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MEDI CI NAL PRODUCTS THAT ARE USEFUL | N THE PREVENTI ON
AND TREATMENT OF DYSLI PI DAEM AS AND OF DI SEASES
RELATED TO DYSLI PI DAEM AS AND/ OR TO OBESITY 5 The
present invention relates to the use of a

pyrazol e-derived conpound that is an antagoni st for
cannabi noid CBl receptors, qh prepari ng medi ci na
products that are useful in the prevention and
treatment of dyslipidaem as and of diseases related to
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arteriosclerosis, _diabetes, of hepa
treatment of dyslipidaemias and %f dlseases related to

dyslipidaemias and/or to obesity, such as in particular
metabolic syndrome, and also cardiovascular risks and
hepatic risks.

Dyslipidaemia is defined by raised
triglyceride and LDL-c¢ (Low Density Lipoprotein
Cholesterol) levels, by low concentration of HDL-c
(High Density Lipoprotein Choles;erol), by an increase
in the total cholesterol/HDL-¢ ratio, and by-the
presence of small particles of LDL. This dyslipidaemia,
often present in obese individuals, is also
acknowledged to have an atherogenic profile, i.e. a
profile which increases the risk of atheromatous
disease.

Obegity is today recognized to be cne of the
major public health problems. It correlates with a
considerable number of cardiovascular diseases, in
particular arteriosclerosis, diabetes, of hepatic

diseases, in particular non-alccholic steatohepatitis,
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di seases, in particular non-al coholic steatohepatitis,

2 of cancers and of respiratory disorders, and it is
associated with an increase in nortality rate. The
annual costs engendered by the somatic conplications

of obesity are estimated by the world health

organi zation 5 (WHO) to be a third of the world health
budget. Metabolic syndrone refers to a set of risk
factors including dyslipidaergas (Il ow HDL-c |evel,

high triglyceride Ievel), an increase in abdom na

ci rcunference/ obesity, but also insulin resistance 10
(bRstangehypandl yEaessp) randrgr désoalkdegpernenditoris
This syndronme affects several mllion individuals
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This syndrome affecte several milljion individuals
throughout the world, exposing them to a greater risk
of developing diabetes with its complications éf renal
insufficiency and retinopathy, or of causing a
cardiovascular disease such as coronary artery disease,
coronary insufficiency, myocardial infarction, angina,
atherosclerosis, arteriosclerosis, cerebral stroke,
thrombosis, atherothrombosis or glaucoma, or else a
hepatic disease such as steatosis, non-alcoholic
steatohepatitis, or non-alcoholic fatty liver disease.
By improving each parameter of metabolic syndrome,
particularly by preventing and treating the elements
constituting dyslipidaemia and obesity, the prevention
and treatment of metabolic syndrome in patients at risk
may contribute to decreasing the appearance of

cardiovascular diseases and of type 2 diabetes or else

of hepatic diseases.
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of hepatic diseases. 3 There is no unified worl dw de
definition of netabolic syndronme, that given by the
Nati onal Chol esterol Education Program (NCEP, USA),
in the context of an ATP Il (Adult Treatnent Pane
I11) group 5 of experts selects the criteria listed in
the table below Patients have a netabolic syndrone
when they satisfy at least 3 of the 5 criteria

i ndi cated: increase in abdom na

ci rcunference/ obesity, dyslipidaema, arterial

hypert ensi oThebgpeeghpcaedfiedl @cTABwEde AeEimiltion of
Abdom nal WAist: circunference Men > 102 cm Wnen >
88ecabolipi dgndrbgkycthategiy®e) by rhes¥awgomall W-c
(Hi gh Density Lipoprotein chol esterol Men < 40
nghdlespernl<Edocatian Pepgsam INCES nWSAJ » greddif e

Fasting :7?,110 ng/dl bl ood_sugar
context of an ATP III (Adult Treatment Panel III) group

of experts selects the criteria listed in the table
below. Patients have a metabolic syndrome when they
satisfy at least 3 of the 5 criteria indicated:
increase in abdominal circumference/obesity,

dyslipidaemia, arterial hypertension, hyperglycaemia.

TABLE 1
ATP IIX
Abdominal Waist:
circumference Men > 102 cm

Women > 88 cm
Lipids Triglycerides (TG):

> 150 mg/dl

HDL-c (High Density Lipoprotein
cholesterol)
Men < 40 mg/dl
Women < 50 mg/dl

Blood > 130/85 mm Hg
pressure
Fasting > 110 mg/dl
blood sugar

According to the present invention, the
expression “pyrazole-derived antagonist for cannabinoid

receptors, is intended to mean a compound chosen from

15 N“piperidino-s-(4-chloropheny1)—1—(2,4—dichloropheny1)—
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According to the present invention, the expression
"pyrazol e-deri ved antagoni st for cannabi noid
receptors, is intended to nmean a conpound chosen from
15

N- pi peri di no- 5- (4-chl orophenyl ) -1-(2, 4-di chl or ophenyl)
4 4-nmet hyl pyrazol e- 3-carboxam de, the internationa
conmon nane of which is rinonabant, described in

Eur opean patent 656354, and M piperi di no-5-(4-

br omophenyl ) - 1- (2, 4-di chl or ophenyl ) - 4- et hyl pyrazol e-3
5 carboxam de, described in European patent 1150961.

G e €nRY 1 pirvdze3ecar EheBosiini del, h themipdkatia t iltaaa
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wei ght of obese patients (G Le Fur, 2003, 35, 10
FEwsopEanopabentvsE6R5M , oandaNnabpesidiResGar(dr,

Madrid, Spain, 4-5 April 2003 and Heshmati H M et
apromophenyly - Red 8adcAichdoropbepydpplt -ethy lpyrazolers -
now been found that a pyrazol e-derived antagonist for
caarberavidecpdeperdbedr én E%@Eﬁaﬁ eatent LladPfdant
and N-pi peri_di ng-5-(4-bronophen
d|chIoropheﬁ}F?lﬁaétﬁ§PS}F§zG e@aP&Gx&HF@érlmonabant
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First European Workshop on Cannabinoid Research,
Madrid, Spain, 4-5 April 2003 and Heshmati H.M. et al.,
Obesity Research, 2001, 9 (suppl. 3), 70.

