Substituted pyrazoline conpounds, their preparation
and use as nedi canents The present invention rel ates
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preparation, nmedi canments conprising these conpounds as
well as their use for the preparation of a nmedi canent
for the treatnment of humans and animals. Triglycerides
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Thus, it was an object of the present invention to provide novel compounds for use

as active substances in medicaments, which are suitable for the regulation especially
the reduction of triglyceride levels in the blood plasma.

Said object was achieved by providing the substituted pyrazoline compounds of
general formula | given below, their stereoisomers, corresponding salts and

corresponding solvates thereof.

It has been found that these compounds have a marked effect on the level of
triglycerides in the blood plasma.

Thus, in one of its aspects the present invention relates to substituted pyrazoline
compounds of general formula
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Thus, in one of its aspects the present invention
relates to substituted pyrazoline conpounds of genera
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branched Cl-4-al kyl group, R2, R3 and R4 independently
of each other represent hydrogen, a |linear or branched
Cl-6-al kyl group, a linear or branched Cl-6-al koxy
group, a hal ogen atom CH2F, CHF2, CF3, CN, OH, N2,
-(C=0O-R8, SH, SR8, SOR8, SO2R8, NH2, NHR8, NRSR9,
-(CGO-NH2, -(C=O-NHR8 or -(C=0 -NR8RO whereby R8 and
RO for each substituent independently represent |inear
or branched Cl-6 al kyl, R5 and R6 independently of
each other represent a |inear or branched Cl.6- alkyl
group, a linear 'or branched G .6-al koxy group, a
hal ogen atom CH F, CHF2, CF3, CN, OHIN®2, -(C=O -R10,
SH, SR10, SOR10, NH2, NHR10, NR10OR11l, -(C=0) - NH2,
-(C=O0 -NHR10 and -(C=0O-N 1, whereby R10
andoptionally R11 for each jubstituent independently
represent |inear or branched -6al kyl ; R7 represents
hydrogen, a linear or branched 8 -e-al kyl group, a
i near or branched Cl-6 oxy group, a hal ogen atom
CH2F, CHF2, , -(CO-R10, SH, SR10,
SOR10, NH2, Lr-(CO-NH2, -(C=0- NHR1O
and -(C:C»-E | 1OR1 mheﬁ%by R10 and optionally R11
for each sBbs i ndejpendent |y represent |inear or
branched Cl1-6 ; zoRal |y in formof one of the
st ereoi sonerspr2prefer ntioners or
di astereoners, a ra& in formof a mxture of
at | east two of the st ohgoners, preferably
enanti omers and/ or diaa!gféom%rs, In any m xing

|

wherein
R' represents hydrogen or a linear or branched C.4-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched C.¢-alkyl group, a linear or branched C4.s-alkoxy group, a halogen
atom, CH,F, CHF2, CF3, CN, OH, NO2, -(C=0)-R®, SH, SR®, SOR?, SO:R’,
NH,, NHR8, NR®R?, -(C=0)-NH, -(C=0)-NHR® or -(C=0)-NR®R® whereby R®
and R® for each substituent independently represent linear or branched C1.¢

alkyl,

R® and R® independently of each other represent a linear or branched C1.¢-
alky! group, a linear or branched C1.¢-alkoxy group, a halogen atom, CHzF,
CHF,, CF3, CN, OH, NO2, -(C=0)-R™, SH, SR, SOR'’, NHz, NHR',
NR'™R", -(C=0)-NH,, -(C=0)-NHR'® and -(C=0)-NR"R"!, whereby R’ and



ratio, or a correspondi ng N-oxide thereof, or a
correspondi ng salt thereof, or a correspondi ng sol vate
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according to fornmula I the follow ng provisio applies:
with the proviso that if RL and R7 are H and R5 and R6

both represent C in the 3- and 4-position of the
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applies: C5-, C6- or Cr-al kyl, Ci-8-alkyl represents Cl1-, CZ-,
C3-, C4-, -, Co-, C7- or Cd- al kyl , Cl-iOaIkyI

with figRcadsptBalcr . - c3-,
if R and R’ are H and R® and R® both represent C! in the 3- and 4-position of
the phenyl ring neither of R?, R® and R* may represent F in the 4-position of

the phenyl ring if the other two of R?, R® and R* both represent H.

These compounds had a surprising effect on the blood levels of diet relevant
substances, e.g. Triglycerides.

Preferred linear or branched, saturated or unsaturated aliphatic groups, which may
be substituted by one or more substituents, may preferably be selected from the
group consisting of methyl, ethyl, n-propyl, isopropyl, n-butyl, iso-butyl, sec-butyl, tert-
butyl, n-pentyl, n-hexyl, n-heptyl, n-octyl, n-nonyl, n-decyl, vinyl, ethinyl, propenyl,
propinyl, butenyl and butinyl.

In the context of this invention, alkyl and cycloalkyl radicals are understood as
meaning saturated and unsaturated (but not aromatic), branched, unbranched and
cyclic hydrocarbons, which cgn be unsubstituted or mono- or polysubstituted. In
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C17- or Cl18-al kyl. Furthernore, C3-4-cycloal kyl

represents C3- or C4-cycloal kyl, C3-5- cycl oal kyl

represents C3-, C4- or C5-cycloal kyl, C3-6-cycl oal kyl
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dimethylptBSlR" SboQfin&RyIBBAN NBexyl, 1-methylpentyl, cyclopropyl, 2-
methylcyclopropyl, cyclopropylmethyl, cyclobutyl, cyclopentyl, cyclopentylmethyl,
cyclohexyl, cycloheptyl, cyclooctyl, and also adamantyl, (if substituted also CHF,
CFs or CH2OH) as well as pyrazolinone, oxopyrazolinone, [1,4]-dioxane or dioxolane.

Here, in connection with alkyl and cycloalkyl - unless expressly defined otherwise -
the term substituted in the context of this invention is understood as meaning
replacement of at least one hydrogen radical by F, Cl, Br, |, NHz, SH or OH,
"polysubstituted“ radicals being understood as meaning that the replacement takes
effect both on different and on the same atoms several times with the same or
different substituents, for example three times on the same C atom, as in the case of
CF3, or at different places, as in the case of -CH(OH)-CH=CH-CHCl,. Particularly
preferred substituents here arg F, Cl and OH. In respect of cycloalkyl, the hydrogen



repl acenent of at |east one hydrogen radical by F, O,
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poI ysubstituted or unsubstituted), in particular
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but wnthomabermeemnly oneqsilthe rings. Bxmiples are ptgayl, Exanpl es
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anthracenyhtatlicale evhj¢h qaa@ews@stltmd@h meapsubstityind lest | t ut ed or
polysubsth@SUbSt ituted or polysubstituted. A heteroaryl
adical is understood as neani ng heterocyclic ring
syst enms which have at |east one unsaturated ring and
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polysubstituted. Examples which may be mentioned from the group of heteroaryls

are furan, benzofuran, thiophene, benzothiophene, pyrrole, pyridine, pyrimidine,

pyrazine, quinoline, isoquinoline, phthalazine, benzo-1,2,5-thiadiazole,

benzothiazole, indole, benzotriazole, benzodioxolane, benzodioxane, carbazole and
quinazoline.

Here, in connection with aryl and heteroaryl, substituted is understood as meaning
substitution of the aryl or heteroaryl by R, OR, a halogen, preferably F and/or Cl, a
CF3, a CN, an NO,, an NRR, a Cy.¢-alkyl (saturated), a Cy.¢.alkoxy, a Czg-
cycloalkoxy, a Cs.g-cycloalkyl or a Ca.¢-alkylene.

The term “salt” is to be understood as meaning any form of the active compound
used according to the invention in which it assumes an ionic form or is charged and
is coupled with a counter-ion (a cation or anion) or is in solution. By this are also to
be understood complexes of the active compound with other molecules and ions, in



are furan, benzofuran, thiophene, benzothi ophene,
pyrrole, pyridine, pyrimdine, pyrazine, quinoline,
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benzot hi azol e, indole, benzotriazole, benzodi oxol ane,
benzodi oxane, carbazol e and qui nazoline. Here, in
connection W th aryI and heteroaryl, substituted is
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salts,. this invention is understood as nmeaning salts of at
| east one of the conpounds used according to the
invention - usually a (deprotonated) acid - as an
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especially if used on humans and/or mammals. By this is understood in particular, in
the context of this invention, the salt formed with a physiologically tolerated acid, that
is to say salts of the particular active compound with inorganic or organic acids which
are physiologically tolerated - especially if used on humans and/or mammals.
Examples of physiologically tolerated salts of particular acids are salts of:

hydrochloric acid, hydrobromic acid, sulfuric acid, methanesulfonic acid, formic acid,
acetic acid, oxalic acid, succinic acid, malic acid, tartaric acid, mandelic acid, fumaric
acid, lactic acid or citric acid.

"The term “solvate” according to this invention is to be understood as meaning any
form of the active compound according to the invention in which this compound has
attached to it via non-covalent binding another molecule (most likely a polar solvent)
especially including hydrates and alcoholates, e.g. methanolate.

’
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with anions or acids in the context of this invention
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different froR] c}@r@ﬁhd tartaric acid, mandelic acid, fumaric
aci l"actic acid or citri c acid. The term "sol vate"
according to this invention is to be understood as
In a prefefred@inberiraent of tbiemmtmffer aaipoand astpalinydto fmmatadiflg t o
invention in ich this conpound has attached to
representfqu;?%ennon coval ent bi ndi ng anth)her nol ecul e (nost
i kely a polar solvent) especially including hydrates
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e conmpounds of the invention are al so meant
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invention.

rogen
and R® mdependently of each other represent a linear or branched C,.s-alkyl group, a

halogen atom, or CF3, preferably R® and R® independently of each other represent
methyl, ethyl, F, Cl, Br and CFs.

In a preferred embodiment of the invention for a compound according to formula | R?
represents a chiorine atom in the 4-position of the phenyl ring, while R®and R*
represent hydrogen.

In a preferred embodiment of the invention for a compound according to formula | R®
and R® each represent a chlorine atoms in the 2- and 4-position of the phenyl ring,
while R” represents hydrogen.

In a preferred embodiment of the invention for a compound according to formula | R!
represents hydrogen, methyl op ethyl, preferably hydrogen.



invention. In a preferred enbodi nent of the invention
for a conpound according to fornmula | at | east one of
WOR2005R37909 R4 represents hydrogen, while at | eBSI/EP085/001465
of R2, R3 or R4 is different fromhydrogen. In a
preferred enbodi nent of the invention for a conpound
according to fornmula I R7 represents hydrogen. In a
preferred enbodi nent of the invention for a conpound
according to fornmula | R2, R3 and R4 independently of
each other represent hydrogen, a linear or branched
Cl-6- al kyl group, a halogen atggm or CF3, preferably
R2, R3 and R4 independently of/each other represent
hydrogen, nethyl, ethyl, F, &, Br and CF3. In a
preferred enbodi nent of the inyvention for a conpound
according to fornuh | R5 and/R6-Pndependent|y of each
ot her represent a iranched Cl- -al kyl group
ay ably R5 and R6
i ndependent |y of Wpresent nethyl, ethyl,
F, d, Br and GF3. erred enbodi nent of the
i nvention for compound adcording to fornmula | R2
represents a | D i fR'3- position of the
phenyl ringr™whi & ‘ gpresent hydrogen. In a
preferred enbodi nent of |the inpvention for a conpound
according to fornula | R R6 each represent a
chlorine atonms in the 2- and 4-position of the phenyl
ring, while R7 represents h
enbodi nent of the inventiomgi#or a conpound according
to formula | Rl represents hydrogen, nethyl o ethyl,
preferably hydrogen. Il

In a highly preferred further aspect of the invention the compound of general formula
I is represented by a compound of general formula II

wherein
R' represents hydrogen or a linear or branched Cj.s-alkyl group,

R'? or R' independently of each other represent a linear or branched Cy.6-
alkyl group, a linear or branched C;.¢-alkoxy group, a halogen atom, CHzF,
CHF,, CF3, CN, OH, NOy, SH, NH,, hydrogen, methyl, ethyl, F, Cl, Br and CF3,

R™ or R'® independently of each other represent a linear or branched C1.¢-
alky! group, a linear or branched Cy.s-alkoxy group, a halogen atom, CHaF,
CHF,, CFs, CN, OH, NOg, SH, NH,, methyl, ethyl, F, CI, Br and CF3,

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the



In a highly preferred further aspect of the invention

t he conpound of general fornmula | is represented by a
wa@orosourde of general fornmula Il wherein RL repPEBEPL085/001465

hydrogen or a |inear or branched d -4-al kyl group, Rl12

or R13 independently of each other represent a |linear

or branched Cl- - alkyl group, a linear or branched

stegm&n@ré‘ nger% Sﬂs‘rﬁhn’ué‘m@r@|aﬁ@%F‘d|§§t«§\’€bm§|§|2iﬁ anfiang CF3,

th
rater Qe coawapqaﬂeg de%fhem% of %&%ﬁéﬂ%@ﬁ%r%‘f e %&aﬁ 3ot her
cofrédpordirdéolvatd theaf. or branched Cl-6- al kyl group, a
I i near or branched G . 6-al koxy group, a hal ogen atom

CH2F, CHF2, CF3, CN, OH, N2, SH, NH2, nethyl, ethyl,
In a prefefred @nbodﬁmeatnxﬂ thefm3yentigat foom edrhpound a¢aordingdd farmeladf t he

12 gng B8 ﬁﬁ?&l eaoﬂ et s%n R)hb '?ﬁfn@arqr branchr%d Ch.

di as race 13or mof a m X
e-alkyl greup, & édgwertar@marr Qﬁaegefereéwu%omlﬁ lqslﬁeerrepaﬂar of cach

other repRB&a Y @rﬁﬁ’énsrrféﬂ'g{ efhydFaclt B §RMEH,S, in any mXxing ratio,
or a correspondi ng N-oxi de t hereof, or a correspondi ng

salt thereof, or a correspondi ng solvate thereof. In a
Ina prefm&b&rbbdidleﬂﬂﬁﬁ o@iimentiorofor 4 bempowvie aédommg‘torformumnpou nd

a, and AR iilfeRBpty’o sROTUE rorartse e T vmbdPELEoE R e

group, a IGlegeh-adnk i CHs, praierably Rl angdtl® intiepandently OFéachmtherer abl y
represenﬁﬁ%h)ﬁrgrpﬁgdl @QER& gently of each other represent

et thyl, F, O, Br and CF3. In a
preferred enbodlnent of the invention for a conpound

ln a prefea@e amdbm&eﬁrbf frféﬁﬁ%'nﬁod for Lddmpoand atbriingeeaangant I y of
[,o [ €Prese | i near or branched G . 6-al kyl

fepfeg%%ﬁl "g afe8 ﬁ"tﬁfqu?g%'r CF3, preferably Rl14 and R15

i ndependently of each other represent nethyl, ethyl,
Ina prefe'?red gmbogrrneﬁtrl)(fI th%E§Vention for a compound according to formula II
R' and R'® each represent Cl.

in a preferred embodiment of the invention for a compound according to formula Il R
represents hydrogen, methyl or ethyl, preferably hydrogen.

In another preferred embodiment the compound according to formula | or Il is
selected from the group consisting of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,

optionally in the form of a corresponding N-oxide, a corresponding salt or a
corresponding solvate.

Another preferred embodiment of the invention covers also any prodrug of the
compounds of the invention de;cribed above as well as any medicament comprising



In a preferred enbodi nent of the invention for a

conpound according to fornula Il R13 represents C and
wRidsnEpPresent s hydrogen. In a preferred enbodP@ERP200$/001465

the invention for a conpound according to fornmula I

R14 and R15 each represent C. In a preferred

enbodi nent of the invention for a conpound accordi ng

this and én?/ u%Q 'EHEE% J dd%]d E&%Hﬁgﬂmﬁas@‘éjéﬁwﬁbrs @EW'es ef ethyl,
u

anot her preferred enbodi ment
well knowrrmetb@ciﬁmm eieg 8 PeAdrig of 8 SfveP ﬁﬁtm cpmgpund arg kv ect ed

to those %Hlﬁgﬁﬁthgaﬁhﬁél@arﬂ%%u@é 9n Rfogsgaard- Larrs]en etla)l 'Zfexébogkh ;
-(4- oro or opheny i hydro
of Drugdesjf wf@%vef@h@é{h%ﬁﬂ%@ (éerqafiggr)pti onally in the form
of a correspondi ng N-oxide, a corresponding salt or a
corre n ment of
Another ?SHSC" oﬁ &%nr?\)eﬁﬁo cg \a}\égﬁmgm?ﬁ%ﬂ%'f Q&ﬁp&lhgg &Hp@?m? %@g%rrpo unds
one subsbfutetdiwraznhrerwmnumie@@emej@ldorabllw'e as vveII as any
medi canment conpri singthis and any use thereof;
especially including their esters and ethers. Exanples
of well known methods of prodgging a prodrug of a
given acting conpound are kngWn to those skilled in
the art and can be found e. i n Krogsgaard-Larsen et
al ., Textbook of Drugdesign gnd Di scovery, Taylor &
Francis (April 2002). Anoth aspect of the invention
is a conbination of co ds conprising at |east one
substituted pygazoline jfconppund of general fornula I
wherein Rl re t drp@ien or a linear or branched
Ci . 4- al kyI g 0

R2

wherein
R' represents hydrogen or a linear or branched C1.4-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched Cy.g-alkyl group, a linear or branched Cy.¢-alkoxy group, a halogen
atom, CHaF, CHF2, CF3, CN, OH, NO,, -(C=0)-R?, SH, SR?, SOR®, SO.R?,
NH,, NHR?, NR®R?®, -(C=0)-NH,, -(C=0)-NHR® or -(C=0)-NR®R® whereby R®
and R?® for each substituent independently represent linear or branched Cy.¢
alkyl,

R®, R® and R’ independently of each other represent hydrogen, a linear or
branched C1.¢-alkyl groub, a linear or branched C1.¢-alkoxy group, a halogen

10



branched Cl-6-al kyl group, a linear or branched

Cwal koxy group, a halogen atom CH2F, CHF2, CF3, CN,
WOR)0SBICRYP9 - (C=0) - R8, SH, SR8, SOR8, SO2R8, NH2PCTMERBN5/001465

NR8R9, -(C=0)-NH2, -(C=0O-NHR8 or -(C=0) -NRBR9 whereby

R8 and R9 for each substituent independently represent

i near or branched Cl-6 al kyl, R5, R6 and R7

atérﬂ‘@ﬁ’z?néﬁﬁ{)ldFa,QfN wm%t Jz@Iomprﬂ G0, lsmh*@m a

N N "t~ LornR A e ey s
R'CERd offidhalf!! f¥Bach-substenRhdepehtibntipRiPesenOMEar orNH2,

NH -(CO -NH2, -(C=0O-NHR10 and
bra'lc%‘%f’ ?\%@Rll whereby R10 and optionally R11 for

each substituent independently represent |inear or
oplﬂii gDﬁQmP&r dhedt h¥! ter&ﬁo g}eYeré Ldnibérsope of the
ol soners, prefera nt |o rs or
d'@*%@@f%@@ﬁ@“ata of laé@meﬁfé naﬂfturerpf AYpagt Y0 ef the xt ure of

stétboisRes, preradily ehﬁ‘rﬂloﬁk%ra@l@lo? Qlﬁ'&él%omléfsefnebfn? Pliding _
enantl orrers and/ o di ast reoners, I’%tm Xlg‘% rati o,

rafigh 052 eyFasRIHIAN ﬁidehGW 8r?ﬁ%’fe‘é8?“ hesed e Fondi ng

cofra$pontiihg s6ledte trefeck corr espondi ng sol vate t hereof; and
at | east one substituted pyrazoline conpound of
general fornmula X X wherein R16 represents an

andpat leastaink pukstitutesyrazotinecospbund of geretaldorend X gr oup, R17
represents an optionally at |east nono-substituted
phenyl group, R18 gRepresents a saturated or
unsaturated, optionally at |east nonosubstituted,
optionally at | east oheteroatom as ring nenber
cont ai ni ng

R16

wherein
R' represents an optionally at least mono-substituted phenyl group,
R' represents an optionally at least mono-substituted phenyl group,

R'® represents a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic group, which may be condensed with an optionally at least
mono-substituted mono- or polycyclic ring systém, or an optionally at least
mono-substituted aryl or heteroaryl group, which may be condensed with an

4

11



cycl oal i phatic group, which may be condensed with an
optionally at |east nono-substituted nono- or
w@odopoymebe c ri ng system or an optionally at |PEEEP2005/001465
nono- substituted aryl or heteroaryl group, which may.
be condensed with an roptionally at |east
nmono- substi tuted nmono- or polycyclic ring system or
optihally AR08 Rinklivited aho28tPbolféiic Hitlpssterflor Q5 -
| 2Eer_ent, represent a hydrogén atom "an unbranched or
N ERied, saturated or unsaturated, optionally at
| east nono-substituted aliphatic radical, a saturated
or aturated, optionall t |east nonosubstityted,
e o asanyeale iR, GieshtedvoBaR ol AR Rbraesred
or bn@ndstmidréaﬂga@ey ot maéahmdﬂ_ed,iopticgiatlwept,leammom-mtiiuted _

RS RARE ) Wt @l URb AR, dpriBhail GFRhst HRRG: SUDST I tut ed
nmono-""or 'porycyclic ring system “or an optionally at
substitutad, apiivnaliy Ab daaist c_meé@temayq:m é# ripgememberragntagiingup, whi ch

cydiBiphftic GRIBENREH M b8 coteRstd vl opticHally 8A84st
mono- subst i t ut ed nmono- or pol%&{cl ICc.ring system
moRQHbTityiRehAeRP- e BOYCYPiG g SY-pmMiRr A ORERNaLY RYBaste gr oup,
moﬁa-sups‘ﬁmeofaﬂcrdg&é@maryl gfzogﬁ,gmhichm&n_ ; aaisﬁ;mith\aht h the
royi so that n o not j.dentic epresent
onfiiali derst Ron pabsPleal o R bu 570 pisthnt oS
bosdetduieed Erebanor hrarchbd Réylenk growd, R0 REDL-A*amoikyastan ~
HR0: 1b D {
N unsapﬁsirég’t? gﬁéﬂu% t?\gérégﬁ%};ﬁ a%nﬁag?n%ﬁ%%ﬁéﬂkg{aﬁ?%%d’
hydpgéronal |y at | east one heteroatom as ring menber
cont ai ni ng cycl oal i phatic group, which may be
condensed with a nono- or | ycyclic ring-system or
RELSoPEsSETtS A NGy Ok branehed saftsaled of wrsaiuraied aPTanAly 8
led3BinBi@subglitud @lihativgioap, ansayurited oourdeaiugel, oplidhally Nono-
at %gstwgr%ps\ﬂgétfttﬁeé, IoBf‘%’onally at least one heteroatom as ring member

containing cycloaliphatic group, which may be condensed with a mono- or
polycyclic ring-system, or an optionally at least mono-substituted aryl or
heteroaryl group, which may be condensed with a mono- or polycyclic ring
system and/or bonded via a linear or branched alkylene group,

R? and R%, identical or different, represent a hydrogen atom, an unbranched
or branched, saturated or unsaturated, optionally at least mono-substituted
aliphatic radical, a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic group, which may be condensed with an optionally at least
mono-substituted mono- or polycyclic ring system, or an optionally at least
mono-substituted aryl or heteroaryl group, which may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring system and/or
bonded via a linear or branched alkylene group,

12



system and/ or bonded via a |inear or branched al kyl ene

group, R22 and R23, identical or different, represent
wW@200parm™gen at om an unbranched or branched, sSBCT/ER10§001465

or unsaturated, optionally at |east nono-substituted

aliphatic radical, a saturated or unsaturated,

opti onal | y at | east nonosubstituted, optionally at

op{.@réfv m%]‘ %h@&ﬂﬁé am&%ohbﬁgp@merﬁﬁfmra bhg

oal I p at| o rouP condensed with an
diagerqaniess: |aya%amat%@r§ﬂ %‘Br?éaﬁl}ﬁ'é’f’l"f %Ft'%?ﬁ‘t iorRh theg

steP&Uisomers, prefdrailgesattibrasis aﬂa/oadlas!@{eoméraj ih )ﬁny’tlfnl)dlrfgaSt

subst | et er oar may
R e T R farpsenag el ierodt o 3
conmespondindsdivate theofrono- or pol ycyclic ring system
and/ or bonded via a linear or branched al kyl ene
group,optionally in form of one of the stereoi soners,
Ina prefeﬁeéﬁ@ba@mynt@ﬁmtqomb@a@ormf campeingds aengding todhe acemat e or

invention ¥dt of @Mpb@d eﬂ:c&?d?ﬁb% Rrlila @‘Et Iée%@&ﬁe &2, I‘?‘fortFPe
stereoi somers, preferafly. enanti omers and/ o

representginydipgsne Wi &t legshongRf R K] @ ieiffesent Pmd‘VQES’B?’éS pondi ng

N- oxi de thereof, or a correspondl ng salt thereof, or a
corre ndi.ng,.sol vat e.t her eof a eferred

In a prefefred § ﬁﬁ@ﬁn{ent&? theiem, g@ﬁ%qqqojlcprgﬂo%psg '9dheccor di ng
invention fay atdompbundsattording toformuls batjeashon afdPpRYUYon Ry reprebantsiul a |

hydrogen®vhileG flastUte il RESR7R3qiflbre rolhwefW gRt s hydrogen,
et st L) p

e at oné of I's different from
hydrogen. In a preferred errbodl ment of the conbination

In a prefeftbd emw&maﬂ%f ﬁ.@f‘c@ﬁﬂina@oﬁ@ csrhsounay s&&m&ﬁ)%e ac orfpou nd
accor f or mul or

0
invention for &@%ﬂ%’? merﬂwgéworww @L & aﬂ%ﬁs'(‘d%n?@d%'y OhBaQS'r R7
other repieserflinfdregent lifiga Bt braadhed @3.c-alkil gloup! & halbgertatempardi ment

o, prerf gL AF B AR B ARSI R oDl PR | e

methyl, ethpld F R, Brashditfadent | y of each

In a preferred embodiment of the combination of compounds according to the
invention for a compound according to formula | R, R® and R’ independently of each
other represent hydrogen, a linear or branched Cy.¢-alkyl group, a halogen atom, or
CF3, preferably R°, R® and R’ independently of each other represent hydrogen,
methyl, ethyl, F, Cl, Br and CFs.

In a preferred embodiment of the combination of compounds according to the
invention for a compound according to formula | R? represents a chlorine atom in the
4-position of the phenyl ring, while R® and R* represent hydrogen.

In a preferred embodiment of the combination of compounds according to the
invention for a compound according to formula | R® and R® each represent a chlorine
atom in the 2- and 4-position of the phenyl ring, while R’ represents hydrogen.

4
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ot her represent hydrogen, a linear or branched

Cl- b-al kyl group, a hal ogen atom or CF3, preferably
wR2005R379%and R4 i ndependently of each ot her repPE€FEP1005/001465

hydrogen, nethyl, ethyl, F, d, Br and CF3. In a

preferred enbodi nent of the conbination of conpounds

according to the invention for a conpound according to

Ina prefefré’cf éﬂ‘lb&jﬁerﬁgf thE@oRbiHatidA of Bstaenaeaichidingfto @rch ot her

resent ranched C al kyl
mventlon@raaampwrﬁacw@ﬁg gqfeml"%{ﬁ%ﬁ%'esilﬁ hyeragsnym é&q% and
ethyl, prefe@biygargasent | y of each other represent hydrogen
nmethyl, ethyl, F, d, Br and CF3. In a preferred
enbodi ment of the conbination of conpounds accor di ng
In a prefetred émbodimere of ihenombinatmnmnwmﬂmd&mrdﬂTMQ theo formul a |
. . iof 1 on of the
nvertion 6 cREPORES bendalidniy (e cBIGaNLELl dEatb PRl on. *ln &
general fogmelpdlr r ed enbodi nment of t he comnbi nation of conpounds
according to the invention for a conmpound according to
formula | R5 and R6 each represgnt a chlorine atomin
the 2- and 4-position of the pphenyl ring, while R7
represents hydrogen.In a pref@grred enbodi nent of the
conbi nati on of conpounds acconding to the invention

fornmul a |
fornmula 11
| i near or

I

wherein
R' represents hydrogen or a linear or branched C.4-alkyl group,

R'2, R*®, R or R" independently of each other represent a linear or branched
Ci.s-alkyl group, a linear or branched Cy.g-alkoxy group, a halogen atom,
CHaF, CHF5, CF3, CN, OH, NO2, SH, NH>, hydrogen, methyl, ethyl, F, Cl, Br
and CFsj,

optionally in form of one of the sterecisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing

14



R12, R13, R14 or R15 independently of each other
represent a |linear or branched Cl-6-al kyl group, a
wo evsar79e¢ branched d - -al koxy group, a hal ogeCI/BPI90%/001465
CH2F, CHF2, CF3, CN, OH, NO2, SH, NH2, hydrogen,
methyl, ethyl, F, O, Br and CF3, optionally in form
of one of the stereoisoners, preferably enantioners or

ratft, 864 %r%éﬁ@fdihg NrOXiGERBROE 0P corfespOidngafalt thafeofidiae Of
e stereoi sonmers, preferably

°°Eﬁ%ﬂ?f‘$59r§?'g§%ﬂ'ﬁfe8p di astereoners, in any nixingratio,

or a correspondi ng N oxi de thereof or a correspondi ng

na prefe%hgenlfbt;&@%ﬂ{% tt%rco%b?‘@fu?rﬁ?!%8ﬁligblﬂﬁls%9&0\‘@”1&0 he" ﬁgf In a

erre nat ounds
mventlonai@@cmmmgnd accpfsingto{asmula drR'f and B @M%@Wdﬂm‘@ecfuu ng to

other repf&éﬁﬂHy@roPén '311%9&'?)@' bﬁﬁ&édr(q %%R?Ftﬁ@ﬁd ¥% h@fog@ﬁ%m‘)&h er

| i near, or branche - 6- al kyl
CF+,propyapiy ' 1chA T (GPErEEN of OTSHS" ofTeseB BGrQgoRImeYa R12
ethyl, F, ChBearrcent | y of each other represent hydrogen,
methyl, ethyl, F, d, Br and CF3. In a preferred
enbodi ment of the conbi nati on of conmpounds accordi ng
In a prefenedtehbodimestdfitencambinatiorcafitpmpouhda acarrdingity the f or nul a

mventlonlfer ﬁoﬁn&oﬁﬁ@a& r ggo?r% ek 3688 R ﬁ&% E&{h‘ﬂg of &Rhesent

ranche roup, a
other reprﬁéer@igwﬁrog%mlmear ocp@nchindderadwl qrotnm hﬁwgermtsm or

CFs, prefbﬂ&gﬁ@ﬂmﬁ}hd@ er@@ﬁtﬁr cﬁ%ﬁ@f otﬁéﬂi’ gﬁé@ﬂ hM&Heﬁ%&hyl

b%ﬂ t hyl, , Br and In a preferred
ethyl, F, Q'nﬁ d&Fe 8f t he corrbl nati on of conmpounds accordi ng
to the invention for a corrpound according to fornul a

esen rogen. In a
ina prefess BppBBAT T S oicdPeb s BT BYRG o ounas
inventiondercosadipognd accotaing to formula Il R'3 represents Cland R
represents hydrogen.

