acid
cR¥spropyleilfantoydiphynyljradiide- 3- car boxyl i ¢ acid (exanple
C. 12) and 3-am no- Ncyegl 1 ] gl I H&hvl-
Thesité sagnainauenied PR, RN AE PHERATY A BBRHRLY
pé?hd)l@r‘l,%]ﬂyﬁmiﬂﬁe(ﬂ—&ﬂ)oﬂ@i{t.aﬁd{(@mmﬂle C-4)mpdStgaino-N-cyclopropyl-
anpl e 71 . . ] lid.
beprestellnpsipids. IGAS 08P SRR BHERIP St RPT S Oty
Ms @spyz3al o[(M-803] mpr2sat@i ne- 3- carboxyl ic acid
(3-cycl opropyl sul fanoyl - phenyl )-am de The title
conpound was prepared fro
5-(3-ethoxy-4-trifluoromnet "f}’f“-l%%%znw )-7- oo
51 (el EhlgRy-Siméthyll pa Bzotifluarbmetiyypyrazdloh b5 pwimidine-Bo

cabontsach Brsaapy SUREELRLPPOAR e [ cas

The ¥t torPolhd ¥aEprefhied fidin ge(@edtddro-3-methyl-phenyl)-7-trifluoromethyl-
pyrazolo[1,5-a]pyrimidine-3-carboxy1ic acid (example C.6) and 3-amino-N-cyclopropyl-
benzenesulfonamide [CAS 459434-39-0] according to general procedure II. 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-difluoromethyl-5-(3-methyl-4-trifluoromethyl-
phenyl)-pyrazolo[1,5—a]pyrimidine—3—carboxy1ic acid (example C.5) and 3-amino-N-
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procedure Il1. Yellow solid. M5 (ISP) 612.2 [(MH) ];np
225C. Exanple 72

w@-205f1k8ms orret hyl - 5- (4-tri fl uoronet hyl - phenyl ) POYER2Z®E/006302
[1,5-a] pyri mdine-3-carboxylic acid
(3-1sobutyl sul fanoyl - phenyl )-ﬁm de The title conpound
was prepared from

7-dif| rorreth 4-tr.if en
crderol B LSRRI HSPUEPY depemprogedune .
Lléﬂo)gew B MO ASH se0bbE)dnmenostd.f onani de [ CAS

3-95-1] according to general procedure I1.

Yel | owsolid. M5 (ISP) 566F2 [ NE ];mp 186C. Exanpl e

73 7-Difl uoromet hyl -5- (4283 8%r omet hyl - phenyl ) -

5-[3/4- PR OIBrd-PhryBl PMiflubr6hBeryBpprazblos-afpyaimidine-3-carboxylic acid

E ?ﬁycl opr opyl nej hyl - suj f anoyl ) - phenyl ] -am de The
(3tqyr-1|09f‘66ﬂ§3’éﬁ§ ]ﬂﬂg iyl d from
THe (itid éch%f(ﬁiﬁ%f pakdd frbinl3- %594 @f&ldwlpﬂéhﬂmyl-dlﬂuoromethyl—

pyrazo

py@hzoleld - @Péiﬁm%iﬂg%%ﬂ;n (gf:ﬁ ngw Z%qaﬂm)l(ey é: 7? an m(m ?\ngc?opropyl-

giahprocedgelieL 11
be%?%@@ﬁ&&%}ﬁ@ q@ﬁ‘é@lgev%&gﬁflb?ac%o@in%ggég64 %r ce nfﬁl) Ie; @lr;[g yellow
soﬁﬂSMS (ESRIrA30& [1M-H)']; mp 254°C

7-Di fluoronmei Jiyl-5-(4-trifluoromethyl-phenyl)-pyrazol
o[ |, 5-a] pyri xni di ne- 3- carpmbllegsam d

3- phenyl sul f amoyl - phen -amde The titl o)
5 &M%ilnmédl@dl)f%dyﬂ\umpome yl- pyrazolo[l 5-a] yrnm&me %npargoxyhc acid (3-

difl fl uoronet hyl - phenyl ) -

CYﬁWé% '{lfa@ﬂ%hﬁ??’{lénéﬁ({née 3-car boxyl iC aC| gexarrrlg)

Tk ﬁlﬂﬁminﬁemd wwpﬂe]pﬁed]ﬁbb‘e’ir 1red-difluoromethyl-
olarL5aft it 0.1 %H&BBA -N-cyclopropyl-
N e

b&&8ﬁksu1§fﬁmmide [15‘\8 459434-39-0] accor 1ng to general proce ure II 'ng t yellow

v

0 { hishdor omet hyl - phenyl ) - pyrazol o
S%ﬁd%{éaqigg)r 159. ]ta%)blg)h( | c acid
( 3- benzyl sul farmyl phenyl)-am de The title conpound
was prepared from Example 66

7 iR s b TS abpromidine- -
c&bb cﬁ} Bnisdmtylsiﬂ&mqﬂ@enﬂl)r@guﬂ onamni de [ CAS No.

gg pﬂsﬁpglgp}l ev%%g)r g!g%? frggbg %rlp{u%{ ﬂ?é'tﬁ?ﬁ—eadﬁ‘gf-géﬂdoroxhhﬂﬂt-phenyl)—
pia26B| §5-afp nﬁ‘ﬂirfeL&OilbnE}ﬂh)alcrdE(example C.2) and 3-amino-N-isobutyl-

b@e&és&é%ﬁ?&o (E%g %gg%gwﬁﬁo?élngﬁa general procedure II. Yellow solid.
MSebEsed. Bp(Maibthxpmmfczl ) - ani de

Example 67
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid [3-(cyclopropylmethyl-sulfamoyl)-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-
cyclopropylmethyl-benzenesulfonamide (example B.2) according to general procedure IL.
Yellow solid. MS (ISP) 582.1 [(M-H)']; mp 234°C.
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The title conpound was prepared from

7-trifluoronethyl-5-(4-trifluoronethyl-phenyl)-
woypoeEzessg| , 5-a] pyrim di ne-3-carboxylic acid (egampb®s/006302

C. 2) and 3-am no- N phenyl benzenesul f onam de

[comrercially avail abl e] acco'&rédl ng to general

procedure I1. Yellow solid (I SP) 6040[(MH) |

np 258CExanple 77

7-Tri f1 uor onet hyl - 5- (4- t rFXpls Oret hyl - phenyl ) - pyr azol

5- -Eﬂl'éx?-]@&Iﬂlf&&h@@lyﬁgh@rﬁyl)bD&yﬂlucﬁ'oﬁreﬂWl-pyrazolo[1 ,5-a]pyrimidine-3- -
3- benzyl sul farmylu]? T L zi)m de, The title conpound
li¢ add (& onyl-phenyl)-amide

THe titld d lﬂfalevtvi& rep"arédﬁlfrw# {waheﬁ;emmﬂuwmeml-phenyl) -7-

pyrazo

tn&ugyonaﬁhylspléanqu@[}/l;i g@ﬁ%&f‘ﬁ@ﬁ 5&%8%‘?% “’&’%@iﬂ;jnd 3
m

%%Z%glf?}éyl hef ?ﬁﬂﬁ gnﬁlﬁéraﬁlﬂ‘ﬁz{v@ alilé acledisldride] ¥eddrding to
geﬁel[aBPI(OZCQUIEHFr ieHow e‘@lt.fl &%@52}% ;@ ?tnﬁlvﬁﬁgfdﬂg?w Shgﬁw

] 7-trifluoronethyl pyrazol of

, 5-a] pyri m di ne-3-car boxEJ(dn%}aggd

| f henyl | o
7- gﬂ;;pg?ﬁmycﬁ‘f -eetlnlzxy)f-4-t1z'i1fr{1u((5i1%metl%rlE Illten)‘s;‘l) rgjzoijortg 5\Aﬁ1§yrumdme-3-

a?Bt%:?yh%r?aaa (3: Iﬁéthgl:léégff&?}lg)@éﬂ?l) 4akad f 1 uor onet hyl phenyl ] -

uoronet pyr az a] pyrim 3-car
Tlne:tlﬂﬂzwjnp@.)m}m%@rqp@):d &nm %—2 ogpﬁq,]‘gf@bl%o%methyl-

TP e P oy i

maﬁ%ﬁonﬂXMM}’bﬁﬁge [commercially available as hydrochlondg) accor]dmg to
Dyflu f
gell}ggaé Rg%c%dﬁﬁﬁp I%hfn? sbita. s AsBy 5354 [RrRy sl heoriocd-tri

pyr azol o[I 5 a] pyri m di ne-3-carboxylic acid
(3-sul fam)yl phenyl ) - am dExamaplet70t | e conpound was

7-gi ﬁf}ﬂonée ¥ré -(3- Fthgx¥§ t{l&lugrOénethY ?'1) é)yﬁ%z)?lo[l ,5-a]pyrimidine-3-
Cﬁbbﬁmﬂtﬂ@*mkpmm@mpykmlif a] pyri m di ne- 3-ca

C acCl exa _ -
e eﬁ%/mwmﬁw R uopt Aupmpiyt 23 o riboromethy
1Shiragblo | ,Sgewmhdmeﬁe@afbmeht acid L(q:}gmplg/@mZbané&amno-N-

”Efp%é P%zgaenml e KRR AR TR Ba® psers prosedure L

YillloKv $olidt MS(ISPIEsdAy [f§)vi- B QY mp 213°C.

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

(3-met hanesul f onyl - phenyl The title conpound
was prepared from 5- Exdpilen

5{§§-Etﬁo;&r2-mﬂuéﬂomﬂoy1qﬂiemdy V-wﬂmrémelbybpﬂahﬁﬂbbhéﬁmy]mmdme-}

qubte)rqa%:aglo ﬁ%l% Itz{f%j;'uazol Hﬁn l)allg}gl m di ne- 3- car boxy
The fRE Hﬁﬁﬁ@ﬁh&cﬁ %é/irepil%ﬂYﬂo&ﬂﬁﬂ&-eﬂ&ﬁﬂ%tr@ﬂtﬂirbmedwh-lphamlb%

eSS P e, b Py At PRSI ek (REAHeT 1y and -

amino-N-cyclopropyl- benzenesulfonamlde [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-difluoromethyl-5-(4-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.1) and 3-amino-N-isobutyl-
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Exanpl e 81 7-Difl uoromnet hyl - 5-

[3-(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl-phenyl]-
woypo@Ezebogl , 5- a] pyri m di ne-3-carboxylic acid PCT/EP2005/006302

( 3- net hanesul f onyl - phenyl ) -am de The title conpound

was prepared from

7-di fluoronethyl -5-[3-(2, 2, 26t7’r|fluoro et hoxy) -

bepymRRHITR L5gy A CReLl ety priera praeefasepy dow solid

MSZ%}'SP?B% 2{(mitppesigeoay! - phenyl am ne [ commer ci aI |y
avai | abl e as hydrochl ori de] according to general

procedure |1. YeIIowsolllg 5@% ) 6083[!\/] np .
2070C. Exanple 82 7-Trifl ne
7- Mﬂﬁdrbﬁieﬂ@ﬂ-@f(ﬂtdﬁtﬂuordlh&hykﬁhenwW:&Ioﬁo[1 5-a]pyrimidine-3-carboxylic
aci

al pyri car
acgdaﬁﬁc(f Lo n}gﬂ W%P’Pé{ Tﬁﬁ%ﬁﬁu] _ani de The
Thd fidecoTRAdehs a%@ﬂ&h@ddiﬂﬁommethyl -5-(4-trifluoromethyl-phenyl)-
7tr|fluororret 5-(4-t -gh )=
pymgackel 1St p ﬁmﬁérqamw sicid BTBle L ELES: é“%“é?(%m e
cygl ﬁ}oﬁ'ﬂq m2endSulfdndivide QesumipteB.) ) according to general procedure II.
es

de [ CAS 436095-41- 9 di ng t
Y eJlomenolifl. Mﬁé Eﬁé—e {M -Rels %i?%%ér d. ! I\/gC((:?gPI) ngnéo

[(MH)-]; np 2270C. Exanple 83 7-D fl uoronethyl -5-

(4-trifluoronethyl -phenyl Exaniple 20l o [ 1, 5- a]
pyri m di ne- 3-car boxylic

A @C%v*ﬂﬂos«emﬁfém@yﬁswpﬁ@ﬁmlo (1 e Wpgrippiging; F fagboxylic
ﬁ?%{@}éﬁmﬁﬁiﬁﬂrﬁg tri fI uor omret

hyl - (L) - 4
Ty titkeciropeureL s yepadihom BIgHOBRIT S Eran aemefink pheny)-

it 1-
e T s e e
berizghdsulfetdnide é@ﬂmmerC@Y@V@gP lebsetontipg i ggeral ppesde L. Yellow

(Eﬁayg(§§1§%86§ [I([l‘\:)/l ED mﬁézﬁgolc) 7-di fl uoronet hyl - pyrazol o

, 5-a] pyri m di ne- 3 carboxylic acid
(3 sul fam)yl phenyl ) - ani dExamplef7pt | e conpound was
AT 1- 1)- lo[1,5- imidine-3-carbo hc
72551 o%q%q %1051‘(4 trtl%uqmnﬁthg ngle%y)P aﬁ%?orreta}wyylrpyrazol o[ >
ad1d53-b]anzyjsulfamdyhph€8wb) ylic acid (exanple C. 14) and

e A ST g ot o
kc)lo A%k apykiMidines-26UGxyliErcidiexangge C.1) and 3-amino-N- blenzyl-
bFn n Ch??arrpﬁ] m@ %%9 d-52-1; gécfoi'd{gg BBVl pRYeBERITR Light

car oxy I

yélwelid NS ISF) 60911+ (MeHH,)mpﬁii(d’él The title compound
was prepared from

7-di fl uoronet hyl - 5- ( 3- net %&Lﬁnﬁk%l or o- phenyl ) -
7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid (3-phenylsulfamoyl-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-phenyl-
benzenesulfonamide [commercially available] according to general procedure II. Yellow
solid. MS (ISP) 604.0 [(M-H)]; mp 258°C.
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pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (Exanpl e

C. 14) and 3-net hanesul f onyl phenyl am ne [commercial |y
waveaisiiakbize as hydrochl ori de] accordi ng to genePa@i/EP2005/006302

procedure Il. YeUowsolid. M5 (ISP) 488.9 [(MH) ];np

2700C. Exanpl e 86

7-Di fluoronethyl -5-(4-trifl Jo6r46rret hyl - phenyl ) - pyrazol o
[1, 5a]pyr|md|ne3c:arb qu |d(3tX|quororre
e ti

anesulfonyl phenyl ) - arni de tl e conpound was
-'Pflﬂﬁaf(mﬁfetflyleﬂ*(éﬂ&tﬂddrumkdiybphelyﬂl}pyrazolo[1 5-a]pyrimidine-3-

| fl,
SF"d ?g g%”%‘h erﬁlé I)c%lmlboxyl ic acid (exanple
TIQ il edpbuntdvas p aeemmanemﬂmmemplh@mwaﬂummethyl -phenyl)-

sl AR G P gy

MPerduiffnantide [OASNG 7305780524 1) atdmémgyd) géneral procedure I1. Yellow

soflé‘ s)Sgy A A E SRR ) ¢ aci g

(3-tri fI uor onet hanesul f onyl - phenyl ) -am de The title
conmpound was prepared froEXample78

7-trifl - triflu th h
s fythaar ithiosouigmi aitereme v RRo e SR pkietn;
pyrazdlo AN alpyr | lﬁrﬁ&ﬁﬂe@éég ] BoiylieneRlB salfhoplhptrplyBrimide
conmmer ci a avai | a accor 0 genera
Ty Gdedumpoynd w AR AN ﬁ%(??g%)‘&‘%%’ g Mmlﬂﬁ?‘°methyl‘
l{gj.yﬂ Q?—%ﬁ’iuo%&ﬁ&@ﬂi vEpPRzdloD, SJaWBﬁﬂldéﬁ-cﬁ'boxyhc acid (example C.10)
tri uoronethy phenyl)

arjd13-sulfgopgl iphenylam glec[agqulp]@/ ﬁ%;lé’} according to general procedure
I{§?—].{()Q«P%'IladMg (f'swmstlf[m@ﬂwl&?@m phenyl } - ani de’ The

e conpound was prepared from
7-di fluoromethyl-5-(4-trifl uor [?g hyl - phenyl ) -
pyrazol o[ |, 5-a] pyri mi di ne*32BfYdxyl i ¢ aci d (exanpl e

R P oney Ctonaini il
pgmndn[all 5-plyrisiding-3-par m’hw%@rﬁ alq%l'x’il@k‘lsb %lafi
T[’xéfl’hgq:?rhp? c}%g%é; %ﬁﬁloﬁn ﬁ-ﬁiéfzﬁo-ﬁ)hxfe 24y f{IHB(|2l2 2-tr1ﬂuoroethoxy) -4-
tmﬁhmemﬁﬂlybahhqﬂypyrgzdgil& -a ynmldme—gl carﬁoxy?lc ac1§i( J(:P e Q. 13)
{1? ?T[séﬂé/n n)g éyl)émé t%h)m&waﬂ? bl PAtBdidg RNgetieral peocedure

epar ed
117 Light yduumsohéxwl(w) 67 Br[(MrHa) m@ﬁ&ﬁ- phenyl ) -

pyrazol o[ |, 5-a] pyri m di ne- 3-car boxyl ic acid (exanple
C. 2) and 3- am no- N- pyri di gz‘xﬁm

yl met hyl - benzenesul f onam g arrpl e B. 3).  accordi P to
5¢8n@2s0- Tpﬂuomdelhexsr)F4—tr¥%¢¢rowe§hﬂ11nilen¥lﬂs7(qn§f“? hy

P azof;)l)[l ; rggnm%}ne% %Xa.\%'%ﬁc 284 (3-methanesulfonyl-phenyl)-amide

The title compound was prepared from 5-[3-(2,2,2-trifluoro- ethoxy)-4-trifluoromethyl-

phenyl]- 7-trifluoromethyl-pyrazolo[1,5- a]pyrimidine-3-carboxylic acid (example C.10)
and 3-methanesulfonyl-phenylamine [commercially available as hydrochloride]
according to general procedure I Yellow solid. MS (EI) 626.3 [M]; mp 227°C.