It has now been found that a pyrazole-derived
antagonist for cannabinoid CB; receptors, chosen from
rimonabant and N-piperidino-5- (4-bromophenyl) -1-(2,4-
dichlorophenyl) -4-ethylpyrazole-3-carboxamide, exhibits
blood lipid-lowering properties (in dyslipidaemic
individuals) which may thus contribute to reducing
metabolic syndrome in patients exhibiting this
syndrome, and decreases the risks of cardiovascular
diseases and of hepatic diseases related to ocbesgity
and/or to dyslipidaemias.

Thus, according to the present invention, a
pyrazole-derived compound that is an antagonist for
cannabinoid CB; receptors, chosen from rimonabant and N-
piperidino-5- (4-bromophenyl) -1- (2, 4-dichlorophenyl) -4-

ethylpyrazole-3-carboxamide, can be used for preparing
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Thus, according to the present invention, a

pyrazol e-derived conpound that is an antagoni st for 25
cannabi noid CBl receptors, chosen from rinonabant and
N-

pi peri di no-5-(4-bronophenyl)-1-(2, 4-di chl orophenyl ) - 4-
et hyl pyrazol e- 3- car boxam de, can be used for preparing
5 nedicinal products that are useful for preventing
and treating dyslipidaem as sand net abol i ¢ syndrone,
nore particularly such a conmpound that is an
antagoni st for cannabinoid CBl receptors can be used

f Aedi eeaklnpra@bct sDreuentarkg udeful Icr PYreventing and
cardi ovascul ar di seases and of hepatic di seases

I ekabedngo dyeddiptiiaend/aa and meytsibiqliidaesyradronighe more
expression "cardiovascular risks related to
dpalrtpicdldamlys sanly er compahesd tbHati sis frermtdgrhgenigr for
mean car di ovascul ar di seases such as: coronary artery
dresasbincddog® yrenentorei eavybeausedooretasiasing and

arteriosclerosis, cerebral stroke, myocardja
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mean cardiovascular diseases such as: coronary artery
disease, coronary insufficiency, atherosclerosis,
arteriosclerosis, cerebral stroke, myocardial
infarction, angina, thrombosis, atherothrombogis or
glaucoma.

The expression “hepatic diseases related to
dyslipidaemias and/or to obesity” is intended to mean:
hepatic steatosis, non-alcoholic steatohepatitis, non-
alcoholic fatty liver disease.

The pharmaceutical compositions according to
the present invention contain an effective dose of a
pyrazole-derived compound that is an antagonist for
cannabinoid CB; receptors, chosen from rimcnabant and N-
piperidino-5- (4-bromophenyl) -1- (2, 4-dichlorophenyl) -4-
ethylpyrazole-3-carboxamide, and also at least one
pharmaceutically acceptable excipient.

Said excipients are chosen, according to the

pharmaceutical form and the desired mode of
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cannabi noid CBl1 receptors, chosen fromrinonabant and
N-

pi peri di no-5- (4-bronmophenyl)-1-(2, 4-di chl orophenyl ) - 4-
et hyl pyrazol e- 3-carboxam de, and al so at | east one 25
pharmaceutically acceptabl e excipient. Said excipients
are chosen, according to the pharnmaceutical form and
the desired node of 6 admnistration, fromthe usua
exci pients which are known t® those skilled in the
art. In the pharmaceutical conpositions of the

present invention for oral, sublingual, subcutaneous,
Sadmindstratbian, ifiromtdeousualogxdpidmealwhich are
intratracheal, intranasal, transdermal or rectal
akinpwinstpathose ekd lded v phien@igral can be

adm nistered in unit admnistration form as a mxture
wi t h convenffotile pharmacentical campasdhiong pf the
animal s 1Q or tqQ human beings, faqr, preventing or

t PESEPRY dR¥engissy dors B lynheuhldaguad o RReutaneous,

Sui tabl e uniit adm ni stration forneﬁgr ris the forns
f SPLERRMSE i s tFLARTE /o h BRP 4R et P8 50t or

h | ati I I I
e e o S s A
b . | \n l.als ' I

R e e e

t Bamk 5 SR b LAPEAl ddARSIdR YRl jon ¢ It Al OISmi xture
i ntramuscular or intravenous 20 adm nistration, the
f Qe behvestlidhaAadPHirnd@hitdbal excipients, to animals
or to human beings, for preventing or treating the
disorders or the diseases above. |
Suitable unit administration forms comprise
the forms for oral administration, such as tablets,
soft or hard gelatin capsules, powders, granules and
oral solutions or suspensions, the forms for
sublingual, buccal, intratracheal, intraocular or
intranasal administration and for administration by
inhalation, the forms for topical, transdermal,
subcutaneous, intramuscular or intravenous
administration, the forms for rectal administration,
and implantes. For topical application, the compounds
according to the invention can be used in creams, gels,
ocintments or lotions.
The forms for oral administration such as
gelatin capsules or tablets are preferred.
More particularly, gelatin capsules or

tablets containing rimonabant at a dose of between 5
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and i nplants. For topical application, the conpounds
according to the invention can be used in creans,

gels, ointnments or lotions. The forns for oral

adm ni stration such as 25 gelatin capsules or tablets
are preferred. Mire particularly, gelatin capsules or
tabl ets containing rinonabant at a dose of between 5 7
and 50 ng, nore particularly the doses of 5 and 20 ng,
are preferred. For the use ac@ording to the present

i nvention, a pyrazole-derived antagonist for 5
cannabi noi d receptors, chosen fromrinonabant and N

pigeet 50 mag 5-nickrd rmanphenl/ayivd- ¢Be 4ddsehl of ophangl podmg,

et hyl pyrazol e- 3- car boxani de, can be conbi ned with

afen@refaiwaed pri nci pal chosen fromone of the

followi ng therapeutic classes: 10 - an angiotensin |

AT1 recept orFiptEiprinse acepedingrteorkbenpbesenh a

diuretic; - a convertjng-enzyne inhibitor, alone or

c OISR 1 1 PYFFRL cdSF1Ved ARt RIPRIBM ARFagoni st ;

- a calcjunhﬁntqgonist; 15 - a beta-bl ocker, alone o&
? -

c SiiTHRERR PRES | CChoseR  hramchiRPpbant and
ant.a mﬁ$

TS TRy L b LATs “aFEhLProBageRd) -+-
ethylpyrazole-3-carboxamide, can be combined with
another active principal chosen from one of the
following therapeutic classes:

- an angiotensin II AT, receptor antagonist,
alone or combined with a diuretic;

- a converting-enzyme inhibitor, alone or
combined with a diuretic or with a calcium antagonist;

- a calcium antagonist;

- a beta-blocker, alone or combined with a
diuretic or with a calcium antagonist;

-~ a blood lipid-lowering agent or a blood
cholesterol-lowering agent;

- an anti-diabetic agent;

- another anti-obesity agent.