In a preferred embodiment of the combination of compounds according to the
invention for a compound according to formula Il R™ and R'® each represent Cl.

In a preferred embodiment of the combination of compounds according to the
invention for a compound according to formula Il R represents hydrogen, methyl or
ethyl, preferably hydrogen.

In a preferred embodiment of the combination of compounds according to the
invention the compound according to formula | or Il is selected from the group
consisting of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1 H-pyrazol-3-carboxylic
acid,

15



i nvention for a conpound according to fornmula Il R14
and R15 each represent . In a preferred enbodi nent

w@toosiegroeonbi nati on of conpounds accordi ng t o PEFEP2005/001465

i nvention for a conpound according to formula Il Rl
represents hydrogen, nethyl or ethyl, preferably
hydrogen. In a preferred enbodi nent of the conbination

opﬁénag,pgp%mﬁoﬁ&mre%mmbm b, bRABIHoRIG bék grarpound

acc to fornula I I's selected fromthe
COE!](?S@QBG"@QJ‘FF%\(%Ql ng
5- (4-chl or o- phenyl) 1- (2, 4-di chl or ophenyl) - 4, 5-di hydro

i prefeget gbodiheaial i g kg o 2ombe b PESRnlote salt or &
invention ¢arrarceapoue e[vgommig\t@foanula X Ri® repedsents @phenyd getiupent  of
which is ?pngna(ﬁ? g@dsﬂ@éd‘ﬂ; o?xg of AR %ﬂggﬁu g\’ﬂééﬁeﬂ&frﬁly sélP&eg( R16

nmpound accor
from the gropp eangisting of apihearylr b@nghmsi C1mlkymrplsp aineaal |y

branched%!.tgsaw S tp, btha%%n Qforrm@:rl-ﬁF %Iiﬂ%t c#au @Nt @HI Reg, nendent ly
cted fromth [ 1 near

(C=O)R p§Te 0k SO Nifs PR TR, - o Ca iR

-(C=0)- Nﬁﬂﬁ Quitrdt) R abid RU For eécH‘@lb@lﬂ@éht aﬁepsendahﬂ@l?epr&m nne@FB

or branchﬁg"g %Km%eferab ycé%’gpwhts a(ﬁe_@y QHH&O?}J{%'S oe@dly NRl =

substitutastgronb yr RoressutistRlerftoselaxterifroputhe graup ennsisting epeeitigint | y

ethyl, F, é{l@'r ﬁ%edl-{égsrlg ?%fe@hlgkﬁﬁ%g%ggntg;mﬁ @L&%Lp, idfigr abl y

repr ronal l'y
mono- Sumﬂb@dwltﬂwl%w@m rihevpesitiaibst i t uent s sel ect ed from
the group consisting of nmethyl, ethyl, F, d, Br and

nore preferably RL6 represents a phen group,
'"apref%p@H‘bP@mﬁB‘rﬂith&ﬂ?ﬂW’laﬂ?'b?f PPr%S’S@H‘FQS‘NQ é‘i" omin the

invention4orz0dhripo @it adcBrdfhgltd ®inanla XOR '€ rdpestients it phehy | ighatip,
which is gp%grtl)ailllg %Eti)s?lnjteo yco%g%(r) H\r(])gessu gﬁuen‘#s mgependenI?Iy selected
from the group consisting of a linear or branched Cy.¢-alkyl group, a linear or
branched C1.s-alkoxy group, a halogen atom, CHzF, CHF3, CF3, CN, OH, NO,, -
(C=0)-R, SH, SR‘, SOR’, SOzR’, NHz, NHR', NR'R", -(C=0)-NH,, -(C=0)-NHR' and
-(C=0)-NR'R", whereby R' and optionally R* for each substituent independently
represent linear or branched Ci.¢ alkyl, preferably R represents a phenyl group,
which is optionally substituted by one or more substituents independently selected
from the group consisting of methyl, ethyl, F, Cl, Br and CF3, more preferably R"
represents a phenyl group, which is di-substituted with two chlorine atoms in its 2-

and 4-position.

In a preferred embodiment of the combination of compounds according to the
"invention for a compound according to formula X R'® represents a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one heteroatom
as ring member containing Cs.g cycloaliphatic group, which may be condensed with
an optionally at least mono-substituted mono- or polycyclic ring system, or an
optionally at least mono-substijuted, 5- or 6-membered aryl or heteroaryi group,
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i nvention for a conpound according to formula X R17

represents a phenyl group, which is optionally
wamsiood ed by one or nore substituents i ndeprOmEP100y001465

selected fromthe group consisting of a linear or

branched G .6-al kyl group, a linear or branched

Cl- 6-al koxy group, a halogen atom CH2F, CHF2, CF3,

which maﬁﬁe cStdend¥ePwith an(c%tlgaall\lﬁgt ledtmontsubstifdtdd méf Br . NH2,

NR1R" RIR'
polvcyolc g U Rer TS -V e ESREPBRA L,
optionallyi db bapiafichersubstitiited) roperally bienaranore hitrbgerratrad aSling al kyl ,

member BnfriltiyepyEtdehARARR A BB hrsBh it Lo <
optionallyi antéapternmrwraubytntmed emneobrfpoluwctlmmggayatam ooansiNR TRG- of
moiety, n{&eet SW¥fera ﬁf elgﬁé:senﬁga d)|yo llo"f’r{‘yg\%rgg% a, H&Q&mﬁ @g&ftﬂ @l y R17

presen t ut ed
plperazmvhgrwm mberew aach gk a%@feun&rnmt%e %bsta%d withese € on. In a

more C1. 24184 §lolSs] ofAAR MR ImdMdty.t he combi nation of conpounds
accordlng to the invention for a conmpound according to

formula X R18 represents a saturated or unsaturat ed,
In a prefeppt embadiingntaf theeambinaturoef sofnpéunts hembrdimpbitional | y at

t i t C3-S
rventon (3% n BRI SBBL Al K MO TAheRR0 LB O >
represeniggphyidoagah kiorma an Listrgtched obranddedi saturetdd Abynsatugated,

optionally>t lléégtyrﬁ%ﬁo sl.ﬁ)étﬁlgteé bg% Slgihaﬁlf radit I%’Eétﬁ’rgfébloy uﬁé%drﬁléét

er ed ary et eroaryl
Optlona"ygaft&ﬂ?ﬁt Woﬁvbﬁtﬁve%eopé‘éﬂ?ﬂléﬁ‘é%@ft ane hﬁt%rﬁatemsmw ly at

member J:dh@afﬁﬂlngmﬂpg-@ébﬁﬁpkfatﬂ u;srwm:h nfdly aéczifoumbd @ith bR Y
n referab
optionait e Teagiheresuiouited Fioperpr PRIt & dugtonaly

at least mono-Gulisstitusdd, 5-Udrécmeroipdred agl drhetensand grawp) which may be

oge
concens P SEIGIITR B ROJRIR G905 MRS, .,
system aoqdon tmnd¢d yia amethytese (@i osetbzienet (eRoClinraeupoan —

SO.-R?'- HQ:‘e é(r%kr)\' “NAZARY MR, smferé)él &k of tmw&?&esmmmmw €
R18 represents pyrroli ggoup, a

represeng aﬂypqoggmg,tpmgqngypg Qjperpne of these residues R19 and

represents a saturated or unsaturated, optionally at least mono-substituted, optionally
at least one heteroatom as ring member containing Cs.g-cycloaliphatic group, which
may be condensed with an optionally at least mono-substituted mono- or polycyclic
ring system, or an optionally at least mono-substituted, 5- or 6-membered aryl or
heteroaryl group, which may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring system, an —SO,-R*'-moiety, or an -NR?R?-
moiety, or R'® and R%, identical or different, each represent a Cy.s alkyl group, more
preferably one of these residues R'® and R% represents a hydrogen atom and the
other one of these residues R'® and R?° represents an optionally at least mono-
substituted pyrrolidinyl group, an optionally at least mono-substituted piperidiny!
group, an optionally at least mono-substituted piperazinyl group, an optionally at least
mono-substituted triazolyl group, an —SO,-R?!-moiety, or an -NR?R?-moiety, or R
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pi perazinyl group, whereby each of these groups may be
substituted with one or nore Cl-b-al kyl groups, or an

w0 20R0BRI9- noi ety. I n a preferred enbodi nent OPCT/BB2005/001465
conbi nati on of conpounds according to the invention
for a conpound according to formula X R19 and R20,
identical or different, represent a hydrogen aton1 an

and R%, |Hé\hké!rb? Bferent, réﬁi’cé’s@ﬁmﬂethﬁl@'éupabﬁdthﬂr roUps an hl-b

group, an Ry aRy| 6rodp. 35 PR BRI SeROUD P RVLE = G AR g s a“ °

| east mono-substituted, optionally at |east one

Ina prefe&%& gmgg%r%g?g%?t %bﬂg{gﬁe& cgrﬁﬁ&ﬁﬁg h%r%%g to the

condensed with
invention gy acqompom;i aopordtng It@hsnularé(rﬂf mprsents atha@armo hanched,

saturated®d? hH&Y&EﬂeG Jdtl&% o,? Xﬁ&féﬂnoﬂ!’a s%btlﬁﬁd G’&@Il#}ﬁéﬂébr&uﬁer oaryl

nmono- su mber ed

saturateddr yuiﬁturmﬂcqpﬂmuy etsle%sé ﬂ@e%e@ﬂwt%omne'b&qt ERAAN® at
heteroatorfaSingFéHbe? u&&émhyb@sicyavamhaaé gid0p Yehichl rhdy td Ng system

condense?i v%j/qg boq%ggwghcdwg-sy% M%ng?r@{lxlaﬁ%qs? X' ene

substituteRZ-ARBInemberdd/arylpor étercabli groap,evhidh mamdndems@bd es R19
i o b T L5, USRS el LERSh0 o0
ethylene 6EHerGHatareun; preferany Rmepresentsta Ceaaajkyl wn@,-asaays’aﬁedut ed,
optlonally%‘?ﬁéa@ﬂﬁ&ﬂd‘s@%ﬂtbt@é&‘cld&ﬂ&a‘ﬂ@5%9aﬁlﬂéﬂ dy bd MdHﬁ‘s@Ber

cont alnlng -8-cycloal i phatic group, which may be
with a moRgHeYPRYEYF 9\["@9153‘&??"?3;9{ # BReNYI groun. Whishds oRtisRRlYs ubst i t ut ed

substitutedWiB-one lor MBleYC)GlIkyFgrolipdg system or an optional Iy at
| east nono-substituted, 5- or 6-nenbered aryl or

het eroaryl group, which may be condensed with an
In a prefempt! embadiingntadf tHeecagbinatiorosf cbmpounds accondinmgpto tioe

28 23 [ an -
invention M@bhrﬁj édc{a‘.%.nalfﬂo&%a ?(rh @Cﬁ FigéTHft&(Qn o?fdbﬁereﬂ{
represenich fyideqgen @toms 40 Nnbremfeg @hbraacf@ﬂ @tlaaﬂeg for @ﬂS@tﬂbateq'mr e
optionallyPdt &a8f rﬁ&\d‘s&@lﬁut@& C‘; E‘&Iﬁﬁaﬁcﬂ"éﬁlgézl eésdﬂrate@'%g ufSatlrated,

represents a h en atom and
optionally at least mono-substit ted o tionally at least one heteroatom asring
member containing Cas.g cycloaliphatic group, which may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring system, or an optionally
at least mono-substituted, 5- or 6 membered aryl or heteroaryl group, which may be
condensed with an optionally at least mono-substituted mono- or polycyclic ring
system and/or bonded via a methylene (-CHz-) or ethylene (-CH2-CH,)-group,
preferably R?2 and R?, identical or different, represent a hydrogen atom or a Cy.¢

alkyl radical.
In a preferred embodiment of the combination of compounds according to the

invention the compound according to general formula X is represented by a structure
wherein
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ot her one of these residues R19 and R20 represents an

optionally at |east nonosubstituted pyrrolidinyl
w@e@ap779an optionally at | east nobno-substitut eBCT/EP2005/001465

pi peridinyl group, an optionally at |east

nono- substituted piperazinyl group, an optionally at

| east nono-substituted triazolyl group, an - Sq

i R20,
“Qrg@%%l ca Bé(nyl ﬁ’ﬁ% #ich isWeEndbBstile@ith a RhloFEPAOH,

erent, represent a methyl group, an
Pr@fﬁwaghléﬁ'ﬂﬁata'ﬂ"HJtEM’B?Fm’group, an isopropyl group, an
n- butyl group, a sec-butyl group or a tert.-butyl

roup. ef er e conhi nati on of
R eRisRenn rheBbit R 5 FREMFTR R P BemBound
praerauydhln@wetajorhmrirrmdaa)(d%bsm@pr esents a |linear or
branched, saturated or unsaturated, optionally at
| east nono-substituted Cl-6 ali phatl cC group, a
R'$represente d pyirolidinylarenna e eiperidinyd owHBl @ piperzing geoup, a
hofﬁgfiﬁbe?éﬁ?@t drbi, %%or?fﬁ&llhﬁ @%ugor%h NG pBRYyNET er oat om
as ring menber containing .8 cycloal i phatic group,
whi ch nay be condensed with a nono- or polycyclic
R'? ep@soits b BPtirogén A6m@pPh likgad bl brasdhell €as-alkyl group,
nmonosubstituted, 5- or 6-nenbered aryl or heteroaryl
group, which nay be condensed with a nono- or
R*Pebyesyts adinedrogbspstted lﬁ@ﬁtﬁtﬁkgroduoardfﬁ@zﬂzémlemeahy | ene

yt(roll raero@g %yh.ﬁ@%mfug}?{& e iy Y RBPa haﬁ&‘gga@?hw R21
grqqm a oesholinyhgroup gdtiazelyharoun tmerebmeg@ Qfjhe heserpeyelg i c

nnSé' IQIHP be ¥HshiltedRYthRPe SPMERN ﬁl@ﬁhcﬁl drldifrdiR TN 5-aflkyl
ycyclic ring-system or a phenyl group, ichis

gr%ﬁﬂﬁ’l%‘ﬁally substituted with one or nore Cl-6 al kyl
groups In a preferred enbodi nent of the conbination

) oun ccordi n to th i ny i on..for corrpound
R tentiRHn g Prary e A Sl S le i e g rfie
Cdiafkl/legreups, whigpmey beidestichlyat diffgeant,at om  an unbranched or
branched, saturated or unsaturated, optionally at
| east nono-substituted d - aliphatic radical, a
optienally Biferm ¢fione akthe gleroisametspprie Iy gnagtiomerg ot
didSRIAE S Bt rh kMR or iR Iﬂierifla'n{m{ur@tof higadst v & theet er oat om
steargmsomegs preferably enantiomers and/or diastereomers, in any mixing
ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a

corresponding solvate thereof.
In a preferred embodiment of the combination of compounds according to the
invention the combination of compounds comprises at least one compound according

to formula X selected from the group consisting of:

N-piperidinyl-5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-
pyrazol-3-carboxamide,
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menber contai ning C3-8 cycl oaliphatic group, which may
be condensed with an optionally at |east
WOrRwsAs19st i t ut ed nono- or pol ycyclic ring SysSPENEPZIN5/001465
an optionally at |east nono-substituted, 5- or 6
menbered aryl or heteroaryl group, which may be
condensed with an optionally at |east nono-substituted

5-(%?-9ﬁe®211Y(QM@iéfﬂbrﬁ-bﬁ@y?ylﬁ-@?y%ﬂ%a?ae@ed via a

nmet e - - r. ethyl ene (- - - gr oup,

cai?P’@f"é?ﬂﬁ'lﬁl '@qggﬁ%edg'wﬁ%{’dent ical or different,
represent a hydrogen atomor a Cl- alkyl radical. In a

s-@!&fuo%-pﬁ&yﬁgb@qi.am;ro.gﬂ?@Qﬁﬁg@ﬁv&mﬁi%z&g@orrpounds

accordf he I nvent ) conpound according to
cadperdie afid{(&methybpiperagnyapradidat ed by a structure
wher ei nR16 represents a phenyl ring, which is

nono-substituted with hal ogen ato referably a
-Gt DR Ardichiare Pheny B igio 1 pyiedipdsent & a
cafYoRyly kil dRghylamide;h i s di - substituted with two hal ogen

atons, preferably chlorine atons, inits 2- and

4-position, R18 represents a pyrrolidinyl group, a
[5-pi-Pledoiiogtihenyl)- tr2rgichlaropiheeylled, 5-iply drgr ibipyrazole-3-yi]- ,

: AN ' group, a norpholinyl group, or an -
PIF%&%B%E yﬁ@%@?b&wMQ represents a hydrogen atomor a

| i near or branched Cl- -al kyl group, R20 represents a
N-[Sgﬂ-@ﬁor&bhéi{yﬁﬂC(bﬁddi&lm@pr%h%ﬂ,s-@ﬂﬁ%dI-ﬂ;Byrazo_Ie-S- o

-SCP2- R21- np et\){(is’y a pr)’}{rrol i dinyl group, a piperidinyl
ca@pgﬂb{»-m&t@\pb@? [foRAMYS oup, a” hono- pi per azi nyl group,

a norpholinyl group, a triazolyl group, whereby each

f the heter lic r] e bst i.t ut with one
onfinalig ol A Gty i A2 BB RBhY RTord ouipe.
cogespomding salyateesent s a phenyl group, which is optionally

substituted with one or nore

In a preferred embodiment of the combination of compounds according to the
invention the combination of compounds comprises at least one compound according
to formula X selected from

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,

and

N-piperidinyl-5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-
pyrazol-3-carboxamide;

each optionally in the form of a corresponding N-oxide, a corresponding salt or
a corresponding solvate.
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Cl-6 al kyl groups, which nay be identical or

different, optionally in formof one of the
wGer@seoissoners, preferably enantiomers or PCT/EP2005/001465

di astereoners, a racemate or in formof a mxture of

at least two of the stereoisoners, preferably

enantioners and/or diastereoners, in any mxing rati o,

In anothegg?p%cltctﬁé F) ?rﬁr}ﬂ/bﬁl%nl\h r&ﬁdés'ﬁr@ébfss fd? Eheapréﬁrét%‘ﬁﬁﬁndl ng

_ f correspondin | vat e thereof. In a
substltuteﬁmaépkr@cpomﬂewswé genesal forAwiect Rl wa%fﬁwrﬁ d¢ dRgRunds
given abcve iR it Bideds ofiderizAM6tide @0mpdiLid @0 gdtiers for@alaali

corrpounds conprises at | east one conpound according to
formula X selected fromthe group consisting of:

N- pi peri di nyl - 5- (4-chl oro phenyl)-1-(2, 4-di chl oropheny
[)-4,5-di hydro- 1H
3- car boxam de, 5- (4-
- di chl or o- phenyl ) -4l

oro-phenyl)-l-(2,4

- di hydr o- 1H pyr azol e- 3-
carboxylic acid-[1 -triazol e-4-yl -am de,

5- (4- Chl or o- phenyl 4-di chl or o- phenyl) - 4, 5-di hydr
o- 1H pyrazol e-3- ¢ rboxyf+w3acid-(4-nethy|-piperazin-l
-yl ) -am de, A
5- (4- Chl or o- phenyl J4T1Rg 4- di chl or o- phenyl ) - 4, 5- di hydr
0- 1H pyrazol e-3- carboxylic acid diethylam de,

[ 5- (4- Chl or o- phenyl ) -1- (2, 4-di chl oro- phenyl ) -4, 5-di hyd
ro- 1H pyrazol e-3-yl ] - piperidine-1-yl-nethanone,

N-[ 5- (4- Chl or o- phenyl ) -1- (2, 4-di chl or ophenyl ) -4, 5- d|hy
dr o- 1H pyr azol e- 3-

car bonyl] - 4- nethylphen%| ul fonam de, optionally in the
formof a correspondi ng oxi de, a corresponding salt
or a correspondi ng sol vate.

wherein R?, R®and R* have the meaning mentioned above, is reacted with a
pyruvate compound of general formula (V)

CHg

(Iv),

wherein G represents an OR group with R being a branched or unbranched
C,.5 alkyl radical or G represents an O'K group with K being a cation,
preferably an anorganic kation, more preferably an alkali metal kation, most
preferably sodium, to yield a compound of general formula (V)
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In a preferred enbodi nent of the conbination of

conpounds according to the invention the conbination
w@Roosonpounds conpri ses at | east one conpound BCT/BPZ0OFIOP1465

to formula X selected from

5- (4-chl or o- phenyl)-1-(2, 4-di chl or ophenyl ) -4, 5-di hydro

- 1H pyrazol - 3-car boxylic acid, and

N- pi peri di nyl - 5- (4-chl or o- phenyl ) -1- (2, 4-di chl oropheny

I)-4,5-dihydro-alngzoI- é-carboxanide; each

optionally in the fo of correspondi ng N-oxide, a

correspondi ng salt or rrespondi ng solvate.In

anot her aspect the pyesent\_jnvention al so provides a

process for the p ar ati offfof substi tuted pyrazol i ne

conmpounds of genefral formula | or Il, wherein Rl is
hydr ogen, given apove, in that at |east one
benzal dehyde c od of general formula 111 (111)

wherein R2, R3I"and R# _have the nmeani ng nmentioned
above, is reacfed wilth 'a pyruvate conpound of genera

formula (IV) ;%”§v/ erein G represents an OR group
with R being g4%ran@ied or unbranched Cl-6 al kyl
radical or Grepresents an O K group with K being a
cation, preferably an anorganic kation, nore
preferably an al kali netal kation, nost preferably
sodium to yield a conpgaynd of general formula (V) (V)
which is optionally isolated and/ or optionally
purified, and which is reacted with an optionally
wisicHas bptiontigdsdidted smd/driupticralin puriibd gma aevhith i§ @atied aith VI )

an optionally substituted pheny! hydrazine of general formula (VI)

(V)
or a corresponding salt thereof, wherein R®, R® and R” have the meaning

mentioned above, under inert atmosphere, to yield a compound of general
formula (VII)
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(M) or a corresponding salt thereof, wherein R5, R6
and R7 have the neaning nentioned above, under inert

wa@rewsspier e, to yield a conpound of general f oPOIIER2005/001465
(M1)(Vi1) wherein R2, R3, R4, R5, R6 and R7 have the
meani ng as given above, which is optionally isolated
and/ or optionally purified, and optionally esterified
to an al kyl-ester if in the substituted pyrazoline
conmpound of general fornula gipoor Il according to the
invention RL is a |inear or br\anched Cl1-4-al kyl group.
entive process is also illustr 0 in schenme | given
bel ow. Scheme |: Thre reacti f the benzal dehyde
compound of geneﬁj\ | with a pyruvate
conmpound of gefpe LWis preferably carried
out in the preszége of [/ at | ®ast one base, nore

preferably in th ence ¢f an al kali netal
hydr oxi de such i de or potassium
hydroxi de or an al kal i _Jrgt t hoxi de such as sodi um
net hoxi-de, as descrlbéa r eanple, in Synthetic
comuni cations, 26(1 1), 3, (1996). The
respective descrlptlon |ashere5y i ncor porated by
reference and fornms part of the disclosure. Preferably
said reaction is carrlzﬂ out in a protic reaction
medi um such as a Cl-4 Q al cohol or m xtures of
t hese. Reaction tenperature as well as the duration of
> LeagthOops \V/ Preferred
i 67 6 e s L el nRahe ol B Bve, itfor s
optiesially isglajsdiand/oneptionally pudfiedi and aptionaliyrestsiified dbare
alkyPEE4rifGR el SUBStitIBY p))félzro}fnéc ImfREAATEN enbraPBRcy Bor

mnutes to several ‘hours
according to the invention R is a linear or branched Cy.4-alkyl group.

The inventive process is also illustrated in scheme | given below:
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Al so preferred the reaction of the benzal dehyde
conpound of general fornmula Il with a pyruvate
wa@oropourde of general formula IV is carried outPCTIER2005/001465
acid catal ysed conditions, nore preferably by
refluxing the m xture in dichloronethane in the
presence of copper(ll)trifluoronethanesul fonate as
Scheme fl€SCri bed, for exanple, in Synlett, (1), 147-149,
001. The respectivedescription is hereby incorporated
by, reference and forns part of the disclosure. The
ction of tE@ conqsund of general formula (V) with

an optiaonal ubst R@bﬂ{héﬁaﬁ) azi n ofH@ener al
era ( in a su\table

for
eaction nedlu as Cl-4-al cohols or ether Bch
at | east

ag| di oxane t et r afidr of ur ane o xt ure
f thede afore nmentioned co
S ereferably,

o)

R4 gsence aci d, whereby th [ or gani c
such as [aceti ¢ id and/ or inor '
hydrochlorlc ci'd. Furthernorethe reacts y al so
be carri Q in the presence of a baggelsu S
pi peri digfe,” prper azi ne, sodlun1hydrOX|de a Si um

hydr oxi de, SOdI um net hoxi de or sodi um et h Y
m xture of at |east two of these bases rrﬁy al s@
used. Reaction tenperature as well as the duratlon of
the reaction may vary over a broad range. Suitable
erature,
The rea&cﬁmiﬁ'iﬂg&%ép%@%ﬁ@fz%g@ ggﬂ%%eFaLfaﬁngQﬁmﬁﬁrP%gl e e
pyruvate cerapqung of aengral fﬁme‘JGﬂY isireferably cairigs ot may vary for

presencef a{TBAS oﬁé 948eS ﬁ%%r&bfefﬂbmiﬁ e p?é%eﬁ&V& halaKkBpurs. The

car box roug Q?f t he corég r]W gener for mul a
metal hyqroxiqg s {7‘3 BAiYR Y FQigR O RSPl Q’P"'P e Y by the
metal metHokide dut aswodiai raethoNidenbs dedceivad, fog expnapl imccordi ng to
Synthetic communications, 26(11), 2229-33, (1996). The respective description

50r a

is hereby incorporated by reference and forms part of the disclosure. Preferably
said reaction is carried out in a protic reaction medium such as a C1.4 alkyl
alcohol or mixtures of these.

Reaction temperature as well as the duration of the reaction may vary over a broad
range. Preferred reaction temperatures range from —10 °C to the boiling point of the
reaction medium. Suitable reaction times may vary for example from several minutes
to several hours.