Example 81
7-Difluoromethyl-5-[3- (2,2,2-trifluoro-ethoxy)-4-trifluoromethyl-phenyl]-
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-trifluoromethyl-phenyl]- pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.13)
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7-Di fluoronethyl -5-(4-trifluorone

yl - phenyl) - pyrazol o[ | , 5-a] pyri m di ne- 3-car boxylic acid
wO2e(5225m38lr oxy- et hanesul f onyl ) - phenyl ] - am de TReETEPL2106/006302

compound was prepared from 7-di fl uoronet hyl - 5-

(4-trifluoronmethyl-phenyl) - _¢5_

pyrazol o[ | , 5-a] pyri m_di ne-3-carboxylic acid (exanple

i ARl S AOESHIAR) A Rprociori

apamdmgu:r)gem&ral pretdduve Ed dllgw sl (MSEET) 53& 3 AM]{ 207 G-
np 2050C. Exanple 91

7-Trifluoronethyl - 5- (4 tr| oget hyl - phenyl ) - pyrazol
o [l,5-a] pyrimdine-3- car oxyllc acid

%Brlﬂﬁeﬂwmtb)dy‘i -&4-hifheg amethy)-phemillzpyrazolo Hed-alpyrimeidinet 3-¢

SR S T PRI b oD phepylyomige )

Wftﬁlk@ioﬁ[iﬂquﬁdax}qsprepmzﬂl frrﬁn?-tmdlubmmﬂhﬂ %éhﬂrlﬂlmmmﬂefl -phenyl)-

L
P[Yﬁ%ﬁ-ﬁﬁ ?le ad‘() g‘g (ﬁ?()r’llgcsc%(l)c{r {e @gj Aﬂ(flf“ rlmmo-N-(Z -hydroxy-
dﬂi}@ﬁb&lﬁ’eﬁedulfonédﬁidec[@AS dB6@p5- Wldcﬁﬁ)m@@ g&n@x(al\pﬂd):edqrg I1. Yellow

Sgp‘ﬂ)ﬁnggpl ng-%)s-’(‘lﬁ%%%or omet | i yl - phenyl) - pyrazo

| o[l,5-a] pyri mdine-3-carboxylic acid
( 3- sul fanoyl net hyl - pheny! )Exampde83he title conpound

pr epar.ed from e e .
7 DR Gor A Plupsemsthy Py e golg gipyrimidineS-carboxytic
aad ZZ~Z(<2|-l@)idrm!f?y aﬂhplstﬂfirnbﬁb-lpheﬁyl]:—aﬁhw(yl ic acid (exanple

elstbompaindgispased Fom et L Bigspieli-phenyD-

pPyrdzoRs mﬁeﬂwﬂm&lﬁa@ =@t I'kyiadi bexaimiptéal. 1)ambmnﬁgo¢z\b(2 hydroxy-

q%g i eLanen%saffgd o %lel [é@g#gﬁ@%@s 8] a!lc%or g t(oI genzera? procedure IL. Light

y%ﬂJW's&lhd'MS’(‘[‘SPDSS’AiOF(M‘I—I)t Ji hfp 2saPOet hyl - phenyl ) - pyrazo
,5-a] pyriiriidine-3- carboxyllc acid

(3 suI fanmoyl nme yl - phenyl) - Em dﬁ g’he title conpound was

prepared from

52<4-Chfdra@ﬁ@ﬁ{ymshex5yi)( Hﬁﬂu&bﬁﬁﬂm@tywbbmnem}pmldme -3-

pyrazol of yrim_din arboxylic acid (exanple
@Whﬁaagi?ﬁ%?ﬂ@’éﬂﬁgﬂggg?fonyI )- aniline [CAS Nr.
AR cﬁmd%f«, paded 60 5 B £J- @ﬁ&hﬁvﬁl&ﬁblﬁd{ﬂuoromethyl-
nitro- phenyl neth sulfonyl chl o“?q\}lé e\c

Lg@atr@lce{ll %]emmdleeﬁrcarh@qﬂl@wé [Sacty gﬁg IBOYl'

! 11 lid.
Jelibhits B el TR e PR el
Mpl(EBA@]lid;{Mstﬂféu carboxylic acid
[ 3-(2, 2-di net hyl - propyl sul fanoyl ) - phenyl ] - am de

Example 85

5-(4-Chloro-3-methyl-phenyl)-7-difluoromethyl-pyrazolo[ 1,5-a]pyrimidine-3-
carboxylic acid (3-methanesulfonyl-phenyl)-amide

The title compound was prepared from 7-difluoromethyl-5-(3-methyl-4-chloro-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (Example C.14) and 3-methanesulfonyl-
phenylamine [commercially available as hydrochloride] according to general procedure
I1. Yellow solid. MS (ISP) 488.9 [(M-H)']; mp 270°C.
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The title conpound was prepared from
7-di fluoronethyl-5-(4-trifluoronethyl-phenyl)-

wopo@Ezebogl , 5- a] pyri m di ne-3-carboxylic acid (egampk@s/006302
a) and 3-am no-N- (2, 2-
di net hyl - propyl) - benzenesul f oggm de (exanple B. 4)
according to general procedure Il. Light yellow solid.

VB (15P) 580.3 [(MH I: mpygfifiGe Exanpl e
957-Di f I uor onet hyi -
7(Izlﬂuprqmqbybﬁ-é4-h19ﬂuqypm§hy)l .ppynyﬁ-pmzolo [1,5-a]pyrimidine-3-carboxylic

{lé (? hﬁ%lro [y SAIPE ‘@?i’ﬁﬁgﬁ/%&%ﬂ}?de The title

Thetife aonhpwasd prepapadd froon?-difluoromethyl-5- (4-tr1ﬂuoromethyl phenyl)-

p%ra%lotf %fﬁg’é}nﬁﬁfﬂne% gﬁg&gyhfclégﬁ égg?ﬁ@%/ bcﬁg§?§| (exanpl e

tifflgorancti@nasutfonyl- phenglamine fophieazishe suliltibaparcoelifglageneral

3- rag Li ght
Proc? S e R MBS B BB 38 50 xampl
7 Tr| f 1 uor omet hyl - 5- ( 4-t r Exkhmple®?et hyl - phenyl ) - pyr azol

73‘“‘5#‘}%9#‘” S PRt RyPR A ryipiding >
1d/\@8trtﬂuemh€tﬂaﬁd‘solfbnyl-phenyl) -amide

Tb9 »lﬁs rBpP R PR e bRt B Biebiompbd-phenyD-
pﬁai&)lo Blnﬂ-aﬁ:ﬁHmﬂﬁtthéa&baxyhc acid (example C.2) and 3-

oG e Bl Bt REng Fialy PO R LGz o ggneral

pidoedirof). YoB8w tolid. MS‘(-I]SP) 593. 2RM-HE amip 1207°€7
7-Trifluoronethyl -

(4-trifluoronethyl - phenyl %28
[1, 5-a] pyrim di ne- 3- carb%%i%*l cid
7-@ﬂh6fdméth’$fb‘$%tﬁﬂiﬁ&ﬁheﬂi%hhﬂylﬁﬁﬁ@ommﬁﬁa pyrBnidine-3-carboxylic

ac?g?;,‘o%nd mﬁé’ﬁ'ﬂ?ﬁ‘aé r?f]TH!PGPQS]#réFHSJ? phenyl ) -
THé’flﬁé @Jnﬁ{)buéd Whs H¥ tIS\ii_rE@l &bﬁ??’-%ﬂiﬂfrbﬂﬁéﬁiyl-g (@Qhﬂuéw?henyl)

arnino-N-tert-butyl benz n nam

me%@ggh f’ RyFmgd s raBordic geifd prample Geldafd aminoy Jpyridin-4-
yl&%‘ﬂhﬂ%eﬁ%ﬂe&ﬂfoﬂ@rrﬁde‘@karﬁﬁlé Bl3) dcbbrididg toBRen&3BSrocddt@d N Bellow

S@d(MSCﬁJ%E)oéQi % {MrH)dvBre2liG | - phenyl ) - 7- di f | uor onet hyl
- pyrazol o[ I, 5-a] pyri rnidine-3- carboxylic acid
(3-sul farmyl phenyl) -am ﬁgaﬁlipﬁggl tl e conpound vvas

~&i“doared from5- (3 chl or 0- 4- trlfluororret% pheny
1(4159 aqran@e[ﬂly sphepyl) rvEezgleld, >xlp F1 c

%ﬂlfg%ﬂ%t 4. fHé 1) ﬁﬂfa #h Dythiygi ne
rcially ‘aval I a accord ener al
aé@mmeoun warnmars@frpm 7-ms‘lleqrsp)eﬂ5'4§ -@-triflvorgmgthylphenyl)-
;?}ZZO% 1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3-amino-N-pyridin-4-
ylmethyl-benzenesulfonamide (example B.3) according to general procedure II. Yellow

solid. MS (ISP) 619.2 [(M-H)']; mp 251°C.

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-
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Exanpl e 99

7-Di fluoronethyl -5-(3-fluoro-4-trifluoronethyl-phenyl)
wonpysazai3e|[ |, 5-a] pyri m di ne- 3- carboxylic aci dPCT/EP2005/006302

(3-sul fanoyl - phenyl )-am de The title conmpound was

prepared from

7- dlfluoromsthyl 5-(3- fluoro'q'trlfluororrethyl phenyl) -

?%rﬁ%,)l %mléﬁ% o @)ﬁ@ %el%] oxglj t%gegcfrﬁf;}}%m&e IL

Ye@éw doahlpﬂs (mmcsnumﬁmwl)@en@rmsmr ocedur e ll. Yellow
solid. M5 (ISP) 528.0 [(MH)-]; np 262C. 005/ 006302 -
69 - Exanple 100 S- -C org t [ B!luororret hyl - pheny -
-trifl wuoronethyl -pyrazol g Igapyrlrnldlne -

7-TahexybthyRsi(d-tiifacromdediphenylp pytarelnil,oa] fvémiding-3-

‘cagﬁgp L R e S S LY

Tl'z@t‘i@é"&frﬁﬂez%’ﬁ@s@k réd frahfytmﬂucﬁibmethyl—ﬁe(rltmﬂybrmnahylephenyl)-
exa e Sul.tTa n
pyra p%ﬁhwrlyn‘éwsui"r%‘?w laefgg?fﬂﬁaﬁg?ﬁﬁ 123&@?4;’- -hydroxy-
etﬁéx%sﬁﬂélﬁ hnluhné/ ohﬂﬂér&ﬁlly dvaﬂuﬁel &csebdl@ﬂx denprfaMpidcedure 1L

SO ¥ i 2o
Y¢HQVD%}1@HMSJ@ %ﬂé iy 0 orret hyl - pyrazol o[ | , 5

a] pyri m di ne-3- carboxylic acid

( 3- sul fanmoyl - phenyl) am dexaiipletot | e conpound was
prepared fro

7 85 Bovcrashi o eiforp s ey pHaRgIp L lpyrimidine-3-carboxylic
adidi (3. k?jﬂ,ﬁ%ﬁ}gﬁ{ - Méxﬂiphﬁﬁde, 5-a] pyrim d| ne- 3- car boxylic
ng‘loghe;épam wgmaﬁmgq? %@%&d@%&@a ﬁérlﬁ}lommeth‘/l-phenyl)

pﬂ%?(gg g Cg ggzlhmlﬁlelﬁ&rﬁé&)‘hg acillfexanspitd Cﬁ‘} @nd 3[ @My~
eﬂha:@@utﬁhmdbﬂmhni CAS-Dbr SHATE011518 prepayed fromspmmgeigiieeygleble 3-
n{tgp ﬁ'e%ﬁgﬁr?e t u{l? }o%ﬂ %}ﬂbﬁlcﬂé] %cgbrdﬁx%rtg Q%¥erlpradddre I1. Yellow solid.

am de "The titl'e conpound
M S ¥t M- H)dnmp 286"
5- (3-chl or o- 4- trlfluoronEthyI-phenyI)-7-
di f | uor onet hyl - pyrazolo[IE RW3 m di ne- 3-car boxylic
acid (exanple C 15) and 3- hanesulfonyl phenylan1ne

7{12m&nmlomed1yﬂ*§ (&xmﬂuammethgl wwwbmﬂrezlql%{é P-apreritng 3 o
SRR Ryt Aty iaiesg o 1B (157

TKe Bilé componrd wayprepared ﬁfomubﬂuﬂuonomqthsd&r thririfluoppmgthylphenyl)-
P azgl% ﬁg-ohpylnmlgm%ljo Xz{rbmqqfcqsld%'example C.2) and 3-(2-hydroxy-

ethanesulfonyl)-aniline [CAS-Nr. 344750-15-8; prepared from commercially available 3-
nitro-phenylmethane-sulfonyl chloride] according to general procedure IL. Yellow solid.
MS (ISP) 542.0 [(M-H)]; mp 298°C.

Example 94
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
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 I
Light yellow solid. MS (ISP) 580.3 [(M-H]; mp 208°C.

Example 95
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carboxylic acid (3-nethanesul fonyl -phenyl) -am de The
title conpound was prepared from

w@-2005f128m38 oret hyl - 5- (3-f 1 uor o-4-trifl uor onet hy POERYI054006302
pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple
C. 16) and 3- nethanesul fonyl - ghenyl am ne [conmercial |y
avai |l abl e as hydrochl ori de] a cording to general

-Fi %jo_%]rl ﬂi?- o of %%Is)ﬁ -p}&@zéﬂ)ﬁ%—aﬁ%zingdine-}carboxylic
ac@d(ﬁt@&bﬁf)&lhﬂamnylf-phmyb%nﬂyl phenyl ) - 7- M | uor onet hyl -

T 631:1 zoI O{?‘é e ‘f’%ﬁ%{eé 3;52% ugggng%gl #Qz} gnfélgorometharl—phenyl)
%ﬁol@ 1@@@] Py einfidi@si3- carboxyhc ac1d (example C.1) and 3- ammo-N—tert-butyl-

b%qZFF‘FSg}BJPor B 4%&%‘%5&0%‘#%&8?%% ?%%e&eﬁépgpcgg?rﬁoxyl iC

L2t fellooxsalma) ¥is sty beap d(M-Faw; ipraastd.f onyl - phenyl ami ne
commercial ly avallable as hydrochlorlde] according to
general procedure I1. In% |d M5 (I SP) 561.1
[(MtH) + ; np 268C. Exa 5(3 Fl uoro-4-1

71’12]iﬂ{£21;r9ﬁ1ﬁﬂ1y%—51(4ﬂﬂﬂﬁ&o)m&l|1ﬂtplfehyk)qumbld[}'Js-adpynzmdm{:-l?a 5
| di'ne- oX | Ci
cqrh opy fZOﬁ’*W 3}9? %P’}ls‘g%"&gl)m]éentﬂ 489 onound

6@t Wk d from 7-trifluoromethyl-5- (4 trifluoromethyl-phenyl)-
TP o o 4t 1T i )

met
pynaEslp(lo?-8Hayring ﬂms;ﬁrﬁ?zf 0¥ ic g géf’ﬁﬁlﬁﬁﬁd& 4@d 3-amino-N-(2,2-
dlrﬁ Ego}zﬁbh}d? b@ﬁie‘ﬁe&ﬁ%ﬁﬂﬁh@e @xl&})le@@) &vcording to general procedure II.
enyl am ne [connercially avail abl e as
LMV@IQM mhrldM% (hﬁ’éépéﬂ gMeld- gE’rPezpéTCprocedure 1.
Yel l ow solid. M5 (ISP) 545 1 [(MH—I) +] ; np 246C.
Exanpl e 106

Exam
el B i

AbBY]] ﬁcddcmé-t\élap%gﬁéﬁl}alﬁ SRy nigbeny!| } - ani de The

repar

The tikle Icqmpowmd Wys p@p%mdlﬁrqni Vﬁ@ﬂ@@r@mlpylﬁq %y;@uoromethyl-phenyl)-
p%/a%g%ﬁi g%hpe}l?ﬁ r4. gérggfﬁlc%cﬁa('é%pﬂk ©2)a%id% -4 B KRN Rrt-butyl-

byﬁmeh&ﬂonmmeifbﬁﬁ%a&l%dﬂ aceordingite genesyl precedEs By to

L?g?%velﬁm &g}gcg@g@) I.:S)E(M %ﬁ{d_@\éﬁ?w JecMS (1 SP) 603. 2

7-Trifluoronethyl -5-(4-1xifl uoronethyl - phenyl) - pyrazol
o[, 5-a] pyrim dine-3- car Hxappleddacid {3-[ (pyridm 3-yh

5t (af éfblgé%& L SHEL AR RRRY) 7 RbHSin e bbb Slo A0SR Fhidine-3-

are
cdrbokylid acid Gredfayioybphenyl)-amideor omet hyl - phenyl ) -

'I%y réx?l%glﬂ% §h‘5‘?nw1ﬁ§¥ LN aﬁa)m §3(%%P095y4 ﬂ?ﬂLﬁ)‘}lee&Sﬂ( %HB{)@) 7-
d)lﬂd&bfm)éﬂrybpmaﬂeBll,ﬁ—ﬁlpymmldme(iaxabpk)élcacﬂ)(emmpheéﬁ Hy) and 3-
sgl?annel(r)ﬁl ph%n}%gr%gﬁ'ler [eommerc1ally available] according to general procedure II.

Brown solid. MS (ISP) 543.9 [(M-H)-]; mp 272°C.

Example 99
7-Difluoromethyl-5-(3-fluoro-4-trifluoromethyl-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 II. .

Yellow solid. MS (ISP) 528.0 [(M-H)-]; mp 262°C.
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Yellow solid. M5 (ISP) 619.2 [(MH]; np 257C. Exanple
108

w@-20F1esmssnet hyl - 5- (4-txi f 1 uor onmet hyl - phenyl ) - pgrarei06f006302
|, 5-a] pyrimdine-3-carboxylic acid {3-
[ (pyridin-2-yl methyl)-sul fanggl ] -phenyl}-am de The
title conpound was prepared FTc

7-di fluoronmethyl -5-(4-trjflu r?@@t hyl -phenyl ) -
pyrazol o[ |, 5-a] pyri m di n%’-‘a?-l oxylic acid (exanple
9@3@4@%&%&1&1 iefly1)-72rifluoromethyl-pyrazolo[1, 5-a]pyrimidine-3-

yI met hyl - benzenes onanm de, (exanple B.6) according to
carhexdiccidiBonidla iJP enybs#Pls solid. Ms (1SP) 601. 1

8Qhloro-4-trifl thyl-phenyl)-7-
U ek R e
trifhdrometjybpyrasp oS3 p)e'gp %3@{ 1§ ac1dFtexa pl ) 3
su1§ }?(Il,,(eﬂﬁ:i%h gﬁlﬁ& pémn%éwh% r ﬁﬁﬂiﬁmwrﬂm&ngmﬁmm@m IL.
Yeltow solid. 049 0§81 BGA-1 K R’( itk ft}ﬂ@%%t hyl - phenyl ) - '

pyrazol o[ |, 5-a] pyri m di ne- 3-carboxylic acid (exanple
C.2) and 3- am no- N- pyr i diEﬁarﬁ le 101

St A R
ca cid @ﬁa%ig)y

Tiﬁ@%@s p@i@%ﬁ&%&?rﬁggggﬁl Q&%&Qﬂnﬁ hen)%
trlh}l?li(Oén%YﬁlT}Jg’T é)i‘ v%'s agﬁ; Jn?&lhé Qf@w&wmwtémmmeote 15hand 3-

ared from

suﬂaxdbﬂ—pl‘lmnghahhy coﬁar(lqrctaﬂy ﬁmy]gb]g@gﬂm&,m%al procedure IL.
BN AR s (e R )glp%%nnﬁésébexyl ic acid (exanple

4-yl -ethyl) - benzenesul fonam exarrpl e B.7) according
to general procedure I1. &olid. M5 (1SP) 615.3

st Ehleb P eg e ?‘ﬂ%%‘r’ofﬁgfﬁ;‘ﬂmgglﬁ% S ppimidine >
ca®bo ca]nﬂ)(B-lmetHamulfen)dmhbmd%am &ci d
T]@q J& W lgﬁag%ci] Yhaid Ef@mw—zlpcﬁﬁﬁbﬂdmétﬁﬁlﬂﬁn-ﬂ)@ -

ared

dlﬁubfdrﬁé ryiRiohofll ;55 wmmdméﬁoqaobmwhyaa@, (esaypje C.15) and 3-
azol‘hf éiﬁ%%%? d nn%erglaﬁelé@a%m 126 hifroEh1bBAE AR ding to

géheydl %d@&ll‘ll)e mmmmmmm&@smesaérﬁaﬂ(yl@)m B8t ng
to general procedure I1. Yellow solid. M5 (ISP) 633. O

[(MH]; np 236C. Exanpl
7- D|fluororrethyl 5-(4- t”]#a]'@l g L3

7—3ﬂlﬂﬁbﬁﬁ1¥éthym(39«ﬂﬁbﬂ{ -4 tﬁﬂaﬂ»mynaﬂhylfph&nvﬂémpyr@glqj b@yalpgrimidine-3-
aci d

C‘frbO’E}ﬂlW’d‘r(éfé?e‘ihaPes&}fﬂBYlFR}fengpthuI f amoyl ) - phenyl | - ami
THEtitle compound was prepared from 7- diflaoromethyl-5-(3-fluoro-4-trifluoromethyl-

phenyl)-pyrazolo[1,5-a]pyrimidine-3- carboxylic acid (example C.16) and 3-
methanesulfonyl-phenylamine [commercially available as hydrochloride] according to
general procedure II. Light brown solid. MS (ISP) 527.0 [(M+H)+]; mp 238°C.