Thus, a subject of the present invention is
also pharmaceutical compositions containing, in
combination, a pyrazole-derived antagonist for
cannabinoid CB; receptors, chosen from rimonabant and N-
piperidino-5- (4-bromophenyl) -1- (2, 4-dichlorophenyl) -4-
ethylpyrazole-3-carboxamide, and another active

principal chosen from one of the following therapeutic
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20 - another anti-obesity agent. Thus, a subject of
the present invention is also pharnaceutica
conmpositions containing, in conbination, a

pyrazol e-derived antagoni st for cannabinoid CBl
receptors, chosen fromrinonabant and N 25

pi peri di no- 5-(4-bronophenyl)-1-(2, 4-di chl or ophenyl ) - 4-
et hyl pyrazol e- 3- car boxam de, and anot her active
princi pal chosen fromone of 8he follow ng therapeutic
8 classes: - an angiotensin Il ATl receptor \
antagoni st, alone or conbined with a diuretic or with
acdalssie®m antagonist; 5 - a converting-enzyne

i nhi bitor, alone or conbined with a diuretic; - a

cal ci um ant agewi singioternmsin-Hl ddkerecsntirer @ntagonist,
conbined with a diuretic or with a calcium )
aRl&genicst combined wWiddy 3 idiuretirongiiigent erlgium
bl ood chol esterol-1owering agent; - an anti-diabetic
aGBNAIoNIMGt her anti-obesity agent. The expression

e R e SRS AT o
pseRbers B A sRAom | - tel m eart an or
val sartan, it Aoeéﬁ%iwsérpéaeggﬂste’_ach of these

- a beta-blocker, alone or combined with a
diuretic or with a calcium antagonist;

- a blood lipid-lowering agent or a blood
cholesterol-lowering agent;

- an anti-diabetic agent;

- another anti-obesity agent.

The expression “angiotensin II AT, receptor
antagonist” is intended to mean a compound such as
candesartan cilexitil, eprosartan, irbesartan, losartan
potassium, olmesartan medoxomil, telmisartan or
valsartan, it being possible for each of these
compounds to itself be combined with a diuretic such as
hydrochlorothiazide.

The expression “converting-enzyme inhibitor”
is intended to mean a compound such as alacepril,
benazepril, captopril, cilazapril, enalapril,
enalaprilat, fosinopril, imidapril, lisinopril,
moexipril, perindopril, quinapril, ramipril, spirapril,
temocapril, trandolapril or zofenopril, it‘being

possible for each of these compounds to itself be
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conmpounds to itself be conbined with a diuretic such
as 20 hydrochl orot hi azi de. The expressi on

"converting-enzyne inhibitor" is intended to nean a
conpound such as al acepril, benazepril, captopril
cilazapril, enalapril, enalaprilat, fosinopril
imdapril, lisinopril, 25 noexipril, perindopril

qui napril, rampril, spirapril, tenocapril

trandol april or zofenopril, i% being possible for

each of these conpounds to itself be 9 conbined with

a diuretic such as hydrochl orot hi azi de or i ndapam de
ocombtined edithi amddntregdn Suctuae ds/drmsdtddbytieiazide or
diltiazem felodipine or verapam|. The term "cal ci um
afntndgpamitde oz wittdndedaleivn medragorietpamh sagh as

am odi pi ne, aranidi pine, benidipine, bepridil,
cemipdipiine, dilltigzzem, ffledigigienomhwimapawkl de

et hanol, fasudil, felodipine, isradipine, |acidipine,

| er cani di pi F@ehFEIFt NIl aREASAHIFE, iF baterded to
hydr ochl ori de, nj cardipine, .10 nifedipine,, .. |,
3P BB G h &S TSRy, ST EHRATS ne,
terodiil.i ne or.vera il. .The j.er.m "bef.a-hbl ocker™ is

| BB aer s b R s e ST

a Lol a R f] I, I, D
peroaaRspins Pyl el oz Rotfidt, AAEE celodipine,
bopi b :Qls,. buf ey j t :
EPEPLTETSe Aat i AR iai P WRi¥onloride,

ChahaRq e , CRAMRY fHad i8S W) ocHIMEMY Olnicardipine,
nifedipine, nilvadipine, nimodipine, nisoldipine,
nitrendipine, terodiline or verapamil.

The term “beta-blocker” is intended to mean a
compound such as acebutolel, alprenoleol, amosulalol,
arotinolol, atenolol, befunclol, betaxolol, bevantolol,
bisoprolol, bopindolecl, bucumolol, bufetolol,
bunitrelol, butofilolol, carazolol, carteoclol,
carvedilol, cloranoclol, epanoclol, esmolel, indenclol,
labetalol, landiocleol, levobunclel, levomoprolol,
mepindolol, metipranolol, metoprolol, nadolol,
nebivolol, nifenalol, nipradilol, oxprenolol,
penbutolol, pindolol, propanolol, salmeterocl, sotalol,
talinolol, tertatolel, tilisolol, timolol, xamoterol or
xibenolol.

The expression “blood lipid-lowering agent”
or “blood cholesterol-lowering agent” is intended to
mean a compound chosen from fibrates such as

alufibrate, beclobrate, bezafibrate, ciprofibrate,
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| abet al ol , | andi ol ol , | evobunolol, |evonoprolol,

nmepi ndol ol , netipranol ol, netoprolol, nadolol, 20

nebi vol ol , nifenal ol, nipradilol, oxprenolol,
penbut ol ol , pindol ol, propanolol, salneterol, sotalol,
talinolol, tertatolol, tilisolol, tinolol, xanoterol
or xibenolol. The expression "blood |ipid-I|owering
agent” 25 or "blood chol esterol -l owering agent” is
intended to nean a conpoundlohosen fromfi brates such
as alufibrate, beclobrate, bezafibrate, ciprofibrate,
10 clinofibrate, clofibrate, etofibrate, fenofibrate,;
stdinnibehvBeCoAlrédbchiss ethifibrats), ferlvfdbrate;
atorvastatin, fluvastatin sodium |ovastatin,
pehehingt (HMGrEody zedacitaser iohibddcats)n sush @as
conpound 5 such as aci pi nox, al um ni_um nicotinate,
a2heB¥RBFaF1n, c RANFILFALHINSOCdaN, r JOMASTALH
ggglutol, niceritrol, nicoclonate, nicatinic acid,