Also preferred the reaction of the benzaldehyde compound of general formula
I with a pyruvate compound of general formula IV is carried out under acid
catalysed conditions, more preferably by refluxing the mixture in
dichloromethane in the presence of copper(ll)trifluoromethanesulfonate as
described, for example, in Synlett, (1), 147-149, 2001. The respective
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conventional nethods well known to those skilled in
the art. Preferably the conpounds of general fornula

w@ Yosp7mre transferred into an acid chlori de, BOT/AR20d5/001465
anhydri de, a m xed anhydride, a Cl-4 al kyl ester, an
activated ester such as pnitrophenylester. O her well
known nethods for the activation of acids include the

descrlptloﬁ% heratyl |ﬁ’Jbr;YUréth By PretbrcsGha Reny babixpeli | m de or
enzotri azol - Noxotri s( di nmet hyl am no) phosphoni um

d'SC'OS‘”GP’lexafI uor ophosphate (BOP)). If said activated conpound
of general formula (VII) is an acid chloride, it is

e react 3 P Bt Bp i BIF] b s DoprbiycOr " epponding
substitutedyphabmyyll hydndaiy d)fcwneMQnmlbq'(Vé)ds prefamably ¢andad ovyineyent i s
suitable réﬂé:gﬁ? Hﬁ&gmasﬁcl‘f fecs 4-é|&ﬁ1%[§ or éihag REEELEBRING oRN

onal e use Sui t abl e sol vents
tetrahydrcpfwen@G@nWtﬁsﬁa?le@?ﬁw%@fd'ﬁﬁsa@%%wz?ewedt ol uene or

compoun&é/ |A%Q)ref8@b GRtPrleB6tion Ytk %%ﬁh@ﬂ%uﬁh‘tﬁe p§sence
| or onmet hane, chl oro {Hm or .car, ﬁBé etrachl ori de,

ofan ac'det"’ﬁ%ﬁegy g @R mayheArgRNic ich ap acelif 3¢
morganlcfsettl'f ahydroshloriaasd. Furtbérmete theyeddtiommay Msaber es of two

e R RSP SRR AL
hydroxidePpetassiure Hydrexids;, sediur ereexide or %;Odﬂmmgfboxu_ﬂ&;m @s Cto the
mixture opé’t'léalsf‘ oRfP iHake Bhsek Mty SRoRNse@nd reaction tines from

everal mnutes to séveral hours. If said activated
corrpound of general formula (VII) is a m xed

Reaction @Mﬁé@dturd%s W ag trtyibh dﬂnaveacﬁunaﬁw@w dvea bpgapar ed,
reactio e cor{espondlng acid of

range. SL&@W@F%CW%?WBF%‘”(% rﬁygwwog PAUGY 6Pormi ate in the
approximpiely3rtCeto tfe bwilihg peintsai tite raactibn imetlioy. Soitabée reactjpyr i di ne,

times mak O%I:g (f)o?%gérﬁaé ﬁgﬁ\%leyeq'gltmlaut% {o%‘é’lé%glal‘foggt the activated

can reacte yl - al cohol to
arrive at conpounds according to general formulas | or

The carbdylidNyrbih P& rMEbuRd 8t denBRPdoriila (VII) may be activated for
further reactions by the introduction of a suitable leaving group according to
conventional methods well known to those skilled in the art. Preferably the
compounds of general formula (VI1) are transferred into an acid chloride, an acid
anhydride, a mixed anhydride, a C1.4 alkyl ester, an activated ester such as p-
nitrophenylester. Other well known methods for the activation of acids include the
activation with N,N-dicyclohexylcarbodiimide or benzotriazol-N-
oxotris(dimethylamino) phosphonium hexafluorophosphate (BOP)).

If said activated compound of general formula (V1) is an acid chloride, it is
preferably prepared by reaction of the corresponding acid of general formula
(VIl) with thiony! chloride or oxalyl chloride, whereby said chlorinating agent is
also used as the solvent. Also preferably an additional solvent may be used.
Suitable solvents include hydrocarbons such as benzene, toluene or xylene,
halogenated hydrocarbons sucp as dichloromethane, chloroform or carbon
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branched Cl1-4-al kyl group. During the processes

descri bed above the protection of sensitive groups or
woRooseagent s nay be necessary and/ or desirabl ePCTTER2005/001465

i ntroduction of conventional protective groups as well

as their renmoval may be perfornmed by net hods

wel | -known to those skilled in the art. If the

tetrachlorﬁigb%fnér% Eﬁéﬁdaﬁé ﬁ’ﬁ@lh’epﬁ wa%r&ﬁmﬁg&er al formula I

es are o talne in formof a m xture of
dimethoxyathaneoMidties of W el mere PP TR QAL PIBRRETIWE P!

more sohfilzhésﬁoﬁ{ ﬂﬁé@ﬁt%las% rﬂayalgawmdmfehed seaaw” ngt ed ?K N
ard procedur es, ed in e ar
temperatgre I GR OB oG IO AB hedEe SVan e eBitBl > o
times frorfi Gyvidral Intinzed foebvesditoushi ral reagents. It is al so
possible to obtain pure stereoi soners via
stereosel ective synthesis. In a further aspect the

If said acjivatesienompowndofigengraldprswiag(Vlyis aarixed gnhydrisiessdidr t he
anhydndé’nrn%g glrefétrétﬁ’sp?é:’f)reﬁelra&a Sfo|Q=,fxa|$|I.‘JIQSKW rteﬂéti%ﬂ opﬂﬁé %ﬁéslpﬁﬁdmg

formul a and stereoi soners

acid of genge %PU'a\i\)HBrV\éthﬁ“‘é({ Chlq;gfgfm%tﬁ@ @6 Rfﬁ?ﬁ?ﬁ? B bgenih)

as triethylafinBoryfidied, il 4 sdi@bleRglvait. | east one basic group is
reacted wth at | east one inorganic and/or organic

acid, preferably in the presence of a suitable
Following tRatahé anivared cempouBd icarabé esacied eith an aik;d'radcohqldb adive for

at compoﬁﬁ(@sr%lcgruma'?cy P%Terél R‘ﬁ Igg ?ﬁﬂl Wit

I'’norgani c-ac ydroch or e acid allﬁydrobromc
branchedg@iiscBlkypdirogiphor i ¢ aC| d, sulfuric acid, nit ric aci d,
suitable organic acids are e.qg. citric aci d, mal ei ¢
fumaric acid, tartaric acid, or derivatives

During th? w&ceﬁﬁes dgsariged;abave e RIRTPEIoROT sensitive B9HRS N ¥ oni ¢ aci d

reagents Piay GaMRb&ssatylahe/ot aesaabnd Thbrmtboeltjctmn foﬂdsddvaﬁtlofaslpeCth t he
on al r0VI r 0Cess t he

powon TRy b T e B AP bl

to those sidllep dutheartof general forrmula | or or

If the substituted pyrazoline compounds of general formula | or |l themselves are
obtained in form of a mixture of stereoisomers, particularly enantiomers or
diastereomers, said mixtures may be separated by standard procedures known to
those skilled in the art, e.g. chromatographic methods or fractionalized crystallization
with chiral reagents. It is also possible to obtain pure stereoisomers via
stereoselective synthesis.

in a further aspect the present invention also provides a process for the preparation
of salts of substituted pyrazoline compounds of general formula I or Il and
stereoisomers thereof, wherein at least one compound of general formula | or |i
having at least one basic group is reacted with at least one inorganic and/or organic
acid, preferably in the presencg of a suitable reaction medium. Suitable reaction
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stereoi soners thereof, wherein at |east one conpound

of general formula I or Il having at | east one acidic
WwW@e@a77989 reacted with one or nore suitabl e baBEBEP2005/001465

preferably in the presence of a suitable reaction

medi um Suitabl e bases are e.g. hydroxi des, carbonates

or al koxi des, which include suitable cations, derived

media méFuo@ fof'E a{ﬁ% ong bithe Hﬁésag*\l\%n aBb\kaBUﬁ%léfiﬁéerméfﬁéldé s Of

nicc
include hygdrothq;qc a&'daﬂ(ﬂ”qi?"?r@'ﬁ @@Q&W%p@r'ﬁ}i‘aﬁa\qﬁlﬂ'%ﬁc'du H'cho"t’ﬁ@h e d
suitable drdarfic éﬁldé)élre é@dd:lﬁlabcnd SHaIélabblﬁ fumad acid) tardc acidree, f or

denvatlv%rtgggﬁafa[g-lt@u%ﬂpfg?|8 gcn @B}D@? I%\éie r g%r%éﬁ;eﬁgé Z%fnl e

acid. conpounds of gener al fornula | or Il, of corresponding
st ereoi soners, of correspondi ng N-oxi des or of
corresponding salts thereof may al so be obtained by

In yet a fgrthendsnedt the presentinventian gy ArevidesgquoceRs forthe in the art.

preparatll§1LfI Q@éa'lt& Hﬁﬁﬂstﬁb‘téélﬁﬂ'latd\ﬁe ESRRRHASIS gherdFB@ALM | cerFcn‘U' a l

npri se nltrol%_@n at om ont |n|

Stere°'~°’°§'£¥( %ﬁhﬁ'leeﬂ Whﬁrﬁg'a%t Ifagt A corPy rPéﬂ?Qer? el anlc%/ aI so be
having aﬂb&s?bﬁ@é’mdlélgiohﬁ isfresdiedditt drel o nsreosuitelsle bbsesmet hods wel |

prferabl AHD DIsRatGF, 8o A SPRITBAERTET U PR A azol  ne
hydroxides) cabomedes arfallggides, alhich dnchnde auitabtercakions, dérivad e.g. from
_alkaline r%gt%lrs aﬁﬂgk% r%t%rseo? b%% katj o% 99%‘ Irfies J& +She¥éh A ,sor any

carried out
0,1,2 3b>y4@oﬁi?erﬁpremah@nm§r kmmm:hﬁ@% hal&é r%qiaﬁ:auswab'ﬂ t he

reaction Aeblia afe, $or e‘kﬁ}hﬂgaén?%f ABBhés g idee,Or

recrystal lization. The substituted pyrazol i ne
compounds of general formula | and Il given bel ow,
Solvates! prefefabBt lﬁiﬂ@é§6ﬂtﬁé substitoteti@graslite cgmpbioxis dbgeneral

d h f
rormula 71 P ReBgnd Bplep el Men PP RIPERANRR By r ™ °°
corresposding sdilseharsof pregratendiewbiained bstanderdorisedurae kwowindp t he
those skRbFR#MSLL 0N of medi cament s.

Substituted pyrazoline compounds of general formula | or Il, which comprise
nitrogen-atom containing saturated, unsaturated or aromatic rings may also be
obtained in the form of their N-oxides by methods well known to those skilled in the
art.

The purification and isolation of the inventive substituted pyrazoline compounds of
general formula | or II, of a corresponding stereoisomer, or salt, or solvate or any
intermediate thereof may, if required, be carried out by conventional methods known
to those skilled in the art, e.g. chromatographic methods or recrystallization.

The substituted pyrazoline compounds of general formula | and Il given below, their
stereoisomers, corresponding N-oxides, corresponding salts thereof and '

’
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It has been found that the substituted pyrazoline

conpounds of general formula (1) and (lI1) given bel ow,
wer@seoidsoner s t hereof, N oxides thereof, corrPCPBPI0FQ1465

salts and correspondi ng sol vates have the property to

regul ate triglyceride levels in blood plasma. The

conbi nati on of conpounds conprising substituted

correspor@%@%ﬁ&%’fe? Sreﬁ8£|§d?6q&ﬁ¥ 2dceBEhB ARl afethdfiofs dithnigad (11)

ereol soners, correspondi ng
pharmaceiticat active substances fs Hgi Rigpasaion of medicamantsnd
correspondi ng sol vates and of substituted pyrazoline

npounds of I ' I hei
1t hes becpraimadhalnareb et Puapdna PPl A asere BiA ghndi ng
and (1) gi¥éd betow, ReSresidontunsltheof, dsgxied Itheged;,wlovesfmsdlag ealts

e consh S i P RV Sl RO RETp o 21

plasma. preparati on of medi canments. It has been found that the
substituted pyrazoline conmpounds of general formula X
gi ven bel ow, stereoi soners thereof, N-oxides thereof,

The comigatioe ghesmoHHseMPEsing substiuied PYGAAING GOBBPYEESE have a

general f&hﬂ% a(ﬁ}:‘aﬁg I(II)"g}(/eﬁ Belemn@ibste@bidorhe@ ereEsondP@N-oxddsar | y

cortesporgERih NSteg v aestor Do SparSand of ot Altoffie s

compounaybfagkabnanfarrmmrpqma belbaythéir $tereocisomears, cherespampmingnt  of

oo B3 Al P85 T P e
acceptableyand acd thaefae aytbleds, phar@meld@almtt\re@@etamesmfdve wei ght

preparatnbﬁoffrﬁéHEén%ﬂ{Epared to the pre-treatnment |evel. Thus,
aspect of the present invention relates to a

Medi cament conprising at | east one substituted
It has bedfoarcPhhinRe SQERRIEADYRZoIBR REOMBOUNDS bﬂgdnardl famullX

e s LG e SRR ol P ©7

corresponding solvates have a high affinity to cannabinoid receptors, particularly

cannabinoid 1 (CBy)-receptors, i.e. they act as antagonists on these receptors. In
particular these pyrazoline compounds show litte or no development of tolerance
during treatment particularly with respect to food intake. After ending the treatment
with the pyrazoline compounds, reduced increase of body weight is found compared
to the pre-treatment level.

Thus, another aspect of the present invention relates to a Medicament comprising at

least one substituted pyrazoline compound of general formula | or Il according to the
invention and optionally one or more pharmaceutically acceptable excipients.

Thus, another aspect of the present invention relates to a Medicament comprising at
least one substituted pyrazoline compound of general formula |
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Thus, another aspect of the present invention rel ates
to a Medi canent conprising at |east one substituted
w@eanwiodne conpound of general fornula | wher ePCI/RE2005/001465
represents hydrogen or a linear or branched Cil-4-alkyl
group, R2, R3 and R4 independently of each other
represent hydrogen, a linear or branched Cl-6-alkyl
group, a linear or branched Cl-6-al koxy group, a
hal ogen atom CH2F, CHF2, CF3, CN, OH, N2, -(C=0-R8,
SH, SR8, SOR8, SO2R8, NH2, NHR8, NRBR9, - (C=0) -NH2,
-(C=0-NHR8 or -(C=0O -NRBR9 greby R8 and RO for each
substituent independently rept'esent |inear or branched
Cl.6 alkyl, R5, R6 and R7 igidependently of each ot her
represent hydrogen, a |inear\ or branched Cl-6-al kyl
group, a linear or branched ©- al koxy group, a
hal ogen atom CH2F, CHF 3, CN, OH, N2,
-(C=0-R10, SH SR10, NH2, NHR10, NR10OR11,
- ( C-O) NR10OR11, whereby
each substituent
Il near or branched Cl- al kyl;
of the stereoisoners,
NaSt ereoners, a racemate or
ast two of the

R10 and opti o[rré{
i ndependengasi+
optionally |n|f
preferably en%
in formof a xture aof | r\
st ereoi somers, pref eral& nti oners and/ or
di astereoners, in any /&?ﬁ@ gatio, or a corresponding
N- oxi de thereof, or a R@rres%onding salt thereof, or a
correspondi ng soI vat et hereof; and optionally one or
nore pharnaceutically acceptabl e excipients. In an
enbodi nent of the nedi canment according to the
whamdignti on for the conpound according to fornmula | at
| east one of R2, R3 or R4 represents hydrogen, while
at | east
R' represents hydrogen or a linear or branched C1.s-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched Cy.¢-alkyl group, a linear or branched C1.¢-alkoxy group, a halogen
atom, CHoF, CHF», CF3, CN, OH, NO,, -(C=0)-R8, SH, SR, SOR®, SO.R®,
NH,, NHR®, NR®R®, -(C=0)-NHj, -(C=0)-NHR?® or -(C=0)-NR®R? whereby R®
and R? for each substituent independently represent linear or branched Ci.¢

alkyl,

R®, R® and R’ independently of each other represent hydrogen, a linear or
branched Ci.g-alkyl group, a linear or branched C+.g-alkoxy group, a halogen
atom, CHoF, CHF,, CF3, CN, OH, NO;, ~(C=0)-R", SH, SR'’, SOR®, NH;,
NHR'®, NR'R', -(C=0)-NHa, -(C=0)-NHR'" and -(C=0)-NR'°R"!, whereby
R'® and optionally R'! for each substituent independently represent finear or

branched C1.¢ alkyl;
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one of R2, R3 or R4 is different from hydrogen. In an

enbodi nent of the nedi canent according to the
w0 pwstrioon for the compound accordi ng to for nuUPEI/EPZN5/001465

| east one of R5, R6 or R7 represents hydrogen, while

at least one R5, R6 or R7 is different from hydrogen.

I n an enbodi nent of the nedi canent according to the

i At J SO ' la |I. R2,
optpff fof of Sl R FARBRRL FRAEEl Rl ot
diagtgrepmeiena ragematgdk in Torm Bfraniiverofet legstivR o1 thgr oup, a

stef2Bis0H68, RbRPblydnakiivheraRf/6tdristeyediibrs, iRBar@yelixing
i ndependent | ¥g 'c\)lf

. . each ot her represent rogen
rationgy fyPPITeRPORY fexidgyineregt, of 2 FORBSpORIHG 3?[]% REBHP RNt of
corfdagorid@@isomarnheraafcor di ng to the invention for the
conpound according to fornula | R5, R6 and R7
i ndependent|ly of each other represent hydrogen, a
and optieaally one br morelpbdrn@iceutisaly dopeptaple axeipienthal ogen at om
or CF3, preferably R5, R6 and R7 independently of each
ot her represent hydrogen, nmethyl, eth Br and

. |, F O,
In an embggigent of thenediermankasRordiRg tPﬁ@iﬁ\&ﬂ'F'%ﬁ?é%‘F caERed ng to

accordingt@ B ¢ BtIb& oh®bf RNR® 6RMepIBsbnR&at/Arodbmavtile af leastul a |
nts.a chlorine atomin the 4-position of the

R2, repre
°"e°fR2'dT‘1é°r'iﬁQ' ' ?“t\f\‘?ﬁmc'ydf%ge%nd R4 represent hydrogen. In an
enbodi ment of the nedi canment according to the

I nvent i.an : C | I RS
 an RO R0 SR REATNG b0 Lpis | 1
according4e fquosiat BUpassbne hERHRRARR reprasentsimidiagerwhilet asint s
one R®, R?Xl%qg@ﬂeﬂeﬂtf?&n ﬁyq;gégn[rent of the nedi cament according

o the 1 nvention for the conmpound according to fornula
| Rl represents hydrogen, nethyl or ethyl, preferably
In an emJAYHcAD& Ihe MBdiddméHTiacsbrdiRi o tiRd invdtiome thessmpburt cor di ng

_to_the inyenti Jdhe co und acgording to,f la |
according g fqrpiad Berft 70y MECRHIRERME a7 JRerdratPsF pylodtn ')
a linear or branched C1.g-alkyl group, a halogen atom, or CFs, preferably R? R%*and
R*independently of each other represent hydrogen, methyl, ethyl, F, Cl, Br and CFs.

In an embodiment of the medicament according to the invention for the compound
according to formula | R®, R® and R” independently of each other represent
hydrogen, a linear or branched C1.g-alkyl group, a halogen atom, or CFs, preferably
R5, R® and R’ independently of each other represent hydrogen, methyl, ethyl, F, Cl,
Br and CFs.

In an embodiment of the medicament according to the invention for the compound
according to formula | R? represents a chlorine atom in the 4-position of the phenyl
ring, while R® and R* represent hydrogen.

In an embodiment of the medicament according to the invention for the compound
according to formula | R® and R® each represent a chlorine atoms in the 2- and 4-
position of the phenyl ring, whije R’ represents hydrogen.
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Il wherein Rl represents hydrogen or a |inear or
branched Cl1-4-al kyl group, R12, R13, R14 or RI15
w0 nabsperraent | y of each ot her represent a |i neaPCDEP2005/001465
branched Cl-6-al kyl group, a linear or branched
Cl- 6- al koxy group, a hal ogen atom CH2F, CHF2, CF3,
CN, OH, NO2, SH, NH2, hydrogen, nethyl, ethyl, F, d,
Br and CF3, optionally in formof one of the
stereoi sonmers, preferably enantioners or

In an emhpdimangeidogrmedicargent é@@ﬁﬂ'ﬁ%"%‘?e inyentign for the campeYdir e of
according®tb forfaRll A éprédenisyd@b6r, amtiaoomstts, priterhbly adrggen.
enanti oners and/ or "di astereoners, in any m xingrati o,
or a correspondi ng N-oxide thereof, or a corresponding
In an emBédifeitldetheehedicament avoonding iwthd invgntionlthea¢oepoed eof . | n

acooraind VR PBPoties A0 BRTRAPAEMer AR BHUARY T 12%) 1 oo

and R13 independently of each other represent
hydrogen, a linear or branched Cl-6-al kyl group, a
hal ogen atom or CF3, preferably R12 and R13

i ndependent|y of each ot her r egRksent hydr ogen,
nmethyl, ethyl, F, d, Br and :'3. In an enbodi ment of
t he nedi canent according to the invention for the
conpound according to fornul a R14, and R15

i ndependent |y of h other rg
I i near or branchedj Cl- 6-ajKyR group, a hal ogen atom
or CF3, preferably|R14 and R1% i ndependently of each
ot her represent |, ethyl, F, d, Br and
CF3. In an enbof
the invention ff
R13 represen#
enbodi nment

conpopind accqrding to formula |
R12 2% efit’s hydrogen. In an
cording to the

II

wherein
R' represents hydrogen or a linear or branched Ci.s-alkyl group,

R'2, R'™, R" or R'® independently of each other represent a linear or branched
C1.¢-alkyl group, a linear or branched Cy.s-alkoxy group, a halogen atom,
CHaF, CHF», CF3, CN, OH, NO,, SH, NH,, hydrogen, methyl, ethyl, F, Cl, Br
and CFj,

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing
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according to fornmula Il R14 and R15 each represent O .
I n an enbodi nent of the nedi canent according to the
w0 pwstrioon for the conmpound accordi ng to for nuPEI/EP20R3/001465
represents hydrogen, nethyl or ethyl, preferably
hydrogen. In an enbodi nent of the nedi canent according
to the invention the conpound according to formul as |

t I
ol o R 8 hyar o

COIFQWWF@%YaI%m@HﬁoboxyI ic acid, optionally in the form
of a correspondl ng N-oxi de, a correspondi ng salt or a
i avention

t A t .of
Inan ey ST BEiNE B ER AT D e vERBR A% cobfiBrbdl Ton of
according:ml’mmmdls R&and R¥t indedendérttiy of each ntheotepeaselntcnydnogetal ly
1 1S, |
o g SO OIS e gl gt |
independentyeatepemothéraeprestint bydsegen; wethyr ethieF, ChRilagd Chm of

triglyceride levels in the blood plasma and for the
rophyl axis and/or treatnent of djsorders of the
lnanem@gﬁp

e jof the magigameyiacesrfing i9,Be inypntipn &erthgcompgund
accordm@toﬂ‘@lrnﬁﬁ 5 RO{ aﬁdﬂ‘sﬁﬂéﬁbmﬂw each Gysrtrepresenthyalrogeh, f ood
a inear e RefESacit s LD B iogT Roly Qhiatool St Faand F°
mdependenﬂmofleaefud)thmepi'em byinogeni mbthylesthylef, |Gl tBrand Ofs.ef er abl y

obesity and diabetis. In an enbodi nent of the

medi cament conprising the conpound according to
In an embeglimentaf the sredicamgaicaseerting tq e friyentionerriite enmroyed

accordingRAbSRIEN R r§prE§Hnt§ Bnd rFP@lréweaér'l@ hyiédemr treatnment of
I sorders of the central nervous system disorders of

the i mmune system disorders of the cardi ovascul ar
In an emBYdihEitlof the SRatamentadccorbibg eie inventidnsorahsta@npoudd sor der s

i o T 0 o7 o e

In an embodiment of the medicament according to the invention for the compound
according to formula Il R represents hydrogen, methyl or ethyl, preferably hydrogen.

In an embodiment of the medicament according to the invention the compound
according to formulas 1 or |l is selected from the group consisting of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,

optionally in the form of a corresponding N-oxide, a corresponding salt or a
corresponding solvate.

Another aspect of the invention is a medicament comprising at least one combination
of compounds according to the invention and optionally one or more '
pharmaceutically acceptable e‘xcipients.
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reproductive disorders. In an enbodi nent of the
medi canent conprising the conbination according to the
w0 poosftioon t he medi canent is for the nodul ati oPCDEP2005/001465
cannabi noi d-receptors, preferably cannabinoid 1 (CBi )
receptors, for the prophylaxis and/or treatnent of
di sorders of the central nervous system disorders of
the i mmune system disorders of the cardi ovascul ar
ystem disorders of the endocrin stem disorders
I an embAITE of B8 FACIRERYS S5 GR AP BHEIEPS tmedigiment 5

for the reg@afiondf ﬂtgﬁfébﬂldéaéveﬁsr iAcHe tfjxrodr;ﬁsm(hmdtfmr\ﬂ% p&bﬁl@{laj@i ﬁ In
andior neaogitel SROrere ofpaceaab ATV Faph AESRH A < "ands or

disorders of ¢teet capdiovastuldreystemmand heof®®0ntalsi <_§l$0r9¢re,f rrefatzbly
bulimia, Q%Hﬁ%, Bach ﬂgro%és@my}i@ﬁla él@sg% filch %Unsl)ﬁﬂ@ I'l diabetus

non-l epen etes nellitus),
dependeptrobat@tesbn lites) epseferably|ahesily aeﬁﬂ@aetﬁent of the
medi canents according to the invention the nedi canent
is for the prophyl axis and/or treatnment of chosi s.
In an embarr Nt oh{FG ANHEREDT CorRES R B AT SRERa S BITR : ho

| or |l acdofdieybitiinVdrtiomdinteaNtament is for e dréphylakie phybaxi s and/ or

f al ni cotine
weament fERGRER ohe SafR e el YesRler® S b ot ot on
system, dismiders oftbel cardivearculabsysterma digowdersdd thetendogrinpuse systeanh | y

: ' abuse
csorderd 0t B0l B, e 4 ot B S cament s
reproductiyecdipdeis to the invention the medicament is for the

prophyl axi s and/ or treatnent of one or nore disorders

In an emggflj{r%él%)% fﬁ&%&é&e ﬁ%"%?“‘%g‘?l oy TS Q%];aéaérg i‘ﬂ” o

inventiontth& Mediesment teibeine IMcalulationses R:dm@mosipemmﬂs glvefiriably

cannabingidtS ‘Q{:C%S)r rséﬁe ﬁl rg,q‘ért th Sr ghﬁﬁ{ sdﬁd?dr trg%tﬁ'fe'n%f d‘s%%é@df pani ¢

aucoma, mgraine,
the centrivorelnegis system, disorders of the immune system disorders of the

cardiovascular system, disorders of the endocrinous system, disorders of the
respiratory system, disorders of the gastrointestinal tract or reproductive disorders.

In an embodiment of the medicaments according to the invention the medicament is
for the prophylaxis and/or treatment of food intake disorders, preferably bulimia,
anorexia, cachexia, obesity, type Il diabetus mellitus (non-insuline dependent
diabetes mellitus), preferably obesity.

In an embodiment of the medicaments according to the invention the medicament is
for the prophylaxis and/or treatment of psychosis.

In an embodiment of the medicaments according to the invention the medicament is

for the prophylaxis and/or treatment of alcohol abuse and/or addiction, nicotine abuse
and/or addiction, drug abuse and/or addiction and/or medicament abuse and/or
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Par ki nson, Morbus Huntington, Morbus Al zhei ner,
Raynaud' s di sease, trenbl enent disorders, conpul sive
wale@sng®rs, senile denentia, thym c di sorders, PCHERI008001465
dyski nesi a, bipol ar disorders; bone disorders
i ncl udi ng osteoporosis or Paget's disease of bone;
cancer, preferably for the prophyl axis and/or
addictiont preferabhndrugébuse @ndfor axiiction gier nidoticaaimse aadbect ed from
the group consisting of brain cancer, bone cancer, lip
cancer, nouth cancer, esophageal cancer, stomach
cancer, liver cancer, bladder cancer, pancreas cancer,

In an emiSY&Rhant 6%6 @rfedlcﬁi%bﬁtb %@éor&iﬁgf‘t%fiﬁe inVéH8n %Wﬁ&ﬁcan%ﬁ?@St
n cancer, colon cancer, bow cancer and

for the Pfﬁ?a'wgﬁﬁta@d Ohlieatmentoh Pee ¢ireqre Pﬁe'fd;“/fsr%ﬂ%teﬁéromtbfa BIPUBIXI S
conmstm@bfcucbiIZOer@aé lmkibtypdepfdseloﬂ lepil&)isy, ﬁeﬂmngerﬁﬁrBCer

s S SO SO 0l R RS,
trauma, pani¢ @tiacks, marlsberd:mGSI;OpalymgiHucama enigainex®otbusshock,
Parkinsom B dsA%irfin Br‘? %r ofihet ﬁé\mah@g ?ﬂ@és% hérﬂ%ﬁ% {09! €

di sorders cl ero ag ues,” vom

dlsordersagqnmpéﬁlveMeys @p@@rdggyegtla ﬁ]ymlq (ﬂlg;gderp,etandlveor for

dyskinesiROidMri ditlord@bs; 8bnd Jilﬁbr@é}@lnﬁﬁaing o%&ﬁ&&slljégé]rc Sﬁslc’:]'t gsfllnﬁal

. nar coti c .anal gesi cs
ciscase of B Parcats oo A e Hiscignt s SEnBEeRimgT oL anesdly
more typescofbamet selectad fram metyroupiwoﬁ3|§tfngtdﬂ Brafitantdr! btred

o S AR AP B P 2222
bladder campes ipahergasceantsr, mﬁna@t eervicdl tandeh durgafancer, breast
cancer, sﬂﬁ%&hé&ro&ildﬁ%ahé’erwg%rﬁg %dﬁﬂb&%&%ﬁn&p%oqgﬁreferabh( abl e

Particul arly preferably sai I caments are sui
for the prophiylaxig énﬁ!{%tmﬁ}m%mpéomme ypesefmaneer gelected ibwitheabuse,

group corfbistifly atud®en @Q%E) hoWBI&h s RAd @Qt'elﬁeeoanégr%g&éﬁ?ﬁéﬁt drug
abuse e freat ma t of 0 . Medi canents and/ or

induced RN prists sVESHP CORRRITS HEK MBI BEBSHoRh suoe

hypotension,ghsstieiap proirsbingidodisdaders) Isalemsic plagissairfiting; aReheL,

asthma, rﬁémg}‘fﬁ@mdgr%,spruﬁtng,rb%}ﬁ%xj fgll &?entiation of the analgesic effect of

narcotic and non-narcotic analgesics, or for influencing intestinal transit.

addiction.

Said medicaments may also comprise any combination of one or more of the A
substituted pyrazoline compounds of general formula | given above, stereocisomers
thereof, corresponding N-oxides thereof, physiologically acceptable salts thereof or
physiologically acceptable solvates thereof.