Example 104
5-(3—Chloro-4-triﬂuoromethy1—phenyl)—7-triﬂuoromethyl—pyrazolo[1,5-a] pyrimidine-3-
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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The title conpound was prepared from
7-di fluoronethyl-5-(4-trifluoronethyl-phenyl)-

woyRoszessg| , 5- a] pyri m di ne- 3-carboxylic acid (egamphkms/006302
a) and 3-am no- N-(2-hydroxy- 1,1 -dinethyl-ethyl)
- benzenesul f onam de (exanpl e_'\@_S) according to general
procedure I1. Orange solid. (ISP) 582.0 [(MH];np

20C.
mehg e elyibiae loqmmereipllyvailablp o R yretpe
geabial ﬁfca]ecﬁx;rmI}nYdﬁlmsﬂld VS @BR)A61d [éMﬂ{)*f mp 268°C

[ 3- (2- hydroxy-1,1-di nmet hyl - et hyl sul fanoyl ) - phenyl ] -am

de The title corrpoundvva d from
7-trifluoronethyl-5-(4 trlngng,ge?{)(%et hyl - phen

5- mLFhmdeﬂnfﬁtoa}my&yhphhnyb)-Bmﬁudxoxy:ﬂwi-pmzq%([ baalpyrémidine-3-

d d hyl hyl A
Pgﬁ‘é‘ggl"’ %ﬁ?ﬁ%‘éﬁ?ﬁgﬁ*ﬁiﬂ @mé(} acclo?glt né tgt g)énér al
™ @a@@bmpndﬂd wigidepsed frdm MEB-{hGRyo-0ifofdrhethyl phpyl)-7-

tr%ﬁx&%rp%%%ﬁ%ﬁgﬁﬁﬁ’%q foiu Oﬁ?n%t %?cg?kf 6c1d (example C.18) and 3-

mEﬂmaﬁes%]thﬂl—%?ﬂedylaﬁnﬁe cOﬁfrbﬁ'KIy&lly gvailabld as hydrochloride] according to
geg,e@z oracadenk i RAfOw sdid. 38 (i8p7 5.1 | M Saf9/Rp s clas

7-di fluoromethyl -5-(4-trifluoronethoxyphenyl) -
pyrazol o[ | , 5- a] pyrl m di neEﬁnqﬂé byl i ¢ acid (exanple

7SR o R RS0 B GO0 pidine 5 oy

ac\ﬁ?? PP EAlind3-yEethySRh1fe@6y12-pheMlHhmide mp 231C. Exanpl e

The fide qqrnmtmsifwrﬁw;d e djlupremethylyd dreftngromsyd phenyl)-
pi2zdidf1 Eﬂl&@n@lﬂl&rgoxyﬁ@ﬁadxwlahﬁplaclld and 3-amino-N-pyridin-3-

e e ot oo e, 1
YE]Ided!i‘arMﬁ]‘IﬁBﬁﬁOB)ﬁ [P mp28bieyr i mi di ne- 3- car boxylic

acid (exanple C. 19) and 3- sul fanoyl - phenyl ani ne
[commercially avail abl e] accor.di ¢17g to general
procedure I1. Yellow soli SP) 544.2 [(MH) ];

3ITRltAfkdmethyl-phenyl)- lo[1,5- idine-3-
7?}3?;?)' uorﬂﬁgtlltﬁﬂ& fome y]])eny)pyrazoo[ a]pyrimidine

tr r t ho enyl razo
carbpxylis-agiddgr Kpﬁruhné Yimeélb)%l / <g"f e@;'l}p %y) byraz

Tf‘lg’ t1ﬁ§ E&ﬁg&ﬁgi \fvé’sgﬁjepaﬁ@& bl 7 1AM SIS mERS1 5L (4 @ifkeerakihg]-phenyl)-

p)?ramlb[h,ﬁaahmnhghnesi— urbowiliciacidr(e¥astme 20 #ed Pramino-N-pyridin-3-
y@b_{eg@?%aeg%énggﬂ%a (ad eg%u?glﬁ %@Mgt@) R frovadRt .

anesu enyl am ne [comercially

Yali/ca/ifbaiidLMSe@SH\)ﬁiB@c[lﬁNbH']de]P Serding to general
procedure Il. Yellowsolid. M5 (ISP) 527.2 [(MI-H) +];

mp 223C. Example 108

7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid {3-[(pyridin-2-ylmethyl)-sulfamoyl]-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 II.

Yellow solid. MS (ISP) 601.1 [(M-H']; mp 208°C.

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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Exanpl e 117
5-(4-Trifl uoronet hoxy-phenyl)-7-trifluoronethyl-pyrazo

woOapds/183a$ pyri m di ne- 3- carboxylic acid PCT/EP2005/006302

( 3- net hanesul f onyl - phenyl ) -am de The title conpound
was prepared from 5-(4-trifl ugrnanet hoxy-phenyl)-7-
trifluoronethyl-pyrazolo[l, 5-a] pyri mdine-3-carboxylic

'Bh@ltﬁle(c%hﬂjml lha. vas %%pasﬁlﬂcfr(ﬁn 7r1fe1‘ﬂhaftﬁlls¢th 10834 tﬂ@ﬂlﬁﬁghﬁﬂ‘iyh@henyl)—
conj Yy a\Val l abl.e Y ocC or | accCcol ai
PEJE?@-LEF% Bﬁ%laml%e-ﬁcarb?&alwgg (eRRPIgS - 3%&% -swyl%ﬁgwndm-%
y[rﬁéﬂh béﬂzenémlfgﬂa'iﬁide ?}:fl@B Q-gaordmg to general procedure II.

T A

(3-sul fanoyl - phenyl) am de The title conpound was

_prepared from Exam le 110
( 4d|f oropeny -tri oro pyrazol,
7rD§f r(ﬁem%ue i}lrl?lte rR}'rf{ ié%j @nﬁﬁocarboxyhc
a&dS[BL@aﬁaidlm ;[IH%!’n ¢llaknhide avai | abl e]
according to general roce ure Yel | ow sol i d.

T(hp sithe cogmpopngd (was pyepajed g@mﬁgh)é 51@9tr1ﬂuoromethyl -phenyl)-
glo‘fl @'zg Rﬁﬁ’élgfkﬂbl) lid efcicf {HRLPRRE IV id? b RS- {2-Byridin-

Fim 3 car boxyl1caci d

4(5é xlh-bﬁ@@muéfﬁwmmémn}plaﬁﬂd accprdingite penerd ppersdure I1.

Ygﬂ?w%ﬁ glgfrp?)@{)gh?é%(h? ]7' f? uor onet hyl pyrazol of

,5-a] pyrimdine-3 -car boxyl ic acid (exanple C.21) and
3 met hanesul fonyl phenyl anEgempledddercial |y avail abl e

7% ﬁﬂgfo?r? [3-gelitfior Qg-:?ﬂgh ;??E_Efr%?&lo r?ﬁ@%&‘ﬁﬁdﬁle- -
carboxsliq a6 r@rgll:ethylsulsznm} phmyﬂlygmszqcr azolo
T%lé't]h egz%)ggprohﬁh g?n@faﬁ arﬁb ??dalllqrr%ti{/l =5- E)%] (tenﬂlluirometharl-phenyl)-
pTi"&ZOl‘Ol t.pa pmp@mﬁSwa@opylmrde@xﬁmp}ﬂC 2) and 3-amino-N-(2-pyridin-
4%1%%3?2 hgﬁz%ng,iﬁﬂgx%lde (%)[aln&iléjgr@ Tec%)?%lggé(%g%ngek%[pﬁcegﬁr& I
Yall ewvisolid. M$ SISRY 630% J(M-H ]; mp 236°C. '

| - di met hyl - et hyl ) - benzenesul f onam de (exanpl e B. 8)

according to general proc o Yellowsolid. M
(I1SP) 566.2 [(MH];np 27%%%%12 le 121

759Kﬂilofb1deﬂ1y1—5—(4ﬂfiﬂhm¢ylkghenp})fpyy:iz)olo'/[lJSFa byrimidire 3hgarboxylic
S EHGARb I RS A e
Thﬁwiﬂle)coﬁipeﬁyﬂ]waamaﬁereaﬂfﬁ)m 7tdifucromeohyls - (aaifhioepmedgl-phenyl)-
yrazolo?l gs CyanQurdcl)ne43 tcerlrlboxﬂgcra%ms {emepfél'te{])yaer 37 amino-N-(2-hydroxy-
1,1-dimethyl-ethyl)-benzenesulfonamide (example B.8) according to general procedure
II. Orange solid. MS (ISP) 582.0 [(M-H']; mp 232°C.

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) according to general procedure
I1. Yellow solid. MS (ISP) 600.1 [(M-H]; mp 227°C.

Example 114
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trifluoronethyl-pyrazolo[l, 5-a]pyrimdine-3-carboxylic
acid (exanple C 17) and 3-

wanmsa2isg 2- hydr oxy- 1, | - di met hyl - et hyl ) - benzenesuiEP2wanvs302
i de (exanple B.8) according to general procedure II.
Yell ow solid. M5 (I1SP) 634.0_.4MH ];np 2510C. Exanple
122

75 ﬁ)@ﬁoﬁ&?af?ﬁm% 1394 fdlﬂl@érenﬁﬂmwaheﬁylt)fpyﬂzump Beaqﬁwunnnﬁml
aor onet h yrazolo
carbéxsd}ngctd B-giliamosl- pﬁe aci d

Tilg uﬁg cgﬁf%'bﬁﬁa wk f)regé El%é’l ?W&&Hh@é@%' (4-triP8Bthdthoxy-

rom

sha)_perenolol bi-+iytiondehexhyaie sA orminbie) ppdrylimorl

ble] to dure I1. Yellow solid.
p I}el%ylanfi 1§ rc%nrrlénte d YS}’?%Z oe gﬁorgmg er:rl1errna1 Ir%cee ulrec arb eo>(2yl

MS(18R) EZG(ZBR(M)e] BpAB1Ynd

3-am no- N- (2- hydroxy- 1, | -di net hyl - et hyl ) - benzenesul f on
am de (exanpl e B. 8) accorg' gq general procedure |1.
Yel l owsolid. M5 (I SP) 698.3 | H]; mp 251C. Exanple

54(231‘r1ﬂuoromethoxy—pheny) 7-tnﬂuoromethy1—pyrazolo[1 5-a]pyrimidine-3-

Met b f henyl )-7-trifl th
PSR L bl BRI PO ) 4L e
Tha tifle-chypoany was prepaneﬂtﬂwm 5t yiflg atoymatio3y-phenyl)HT-

B AR AR e 19 o=
sﬁllfdrﬁb)quﬂﬁﬁ?lhhMe [loymarotially avﬁﬂd:}lp]wccmdmm general progeduire 11

8&@?\2@@8%@2 f(?\f[—é 063%70 et hyI-) benzenesul f onam

|de (exanple B.8) according to general procedure Il.
Yel | owsolid. M5 (1SP) 614ERarhpletl6] ; np 2300C. Exan'pl e

75#13‘0@598@1'2 (¢ H@P‘Efé’%%‘f’ﬁ'y?hwgm ?Zo}o[tlf Py odmt
){éﬁ@&d@[?o nﬁtlﬁhﬁstﬂfo InyB-amideboxyl i ¢ acid

e e B S AT 05N b

eﬁﬁ DX ﬂS-taprfrinhiGIrQnﬁtirhbj?ft&Bﬂ (exatnple C.20) and 3-

ntléﬂla:];rg‘@g{fq)qni pg@p)éf 13zl 0 eé'll hy%rochlorlde] according to
A0 e R MY Eldowr tha NiSTESH) 27 et (yHH)BE mzep2ssal f onam

I de (‘exanple B.8) according to general procedure I1.

Yel | owsolid. M5 (ISP) 646 4ainjn§>iVH+H] ; np 268C. Exanpl e
125 5-(3, 4- Di cHor o- phenyl)u‘ _____

ﬂ-(4L’Pﬂﬂ98i%‘iﬁétli&xyspﬂeﬁiglﬁ&lﬂtﬁn@ﬂd@ﬂ{yﬂ-lpiytdzdldﬂE,S?a pafmidyd-5-

c acid

carbpxgli mctl H@ﬁ?j‘le@ﬁfopé{hﬁlwf)ﬂ)p%%ﬁ?l -anmide The title

PORAd RFaE BRI AIF RS- (4-trifl thoxy-phenyl 7-
e e o
tnﬂao@]npgrhylmmam BSGp mm g 3zeATRpXyRSaa "é‘a@Pg‘) Afyand 3-
xﬁetﬁgﬂégﬁff&li){l%hgﬂﬂ&ﬁmé [commercially available as hydrochloride] according to
general procedure II. Yellow solid. MS (ISP) 545.3 [(M+H)"]; mp 245°C.

Example 118

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

(3-sulfamoyl-phenyl)-amide

The title compound was prepared from 5-(3,4-difluoro-phenyl)-7-trifluoromethyl-
pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.21) and 3-sulfamoyl-
phenylamine [commercially available] according to general procedure II.

Yellow solid. MS (ISP) 498.2 [(M+H)*]; mp 275°C.
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1, 1-di et hyl -ethyl) -benzenesul fonam de (exanple B.8)

according to general procedure Il. Light yellow solid.
wOB(sISPB8599. 8 [(MH ]; np 269C. Exanpl e 126 PCT/EP2005/006302

5- (3-Fl uoro-4-1xifluoronetiiyl - phenyl)-?-txifluoroneth

yl -pyrazol o[ |, 5-a] pyriinidines;3- carboxylic acid

[ 3- (2- hydroxy-1., | -di net hyl - %ylsulfannyl)-phenyl]-am

de The title corrpound E’FE‘; g gad from
5-(3-fluoro-4-trifluorone J?

5- @I4Diﬂw&mhﬁb4ﬁmﬂmmmﬂiyla:mm l.grdpmngdlesﬁtfaa&‘gﬂwbc acid

aC| d ( e, C. d 3-
3- %le&ﬁ‘g‘gﬂ &FW@LPH(? di met hyl - et hyl ) - benzenesul f onam
Thle @i‘ﬁe Q:Sih@@’ﬁh& was ﬁx)e ared droohh 6 3 #edifeoner enp]r)&cg@ﬂ}momp thyl-

g]ﬁ% )é{ l@y%v\rlm 1ne- -car X)(l{c%@d (%ggrnﬁeﬁﬂﬁuna]&ﬁ@t}ﬁgésglfonyl-
ph@n 4m bmme@amyfmﬂammmyu;ecmndeﬂ herording thganepy) prosgdure

H[Yg qfvzs %&9%9#&76}%%#1@ éyF ?g(rjmyl)-phenyl]-am

de The title conpound was prepared from
5-(4-trifluoronethoxy- ph@ng«hple?l-zo

5- é{;h{glloggr 2)5 ;naoiﬁ pyrazo]lgm 3. eﬁbghﬂﬁdlie SALDRM L Gcid [3-
(28 qg;dmgbh ﬁ%‘lﬁ‘ﬂéﬂ{ éﬂrylsulfaﬂbﬁlwphyhylbhhgtde) benzenesul f onam

Twﬂm@u@ P 0, 8y 5E0H B R e

ZEH & ? Primidine-3- carboxyhc acid (example C. 4) and 3-amino-N-(2-hydroxy-
0]

henyl ) - 7-di f
1 I- ﬂ;raethybg;th%}ﬁqgg%c)gu %)QFW 4 onﬁlg%)[%&rﬁmg to general procedure
I(Yzen%%%ﬁéyws (iSP‘B‘BH@Q*DQM e fwibsuidanoyl ) - phenyl ] - ani deT

I'e conpound was prepared from

5 (4 chI or o- phenyl ) -7- dlﬁuorgnf hyl pyrazol o[ |
>5-a] pyri m di ne- 3- car box PAc (exanple C. 3) and

- Nerf RidPUhie henyl 7-tr1ﬂuoromethyl— yrazolo[1,5-a]pyrimidine-3-
5?3 rrethd\lF{eth ‘ f}%’gn A

e e ] AT eSSBSl
T}l;éstlﬁgef TSOP%?‘%%& v}as&fr% 1 d #6M ?@ﬁ@ﬂoﬁ)@%'ﬂ@oﬂ&ﬂethyl -phenyl)-7-

3-etijo
triﬂummﬂtlhyhyyramleﬁ)& y}p‘yylngé@p% Farlg,o:g]hﬁ)gﬂdr(ﬁ*aaw}gcaﬂ) and 3-
arﬁg{obg L4 ; o@ ? 1- d‘ﬁieﬁhg/ ethyl)-benzenesulfonamlde (example B.8) according

th |
to ghﬁefﬁhprdcedhlue Ihaﬁwuﬁdl o %@}S’%ﬁ (M”m) [PE?IQ& ]-arn

7-di f 1l uoronet hyl - 5- ( 3- ethoxy 4-trifluoromethyl phenyl)-

pyrazol o[ I, 5-a] pyri rni di n%lgaq@pxyl ic acid (exanple
C. 12) and 3- ani no- N (2-

51902y THiflhoui-etbosypH4-tifinarpmethykeheayl] 7 driflppermethyl-

T e S G o o e e
eﬂ&ﬁuﬂaxﬁbﬂb{p&bﬁyﬂa&hyﬂe 5- (4-trifluoronethyl- rhenyl)

The }tllrclgl %:grlngoﬁnd Was) 1lr%¥£rleg] 8- § (§§r?Mdr8 ethoxy)-4-trifluoromethyl-
phenyl]-7-trifluoromethyl- -pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.10)

and 3-amino-N-(2-hydroxy-1,1- dimethyl-ethyl)-benzenesulfonamide (example B.8)
according to general procedure IL. Yellow solid. MS (ISP) 698.3 [(M-H]; mp 251°C.

Example 123
5-(3-Methyl—4—triﬂuoromethyl—phenyl)-7—triﬂuoromethy1—pyrazolo[1,5-a] pyrimidine-3-
carboxylic acid '[3-(2-hydroxy—1,1—dimethyl—ethylsulfamoy1) -phenyl]-amide
The title compound was prepared from 5-(3-methyl-4-trifluoromethyl-phenyl)-7-

) triﬂuoromethyl—pyrazolo[1,5—a]pyrimidine-S-carboxylic acid (example C.8) and 3-
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acid (4-nethyl -3-sul fanoyl - phenyl )-am de The title
conpound was prepared from

w@-2005f1k8m8 orret hyl - 5- (4-tri fl uoronet hyl - phenyl ) PCT/EP2005/006302
pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple
a) and 3-am no-6-net hyl benz @gsul fonam de [ CAS- No.
6973-09-7] according to general procedure I1.

amIéq%&??Z?—Hrzgrpﬁgﬁt}%@%lfﬁ%%ﬁ) bt siilfontRdé tSGmpe®BPh&ording

to %éh‘ehﬂ ipkbdeare TR MejlbwpbldNIS (157) 6146t EM-H'}; mp 230°C.
1,5-a] pyrimdi ne-3- carboxylic acid

(4- et hyl - 3- sul f anoyl - phﬁgiy‘hﬁrqujlde The title conpound
was prepared from .

5-(-Bthb -km:ﬁﬂimidmyéthﬂ-lﬂgényl)'}W-trifhtomwatﬂnyl-Pméﬁ]y[5,5'21]PYfimidine‘3'
pyrazol ¢ - rim.di.ne-3-car | Chaal € l e
catboryliotr b Do on T S s A AR,
Th@%{l}%z@ﬁrp%hna%@pfﬁpa@dtfmxg esn(émahom‘bmx.iﬂmmemeth}’kphen}’l)-7-
triﬁgquo%‘lmésﬂ%lfllp%razo o[{,giﬁ?)yr?rﬁid'dir?e-g-(car %x;r_llc 00 é%Z&pleFéi‘fWrﬁ 3-
an?iflgzsm(%mya@ygyi-dﬁgétﬁymhﬂbmnmmﬂfp_ haphder(gxamply BaH greprding
, 5-a] pyri m di ne- 3- car,hgo [ +1. °
to {gsm[rb‘i Fgg%/@uﬁ?gr‘éik?w ﬁ?Mﬁkﬁfﬁ g%éé ICE ﬁM'ﬁkle nyrfl]f 2 g?ncd e The
title conpound was prepared from
7-di f1 uor onet hyl - 5- (4-t r iBxhtnpleol®5t hyl - phenyl ) -

e e | S i
(3L R dRutky: £1 b1 ikiyiseifepiaghnshenil] anddé de [ CAS- No.
e e L o LB g

5 2 1D ARARS 3Bty AC ddd (example C.9) and 3-amino-N-(2-hydroxy-
pysa a]phri 3Ry e ) :
j{gﬁﬁ%ﬁg&;ﬁ%&@?@ oéll‘@tg}rig% u &;}gﬂg{:%cc&'ﬁ%{‘g tlo) geggrraﬁgr%lcedure
IIE&%#@%%%E;M%’I@(MP?SW@I(Mllﬂ;aﬁp269°cphenyl }-ani de The

ound was prepared from
7-trifluoronethyl-5-(4-triflu rggthyl-phenyl)-
pyrazol o[ | , 5-a] pyri m di neEXmple ylic acid (exanple

1 5 ilnidine-3-
e ol e
cosmpcaral oy vl bimedo e mauater bonitou:

| ,..Y i d. ¥ _ or -
T R 1 gl ramaitn
tréﬂx&bﬁ&éﬂbpmmlh {,5-plrymipnifliner3-earboxdic acid (example C.18) and 3-

L S—B]é - )E%_m di hE itie R i-. Rrdstlfbrdrhide NP1y B.8) according
aipd R T !
t0 gdrri?eﬂts pﬂ'c?bedmﬁgll. sighpabumer b SR E8d M S ip 221°C.