AVaPEBLLBr | RESHVASERRIBNGR. SHBPE SSatimeuloK 13 cappound
BREBore BRIBSREE: nPry™L0 o AR RAG N S AR AT
tatli tatin, f (o] A X
B TLRELRSHARD, Ao PERHROSHR. B bemicror.

aﬂf%"l{aﬁa‘a?%‘iﬁgtﬁﬁi M %% Q‘é‘l‘ﬂio%’ﬂe‘}'lgié“%fo
one oF_ he 16l 'owng classes: Sul'phonyl ureas,

bt 9u@Bhdh Nefiordl PAtiln18lriG0S0ase jlddhtl R @i present
thiazolidine diones, metiglinides, "such as acarbose,
agai;ehexafll 48 a pharmaceutical composition containing,

in combination, rimonabant, and atorvastatin or
pravastatin, or preferably rimonabant and simvastatin.

The term “anti-diabetic agent” is intended to
mean a compound belonging to one of the following
classes: sulphonylureas, biguanidines, alpha-
glucosidase inhibitoras, thiazolidine diones,
metiglinides, such as acarbose, acetohexamide,
carbutamide, chlorpropamide, glibenclamide,
glibornuride, gliclazide, glimepiride, glipizide,
gliquidone, glisoxepide, glybuzcle, glymidine,
metahexamide, metformin, miglitol, nateglinide,
pioglitazone, repaglinide, rosiglitazone, tolazamide,
tolbutamide, troglitazone or voglibose.

The term “another anti-obesity agent” is
intended to mean a compound such as amfepramone,
benfluorex, benzphetamine, indanorex, mazindole,

mefenorex, methamphetamine, D-norpseudoephedrine or

another antagonist for cannabinoid CBq receptors.
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car but am de, chl orpropam de, glibenclam de,
glibornuride, gliclazide, glinepiride, glipizide,

gl i qui done, glisoxepide, glybuzole, glymdine, 20

nmet ahexam de, netformn, mglitol, nateglinide,

pi oglitazone, repaglinide, rosiglitazone, tol azam de,
tol butam de, troglitazone or vogli bose. The term

"anot her anti-obesity agent” is intended to nean a
conmpound such as anfepranone,1125 benfl uorex,
benzphet am ne, indanorex, mazi ndol e, nefenorex,

nmet hanphet am ne, D-nor pseudoephedrine or anot her

ant agoni st fMestapanbicolarDP]l aesepfecs. oflthbbpiresent
particularly, a subject of the present invention is a
pHeEFvRItleirn ch® 2 dplparnacent toal acainpgsition containing,
conbi nati on, rinonabant and an angiotensin Il ATl

r b A ERAGHORI simenabant | anfaan| apgéatensin II AT,
losartan 5 or val sartan, Mre particularly, a subject
fr<?CFF'ePt%1f ARRAIPRLRR | A PArBlpnbArKeéEhepagran, losartan

PP Iyl LSS S LI
N ‘Sh%ﬁ #@Iﬂé’? %ﬁ%%%éCéﬁﬁaféaxsmasaﬁa%o
co%?%‘?‘m ifhg .ﬂld%?#é&fﬁgﬁﬁéﬂa CELRLESERRETRAS b EBlraztan,
hygle g3 %’fno k: 4d%r(§’rbﬁomc)>,]i>51enyl) -1-(2,4-

N- pi peri
1-d 321 St St hewéenﬁl Pé(&@l/éaioéﬁrﬁoﬁaﬁmk?séa&hﬁe

i rbesartan an hydroch orot hiazide. 15 According to

anotbedaittdn | CahdrabBsdodli pRatmadeutical composition
containing, in combination, rimonabant, irbesartan and
hydrochlorothiazide, or N-piperidino-5- (4-bromophenyl) -
1-(2,4-dichlorophenyl) -4-ethylpyrazole-3-carboxamide,
irbesartan and hydrochlorothiazide.

According to another particular embodiment, a
subject of the present invention is a pharmaceutical
composition containing, in combination, rimonabant and
simvastatin.

According to another aspect of the invention,
the pyrazole-derived antagonist for cannabinoid
receptors, chosen from rimonabant and N-piperidino-5-
(4-bromophenyl)-1-(2,4-dichlorophenyl) -4-ethylpyrazole-
3-carboxamide, and the other combined active principal
can be administered simultaneously, separately or in a
manner spread out over time.

The term “separate use” is intended to mean

the administration, at the same time, of the two
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subj ect of the present invention is a pharmaceutica
conposition containing, in conbination, rinonabant and
simvastatin. According to another aspect of the
invention, 20 the pyrazol e-derived antagonist for
cannabi noid receptors, chosen fromrinonabant and

N- pi peri di no- 5-

(4- br onmophenyl ) - 1- (2, 4-di chl or ophenyl ) - 4- et hyl pyrazol e
- 3-carboxam de, and the othae conbi ned active
princi pal can be adm nistered sinultaneously,
separately or in a 25 manner spread out over tine. The
t eompdaadar affe thee'compogitdate ddoomibary tdieche

adm nistration, at the sane tine, of the two 12
conpenhdonef epirk docpusied dm @& cdediimgptt phtehmmaceutical
i nvention, each included in a distinct pharnaceutica

f 6PFM. The expression "use spread out over time" is 5

i ntended to_mean the successive administration of the
first conpodh® @F‘PFﬁ@sclé’Ppoéﬁsﬁ FPTEACH WM P thigne” 18

i pventi.o i ncluded.in har maceut ] cal, forn1 and
anFﬁé‘d§g‘c Gr?d m@&ﬁ’p&&'ﬁd EFE 1M Jtnr #gnﬁbe

T Fidig B ot AN o
oSSl S, AP A5 i e
g?pEﬁbt lgQRoRAC %ffoﬂiﬁa‘ihﬁcp J & H A S &sh tcording to

mnistration
the invention, included in a distinct pharmaceutical

form.

In the case of this “use spread out over
time”, the period of time that elapses between the
administration of the first compound of the composition
according to the invention and the administration of
the second compound of the same composition according
to the invention does not generally exceed 24 hours; it
may be longer if one or other of the compounds is
provided in a pharmaceutical form allowing, for
example, weekly administration.