Particularly preferably said medicaments are suitable for the prophylaxis and/or

treatment of alcohol abuse, drug abuse and/or medicament abuse, preferably drug
abuse and the treatment of obesity.
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hal | uci nogens and benzodi azepi nes. The nedi canment

according to the present invention may be in any form
wa@oiosamioe f or the application to humans and/ or PEREPBNS001465

preferably humans including infants, children and

adul ts and can be produced by standard procedures

known to those skilled in the art. The conposition of

Medicam%rﬁs%a i &id?%?a\ghigﬁr%% ét‘éﬂ%%]tl?%%ﬂgjle&%f RisusOfciugyt e of

. ar str ) _ I canent of the present
opioids, barbiterates ornnalys. casaine amphaamiBes henyeidi®ed parental |y

ha"ucinodeﬂsng@Qéﬁagiggbiﬁgs_t h conventional injectable liquid
carriers, such as water or suitable al cohols.

Conventional pharmaceutical excipients for injection,
The medigarfﬁdffht ascordingoiolthez pregena meartion mag balri diyZomysuigelate, and
. ers, nm e inclu | i 0]
tno appicgfim B bRreBTdnc/ polfes, Bt Aehe RS RS  c
children aind jadditseaaidican be preducsdaylsiandandoragedyres vl tbyhoser
iled in thB o¥itior ot thélmBaiBAm&HR P Fhry id8Pendingftindhe ar e
skilled in {r?lrgtea?t ZYWS 'g?f&: ?qu?idl o"rl1es) ?rayrslbea%r eﬁggirned by
route of ag@imaatiQMnal net hods of bl ending, filling or

tabl etting. "Repeat ed bl endi ng operati ons nay be used

The med g2l 0P BIRSSRRCOJS B GemBIRALTRRTSR (111 ors.

parentallySh ebmbipatioatwithreenventorabinjeetablie digaid camiershauchiat waleh er

. t . r | . } d
suitable a&c?&lrallg.l éeﬁnp%ﬁlog% &)hg?é?al'lglﬁgzﬁl:)e%c@%gltgZéd'%g%églé%‘é@%% Q% o : %e
stabilizingyagentsdsolviilizinglagents, 4nd butieraemaydiecinetidediin suchiinigetalie i ce. |

composit#agsr. %Féé rﬁé’é]ié’émé’?‘fitsti Rapfdr SRPld e iRRakH MramlB&uaMHNt | oned

ations w be prepared using standard’ nethods

intraperitengally, a&intrae8eUSHescri bed or referred to in the Spanish
and US Pharnmacopeias and simlar reference texts.

Solid oral compositions (which are preferred as are liquid ones) may be prepared by
conventional methods of blending, filling or tabletting. Repeated blending operations
may be used to distribute the active agent throughout those compositions employing
large quantities of fillers. Such operations are conventional in the art. The tablets may
for exémple be prepared by wet or dry granulation and optionally coated according to
the methods well known in normal pharmaceutical practice., in particular with an
enteric coating.

The mentioned formulations will be prepared using standard methods such as those
described or referred to in the Spanish and US Pharmacopeias and similar reference
texts.

Medicaments according to the present invention may also be formulated into orally
administrable compositions containihg one or more physiologically compatible
carriers or excipients, in solid or liquid form. These compositions may contain
conventional ingredients such as binding agents, fillers, lubricants, and acceptable
wetting agents. The compositigns may take any convenient form, such as tablets,
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Medi canents according to the present invention may
al so be fornulated into orally adm ni strable

W@ oi950%i909 ons cont ai ni ng one or nore physi ol ogPCHEP3005/001465
conpati ble carriers or excipients, in solid or liquid
form These conpositions may contain conventiona
i ngredi ents such as binding agents, fillers,

pellets, C@gﬁg%?o%gaigsr a4 oé&{iﬁ@%@gbtﬁn@%&béﬁguoﬁ&% onghéer

convenl ent Torm such as
dry powdera@foansstptabbé@rsrecwaiﬁsmne@t Water on glber sust@f@l%b%d or oily

medium BRI R im %i:ﬁﬁ@%?ie@d?&edr@@ées' ons, or dry powdered
orms suita reconstitution with water or other

suitable liquid nmedi um before use, for imediate or
The Ilqwd cﬁ‘&l%lﬂ\%dorf Rraagation nay hise tortkiv térairf auditives Quch as

sweetene(rj(%5 Wg\(?aéﬁé &ﬁ%&@gtlﬁsyﬂq%ﬁsﬁ@% ggegﬁi %\%\ggeougﬁlaltuld ves such
compositionaflos orhladninisteing say Bisn badrumolated| ¢anteiningeripgesils. i ons

Such liqu d%%{nggﬁglongqﬁg%'e%%\f&leﬂw %E’)é%&'{l#%bu'ﬁgg{:’g{ﬁpmgh %ﬁéales

i bl'e ol sit1ons nmay
Inaunltdgeagecﬁm@m ently encapsul ated in e.g., gelatin capsules
in a unit dosage anount. The conpositions of the
present invention nmay al so be adnlnls ered topjcally
The ComRﬂs't'O"‘%OféPes?Iﬁ?%‘&ﬁ“t’%ﬂ“? mpy alsg fF POMIISLEIBRLIOPIGRIMAT YR and
suppositoaNi mal s may vary dependi ng on factors that have their
basis in the respective species or other factors, such
as age, sex, weight or degree of illness and so forth.
The daily Bheagedor hpmdos angbarfivals mayway depgndngeindacios yhah ba"ven t he

their basi§ f?ﬂgé?re%%%me ép%c%%gp%th@ir fﬁt@r"s abiki a; 3 sde Wigh

NS Of act Ve Su st ance to
degree o @eaﬁﬁﬁdrﬁosft)@h dde gaiy qpéagmfgr ytmang sy prefergblyjeedn ther day.

range frorﬁm% fUUO ;ﬂ’éféFéW £ 1390, Qﬁdr? Befdragy 1 [b\/ﬂmblrrﬂllgr‘aﬁ\sfoge ;JS e
Su ut e ra 0 oun (0]
active SRR 1.5 Sagpin PSR B PHAp CEV AT GRS or ¢ | east

one conbi nati on of conmpounds according to the
Another p'rer}\ellg?gc} és%gct(oﬂh% irR)%H'io‘?ﬂéHe%s.Q BFat Yasl e substituted
pyrazoline compound of formula | or Il according to the invention or at least one
combination of compounds according to the invention (and optionally one or more
pharmaceutically acceptable excipients), for the preparation of a medicament for the
regulation of triglyceride levels in the blood plasma and for the prophylaxis and/or
treatment of disorders of the central nervous system, especially stroke, of disorders
of the cardiovascular system and of food intake disorders, especially bulimia,
anorexia, cachexia, obesity, type 1l diabetus mellitus (non-insuline dependent
diabetes mellitus), preferably obesity and diabetis.

Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of formaula | or Il according to the invention (and optionally one
or more pharmaceutically acceptable excipients,) for the preparation of a
medicament for the prophylaxis and/or treatment of disorders of the central nervous
system, disorders of the immupe system, disorders of the cardiovascular system,
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phar maceuti cal » acceptabl e excipients), for the
preparation of a nmedi canent for the regul ati on of

W eoogloymoer i de [ evel s in the bl ood plasma and fPRCT/ER®05/001465
prophyl axi s and/ or treatnment of disorders of the
central nervous system especially stroke, of
di sorders of the cardiovascul ar system and of food

dlsordersldﬂir@@déﬁrﬁeu%@m, gisodeisal the réspiratoyesystamodieoriders of
e || diabetus nmellitus

the 933"‘('%8%‘"?#9% ?fr{spfaé%a}ﬁ%ﬁ 9P abet es mellitus), preferably

obesity and diabetis. Another preferred aspect of the

Another dr&gﬁgé +s%gclj of tﬁehﬁveHﬁ o?ihf edlse o??ﬁéas‘?&?e Stibfakibnbed

ne conp or neau accor di ng to
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acceptab%rbgglgfrég?:)gdr:‘ﬂgﬂ preﬁé?&tﬁﬂtoﬁb |n%dﬁ:éﬁlbﬂ|tf&rth§ mbdul@tiontdﬁ e "y

or s. and/ or
canmabinpiSBEepIEHE, PHOTEE GIGPEORT (R Tesghiorfor T Ry oot em
and/or treéhitrRéHt dediSordrs bitRe cential ﬁer&g(sts@mmddnwdde pithe fmrmire

system, @i?é‘?e ﬁ@?@%&a‘éﬂ%‘ﬁ%f Y tﬁl Sg'sgrgé'r%af fre GHSOC?F &%CJyét:%gm hr der s

disordersadf ﬂtehesmfam gyisterme disprdats of t@@asmntesspaldta@t@n ve

re roducﬁUe Anot her preferred aspect of the invention
P Sc?%]e use of at | east one conbination of conpounds
accordlng to the invention (and optionally one or nore

Another &b@ﬁ@@&@é&ﬂ cﬁa{e' |Nve%ﬁ6‘fﬁllttifﬂlis€ omqeawt 68 subktithler t he

r at | t t f
pyrazoling SAHASH ﬂ"m@e Zﬁﬁﬁ?@m ?H}eﬁﬁ\f%} r?%ﬁ 61"3”10( CBi )
combinatiohGt pdirﬁpsdimdé adcbhiingpto theHipVeatiors(aad dptionaltyromatonsiote of

pharmacctalﬁlgglf er 5 ééjnée é)%@gnle%%’]tf&athe E%@Xl%ﬁ(ﬁ} (ﬁ%%(?d?& n@ ok gﬁgr s of

iSord e car I ovasc
prophylagy amcﬂmtreatrmm oifeed ipfake Hisordergopreterablydulipisy amgrexid.sor der s

cachexnao<‘;betsrt\5a tJR‘é?IFHle{b%R{@ IYellRYsSth6MInsHine Qb o nifiatchtd

testin tract or reproductive disorders.
mellitus) :M@?WEWOB?%Werred aspect of the invention is the use
of at Ieast one substltut ed pyrazoline conpound of

Another Uﬁ{grred aspect of tr!e mven?on iS tl{]eguste%f gﬂgaslt Qr\{g :Qt}blsp tu’te8r at | east

pyrazoline compound of formula | or Il according to the invention or at least one
combination of compounds according to the invention (and optionally one or more
pharmaceutically acceptable excipients), for the preparation of a medicament for the
prophylaxis and/or treatment of psychosis.

Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of formula | or Il according to the invention or at least one
combination of compounds according to the invention (and optionally one or more
pharmaceutically acceptable excipients), for the preparation of a medicament for the
prophylaxis and/or treatment of alcohol abuse and/or addiction, nicotine abuse and/or
addiction, medicament abuse and/or addiction and/or drug abuse and/or addiction,
preferably drug abuse and/or addiction or nicotine abuse and/or addiction.
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conbi nati on of conpounds according to the invention
(and optionally one or nore pharmaceutically

wac@spram e exci pients), for the preparati on oPCHEP2005/001465
medi canment for the prophyl axis and/or treatnent of
food i ntake di sorders, preferably bulima, anorexia,
cachexia, obesity, type Il diabetus nellitus

Another pgég%dtgéﬁggﬁpﬁﬁ%@ﬁﬁ%@%e%@@f&t%s@d dubstititeq Pr €f €r ably

referred aspect of the invention is
pyrazoling mmpyad of formula leQié'taCé?fé'"g thibe invaRtion o5 ptiastonee

combmaﬂGH Gpéb‘ﬁlﬂ'féuﬁés dcebrding %o the ‘i}fvehtioné(mﬂibﬁwlybﬁe bhRodenvent | o n

pharmacauigal AGGERIS PEBREeG I PP i5H 1 B spgpment for e "9 ¢
prophylaxis @Ik @reskirientdflojie acmeretdisotderesetdgEddransthe gfaup t he

- f ' . d/
consistin rEBRATEH Hpedhui TBIeEaT 2hidel. nslicalecBiaua ° a0t o
disorderst degelieliaratigordss, ispinedegebeliar disorders, pmtvedﬁerdgtﬁagramam ed
trauma, ptaﬁié Qﬁ%\l}éﬁﬁnﬁmﬂl&m ﬁy,g:%ﬁ%é‘ nhgrﬁfne' ord@sor ding to

I on or t one conbi nati on of conpounds

Parkinsory Moghusi Hitptingion, Morbus\Alzheinss, Rayraudpeiseass remiieneer nore

dlsorders%mlﬁéofo@d ¥erilie Gepbatil ﬁ\yﬁﬂﬁ-‘dlsﬂirmé Sérdlvé or the "
i s and/ or

I
dyskmesng,r r‘%fs g‘?’@o‘ﬂgﬂme&%lﬁ‘g'@d'ﬁ% 8?t8?p°5‘ﬂ"§ﬁ efi |aé axm coti ne
disease of\boree carivel, preferalaly for therpropigidiis and/or treabuerd ofordy @r

more typ%? SpéﬁcgﬁFe'&EedJ ffm g’eéb% ‘@b"g F‘SS‘QQ%% na(%ﬂéég; 60%?0 otine

cancer, lipbarser, mrrmanemmsgphamammeﬁtorpa@f@m@dIvaswéer, of the
bladder chﬁBé? rzb'aré’r@aé &nﬁ&eo%gﬁca‘ﬁf:era&er{/@é%’énc‘ép f?un@‘b‘&ﬁ&ért N&@eﬁ'

Ine co f or mul | or accordin

cancer, skif éamﬁﬁfe‘?ﬁ’ﬂqncﬁﬁmﬁﬁ’ baw! panget amo%%iﬁﬁfi’??&f’l"ﬁﬂﬁe prefes ou nds

for the pr@&@@&i@ laR@of l@ea&r’ﬁ@ﬂ loRyRdrintie @aasiomhw@albbtyd 708 tiey nore
acce pt abl e %

t N
aroup cofy nApLeRlegh Saloer, PR R AR Apd PRRRlS NS bl anay o
induced rhoveatenedisorddrs,aiystonia, endotexainis shablr Isenyetagictsback,, r om t he

hypotens%hoH n@ﬁ%ﬁhﬁhﬁ%@éls&&é}é ngﬂgrftlggb ue@%ﬂﬂﬁﬁé’ diarrhea,

Yy, NEUro
asthma, memory dlsorders pruntus paln or for potentlatlon of the analgesnc effect of

narcotic and non-narcotic analgesics, or for influencing intestinal transit.

Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of general formula |
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di sorders, cerebellar disorders, spinocerebellar

di sorders, cognitive disorders, cranial traum, panic
wa@raaok®99 peri pheri c neuropat hy, glauconma, m gPEI/RR2005/001465

Mor bus Par ki nson, Morbus Hunti ngton, Mrbus Al zhei ner,

Raynaud' s di sease, trenbl enent disorders, conpul sive

di sorders, senile denentia, thymc disorders, tardive

dyski nesi a, bi pol ar disorders; bone disorders

i ncl udi ng osteoporosis or Paget's disease of bone;

cancer, preferably for the prBphyl axis and/ or

treatnment of one or nore types of cancer selected from

the group consisting of brakn cancer, bone cancer, lip

cancer, nouth cancer, esophd cancer, stonmach

cancer, liver cancer, bladdér cancer, pancreas cancer,

ovary cancer, cervical er, lung cancer, breast

cancer, skin ganter, ancer, bow cancer and

prostate can(r:‘gl\,t ferably for the prophyl axis
and/or tre nore types of cancer
sel ected fronythe onsi sting of col con cancer,

ancer; nedi canmenti nduced
, endot oxem ¢ shock,
n, insomia, immunol ogic

bowel cancer
nmovenent di soRrtlers, dy
henmorragi ¢ shock, hR
di sorders, sclerotic , vomting, diarrhea,
ast hma, nenory disordﬁg prRfritus, pain, or for
potentiation of the anal gesic effect of narcotic and
non- narcoti c analge3| s, or for influencing intestina
transit. Another preferred aspect of the invention is
t he use of at |east one substituted pyrazoline
Whehound of general formula Iwherein RL represents
hydrogen or a |inear or branched Ci-4-al kyl group, R2,
1 ] h epresent
R BTl BT R o e I Bl R o oup, a
i near or branched Cl- -al koxy group, a halogen atom

Q'{and wd%gelg:e%tly EMachbiheMNeBresertt frdibgdROa lisddr oSR8,
branched Ci-¢-alkyl group, a linear or branched C1.s-alkoxy group, a halogen
atom, CHoF, CHF», CF3, CN, OH, NO,, -(C=0)-R®, SH, SR®, SOR®, SO:R?,
NH,, NHRE, NR®R®, -(C=0)-NH, -(C=0)-NHR? or -(C=0)-NR®R® whereby R®
and R® for each substituent independently represent linear or branched C1.¢

alkyl,

R®, R® and R7 independently of each other represent hydrogen, a linear or
branched Ci.g-alkyl group, a linear or branched C1.¢-alkoxy group, a halogen
atom, CH,F, CHF5, CF3, CN, OH, NOs, -(C=0)-R'’, SH, SR'®, SOR', NH,,
NHR'™, NR'°R, -(C=0)-NH,, -(C=0)-NHR' and -(C=0)-NR'"’R"!, whereby
R'" and optionally R'" for each substituent independently represent linear or
branched C1.6 alkyl;

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the
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NH2, NHR8, NR8R9, -(C=0)-NH2, -(C=0O -NHR8 or
-(C=0 -NRBR9 whereby R8 and RO for each substituent

WO p@spzraent |y represent |inear or branched ClP@GI/aPHY$/001465

R5, R6 and R7 independently of each other represent
hydrogen, a linear or branched Cl-6-al kyl group, a
l'inear or branched d - -al koxy group, a hal ogen atom

% %E@erﬁﬁﬁl a‘ﬁ[fi'omgéianm@zdlastérgor@rsaﬂr@ny ﬁiilnngSRlo
0, NR10O ﬁi @%ﬂ H%F;O NHR10
ratign o a ¢arrespandiRg d=aXide Rﬂﬁ"@Pfela"ya Fseangingsait eEofyPr R11 f or
cof8sBn@hPSdvate ! BBieoct; ndependent | y represent |inear or
branched Cl1-6 al kyl; optionally in form of one of the
stereoi soners, preferably enantionmers or
and opiidnalyesnemi snorephieameaceptieallp acdeptableremcipients, foi theur e of

preeor?g%%lsﬁ §f&$n%c3£ﬁntt ﬂﬁ yeetre@%tﬁﬂ %?{r@lyc&fdgfl&reﬁ% e

rs an m xi ng ratio,
blawd plasmarand &5 dhrediregyiaxis andier trersnedof dlwrd%(s@ér r espondi ng

dls%?de}s 5ftfﬁ‘t{ &Rfral Rfvolls SRS %@S&‘iﬂll? gtrékal Uf%ﬁs%rde‘?@éﬁﬁg and

one or nore E ar maceut i cal Wé accep t abl e
4

ona
Eféé’ﬁ?ﬂu@ﬁ%swm ard efriodipiasy, fligerpgys. especial |"E'§rrent for

anbfeRial G@BHEM, loBéIsﬂthyéd i @bb@tﬁ melftub @oalissuline ddpenddneod
i,s and/ or treatnent of

d'%ﬂe?ﬁwﬁl@gj&f&ﬁiabl&pag %8¥ ﬁ%t Stentral nervous system

especially stroke, of disorders of the cardi ovascul ar

Another ;%Xf?}rgﬂs%ggt o?ihe lg\%gtlérﬂts %%sg 'f&%éjﬁé&fa&?r@ %Fé al l'y

éyg@ Il di abetus
medicamaedldf At last emwhsmt@hupmzel@g @ﬁr@mﬁnddaf vleéfthlcmaus)

least oneldi &E, ‘ﬁa%? hy re%%ﬁht& Yy@BgerdivaiRedt ichst cﬁfécﬂf RerRiyref )y I ed

aspect of e invention.is the use for the manufacture
different QB‘?m quf%Qﬂ"cf%’rFB?lmaB\"faQt"elOéﬁﬂed@ﬁ'é’e'% e MR R r azol i ne
triglyceride08WMAn thedfloddpasatatankd férake propioiaxitand/or treatment of

disorders of disorders of the central nervous system, especially stroke, of disorders of
the cardiovascular system and of food intake disorders, especially bulimia, anorexia,
cachexia, obesity, type |l diabetus mellitus (non-insuline dependent diabetes
mellitus), preferably obesity and diabetis.

Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of formula | for which at least on of R®, R® or R’ represents
hydrogen, while at least one R, R® or R’ is different from hydrogen for the
manufacture of a medicamentfor the regulation of triglyceride levels in the blood
plasma and for the prophylaxis and/or treatment of disorders of disorders of the
central nervous system, especially stroke, of disorders of the cardiovascular system
and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type Il
diabetus mellitus (non-insuline dependent diabetes mellitus), preferably obesity and
diabetis.

Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of formupa | for which R?, R® and R*independently of each
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| east one of R2, R3 or R4 represents hydrogen, while
at least one of R2, R3 or R4 is different from

whg@sogem f or the manuf acture of a nedi canment f BET/ER®05/001465

regul ation of triglyceride levels in the blood plasma
and for the prophylaxis and/or treatnent of disorders
of disorders of the central nervous system especially

other repr%%é h?dd'oég gi 'Ilﬁ'é?:\rr gebran@ed ') ‘é-aﬂ‘(ﬂrg%deﬁﬁéPl é¥ at§iSdrem and
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axis and/or treatnent of disorders of disorders

of the central nervous system especially stroke, of
Another (iéfemédigspactaf thelviventionds eass uf atleasysiesubstatedf f ood

pyrazoling B o B4 Fyr SERES el B Bedhue By Bau™
other rep(enent-hydregen, adinets pebrdacited @ adalkyleggoupe d halbgen) atopr et er abl y

CFs, prof@ABiy PR Fiti B dntn/ VI SLBIPEI G BErBLd? ct of the.

ntion I's one substituted
methyl, efsyk BZ@) Bfr@d&ﬁvﬁzmhﬁ!“@wfﬁ‘%ﬂﬁﬂf amedieypeniiar g regulatins and
of mglyce%e Ieﬂ?l@ﬂﬁﬁdﬁﬁbdi naéamac ?ﬁ&ﬂ@ﬂﬁ%odh?lﬁk@éw&r tféﬁﬂﬁ@ﬂ@ﬂi a
or anc en atom
cisorderssf depigerst eGP orBis Haterm BorRAaI B RIRORETH ohch
the cardi®fabaiar sgg¢ra anddf fbydlinage disomeishedpecialtytbylimiaFandééxia,Br and

cachexia ob%s*yél ypglﬂ% Fr%lﬁﬁu% éﬁon Ohs ng‘a?ﬂe%ﬂ tr&t?fé,g{? t he

eve Food pl asma
mellitus), @meraUVObMypmb@h@Qtlams and/ or treatnent of disorders
of disorders of the central nervous system especially

stroke, of disorders of
Another preferred aspect of the invention is the use of at least one substituted

pyrazoline compound of formula | for which R? represents a chlorine atom in the 4-
position of the pheny! ring, while R® and R* represent hydrogen for the manufacture
of a medicamentfor the regulation of triglyceride levels in the blood plasma and for
the prophylaxis and/or treatment of disorders of disorders of the central nervous
system, especially stroke, of disorders of the cardiovascular system and of food
intake disorders, especially bulimia, anorexia, cachexia, obesity, type Il diabetus
mellitus (non-insuline dependent diabetes mellitus), preferably obesity and diabetis.

'Another preferred aspect of the invention is the use of at least one substituted
pyrazoline compound of formula | for which R® and R® each represent a chlorine
atoms in the 2- and 4-position of the phenyl ring, while R” represents hydrogen for
the manufacture of a medicamentfor the regulation of triglyceride levels in the blood
plasma and for the prophylaxis and/or treatment of disorders of disorders of the
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t he cardi ovascul ar system and of food intake
di sorders, especially bulima, anorexia, cachexia,

wob@siotypo t ype 11 diabetus nellitus (non-i nsul PEIEFEP2005/001465

dependent di abetes nellitus), preferably obesity and
di abetis. Another preferred aspect of the invention is
the use of at | east one substituted pyrazoline

T T e e

and of fodd lntebe dmrd@s,aaspa@@uy@mhraaaan@yexwg ﬁ@QthXla,ePbﬁatyo'géﬁ llat om
diabetus HEIHGE FhonRhshifd @Qeﬁdﬁ@dlaﬁﬁeﬁm@lll&) b%ﬂ:ﬁw&ﬁ-ﬂt} ¥nPf each
represent hydrogen, . Br and
diabetis. CF3 for the nanufacture of a nedlcanentfor the
regulatlon of triglyceride levels in the blood plasm

Q and/ r tr at ne dlsorders
Another pée;}er&?cg gl”éﬁ‘ﬁf'#"teﬁ{éond% ruﬁF L% %n si}’gf'tgﬁ] especi al |y
pyrazoling taropoaind of fodnisat idewsicloR' tebeeserats tydrogesc mety! areityem and

preferablygﬂé]ydﬁ'@q férq ﬁnlﬂé&l% gﬁ£ ﬁledlgac‘rngrﬁfo? hpfe%}fgtl

exl a Betus mel litus
triglycerider@ielsiim the| hlqoé p@éﬁ@ﬁ@é iHar ﬂEﬁ F?IB@’ty 'Srﬁ?MOF regimentsf ef er abl y

d.sorders%bs“ébrwrs%ﬂﬂﬂe%ﬁttaaﬁehéﬁeusﬁﬁv%nﬁésp%ﬁﬁﬁtroﬁs @aes.fabrsqff t he

invention Is the use | east one substitute
the cardigyScpiAsPYYRM BB PERINBRE GPHRIE o Bl EHIT B oHRIone
cachexia, cbREISS §Pé 8 dRbetdk afellife (Bdreiftuline tifisendentdeieson of the
, pﬂgqﬁg r%%%Y ng e .R3 and R4 represent hydrogen for
mellitus), Peteralln § APLdigelis nedi canentfor the regul ation of
triglyceride levels in the blood plasma and for the
Another BiERRN bE3cP oI inOEnibA BT o Al B2 g?cfsﬁtufgd di sorders
cen nervous sy spec ke, of
pyrazoling| ceyapated of f@fmlilih wh@r&md%mnﬁpf %eygtaéiwra% (‘b'ﬁ f ood
represenﬂeﬂbﬂﬁ%oﬁlb&ﬂfd@ Béner@$dt@EIaglly y bul im a, anorexi a,
cachexi a, obesity, type Il diabetus nellitus
(non-insuline dependent diabetes nellitus), preferably
obesity and di abetis. Another pgreferred aspect of the
invention is the use of at Iﬁgﬁt one substituted

0
R12
N
N/
R15
R13
R14
II
wherein
¢
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pyrazol i ne conpound of formula I for which R5 and R6

each represent a chlorine atons in the 2- and
wd2pssiron of the phenyl ring, while R7 repr eBEEB2005/001465

hydrogen for the manufacture of a nedi camentfor the

regul ation of triglyceride levels in the blood plasma

and for the prophylaxis and/or treatnent of disorders

R’ %E)Fegtlgghﬁ%ﬁe&fr alliR4r R biaféned e, v alky! givigd,em especi al |y

, di sorders of the cardi ovascul ar system and
of food intake disorders, especially bulima,
R'2aRYBY Mloaa‘sqmapemieaﬂy ofzash bijrer repmeeerit b lidéartoe brascheel | i t us

(non-insul ine d f bl
CHRLBIP rEr SEERESE Gyt BT SfmarEhabigtlom? © £ 7Y
CHiM) Otz @y, CN, OHENQs SHoNHathydregen, meithyl, stk £ €uBed
ancPé‘IEaZOl i ne conpound of formula I for which Rl

répfesents hydrogen, methyl or ethyl, preferably
hydrogen for the manufacture of a nedi camentfor the

optfoﬁgHI' iRtorf Q)f e dfithdtriesicorfsts) pﬁé‘f@ia&lylehaﬁtlmdaé &od pl asma

ophyl axi s, an d/ or f disorders
d'aétf}reﬂf'@[?r 6é3r°§|%5fe IHLorRAtS 'Qfm'ﬁ%P{/acS t3”}'& éﬁﬁ especi al |y
stefdolsoers, p\*‘ef@htﬂsmmti@nm atdier dizstetemwers,du by mixingt em and

i o Rttt NE NHRRIGES: oS RFERntio it e, o a

cachexi a, ué mel litus

cor(aspondlnmvatedhefepfendent di abetes nellit us) preferably

obesity and di abetis. Another preferred aspect of the
invention is the use of at |east one substltut ed

for Biprraansfactuse elghipediprmesttor B auiRlighel dglyreritir @i found of
theRIHA rpﬁdsnfa%awérahe( brb hwaxrs@aa@s Eéﬁé?dntb)j daomen;m u ng of

n I r
cis§J0% o I s2 i) ol et BEPERBLY Fhie o R TRtstos ey 39"
calﬂb’dasculaF&Btennm faberinthke difordeas, fespediedy bulepa,es ent a

an%ré)ﬂg %ﬁcﬁgéx Blgegﬁ %%)9% ?oe"f)tlslﬂfélhtﬁg @Hﬁhnsﬂlﬂe‘ depafdeit

ran
diabetes mellitus), preferably obesnty and dlabetls

Another embodiment of the invention is the use of at least one substituted pyrazoline
compound of formula Il for which R*? and R*® independently of each other represent
hydrogen, a linear or branched C1.¢-alkyl group, a halogen atom, or CF3, preferably
R'™ and R" independently of each other represent hydrogen, methyl, ethyl, F, CI, Br
and CF; for the manufacture of a medicamentfor the regulation of triglyceride levels
in the blood plasma and for the prophylaxis and/or treatment of disorders of disorders
of the central nervous system, especially stroke, of disorders of the cardiovascular
system and of food intake disorders, especially bulimia, anorexia, cachexia, obesity,
type i diabetus meliitus (non-insuline dependent diabetes mellitus), preferably
obesity and diabetis.