7-di fl uoronet hyl -5-(4-trifluoronethyl -phenyl) -

Example 127
5-(4—Triﬂuoromethoxy—phenyl)-7-triﬂuoromethyl—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-trifluoromethoxy-phenyl)-7-
trifluoromethyl-pyrazolo 1,5-a] pyrimidine-3-carboxylic acid (example C.19) and 3-
amino-N-(2-hydroxy-1,1-dimethyl-ethyl) _benzenesulfonamide (example B.8) according
to general procedure IL. Yellow solid. M3 (ISP) 618.3 [(M+H"]; mp 212°C.

Example 128
5-(4-Chloro-phenyl)-7 -difluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid [3-
(2-hydroxy-1,1-dimethyl- ethylsulfamoyl)-phenyl]-amide
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pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple
) and 3-am no- N-(2- hydr oxyl -

waypdsazyset hyl - | - net hyl - et hyl ) - benzenesul f onanPd&/EP2005/006302
(exanmpl e B.9) according to general procedure I1.

Yel | owsolid. M5 (1SP) 600.4 pEMrH+]; np 246C. Exanpl e
135

7-T. i fl -5- - L £l _ |
g G SRS B sl
R AR T e AN
B
Il,myg;ﬂzye]llcﬁ/[r bolfd: MPFSPYE50i M3 bpR2P9iG aci d (exanpl e

C. 2) and 3--am no- N-(2-hydroxyl -

hydr oxynet hyl -1 - net hyl - e zenesul f onam de
(exanmpl e B.9) according %X%lgrﬁg?gl procedure |1.

7- el crosetliyls-BRtéx3R-tiflGoramiettyl-phinylrpy2agle] 1. Felppiraidine-3-

B
THeAitEd oM oubrd s paepaydd fobwartydifluartnishylte (3-sthosy-¢dmggramethyl-

pheoyh T ORI B AFA (Rl Gy nd 3-aminoN-2
h}%ﬁf&%ﬁlP,hgﬁiéwﬁry_li]emygLHB'ntdéﬂeeul&rnami&erlyimpleaﬁ)chccgofas;rg’iﬂgegeneral
. and_3- am_no- 4., ona - No.

properbire . BERCEIRTCIaNy LN A PFaD O SR EeaP Ao o

general procedure Il. Yellow solid. M5 (I1SP) 542.1

[(MI1T]; np 3100C. ExanplExaiiple 130
ot IR b LRSS s ARk oyt
aéégﬂﬁkhwl-s%mﬁmnpmnympaﬁme)-am deThe title conpound

was prep

The dle rarmp sk v BreRqrad fipy T-iHSRamRbY: g iyioromethyl-phenl)-
P b st G e gt
bazeaesplformmide hAPaY %1|6|9¥3-Q%-£ { rchordipe S st REO%@?W-‘NCOH-
YWW{%W??%%Q%“&%F?%,SSO' id. M5 (ISP)

(ol 5 a1 Eyrt 1t cino 5. EmeffTe o o' ) PYrao

7RI BBt S AR xR e ipsfearBi]11s-4 pgrintdipo dnd

was prepar '
caTrbzxﬁlfclagidr(dnecﬂhyl-ﬂukfmwlmheuwmflﬁy| - phenyl ) -

i 1-phenyl)-
TRl NG 10 st e oo s
pRAASIA[ 35kapyriewdiner Tiabpyylisnsid (grnaple §c§ i%ﬁgmtn&— o-miethyl-
bz S«ris% f?%[rﬁfd?qé%g-lg{goégzg-%—ﬂ Skt RWRg Qb enerMprotedidre I1.

Yellow solid. MS (ISP) 544.0 [(M+H"]; mp 297°C.

Example 132
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo|1,5-a]pyrimidine-3-carboxylic
acid {3-[bis-(2-hydroxy-ethyl)-sulfamoyl]-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 N-(2-hydroxy-1-
hydroxymethyl—l-methyl-ethyl)-3-nitro-benzenesulfonamide [CAS-No. 6374-97-6;
commercially available] according to general procedure II.

Yellow solid. MS (ISP) 600.4 [(M+H"]; mp 208°C.
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Exanpl e 139
7-Difluoronetiiyl-5-(4-trifluoroneiliyl-phenyl)-pyrazo
woOapds/133a3 pyri m di ne- 3- car boxyl i c acid PCT/EP2005/006302

(2-chl or 0- 5- sul f anoyl - phenyl )-am de The title conpound
was prepared from

7-di fluoromethyl-5-(4-trifl uor6omet hyl - phenyl) -

pyrazol o[ |, 5-a] pyri mdin xylic acid (exanple
) and 3-aim no- 4-chl oroggexﬁxzn ge{efsgg’l fonam de_[ CAS- No

7- Z‘ﬁﬁﬁar(ﬁﬂeiﬁyl-E-(ﬁmmﬂmmhiejdl)d«pénﬁhﬂbp@]aza]@{:bi-@]mgnp.@me -3-

Ca'Sene .al %{%ﬁﬁm%ﬁ?& . Lﬁﬁ&pﬁi}l}% ﬁﬂéﬂyﬁ ai¥Re( | SP)

THe tlild édrﬂpdlﬁm:is}ﬁrelﬁ-récufrbmlt‘)ﬂ tmﬂlmnmlneﬂhyl-Sﬁ&énﬂUmeg}qth}zlmhenyl)-
ri 0% N
pm%sﬂ% aéz%ﬂ%%?e% -fargp fﬁﬁ)%‘ (eé‘taﬁ@? ﬁﬁnn@f 2-hydroxy-l-
&h -1- mdﬂeylwimp&mﬂtrmnmeqwﬁoadmidedms No 6374 97-6;
7 t r or olg%tlﬂl? - 4-trifl ronedglhé/i phenyl) -
C%’S”inﬁ [alVa ’Eﬁtﬂege%erSePrrBoxy iC acid (exanple
Y@ soladM3- (288)re1 84 [ChiHGT 5 iip 289°C. |
hydr oxy-1,1-di met hyl - et hyl ) - benzenesul f onam de
exanpl e B.10) accordin rocedure I1.
g(el | gpwsol id. ?vs (1 SP) 6% ’Eﬁ‘“?fg‘iﬁ‘?] prrp 246C. Exanpl e
7-7;1ﬁ%u(fnl'ometh 1-5t r(]4-?:1'1£15u0romethyl-lphenyl)-pyraZ(lxlo[IhS -a]pyrimidine-3- Icarboxyhc
uor ome - uo = e r 0
o P pgrom oo p el ke et ) b 6 e

kthol-By(i viflfiaromyéthyl 1)-
Tiel%y ?E&%?orgﬂc!r ﬁgﬂ%’x‘é{;&é&fﬂon{ mluﬁmirbm the1-By( atiflfaramyéthylprheny

|
pyrag o[luina}nmmslmesi eafr g%f lﬂa m€ fielﬁ ﬁ§r3rmno-N -(2-hydroxy-
1@9&%‘2 4 -ethiyD Lmzére@afda@nﬁae @xanpld B.exanpiding to

ganexal@m@h%nlllg\? j pv;:slghgé}%§ gﬁé’g GP‘$1 %ﬂ@ﬁf%‘e e dihle B 10)

according to general procedure Il. Light yellow solid.
M5 (| SP) 616.2[(MH] ng @13£xanp|e

1427-TrifluoronetJiy t& t I f uorom=1\ @yg % dfn pyr
7@aﬂm{rbn@ﬂml1§yﬁ4rmﬂuermc nybseazololdixgalpyr i
CL%P%ﬁlné%ﬁ B??f&' flydr ﬁdwﬁ{éﬂﬂyh&-meﬂl l-ethylsulfamoyl)-phenyl]

| neth yI'] -am de The title conmpound
anAde prepared from

bHQE fepa | thyl-phenyl)-
L o st
p a2¢loéhﬂ-a$p}anmdmd\§-(czr boyrdiceid (example C.2) and 3-amino-N-(2-hydroxy-

].é’l %111 e hédl ST H}éltﬂyil %ﬂg@t Béﬂzr&é?ﬂﬁ&m% (&Qﬁﬁ?léjﬁ 9§ SXRRBhE to

accordl n rocedure YeI | ovvsol id.
ghiferdll psas¢edamqu¢u(aw salifl; MS (M@@ 2EE£<Mrﬂr1| em1>
7-Difluoronetliyl-5-(4-1xifluoronetdiyl- phenyl) pyrazo
I o[ I, 5-a] pyri m di ne- 3- car hoxybieg3gci d [ 5- (2- hydroxy-|
| -d| n et yl-et |yIsquarm g nmet hyl ghenyl] am de
7'-['Dﬂﬂ\t1¢rb|ntethd¥ﬁsCﬂdutﬂumempﬂﬂbgﬁg@yl}-pmolo a|pyrimidine-3-

chb%lxgrlllcugcag (53 }n%yl—%-s(t&fak{o'y bH&W‘BMHé' -phenyl’) -

The title compound was prepared from 7-trifluoromethyl-5-(4- triftuoromethyl-phenyl)-

"U

pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.2) and 3- am1n0-4—methyl—
benzenesulfonamide [CAS-No. 6274-28-8; commercially available] according to general
procedure II. 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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pyrazol o[ | , 5-a] pyri m di ne-3-carboxylic acid (exanple
) and 3-am no- N-(2- hydr oxyl,

woO-2005ne313§1 - et hyl ) - 4- net hyl - benzenesul f onam dePCeER2PE/006302
B.1l) according t general procedure Il. Light yellow
solid. M5 (1SP) 596.1 [(MH]7 np 214C. Exanpl e 144
7-Difluoronetiiyl-5-(4-1xifl uoromet hyl - phenyl ) - pyr azol

ThF %1‘(](, foapﬁé{lﬁ &lagm%ﬁsl%g?ﬁ rnF do(\roﬁllgglf}l-S (éﬁt§1ﬂuoromeﬂayl -phenyl)-

yﬂi@lo‘[l Blﬁpﬁﬁﬂﬁhmﬁ-CMSxﬁrce\pdr(emmplgﬁi 1) and 3- ammo—4 methyl-

7-difluor o t A
ey e A 85 A BRI 0] dodingio e
pr&dedude. 13 latr'ﬂrBWnlhbltidZMS (ISP) 524.0 [(M- I }; mp 293°c

di met hyl am no- et hyl ) - benzenesul f onani de (exanpl e B.12)

according to general pro Yel | owsol i d. Ms
(1SP) 583.4 [(M-H +]; np %g%d‘{)%(l%k l e 145

7- i‘nﬁﬁbfdm@hﬁmamwﬂ@rmeﬂm phuqdbpp:ahglbupire}gmryrmﬂy}ea?zgl

O[l cmlﬁﬁ @Pmrgﬁb‘ﬁ%‘f‘ﬂﬁr@?ﬁmgl ; ?§ phenyl | - ami de The

ﬁ7é oD Rehs Pecpapdddipan gckrifluoromethyl-5- (4-trifluoromethyl-phenyl)-
tri fI u ro

Pwmiéﬁo% ne%%r”u iprc S EFRRRY ) B R plagestlore

be Bshaiad] @RS-No( 29092-34-0; commerc1a]ly avallable ] according to general

e AL BIEh (AP T 519

(1SP) 601.3 [(M+H +]: np 224C Exanpl e 146

5- (4- CUor o- phenyl ) - 7- 1xi fExamipbsrEdchy| - pyr azol o[ | , 5- a] py
ri m di ne- 3 car bo

7 Diflngronusiyics o e BRAT ghe ) BFFagAls (L AIBNy piding: 3 gbosylc

acldl 3. bt &5 SAITRA Cbﬁ’&?l)&hﬁﬂélf ed from
-(4- he trifl th
ia;msqtmﬁm R T —
{d\t?%l Gne8Y AR Mic acid (example C.1) and 3- an)11no—4-chloro-
enzenesul fonam ex
bamemsdlfmgamlde deAsSMNe- 280cakly C@n]nperca |38%E‘?t‘ﬁ according to general
péocgitlr&if ight [%eny 154] MSTRSE 545 35 BMOGHx anprlss°C4 7

)-7-trifluoronethyl-pyrazolo[l,5-a]p
yrim di ne- 3-carboxylic add [ 3-

((S) - 2-hydroxymet hyl - pyr rexampladdq gy onyl ) - phenyl ]-a
Al oo o o primiine
cirbeﬁicmprd [mdﬁlm-s(z:hvd;oxwhlcquthv ﬂﬁ*ﬁfﬁéﬂ?}hkykw&l amide
Thebitk 5%%*?0%exa?rpﬁ?’%@’gﬁééﬂi2%?ﬁ?r€§yﬁﬂlgeﬁ‘e%ﬁ‘d‘bﬂ“m “pheny)-

-06ie{lL5-a] pyrinfdire-3-eirboxylisaridd exawpl @Q%) neigyyargino-4-chloro-N-(2-

E‘roxy-l,ﬂ-dlmng%h}% ezﬁ)%; BedShesaiBiRhfie k&8 mple B.10) according to general

procedure IL Yellow solid. MS (ISP) 634.0 [(M-H']; mp 246°C.

Example 141
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a]pyrimidine-3-carboxylic
acid [2—chloro—5—(2—hydroxy—1,1-dimethyl—ethylsulfamoyl)-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-4-chloro-N-(2-
hydroxy-1,1-dimethyl-ethyl) _benzenesulfonamide (example B.10) according to general
procedure II. Light yellow solid. MS (ISP) 616.2 [(M-H]; mp 234°C.

Example 142
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5- (4- Chl or o- phenyl ) - pyrazol of |

>5-a] pyri m di ne-3-carboxylic acid (3-sul fanoyl phenyl) -
wam@da2Iie title conpound was prepared from  PCT/EP2005/006302

5- (4-chl oro-phenyl) - pyrazol o[ | , 5-a] pyri m di ne-

3-carboxylic acid (exanple C %2) and

3-am no- benzenesul f onam de accordl ng to general

7RGl Lok eyl Ryt piEadib 3 a by inidield:
ot (b Phpingtsy-1ply dmreshybfechdsulfopyaia-mederl phenylbasmide
Tl{g&ﬁ%&%ﬁip%é m%ge}gge Uéférggyérﬁﬁgpcyrhéthyla@@ @il ofettyR phenyl)-
pyRudfol 5 ppri ity B)caryomlcics] (cxaalogie) i pesino-N-(-hydroxy-
1 gdﬁgétﬁgﬁ&ﬁﬁ%ﬁ; _yg %s%lfﬁréazré%dggggmrﬂe B.11) aécrc]:grrdéng to general
pIBEé?IiﬁélﬂtYfe]ldw sofdl MS)(EH)@MQOE(M@IH mp(?ﬂsrﬁ; 427 4 [(MrH)
+]; np 258-260 0C. Exanple 150

5- (4 Trifl uoronet hyl - phe azol o
[1,5-a] pyri mdine-3-car bolE)gy%llpeDg%l d (3-

mﬂﬁmﬂlﬁm@yﬁ)ﬂmmlﬂeth%phmyl] pyram}pkll,ﬁad]p\mgudme -3-carboxylic

d, f
oS8 LRSSt eahe Ry b
Tfée éﬂ@&&%;sddﬁdcmq{rfapﬁai romyi- dxﬂuagmﬂethmmﬁmﬂ@r@meﬂgmhenyl)-
am nobenzen on rdin

pyrsdelder Py RmigREd- G gRetite é&‘igﬁﬁ@g égllgfw .")._Dhydroxy-

1 ]é d(n?lﬂat_ll_fylj-fgtl‘h% —Qﬁ -%@ﬁie@ledﬁﬂ)namﬂe (exan[lple B.11) accrolr gto general
m di ne

progedue ok ¥1§ ﬁﬂgﬁ%ﬁggi %ﬁ%ﬁ e%n?/‘% yam de

The title conpound was prepared from
5-(4-trifluoronethyl- pherﬁﬁa}npjglmﬁtol o[1,5-

d boxy!
e L el
aﬁ{l Ps- S% H{21§e4tl1£f 511511%3‘%-% O§D }ﬂnyll}ﬁn{lﬂép) 461.3 [ (M+H)
The fitle cmnm@dpwmya Zn%‘ fﬁwg@sﬂa’ -p-(4- tgflgg}rrqnpﬁﬂayl ~phenyl)-

p{n:%%(?l@ 1@9%%{% nidfrlet- Ea"tboﬁ*ﬁtzfaéiﬂq}{iatﬂﬁlé ayl))andrB-aiRinGHE-(2-

was pre

dﬁm(thylemum-gthpi}) peneyul E@aﬁyﬁe {g}pxggm By}3) agcording to general
pEALICTH Giefléry SoRANROSD] Soar -LRXRRTY B4024) and

am no-benzenesu ham de according to general

procedure I1. Pale-yellow_ solid. M5 (ISP) 442.4 [(MtH)
+]: np 308- 310 OC. Example 145

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a]pyrimidine-3-
carboxylic 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-
dimethylamino-ethyl)-benzenesulfonamide (example B.12) according to general
procedure II. Yellow solid. MS (ISP) 601.3 [(M+H"]; mp 224°C.

Example 146
5-(4—Chloro-phenyl)-7-triﬂuoromethyl—pyrazolo[1,5-a]pyrimidine-3-carboxylic acid [3-
(1-hydroxymethyl—cyclopentylsulfamoyl) -phenyl]-amide
The title compound was prepared from 5-(4-chloro-phenyl)-7-trifluoromethyl-
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.
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Exanpl e 153

5- (4- Chl or o- phenyl ) - 7- net hyl - pyrazol o[ | , 5-a] pyri m di ne
wolewsanbssyl i caci d (3- net hanesul f onyl - phenyl ) PeamPA®S/006302

The title conpound was prepared from

5- (4-chl or o- phenyl ) - 7- met hyl - %yrazol o[ I,

a] pyri m di ne-3-carboxylic acid (exanple C 24) and

3- met hanesul f onyl - phenyl gg, g?eglqgordl ng to general
procedure 11. Pal e-yellow so M5 (I SP) 441.3

5-(4-Chloréefphenyl)rz- tﬁﬂ&ortﬁﬁdthﬁl@yr@(dﬂﬁil%a p$dmidine-3-carboxylic acid 3-

((ﬁré éY%”ximeﬂR'd l%‘dmﬁﬁgt"g%ﬂn?@ ac:l@ ?gu%% hydr oxy-

TH, titlechonmgidupld-veds pyéprand ﬁasmyis - 44ohleny-phenyd)+7 deflibmontdthyle

SRR BSOS, S B0 1 ) -0 i
b@?msﬁ@@)@?&lﬁn@ym@ml (ileélfaph@ltﬁ aGcatdingangeneral
prapprS Hbrle ST BRI bt G o

general procedure Il. Pale-yellow solid. M5 (ISP)
514.5 [ (MtH) +]. Exanpl e Ekample M8t hyl - 5-

S e AT LSRR i cid (-sufmon

phesbl)amde - phenyl ) - am de The title corrpound was

pre ared fraom 7-net 5-(4-trifluaro
i ke Agrng i R o3 A Eh B O DO Bl primidine-
3- Qarg&)yli@ REidIedthple 0e172 @.ﬁ@ SLﬁrﬁlﬁﬁﬂf&ﬂ@leﬁﬂﬁﬁ?ﬁdhd@adcerdmg to general

Pr%%%ggl ( roce %seq#ﬁll eI I[(Zﬁé_ml énag%géSP)

7- Met hyl - 5- (4 trifluoromnet hyI phenyl ) -pyrazolo[l,5-a]p
yrim di ne 3 car boxyl i ¢ adixdmipke 149

nmet hanes yl |)-am de, The title co nd was
5 GBI e hERBIPTREI P PR P sBORIGAE phBiRgapesulfonyl-
pH%)S iak!l, 5 a] pyri m di ne- 3-carboxylic aci d (exanpl e

C ) and 3 nmet hanesulfonyl henyl am ne_accor to . ...
peenaped @ef:hﬂew -glegnvli: chg?@%) Ipyrimidine-

hepetitbercem
3- éa7r§ Qy&%&%"&xaﬂ}ﬁg@ %nagomgt‘ﬁanm&)}éﬁﬁamme according to
I'oro = 7-et
acparabppplie i, Beleselow aelisb s [ISPReAeh [(M-+H)'T; mp 258-260°C.