The pharmaceutical forms, comprising either
just one of the compounds constituting the composition
according to the invention or the combination of the
two compounds or, where appropriate, of three
compounds, which can be used in the various types of
uses described above, may, for example, be suitable for
oral, nasal, parenteral or transdermal administration.

Thus, in the case of a “separate use” and of
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15 the second conpound of the sane conposition
according to the invention does not generally exceed
24 hours; it may be longer if one or other of the
conmpounds is provided in a pharmaceutical form
allowi ng, for exanple, weekly adm nistration. 20 The
phar maceutical forns, conprising either just one of
t he conpounds constituting the conposition according
to the invention or the conbihktion of the two
conmpounds or, where appropriate, of three conpounds,
whi ch can be used in the various types of 25 uses
des chigee Bpibead , ounyovénr t emetipl ewobdistihabl e for
oral, nasal, parenteral or transdermal adm nistration.
Tm}'sarmaf:wfél@%%ef@ma mexépbe aimtendedafidrothe3same route
"use spread out over tine", two distinct
ptek 4%%¥a¢b¢%orm§%ea| di Efesant orouhe Sinme

ro e, of adnjnistrat r for di fferent ut e of
Wﬁ%&?%ﬁ?&ﬁp?oi%¥a g r%ﬁ%ﬁ%&ﬁﬁwaﬁrOBrQFagnGnﬁaQQFal

. Th i
theréfoﬁg r%?%t%%gﬁ% 3;??# %%ﬁt rning gnvent|on

pyrazol e- deﬁhoseﬁﬁf ﬂ@fgﬁsﬁhé ?fgngfgbngé§aggi to a kit

recept ors romri rmna

1)-4
10 et Esi[ pyri édp gcargggé#r%‘é%a(gng g ?herfggf%e)
PN ni g me&% AR | Aifosdd O FDSh 264 €and N-

principals, In |ch pyrazo e-derived

gg%%ﬂ&iné% ww.?&haﬂxén@)’l {e¢epPLol$cANErsphanyl) -4-
ethylpyrazole-3-carboxamide, and another active
principal or, where appropriate, two combined active
principals, in which kit said pyrazole-derived
antagonist for cannabinoid CB; receptors and said active
principal or, where appropriate, two combined active
principals are in distinct compartments and in similar
or different packagings, and are intended to be
administered simultaneously, separately or in a manner
gpread out over time.

EXAMPLE 1: Action of rimonabant on blood lipid levels
in obese mice

The effect of a long-term (2 months)
treatment with rimonabant was studied in mice having an
established obesity.

The study was carried out in mice receiving
either a normal diet or a fatty diet. Obesity developed
in the mice receiving a fatty diet and it became

stabilized after 5 months. The mice were then divided
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principal or, where appropriate, two conbined active
15 principals are in distinct conpartnents and in
simlar or different packagings, and are intended to
be adm ni stered sinultaneously, separately or in a
manner spread out over tinme. EXAMPLE 1: Action of

ri nronabant on blood lipid levels 20 in obese mce The
effect of a long-term (2 nonths) treatnment with

ri monabant was studied in mea having an established
obesity. The study was carried out in mce receiving
25 either a normal diet or a fatty diet. Cbesity
depelinped3 omoupe:nice receiving a fatty diet and it
becane stabilized after 5 nonths. The m ce were then
di vi ded 14 gopupntlc Iagdmiersnag adp the fetitenbiete aid
the fatty diet and oral treatnment for 2 nonths wth

r PEBhabaeataento feg Romemihs wivdy erimgnabant @tof
Tween 80 (,vehicle); 5 group 2: mmintenance of the .

f 4Pt podkey dawd izdwetiedt watiho? -3 e Taam 80 ((kalkicle) ;
0.1% of Tween 80): groyp 3: return tQ a normal_diet .
and adni ni SEPYP éri FRUWENAGE| (tfi;a tEyp digtorand

LG ATk A SRRRER, el P90 @
Tween 80);
group 3: return to a normal diet and
adminigtration of the vehicle (water + 0.1% of
Tween 80) ;
group 4 consists of mice receiving a normal
diet and the vehicle from the start.
After 5 months of fatty diet, the mice showed
a 46% weight gain and a marked increase in blood
leptin, insulin, glucose and total cholestercl levels.
For these obese mice, the HDLc (high density
lipoprotein cholesterol) and LDLc (low density lipid
cholestercl) levels were measured and an increasgse in
these levels, accompanied by a decrease in the
HDLc/IDLc ratio, was observed.
After 2 months of treatment with rimonabant,
the weight of the mice in group 1 decreased by 34.5
0.8 g, i.e. in the same proportions as that of the mice
in group 3 that were returned to a normal diet (33.7
+ 0.6 g).
Likewise, after 2 months of treatment with

rimonabant, the mice in group 1 showed a decrease in
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After 5 nonths of fatty diet, the mce showed a 46%

wei ght gain and a marked increase in blood 15 leptin,
insulin, glucose and total cholesterol |evels. For

t hese obese mice, the HDLc (high density |ipoprotein
chol esterol) and LDLc (low density lipid cholesterol)
| evel s were neasured and an increase in these |evels,
acconpani ed by a decrease in the 20 HDLc/LDLc rati o,
was observed. After 2 nonths p§ treatnment with

ri monabant, the weight of the mce in group 1
decreased by 34.5 0.8 g, i.e. in the sane
prigotinpninasl {haandf glheosecBlobd Jeouds? Bhalilwels,
returned to a nornmal diet (33.7 25t 0.6 g). Likew se,
afthese hevebhs wérerratueed forhthei moebdnt grolug di.ce
in group 1 showed a decrease in 15 |leptin, insulin
and gl ucose Bheodataveessusedi iarthe asbaye [fevel s
were reduced for the mce in group 3. The data
neastigbaceridas andafors eholeptgrotelinoprahgingr are
cho) esterol |ipoproteins_are 5 given in the tables
bedbVER THBL e BrRIeEpBEL8K:of triglycerides and of
chol esterol in the obese mce after 2 nonths of
treatnment or a return to a 10 normal diet Goup n
Triglycerides nmol /L TotaIT&E&kgaterol /L