Another embodiment of the invention is the use of at least one substituted pyrazoline
compound of formula Il for which R, and R*® independently of each other represent
hydrogen, a linear or branched_Ci.s-alkyl group, a halogen atom, or CF3, preferably
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CH2F1CHF2, CF3, CN1OH, NO2, SH, NH2, hydrogen, nethyl,
ethyl, F, d, Br and CF3, optionally in formof one of

w0 b@ssrmoeoi soners, preferably enantiomers or PCT/EP2005/001465
di astereoners, a racemate or in formof a mxture of
at least two of the stereoisoners, preferably
enantioners and/or diastereoners, in any mxing rati o,

*and B m@eﬁé?\'aéﬁﬁlﬁﬁ@é’dmﬂhéﬁ@?éééﬁt Wﬂﬁfg@ﬁ)fmetﬁﬂ ghyiF, u‘smondl ng
salt thereof, or

and CF Bl M b o1 e B AR S ety T or

in the biob# lp@bmiﬁ and fbe tHegraphylakis ahdier tidatmeht pt disorderaptidiarders he
axi s, _an [ i sorders

otthe cof BB BpAr e SRLE TPl taiglesly ="

system add stfoctbintake Hisvidersc esngrielyadnlaaancsgxia, €asheia, ofesitbod

type Il dléﬂ&lﬁlﬁellﬂuss@@qﬁ{sﬁlmeecféﬁgrﬁeﬁ{ didbehid| hdTiidb), p’?@@FefEW a,

esity, type Il diabetus [itus
Obmmvaoﬁéﬁbﬁﬁsullne dependent di abetes nellltus) preferably
obesity and di abetis. Another enbodi nent of the
i nvention is.the use of at

| ubst

oo SRR S 0 A M 5

compour}ﬁlo’ifdrmdla peadenéd B odpreseats G ahe R repesswsritydmgen dgen, a
i ne

e 885 ARG AT LBl o SRR

plasma antl fartther mpmrwiee(mann@d irerj@ant ofgisergers Oéﬁllh@fplers pite, Br and

central ngx:/gu{ sggtteh\e e%@%ﬁﬁ&ﬂé Eof Gfsor@el'i"o@{h%i‘:ﬂﬁmvﬁﬁula{r Bfstem

tioh of triglyceride levels in bl cod pl asma

and of foggh t!l‘talké dispslersy pERsRiRIaRYligiay gpgrexia, tCP@?ﬁXI?BﬂQeS& t¥hedbr der s

diabetus MellflisA6HRESING HepdiRientaitberts ntitusp efeimbly @besigapeaci al | y
diabeti stroke, of disorders of the cardiovascul ar system and
1abelS.of food intake disorders, especially bulim a,

anor exi a, cachexi a, obeS|ty, type Il diabetus nellitus

Another &r%%rﬂ"eh REHbAMENSS BRNARREos &6 Ot ARidst bitsdubsiiBh er abl y
pyrazoline compound of formula Il for which R' and R' each represent Cl for the
manufacture of a medicamentfor the regulation of triglyceride levels in the blood

plasma and for the prophylaxis and/or treatment of disorders of disorders of the

central nervous system, especially stroke, of disorders of the cardiovascular system

and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type I

diabetus mellitus (non-insuline dependent diabetes mellitus), preferably obesity and

diabetis.

Another preferred embodiment of the invention is the use of at least one substituted
pyrazoline compound of formula Il for which R' represents hydrogen, methyl or ethyl,
preferably hydrogen for the manufacture of a medicamentfor the regulation of
triglyceride levels in the blood plasma and for the prophylaxis and/or treatment of
disorders of disorders of the central nervous system, especially stroke, of disorders of
the cardiovascular system and of food intake disorders, especially bulimia, anorexia,
cachexia, obesity, type |l diabetus mellitus (non-insuline dependent diabetes
mellitus), preferably obesity and diabetis.

44



obesity and di abetis. Another enbodi nent of the

invention is the use of at |east one substituted
w@anoiopne conpound of fornmula Il for which RAI/ER20d5/001465

R15 i ndependently of each other represent hydrogen, a

i near or branched -Cl- -al kyl group, a hal ogen atom

or CF3, preferablyRl4 and R15 i ndependently of each

ot her represent hydrogen, methyl, ethyl, F1 C, Br and

CR3for the nanufacture of .a i canent.for. the .
Another qrapiTEATE BN VPG 4 REFaA 3 BES0S PP HBASVEEEIS asma
compoundidtifotraiila | &al for whibly thexcompeund/ astortiing &t foemtlasdfor diis or der s
i sorders .of th central nervous system especially

f .
selected E?'P IO CHPENOREr s of the cardiovascul ar system and
of food intake disorders, especially bulima,

@ar (] aghexy intd/s5- 1 Hlovel litus
5 OO ey -0 R o BRI g S i RSB b B0l oty
ackbesi ty and di abetis. Another embodi ment of the
invention is the use of at |east one substituted
razol jne coppound of . fqrnula Il for ich R13
orbiiaT Bhd Bropr L parraens ng i BYue acomsRPRdBR A & e
corraspohding soleat@f a nmedi canmentfor the regul ati on of
triglyceride levels in the blood plasma and for the
prophyl axi s and/ or treatnent of disorders of disorders
for the marfiufadiyre obammmedicamentipoing reguationpf tdgyneddalevsis ittheke, of
blood plalgl‘rr]1t§ gﬁ&e*raé&ecﬁr%ﬁnwsx@ AhdbPyashst B disorddr8 67 ddtild&s of Red

I soraers, especially bulima, anorexia,
central nenyeuSsyptam. epesiplivstroks, gkdiperders ghibe Gardioupsciaygystem
and of fobdPakk BRbldeRCegheBiaNIRINmiad ardielis sadhizkib] duesiy, typeef er abl y
: obﬁ§|t§ and.dlabetlswaﬁgogherrprgferrqﬂ enbqdi nent of
diabetus frilitys (Garippuline pPRPenAent diekeisp Mefitish REEErahiL ORI ARY ut ed
diabetis. pyr azol i ne conpound of formula Il for which R14 and
R15 each represent C for the manufacture of a
medi canmentfor the regulation of triglyceride levels in
the bl ood plasma and for the prophyl axis and/ or
treatnment of disorders of disorders of the

The present invention is illustrated below with the aid of examples. These illustrations
are given solely by way of example and are not intended to limit the present
invention.
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central nervous system especially stroke, of
di sorders of the cardiovascul ar system and of food
WO nioskee790¢ sor ders, especially bulima, anorexiBCT/EP2005/001465
cachexi a, obesity, type Il diabetus nellitus
(non-insuline dependent diabetes nellitus), preferably
obesity and di abetis. Another preferred enbodi nent of
ExampleN€ invention is the use of at |east one substituted
pyrazol i ne conmpound of formula Il for which Rl
represents hydrogen, nmethyl or ethyl, preferably
Example byspr&@ara ésmipouhe acardiigiotformaladfor . medi canent for t he
regul ation of triglyceride levels in the bl ood plasma
and for the prophylaxis and/or treatnent of disorders
Example® di sorders of the central nervous system especially
stroke, of disorders of the cardiovascul ar system and
of food intake disorders, especially bulina,
5-(4-chlopaphenyl)-3-(2.4-slighdarophenydS-dihydrarpwrazgle-greaskaxylic ne| | j t us
acid (non-insuline dependent diabetes nellitus), preferably
obesity and di abetis. Anot her enbodi nent of the
invention is the use of at |east one substituted
a) 4-(4-chloreptnyne-exerpbutedoiofacidor nul a | or 11 for which the
compound according to fornulas | or Il is selected
fromthe group consisting of:
5- (4- chi,gr o- phenyl ) - C®Hdi chl or ophenyl ) - 4, 5-di hydro
- 1H pyrhzol - 3- boxk!l i acid, optionally in the form
of a ces%%ﬁﬁgéng xi de, a corresponding salt or a
correspgndi ng sol vat¥¢, for the manufacture of a
medi cangntfor the re@ul ation of triglyceride levels in
t he bl ood plasma and for the prophyl axis and/ or

t t of di fn di |
e RVl 850 i b bR o,
(109, 86 oumak=d viaEissatved 50T ahebsohutd Ghandl Fesalitien s disr s,
cooled to?);‘;@ @Rd 3h hyudals Liidn RREORAXS.8 g it 36 R Xafor) RRERIdeY. type

dropwise keeping the temperature below or equal to 10°C, whereby a yellow-orange

colored precipitate was formed. The reaction mixture was stirred for 1 hour at 0°C
and an additional 1.5 hours at room temperature (approximately 25 °C). Afterwards
the reaction mixture was cooled down to approximately 5°C and the insoluble sodium
salt of 4-(4-chlorophenyl)-2-oxo-3-butenoic acid was isolated by filtration.

The filtrate was left in the refrigerator overnight, whereby more precipitate is formed,
which was filtered off, combined with the first fraction of the salt and washed with
diethyl ether. The sodium salt of 4-(4-chlorophenyl)-2-oxo-3-butenoic acid was then
treated with a solution of 2N HCI, stirred for some minutes and solid 4-(4-

. chlorophenyl)-2-oxo-3-butenoic acid was separated via filtration and dried to give
12.7 g of the desired product (70% of theoretical yield).

IR (KBr, cm™ ) : 3500-2500, 1719,3, 1686,5, 1603,4, 1587,8, 1081,9. ;
'H NMR(CDCls, 8) : 7,4 (d, J=8,4Hz, 2H), 7,5 (d, J=16,1Hz, 1H), 7,6 (d, J=8,4Hz,
oH), 8,1(d, J=16,1Hz, 1H).
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di abetus nellitus (non-insuline dependent diabetes
mellitus), preferably obesity and diabetis. The
wWEe@sonood nvention is illustrated bel ow with tPEeT/EPIODH01465
exanpl es. These illustrations are given solely by way
of exanple and are not intended to Iimt the present
i nventi on. Exanpl es: Exanple O represent a conpound
according to formula I or Il1. Exanple O:
5- (4-chl orophenyl ) -1-(2, 4-di ¢chl or oehen|y| -4, 5-dj hydr o-
a2) 5-(4-chlorephsny)9: &gwyfqp@eaﬂ)-ﬁsgjhydro-p razole-3-carboxylic
acid 4- (4-chl orophenyl ) -2-o0xo-3-butenoic acid In a three
neck flask p-chl orobenzal dehyde (13,3 g, 95 mmol es)
and et hyl pyruvate (10 g, 86 nmoles) were dissolved in
In an altetifliveiroutt irdiea oftusireg éthylpyruvate the balt CHaC@BC(Q)€X 0ol ed
N ; i NaOH (3.8 g in 45 nL
Na (s°d'&/ag\pg%9a%§g' ag&aggﬁgﬁvvﬁ%? é%dgggi“%gerf he tenperature
bel ow or equal to 10C, whereby a yell ow orange col ored
m héthyii- BB GdreLpyPazoNe- S cHdX
b)_5 “ cﬁéﬁspgﬁ )?%?2,{”@%3&?6%@8 C andﬁgﬁ pggfjki tional 1.v\géhours
acid at roomtenperature (approximtely 25 0C). Afterwards
the reaction m xture was cool ed down to approximately
5C afi®"t he insol ubl e sodium salt of

4ochl or ophenyl ) - 2- oxo- 3- %M acid was isol at ed
(filtrarton. The Tiltra K |eft in the

ri gerat ordyeFiE ght d@;cnmre precipitate is
a

or med, whi s filterw conbi ned with the
ff'rst fraction Bf the salt washed with diethyl
et her. The sodium salt of
4- (4-chl or ophenyl ) - 2- oxo- 3- but enoi ¢ acid was then
treated with a solution of 2N HCl, stirred for sone
4-(4-chlorBpitanlype-oxod-Ritdnoid adid(obtained according to step a) (12.6 g, 60

mmoles), 2,4-dichlorophenylhydrazine hydrochloride (12.8 g, 60 mmoles) and glacial
acetic acid (200 mL) were mixed under a nitrogen atmosphere and heated to reflux
for 4 hours, cooled down to room temperature (approximately 25 °C) and given into
ice-water, whereby a sticky mass was obtained, which was extracted with methylene
chloride. The combined methylene chloride fractions were washed with water, dried
with sodium sulfate, filtered and evaporated to dryness to give a pale yellow solid
(12.7 g, 57% of theoretical yield).

IR (KBr, cm™" ) : 3200-2200, 1668,4, 1458, 1251,4, 1104,8.
'H NMR (CDCls, 8) : 3,3 (dd, 1H), 3,7 (dd, 1H), 5,9 (dd, 1H), 7,09-7,25 (m, 7H).

The Examples 1 to 6 represent compounds according to formula X.
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chl or ophenyl ) - 2- oxo- 3- but enoi ¢ acid was separated via
filtration and dried to give 12.7 g of the desired
w@e@dottoof 70% of theoretical yield). IR (KBr, BCT/EPI03/001465

: 3500- 2500, 1719,3, 1686,5, 1603,4, 1587,8, 1081,09.

1H NMR(CDCI 3, d) : 7,4 (d, J=8,4Hz, 2H), 7,5 (d,

J=16, 1Hz, 1H), 7,6 (d, J=8,4Hz, 2H), 8, 1(d, J=16, 1Hz,
ExampleéH) . a2)

= (4-chl orophenyl)-1-(2, 4-di chl or ophenyl ) - 4, 5- di hydr o-

pyrazol e- 3-carboxylic acid In an alternative route
-piperidi iy B-19(2avdiembrophbRyl)-4\6-dijdro-1H-
N plpe"d%{sg(a%)h?é?%ﬁ%g 1§§+ ( sodmﬂ ’L-Jf}atﬁl? was used,
pyrazole$rcagb@x@Bid@  hanol i ¢ water. b)

5- (4-chl orophenyl ) -1- (2, 4-di chl orophenyl ) - 4, 5- di hydr o-

o 510 BB EREHSPe5 S presses ponts.

acid chlagidleor di ng to step a) (12.6 g, 60 mmol es),
2, 4-di chl or ophenyl hydrazi ne hydrochloride (12.8 g, 60
mol es) and gl acial acetic acid (200 nL) were m xed
under a nitrogen atnosphere and heated to reflux for 4
hours, cool ed down to roomtenperature (approximtely
25 0C) and given into ice-water, whereby a sticky nmass
was obt ai ned, which was extracted with nethyl ene
chl oride. The conbi ned net hyl ene chloride fractions
were washecoad th water, dried with sgdjumsulfate,
filtefedland evaporated to dry to give a pale

N?UI id (1&80pg, 57% of theometical yield). IR

m 1) @ 3200-2200, 1458, 1251, 4,

104 NVRTTDCr 3 d) ! ¢l 1H), 3,7 (dd,
CilH), (dd, 1H), 7,09-7 ( H). The Exanples 1
to 6 rdpresent conpounds accor g to fornul a
X. Examfle 1:

cl
pi peri di nyl - 5- (4-chl or ophenyl ) - 1- (2, 4- di chl or ophenyl
) -4, 5-di hydr o- 1Hpyr azol e-

Under nitrogen atmosphere 5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-
pyrazole-3-carboxylic acid (2.5 g, 6.8 mmols) obtained according to Example 0 was
dissolved in 4 mL of in thionyl chloride and heated to reflux for 2.5 hours. The excess
thionyl chloride is removed from the reaction mixture under reduced pressure and the
resulting crude residue (2.6 g) is used without any further purification.

IR (KBr, cm™) : 1732,3, 1700, 1533,3, 1478,1, 1212,9, 826,6.

Starting from this compound compounds according to general formulas | and ||
wherein R' is a linear or branched C.4-alky! group can be prepared reacting this
compound with the appropriate aikyl alcohol.

(b) N-piperidinyl-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydropyrazole-

3-carboxamide
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3- car boxam de (a)
5- (4-chl or ophenyl ) - 1- (2, 4-di chl orophenyl ) - 4, 5- di hydr o-

WwW@ooanoioed 3- car boxylic acid chloride Under nitPCOEP2005/001465

at nosphere

5- (4-chl orophenyl ) -1- (2, 4-di chl orophenyl ) - 4, 5-di hydr op
yrazol e- 3-carboxylic acid (2.5 g, .6.8 mmol s) obtai ned
according to Exanple 0 was dissolved in 4 nm. of in
thionyl chloride and hgated to reflux for 2.5 hours.
The excess thionyl chlrrlde [ emoved fromthe
reacti on m xture unde educéd pnessure and the

resul ting crude rgsiygue E"E‘. g) i/s used w thout any
further p T LONN I R (KBr) 1) : 1732,3, 1700,
1533, 3, 14 12,9, 826,6. Starting fromthis

corrpmm cegpeunds Jaccogdi ng to general fornulas | and
Il wherein Rl |s ear or branched Cl-4-al kyl group

can be prepared ng this conmpound with the
appropri ate al kyl ohol . (Db)

N- pi peri di nyl - 5- (4-|chl or ophenyl ) -1-(2, 4-di chl or ophenyl
) -4, 5-di hydropyraz®&le- 3-carboxani deUnder nitrogen

at nosphere N-am nopi peridine (0.6 m_, 5.6 nmmoles) and

triethylam ne (4 nL) were dissolved in methylene
chloride (25 nL). The resulti ngﬁm’ xture was i ce-cool ed

Under nitgpgan ainepspbrre Arniporiparidine ¢h6 sib, 56moeies) 8Pdphenyl ) - 1
trlethylamuéezﬁ L) were dissolved in methKIene chlorlde (25 mL) The resulting

h I d
mixure v o5 ABS SRERIEG T SOUOT P R gMARE AT o | de
dichlorophériyl)m,5-dingdro-pyid eale-Grearbokytie acid bilordesabltdinengn stepdt)iion

methylenﬁgﬁlé@ (over I)ﬁ/ta%%&?e fc?“r’eor I&?Ig?%é e r@gcét%nmgfe%smt ely

Ion mXxture was
stirred atmrln@mpmatme Mpwma’cejy PR dverpight. dferwardsdide waoionus

mixture ghéwmweﬁ&dfoméu WJ%}%& aq&éaﬁg sagtﬂinrbf Whdifinvat er,

over sodiumsulfate, filtered and evaporated to

b'Carbon"ﬁPJh@S@QthW@ waieradugsigiver qq‘i’é’""r iifgle; fiterpdand fuarsttrd was
to drynesgliry % toldvabge Thd fegimikf dta@dedolid was crystallized from ethanol.

The crystallized solid was removed via filtration and the mother liquors were
concentrated to yield a second fraction of crystallized product. The two fractions were
combined to give a total amount of 1.7 g (57% of iheoretical yield) of N-piperidinyl-5-
(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydropyrazole-3-carboxamide having a
melting point of 183-186°C. |

IR (KB, cm™) : 3222,9, 2934,9, 1647,4, 1474,7, 1268,3, 815,6.

"H NMR ( CDCly, 8) : 1,4 (m, 2H), 1,7 (m, 4H), 2,8 (m, 4H), 3,3 (dd, J=6,1 y 18,3Hz,
1H), 3,7 (dd, J=12,5 and 18,3 Hz, 1H), 5,7 (dd, J=6,1 and 12,5 Hz, 1H), 7,0-7,2 (m,
6H), 7,4 (s, 1H).

The compounds according to the following examples 2-6 have been prepared
analogously to the process described in Example 1 in combination with Example 0.
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The crystallized solid was renoved via filtration and
the nother |iquors were concentrated to yield a second
wo e@soim of crystallized product. The two fraRCT/BPR05/001465
were conbined to give a total anount of 1.7 g (57% of
theoretical yield) of N piperidinyl-5-
(4-chl orophenyl)-1
Exmnméégh4~dichlorophenyl)-4,5-dihydropyrazole-3-carboxanid
e having a nelting point of 183-186C. IR (KBr, crt 1)
: 3222,9, 2934,9, 1647,4, 1474,7, 1268,3, 815,6. 1H
-(4-ChidWPHen {4 (2 4-dibhierophén{iii,52dibydrd-1A-fyiazoldd, 2, 8 (m
(e 4%_ 3@1‘@, Jzyg, %gg?sm,ylrl), %ﬁ% (dd, J=12,5 and
carboxylgadid{{,2.4}ifigZol-4-vhamitle ~ 3=6 1’ and 12,5 Hz, 1H), 7,0-7,2
(m 6H), 7,4 (s, 1H). The conpounds according to the
- followmnpg.,exanpl es 2-6 have been prepared anal ogously
Memngﬁ?@kﬂgghggégess described in Exanple 1 in conbination
IR (KBr, qun)h3428a h§H6e 1477EX248p16912821.
1 - I henyl ),- iENe 1.0 ) -4, 5-di hydr
H NMR@-D% %%gé%f gt@@ A(?zér1%’-g%1 fhc) %g@é’oﬁ%@ triazol -4-yl
17,9Hz, Hhi B8 (dkV+6,2gnd7.8Hz, 147,239 (oc7H). .7 &e#H)1829) . 3448,
(bs, 1H).1686, 1477, 1243, 1091, 821. 1H NVR(CDCI 3, d): 3,1
(dd, J=6,2 and 17,9Hz, 1H), 3,7 (dd, J=12,3 and
17,9Hz, 1H), 5,9 (dd, J=6,2 and 12,3 Hz, 1H)1 7,2-7,5
(m 7H), 8,7 (s, 2H), 12,0 (bs, 1H).Exanple 3:
5- (4- Chl or o- phenyl )-1-(2,4-dichloro
henyl ) - 4, 5<Hhydr o- 1H pyr azol e- 3- carboxylic
aci d- (4- net hyl - pi perazi n-1-yl)-am de hydrochl ori de
Mel ting point: 150-155SC. IR (KBr, cm1) : 3433, 1685,
1477, 1296, 1246, 1088, 1014, 825.
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1H NVR (CDCI 3, d): 2,7 (d, J=4,2Hz, 3H), 3,0-3,4 (m

9H), 3,6 (dd, J=11,9 and 17,9 Hz, 1H), 5,8 (dd, J=5,5
wae@s01798 Hz, 1H), 7,1 (d, J=8,4Hz, 2H), 7,25 PCUEP265/001465
8,4 and 8,7 Hz, 3H), 7,4 (d, J=2,2Hz, 1H), 7,5 (d,
J=8,7Hz, 1H), 9,8 (s, 1H), 11,2 (bs). Exanple 4:
5- (4- Chl or o- phenyl )-1-(2, 4-di chl or o- phenyl ) -4, 5-di hydr
Q: 1H pyrazol e-3- carboxylic acid diethylam de This
conpound was obtained in formof an oil. IR (film cm
1) . 2974, 1621, 1471, 1274, 1092, 820. 1H NMWR (CDCI 3,

5(4-Chlo%-phén}_@) -4- ?4—@@1Ior§-ﬁaﬁe§ylﬂ4 SmihﬁlH) 1Hli>y€az6|ws J=5, 8 and

carboxv'P@G{%Wﬂ?@%iﬂpﬁ’@ﬁ&?‘rﬂ'&é‘weﬁqva#'%%h %?04? pheny! ) - 4, 5- di hyd
ro- 1H pyrazol -3-yl]- piperidin-1-yl-methanone |\/E‘|t| ng
-1 10 C. IR (KBr, cm1) : 2934, 1622, 1470,
Me't'"gpgﬁ%}’o 1% 1010, 817. 1HNVR ( CDCI3, d): 1,7 (m
IR (KBr, ) ; 383341685 14T7=5296, AMSB, 10801014, 885., 3,7 (m 3H), 3,9
"HNMR @@BCISEQ)N%QJ_Q‘}EL 300 (}‘nlﬁﬂ)ﬁ'é'ze d&'_.p—ﬂélaéerjg? gglnyl
17,9 Hz, B4)d5Byd, d=5,5 gy 1,88 tH), 7,1 (d J=8, 4Hz 2H), 7,25 (2d,
I 54! npound was
= 6.4 an BTAE ) Tl (e MY e L OTRR 46, TRV 1P )
11,2(bs)1697, 1481, 1436, 1340, 1169, 1074, 853.

Example

Example 4:

5-(4-Chloro-phenyl)-1-(2,4-dichloro-phenyl)-4,5-dihydro-1H-pyrazole-3-
carboxylic acid diethylamide

This compound was obtained in form of an oil.

IR (film, cm™) : 2974, 1621, 1471, 1274, 1092, 820.
H NMR (CDCls, 3): 1,2 (m, 6H), 3,3-3,9 (m, 6H), 5,6 (dd, J=5,8 and 11,7 Hz,
1H), 7-7,25 (m, 7H).

Example 5:

[5-(4-Chloro-phenyl)-1-(2,4-dichloro-phenyl)-4,5-dihydro-1H-pyrazol-3-yl]-
piperidin-1-yl-methanone

' Melting point: 105-110°C.

IR (KBr, cm™) : 2934, 1622, 1470, 1446, 1266, 1010, 817.

'H NMR ( CDClg, 8): 1,7 (m, 6H), 3,4 (dd, J=5,7 and 17,9Hz, 1H), 3,7 (m, 3H),
3,9 (m, 2H), 5,6 (dd, J=6,1y 11,9 Hz, 1H), 7-7,25 (m, 7H). ‘
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1H NWVR (CDCI 3, d): 2,4 (s, 3H), 3,2 (dd, J=6,6 and

18, 3Hz, 1H), 3,6 (dd, J=12,8 and 18,3Hz, 1H), 5,8 (dd,
wadz2@3087and 12, 8Hz, 1H), 7 (d, J=8,2Hz, 2H), 7, PCT/EP2005/001465

i1H, 7,3-7,4 (m 6H), 8 (d, J=8,1Hz, 2H)19 (s, 1H).:

Exanpl e 7: N-oxi de of

N- pi peri di nyl -5-(4-chl orophenyl)-1-(2, 4-di chl or ophenyl
Exam Ie) -4, 5- di hydropyrazol e- 3-car boxam de Under nitrogen
P gBas as an inert atnosphere

N- pi peri di nyl - 5- (4-chl orophenyl ) -1-(2, 4-
m de

(4 ‘@f’? B e ) SRS A b g
carbony dmtbﬁd?@m'&ﬁ@maméeresul ting solution was ice-cool ed
to 0 OC and mchl oroperbenzm c acid (0,204 g, 0,83

) nmol es dde .in severa rtions. After stirring for
This comgguqq]vy%tog d’bﬁ’f YaW?rﬂo'gﬁP?{'dl ayer chromat ogr aphy
IR (KBr, @hi)we 69z, ham n436;1a4Q,i1n60,1a74 1863l was renmi ning. A
' win &t A 32N -eONC B HEIE W2 a il i 1
18,3Hz, )i &8 (dodd*egﬁjamm& 8o dHuM (dul=B2He, 2thd7.2i(8, t1&l), eYoB 7#he

it ofyywas evaporated to dryness and the
(m, GH)’ékduéeé d%ﬂb: s )purl fied via colum chromat ography

yi el di ng 78 nmg (50 % of theoretical yield) of the

ExampldY:0Xi de of
N- pi peri di nyl - 5- (4-chl orophenyl ) -1-(2, 4-di chl or ophenyl
)-4,5- dihydropyrazol e-3-carboxam de in formof a
N-oxide Mﬂ-tpﬁaesldiriyd-s-l(m-tthlbg)m'nenﬂ)—ﬂ4(2Lg-qlmilarbpbény])1¢55- 120 OC. IR

2, 1678, 1654, 1474, 1309, 1107.
d"‘Vd’@’ W%ﬁ"?‘ 1.6 (m 2H), 1.8-2.0 (m 4H), 2.55
(m 2H), 3.3 (dd, J = 6.3 Hz and 18.2 Hz, 1H), 3.7 (m
Under niu';(%en g§s§s%rﬁjﬂertﬁtm'os héeﬁ%ﬁé?ﬂln}lzé@dﬂ%roﬂﬂ@\:{n -1- (@4-7 3 (m

} ar macol ogj cal
dichlorophenyl)-4,5-dihydropyrazole-3-carboxamide (0,15 g, 332 mmoles) was

dissolved in 7 ml of dichloromethane. The resulting solution was ice-cooled t00°C
and m-chloroperbenzoic acid (0,204 g, 0,83 mmoles) added in several portions. After
stirring for 15 minutes a control via thin layer chromatography showed that no starting
material was remaining. A saturated solution of sodium bicarbonate was then slowly
added, the organic phase separated, washed with water, dried over sodium sulfate
and filtered. The filtered solution was evaporated to dryness and the crude product
was purified via column chromatography yielding 78 mg (50 % of theoretical yield) of
the N-oxide of N-piperidinyl-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-
dihydropyrazole-3-carboxamide in form of a white solid having a melting point of 115-
120 °C.