( 3- sul fanoyl phenyl ) - am de The t| tI e conpound was
prepared from

5- (4- chl or o- phenyl f 7- et hyI 5|oyr azoI of
5-(4-Trifluoromethyl-phenyl)-pyrazolo[1,5-a}pyrimidine-3- carboxyhc acid (3-

sulfamoyl-phenyl)-amide

The title 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 II. Pale-yellow solid. MS (ISN)
460.1[(M-H)]; 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-trifluoromethyl-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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a] pyri m di ne-3-carboxylic acid (exanple C 26) and
3-am no- benzenesul f onam de accordi ng to general

wonrosadsme | 1. Pale-yellow solid. M5 (I SN) 454P8T[EfA0EN06302

]; nmp 252- 253 0C. Exanple 158
5- (4-Chl oro- phenyl ) - 7- et hyl - pggazol o[ |, 5-a] pyri rni di ne
-3-carboxylic acid (3- net hanesul fonyl - phenyl ) - am de

The t|t| e. conmpound was prm aom
5- (4-chl or o- phenyl ) - 7- eth yrazo I, 5- . etia
5-&4@ﬂ¢m-p|h Dar- wﬂbévpyrqze gw]m@ es3-carpgyylic acid (3-

Slﬁpag§ gﬂegﬁg&fmyl phenyl am ne accordi ng to general

roc e-yellow solid. M5 (ISP) 455.92
T hé Wwomrompd W&Jprepa@d from 4 4ehlogo-phenyl)-7-methyl-pyrazolo[1,5-

Iy %ﬁx- -farB %1&7( Fiible CM) 8505 Qldine benRAEMofihREte

I'c aci
adepettiog yo gqﬂeradl ipnasefiyte- Ithalpl-}@llbWaﬂhic IMS F8Bh4424 KM-dD) Frvap 308-
3@%}25 conmpound was prepared from
chl oro-phenyl ) - 7-et hyl - pyrazol o[ I,
a] pyri m di ne- 3-carboxylic_acid aexarrpl e C 26) and
3- ani no- N- (2- hydr oxy- |, | dExamaplgL53

b . i . _
SRR AR RIS sBEaLsagparigga
nﬁ:ﬂ&lﬁs‘ﬁlfdmﬂ “phemjl)-ampde239- 240 0C. Exanpl e 160

SR h | _ . . .
1R e oy RV b LI VRS e, ALY oo
a%ﬂy&ﬁxﬁdfﬁkm}wbﬁxﬂa&cﬂr (epanpld (E249 and 3- methanesulfonyl -phenylamine

chl or o- phen

st o S el Bt AR B e Hse Rt s Ltz e mp 250
28t | no- benzenesul f onam de according to general

procedure I1. Pale-yellow solid. M5 (ISP) 470.5

[(M—I-H) +] ; nmp 252- 254 HRhe 161

5- (4- Chl or o- phenyl ) - 7- pro%?m%yrazol o[l,5-a] pyri mdi ne
5:=(3= @lﬂbhophén;@) 2ehathyldyrazolo[1,5- a]pyrumdme—3 -carboxylic acid [3-(2-

thanes%{mgﬂ& etﬁ'ﬁeﬁﬁfm%oﬁf"pﬂeny a&ﬁ({l e compound was

'IJ{_ie tifte %B oBn® ey eEaFedFﬂ‘(ﬁﬂBl(4Ft3¥ﬂc&‘6€1$héhj'l)5-methyl -pyrazolo[1,5-
al pyri.m di ne- 3-

o R RS RO AT AR R S0 P HGor GUNERa L1
dﬂh@lﬁ?ﬂéﬂﬁl) JUenzé?ﬁhﬁfdﬁiﬂl@é/\( e&ﬂhglf B.8Badcbihg ¢bgenbral procedure I1.
P[al(eMyel-llggv sohc].l Mgr?ISP}SM 5 i(i/l-%%“‘ anpl e 162

Example 155
7-Methyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic 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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5- (4- Cnhl or o- phenyl ) - 7- propyl - pyrazol o[ | , 5-a] pyri m di ne
-3-carboxylic acid [3-(2- hydroxy-
wa 20050288 hyl - et hyl sul fanmoyl ) -phenyl] -am de PO®/FEPR105006302
conmpound was prepared from
5- (4-chl oro-phenyl)-7-propyl gpyrazol o[ I, 5-
a] pyrim di ne- 3-carboxylic acid (exanple C 27) and
m Q- t -vellow solid. MS (ISP) 475.1
%W)ne 8%0%]#@}3{%1&%%%#r(%qa%gggfpaleey% 8) accor él ng to
[(M}Eﬁe’f amppt98e®i€e. 1| . Pal e-yel'l ow solid. M5 (ISP)

542.3 [(M+H + ] : np 207-208 OC. Exanple 163

5- (4- Chl or o- phenyl ) - 7-cy 10R%7 - pyrazol o[ |, 5-a] pyri m
i di ne-3-carboxylic add (3 I'f anpyl é)hen yl

5- (If@llbtd-phemmﬂwbpmgolp[bg-a}m carbo 11c acga g-su]famoyl-

4- chl or o- phenyl ) - 7- cycl opropyl - pyrazol o[ I ,
Phﬂ}ém"h‘? %i ne- 3-carboxylic acid (exanpl e C.28)

nd
Thé uﬂmcﬁﬁrﬁ@ﬁﬁd eneprephed drong 8- (dohbr Qrphgnylb— Q@h@rw?azolo [1,5-
p o0 %‘1’% %carlb ogFi%l elldy (%Ji%ﬁwe %f]ié) dnd¥Birhineentéfs@fonamide

acc%rﬂmg@b lg@ﬂiéiralr;hemdhje-ﬂ Rajecyllomosolitl- M (IO 45743, M i mpn252-

| di ne- 3-carboxylic acid (3-

?re@hanesul fonyl - phenyl )-am de The title conpound was
prepared from

5- (4-chl or o- phenyl ) - 7- cyEIxmtppbpiﬁS pyrazol o[ I,

a i m di ne; an box Cj -
5- @!%{Oﬁﬁﬁ’&ﬁﬁ%ﬁ@? %}9 ZI% éf gccorc??ecaﬁ’&ge%g?g(s
m&hgﬁ&qlﬁ,ﬁ{ﬂ. phenPlagnigel | ow solid. Ms (1SP) 467.4

Ths- t(tk:_cgmmdgfp?é %%%are%s (%3}'8%0%5%@”{) ghe]ngg -7- ethyl -pyrazolo[1,5-
ﬁp;lruﬁlcﬁﬂl@ﬂdafﬂ Heachd eatmpleyC.26) ach %n{eﬁlan(e@.ﬂfomybpbs(ylamme

'1§Fildﬁl ﬂrre‘%‘f egﬁrl Rfloé?dé]lr t}f ?{_{D &Fﬂovff) SO%WMS (]glpjl £3. 95*1?Mt+ﬁ)“F mp 230~

§~o&4 chl or o- phenyl ) -7-cycl opropyl pyrazolo [1, 5-
a] pyri m di ne- 3- car boxyl | c acid (exanple C. 28) and
3-am no- N- ( 2- hydr oxy- 1,

| et
et hyl) - benzenesul f onani d E%‘L?e B. 8) accordl@%% t30(2
- 1L aﬁﬂd)ﬂ -5/4] dimlei 3dcarvixylic -
5g§gﬁﬁs piick 9}31')? tg ﬂyr Tplycimi

6}81 or o- phenyl)
gzy;c[ldpdlgpyhyl eﬁ‘?’éﬁ%&fdl ne- 3- car boxyl i c
Tl?eci!lge é&gﬁ%@”&s@r%ﬁré@ﬁ@ﬂ 5-(paKIaYd-phayl He-etliyd- pyrdzok [ 1,5-

wnn«tme@r@ﬂmv@hy ohid feraEoRREb I ppriaes(3 bydrony-L1-
d].gl%%;ln o- B@nz%nﬁsﬁlfgﬂﬁiﬂid'e‘(eﬁ% Ple By adtpdding tB%)snenaHprocedure IL.

tert-

| benzenesul f on o general
Pyle-yelbausalid. MS @SP)528d) | (M/vféb 58P 2%@-’-2553 524.5

Example 160
5-(4-Chloro-phenyl)-7-propyl-pyrazolo[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 IL 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



5

10

15

20

25

30

[(MtH) +]; np 238-239 0C. Exanple 167

5- (4- Chl or o- phenyl ) -7-cycl opropyl - pyrazol o[ | , 5-a] pyri m
wodbesa2338ar boxylic acid [ 3- PCT/EP2005/006302

((S)-2-hydroxynet hyl -pyrrolidine-I-sul fonyl)-phenyl]-a

m de The title conmpound was prggpared from

5- (4-chl or o- phenyl ) -7-cycl opr opyl - pyrazol o[ |,

Taiemtrd dﬂn@bcnﬁrd?was pedpared fram aquckm@&qmdn@l)c ﬁﬁ))pyhp;rkazolo [1,5-

S fri:} 1:—3(%;);93%? CEF {%%c’rﬂlg%ggﬁa aH&%%-/r rg{g:qgﬁugfpnyl-p}lenylamme

agi&aa@wl O%GCgéral Pateatuyell] Pale-gdlowssolitPMEIOSH)8B9 BG(M+H)]; mp 214-
arrp e

37 (’@ Chl or o- phenyl ) - 7-cycl opr opyl - pyrazol o[ | , 5-a] pyri m

I di ne-3-carboxylic acid [3-(|hydroxynethyl -

cycl opent yl sul farmyl ) - phe®xhihpRiede The title conpound

d
(4 GhlaxpamsnphdrRrppr Ryl S rimiding o gpporlic acid [3-(2-
@hmyl Inldilﬂﬁﬂ%d-%ﬂfyhﬁlﬁ(rhbﬂ?%hﬂyll ﬁfiﬁd@' e C. 28) and
am'no- N- (I - hydr oxynet hyl cycl gpenty
zt@rmmamsmeaa&dafﬁw o-@- mromarkerqwl-gmé?lall 5-
miﬁ%ggaaﬂg@m éﬁ?dExegﬂn\% RIC,87) M8 3-h:5io-RO@-ydsbigrh 1)
@nxeﬂmymﬂtyﬂ)obgﬁémﬁyvlfmnu% ee;mhﬁ 8)paf|carz<bng;{<>| geperg] pracedre I1.
b
9§Ine%ﬁgl9@%&%?53%?2@%3E®%2n§gthyI phenyl] - ani de
The title conpound was prepared from
5- (4-chl or o- phenyl ) - 7- cydopr opyl - pyrazolo [1, 5-
a] pyri m di ne-3-carboxylic acid (exanple C. 28) and
3-am no- N- ( 2- hydroxy |, | dipgRhpl 163
benzenesulfonan1de (exar

th 4- et h
5 éhigrﬁg»”h‘éa lérarmlaprqwbem?le [}.9-al ma;@rﬁ;?meﬁ GWbé’éVli"oaad (3-

yﬁgl ?P%herhé' +]. Exanple 170
yl - 4 trlfluoronethyl phen% ; razol o

The, eaqutypqqnddyqq Preparcs ot (4cchdeiogphenyl)-7-cyclopropyl-pyrazolo[1,5-
g}?}é%%{r egg?yéarWAC)d & Bl (198) dnld RamHP BN YR Fonamide

Aa?e@ylmwprg@psﬂal ogetlure 11 Paleyela soid. Mfc§P)468.5 [(M+H)™].
pyrazol o[ |, 5-a] pyri m di ne-3-carboxylic acid (exanple
C. 29) and 3- am nobenzenesul f onam de according to
general procedure Il. Pale-yellow solid. M5 (ISP)
502.3 [(MrH) +]; np 249-250 OC, Exawple 171
7- Cycl opropyl 5-(4-trifl u@ﬁé‘ﬁﬁhﬂﬁ - phenyl ) - pyrazol o[ | ,

C oxylic acid (3-
ﬁg@ﬁeﬁ%ﬂﬁg Yl?‘-@ c%cl%%f(gﬁli?ﬂgfia‘i%l%fl g-a pyrimidine-3-carboxyl] (
methanesulfonyl-pheny -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-methanesulfonyl-phenylamine
according to general procedure II. 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 II.
Pale-yellow solid. MS (ISP) 540.5 [(M+H)"].
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The title conpound was prepared from
7-cycl opropyl -5-(4-trifluoronethyl-phenyl) -

wopo@Ezebogl , 5- a] pyri m di ne-3-carboxylic acid (egampk@s/006302
C. 29) and 3-net hanesul f onyl phenyl am ne according to

general procedure Il. Pale-yegiow solid. M5 (I SP)
501.3 [(MHH) + ]; np 231-234 0C. Exanple 172
7-Cycl opropyl -5- (4-tri flmwlgwryl - phenyl) - pyrazol 0

ORI SR it R 7 A

b DUaSider epared from  _
cyc?%%?pgw (4-trifl uoronethyl en
Th«yuﬁq odwppus w]lmrﬁpeme@ fram %‘%‘&N@WEE %chmcl@@ﬁmpmazolo 1,5-
I
affyfitia RS- ArBE e a&agengr‘%g{:% . Jntthem-fud-vabfy|)

nzenesu accor di I’}%\?t Og ener al

bgmn@dlfpeamide t@admra,l Procsdueedi.i Rale-wa op sl P24vh-H)

Exanpl e 173
@lt’gzﬁb 8233% - 4- 1xi rI uor omef i
iyl - phenyl) - pyrazol o[ |, 5-a] pyrim di ne-3-carboxylic
acid (3-tert-butyl sul fanoﬁmlpﬂleﬁﬂ) am de The title

5- ggcyc Pl‘é‘%r;' )Df % ?]Elr rzé)rlr% 1,5 mud.lPe-?) -carboxylic acid [3-
((ﬁy-adt;mlroﬂmahﬁl}mmhﬁmh hsqumd} p @:mukl d (exanpl e

16 63} oot B S e BB SRER ) AR pastoln s
alprifdiGiR)e- £Eﬁb®cyﬂ1(:htid}®m}nplerﬁ 2858n@69)-(1€(3- &nmnpheazqmsulfonyl)—

P 1xi net | ~
pysobdip T e el 815 EREb P RSO RroBul e . Pute yelow
solidl Mp pe0-bga °et hyl sul f anoyl ) - 2-net hyl - phenyl] -amni de

The title conpound was prepared from

7-cycl opropyl -5-(4-trifl ugrongt phenyl) -

pyrazol o[ | , 5-a] pyri m di ngﬁjga ﬁr Iki))cg)%;(yl ic acid (exanple
SQZSﬂloﬁqﬂh&fyﬁm Elytt-ldlbr()ﬁyl-pyrazolo ,5-a]pyrimidine-3-carboxylic acid [3-(1-

dr oxy- benzenesul f onam d
é&‘é‘ﬁﬂ}y& Cgfq?l?e)“ gz’]fe&yge?@‘ﬂﬁl procedure I1.
Tﬁ’élhﬂe ¥6inboithd ahd pte Med B3h 338—cﬁlcﬁb§€pﬁahﬁ) _¥7&clopropyl-pyrazolo[1,5-

_)

sl o SR L BRSPS S

J-Berei@alfbshnide (@iagidé BA 3§ mocording to general procedure I1.

cvelSpehityl
Palfpg g‘;hga%éd%ﬁglé} %Rﬁﬁﬁi Php 35818, k>

3- et hanesul f onyl - phenyl ami ne accordi ng to gener al

procedure I'1. Pale-yel | ovEgdihpld 1685 (1 SP) 461. 3 [(I\/H-H)

ST(fl, Qlﬂ@rzcgghqzr{sy %qu&{;%py E;lyrrg%oqg ln;_,a ]eryln?rlndlnes.’» Parggxyli.lc acid [5-(2-

hydroxy-1,1-dimethyl-ethylsulfamoyl)-2-methyl-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)-4-methyl-benzenesulfonamide (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-trifluoromethyl-phenyl)-
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (example C.29) and 3-amino-
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7- Chl or o- 5- (4-chl or o- phenyl ) - pyrazol ori, 5-alpyri m di ne
-3-carbonyl chloride A m xture of ethyl

w6-2(05/1e5138r o- phenyl ) - 7- hydr oxy- pyrazol o[ | , 5- a] p¢TIERR@5/006302
e-3- carboxylate (1.59 g, 5.0 nmmol) (exanple C. 22,
step a) in dinethyl sul foxi dg4(30 nlL)/2N NaCH (10 nl)
was heated to 80 OCfor a white precipitate being

e B 9& §¢edlA00. Pil ydllowt sotid M6 I(ESP) 502.3
bewa%suijfonggp eagérmg1 But fgoneré\%?sf forned whi &h was fi rstly
[ (MveEyElgl mpi 249-250€Chy| et her and subsequent!ly aci dified
to pH 2 by the addition of 3N HCO. The white

preC|p|tate was i sol at edgRymplehiyration and dried to
gi ve 5-(4-chl orophenyl

7- Gvdmﬂvpxlys p#mﬂmromeﬂw?l@}ipwl) -ayarolel b3-alppimigine3-subgxylic
acééé yl\ghef'l M5 (ISN) 288.0 [(MH) ]1;np
er I a

eat ed toget her with
The *ﬁﬂl‘értbﬁfpmuﬁdwypfdpamdcfmmﬂ @clnvprow 1-5 4rtsiflporogpgihyl-phenyl)-

pyﬁlzgtpi i’gfﬁ l | D& at(b%)c%lr % d ld 24 Qan@l@ﬁx@ﬂ{aﬁésuzfonyl—

S eva CUO and he residue

h\éﬂ)ﬂalﬁh&ﬂd dctmfallingio kgenmleprowaituec IIaBdemeI&qw @M&ﬁ%@ S0 e
hﬁgﬁzsv%; dried (Na2SO ). and evaporated in
(Mé 4t crude title conpound (1.6 g) as a
pal e-yel l ow solid. Exanple 176
5- (4-Chl or o- phenyl ) - 7- metBxamplepd#i2azol o[ | , 5-a] pyri mi din

7- (el“:w-jog?({n?r é%ﬁ(é rﬁ}ﬁ cLd ylmilerﬂgfj 2%'1‘%{0%1! l5: aﬁpﬁiﬁﬁkam@-@ldiﬂ)oxyhc
ac7d Bhéﬁhﬁh&f 4-1Ccﬁhﬂﬂwl1@ﬂmﬂﬁmwl)qzlml {a.mlge

rimdin 3%"’6%3‘;1’%8 % ’figﬁ?o é’O}zYelXSaﬁlpTr u](_)_ygt;jetg-lxl pl—r}re?nyl)_
p}’%ztolb 3,554) gﬁhﬁﬂin@% -caelstixy Ht neid emaiple €.29) angd 3-amino-N-(2-

hanol 2 h 50 "
hvgre%e??ﬁtdamew—g%y HggrsgiGenagyor el PEEoiding g general
p&l&hﬁbh phialyetiote bLMSHIER) 545 [(VBA) 457p 328280 PY. +] ;

65 0C. Preparation of pharmaceutical conpositions

corrprl si ng conpounds of t v i on: Exanple
| Tabl ets of the follow ngﬂ@&PB ﬁ%l on are produced in

7- gg\gﬁg¥ﬁ§{lJ5o(ﬁadnﬂﬁBfH}ﬁét%H§KéEﬁb)LﬁraMbilviaa]pygngdmf&-cqngyhc

| act ose 95 ite.corn starch 35

a@@(%fﬁrhkuwilfémpabhléena’ r boxymet hyl starch 10
Tﬁ@g@g%rﬂﬁ?}ﬁ{cﬁ@&ﬂ}r@pa@ed from 7-cyclopropyl-5-(4-trifluoromethyl- -phenyl)-

pyrazolo[1,5-a] pyrimidine-3-carboxylic acid (example C.29) and 3-amino-N-tert-butyl-
benzenesulfonamide according to general procedure II. Pale-yellow solid. MS (ISP) 558.2
[(M+H)"]; mp 258-259 °C.