Distribution of triglycerides and of cholesterol in the

obese mice after 2 months of treatment or a return to a

normal diet
Group n Triglycerides mmol/L Total cholesterol
g/L
1 28 0.74 + 0.04 1.73 ¢+ 0.07 #
2 74 0.934+ 0.03 * 2.04 + 0.04 *
3 9 0.72 + 0.03 1.21 + 0.05
4 31 0.78 + 0.03 1.15 + 0.02
*: p < 0.001 with *: p < 0.001 with respect
respect to other to other groups
groups #: p < 0.01 with respect
to groups 3 and 4
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128074 0.041.73t 0.07 # 2 74 0.93 0.03 *

2.04 t

0.04 390.72 0.031.21 0.05 4 31 0.78 0.03 1.15
0.02 *:

p < 0.001 with *:
respect to other to other groups

p < 0.001 with respect
groups # p < 0.01

with respect to groups 3 and 4 16 TABLE 3

Di stribution of the chol esterol

mce after 2 nonths of treatnent or

di et

LDLc/ t ot al
1 28 107.8 + 4.5*

0. 4*

5 Goup n HDLc ng/dL LDlec ng/dL HDLc/tota

HDLc/ LDLc

chol est er ol
9.3 + 0.562.2 + 0.5# 5.5 + 0. 3*
12.4+ 0.8 # 2 74 115.7 + PABLE1S.2 + 0.8 *
7.7 + 0.2 7.9 +0.2*

chol est er ol

fractions in the obese
return to a nor nal

9d WPd

57.1 +
3978.2+457.3+0.6

64D3skribokieni of ¢he cholesterdl £13ethibns Hil.the. dbese
+0.,467.5+0.87.1+0.310.3 0.6 *:
< Biggraftey 2 monthy @f treatmgnth qrgsivirmitich a normal
respect < 0.001 with < 0.001  to groups 3 to other

with respect to wth and 4

p <0.001 *: p

Gi&¥ps respect to group 2

respect to other other groups groups
Group | n | HDLc mg/dL LDLc mg/dL | HDLc/total | LDLc/total | HDLc/ LDLe
cholestercl| cholestercol %
¥ ¥
1 28 |107.8 + 4.5*| 9.3 + 0.5 |62.2 + 0.5#] 5.5 + 0.3~ {12.4+ 0.8 #
2 74 |115.7 + 2.0*[16.2 + 0.8 *|57.1 + 0.4*] 7.7 + 0.2 [7.92 + 0.2 *
3 9 | 78.2 + 4.5 7.3 + 0.6 |64.3 + 2.0#| 6.1 + 0.6% |11.5 & 1.3
4 31| 77.7 + 1.8 8.1 + 0.4 |67.5+ 0.8} 7.1 + 0.3 |10.3 + 0.6
*: p < 0.001|*: p < 0.001 *: p *: p < 0.05 *: p
with respect |with respect < 0.001 with < 0.001
to groups 3 to other with respect to with
and 4 groups respect to group 2 respect to
other other
groups groups
#: p < 0.05 #: p < 0.05
with with
respect to respect to
group 4 group 4

n: number of animals.

According to Tables 2 and 3, it is geen that
the treatment with rimonabant, as administered to the
animals in group 1, corrects the hypertriglyceridaemia
cbserved in the animals subjected to a fatty diet
(group 2).

According to Tables 2 and 3, it is seen that
the treatment with rimonabant makes it posgible to
lower the total cholestercl level, but not to normalize
it; this same treatment makes it possible to normalize




#. p < 0.05 # p <0.05 withwith respect to respect
to group 4 group 4 n: nunber of aninmals. Accord!n% to
Tables 2 and 3, it is seen that the treatnment wt
ri nmonabant, as administered to the animals in group
1, corrects the hypertriglyceridaema 10 observed in
the animals subjected to a fatty diet (group 2).
According to Tables 2 and 3, it is seen that the
treatment with rinonabant nmak&g3 it possible to |ower
the total chol esterol IeveL, by: not Fglno{gaLgfﬁaﬁ?ze
it; this sanme treatnent nekes it possible .
17-he HeDLey tevelel theheoneeguguercefovhibhclisi tof dncrease
increase the HDLc/LDLc ratio. It may be concl uded
t hat® tHeLe f Wb Ferat #Pt h rlnnﬂabgntlprodqus_d
favour abl e difications in the pl asma | i pi . .
profile, al ?ﬁ%u‘@ﬁyt ® fPeeludedkepatohhs tﬁ-’atity\eimtew.th
speGdh Gy although the decrease in the tota
choqgééercﬁg}%ﬁgéu?ggnﬁﬂgg?Fa??% WP@aEﬁFﬁFlfﬁérﬁzlzgﬁz
j | e C ve ,le a
I YA q e aEELS ot tRSus ) Ehe Py EreokRpgnon 2
a ) 1S i 04 r eat i the obese
aggﬂg$§§i %%h %gjiom@da¥ﬁ%’t?%§P%%%€ gﬁ?hgeF?ﬁﬁﬁﬁbéﬂtthe
thastd N dHW1 SRESEoPM ERLP 14 6R0&9sM tPhd Ereatment
normalizes the triglyceride and the LDLc level while at
the same time keeping the “protective” level of HDLc
10 high, and thus the HDLc/LDLc ratio is greater in the
obese animals which followed the treatment with
rimonabant than in the obese animals treated with the
vehicle alone, whether they were subjected to a fatty
or normal diet.
15 EXAMPLE 2: Clinical action of rimonabant on the lipid
parameters, after 4 weeks of treatment.

A clinical trial was carried out for 4 weeks
on 287 obese patients whose body mass index (BMI) was
between 30 and 40. After having received the placebo

20 for 2 weeks, the patients were randomized so as to
receive doses of 5, 10 or 20 nmg/day of rimeonabant or
the placebo.

There was a check-up visit 4 weeks after the
end of the treatment.