IR (KBr, cm™): 3202, 1678, 1654, 1474, 1309, 1107,

"H-NMR (CDCls, 8): 1.6 (m, 2H), 1.8-2.0 (m, 4H), 2.55 (m, 2H), 3.3 (dd, J = 6.3 Hz
and 18.2 Hz, 1H), 3.7 (m, 3H), 5.8 (dd, J = 6.3 Hz and 12.5 Hz, 1H), 7.0-7.3 (m, 7H),
8.5 (s, 1H.)
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The conpound according to exanple 0 is an inhibitor of
hi gh bl ood levels of triglicerides. This effect has

whe@s/oprebed i n obese mce fed with high fat dPEL/EP1005/001465

the follow ng paragraphs it is described the nethod
and the results obtained in this study. |I. In-vivo
testing for regulation of triglycerides in blood

y was done using six weeks old male
PharmacBl @ EBJ@H ﬁgi obt ai ned from Charles River
(Fr ance) . M ce vvere divided in 3 groups : | (control),

The com burﬂvgéuofdnr@ to bkém;ﬂlﬁ@hrﬁobﬁtumlt?;toadawgﬁ blo'JSBele\Z%ﬂé el s of
recel v St an
igicerdg, Sl DR pa PESH Rber IZAPeSt I eq pih Fk B f¥Tahdh ¢ he

following garagraphd it is @stribéd theemethddehd waet fesidts labtaimel drt thisi study.
(D 12492, Research Diets, NJ, USA), in both cases for
7 weeks (References 1 and 2). Goup IIl: The animals
I In-vivodéstingdoiregulption pf trighyceridesiintileod plasingh Fat Di et
(D- 12492, Research D| ets, NJ, USA), in both cases for
7 weeks (References 1 and 2). At the end of th

The study aagidege yeing stx weeks ojtbErle mice Eiflepsobigh, Gptaines from

Charles le/@ra(FFHhﬁé) NiJel ke (dividediaii ) groBup(dohtrdT), dle(verieiej, ved t he
| S hicle (10 m /kg/day, po, of the aqueous solution of
(exampleDlacia gum 5% WW ). Group |11 was administered with
30 ny/ kg/ day, po, of the inventive conmpound
Group I: 5- (4-chl orophenyl ) -1
-(2, 4-di chl orophenyl) -4, 5-di hydro-pyrazol e-
The animglsceirth g5oup d repsived des @tﬂﬁlfﬂarﬁ@ dieb ([Eia‘f%Be ReseaigivDists,
NJ, usadi dn' t received any treatnent. The three groups of
m ce had the sanme diet than in the previous period.

Group II:
The animals of the groups Il and lll were fed with a High Fat Diet (D-12492,
Research Diets, NJ, USA), in both cases for 7 weeks (References 1 and 2).

Group 1li:
The animals of the groups Il were fed with a High Fat Diet (D-12492, Research
Diets, NJ, USA), in both cases for 7 weeks (References 1 and 2).

At the end of the feeding period of 7 weeks, it was started the treatment period (14
days): Group Il mice received the vehicle (10 mi/kg/day, po, of the aqueous solution
of acacia gum, 5% W/V). Group lll was administered with 30 mg/kg/day, po, of the
inventive compound 5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-pyrazole-
3-carboxylic acid according to Example 0. Group | didn’t received any treatment. The
three groups of mice had the same diet than in the previous period.

At the end of the 14 days period of treatment, the blood levels of triglicerides of the
animals were determined.
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At the end of the 14 days period of treatnent, the
bl ood I evels of triglicerides of the animls were
waledosnomioned. The anal ysis of the whol e bl ood sap@I/EB2008601465
done using test strips "Lipid panel” and the
photonetric Anal yzer Cardi o- Check Test System from PA
I.nstrunents Pol ynmer Technol ogy Systens | ndi anapolis,
The analysh¥ k@58 holéSbod Sansples Wad dothe iusinGiest stripy “Ligi/gdnel) ahber i ca

S AL dr hd, .. Spai The. r { I n re the
the photqFugiicapaiper CpteioERoR yegesVEight i B s Enes B
Technology Sgstems droligrapdis, IM-46268r U8 (Distriged ilGpaig iby iNovaleant
; if npared with Goup I. The results showed
Ibawas?ﬂﬁ§k%@%§;aﬁ? m ce receiving high fat diet had
significantly higher triglicerides blood Ievels than
The resukd bR Wtk tHa'todRvirlg: But the adm nistration of the
compound according to Exanple O (Goup II11l) inproved
the triglicerides blood | evels, which were not

didtf ere
st andar
triglyc
[11) re

4 1l

Group

NTreatmehhe | ev
d diet. Figur
eride | evel s
turns to the

ETriylicdrided) avhgleoup |

eﬂ&%qslg\ge t he cl ed

pl asna.
corg/diol | evel of (

Relativech 1

ecei ved
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T e(\elgl

duct
evel
oup | ¢

on of
(G oup
npar ed

0

SR
Eighvfrat e
ef fect
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ol e-3-c
i Falo|
Ref er en
f act or

the treatnen
Yehiclhys, it

ot0 MW/dayy ent
henyo) - 1-(2, 4
ar boxyl i c aci
pBExhmpy/@l s of
Cesrhg/kb/dagper t
actipoates | ep

tearty Tarsed

evets found—
I with the conpour
ht22-4&en proved tf
ve conmpound 5- (4
- di chl or ophenyl ) - 4
d accordi ng to Exa
67.5 gN.S89r i des.

P.D. et al.."Cyli

o(ﬁuu
hd accord

1800-6%i bi

1, 5-di hyd
anpl e 0.
110.6%
ary neur

ti n-1i ke pat hways

and redu

I
ng to
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[
t
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on the

0
G
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es body

(*) : p<0.D5tAnoRa fillgwesl Bad@oni 28st @mparetiBFih-Gro e |.
NS : Not significant diference, compared with Group I.

The results showed that Group Il mice receiving high fat diet had significantly higher

triglicerides blood levels than the control Group I. But the administration of the

compound according to Example 0 (Group lil) improved the triglicerides blood levels,

which were not different of the levels of the group 1, which received standard diet.

Figure 1 shows the clear reduction of triglyceride levels in blood plasma. The level

(Group lll) returns to the control level of Group | compared to the clearly raised levels

found in the Group |l without the treatment with the compound according to Example

0.

Thus, it has been proved the inhibitory effect of the inventive compound 5-(4-

chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-pyrazole-3-carboxylic

according to Example 0. on the high blood levels of triglicerides.

References
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2.- Gasa MM et al "Oeoyl-Estrone | owens the body
wei ght of both ob/ob and db/db m ce. Hozm Metab. Res
wWQOo@8/07B29 : 246-250 11. In-vivo testing for repCli/ari005001465
of triglycerides in blood plasma In a second set of
experinments carried out simlar to the tests shown
above the TG (triglyceride) |evels of diet-induced
1. Lambeﬁhf@eeml Oeykdly RbROELPNRI IBctBieddavATed RBtin-IeqRUHVRESIaMl Ng &
diet were - after a feeding period of 6 days
reduces b°dgﬁfher treated p.o. with vehicle (0,5 % HPMC) or

P.N.A.S. @00t 28l{8) :@66pa6sW according to exanple 0 (30 ng/kg/ day
p.o.). TG levels in blood were determ ned on day 28
after beginning of the treatnment. TG (triglyceride)

2.- Grasal Mk ebaliRleeylEsirene ipwemaithe bedy weightiofboth pbigp and defdled

with vehicle and only 0.80 0.07 mmoles/| in the group

treated with the inventive conmpound 5-(4-

Hozm. Metab.diesA98%32): 246850 4- di chl or ophenyl ) - 4, 5- di hydr o- pyr az
ol e-3-carboxylic acid according to Exanple 0. The
results were statistically highly significant with an
ANOVA factorial, Fisher s post-hoc test of * * *

II. In-vivqpteStigfor vegulatidn aflteglydérides imbhoiod pldema nhi bi tory effect
of the inventive conmpound 5-(4-chlorophenyl)-1-(2, 4-

di chl orophenyl ) - 4, 5-di hydr o- pyrazol e- 3-carboxylic acid

In a second ee}iofipXRETIMENTEZaiBd BUiGFINIar toriBe Iestsishpve alpvedhe T of

tnglycenHé)'I&}elsC(ﬁ Hle@ﬁﬁud@%b@%ﬁﬂﬁ %&ﬂ/vé;b@bféﬁnméd Substituted
yrazoline co eneral fornmula_ ], wherein Rl

Mice ’eCGF\@,-Tﬁ ehighfas diety ng é‘ﬁe'&r fe%g NG PRIiQA obp dB\{Sarﬁ’,tH%fdreéfedA al kyl
p.o. with @8hiBi(0,53%, HARAC jadi dhithihe doehppeamibadebldingad eemidie 0(3ver
repBesent hydrogen, a linear or

mice.

mg/kg/day

TG levels in blood were determined on day 28 after beginning of the treatment.

TG (triglyceride) levels were 1.28 + 25 mmoles/| in the group treated with vehicle and
only 0.80 = 0.07 mmoles/l in the group treated with the inventive compound 5-(4-
chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-pyrazole-3-carboxylic acid
according to Example 0. The results were statistically highly significant with an
ANOVA factorial, Fisher's post-hoc test of *** p<0.005 vs. vehicle.

Thus, again the inhibitory effect of the inventive compound 5-(4-chlorophenyl)-1-(2,4-

dichlorophenyl)-4,5-dihydro-pyrazole-3-carboxylic acid according to Example O on
the high blood levels of triglicerides was demonstrated.

55



branched CWal kyl group, a linear or branched
Cl- 6- al koxy group, a halogen atom CH2F, CHF2, CF3,
WE@RHOSOHIONC2, - (C=0) -R8, SH, SR8, SOR3, SO2R8, PCFEP2005/001465
NHR8, NRBR9, -(C=0-NH2, -(C=0)-NHR8 or -(C=0O) -NRBR9
whereby R8 and RO for each substituent independently
represent |inear or branched Cl-6 alkyl, R5 and R6
i ndependently of each other represent a |linear or
branched d - - alkyl group, a linear or branched C
. 6-al koxy group, a halogen atom CH2F, CHF2, CF3, CN,
1. S%ltuﬁ@%yrazélﬁe@bm s OHgeneRLRMIPR10, NH2, NHRIO0,
NR1OR1 (C=0 -(C=0 -NHR 10 and -(C=0O - NR1OR11,
wher eby R10 and opt| onally R11 for each substituent
i ndependently represent |inear_,or branched Cl-6 al kyl;
R7 represents hydrogen, a |i r or branched
Cl- 6-al kyl group, a linear @r branched C . 6-al koxy
group, a hal ogen atom CH2F,\CHF2, CF3, CN, OH, N2,
-(C=0-R10, SH, SR10, SOR10, NHR10, NR10OR11,
-(CO-NH2, -(C=O- NH -(C=0 - NR1OR11, whereby
R10 and opti ongl ly R11 ach substituent

Claims:

i ndependent |y i ndar or branched Cl1-6 al kyl;
with the prov'ls [ and R7 are Hand R5 and R6
both repres8 a i - and 4-position of the

phenyl ring n€j
in the 4-posit]

R3 and R4 may represent F
ring if the other two.
of R2, R3 and nt H optionally in form
of one of the stereols preferably enantioners or
di astereoners, a racenmm M §n formof a mxture of
at least two of the stpfeoi soners, preferably

enanti omers and/ or di gstereoners, in any m Xxing

wherein
R' represents hydrogen or a linear or branched C1.4-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched C.g-alkyl group, a linear or branched C1.¢-alkoxy group, a halogen
atom, CH,F, CHF2, CF3, CN, OH, NO, -(C=0)-R®, SH, SR, SOR®, SO;R?,
NH,, NHR®, NR®R®, -(C=0)-NH,, -(C=0)-NHR® or -(C=0)-NR®R® whereby R®
and R® for each substituent independently represent linear or branched Cy.5
alkyl,

R® and R® independently of each other represent a linear or branched Cy.¢-
alkyl group, a linear or branched Cy.g-alkoxy group, a halogen atom, CH.F,
CHF,, CF3, CN, OH, NO, -(C=0)-R", SH, SR, SOR', NH,, NHR°,
NR'™R", -(C=0)-NH,, -(C=0)-NHR" and -(C=0)-NR'°R"", whereby R and
optionally R'! for each substituent independently represent linear or branched
Cis alkyl;
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ratio, or a correspondi ng N-oxide thereof, or a
correspondi ng salt thereof, or a correspondi ng sol vate
w0 b@seof09 Conrpounds according to claim 1, charBCI/EPioagahi1465

in that at |east one of R2, R3 or R4 represents
hydrogen, while at |least one of R2, R3 or R4 is
different from hydrogen. Conpounds according to any
one of clains 1 or 2, characterized in that R7

Jepresents hydrogen. Conpounds ording to any one of
R'gpRipsastsihydegan, LR DECHRALCT qﬁ%ﬁ%’f’“w inar And R4

braﬁaﬂe@engamﬂyxgr&fpéﬁwbgmdifﬁ CHeP| eaeﬁCFQﬂiT mmozii
(OGS ST B2 REB NEs, N i e MRRMHURISE 5f ench
NiesRand r(epopNBWR“hwtiereg;eﬁm ane pptignallydR'hidreadhy O, Br and

sugFglgen%ngelﬁH%ﬁ etWt Iﬁgag %ﬁ%hé’cﬂ& Hiyp! ai ms 1to 4,

PeYhe'e I ndependent |y of each
ot her represent a Ilnear or branched d -6-al kyl

ng,rtgggmg,sgmapgen atom or CF3, preferably R5 and R6
e,ndentIyP?:fp ach other g@ ent |, ethyl,
if iR ar@ arp Hand Rcend RCB?FB&HH??@" IHingi n@rr‘qe é“ﬁ&f’"cme of
th€ pRenyFrink fefhér of Rh | aat af mseebprésem“ah th24-peghicesgnt s a

AR B B T I Pl s ™

according to any one of clains 1 to 6, characterized

od[tl néllgﬂ\tfoﬁ go?@e%?e‘?&b%o%%@fﬂ%ﬁéra@ StREMBR Rt OB i N

p03| tion while R7
diastereersesat asrapgmate §eln. forapehsd kg %@gle@%twwofttbe any one of

stSreBiboMRerd, gréferibly @RantREeRy AntiRfl diaBtetddmdersth any mixing
ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a
corresponding solvate thereof. ‘

Compounds according to claim 1, characterized in that at least one of R?, R®
or R* represents hydrogen, while at least one of R?, R® or R* is different from
hydrogen.

Compounds according to any one of claims 1 or 2, characterized in that R’
represents hydrogen.

Compounds according to any one of claims 1 to 3, characterized in that R?, R®
and R*independently of each other represent hydrogen, a linear or branched
C1.c-alkyl group, a halogen atom, or CF3, preferably R?, R® and R*
independently of each other represent hydrogen, methyl, ethyl, F, CI, Br and
CFa.

Compounds according to any one of claims 1 to 4, characterized in that R® and
R® independently of each other represent a linear or branched C+.s-alkyl group,
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represents hydrogen, nmethyl or ethyl, preferably

hydr ogen. Conpounds of general fornula Il according to
woep@sor7nore of clainms 1 to 8 wherein Rl reprPGEEPH05/001465

hydrogen or a |inear or branched Cil-4-al kyl group, R12

or R13 independently of each other represent a |linear

or branched Cl-6- al kyl group, a linear or branched C

- u 3 3, CN,
2 aioBh e P Bretal R AR R ABen e of S opel P
reprasenOmBthyIRethylofr, le@ gnd endent ly of each other
represent a linear or branched C al ky! group, a

i near or branched Cl-b- alkox ro hal ogen ato
Compepndsgqeordingstesanygqe abplaimct S&F ﬁ%‘é’ze lﬁ}%% et hylm
represents a Eilorind @tdnHid, thed4p-positivml of 1hel phehy ring, afhile /e and Rt he

st§%$5¥ oners preferably enantioners or

a racemate or in formof a mxture of
at | east tmo of the stereoisoners, preferably

CAAAIh4LAERE Ging érﬁf oricR S AICOBR. ShardcierBBY inThat FPngal | ©.

corresp t er eof COH‘eSpOI’]dI ng
R s&&p'ﬂ fﬂPfR?ﬁ'éfcﬁCh'Qﬂf‘e atoewm té@p?o Aed ﬂf@oﬁféﬂ"\}%ﬁ"@ RheBY! &B9..

wHiHe IR paprélen@ hydrogérg to claim 9 characterized in that
R12 and R13 i ndependently of each other represent
hydr ogen, a linear or branched Cl-b- al kyl group, a

Cdmdoogdsraoabmmg t@any@rid, of plaiaiser aly, yharicteraad inkh& R

B CE Ry %%?‘HV'B‘S'Q%F&&‘Y%@%%%E%%2922&or di ng

to any one of clains 9 or characterized in that
Cibunddét gfetal' 8l tefon@aqhor@tohaam{sen%%sent a
near or branche - al group, a hal ogen atom
or CF3, preferably R14 and R15 hmdependently of each
O/
o)
R12
N
N/
R15
R13
R14

wherein

R' represents hydrogen or a linear or branched C1.s-alkyl group,
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10.

11,

12

13.

14.

ot her represent nethyl, ethyl, F, d, Br and CF3.
Conpounds according to any one of clains 9 to 11,
waeb@sacderi zed in that RL3 represents C and RRCI/EP2005/001465
represents hydrogen. Conpounds according to any one of
claims 9 to 12, characterized in that R14 and R15 each
represent C . Conpounds according to any one of clains

‘Dot oo Sihlther ufhro 4Rt ool SEERERN o @' 09°"
all@bgrmlp;i Rtfigear or brasched Grgiatkoxf groumuar’relogem atomCisle‘F ect ed
t t
Cﬁz’%abﬁﬁbg ﬁé%@ff’w H(ygl%g dine chl)reg)gh CHBE 3““5051 hydr o

-1H pyrazol - 3-carboxylic acid, optionally in the form
R10br 15 méﬁ@ﬂ@ﬂmﬁ B&H%tﬁeflr&&eseat @Mdaeeméwbhe@ cealt or a

correspondl n nbi nat i of co lg_;l
IRy, SR ST ORBER G KCHEPPR. AUBIPORY PRI He
CHRNPRVICHN, Of, O SHaNH: anetiw! 2etthyl, i €1, &r andRCFs,epr esent s

hydrogen or a |inear or branched Ci-4-al kyl group, R2,

R3 and R4 independently of each other represent
optigraipigderm of ohe ntthe stereoisornetsh prgfeGably engnligmergiobup, a

dd&e@%‘?‘ﬁe Ol rQéééEﬁ@@ﬁn Gdrm- o@a%h@r’éﬁf af IQ%b‘Ptvxécﬁofgll?_lé 0%;2 at om

stmmem@meramnanﬂmsrs m@@e@aster@@@e)s Py Mixivg=Q) - NHRS

ratf, ord é&r@spm -Bk16s @BeofRans crtbsherdirRpsalt st drtauent
i nde nde(gq% %pgesent i near or branched Cl-6 al kyl,
COFRSPORENG, AYVaEr PTG pendently of each other represent
hydr ogen, a |inear

Compounds according to claim 9 characterized in that R and R'®
independently of each other represent hydrogen, a linear or branched Cy.¢-
alkyl group, a halogen atom, or CFs, preferably R™ and R'? independently of
each other represent hydrogen, methyl, ethyl, F, Cl, Br and CF3.

Compounds according to any one of claims 9 or 10, characterized in that R,
and R'® independently of each other represent a linear or branched C1.¢-alkyl
group, a halogen atom, or CF3, preferably R and R'® independently of each
other represent methyl, ethyl, F, Cl, Br and CFs.

Compounds according to any one of claims 9 to 11, characterized in that R
represents Cl and R'? represents hydrogen.

Compounds according to any one of claims 9 to 12, characterized in that R
and R each represent Cl.

Compounds according to any one of claims 9 to 13, characterized in that R’
represents hydrogen, methyl or ethyl, preferably hydrogen.
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15.

16.

branched Cl-6-al kyl group, a linear or branched Ci

~N-al koxy group, a hal ogen atom CH2F, CHF2, CF3, CN,
W@RH0SBIORY9 - (C=0) - R1O, SH, SR10, SOR10, NH2, NHRIDEP2005/001465

NR1OR11, -(C=O)-NH2, -(C=0-NHR10 and -(C=0) - NR1OR11,

whereby R10 and optionally R11 for each substituent

i ndependently represent |inear or branched d - al kyl;

Co%v?&f s %ﬁ{:&fdlhgtof "B HorE B4 g'ﬁ s § 01 ALRIRRAITRMTRES

I oners or astereoners, a racemate or
grq'uncom«aimgpf a mixture of at least two of the

stereoi somers, preferably enantiomers and/or

di ast ereoners an n cor ondi ng
5-(fechiRiocrhenys & f- dlcawféhwﬁ e§$5¥€f§? Ttz e or a
aci@or respondi ng sol vate thereof; and at Ieast one

substituted pyrazoline conpound of general formula X X

wherein R16 represents an optionally at |east
optinmatly is thesfoint ot acbrishpangingd-oige, aReTespepdieg eaitas aan
coﬂ&%hﬁﬂﬂ%é&h&ﬂ.l east nono-substituted phenyl group, R18

represents a saturated or unsaturated, optionally at

| east nonosubstituted, optionally at |east one
Coh%tnar&%f%mn §urfds|&lmﬁﬁ’ﬂ2ﬁ[t |28 drRistbsiutedy pyraddiinghat i c

% g% Qe condensed with an optionally at
cofnpopnd ‘%ﬁﬂ@r iBealut ed nono- or pol ycyclic ring

system or an optionally at |east nobno-substituted

aryl or heteroaryl group, which may be condensed wth

an optionally at |east nono-sRbstituted nono- or

pol ycyclic ring system or - NR19R20- npi ety, RI19

and R20, identical or diffekent, represent a hydrogen

atom an unbranched

o
e
75

wherein

R' represents hydrogen or a linear or branched C.s-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched Cy.¢-alkyl group, a linear or branched C1.¢-alkoxy group, a halogen

atom, CHoF, CHF2, CF3, CN, OH, NO;, -(C=0)-R8, SH, SR, SOR®, SO:R®,
NH., NHR®, NR®R®, -(C=0)-NHj, -(C=0)-NHR® or -(C=0)-NR®R® whereby R®
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or branched, saturated or unsaturated, optionally at

| east nono-substituted aliphatic radical, a saturated
wo@roognsmour at ed, optionally at | east nonosubstPCTYERINNS/001465

optionally at | east one heteroatom as ring nenber

cont ai ni ng cycl oal i phatic group, which may be

condensed with an optionally at |east nono-substituted
andRqor cath PsyiayRtlindependegtsigpiesent lingar arbrapdheditak | y at

I%gast nono- substituted aryl or heteroaryl group, which

y be condensed with an optionally at | east
nono- substituted nono- or polycyclic ring system

R‘aﬁdéﬁc{s@gﬂ%‘%ﬂdéﬂtlg oﬁeéch i re%Fes%it%&rG&& ah.hgéreo@e group.

brasahoed Sos-allid gradpea Bﬂﬂﬁf W%%@tﬁ'@'lﬁ@‘ﬁ@f@ﬂl C %]/alp@?ﬂ esent
atsm dmz@ecHFB%ka,rcﬂ@ S, NT,5-(6=)- € a8H,BR'D ISP ewhz

NEERE el P(rpéhiﬂr'@“p“ RNty Sy,

R‘l‘.l aﬁ@bptroaalwda“ fop bachsbtituent indemmtientp m@reselnsmetau@red ,

opti onal | | east one heteroatom as ring nmenber
bré@%‘?(gﬁh? ﬁ%ylcycl oal i phatic group, which may be

condensed wth a nono- or polycyclic ring-system or

pﬁené?l?ﬁri fef?ﬁ‘!)# ohed tﬂe%?e?é%ém‘b‘i’s El‘é@é&ﬂ)l}? Bhtlobeglor O

oaryl group e condensed w h a nono-

dl@ﬁte@@n@réwap@n@tp QgIndorat @ r@mtavecﬂf aplgai ke 9f tae a |inear
stgé?lfbérﬁéw{w@te@bméhsmn@fmxor a%gtefb?dmeBZﬁI ariydﬁﬂhg Cﬁ' OIor :

| eren n a unpr.ancne or
i o5 & R sPalig eSHe Bt oka otspn g B b e 0

cdrreginding solvata ieredf;ut ed al i phatic radical, a saturated
or unsaturated, optionally at |east nnnosubstituted,
optionally at | east one heteroatom as ring nenber
ansicat teaptrina gulesfitteshnyirgzoling eompoenRf oaheralior e
condensed with an optionally at |east
R18

wherein
R'® represents an optionally at least mono-substituted phenyl group,

'7 represents an optionally at least mono-substituted pheny! group,
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nono- substituted nono”or polycyclic ring system or an
optionally at |eastnono-substituted aryl or heteroaryl

w@e@ap7799hi ch may be condensed with an opti onaPCTERL005/001465
| east nono-substituted nono- or polycyclic ring system
and/ or bonded via a |linear or branched al kyl ene group,
optionally in formof one of the stereoisoners,

r ef er apl di ast t
R et st SpBRely F B fondh o™ €
subbiitated,i optiorellp at |gase biex etéryatemaastring membercafitaining
' e - di
ooRfo e E) njeh s B Bhdhlch ol arPopiBierp oFResCoPon . "2
menn-substfutad mego-swipokiexslic mgrse!éﬂem Qbﬁ‘?o?ﬂﬁ'a'ﬂﬁ"bj ﬁt lgpst

mgmgﬁ%d aRfFer Iﬂ'té?&ar&%r&]pawﬁbﬂ-ﬁlay 33 adirﬂi@h&rdl vﬁthdanl n that

| east one of resents dro
oriRRA atleast a56-suailud mEo- REPOYCIRUE TG SHR e e T om
NRYHPagséty, Conbi nati on of conpounds according to any
one of clainms 16 or 17, characterized in that at | east
on of R5, R6 or R7 represents hydr ogen, while at | east
RGmed R¥, idBtical or [iferent, deffrésenta hydrogematone rangehranched
orﬁ%mhékﬁ%%@rat&fog%graams A I@Qst%n@%bﬁlﬂﬁed)f

characteri ze d R4
aliphafissedierbrat 9ajuraied erwisatyraied, opligralisatinashpengen, a

sdb‘sﬁi@l@& dbilorQilgBﬂQé%@o@hﬁe@h%W arrmgmemehaémmﬁ atom or
refera each

0
xS oRIEBY S S A 5 SEREoTa WYt a1 GEAGATY akieagy 3y and
m&llr'o’ﬁsubamlmgd Privinb-OoT mfycmmuydtenaocm apitiogally at leagt 0 3 e of
ai to ri [ R7
miEiiGaER S SORU BB el of Sieehe I A1)
optionadiy it least imaanshieslitud mphoy lor pelyayplic ringisesterg@nd/at om  or
bdridad via a linear or branched alkylene group, an —~SO.-R2'-moiety, or an —

NR22R?%-moiety, with the proviso that R'® and R?® do not identically represent
hydrogen,

2! represents a linear or branched, saturated or unsaturated, optionally at
least mono-substituted aliphatic group, a saturated or unsaturated, optionally
at least mono-substituted, optionally at least one heteroatom as ring member
containing cycloaliphatic group, which may be condensed with a mono- or
polycyclic ring-system, or an optionally at least mono-substituted aryl or
heteroaryl group, which may be condensed with a mono- or polycyclic ring
system and/or bonded via a linear or branched alkylene group,

R?2 and R%, identical or different, represent a hydrogen atom, an unbranched
or branched, saturated or unsaturated, optionally at least mono-substituted
aliphatic radical, a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic group, which may be condensed with an optionally at least
mono-substituted monopor polycyclic ring system, or an optionally at least
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17.

18.

19,

20.

21.

preferably R5, R6 and R7 independently of each other
represent hydrogen, nethyl, ethyl, F, d, Br and CF3.

w@eoobioro® on of conpounds accordi ng to any onePGI/EP2005/001465

claims 16 to 20, characterized in that R2 represents a
chlorine atomin the 4-position of the phenyl ring,
while R3 and R4 represent hydrogen. Conbi nati on of

moneSbetitae a@@ﬁme@brﬂﬂyltgﬂo@‘&vhi@ﬁ‘ mapbe @brﬂieﬁ§ed1ﬁiterf1 %h 2 1,
res

opt i, AFikEL nf b PothitRmSRo- 2R Qo BB O UHEBEnIRE. pheny!
bondedhyga avwihedrer Banchedraliytene grdupdr ogen. Conbi nati on of
conmpounds according to any one of clains 16 to 22,
characterized in that Rl represents hydrogen, nethyl
optighally irHpm ofnnefobingistareqisamers greferadlyrenandiviners apf

diastStBBAGIE (S ragshsk OF iﬁgoﬁrpof%r})ﬁxfﬁl;beof%f lg&ét@v@ﬁf e 1o 23

erize conmpound of general formula

S‘e’F°‘F‘§“?%m’%f§@ﬂ'@/8aa'm?"‘5fw%Gﬁafefﬁontgéﬁqmﬂy migpgl a | |
ratid, lor aberaspondiiy N-epite therdot, oi ¥ @6PapBndig s’hlt'thé?@é\‘]r?citq

cor@%‘ﬂ&ﬂﬁgm%‘?%e? kyl group, R12, R13,” Rl4 or R15

¥ "each ot her represent a linear or
branched Cl- 6 al kyl group, a linear or branched

CF3,
CongﬁNﬁa@oﬁb oggﬁ%ﬁ&ﬁnﬁydggﬁgféﬂ%%&?@g in ;;/tlaf £ g
lcackpro gl 3°rdi>tf$R5WFS;}WP'WQ%rWW%ﬁt leab ond oftAfeR" or

R* istigerent fEoRRydfogeR! ef er ably enantioners or
di astereoners, a racemate or in formof a m xture of

at least two of the stereoi somers, preferably
Congirzation ofrmerpoanid/ascording &1 #riyameef daimsii6@any7,m Xi ng

characterized in that at least on of R®, R® or R represents hydrogen, while at
least one R°, R® or R” is different from hydrogen.