Example 174
7—Cyclopropyl-5-(4—triﬂuoromethyl—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 —cydopropyl-5-(4-triﬂuoromethy1—‘phenyl)—
pyrazolo[1,5-a]pyrimidine—3-carboxy1ic acid (example C.29) and 3-amino-N-(2-
hydroxy-1,1-dimethyl-ethyl) -4-methyl-benzenesulfonamide (example B.1 1) according to
general procedure IL. Pale-yellow solid. Mp 232-233 °C.
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Tabl et wei ght 250 Exanple Il Tablets of the follow ng

conposition are produced in a conventional m ng/ Tabl et
waabisvesissgr edi ent 200 Powdered, | actose 100 WACTAEPZ®S5/M06302

starch 64 Pol yvinyl pyrrolidone 12 Na

carboxynet hyl starch 20 Magnesggum stearate 4 Tabl et

wei ght 400 Exanple 11l Capsules of the follow ng

conmposi tion are produced: Exampleaisul e Active ingredient

50 Crystalline, I|act 60 M [ 1
7-Ghlorar s UschagEbFTN BSsAlale> APTBY e T FA PoSDE Al (150

m gngsqﬂfoy, }_Fllg%{ﬁglm having a suitable particle size,

e cryst actose and the mcrocrystall.jne
Thetifletaspourdwanpregrsad om 3rchipsed- (dichlprarRhenrlpeeolo[1,5-
< RSB AERRTLIBHAL Sl A IRANRRH Fhal TR decdhing o
gepetah provedurgdd Rabsydipwsglid AP £ISB) 46L.3] i) 13 mp 253-255°C.

EEWpogngQaccording to fornmula (1) wherein pis 0 or 1,
ang can i ndependent]y_from each other be H
Thesstarging; matsvie wasiprsparesinitba oy g Wt i t ut ed by | ower
al koxy; lower al koxy optionally substituted by one or

700 6 o3 £GBIdro-Phe TR pyfaolo BL.3-alpeFindting 3-chrbelryd xidorideer
alkyl; or NRaR"; Ra and Rb are independently sel ected

Afnrli())cmrte rg)? e&lryf)éJ —?4-%&%%—3 Lleﬂ]yg) -9—fh:ydroxy-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
HCL. 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;SO4) 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 stirring 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



H, [ower alkyl optionally substituted by one or nore

hydr oxy, fluoro, cycloal kyl aryl, heteroaryl or NRcRd
wohersansr3kRe and Rd are i ndependently sel ect ed PCOMPRO06/006302

| ower al kyl; cycl oal kyl; aryl; heteroaryl; or Ra and

Rb may forman optionally subggituted 5 or 6 nenbered

heterocyclic ring taogether with the nitrogen atomto
TMétE B {HREWI G e 2binBEAEsh alprbduded itth cortventona lnhamnyr:

cycl oal kyl or gt raight |ower alkyl which is optionally

substituted by one or nore F;, R5 is H, hal ogen

| oner al kyl; as well as pharmaceutically acce%g%’ggi

Aﬁﬂ}e_tiﬁgﬂeaﬁrﬁ?(’f' with the exception of the conpoundd400

aving the foll ow ng fornul ae:
Pewyderedileftpses- a] pyri mi di ne- 3- car boxami de, 9
sedbfd war@met hyl ) - 5- (4- et hyl phenyl ) - N- 35
- (4-nor phol i nyl sul fonyl ) phenyl ];
Pcpiyviazlpl}'rj{oﬁdgn%] pyri m di ne- 3- car boxanmi de, 8
- (] [)-N-[3-(4- 10
Nznﬁé%ﬁ%?{r?g%wonyl ) phenyl ] -5-phenyl] ;
Magdesjumzstdardte , 5- a] pyri ni di ne- 3- car boxani de, 2
y/ | f:Lor omet hyl ) - 5- (4- net hoxyphenyl ) - N- 250
T?bggt((j‘%lﬁ%t?phol i nyl sul phonyl ) phenyl]. 2. The conpound of
formula | in accordance with claimlwherein Rl and R2
are i ndependently sel ected: Ihe group consisting

ofH d, M, CF3, MO EtO and CF CH2O; and R3, R4,
RS andhRts3feh@flleRiHgntethpobitiohaképrbduded iihaonventmmabimenner:
formula | in accordance with claim lwherein: p is Qor
1; Rl and R2 are independently sel ected fromthng{lé)[up
consi sting of H hal ogen; |ower alkyl optiona
A%%sih'g;édqég by | ower al koxy; | ower al koxy opti onal20p
substi'tuted by one or nore halogen; or CF; R3is 100
Pgwiereddactosiom t he group consisting of |ower alkyl;
W%r&;fﬂ-s{ag&pr al kyl; NRaRb, wherein Ra and Rb are 64
ndependent|ly sel ected fromthe group consisting ofl:
PplyvinylpsrrolidRpe optional |y substituted by one or nor

Nal U5 Rynfvigfi@ayn cycl oal kyl 20
Magnesium stearate 4
Tablet weight 400

Example ITI

Capsules of the following composition are produced:

mg/Capsule
Active ingredient 50
Crystalline. lactose 60 |
Microcrystalline cellulose 34
Talc 5
Magnesium 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



aryl, heteroaryl, or NRcRd, wherein Rc and Rd are
i ndependently selected fromH or | ower alkyl;
woyalsaab#syl ; aryl; heteroaryl; or Ra and Rb togermez005/006302
with the nitrogen atomto which they are attached form
a 4-morpholinyl; 1-pyrrolidinyl or 1-piperazinyl
group; R4 is H cyclopropyl or straight |ower alkyl,
whieh s opti : | RGn D mikRik&is flledmto hard
ﬂl?rga%fr glaggtééwa%g?slu}%\?\% lfﬁqgﬁ[ ir%/ Paﬁ%eﬁ}’r'ﬁe co%%%und of
gelatineghpsules ohsuteblssiance with claim 3 R3 is |ower al kyl
and R, R2, R4, R5 and p are as defined in claim3. 5.
The conpound of formula | in accordance with claim4
wherein said conpound is selected fromthe group
consi sting of:
7-Di fluoronet hyl -5-(4-trifluoronethyl -phenyl)-pyrazol o
[1,5-a] pyri mdine-3-carboxylic acid
( 3- net hanesul f onyl - phenyl ) -am de;
7-Trifluoromethyl-5-(4-trifluoronethyl-phenyl)-pyrazo
o[ |, 5-a] pyri mdine-3-carboxylic acid
( 3- net hanesul f onyl - phenyl ) -am de; e s
(4- Chl oro-phenyl) -7-trifluoronethyl-pyrazolo
[1, 5-a] pyri m di ne-3-carboxylic acid (3-
nmet hanesul f onyl - phenyl ) - am de;
5- (3, 4-Di chl oro- phenyl ) -7-di fl uoroi net hyl - pyrazol o[ |, 5
-a] pyri m di ne- 3-car boxylic acid
( 3- net hanesul f onyl - phenyl ) - am de;
5-(3,4-D chl oro-phenyl)-7-trifluoronethyl-pyrazolo[l,5
-a] pyri m di ne- 3-car boxylic acid
( 3- net hanesul f onyl - phenyl ) - am de; 4
7-Di fluoronethyl -5-(3-nmethyl-4-trifluoronethyl-phenyl)
-pyrazol o[ |, 5-a] pyri m di ne-3- carboxylic acid
( 3- net hanesul f onyl - phenyl ) - am de; 5-
(3-Methyl -4-trifluoronethyl -phenyl)
-7-trifluoronethyl-pyrazolo [1,5-a]pyrimdine-3 -
carboxylic acid (3-nethanesul fonyl - phenyl ) -am de;
5- (3- Et hoxy-4-trifluoronethyl-phenyl)-7-trifluoronethy
| - pyrazol o[l J5-a] pyri m di ne-3- carboxylic acid
( 3- net hanesul f onyl - phenyl ) - am de;
7-Di fl uoronet hyl -5-(3-ethoxy-4-trifluoronethyl -phenyl)
-pyrazol o[ |, 5-a] pyri m di ne- 3-
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carboxylic acid (3-nethanesul fonyl - phenyl ) -am de;
5-13-(2,2,2-Trifluoro-ethoxy)-4-trifluoronethyl-phenyl

w-2005t123738 uor onet hyl pyrazol of PCT/EP2005/006302

1, 5-a] pyri mdi ne-3-carboxylic acid

( 3- net hanesul f onyl - phenyl ) - anggle;

7-Di fluoronethyl -5-[3-(2,2

2- tr| f1 uor o- et hoxy) - 4- t ri f IQlaingnet hyl - phenyl ] - pyrazol o

[I,5- a]pyrim dine-3-carboxylic acid

(3- rret hanesul f onyl - phenyl ) - am de;

51( 4A Chmpoondacoetdiyg tqfoemyla) 1) - di f | uor onet hyl - pyrazol o

[1,5-a] pyrimdine-3- - carboxylic aci,d

(3- net hanesul f onyl - phenyl ) -am de; R

5-(3-Fluoro-4-trifluoronethylspk

| - pyrazol o[ |, 5-a] pyri m di ne-

(3 sul fanoyl - phenyl ) - am ge;
5- ( 3- Chloro4tr|fluoro < 7-di f | uor omefRy|

)-7-trifluoromethy

Ak hyI phenyl )
-pyrazolo , b- a]pyri" d¥ne-3- carboxylic a R
3yl ) - am de;
5-(3-Chl oro-4- trifluo onet hyl - phenyl ) -7-trifl uoronet hy
%@gx{azolo[l 5-a] pyri m di ne-3- carboxylic acid
net hanesul f onyl - phenyl ) - am de;
p5 (B@ombro-4-trifluoronethyl -phenyl)-7-trifl uoronethy
ARy RE | iRhlpe ?onytpé/ﬁ?]ﬂeq 05t bOPE RAasydn; Towag alkyl optionally

anes eny -am de;

2 Dufusunuedm Toyver alkoy lowaralkors eetiowally sphisityies by prg opmore

of | .di ne-3- carboxylic acid
éS Pré?géngésg ’onyl - phenyl ) - ami de;
R (&-lﬂiwefdtlquirlmtbomﬁmeph% py NR'Ri | uor onet hyl - pyr azol

O[ l a(l RY Le F%&éﬁ@ﬁdéﬁlg%@l{é?@& ﬂo!rr?t}ﬁ%'r&lp consisting of:

T am de;
5 (3 4 B;fl uoro-phenyl) -7-trifl uor orret hyl - pyr azol o

[1,5-a] ) Ryd: a.@'fjégjtﬁ) §ﬂg ﬁ[l*%ﬂﬁ%kd by éﬁé Slr more hydroxy, fluoro, cycloalkyl

( 3- net hanes am de; 0
5- (4- Chhrylldremheﬁryllqr-l]é&r&\zol o[l,5- a] pyr| m di ne- 3- car box

yI i cacid (3;pm € L Xdo tl'%ﬂbéjc@dfr m H or lower alkyl;
5-(4-Trifl uor orre ?&H%egn})}é yr aznol o[, 5- a]opyrl m di ne ok

- 3- car boydjdalkyliaci d (3- et hanesul fonyl - phenyl ) -am de;
5- (4- Chl op.0- phenyl ) - 7-met hyl - pyrazol o[ | , 5-a] pyri m di ne
- 3-car bsgy’l ic acid (3- nethanesul fonyl - phenyl ) - am de;
7- Met hyhetsrdadylt ri f | uor onet hyl - phenyl ) - pyrazol o[ |, 5-a] p

yrim di of Rgalgc?ﬁb%¥ b eR%h gp{ig’ﬁally substituted 5 or 6 membered
heterocyclic ring together with the nitrogen atom to which they are attached;

R* s H, Cl, lower alkoxy, cycloalkyl or straight lower alkyl which is optionally
substituted by one or more F;

R®>  is H; halogen or lower alkyl;

as well as pharmaceutically acceptable salts thereof;

with the exception of the compounds having 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-3-carboxamide, 7-(difluoromethyl)-N-[3-(4-

morphonlinylsulfonyl)phenyl]-5-phenyl]; and



10

15

20

25

30

met hanesul f onyl - phenyl ) - am de;
5- (4- Chl or o- phenyl ) -7-et hyl - pyrazol o

wp20BAa}Byri m di ne- 3-carboxylic acid (3- PCT/EP2005/006302

nmet hanesul f onyl - phenyl ) -am de;

5- (4- Cnl oro- phenyl ) - 7- propyl - gyrazol of |

35-a] pyri mdi ne-3-carboxylic acid (3-

nmet hapes! mRhe NS (di -5-(4-methoxyphenyl)-N-
PESIOF Sl PRide ?%%?ﬁ‘%%?’o%ﬂ@m%%? R
[3- ¢i-neor PholimybrulpHong!) pladngl] ( 3-

nmet hanesul f onyl - phenyl ) - am de;

- aq]é.Cfﬁ’éoéo e ot | IO i amAl ) WhkF AR R QR R are

pyri m di ne- 3-carboxylic aci
indaperstenlyeeedtédirgin-the gropp)congistingeof H, Cl, Me, CF3, MeO, EtO and
- Chl Qr.Q- 1Chs - = q[!,5-a] pyri mdine

Cﬁ@é‘?ﬁ%&é?‘%{ égi %{(?%Qg%gtnkﬁa%égéﬁ?%g%yl - phenyl ) - ani de;

and 1 :

5- ( 3- T omopeimdrfifgromladimasegrdapeewigh epim 3 WiRESIRT ni di n

e- 3: c(%lbpxyl i cacid (3- nethanesul fonyl - phenyl) -am de.
Pg. The cdnpound of formula |I in accordance with cl ai{%v
R3amh 8f efeinipendertlydelsstpil finar thelgkgup consigtipg of iphalpgen; legver alkyl

and p.. ' ' Mo 7 HBB#H&@ @ited b

for R‘%Pgﬁ?ly?sﬁbsg@%fg{igg%‘ger&“t ’c1 afrrr%OR&A? :Hgi n saié e Py one

conpeunute hglogal; ecC€d from t he group consisting of:

- Tel ] | 7858 ottt l ko 2 adnanb
Rg[ 75'%86%6?%9%'5?# Q?ergéégé é’%lﬁsgi%g‘cif’@%g‘g %JgM ERISRY oW UIGE NR'R",
( 3- siblefain®) hoeRhyre ipdepeapd

rseldeted famn the group consisting of:

7-Di fl ugronet hyl -5-(4-trifluoronethyl -phenyl)-pyrazolo
[1,5-a] pyri m di ne-3-carboxylic acid

( 3- sul T owerlaikyl bytionaly syhsyituted teonsor maee funrpoudaorss cycloalkyl,
formul a | intaCCOfda ath claim3 wherein R3is

NRaR ; \%’r}éel HORL" 8h dre i ndependently selected

from H | owdereih R§andR! arenaddpgndantyiselectied fopyHardower alkyl;
nor e hydrgx fluoro, cycloal kyl, aryl, heteroaryl or

NRcRd,  WREPEMY Rc and Rd are independently sel ect ed

from H akylj ower al kyl; cycloal kyl; aryl; heteroaryl;

and R1, ., R4 R5 and p are as defined in claim3. 9.
The conﬁ’gffﬁ%arglf formula | in accordance with claim8

wher ei n o3& dnd APpugett@r with the nitrogen atom to which they are attached form
a 4-morpholinyl; 1-pyrrolidinyl or 1-piperazinyl group;
R  is H, cyclopropyl or straight lower alkyl, which is optionally substituted by one or

more F;
R’  is H; 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-trifluoromethyl-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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Is selected fromthe group consisting of:
7-Trifluoronethyl-5- (4-trifluoronethyl-phenyl)
wopysazei3e [ 1, 5-a] pyri m di ne-3 -carboxylic aci #CT/EP2005/006302
(3- sul f anoyl - phenyl ) -am de;
5-(3-Ethoxy-4-trifluoronethyl Dghenyl )-7-trifiuoromethy
pyrazol o[ |, 5-a] pyri m di ne- 39 carboxylic acid

5 3@%5%%6‘?%&-2{#15%09@6?%@%% aglel R ne S Forbolic id (-

met]ﬁle)i{eaﬁllfdng{liph&né] -pyriderri di ne- 3- car boxyl ic acid

34dsjtlrlcl:}ga Me}]éﬂ%gr%%ﬁyh P}Za%OIO f115 C]Pglm%dl‘llr;e-S pcﬁlébr?ﬁy%lc acid
(3 Thothad&uFbhyl phagiyl)-amidesli ne- 3- car boxylic acid
3-sul fano

Db e Sne i risra S pyemifine S samboic acd
(3Jma}551|a<]gsalf6ﬁﬁwp$ma5}1pyﬁndn di ne-3- carboxylic acid
3-su

7S RN e Tl Gy ppmicine

3 Hélx’?dldf(ﬂkﬂkﬁl&eﬁﬁfob?kyﬂl&rql)mde,
Sul1.a

h T
5-63-Methylrg- g{d@?@%g%% g ~7-frifluqrome % %azoloiléSZ S]P 1n’11éhne 3
M«E h&@&ﬁ’&éﬂ%&ﬁﬂﬁﬁ&kbb@yb}%rﬂld(es sul f anoyl - phenyl )

&t @ﬂw@rr%%ﬂmmqhyl-ﬁhwp T B 2 e
cafﬁ&‘ﬂygb R&d 33 SadthaesilfonyRphéhyl)3amidel f anoyl - phenyl)

7-BiftupremedhdsoCnetheg - ingromerl b PEREt R T ST R e >
% ]glg%giln@tﬁarfégﬂﬁmypphagxyhmmeau d

hen

,leuﬁlﬂwpt‘?ﬁh‘)’gg144“’{3“@‘?‘3?*3@%%} pH S’methry azol o

p}%%z dlﬂ@ '33c|:a;§l%ﬁﬂ¥ M&ld@.’iaﬁdthianesulfonyl phenyl) -amide;
er | am d
7Jshﬂuom 3 -sritwororsthemarsiflporeedylphsllseypplolLs-

?&ﬂl y?}l&iihg% ghr&ﬁfyﬁ@ %‘cﬂi K?—n@&h&eﬁlﬁfonyl phenyl)-amide;
anoyl| pheny

554 {Chl¢->npethyl Toear-5- @?H%S&’g?}ethYltRYF‘?Zﬂ?é} SrPAIPidineds |
%rB%x)}g i 'at:lldl{@r &ﬁ&ﬁ&ﬁl@yx{yﬁéﬂ%ﬂﬂ) amide;

5-((3-Fémrb%a/4£rlﬁyrlri%luolgg§lﬁwcig r (ﬁ;)y I7Itrciﬂlt?ll(c):rlomethyl pyrazolo[1,5-a]pyrimidine-3-

Cargg%‘gf] tggd]qgesﬁlffyﬁm? l{}ﬁmg,g a@maet r| fluoro-ethoxy)-4-trifl

I I
SQ]Sfﬁﬁﬂom-&tnéugfgém}w a1210 —% 1ﬂuoromethy1 -pyrazolo[1,5-a]pyrimidine-3-

%E?Wlf%ha?@ﬂg rggﬁgﬁ%h?fo@)méﬂiﬁngl) -amide;

-Uﬂdofomahyinb(hﬂuowﬁ—a@ﬂu@r%ﬂsﬂaﬂlﬁw -wyEsezalel h3-alpyrimidine-3-
RARE 1) - ani de;
caf% uo?%alﬁkt% éégﬁﬁﬁt rif M}Ilu%'r&g%& -phenyl ) -p razol  dine.3
SC(BI-Clﬂoaj pynﬂm)ldmm@h}& -phanorytrifaogem y -pyrazolof[ 1 pynml ine-3-
f |']-an de;
lir%ﬂ%ﬁ}cu% @e%ﬁﬁ%ggj?iﬁlrﬂﬁ%% ra%;r}gfl%y% phenyll
5-(ByFlag- b tfifluGorietyl-pheaylhe-tgifllugrmpeshylrmyzazo
carboxylic acid (3-methanesulfonyl-phenyl)- -amide;

g[l,S—a] pyrimidine-3-

7 -Diﬂuoromethyl—S—(4—triﬂuoromethoxy—phenyl)-pyrazolo[1,5-a]pyrimidine-3—
carboxylic acid (3-methanesulfonyl-phenyl)-amide;
5-(4—Triﬂuoromethoxy—phenyl)—7—triﬂuoromethy1—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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acid [ 3-(2-hydroxy-ethanesul fonyl)-phenyl] -am de;
7-Trifluoronethyl-5-(4-trifluoronethyl-phenyl)-pyrazol

wo 2pd5/133a3 pyri m di ne- 3- car boxyl i ¢ aci d PCT/EP2005/006302
( 3- et hyl sul f anoyl - phenyl ) - am de;
7-Trifluoromethyl-5-(4-triflypromethyl-phenyl)-pyrazol
o[ |, 5-a] pyri mdine-3-carboxylic acid

idope] lfonyl-
oL B AP AN ST une eyt - ptneton
ph&iyl)-dmédepyr i ni di ne- 3- car boxyl ic acid

s A PSR A %m@*%%é"a@’fy)mﬂw-
me‘t]ﬁaﬂeaalﬁi jah&tyh)]-am;de; m d| ne 3 carboxylic acid