25 For the duration of the study, the patients

were asked to follow a low-calorie diet (deficit of

500 kcal/day).
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vehi cl e al one,
di et .

or nor nal

ri nonabant on the lipid paraneters,
A clini cal

treat ment.
weeks
(BM) was

random zed
ng/ day of

treat nent.
patients

so as to

ri nmonabant or
check-up visit 4 weeks after the

trial

after
was carried out for
on 287 obese patients whose body mass i ndex
bet ween 30 and 40. After
the placebo 20 for 2 weeks,

whet her they were subjected to a fatty
15 EXAMPLE 2: dinica

action of

recei ve dses of 5, 10 or
There was a

t he pl acebo.

end

of the

4 weeks of

4

havi ng recei ved
the patients were
20

ZEhd-oresnkt gl wixtevvedfat hehst end, of hthe

were asked to follow a |l owcal ori e diet

( defgadimenyy amp@ kel / tayyhe 1gabitcbelewt t s observed
at the end of the treatnent are given in the table

bel ow:

Bl ood | npr ovenent

glycgﬁp

gt |
Ao L

tri-
% | evel

TABLE 4 5 Treat ment Wei ght Decrease | ncrease
group | oss
gl ucose in netabolic

in HDLc
syndr one

> 10% mmol /I Placebo 1.1 34 %34 %+ 0.26 19 % 5 ng/d
34— 36-9%A43 %- 0 09 ** 42 06 10 pgid 3.7 * 34 915
% Tréathint** WAgh6 | Decrease |Increase Blood Improvement
group loss (kg)| in tri- in HDLc | glucose [in metabolic
glycerides| > 10 % level syndrome
> 10% mmol/1
Placebo 1.1 34 % 34 % + 0.26 19 %
5 mg/d 3.4 ¥ 36 % 43 % - 0.09 *¥* 42 %
10 mg/d 3.7 * 34 % 45 % - 0.02 **% 39 %
20 mg/d 4.5 * 51 % 44 % + 0.03 21 %

group.

group.

group.

* p < 0.005 with respect to the placebo

** p < 0.01 with respect to the placebo

*** p < 0.05 with respect to the placebo

It is noted that the decrease in weight in

the individuals treated with rimonabant is accompanied

by a tendency for the triglycerides to decrease and for

the HDLcs to increase.

In parallel, the blood glucose

level remains stable or decreases discretely for the

patients in the groups treated with rimonabant, whereas

the blood glucose level of the patients in the placebo

group increases.

The influence,

in the obese patients, of the

treatment with rimonabant on various biological
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20 ng/d 4.5 * 51 %44 is + 0.03 21 1 * p < 0.005 with
respect to the placebo group. ** p < 0.01 wth
respect to the placebo group. 10 *** p < 0.05 with
respect to the placebo group. It is noted that the
decrease in weight in the individuals treated with
ri nonabant is acconpanied by a tendency for the
triglycerides to decrease and for .15 the HDLcs to
increase. In parallel, the blasd gl ucose |evel
remai ns stable or decreases discretely for the
patients in the groups treated with rinonabant,
wheazaweteire, btakenglintesadceweit dhn tdhvalpaitieny THe
the placebo group increases. 20 The influence, in the
ob@@éabainensyndabmeheastdeﬁumem:hytmrnlnnnuﬂuyuthuh
varjous biological 19 paraneters, taken into account
i noegarvad n§tt nesudteabol iac tepdencye foas tief imeshbnl ic
ATP 1] was thys observed. It results in a tendency
f OFYRAEOMEt HBoRMPTO¥ @ dRoilet Patdsnsde tingatied pettitent s
trgated with 5 rinmonabant. EXAMPLE 3: Cinical action
%lﬁ%ﬁgﬁﬁ t on the I|p|d par anet ers and preval ence

R I AR
barameters and prevalence of metabolic syndrome, after
12 months of treatment

The Rio Lipids clinical study, carried out
for 12 months in 1036 obese individuals with
dyslipidaemias, compares the effect of rimonabant at a
dose of 20 mg, versus a placebo product, in weight
reduction, improvement in the lipid parameters and
prevalence of metabolic syndrome. The treated group and
the placebo group are subjected to a low-calorie diet.

The individuals treated with rimonabant at a
dose of 20 mg for 12 months show a weight loss that is
6.3 £ 0.5 kg greater than that observed in the placebo
group (p £ 0.001).

In this same population, the increase in the
HDLc level exceede that observed in the placebo group
by 11.3 1+ 1.7%.

The decrease in the triglyceride level in the
treated group exceeds that of the placebo group by
12.2 ¢ 3.7 (p < 0.001).

An increase in adiponectin from 5.8 &+

2.7 pg/ml to 8.2 + 4.2 pg/ml at the end of the year of
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10 for 12 nonths in 1036 obese individuals wth
dysli pi daem as, conpares the effect of rinonabant at a
dose of 20 ng, versus a placebo product, in weight
reduction, inprovenent in the lipid paraneters and
preval ence of netabolic syndronme. The treated group
and 15 the placebo group are subjected to a

|l owcalorie diet. The individuals treated with

ri monabant at a dose of 20 r&p for 12 nonths show a
weight loss that is 6.3 0.5 kg greater than that
observed in the placebo group (p 5 0.001). 20. In

t fireatmentp opithaty iomnaliznt ey ensiosen ¢fhe20 Mgy cwaeval so
exceeds that observed in the placebo group by 11.3
1npiedrhe decrease in the triglyceride level in the
treated group exceeds that of the placebo group by 25
12.2 3.7 (phe adeppnectin kefaets theli Howeki®n from
5.8t 2.7 g/nm to 8.2 4.2 g/m at the end of the year
ofFe8dstanty R S BB ny

Y
d h Vi n-
R R o O
s H %‘Ela)ﬁc%r oRid or_}ﬁ{ dre e e (S d NSUA N e gse in

r ési stance. ‘Thus, he™ gsen case, the Tncrease

t Iﬂﬁeag' ?&%gdtlrlrl q\é‘%}el qqhﬁ%aﬁ:sesa életféc.e:.aesfsé N4 ht_ehe level

| evel I nsul'i nresistanc
of insulin resistance.

Finally, in the group treated with
rimonabant, 60.2% of the patients stopped showing the
metabolic syndrome characteristics, whereas the
proportion was 40.4% in the placebo group (p < 0.001).

Thus, since the placebo group was subjected
to the same low-calorie diet as the treated group, it
appears that rimonabant has a specific effect on the
decrease in metabolic syndrome.

Thus, in a clinical trial lasting one year,
the action of rimonabant on the parameters of
dyslipidaemia, on several elements constituting
metabolic syndrome and on the metabolic syndrome itself
is observed.

EXAMPLE 4: Effect of rimonabant on steatosis and
steatohepatitis in obese rats

The effect of rimonabant on steatosis and
steatohepatitis was studied in obese fa/fa Zucker rats.