Combination of compounds according to any one of claims 16 to 18,
characterized in that R?, R® and R*independently of each other represent
hydrogen, a linear or branched Cy.¢-alky! group, a halogen atom, or CF;,
preferably R?, R® and R*independently of each other represent hydrogen,
methyl, ethyl, F, Cl, Br and CFs.

Combination of compounds according to any one of claims 16 to 19,
characterized in that R®, R® and R” independently of each other represent
hydrogen, a linear or branched C.¢-alkyl group, a halogen atom, or CFs,
preferably R®, R® and R’ independently of each other represent hydrogen,’
methyl, ethyl, F, Cl, Br and CF3.

Combination of compounds according to any one of claims 16 to 20,

characterized in that R? represents a chlorine atom in the 4-position of the
phenyl ring, while R® and R* represent hydrogen.
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22.

23.

24,

ratio, or a correspondi ng N-oxide thereof, or a
correspondi ng salt thereof, or a correspondi ng sol vate

W b@seofr9 Conbi nati on of compounds accordi ng t PCTERI005/001465

24 characterized in that R12 and R13 i ndependently of
each other represent hydrogen, a linear or branched
Cl-6-al kyl group, a hal ogen atom or CF3, preferably

Cd_ﬁb?na%&‘i‘ o%doﬂ%%@&'@ﬂ? ltd/arR/fonﬁ %Faalﬁfshgrto pepresent

ro
chaH AR 417 B X%'ﬁp%ﬂrﬁ prasenis TGP g sy
4-sdshibref thé pheény2fing, ehity Rtiepebarsinydiogehat R14, and R15
i ndependent|ly of each other represent hydrogen, a
i near or branched Cl-6-al kyl group, a hal ogen atom
Capnbir@Fien oﬁmoefpeuradslapc@dimgarWymE of cleimsdbder?| y of each
: n . Br and
o B o e B oq oo B brefdrat e o
hygiogeths 24 to 26, characterr zed in that R13 represents
CI and R12 represents hydrogen Combi nati on of
und accor(% one of clains 24 to 27,
8?8 qogpguR %['n r?&e @a'g‘égﬁtﬁ’gﬁresent a.
chﬁembnmaitm that e compmodrod gemal ¢orahulag id i@presyntedniy of
[ aracterized in that RL represents
Coﬁ‘b@f'{(%oefﬁénérr%ltf%maolp et hyl, preferably hydrogen.
Combi nati on of conpounds accor di ng to one or nore of
clains 16 to 29 characterized igtthat the conpound
according to fornmula I or 11 s;él ected fromthe group
consi sting of:
5- (4-chl or o- phenyl)-1-(2, 4- dIC Iorophenyl) 4, 5-di hydro
-1H pyrazol - 3- arb%ylrc

R15
: R13

Il

wherein
R' represents hydrogen or a linear or branched Ci-4-alkyl group,

R'3, R'3, R' or R" independently of each other represent a linear or branched
Ci.s-alkyl group, a linear or branched C;.¢-alkoxy group, a halogen atom,
CHaF, CHFz, CF3, CN, OH, NO,, SH, NH>, hydrogen, methyl, ethyl, F, CI, Br
and CF3,
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25,

26.

27.

28.

29.

30.

acid,optionally in the formof a correspondi ng
N-oxi de, a corresponding salt or a correspondi ng
wa@i3ar®09 Conbi nati on of conpounds accordi ng tBCEHEP200$/001465
claims 16 to 30, characterized in that RL6 represents
a phenyl group, which is optionally substituted by one
or nore substituents independently selected fromthe
group consisting of a linear or branched Cl-6-al kyl
group, a linear or branched Cl-6-al koxy group, a
ophienady irforat of e ofHbe ste@aispme-preferably enanii@pers of C=0) - R

dlagkéreoﬁ%rs areEemate6RiR formNF8 midifd of afEadRiwo ofltte=O) - NH2,
NHR and -(C=0) - NRIR' whereby R and R' for

St@é%‘?iw ’%Qf‘?f?fa%'}ﬁ?“@f}ﬁ'a@ﬁﬁ?@e@f fligstprepmeseiRany mdng  or
rati, af@&ﬂfbs@mﬁlg&ﬁ-bmﬂe thereef, of @bcbrlyslsﬁarﬁﬁrggmn méﬁé,%g&
| is optionally substituted by one
coﬁ?spﬁéglgggtﬁ@% hf[?é’ﬁts sel ected fromthe group
consisting of nethyl, ethyl, F, d, Br and CF3, nore

Co%b?rfa%&"ﬁ‘gr‘ Inﬁ:t 1« 3%&&§uﬁ§¥ flrg%%ﬂé(r'act@ﬁiéﬁﬁn m‘%ﬁ(gheh s

rmqu_-su rrne atom |
andﬁodgdeneacﬁﬁnﬂv:ehqach@theareptﬁrse@tdwﬁreqemg ligearor Branghado any

C1(r83;':11kr9ie gggﬂf glaglob&eﬁtém sﬂwaa&%@fdwz bﬁ% hwﬁxgdﬁgér?denﬂy
of eagQthar fRREeFeRt Y F%’GB ?fﬁﬁ'eet%ﬂzsﬁ éﬁ‘fé ?ndependent |y
selected fromthe group consisting of a linear or
h branched
BTGy B o o e 2 P
cha‘mpteﬁzed intbat R* (@ﬂcﬁ} RdepesEipnt@RI cacBOfer rep@Rfent NH2,
n, awﬁgﬁor brgﬁ&%e@&'}'%l r&ﬂ)‘ ?)hahgﬁﬁ t@lrﬁd FéiO - NRLR',

ti ona st i%t uent
P“ﬁﬁé@fé@%d@ﬁ’tﬁ mﬂe@ﬁr\ég@mof P?Wéﬂ?er&prﬁeaﬂwéwem al kyl ,

md¥iye ety g1, Bldnd €py esents a phenyl group, which is
optional l'y substituted by one or nore substituents

i ndependently sel ected from
Combination of compounds according to any one of claims 24 to 26,

characterized in that R'® represents Cl and R' represents hydrogen.

Combination of compounds according to any one of claims 24 to 27,
characterized in that R'* and R'® each represent Cl.

Combination of compounds according to any one of claims 24 to 28,
characterized in that R' represents hydrogen, methyl or ethyl, preferably
hydrogen.

Combination of compounds according to one or more of claims 16 to 29
characterized in that the compound according to formula | or Il selected from
the group consisting of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,
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31.

32.

33.

the group consisting of nethyl, ethyl, F, d, Br and

CF3, nore preferably R17 represents a phenyl group,
waRiosio77989 di - substituted with two chl ori ne at oPGI/EP200$/601465

2- and 4-position. Conbination of conpounds according

to one or nore of clains 16 to 32, characterized in

that R18 represents a saturated or unsaturated,

optionally at |east nono-substituted, optionally at

| east one heteroatom as ring menber containing C3-8
optipally & the Frimiof a gprirapondifg iexige,a eaaresrandiBa saltiond t h an

c&n@&édﬁﬂﬁh?'s?dlvé}b. | east nono-j substituted nono- or
pol ycyclic ring system or anoptionally at |east

nono- substituted, 5- or 6-nmenbered aryl or heteroaryl
Camisingiion \whéantipourys dreording dearsad clainish 6ato 30 pdhaeaesdrized at

. 6 - ' - , i [

AP PR P B 4k
mergstiesliguents indepandentiy sakctesifranvihalgrappeonsisiag of a linear
orBRHenSdBSL diky b8 lp, PPbh BB I’%hé:br@ps%kdr%? %I%Up, a halogen

nitrogen-atons as rin nme er contal
atgr. Qe CHs (AN OtyNiep (Cl-Bh SHeSR b OB S@eRsed wi t h
NN Nem,irxlma‘i,I-@:@I)-Ml-s,?mﬂywm‘%ubS(ﬁiatlngtggda“rmw t v R
J.CyC C 1, S e r an - - DI .e nor e
R Soh Sulen e Renty whlprmiicat PR s o
alipjil, peaferdbln A'® rgpresentoa plheny! greum nihiciilis aptiongily suibstitusday each
t [ ' G.
oy pelep idfe SR Bechte PG b Endbibl of iR D00 G
etloyhiip & Fdl €N 6E o meire prefesaliind'® sepreasnts agtheny! growe, WHicis 3,
ﬁﬁ]g?@ess%fuite@%thiarbmm& afdhiin &ch-Fgdtioni denti cal or

is
different, represent a hydrogen atom an unbranched or
branched, saturated or unsaturated, optionally at
Cdraisisdtiononedniiobsdsi dcobréitlg €Slany-oi blapitats t6 31 aghiafterizéd

o 338" el R e PO b B o s o
mere substituentsrinziependently selected from the group consisting of a linear
or branched Cy.s-alkyl group, a linear or branched Cy.¢-alkoxy group, a halogen
atom, CHxF, CHF;, CF3, CN, OH, NO,, -(C=0)-R', SH, SR’, SOR‘, SO,R’,

NH, NHR', NR’R“, -(C=0)-NH,, -(C=0)-NHR' and -(C=0)-NR'R“, whereby R’
and optionally R“ for each substituent independently represent linear or
branched C1.¢ alkyl, preferably R'” represents a phenyl group, which is
optionally substituted by one or more substituents independently selected from
the group consisting of methyl, ethyl, F, Cl, Br and CF3, more preferably R’
represents a phenyl group, which is di-substituted with two chlorine atoms in
its 2- and 4-position.

Combination of compounds according to one or more of claims 16 to 32,
characterized in that R' represents a saturated or unsaturated, optionally at
least mono-substituted, optionally at least one heteroatom as ring member
containing Ca.g cycloaliphatic group, which may be condensed with an’
optionally at least mono-substituted mono- or polycyclic ring system, or an
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34.

cont ai ni ng C3-8-cycl oaliphatic group, which may be
condensed with an optionally at |east nono-substituted

WORWsA7109 pol ycyclic ring system or an opti onetCT/EPBN5/001465

| east nono-substituted, 5- or 6-nenbered aryl or
het eroaryl group, which may be condensed with an
optionally at |east nono-substituted nono- or

o;ﬂi@hé@)é@ lebé?t rﬁdr@&usmmt&msa&ou @emberad ag) ur rﬂate?o&l‘?lt hyl ene
o e e e ARog e S B B
WSt e bescpndged it gl SiThenoUbpEtEs | y one
moffio-toh p«slyscybl&sirglsysteuﬁ;l& anﬁlﬁ%°-mpet;ep&fdrabl;aﬂﬁydr ogen

re?)l eBEﬂtQQ%?Mége SaﬁE}r 4 e%gt rﬁg}?os bt b&l %%ﬁor%llzﬂli%] y at

resen unsat ur a
mb@amogmmmasgmgmmmr cenmml@mﬁk $ gycmhnhehcsgrom e

wﬁ]@ﬁ ﬁlﬁ?ﬁé @mq%ﬁse{?' v Jﬁ%ﬁ&{allﬁgﬂééﬁt ﬂioﬂ&-s%%stlgjéed mono- - L

8-cycl oa atlcgrgug
OFaBQ'Vsm"PBP&WS;P"hPFP%a R ﬁDHBQ'%%BB?fPP[ﬁ%’ab'Vano- or

repRs¥RY & |py|¢olitdln?l§br60{§b©l'|blerld]ﬁyl aroup Pk A prpaialeylegtrodpe ast |
0 u oar
WAl bR onsd e RS TR oS pRP Sy at

grbmbramm’ﬁlb’simdlm ed mono- or polycyclic ri ng system
an - S2-R21-noiety, or an - NR22R23-noiety, or R19
and R20, identical or different, each represent a Cl-6
Cernbipation ohegmpaspdeaqepigingrie png/orgnere of claimedé-38esi dues R19
c@%teﬂ%@d inQiRdt epﬁfeg}{osgza I&Bﬁﬂéaﬁ gedistbAMepRBedtRehyaldgeR one

hese residues R19 and R20 represents an optionally

At SrOBFaTRBRR O PY. SR DLRIGS ArTPRLREIH ORopely At leas

mog-substkuied ca.t«, ah;ﬂl’aﬂé maraal- 5 E&I&iatddtir@dseﬂurﬁl@ﬁl shtivyallygr oup,

(st B A TsittedoniBGHik oTBad ofe ool Mo

cantairazm| @b a-gmmmhamgrouﬁmmm cwngtensed witin an

od}i%‘éﬂ“ amhﬁtné(ono e@rﬂgnﬁ%ppoli/(ﬁ/a'}tﬂng%gstgﬁ &Jaf ferent,
repr sent amat é?%rou p, an n-propyl

orgrpemlp; at lgastimangrsupstituter Sugy, 6- @ﬁmhefsijﬁw' orfretaiparyla

gro @S wWhikthYhayHeQdRdéHse@whiCan optidHAIN ! at BaStHReno-substituted

mono- or polycyclic ring system and/or bonded via a methylene (-CH,-) or

ethylene (-CH-CHa)-group, an —S0.-R*'-moiety, or an -NR?R?*-moiety,

preferably one of these residues R'® and R? represents a hydrogen atom and

the other one of these residues R'® and R? represents a saturated or

unsaturated, optionally at least mono-substituted, optionally at least one

heteroatom as ring member containing Cs.g-cycloaliphatic group, which may

be condensed with an optionally at least mono-substituted mono- or polycyclic

ring system, or an optionally at least mono-substituted, 5- or 6-membered aryl

or heteroaryl group, which may be condensed with an optionally at least mono-

substituted mono- or polycyclic ring system, an —SO,-R?'-moiety, or an —

NR?2R2.moiety, or R'® and R%, identical or different, each represent a C1.

alkyl group, more preferably one of these residues R'® and R represents a

hydrogen atom and the other one of these residues R'® and R represents an

optionally at least mono-substituted pyrrolidinyl group, an optionally at least
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35.

36.

Conmbi nati on of conpounds according to one or nore of
clains 16-34, characterized in that R21 represents a

wo eevsar790¢ br anched, saturated or unsaturat ed, PCT/EP2005/001465
optionally at |east nono-substituted Cl-6 aliphatic
group, a saturated or unsaturated, optionally at | east
nmono- substituted, optionally at Ieast one het eroatom

L e e L

piperazinybgrets @n optioratly atpea'somahd gutmtltutedamizolyl group, an —

scb'“%ﬁw nﬁa‘n&@i\)ﬁu %ﬁ“ LgHe -m&é Wzﬁ%ﬁiﬁd ué’én%al %F d.'ﬂ&’eﬁ{ oaryl
e con ense wth

rerp'@%,ﬂégmamyl grouRy a@;ﬁmyémmu@n@rprmgreup,\anaswrmt hyl ene
$upShR ndoul g6l 4l <8BS rgﬁi?p Sridden & FOU referably R21

grrueppreseH{tysgra F;(1': - b- amgk, gr oup, augwa urgt ed, optionally
at | east nono- subst ituted cycloaliphatic group, which

Coityinaien 6IUdEHpOGETS aatérbmgtdmm:r nfdfe Piiainy ¢6J3? .
1 | Ona
cnbiaBSR T Rt G BprBREI b Bpanthid St edbor 002! 1Y

unairaiedaoptionallyfat teastpuenoesibstitued Gi J@lphmuocgmmpaa nore of

sa dﬁéd‘@r lﬂ‘lgatééteéf: P[?troﬂﬁl t\BEnddo- &Bﬁtutﬁ? g;lpﬂ rI]I\/Rgf‘om an

ent i cal erent, represent
'e‘ﬁﬁm@@o'@ rasing ﬁ@ﬁ@@r cos%ﬁlmmgﬁmpyélpalmhgm areeied,

Wmtrhm dovidéisel @Rk b rﬁHhB%r%ﬂé%&dh& Hﬁ&@s@lﬂ @rahi IOhat i c
OPF%TEi'Xa a saturat ed unsaturated, op tlonal ly at

teashmopes §'l‘t?sf'{5'fe@d5' Qsﬁtm%ﬂ%fﬁ@fx’tm hgteeqand ne
gréupt whiolatnagrba soridengedweitheinon bF Polydydil rfag.sfstem and/or

condense i4h an
oo 24 RIS 108 b R RS af AR
remwepts)@m ecalkyl gryus yassaétnate&ropaonaépai leas Mopo-atibdtieset
ot r oaryl
ISR o BB e e R
SY$@ 4" aRNsBY! SrAvet wblgﬁ is@ptionally substltuted with one or more
s alkyl groups.

Combination of compounds according to one or more of claims 16-35,
characterized in that R?® and R%, identical or different, represent a hydrogen
atom, an unbranched or branched, saturated or unsaturated, optionally at least
mono-substituted C+.¢ aliphatic radical, a saturated or unsaturated, optionally
at least mono-substituted, optionally at least one heteroatom as ring member
containing Cs.g cycloaliphatic group, which may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring system, or an
optionally at least mono-substituted, 5- or 6 membered aryl or heteroaryl
group, which may be condensed with an optionally at least mono-substituted
mono- or polycyclic ring system and/or bonded via a methylene (-CHy-) or
ethylene (-CH-CHy)-group, preferably R?? and R%, identical or different,
represent a hydrogen atom or a Cy.¢ alkyl radical.
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37.

38.

nmono- or polycyclic ring system and/or bonded via a

nmet hyl ene (-CH2-) or ethyl ene (-CH2-CH2)-group,
wee@soram y R22 and R23, identical or differenPCI/EP2005/001465

represent a hydrogen atomor a Cl-6 al kyl

radi cal . Conmbi nati on of conpounds according to any of

clains 16 to 36 characterized in that the corrpound

din e r
oiictiph BEobob RS LR et 3R SRS RREER i
in If@tﬁremmsemtacmrdieg tongenierahformalla fdsreptesentegbehier abl y a
st ,{é@e,@tom inits 4-position, RLl7 represents a
pen ring, which is di-substituted with two hal ogen
atons, preferably chlorine atons, in its 2- and

14r@e@em+s<arphem Andj, SRS E Mbio- ajuémlwea it 'arﬁéiaog% Gtdkh, a
u erazinyl group,
prﬁgﬁgry&cg@g%gpm Fg'gﬂséhdgoSP’B"'m)r phol i nyl group, or an -

NR19R20- noi ety, R19 represents a hydrogen atomor a

R 15aEnG EARGAE LI n B APy TRR (RRRCRBRALS 2

ear or group,
Pfef%QW Roletneatems, in §s Zyanddtpagitiogl group, a pi peri di nyl
group, a piperazinyl group, a hono- pi perazi nyl group,
48 norpholin a triazolyl group, whereby each
R ofepfasents étpé‘%'/'%'@?fafl greu, riperigigy) JFMIPsBIREREINYIGHPUR 8h one
hofrfo-piser&zinyl GO, IaQﬂd)rpﬁlfllnﬁlng@(WHn -NELB.aloley), gr oups,
and R21 represents a phenyl group, which is optionally
substituted with one or nore Cl-6 al kyl groups, which
R'Freeprdsents déwdriogen atom od aflifiear enbrandieti iCag-alkly/hgroup, f or m of
one of the stereoisoners, preferably enantioners or
glastereoners a racemate or in formof a mxture of
2 feprasarts afiorar of braneheshGe s abiyigsens; an -S-Hbmeisity a

pyﬁ*ﬂﬂiﬁyl GOTY, 8 pRoeddiRyl gFiupSa BipEABTRYIYroubNa REMo-Bipkia2fy!
group, a morpholinyl group, a triazolyl group, whereby each of the heterocyclic
rings may be substituted with one or more, identical or different, C,.¢-alky!
groups, and

2! represents a phenyl group, which is optionally substituted with one or more
Ci.6 alkyl groups, which may be identical or different,

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing
ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a
corresponding solvate thereof.

Combination of compounds according to one or more of claims 16 to 37,

characterized in that it comprises at least one compound according to formula
X selected from the group consisting of:
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39.

- PYERZp

ratio, or a correspondi ng N-oxide thereof, or a
correspondi ng salt thereof, or a correspondi ng sol vate
w0 b@seof09 Conbi nati on of conpounds accordi ng t BCDER2005/001465

nore of clainms 16 to 37, characterized in that it
conprises at |east one conpound according to formula X
sel ected fromthe group consisting

e
@D@iﬂm%enyl) 1- (2, 4-di chl or o- phenyl) 4, 5-di hydr

0- 1H pyrazol e- 3 carboxylic acid-[1
Zﬂ(ltrla ol e g-arride i
5-@-Chicresphesy, 1p@é1rf§) harg-ppenyh-4f-diydse-3tPNEaR9IER: 4, 5- di hydr
cacboliq)bﬂcraylﬁgz,ahpmazo@mybmyjb| c aci d- (4- et hyl - pi perazin-1
-y am de
5- (4- Chl or o- phenyl ) -1- (2, 4-di chl or o- phenyl ) - 4, 5-di hydr
5-(@-Qtivrpphenyht le3A-dichdarbpReryl) e, Sadihgbirokt Hiplpsazaleid e,

caEb%x;flié agﬂ'(@ﬁ%if&?@%rﬁir}]raﬁ)zam‘} éjl chl or o- phenyl ) - 4, 5-di hyd

ro-1H pyrazol eri di ne-1-yl - net hanone
N-[ 5- (4- Chl or o- phenyl ) - 1- (2, 4-di chl orophenyl ) - 4, 5-di hy

5-@iChick ba &chloro henyl)-4,5-dihydro-1H- le-3-
TR SR 1y e
ca 8%( 8

ond| ng N-oxide, a correspondi ng salt
or a correspondi ng sol vate. Conbi nati on of conpounds

r 6 t
BRI Bl AR o ol
pipgridine-i iyl-methapdneny| ) - 1- (2, 4- di chl or ophenyl ) - 4, 5-di hydro
- 1H pyrazol - 3- car boxyl i ¢ acid,

N-[5-(4-Chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazole-3-
carbonyl]-4-methylphenylsulfonamide,

optionally in the form of a corresponding N-oxide, a corresponding salt or a
corresponding solvate.

Combination of compounds according to one or more of claims 16 to 38,
characterized in that it comprises at least

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,

and

N-piperidinyl-5-(4-chIoro—phenyl)-1 -(2,4-dichlorophenyl)-4,5-dihydro-1H-
pyrazol-3-carboxamide;

each optionally in the form of a corresponding N-oxide, a corresponding salt or
a corresponding solvate.
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and
N- pi peri di nyl -5-(4-chl oro- phenyl)-1-(2, 4-di chl or opheny
WO 2004/037909 hydr o- 1Hpyr azol - 3-car boxam de; eachPCT/EP2005/001465
optionally in the formof a correspondi ng N-oxide, a
correspondi ng salt or a correspondi ng sol vat eProcess
for the manufacture of substituted pyrazoline
conmpounds of general formula | or Il, wherein Rl is
hydr ogen, according to one or nore of clains 1 to 15,
PR St 8 mamdectife ohabsilkied BUaFOIR Eompaynes glgepeial
forpaumeplat MidwhéreigaRias aydrégynmdcardidglto bhd bomyYa Rk BhihsHZo R3

haye e ni ng_ac ing to ope or nore of

15: PliragiordBH i helG RS Be kR riRguRLSl aBhpBLn o

fogatteehtial forrmula (1V) (1V), wherein Grepresents an OR
group with R being a branched or unbranched Cl-6 al kyl
radical or Grepresents an O K group with K being a
cation.to yield a onpougd of general formula (V)(V)
whi ch is optional 'S ted and/ or optionally
purified, and which i$ reacted with an optionally
substituted phenyl hydrazi ne of general fornmula (M)
(M) or a correspong salt thereof, wherein R5, R6
and R7 have the mefhing jaccording to one or nore of
clains 1-8, under nert;,zt%sphere, to yield a
compound of genera\/ﬁo la (M1)(VIl) wherein R2, R3,
R4, R5, R6 and R7 ha% ke neani ng as gi ven above,
which is

an

wherein R?, R®and R* have the meaning according to one or more of claims 1-
8, is reacted with a pyruvate compound of general formula (IV)

CHg

(Iv),
wherein G represents an OR group with R being a branched or unbranched

Ci1.6 alkyl radical or G represents an OK group with K being a cation,to yield a
compound of general formula (V) ‘
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optionally isolated and/or optionally purified, and
optionally esterified to an alkyl-ester if in the

W@ aiwso7190e ed pyrazol i ne conpound of general foPOTYER2005/001465
according to one or nore of clains 1 to 15 Rl is a
i near or branched Cl-4-al kyl group. Medi canent
conprising at |east one substituted pyrazoline
conmpound of general fgrmulad or Il according to one
or nore of clainms 1 td\15, s/And optionally one or nore
phar maceuti cal » accept exci pi ents. Medi canent
conprising at |east qpe sub$ijtuted pyrazoline
compound of genera erein RL represents
hydrogen or a linear or branched C .4-al kyl group,

hydrogen, a |lin o branched Cl-6-al kyl group, a

I i near or branched Clli-nal koxy group, a hal ogen atom
CH2F, CHF2, CF3[_ , N2, -(C=0-R 8, SH, SR8,
SOR8, SO2R8, NH2 8, NR8R9, -(C=0O-NH 2, -(C=0O-NHR
8 or -(C=0-NR BR9 witteby R8 and RO for each
substituent independently represent linear or branched
Cl-6 alkyl, R5, R6 and R7 i ndependently of each other
represent hydrogen, a | flear or branched
wiGidh ie oplidanllyoisslated aAd/bi dptiaralip puliicderdashidh is réacdlvamy

h at CH2E, CHF2, CE3 .~ CN, OH, NO2,
w3 ARG oo e e
-(CEO-NH 2, -(C=0O-NHR 10 and -(C=0-NR 10R11,
wher eby R10 and opti aN@ R11 for each substituent
i ndependently represejt Iinear or branched Cl-6 al kyl;

(V)
or a corresponding salt thereof, wherein R®, R® and R have the meaning
according to one or more of claims 1-8, under inert atmosphere, to yield a
compound of general formula (VII)
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41.

42,

optionally in formof one of the stereoisoners,
preferably enantioners or diastereoners, a racenfite

woroos7f90y m of a m xture of at | east two of PCT/EP2005/001465

t hest ereoi soners, preferably enantiomers and/ or

di astereoners, in.any mxing ratio, or a correspondi ng
N-oxi de thereof, or a corresponding salt thereof, or a
correspondi ng sol vate thereof; and optionally one or
nore pharmaceuti cal ® accept ablge exci pi ents. Medi canment
according to claim42, charactgrized in that at |east
one of R2, R3 or R4 represents ogen, while at

| east one of R2, R8 or R4 ifferent from hydrogen.
Medi cament accor di 0 e of clainms 42 or 43,
characterized Rl | stNon of R5, R6 or R7
represents hydr he | east one R5, R6 or R7Y
is different fro Medi canent according to
any one of cl ai racterized in that R2,
R3 and R4 |ndependentlﬁ ot her represent

hydr ogen, a |inear or rd%. dlJC1- 6- al kyl group, a

hal ogen atom or CF3, pre R2, R3 and R4

i ndependent |y of each ot ¥ red%esent hydr ogen,

methyl, ethyl, F, O, Br and CF3. Medi canent according
to any one of cIainB 4% o 45, characterized in that
R5, R6 and R7 independent%y of each other represent
hydrogen, a linear or branched Cl-6-al kyl group, a

witaréin B8 IRAROM°, ¥ arfaFd, hapé ﬁl@@ﬁe%mnﬁ aBeivemrBoARIwhtéh is

i,.nd represent hydrogen,
0%‘8?%@ I'So%geldrﬁ?%/ or pptloaalu/ P%Pm gn m% &ﬁf@ﬁ?ﬁé‘rﬁ’ a8ccor di ng
alkybestenff iotre substitiitad pgraAdliné cordfound bbgemefabfor@@d 11 N t hat
ac'é)grding to one or more of claims 1 to 15 R' is a linear or branched Ci4-alkyl

group.

Medicament comprising at least one substituted pyrazoline compound of
general formula I or Il according to one or more of claims 1 to 15,
and optionally one or more pharmaceutically acceptable excipients.

Medicament comprising at least one substituted pyrazoline compound of
general formula |
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represents a chlorine atomin the 4-position of the
phenyl ring, while R3 and R4 represent hydrogen.

wor@soziyent according to any one of clains 42 POI/RF2005/001465

characterized in that R5 and R6 each represent a
chlorine atonms in the 2- and 4-position of the phenyl
ring, while R7 represents hydrogen. Medi canent
according to any one of clainms 42 to 48, characterized
in that RL represents hydrogen, nethyl or ethyl,
preferably hydrogen. Mdi canergs according to one or
more of clainms 42 to 49 charafterized in that the
conpound of general formulaO(l) is represented by a
conmpound of general fornula wherein Rl
represents hydrogen or a |i @r branched d -4-al kyl
group, R12, R13, R14 or i ndependently of each
other represent a line branched C1-6-al kyl group,
alinear or b ed | kg group, a hal ogen atom
CH2F, CHF2, CF3\ ON . SH, NH2, hydrogen,

nmet hyl , etﬁ?#T-F, d nd CF , optionally in form
of one of the e i so preferably enantioners or
di ast er eoner sp2a“race in formof a mxture of
at least two of theg eoi gpners, preferably
enantioners and/ or dia&%?re\ rs, in any mxingrati o,
or a correspondi ng N oxi/Se”tgereof, or a corresponding
salt thereof, or a corR&sponding sol vate thereof.