- et a h -
>- (’ﬁ @%PF% Qﬁﬂﬁé}'ﬂpﬁ){ tko‘ﬁ(l%Q aﬁg}’rremh e ghcg%byol)?hcp?ﬁc}a(;ol 0
mdtharsalfyi-phesiilRemilec ar boxyl i c ac:| d
GO S B B o
metHM{e@ﬁIfd)xg{liphEn)&] -pyidesi di ne- 3 -car boxylic aci d ‘

R s L RSB i s

eny ) - pyrazolo
m&dxar?ésﬁif@h/ﬂipmemmenﬁds; ar boxylic acid

é!L oprop SUHPS, %1_ &hfﬁgipgﬁ@lﬁ% aél?](;/ yhcre)lg‘;lrda(%-ol .
«%bar?esﬁ &%/?f pﬁnﬁi-ecar boxylic acid
I sopr opyl sul

farmy hen I

5- V@W@DWG}‘}%‘VW BIQRYLP) y{appl)gbﬁgl ﬁ&yﬁwld&?ei’h ﬁu})oxg}}c aaglo (3-

1%1 nésuﬁi,{?ﬁﬁ}?hﬂofdﬁn@%car Iboxyl ic acid |
7- Eyainpfdpybﬁdﬁﬂrlﬂwmmqtg; %/RI})CP%E]WWB%W ARGy eapgrrie

L BB gy eanieny ¢ 2

m.d
-E;l[brbl-Sié‘k rquherwl)cmzrﬁzq ?ﬁle%?ﬁlw{qi@lr‘ e ReRbeRYIS act 43 o
G
AL e S T A st
| d [ 3-
m(eé’aﬁ‘ ﬁlq%"gylf'l;’ 913 yf?fu ?gﬁo;f:)a?bhe%yl] - ani de:
> (;’rﬁw%%oiaﬁék%ﬁmﬁﬁ@érdae%%&iwm52@1'6” 2 R Hdroxy-

o&«?’e( %H(i ;9 rd YRS RE el :ﬁ@ 8§ défiredh elaim 3.

oré phenyl)-7-trifluoronethyl -pyrazolo[l,5
-a]pyr|n1d|ne 3-carboxylic aci

( 3- CyEheqomapopindaf farppyi | MWC{; gﬁﬁvgl% claim 6 wherein said compound
il i eminedtag i ey

cycl opropyl sul f anoyl - phenyl ).-a
7- 'I)‘/nﬂuoriomg%/hyl 5-(4- tr1ﬂ¥10ro€nethyl lghe nl) pyrazolo[l 5-a]pyrimidine-3-carboxylic

acid (3-sulfamoylmethyl-phenyl)-amide; and
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl) -pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid (3-sulfamoylmethyl-phenyl)-amide.

8. The compound of formula I in accordance with claim 3 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 NRRY,
wherein R¢ and RY are independently selected from H or lower alkyl;
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5-(4-Chloro

-3-net hyl - phenyl )-7-trifl uoronethyl-pyrazolo [1, 5-4a]
woyoisnsti3ae- 3- car boxylic acid PCT/EP2005/006302

(3-cycl opropyl sul f anmoyl - phenyl ) -am de;

7-Di fluoronei hyl -5-(3-netii yl_gé-_t rifluoromethyl-phenyl

) -pyrazol o[ |, 5-a] pyri m di ne-3-"carboxylic acid

(3- cydo%{, ﬁﬂggul f anoyl - phenyl ) - am.de;

5-(3,4 C t’0- phenyl ) - 7- di f1 uoronet hyl - pyrazol o |, 5

a] pyr i madgilne- 3- car boxyl i ¢ acid

(3 cydoF;r&p(yg vi | f anoyi - phenyl ) - ai ni de;

enyl )-7-difluoronethyl -pyrazol o[ |, 5-a] py

and R RWBLR @ad lpcaxqis defined th @m 3.

cycl opropyl sul fanoyl - ph enyl ) -am de;

7 T [

b 'Hl QJ #'&Irglydrgéryg la ] ﬂo%? da EOIEEXFJ%H Taﬂlli@%e}elmﬂla%gﬁxpound

1s(s:eler:®d ﬂm.grﬁwsmphg ofl ) - ami de;

7-Trifl uoronet hyI 5-(4-trifluoronethyl-phenyl)-pyrazol

7%?@0}}?*&% r)}cl) g‘)—/ - ?hlgl[' tpfi?l'lehﬁlf q)%%ﬁ%ﬂ »5- a;%r dm1d1ne—3 carboxylic

aaidBDBfShlfamommVD@l‘r(lée,et hoxy-4-trifl uolr omst hyl - phenyl )
y]%tgég(f) %rt[ggl)}?roﬁ% [@é}[ m;ml QJ{JIE% tg'ﬂ)ugﬁfrgégtﬁ% ﬁy?az%‘fd g, 5-a]pyrimidine-3-

c&b@SylEtdtttd(@-ﬁﬂfamoﬁll— Hseumylle,- pb. enyl)-7-trifluorometh

7yl§lﬂ%§§ aet gl{f)yl(g u% po%%mylgﬁe%gﬁyﬂﬁ&oﬁh@ Ipyrimidine-3-

cirbmliqmrda(riemﬂfymoﬁkplﬂembra&mdgy omet hyl - phenyl ) - pyrazol o
‘ﬂlugr%rggthw‘% ﬁ}f ﬂmee'tlg)fl-?lﬁ r%%éﬂg%thggi’:ﬁlenyl)-pyrazolo[1,5—a] pyrimidine-3-

sul't ano
ca?rbBJcﬂicmcrd:(ﬁ&ﬁﬂfyinoﬂ— Henyl)idnhidesr onet hyl - ph. enyl ) - pyr azol

s yEpR R R Sy S ol R hyprorglgla g alpyrimidine 5
cﬁb&cﬂicwarda(ﬁemﬂ@inoﬁl— bﬂenlyt)mfﬂude;r onet hyl - phenyl ) - pyrazol o
5((§ %Qh%@/rg Lﬁmﬁﬂﬁ@% %ﬂgar box Mp&g&% o‘fl 5-a]pyrimidine-3-carboxylic acid
(F-sulfdrhdydahenyd)-ayidey- ( 4- trl f 1 uor onet hyl - phenyl) - pyr azol
5?(%'%&&%}?&}}@3% I}rtrféﬂé}%{ﬂ% lra!?)%gzo o[q 5-a]pyrimidine-3-carboxylic acid
(?sﬂfdxﬁéﬂ{p}ﬁﬁﬁbhﬁdé (4-trifl uor onet hyI phenyl) - pyr azol

5((% ‘B@H?l/% yﬂgﬁ%o%%tﬁg@fy 8@% ]pyrimidine-3-carboxylic acid (3-

suﬂfaﬁid;yﬁJphenﬂmth, 5-(4-triflu

S R A DS R T e e

cz?rb&qflicla@idc(mﬁwno %I{Jenfymbd‘dnd@r omet hél phenyl ) - pyrazol o
car aci
7[@@?4@%]"@)’(%‘@9]‘1@'}%91“&%@ p%i 'Hﬁ)eﬁi/mlafc’loaﬁ -glpyrimidine-3-carboxylic

aadngsmméﬂrmkh _-aﬁnﬂé} trifluoronethyl-phenyl)-pyrazol

5((% (;l?slp\tq g ESE? o gﬁg{;}%@j&w@@ CI§ %&mrajéldlne% carboxylic acid (3-
sulfamoyl-phenyl)-amide;
5-[3-(2,2,2-Trifluoro-ethoxy)-4-trifluoromethyl-phenyl]-7-trifluoromethyl-~
pyrazolo[1,5-a]pyrimidine-3-carboxylic acid (3-sulfamoyl-phenyl)-amide;
7-Difluoromethyl-5-[3-(2,2,2-trifluoro-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-a]pyrimidine-3-
carboxylic acid (3-sulfamoyl-phenyl)-amide;
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7-Di fluoromnet hyl -5-(4-trifluoronethyl-phenyl)-pyrazolo
[l1,5-a] pyrimdine-3-carboxylic acid

w0 23edsr2$1380r omet hanesul f onyl - phenyl ) - am de; PCT/EP2005/006302
7-Di fluoronethyl -5- (4-trifluoronethyl-phenyl)
-pyrazol o[ 1, 5-a] pyri m di ne- 3¢ boxylic acid
[ 3-(2, 2-di net hyl - propyl sul fanoyl ) - phenyl ] -am de;
FFBE‘B ﬁéﬁﬁﬁ{gﬂm%&ﬁn{eﬂyﬁjpﬁ@ﬁﬂﬂﬁw&oHhﬁﬂ}ﬂyhnﬂblﬁﬁml:ﬁboxyhc

I ne- 3-carboxylic aci
ac{dB[3-62 feghanpaionyl) pheny)]-Foies de;

7- Yrﬁﬁ%ﬁdﬁ@ﬂﬁﬁ- 2 Mkﬂ&rérﬁe 21 fahéiﬁi)%‘ﬁ&ib‘fé 1Bhﬁ[3yxhﬂmuﬁé@z&kboxyhc

&rlm di ne- 3-car

adBlX-02-hy oamteﬁwwwﬁpylombﬁnﬂhem@ea phenyl] - ani de;
7- I%:) o g&ﬂ?ﬂh?ﬁ?t(h hué:oﬁfetﬁﬂg{(y R C%gﬁ%lﬁ[r RARPHMidREC RE/boxylic

I ne-3-car’b

ad{B(3-ethyls mpﬂwheevh)?mléhenyl )-ani de;
7- %‘h‘ﬂ%o%@lﬁﬁ—é (4 rt{ﬁll&%ﬂ'r%‘ﬁ?l rﬁﬂ_enﬁs' %10?1’ &l ﬂy‘t‘ﬁﬁlﬁﬁﬁtﬁ}fﬁrboxyhc

rim xylc aci‘d

ac@&(%dimdhwlyulfaph@fi poy riaoad
5-(4PHIOHOS. ﬁ@@ﬁxﬁheﬁﬂ F{d ﬂﬁ%f&né‘thglr ;frhi!%[‘ifﬁe& { pytirhitaesl)

c&&éﬁbfaﬂdﬂ%@pﬁéﬁyﬂ-pmm@eﬂl sulfonyl)- phenyl] amlde,
ilﬁu(r)rgz?%ﬁ%)?l -4t gf [:ilédo:ﬂ&éqnggﬁ E}{%nyﬁ))hgﬁ%%cgl& A:5-4) E&L gﬂ&iﬂ@%twboxyhc

ac@cB(%aﬂfyhu}:fymo]dh[drepyl)) -agmirlete ;

R bk BBty
adid @dlxﬂtﬂlyl@ulﬁdﬂi@;ﬂ@leW&ﬂhﬁéﬂDyl ] -phenyl}-anide;

7 E‘I ﬁ“%r"éﬁ‘egﬁﬁ:?n%?‘/%ﬂe“ Ve okyl | C)og@%%%gpﬁ piiille Ccboxylic
adid m/-meﬂh)rlsﬂfayﬂoybphmiyl)—a;midwnoyl ] -phenylj-anide;

7ﬁlﬁ)|%f e {'Iﬁé Q‘(h‘é‘ﬁt"(’%.?g‘é’ik’ﬁ?%ﬁ‘%ma ﬁl;?)e—g}\ﬂy}ihﬁéﬁn%—zﬁkﬁboxylic
adid(3- @m}diprdpﬂlsﬂfmmﬂ’lﬂh))l)-anhdarroyl ] - phenyl } - ani de;

7 é -ﬂru%rOéTeg.{}ﬁnipt}}/rﬁ%u%gglgfhgg lF’Il%rrl)oggrita%m) [I@Wi}ﬁifi%ﬁe%%rboxylic
adidB{3- i@pfopﬂswﬂﬁmw]nﬁtdmyl)}amdlef emoyl ] - phenyl }-ani de;

7- 5@"5"{‘3%% %Qé]tﬁg}l?ﬁ(,ﬂ%&%tﬁl fplé'lu g}rsﬁﬁet h?ﬁ olP :T%}Lrlmidineé—carboxylic
adi@ {{-Zngilyléudfamotd-phewl pymide; f anoy! ) - phenyl ] -amide;

7-(71“ in dqfrtlprtfllg ygﬁ.e(?ﬁyﬂum?@hﬁxl nglg &y&azolo [1,5-a]pyrimidine-3-carboxylic
an%(%és@bmﬁyﬂmltﬁmﬁ?} @éﬁr)mme; c acid .

7 BT B et R PR R RPN PR b e g bt
adid {ﬁ(a]myﬁifrﬁb% eeryﬁurfahbﬁpﬁhe 1painide; _

7-(L}Fé ﬂ( %rgmgr 9 ¥> (4- tr1ﬂuoro oo r@{yl Iﬁ{eg¥f)sp%azgm¥|5)a]gybr?rrr]1}/ciljle_ rTc]arboxylic
ach 3403 b ook IRt ¥thyRulf4mb lbfﬁhaﬂﬂ]}aﬁﬁdwl phenyl ) - pyr azol

yr.im di ne- arhoxyl jc acid
¢ Mgﬂlmﬂagmﬂyoqomeﬂaﬁ Ay~ gtrifacremetbppyressialls-lpyrimidine 3-
carB&hyAR acid (3-cyclopropylsulfamoyl-phenyl)-amide;
5-(3,4-Dichloro-phenyl)-7-trifluoromethyl-pyrazolo[1,5-a] pyrimidine-3-carboxylic acid

(3-cyclopropylsulfamoyl-phenyl)-amide;
5—(4-Chloro-pheny1)-7-triﬂuoromethyl—p'yrazolo[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-cyclopropylsulfamoyl-phenyl)-amide;
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7-Di fl uoronethyl -5-(4-trifluoronethoxy-phenyl)-pyrazol
o[ l,5-a] pyrimdine-3- cafboxylic acid
wO2ewsuksasoyl - phenyl ) - am de; PCT/EP2005/006302
5-(4-Trifluoronmet hoxy-phenyl)-7-trifluoronethyl-pyrazo
l o[ I, 5-a] pyrimdine-3- carboxylic acid
(3- suI farmyl phenyl ) - am de;

7- Bl 40 Gl o dorbilep g%e,gsg Fprlaroyialgiiitine.>-

I C acl anoyl - phenyl )
carlﬂmylie ac1d (3- cyclopropylsulfamoyl-phenyl) amide;

%4 i}%ﬁlﬂgor ghgng?) dlffuor&ﬁlkﬁmgy?%ﬂf@&m@ -apyfifA&nel3-carbédylic acid

(3{dc la:pddspyigulfamloyldphnlﬂlyh;dm1de,hyl sul f anoyl ) - phenyl ] - ami de;
t -

s[RI paoEhToRI B prfmldind b {aRRRTRINA (3

cykRpt Mﬁmy}-phdnybl-armdh;yl et hyl sul f anoyl ) - phenyl ]
2 ;r%%gowwﬁlé e AT S
ackd (B{s0 yilfaogzpienyl)fanfida] pyri mi di ne- 3- car boxylic

%&}éﬁy B—Ez;gxfg-gi ?nMuor’omeg]}}? pﬁgm E%Q%BH § QWrﬁﬁme 3-carboxylic
ac!i_’d 3’3(&4% yopylmathiyF-sulanmyBtphenyPtaerigés) - 7-t ri f | uor onet hy

mza{»’faﬁ%x%a BYtbP iy ARy Ty primdine >

caﬁiﬁo}gfhc acid (3- cyclopropylstﬂfamoyl phenyl)—amlde,

5-|5(.’-5 = h&) 6%1ﬂ1§1<gtorgiebyhj-phie%ﬁ% zytgtﬂgh Atﬂ 1 pytrﬂoid g%reﬂ PRfifydine-3-

[fI'c acl

ca{rﬁofﬁrcmrfﬁf(gWclbpfoﬁlsﬁﬁdxhyﬁ -ptichyl) &nhﬂtam)yl ) - phenyl ]

7-@1{:130129@@}4'-% (%tr’bth.km%nfﬂlyl P}P?IMDUB azol?u1 %%121((1) ne—3 carboxyhc
ac1&¥§¥§dbﬁbﬁlidlﬂﬁm3z d@gbﬂdmﬁmm d [3-(2- hydr oXYy-

79)1@3?);:(&5@}{1& 51'?46 ~tritly SU| i aﬁg'¥ R%)F‘?YﬁﬁB%‘y 310 ﬁr‘g 9ﬁ3yr1m1d1ne—3 carboxylic
acid {5 r(tidldﬁ}bpﬂﬁ%ﬂwl—sﬂﬂn&iy@) -phdn]|Saraideyr i mi di ne- 3-

7{1%15@3?9{%}%{?1&1?%—[(@_ triﬂlbqrﬁg)teﬂyﬂ PBFIP‘X} ‘Gia?%%% ? 7l parﬁlmldme-?’ -carboxylic
a‘éa[“z”l"’??. fl?“&%‘?’é’ rrle 1) - 7ot r {1 ,
7+ Biiflucogesi-dni or}:lpng)gg}q 2, prga&ogoc{rl %nﬁ{ayrxgmcﬁxé 8Z8rboxylic
a£ ﬁ ¢ %mxﬁﬁﬂﬁyndyuph%ﬂﬁaﬂﬁyda et hyl sul f amoyl ) - pheny! ] - ani

75F ﬁﬂuﬂ;@l@p@ﬁhyl—éhogntﬂﬂfomra;¢£h??e&¥{(gfmh?z;&m ngt] Pgrtlﬁm%ne ]3 -carboxylic
akidB e%%lﬁﬂﬁﬁ{ RKedyD)-aai 3- (2-hydroxy-

77Tﬁﬂﬂ¢l}9me©1ﬁ¥alé't 5(; hy| Sug Ig? ?gheglg’ r%ﬁ%ﬁﬁm ﬂypln%%lﬁe-z’) -carboxylic
352 o é’c}]ﬁ ﬂféﬁd%ﬂl)ﬂﬁhé’nyl canfdexyl i ¢ acid

7EB[ﬂ?l.dEOI}%g;ﬂ'M 51(@%18%%}@ éﬁgg%/ %{ggﬁi%ﬁﬂgplm}d&e% -carboxylic
m@tzl}ymégl&wmﬁ%@pgﬁéﬂﬁ 1difgted- car box7iic acid

noy|

mﬁﬂubﬂmtb)dﬁ-(Aﬂytrlfgmgqnmgqlqyzpﬁg}yﬂfgxrﬁ%ﬂlo BPPGWY?HBWSZS farboxyhc
S ey
ﬂDEﬂﬁdrumﬁdrybﬁf(ﬁthrlﬁugmqthy iphs: lq{ F‘l’érﬁ] P);rnmprlg% 3rsgrboxylic
akit é & iﬂ%l%%rﬁétﬂﬁﬂ]e%uﬁoxﬁﬁ”ﬂﬂ@ﬁ}\i —'afmde,

7- Dlﬂuoromethyl -5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3- carboxylic
acid [3-(2,2-dimethyl-propylsulfamoyl)-phenyl]- -amide;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo| 1,5-a]pyrimidine-3-carboxylic

acid (3-tert-butylsulfamoyl-phenyl)-amide;
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acid {3- [bis-(2-hydroxy-e yl)-sulfanoyl]
- phenyl } - am de;
w@-20051128138r onet hyl -5- (4-trifl uor omet hyl - phenyl PepgFEP2a06/006302
o[l,5-a] pyri m di ne-3-carboxylic acid
{3-[bi s-(2-hydroxy-ethyl) - suI9f5armyI] phenyl } - am de;
7-Di fluoronethyl -5-(4-trifluofonethyl - phenyl ) - pyrazol o

7-hano R O SRRE S Wikt grlprmigns o
acrdqbf(:l%/il llrr&‘ﬂlu yeiropylsulfamoyl)- I;ITeSYl oarmde, y k .
r-Gevaraldhil el debh il 15?.543’3 BAABki e B7Alboxytic
ac{d:g(ﬁ(t%rthb’tdyl@ﬁlfaﬂlm e S) 10pt)-amide;
s-PeehleeprilrEet e od ooy DGR ERR prA s slpyrgidine-
ca ngﬁ%?iﬁdi& (3®ﬂélﬂﬂnmﬂ§he@ﬂbmﬁa c acid o
-biispubtnsc st aso e Eror e SRRy el Sy pyimidine >

cafﬁox?h?%@?!(%—@;lﬁdlrﬂfﬂ?&%he@ﬂbmydd, c acid

LT YRS IR PRIV e—
caPc[Zd Cﬁlc gc}l@)(?o-lsﬂfdi‘héﬁ-pﬁe Syl)-boxde; | Ca%C |d g
7- 1ﬂlﬂqﬂoﬂﬁh§§§rﬁy’iﬁ@0{°@$$ﬁf%f)6‘y Byt WEO p’ﬁearw’(r)lmldnrl%_z Sppoxylic
adid {ﬁL@]yﬂaﬁﬂ Sﬂyﬁhét&ylﬁsﬂﬁdrmxyt‘hmﬂeamde,

7 rrﬂvpfﬁ{ao Bty ISP PRt DR B gy o
Lq{bgﬁ nga&hﬁyzsafwﬁpphém }-apidé;

ﬂlpqno ~5 (4- tr1 ro?c;(metlhyl pheny p}X'azoFfo[ti'%l ealf)%nflr% TRNL ) é%tl)boxyhc
B f X?HH -‘yﬁ-)(éthﬁ%%ﬂlfa*rﬁd)ﬁ] émﬂ}%hﬂm/de; phenyl ) - pyrazol o
pyri m di nez 3-car 3-cqrboxylic
Lﬂ@m@neﬂlsl i eseyer iR RERyzele T 2lPgye S oh
(p‘}ﬁﬂﬁﬁ lmethl sulfamoyl henyl}-amide;
7iftrgdl)lzplrlll_quor)? gg 0 omréétthr i og)Fr}a%}f%[&ggaeJ ¥r12n1&11¥1e 3-carboxylic

e %ﬁ&ﬂ@/ it &h}rsafdﬁéﬂybhamymmef anoy! )

7 etk b T18u uaTeth MRS PN RFPIOBh Sy rpifing regrbolic

iih 53532?‘#2%@@ 2% Igﬁll?af?gm z;mp%q}]egs (2 hydroxy

7D1ﬂ>uommﬂtbﬂe‘i Efgrtn@m(rqmpﬂu OhRYR OH?%% Lyg}}ng— -ngbowhc

TR S SR o A e

77Frilﬂudrbmeﬁxylrét(ﬁ;mﬂsoqometthylmhfavlar?éwy 0 bﬁ pyym @?gé&ﬁr oxylic

R

7(]]1ﬂ(ﬂ)fmnﬂhyih%ﬁ%*lﬂ)ﬂuo?ompt}fopcy] mglg-fwra.zg ﬁ @ﬂ]aynml ime-3-
12l c acid [3-

R S

5-(4+i'rifbyoromethoxy-phenyl)-7- trifluoromethyl-pyrazolo[ 1 5 pyiimidine-3-

cw)?,%yl,g ac%*(‘(%ﬂ}ﬁ#gn%}p%ﬁ&g Q]U _ 5az;1] g)érl m di ne- 3- car box

55(5(44Dilﬂuofrd)-tpdmm§di}l7 Hylﬂupltwmthyl-myp@h{ﬂé[ ] pgngqlcbwa-ﬁnqaiﬂa(pﬁrhc acid

lﬁ car ach ed ( 3-

(? -sulfamoy p nyl? -ami

5-(4-Chloro-phenyl)-7- trlﬂuoromethyl-pyrazolo[1,5—a]pyr1m1d1ne-3-carboxy11c acid [3-

(2-hydroxy—1,1—dimethyl—ethylsulfamoyl)-phenyl]-amide;

5-(3-Chloro-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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sul f anoyl - phenyl ) - am de;

5- (4- Chl or o- phenyl ) - 7-met hyl - pyrazol o[ | , 5-a] pyri m di ne
wo3ewsackosyl i c acid (3- sul fanmoyl - phenyl ) - am #€T/EP2005/006302

5- (4-Chl or o- phenyl ) - 7- et hyl - pyrazol o[ |, 5- a] py

tim dine-3-carboxy lic acid [gF (2- hydroxy-

1, 1-di met hyl - et hyl sul farmyl ) phenyl ] -am de;

s-(i 1 Es el LUQRaB AN aaK ) PRkl 3,15 a] p
w@!ﬂd& 5 ﬂwﬂm@hheﬁecaﬂimw yel -’ef%bvdrpw-ézlod@ 5. 4] -
etﬁ))ﬁ gl epl%ncﬂr %)(yigl ic acid (3-sulfanoyl phenyl )

5-83 —wtﬁt’ﬂ@mﬂmmyﬂl)'l—ﬁhetywmpﬂmmed{yﬂ-wraapwwmlwrmldme%-

ca?b ﬁgﬁﬂéﬁz zllyﬁgﬂx& Q'W e%%sulfaﬂoyl) a[#%eéxgl ]-amide;

5- 53Mﬁiﬁ@trﬁmmﬂh)yl-ﬁhmyrbb%tﬂﬁwramﬂwﬂipyaza]o;{)yha&mmrﬁ@lne-i‘-

rba@f% (gﬂ‘@aﬂlﬂ%(& Sl L azgﬁ{%)l Esarnf“r%e’du ne

5 (134®ichlmxy4phen)d)svdr1ﬂﬁer(oﬁaethgl¢ymzylo [1,5-a]pyrimidine-3-carboxylic acid

| -

ER e R T R 3{1 5. al pyrim
5Jé¢(F}1%é§| @&iﬂi@tdﬂnbmyhphdly()?? tﬁﬂlthdr&ﬂlﬂﬁiyl—pﬂmy of1 5m:£mmm1dme 3-
b PO Y el ARy bRy RSPy Paridly !
—élljl‘rﬁﬂdﬂibllﬂﬂhoﬁﬁphé@w) 7€tﬂﬂyb1)on’¢dtlb)rlﬁiy}'aza}u[ﬂ,é -a|pyrimidine-3-
L By 5L B AR OHP e it
S-g§ ((Zlﬁféf"(f)méﬂyﬁw Hﬂ]ﬁﬁydmeﬂhhfépyl’ajola[rniale pyrimidine-3- carboxyhc acid [3-
Fibdech SRR > 2o
7@19‘.18%?%‘(};1%15345 éﬁilﬁ}d' Y= tﬁﬁl&lﬁpﬁmethﬁh—pi&nyl) -pyrazolo[1,5-a]pyrimidine-3-
o ioRcRs eI e e LGP R PaRIAY T

7—%Dﬂiugf6'fﬁ$tﬁyl|-5- —ﬁﬂﬂlﬁibﬁl@ﬂ@yiphe@iﬁpm%lehl;ﬁ‘:\a],pyjrlmldmeefe;arboxyhc

clo £ bl
a@dém? B heA R o L PYresetelh

7%’&@.&{1 -5 t4f’c9i3€llﬁ)rof!\l'i'étﬁﬁi,-phenyl)~pyrazolo[1 5-a]pyrimidine-3-carboxylic
ro rifl uor met hyl - phenyl ) - pyrazol o[ I,

aadaﬁﬂcpmi ﬂﬁﬁn@ﬂ:‘@i’%ﬂ ‘PV’& Qci d
7[l§1ﬂ(1§r$}¥%91x§/ ({A-tHifleHirORictl-phihyl)-pytat cloDlys b mhimnidite-3-carboxylic
aﬁd@dbﬁﬂfzdmdro’g'?thmﬂﬂffqr{}%ﬂbEE?‘HSH agidehy| ) - pyrazol of |

55151‘%1 ot W-Fg(&%%ﬁgﬂ?ﬁ%h&ppﬁlyg pyrazolo[l 5-a]pyrimidine-3-carboxylic

y

aaid@dbvp(rzdmdrms'-qthy ?1811]ff4f96}r’1¥‘rPLF‘P1’5] yI ) - pyrazol o[ |
75Dﬁﬂu%¥51lngﬂh§11 5% Frift@sBethylShenyl)-pyrazolo[1,5-a] pyrimidine-3- carboxylic
acid [3-(2-hydroxy-1-hydroxymethyl-1-methyl-ethylsulfamoyl) -phenyl]-amide;
7-Triﬂuoromethyl—5—(4—triﬂuoromethyl-phenyl)-pyrazolo[1,S—a]pyrimidine-3-carboxylic
acid [3—(2-hydroxy—1—hydroxymethyl—1-methy1—ethylsu1famoyl) -phenyl]-amide;
7—Triﬂuoromethyl—5-(4—triﬂuoromethyl-phenyl)—pyrazolo[1,5—a]pyrimidine-S-carboxylic
acid (2-methyl-5-sulfamoyl-phenyl)-amide;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo| 1,5-a] pyrimidine-3-carboxylic
acid (2-methyl-5-sulfamoyl-phenyl)-amide;
7-Triﬂuoromethyl—5—(4—triﬂuoromethyl—phenyl)-pyrazolo[1,5-a]pyrimidine-S—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-sulfamoyl-phenyl)-amide;
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- 7dethRlg>-fd-5 u%@%@%f?-ﬂggnﬁlh

acid

[ 5- (2- hydroxy-1,1-dinmethyl -ethyl sul fanoyl) -2-net hyl - ph
wenyisli2amss de. 10. The conpound of forrmula | i NPCT/EP2005/006302

accordance with claim3 wherein R3 is 4- norpholinyl

and Rl, R2, R, R5 and p are @s defined in claim 3.

11. The conpound of forrmula I in accordance with claim

7@%@1&@4@4@135;szitr@m{mefﬁ@&lyi-ﬁhashﬁﬁﬁ%érlm]wﬁnmm@,-carboxyuc
acitt rlzm}ﬂonspoi«ﬁ#éjiy&l_;mcya,l(—dimq:thylreﬁbylsﬂf@myl)=mlweﬁ1§1a}nié9sr azol '
7-%%%% ;ﬁ%iﬁ?gﬁ%ﬁ%ﬁﬁ;ﬁ%@p}lr]rirnic.l;ne-.fa-carboxylic
acid [-¢hlomor Tox%=- methy Y: Yihamggesaz ol o
|.o5- i di nea 3- e aci A

acie [ LAy AOBY : _ of 1S a] py
7-?&@3}%2%}%§3%—%2{4§§m§5§?%}?}%§y 'yﬁ}-)zgﬁo% ;:;;:] p);imid-i;le%-carb oxylic
cid [+ Hediyderhyl-ethyi - ybyphenybl-amides -
i/l' K m€ di Eﬁ;?;g@[@%%%ﬁrﬁ tf 1%&35 -p ??10[1 5-a]pyrir@rﬁ;ine-3-ac]afboxylic
ﬁgﬁgﬁg}&mﬁm;f ! ah%uffm%m%ugmﬁﬁf@ ,o met hyl - phenyl)
acid B3-(3- o- - - yl - y

iy Lol l. 5 i dine. 3. s TR _
1Rl S P B PR Aidine. o ooy
ac|5d [%(ﬁﬁir@éthydl_amﬁmi-h&wgwyoyl)-phenyﬂ]l-amtﬂeomat hlyl - pyrazol o
5—&4-@?%%}{%1}%%# _Lﬁ%%f)rgﬁﬁﬁgie—i’)%a%(ﬁg [1[,53:%1](p%ﬁﬁﬂlﬂe-'30§irboxylic acid [3-
(15h}(dioﬁy@thﬂL@gk@p&ht@h;t]f?r_n&’yl)}l—phbM}-ammtehyI -pyrazol o[ |, 5-

i mi di nex3-car i.C_aci o

s by N Sl i) Pyl P corhgyifsecid (3-sulfamoyl-pbeny)-
aéiﬁ@?n?ﬁﬁ%oépgg%ggig i afg,: gor onet hyl - pyrazol o[ |, 5

-a - 0" NPT . .
54(4- ethylspbenyrpyg [] o }(Hﬂ;-&-c;arboxyhc acid (3-
sgﬁﬁgyupm).ﬁnme; fluor orre? h)rl?lg- pzﬁ;ﬂ:yl ) - 7?t rifluoromnethy

| - l.o[].,5- i m dine:-3- b i id. .

a - u -
o 7-tritl i&g\ét I%/I - pyr azoi&?yhlp& g%ﬁr I 'Cdribne- 3- id [3-(2-
5&@%&%2 gjné{ F ety RgFIsn q}lj’ﬁggﬁ.& |%$ T BF%IE%HC}
hyd0kfe,1-di etHyIRtH DR e lide;| in accordance

At s i ol B acie -

sﬂfarr{(g[_g}i&gr]j_aﬂnmegccordance with claim 12 wherein said
C und i’s s.eletedfrcinithe
?

0 roup. consi sting of.:
5 44-lpronpheabr helhyspyrazalo| 63 abNERRHIRST> BT a6 (3p]famoyi-
p ({I{yl)Sgrﬁi]d@?/ri m di ne- 3-carboxylic acid
?3- pyrrolidi ne-I-squonyL)-p enyl.].- anm de; .
554-Ghlaer Bhieayreepripymazelo Flb 3ra RyRw A ipepy Faborbic acid [3-(2-
hdrasfl VGBI REry Bl SR PHehfl] A0kide;
Sir(f-ié hqgrror-glllelngri)?ﬁialo-pirij-lp;rgggllo% 1, Elfg%{rgﬁdin%%-gfrboxyﬁc acid (3-

sulfamoyl-phenyl)-amide;
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7-Di fluoronet hyl -5-(3-nmethyl-4-trifluoronethyl-phenyl)
-pyrazol o[ |, 5-a] pyri m di ne-3- carboxyiic acid

wO2espes138l i di ne-1-sul fonyl)-phenyl ] -am de; PCT/EP2005/006302
5- (4-Chl or o- 3- et hyl - phenyl )-7-trifl uoronethyl - pyrazol
o[ I, 5-a] pyri m dine-3- carboxyh¢c acid
[ 3-(pyrrolidine-I-sul fonyl)-phenyl]-am de;

5 A Y- B H - idib LS BBk e AYERB OB kit 812

hydr&xy-25 mqumablxﬁwﬁtyls;alfamsf})mheuvlh@mldesul f onyl ) - phenyl |

5-%2 g{ﬂa‘,ﬂ gﬁ]g)ylahe%cll%pn}pyl )}chrazolo 1, 5 -a Bx{/rrlrg%déneg carbo lFl)cy arclld rr$3—
sulfiinigd-Pphemylpemydes ¢ acid [ 3-((S
PR SR st
hpdrokprisitiandthdetiylaiil fapoyl) -pheaylhamide defined in claim
S, comr
51(6 r@&aﬁgpg?ny o ﬁT(P rbf)yl\r;“ggyr%%ao CLS niggg{] rgﬁcﬁ?@—?or gt lic acid (3-tert-
k‘?}lsﬂf@g@yhplﬁhgl)anﬂae, R4, R5 and p are as defined in
553 o ehio % R BN o ALt e
hpm@me&m qzzﬂxiﬁemymﬂfembym;dmeayidhatnmbm salt. 5 15. A
Sﬂﬁg@g‘é% Bgfr&&a’; ggﬁ@g{ll]d zotl (n}ltlcé ﬂ:pg}lﬁ’xgdug%% ca@b%cyhc acid [5-(2-
?&x‘bﬁtsrql D@mahﬁrath)dnﬂfaﬁfoyt)l—a-lmmhﬂ p.honjﬂ}afmde,t he
7?(,51)? r;l.tgi:‘y H‘LF&‘P eé{n{n\?@v{%ﬁt Bxg'a?olg @1 g]g?ﬁnﬁ&’ Rdist &a?ﬂoxyhc
ahHHBing&ﬁdyl Ii}%nylfhmllgaar rraceutl ﬁal conposi tion
rdin
ST e A AR RS ST AR bt
a@klusz{ﬁgldﬁ{eyﬂr@gcn1@anmlyp&h$1salfamcﬂ)-ph¢m]emaie,
r's
7Oqul(mrpgyla‘.}7 Ia]?ff rY emeﬁ'gg bg%}){epygrlta% @egnﬁ@yﬁlg’qg& -3-carboxylic
angthtgﬁnHut?ﬁﬂﬁhfﬂynghé Ipamidemendf claims 1 to 13,
7p§ycé(zg|o3}glr§_-(§tc rr‘poun S h VI %rggggfgﬁg %gﬂgyrgmdme- -cﬁ‘gbxylic
aZ1d( (4L Rlyekone I!l"éduhe }-éﬂiylﬁﬁlfithbﬂmeﬁnbt}lﬂ\bhelﬁl ]-amide.
(4- nDrphollnyIsu onyl)phenyl] ; pyrazol o

7- (Glpf'l’ﬁ%“ i dl.ﬂ&gf %{:rx[?lrgg ?iﬂa;nccordance with claim 3 wherein R’ is 4-

rhOYpRBRM1iaAM RS X Rﬁﬂs)aﬁli%rh)tbhs ddinphanylbim 3. and pyrazol o

Eéll 5- ?] pyri hm di ne- 3- car boxam de, 7-(difluoronethyl)-5-
”E oXyp

[ 3- (4. ‘?‘-ﬁ'ﬂ) %flﬁ?%tgﬁ)}'nj ﬁ‘f?8ﬁ‘§ﬂnf¢ wih clajm ltOtherem said

cbﬁﬁ}%hﬁ&”;se%teﬂffﬁm@ﬂid d@bup bowsidlingefse or condition in
whi'ch nd uR2 activation plays a role or is inplicated.

7-Trifluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3- carboxylic
acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;
7-Difluoromethyl-5-(4-trifluoromethyl-phenyl)-pyrazolo[1,5-a] pyrimidine-3-carboxylic
acid [3-(morpholine-4-sulfonyl)-phenyl]-amide;
5-(4-Chloro-phenyl)-7-difluoromethyl-pyrazolo[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—Diﬂuoromethy1-5-(3—methy1-4—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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19. The use according to any one of claim18 for the
treatnment or prevention of acute and/or chronic

woewrsakggscal di sorders conprising psychosis, PCT/EP2005/006302
schi zophrenia, A zheiner's disease, cognitive
di sorders, nenory deficits amghy glioma. ~ 25 20. The
use of the corrpound of fornmul'a | according to claim 18

ph%?l}rrle) :j;g‘le Qﬁx&y gf‘rg%lo l:ll éfmﬂgpﬁc A n IE t3|f %ﬁb&)ﬁﬁ&%{lg 23 IMERkpholine-
4§tﬂi’dm5®phmwl]emmdesplaysarole or is inplicated. 21. '

a
s B AEEBALR APkl R st

3d@'ns(mpﬁehlse écsnifomd) pberp&]yammk; s, schiz ophr eni a,

o .
VT R T T
[3d@sérphiokink-4-sulfonyl)- phenyl] amide;

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

carboxylic acid [3-(morpholine-4-sulfonyl)-phenyl]-amide; and
5-(3-Ethoxy-4-trifluoromethyl-phenyl)-7-trifluoromethyl-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 RY, R R R and p are as defined in claim 3.

13. The compound of formula 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-a]pyrimidine-3-
carboxylic acid [3-(pyrrolidine- 1-sulfonyl)-phenyl]-amide;
5-(4-Chloro-3-methyl-phenyl)-7-trifluoromethyl-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- 1-sulfonyl)-phenyl ] -amide; and
5-(4-Chloro-phenyl)—7-cyc10propy1—pyrazolo[1,5—a]pyrimidine-S-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

R
NS (VD)
—
i/kN/ R
HO \
O R

with a compound of formula VII
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wherein RL, RS R?, RY R’ 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. 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[1,5-a]pyrimidine-3-carboxamide, 7-(difluoromethyl)-N-[3-(4-
morphonlinylsulfonyl)phenyl]-5-phenyl]; and
pyrazolo[1,5-a]pyrimidine-3-carboxamide, 7- (difluoromethyl)-5-(4-methoxyphenyl)-N-
[3-(4-morpholinylsulphonyl)phenyl];
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 any one of claim 18 for the treatment or prevention of
acute and/or chronic neurological disorders comprising psychosis, schizophrenia,

Alzheimer’s disease, cognitive disorders, memory deficits and glioma.

20. The use of the compound of formula I according to claim 18 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.
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21. The use according to claim 20 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.

22. The invention as hereinbefore described.