Medi canent according tlo claim 50 characterized in that
R12 and Rl i ndependently of each other represent

hydrogen, a linear or branched Cil-6-
wherein

R' represents hydrogen or a linear or branched C1.4-alkyl group,

R?, R® and R*independently of each other represent hydrogen, a linear or
branched Cy.¢-alkyl group, a linear or branched Cy.¢-alkoxy group, a halogen
atom, CHoF, CHF», CF3, CN, OH, NO,, -(C=0)-R®, SH, SR?, SOR?, SO.R®,
NHz, NHR®, NR®R?, -(C=0)-NHj, -(C=0)-NHR® or -(C=0)-NR®R°® whereby R®
and R? for each substituent independently represent linear or branched Ci.
alkyl,

R%, R® and R’ independently of each other represent hydrogen, a linear or
branched Cy.¢-alkyl group, a linear or branched C.g-alkoxy group, a halogen
atom, CHzF, CHFz, CF3, CN, OH, NO,, -(C=0)-R', SH, SR'’, SOR’, NH;,
NHR'™, NR'R", -(C=0)-NHz, -(C=0)-NHR" and -(C=0)-NR'°R"", whereby
R' and optionally R'" for each substituent independently represent linear or
branched Cy.¢ alkyl;

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a raceméte or in form of a mixture of at least two of the
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43.

44.

45,

46.

47.

48.

al kyl group, a halogen atom or CF3, preferably R12
and R13 independently of each other represent
woyasogmny nethyl, ethyl, F, O, Br and CF3. Mdi/Epo8s001465
according to any one of clainms 50 or 51, characterized
in that R14, and R15 independently of each other

A i d_Cl-6-al kyl
SRR A0S o DB RS i)
ratinde @enodesnonging N-axieltheredfeor acopresroading kgitithepef) or a

coRisPO ding®lol¥le théreofdl - Br and CF3. Medi canment accordi ng
to any one of clains 50 to 52, characterized in that

R13 represents C and R12 represents hydrogen.

afde6ptieRdTR Bhe BEMBFedihaandceuttaly Ra6pidle Bkdiidhits. 50 to 53,
characterized in that R14 and 5 each represent .

Medi canent according to any one of clains 50 to 54,
Metlieanaerit ecéardiny iorcldirh 42, dRaractpizesie thas atlyabt ogeof, R3RE hy|
4 : glj rding to
ofgh 15 Pnts WoRloBh g Tt B B A RO T Bl BBFRA
hydegeBonpound according to formulas | or Il is selected
fromthe group consisting of:

5&@4 chl or o- phenyl )-1-(2, 4-di chl or ophenyl ) -4, 5-di hydro
Medipamgnt 35q9rding o8Nk 8RS Pl ¢RI f810 Hh Ehasadedapdimthela f or m
leadt 0B ot B, RESP RN ebipFegeMis BYdrogan, AhikodtIRSPSHRRNB® 6ERTis OF a
di or'gtg?ﬁ]gﬁ}diqrgﬁ% sol vat e. Medi canent conprising at | east

& 'yrq On of conmpounds according to one or nore
of clains 16 to 39 and optionally one or nore

MBAGIEE Sitiokd SHEBE ARE 42| i AR
UEAR Bt ) nf SR AR 4P el R on | Y
Rt andgt yirdeperpienthegfegagh other represent hydrogen, a linear or
branched Ci.s-alkyl group, a halogen atom, or CF3, preferably R%, R® and R*
independently of each other represent hydrogen, methyl, ethyl, F, Cl, Br and

CFs.

Medicament according to any one of claims 42 to 45, characterized in that R,
R® and R independently of each other represent hydrogen, a linear or
branched C1.¢-alkyl group, a halogen atom, or CFs, preferably R®, R® and R’
independently of each other represent hydrogen, methyl, ethyl, F, Cl, Br and
CFs.

Medicament according to any one of claims 42 to 46, characterized in that R?
represents a chlorine atom in the 4-position of the phenyl ring, while R® and R*
represent hydrogen.

Medicament according to any one of claims 42 to 47, characterized in that R®

and R® each represent a chlorine atoms in the 2- and 4-position of the phenyl
ring, while R’ represents hydrogen.
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in the blood plasma and for the prophyl axis and/ or

treatnment of disorders of the central nervous system
wezpsorabdy stroke, of disorders of the cardi oREGEEPI08F/001465

system and of of food intake disorders, preferably

bulim a, anorexia cachexi a, obesity, type Il diabetus

us),
pr e% Cé&g W g)f gla rl%%‘ha %b%ag%ﬁ%er?{m aH(?E:Br di ng
rqmea@ntas hyﬁrom @Q’sh‘yl et %thyw)raferabky hgdrogasy t he prophyl axi s

and/or treatnment of disorders of the central nervous
ystem di sorders of the Inmmune system digorders of

Meﬁ'@a@ﬁ?tcﬂcw diag i ofte YyRare Rl clains d¢ Ip9chgfacteriged in that
trRnsbepbumDs Yehyral fonmull {159 Fapedsentedl by beompamdroarherefal
fSéS%Z@I di sorders of the gastrointestinal tract or

Y uctive disorders. Medicanent according to claim
57 for the nodul ati on of cannabi noi dreceptors,
preferably cannabinoid 1 (CBi ) %@ceptors forthe
prophyl axi s and/ or treatnment of /di sorders of the
central nervous system disordﬁfs of the imune
system disorders of the card|ovascular system

tract or reproducti
to one or nore of
and/ or treatnent

de\ . Medi canent according
{2 ton57 for the prophyl axis
i i nt\gke di sorders, preferably
bul i m a, anorexi|a obesity, type Il diabetus
mellitus (non-i jiabetes nel litus),
preferably qgheSity according to one or
nore of clainms 42 to 57 for t hg| prophyl axi s and/ or

wherein
R' represents hydrogen or a linear or branched C.4-alkyl group,

R'2, R'® R or R'® independently of each other represent a linear or branched
Cy.s-alkyl group, a linear or branched Cy.g-alkoxy group, a halogen atom,
CHgaF, CHF,, CF3, CN, OH, NO2, SH, NHy, hydrogen, methyl, ethyl, F, CI, Br
and CF3,

optionally in form of one of the stereoisomers, preferably enantiomers or

diastereomers, a racemate or in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing
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51.

52,

53.

54.

55.

56.

Medi canent according to one or nore of clainms 42 to 57
for the prophylaxis and/or treatnent of al cohol abuse

wa@pasor7deddi cti on, nicotine abuse and/ oraddi ct POIYEPZIORIQN1465

abuse and/ or addiction and/or nedi canent abuse and/or
addi ction, preferably drug abuse and/or addiction

nd/ or _ni cot i or_addi cti.on di c
B PSR B LT ESh 7 & ooy BT et Borepd o e
cprespbrydirmpsolvatrttiéreof. t r eat nent of one or nore disorders
selected fromthe group consisting of schizophreni a,

anxi ety, depression, cgl | epsy, neur odegene ative
Mgrliseypere mscordiag iaiaim 0 chraoietizaddn thepR kape Rébel | ar

m@é&é?lﬁgﬁfy%f e%%?hér'ré’;ﬁeé@nﬁ ﬁ 'a Iﬁ{eﬁmr@raﬁcﬁ@@@?s- pani ¢

t acks,: peripheric neuropat m gr ai ne,
a@ﬂ g ph 0 g

ORYe: @8 IRGENANM: QS Rse Pﬁ:’i‘ﬁb’l ’B’nﬂ WPB‘E@GN‘%el mer ,

eddhyoie e BeddnBig@IfRen t Mehil) /e IR, oqzllm@ﬁ@leF§ conpul si ve
di sorders, senile denentia, thym c disorders, tardive
dyski nesi a, bipolar disorders; bone disorders

Medichroeht agcauding topny opé sf aaimPaget 55 cdaraetamd drf thaDRE,;

a&ﬁﬁﬁﬁ{deﬁéﬁo%bﬁf &%é(h &ﬂér rEH%sé?ﬁ ﬂW{éeﬂxé ff‘ne%p tﬁ €Y from

treat ne
Cr-halkid geyp: %m{@ge@ﬁf% %prrpéﬁferablaﬁc eand Ao indepandestly, | p

ofGaBK Bther 1EPrEENt HIMBEEN, nREDRBAYLR! CICBIGRIGF,St omach
cancer, |1ver cancer, bl adder cancer, pancreas cancer,

ovary cancer, cerV|caI cancer, lung cancer, breast
Medicaraent aeddrding:mrang bne ofadlaims 60.0CED, chdvastérized irciat RiAd

feﬁf]egﬁ"itgbfr atﬁ%rﬁre%g{sgwggogéer ably for the prophyl axis

nore types of cancer
selected fromthe group consisting of col con cancer,

MQ@E‘ﬁherﬁ QE&?&m@i‘&%n? bRS btidimS 86 (083, chErAi&HaE ﬂ'{]thg'tﬂ#‘@ ed

egment di sorders, dystonia, endot oxem ¢ s
arr?e‘?meﬁfdyieer%%ak hypot ensi on, i nsomi a, i munol ogi c
di sorders, sclerotic plaques,

Medicament according to any one of claims 50 to 54, characterized in that R’
represents hydrogen, methyl or ethyl, preferably hydrogen.

Medicament according to one or more of claims 42 to 55 characterized in that
the compound according to formulas | or Il is selected from the group

consisting of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,

optionally in the form of a corresponding N-oxide, a corresponding salt or a
corresponding solvate.
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57.

58.

59.

60.

61.

62.

63.

vom ting, diarrhea, asthma, nenory disorders,
pruritus, pain, or for potentiation of the anal gesic

w@tdosor79ed narcotic and non-narcoti c anal gesi CBCT/BP2005001465

influencing intestinal transit. Use of at |east one
substituted pyrazoline conpound according to one or
more of clainms 1 - 15 or at | east one conbination of

MediraiBRm GaMerisingral jaagt ang comeinationrl eampgunds geqerdingstot o 39
ot ndé bodkaink Y6 @180 &1id dPRGRAIIP BRe BEfere bhamidce@eafpt abl e

ex0|$|| ent.s tfor the preparation of a nmedi canment” for
aGCRRaPIE SKFRIERN of triglyceride levels in tjie bl ood
pl asma and for the prophylaxis and/or treatnment of

MESERIE pccRiing GRS 32 o £ fof B8 G BnbF b RAOETHE IR o
in $yashieqd plaginadndfforiite prophyaxisiansiimr teatment of disorders of

thE SRR Ab Ry biBIndespRBiaRyRNoRe, of BiELIAXA 3f haPesi ty, type
Il diabetus nmellitus (non-insuline dependent diabetes

cardipyaseylansystgmand oh e fgodyplake digorders, RIpfgIsblyulimigse of at
arloPéied, c&ﬂ@xia,mhihf, Hhed diwé@émeim&g (ﬁ&{m@maﬂﬁdas&ﬂém ng to
.Qgne or nore o alnms. 1 - nd optiona one or
d'gﬁf?ees 'Bﬂ&ﬁﬂa@g{?ﬁcbga?qe?'tyaa@géjﬂlﬁ%ﬁ@?'e egci pi entg, for the
preparati on of a medi canent for the prophylaxis and/or
: . di t
MiiEEhaE Blockindp A6 B Y oot £ 56 B skt o
anglipr treaimestef|digordsyssefdhg ceptralmetious system, disoederoefithaous

imPURE 8Bterd] RIS 8f tRE cArliBvdsBSIR} 43R, YisSMaisiithedi SOT der s
f astrojntestinal tract or reproductive

of - t he
er@P%’HPH%?@TemUsdé”Eﬂe’ SRf thesgsrirapnesystam idisqideryef dre
gaeROPREIEStraw 6ofegiodgetive deadel nore of clains 16 to 39
and optionally one or nore pharmaceutically acceptable
exci pients, for the preparation of a nedi canent for
Medieanmenil a¢catdingrio ofaine 87 foa lienuodibiatien efxtaonabingid-ef er abl y

reCHSIE S8l Bly LahifdBinold 1 @EBSEptors, 1 thd Srophylaxis and/or
treatment of disorders of the central nervous system, disorders of the immune
system, disorders of the cardiovascular system, disorders of the endocrinous
system, disorders of the respiratory system, disorders of the gastrointestinal
tract or reproductive disorders.

Medicament according to one or more of claims 42 to 57 for the prophylaxis
and/or treatment of food intake disorders, preferably bulimia, anorexia,
cachexia, obesity, type Il diabetus mellitus (non-insuline dependent diabetes
mellitus), preferably obesity.

Medicament according to one or more of claims 42 to 57 for the prophylaxis
and/or treatment of psychosis.

Medicament according to one or more of claims 42 to 57 for the prophylaxis
and/or treatment of alcohol abuse and/or addiction, nicotine abuse and/or
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65.

prophyl axi s and/ or treatnment of disorders of the
central nervous system disorders of the inmmune
wa@yasenoodi sorders of the cardi ovascul ar syst ePQT/EP2005/001465
di sorders of the endocrinous system disorders of the
r espi ratory system disorders of the gastrointestinal
rod ctive.di sor east one
i{f‘gg? |°t%ﬂﬂ %9?‘2 roqqdwgorb%o(sm%lcgrgg%ag)ﬁ%aqc{é fone or
addintien, qn?efeﬂaahy iiruglabliSe and/artadtietiomtandfoe nicotiniei abase avl/@f
pwunds according to one or more of clains 16 to 39
and optionally one or nore pharnaceutically acceptable
exci pients, for the preparation of a medi canent for

Mbm@arpér@ a@ablrcﬁﬁ@ t% oae@é ﬁabretdf BRIMEH 10 8% 1dr ARTprbpt

o] sorders prefera ulima, anorexia, cachexi a,
a'lS’é%é’P?‘y‘e” 9f raerr marea%%%r dres sRledted frpm ﬁ]ﬁ@ﬁmlpn@ﬂ?'ﬁth‘@
of@femmﬁarnia , dadngtdepreasib,icpilpby, ri@m%ﬁ@gjéﬁlbl'afv@b@&uér}é, Use

0 t |.east one substifte ra
otbell liiiers, Siasei it dbotert padtie HRBuhRT BaIAf . o
traune, parbattewks, perighferic oegopatitys glascoorad migyaine, Mereusor nor e
Pé’r inSdn2MSul Biu fﬁﬁ’n}?@& %%ug%ﬁih&%t' | RayRAlRY socfl.?éﬁgée

¢ce b

arnmaceut i ca e exci prents

tr%vtémerﬁﬁlsewe@ﬁ compHishecdispaiars ﬁem"etqe?@ep%mvmwax. s and/ or

diédr8es, rfaatve AfskrfesRhBpbISr didoRdeps; bahe a.&ﬂaérs Hefudmgbst i t ut ed
éf razo |nFacorrpound qgoordl ng to _one more of clains

opBIOSfs o4 Pagel 5 8fSogTRO! LB CHARRT. SFETGRON [Rr s ATBRY axis
argiint trealinegt df@ne Bemore s cdncel stlgtiedtnt the tbupnd

N M T
canhe, geopttytaasérslivendinser, biadear samier, pancrbatankerabusye
ca"f\&gj &Jrvl@quérgeP Qhg J&h@é?tﬂr%t ahidse s g4 éerat% nction,

medi canent abuse and/ or addi ction an abuse
CanARl/ RAW! SERfck P“%WOStBW@P@?% grgre Bﬁﬁa%lbf% @%QEQPWPX'S

ar’isil irdthfRAt 61lonB bEMbietfpedldticdhcamydlerted from the group
consisting of colcon cancer, bowel cancer and prostate cancer; medicament-
induced movement disorders, dystonia, endotoxemic shock, hemorragic
shock, hypotension, insomnia, immunologic disorders, sclerotic plagues,
vomiting, diarrhea, asthma, memory disorders, pruritus, pain, or for
potentiation of the analgesic effect of narcotic and non-narcotic analgesics, or
for influencing intestinal transit.

Use of at least one substituted pyrazoline compound according to one or more
of claims 1 - 15 or at least one combination of compounds according to one or
more of claims 16 to 39 and optionally one or more pharmaceutically
acceptable excipients, for the preparation of a medicament for the regulation of
triglyceride levels in the blood plasma and for the prophylaxis and/or treatment
of disorders of disorders of the central nervous system, especially stroke, of
disorders of the cardiovascular system and of food intake disorders, especially
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67.

68.

69.

addi ction. Use of at |east one substituted pyrazoline
conpound according to one or nore of clains 1-15 or at

wo e@so79ne conbi nati on of conpounds accordi ng POT/BPIOD001465
nore of clains 16 to 39 and optionally one or nore
pharmaceutically acceptabl e excipients, for the
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depression, epilepsy, neurodegenerative disorders,
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Moy bus zhei nmer

Par ki Mbr bus “Hunt i ngt :
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e R A
systent disordgrsetf dheapspiratany system, disorslisl ofi sHiegastiaintestinal

trdct 8ep@Btctioé dRBBeRr More types of cancer selected from
the group consisting of brain cancer, bone cancer, lip

cancer, nouth cancer, esophageal cancer, stomach

Useadi@eleast|ong @6mbiaaimrof cerhgslies acdRfiRyto oRd BﬁrrnS%Sof cancer,
cer, r east
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disorders of the gastrointestinal tract or reproductive disorders.

Use of at least one substituted pyrazoline compound according to one or more
of claims 1-15 or at least one combination of compounds according to one or
more of claims 16 to 39 and optionally one or more pharmaceutically
acceptable excipients, for the preparation of a medicament for the prophylaxis
and/or treatment of food intake disorders, preferably bulimia, anorexia,
cachexia, obesity, type |l diabetus mellitus (non-insuline dependent diabetes
mellitus), preferably obesity.

Use of at least one substituted pyrazoline compound according to one or more
of claims 1-15 or at least one combination of compounds according to one or
more of claims 16 to 39 and optionally one or more pharmaceutically
acceptable excipients, for the preparation of a medicament for the prophylaxis
and/or treatment of psychosis.
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vom ting, diarrhea, asthma, nenory disorders, _
pruritus, pain, orfor potentiation of the anal gesic
wetdosor79ed narcoti c and non-narcotic anal gesi CBCT/BP2008001465
influencing intestinal transit.Use of at |east one
substituted pyrazoline conpound of general formul a |
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acc(e %p'e% ohe Presmqon daredicapent fONFHR@romR@m
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adgiation,qiréferably einrgeatent aid/olranidietion @ nidofveadbueé akd/anched
addtstiBral kyl group, a linear or branched G .6-al koxy

group, a hal ogen atom CH2F, CHF2, CF3, CN OH, NC2,
-(C=0-R10, SH, SR10, SORlO NH2, NHR10, NR1OR11,

Usd @a@e’a%e subsetlda [Q{B%f i C Er%’ %:St Fﬂ;uenﬂe orvmgrreeby

Iy
of; C.'?&Bﬁéﬂéeﬁtﬁ"il %1%? e estypatipn ﬁfé‘&mpévndér@&%ﬁléﬂ tagInegoral Kyl ;

moq@tdf omind 16 tb 139 fafd Bpthalithe @k n'fol‘tﬁpiﬁhﬁéc%ghc?aﬂﬁer S,
S Or | as GOITEYS a racemate or

ac%e&g@% %?%%erés r)zb%prg{)%r]atl%o |aérée$c¥camﬁ,8t ﬂ’hg REephylaxis
ansias trealimeohefrone opmefeatistindeys ssieundd feome s g&mﬂx/d@hsustmg di ng
O RLS Soty dBp AR by Bl oBobrefve REPERE, or 3
cerhelarlirorders grigestevebebiartdirsrdses, cognitive disbidersatiagiabne or
treia pAICETERRE Phiighelit HeRGERRL RUGNRX Mihif orblL" the
Parkinson, Morbus Huntington, Morbus Alzheimer, Raynaud’s disease,
tremblement disorders, compulsive disorders, senile dementia, thymic

disorders, tardive dyskinesia, bipolar disorders; bone disorders including
osteoporosis or Paget's disease of bone; cancer, preferably for the prophylaxis
and/or treatment of one or more types of cancer selected from the group

consisting of brain cancer, bone cancer, lip cancer, mouth cancer, esophageal
cancer, stomach cancer, liver cancer, bladder cancer, pancreas cancer, ovary
cancer, cervical cancer, lung cancer, breast cancer, skin camcer, colon

cancer, bowl cancer and prostate cancer, more preferably for the prophylaxis
and/or treatment of one or more types of cancer selected from the group

consisting of colcon cancer, bowel cancer and prostate cancer; medicament-
induced movement disorders, dystonia, endotoxemic shock, hemorragic

shock, hypotension, insomnia, immunologic disorders, sclerotic plaques,

vomiting, diarrhea, asthma, memory disorders, pruritus, pain, or for

potentiation of the analgesic effect of narcotic and non-narcotic analgesics, or

for influencing intestinal transit.
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preparati on of a nmedi canent for the regul ati on of
triglyceride levels in the blood plasma and for the
w@e@plyidexi s and/ or treatnment of disorders of PCHBPIIEFB01465
of the central nervous system especially stroke, of
disorders of the cardiovascul ar -system and of food
sord ecially bulima, anorexia,

2. Upbhi et SRt Boyed B <qmedied Bosherl Prda |
(non-insuline dependent diabetes nellitus), preferably
obesity and di abetis. Use according to claim 72,
characterized in that at |east one of R2, R3 or R4
represents hydrogen, while at ﬁpast one of R2, R3 or
R4 is different from hydrogens Use according to any
one of clainms 72 or 73, chafacterized in that at |east
on of R5, R6 or R7 represent§ hydrogen, while at | east
one R5, R6 or R7 is differen @m hydrogen. Use
according to any one of ms 72 to 74, characterized
in that R2, (,and R4 indepgndently of each other
repr esent hyg?hN 'negﬁdor branched d - - al kyl
group, a hal oge m orNCF3, preferably R2, R3 and

R4 i ndepend?® ity of |each ¢pther represent hydrogen,

met hyl, ethyl, d CF3. Use according to any

one of claimsg o 75 cterized in that R5, R6

and R7 independent!| w7 ot her represent hydrogen,

a linear or branched d;l;§ kyl group, a hal ogen

atom or CF3, preferabl YNR5R6 and R7 independently

of each other represenB®hydrogen, nethyl, ethyl, F

G, Br and CF3. Use adcording to any one of clains 72

to 76, characterized in that R2 represents a chlorine

atomin the 4-position of the phenyl ring, while R3
wherein R4

R' represents hydrogen or a linear or branched C;.4-alkyl group,

R?, R%®and R* independently of each other represent hydrogen, a linear or
branched Ci.g-alkyl group, a linear or branched C,.s-alkoxy group, a halogen
atom, CHzF, CHF,, CF3, CN, OH, NO,, -(C=0)-R®, SH, SR®, SOR®, SO.R,
NHz, NHR®, NR®R®, -(C=0)-NHz, -(C=0)-NHR® or -(C=0)-NR®R® whereby R®
and R°® for each substituent independently represent linear or branched Cy.g
alkyl,

R®, R® and R” independently of each other represent hydrogen, a linear or
branched C.¢-alkyl group, a linear or branched C.g-alkoxy group, a halogen
atom, CHF, CHF,, CF3, CN, OH, NO,, -(C=0)-R", SH, SR'®, SOR™, NH,,
NHR'’, NR'R"", -(C=0)-NHg, -(C=0)-NHR' and -(C=0)-NR'°R"!, whereby
R'® and optionally R for each substituent independently represent linear or
branched C.¢ alkyl;
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73.

74,

75.

76.

77.

WO e@ses®ne a chlorine atonms in the 2-

represent hydrogen. Use according to any one of clains
72 to 77, characterized in that R5 and R6 each

the phenyl ring, while R7 represents hydrogen. Use
according to any one of clains 72 to 78 chaLaFterlzed
nts h net h or ethy
of tﬂ)n% gﬁ% ol%)g/'ger @ﬁ%stereg O'H ’cﬂrﬁfﬁﬁ’ﬁlyt a@f?@‘%‘!‘ Ohore of
dl@ﬁtatenmer/szamemteodm fao ef a mixtliré of atth?bt tvb@f henpo gnd of
f S ound of
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agP 4 3|PHBSAONGIRG Braxislertaieat or al doyresppnding salRtiBreoRdBa  R14

|y of each other represent a |inear
cdlfesﬁ&ﬂmgryéﬁa@nﬁ@eéf y a |inear or branched

oo &85‘? °§%éf8|}9 a’é’y%ﬁ‘%tﬁa'é’rﬁca%%ﬁ'e enenGighe CF3,

prépgraifoid, of @R dicBheniNbRthe Fagdiag@rest, mgmeheré Ievé?é Mthe F. O,
orm.o

Digka TR OEht BRBhud B lephisSers o

digreers ef the pente] nepvoussistemcespecially strokenoddisaders st mee of

catdiovaBasndr s&%m%fndtohi%oéﬁ'ﬂkg‘abﬁ%%r §Speefa®; rlﬁ%b%l(?/ ng ratio,

enanti oners and/or di ast

a"BFeXE‘ gaaheR bR ntyPRL 6@@@3 m@h@dmon IO$uhae depandsiondi ng

distmtes rhdlitus) OfrefeRiblyobesiyapaRRBeENY sol vate thereof. Use
accor di ngs??i) cl alyerg 80fychar acterized in that R12 and

R13 i ndependently of each other represent hydrogen, a
Udeiageerding to diaiariteh etthradteriz6d il thatlat @astiwhe oBRN A QPRN at om

reHosdrfEhycRigeh St Y 1o n8BFR R of RASBRALSIELY ©f each

hydrogen.

Use according to any one of claims 72 or 73, characterized in that at least on
of R®, R® or R’ represents hydrogen, while at least one R®, R® or R’ is different
from hydrogen.

Use according to any one of claims 72 to 74, characterized in that R?, R® and
R* independently of each other represent hydrogen, a linear or branched Cie-
alkyl group, a halogen atom, or CFs, preferably R?, R® and R*independently of
each other represent hydrogen, methyl, ethyl, F, Cl, Br and CFs.

Use according to any one of claims 72 to 75, characterized in that RS, R® and
R’ independently of each other represent hydrogen, a linear or branched Cie
alkyl group, a halogen atom, or CFs, preferably R®, R® and R” independently of
each other represent hydrogen, methyl, ethyl, F, Cl, Br and CFa.

Use according to any one of claims 72 to 76, characterized in that R2
represents a chlorine atom in the 4-position of the phenyl ring, while R® and R*
represent hydrogen.
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78.

79.

80.

webasarmeri zed i n that R14,

represent hydrogen, nethyl, ethyl, F1 d, Br and CF3.
Use according to any one of clains 80 or 81,
and R15 i ndependeneC/ER005/001465

each other represent hydrogen, a linear or branched d

- - al kyl group, a halogen atom or CF3, preferably
R14 and R15 i ndependently of each other represent
hydrogen, nethyl, ethyl, F, A, Br and CF3. Use

wa@mgo 20 %ﬂnyOf elinsoF2 tol74i eharagtprizes igthat BfiancBt er i zed
edcﬁ réd?@éenﬁé@hlérﬁ'féra‘?&ﬁﬂhsthé% a"f\Bq d3&kor %ﬁ@ﬁﬁdggﬁnnﬁydr ogen.

}}accordl to any one of clains 80
whil 4} deRresenisdydragefhat R14 and R15 each represent O .
Use according to any one of clainms 80 to 84,

haracterized in_ that present.s met hyl
acg?rﬁiﬂplg to B’?ye?"é*r°£8'fiw‘%%?3§e%a’%£e8 %flgﬁg'f"’a%ng to one or
remesmts)hyM@nmnetﬁg or ethgbprefesatdyciyeiragead i n t hat the
conmpound according to fornulas I or Il is selected
fromthe group consisting of:
Usp. gogorging &9 enexbiamgye P claims 72 iqf7 Sehasaotgsiaechipl thatdhes- di hydr o
corr}meﬁB’de%éﬁéraﬁoﬁﬁﬂi’@)W tdpfesdfied b9 BicbAPAtHbf Hé‘néré\e form
orrespondl ng N-oxide, a corresponding salt or a
fomar((y pondi ng sol vate.

R1
/
O
0]
R12
N
N/
R15
R13
R14

wherein
R' represents hydrogen or a linear or branched C1.4-alkyl group,

R'2, RS, R' or R'® independently of each other represent a linear or branched
Ci.s-alkyl group, a linear or branched C1.g-alkoxy group, a halogen atom,
CHaF, CHF», CF3, CN, OH, NO,, SH, NH,, hydrogen, methyl, ethyl, F, CI, Br
and CF3,
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85.

86.

WO 2005/077909 PCT/EP2005/001465

optionally in form of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastereomers, in an)'/ mixing
ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a
corresponding solvate thereof.

Use according to claim 80 characterized in that R'? and R'® independently of
each other represent hydrogen, a linear or branched C,.¢-alkyl group, a
halogen atom, or CF;, preferably R' and R'® independently of each other
represent hydrogen, methyl, ethyl, F, Cl, Br and CFs.

Use according to any one of claims 80 or 81, characterized in that R”, and R"®
independently of each other represent hydrogen, a linear or branched C1.¢-
alkyl group, a halogen atom, or CFs, preferably R and R'® independently of
each other represent hydrogen, methyl, ethyl, F, CI, Br and CFs.

Use according to any one of claims 80 to 82, characterized in that R'®
represents Cl and R represents hydrogen.

Use according to any one of claims 80 to 83, characterized in that R'* and R'®
each represent CI.

Use according to any one of claims 80 to 84, characterized in that R’
represents hydrogen, methyl or ethyl, preferably hydrogen.

Use according to one or more of claims 72 to 85 characterized in that the
compound according to formulas | or Il is selected from the group consisting

of:

5-(4-chloro-phenyl)-1-(2,4-dichlorophenyl)-4,5-dihydro-1H-pyrazol-3-carboxylic
acid,
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optionally in the form of a corresponding N-oxide, a corresponding salt or a
corresponding solvate.
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