Obese fa/fa Zucker rats, in which the leptin

receptors are functionally defective, show obesity
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Finally, in the group treated with 10 ri nonabant,
60. 2% of the patients stopped show ng the netabolic
syndrone characteristics, whereas the proportion was
40. 4% in the placebo group (p < 0.001). Thus, since

t he placebo group was subjected to the sane
|owcalorie diet as the treated group, it 15 appears
that rinmonabant has a specific effect on the decrease
in metabolic syndrone. Thus, 2h a clinical trial

| asti ng one year, the action of rinonabant on the
paraneters of dyslipidaem a, on several elenents
comslatedi g RPperlepbinaemyadr hppeandsabinhemia and
met abol i c_syndrone itself is observed. EXAMPLE 4:
HﬂxﬁﬁlEﬁd¢¢mbﬁa®adteEhlbLéasbsaSOhﬁpatsteatohepat|t|s
in obese rats The effect of rinonabant on steatosis
and 25 steatBPEpEE:8i SLWAY. sBugreuPPnasBesermgds:a
Zucker rats. ese fa/fa Zucker rats, in which_ the
leptin recept %naF%t?éﬁﬁbFSﬁﬁl9§°HEFeEPFPeZU§H@W rats

h;%’i‘ﬁ%%‘%l‘i"hé%n? EoreRiayEl (pRBsEAga. ﬁdlﬁxﬂ‘wsrp 80) ;
F

S Rl racs/ veipere EhE Z"ef*ﬁ‘ﬁ#zafﬁrouf§?§rs% £/ 831 o

V“i&%ﬁ@ﬁ. écéféSM@ae%léﬂdtﬂ? g E %9& or Q08SH 1%

rat s/vehic ra

Fou obesé ' f s t reat ed
Wb dheg ¢yehi cI e (vvater and 0.1%

- obese rats/rimonabant group: obese fa/fa
Zucker rats treated orally for 2 months with rimonabant
at 30 mg/kg/day, in the vehicle (water and 0.1% Tween
80) .

After 2 months of treatment, the body weight
and the weight of the liver are measured for each rat,
and a histopathological analysis of the fat load in the
livers is carried out.

The results show that the liver weight/body
weight ratio is 41% higher in the obese rats/vehicle
group compared with the thin rats/vehicle group.

The treatment of the obese fa/fa rats with
rimonabant decreases by 80% the increase in the liver
weight /body weight ratio, observed in the rats of the
obese/vehicle group, to reach a ratio having a value
comparable to that observed in the thin rats/vehicle

group (Table 5).



Tween 80); - obese rats/rinonabant group: obese fal/fa

10 Zucker rats treated orally for 2 nonths with

ri nonabant at 30 ny/kg/day, in the vehicle (water and
0.1% Tween 80). After 2 nonths of treatnment, the body
wei ght and the weight of the liver are neasured for
each rat, 15 and a hi stopat hol ogi cal anal ysis of the
fat load in the livers is carried out. The results

show that the liver weight/bo2g weight ratio is 41%

hi gher in the obese rats/vehicle group conpared with
the thin rats/vehicle group. 20 The treatnent of the
obese fa/fa rats with ri mIAEI#nG decreases by 80%t he
increase in the liver weight/body weight ratio,
obsBevsgass tihe thet diver weighte'dedye Wedlghtgnmtpio tin the
reach a ratio having a value conparable to that
obs&iRRRe ifaffr Zuckery aratvecnfter tpsatwmenp £PubRembpths
22 TABLE 5 Decrease in the |iver weight/body weight
ratio in the obese faMi&lz¥dRenabay after treat ment
for 2 nonths wth rinonabant 5 Ani mal s/treat nent

5 Nuyrbet—of-Liver wej ghf / hr*r‘ly animal s wei ghf ratio (0/1)
Thi n r ahdhaed/ tdentind. 49 fukbel3 of Liver weight/body
animals weight ratio (%)
Thin rats/vehicle 12 3.48 + 0.13
Obese rats/vehicle 12 4.92 + 0.14 *
Obese rats/rimonabant 10 3.86 + 0.07 *

** :p < 0.01 compared to the thin rats/vehicle group
## :p < 0.01 compared to the obese rats/vehicle group.
The histopathological analyses of the fat
overload in the livers show that the livers of the
10 obese rats/vehicle group exhibit a substantial fat
overload. The treatment of these rats with rimonabant
induces a disappearance of this fat overload. The
sections of livers from the obese rats/rimonabant group
show a histological profile comparable to that of the
15 sections of livers from the thin rats/vehicle group.
These data show that the treatment with rimonabant
greatly decreases the fat overload in the liver of
obese fa/fa ratg, i.e. the hepatic steatosis.
EXAMPLE 5: Action of rimonabant and of irbesartan on

20 the plasma lipid levels in obesge rats
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hese rats/vehicle 12 4.92 t 0.14 Obese

rats/rinonabant 10 3.86 t 0.07 ** :p < 0.01 conpared
to the thin rats/vehicle group ## :p < 0.01 conpared
to the obese rats/vehicle group. The
hi st opat hol ogi cal anal yses of the fat overload in the
livers show that the livers of the 10 obese
rats/vehicle group exhibit a substantial fat
overl oad. The treatnment of the3e rats wth rinonabant
i nduces a di sappearance of this fat overload. The
sections of livers fromthe obese rats/rinonabant
group show Fhai e€fkogi ofl rpmohiabantospanablo ti; t hat
of the 15 sections of livers fromthe thin
ra?%mbéﬁFEF@ngWéEb irbresstdat washewudiad time obese fa/fa
g %ent W th rinonabant %reatly decreases the fat
Fo88 FAtEneFPrvERigf Sté\ ¥se7f arrapsavere formeds

hepatlc steat 0si s. 5: Action of rinonabant and
of |rbesartaﬂr8Hp 50 g &N EHSKRY| Fpte teeared wishesde

th The effect of rinobnabant alone or in
|na}|bn with irbesartan was studied in obese fa/fa

S?SS? 1% SESRI: o B ralrd 2P RR ¥ ok FeRrreg with
grghg)gghfgfge fa/fa Zucker rats treated with the
vehicl e, group 3: obese fa/fa Zucker rats treated with

Ehgﬁgfbfgis f%g?gékg#?%¥e £0/85080cRerO0REs8 tebRed with
rimonabant at 1 mg/kg/day,

group 4: obese fa/fa Zucker rats treated with
rimonabant at 3 mg/kg/day per os,

group 5: obese fa/fa Zucker rats treated with
irbesartan at 3 mg/kg/day per os,

group 6: obese fa/fa Zucker rats treated with
rimonabant at 1 mg/kg/day per os and irbesartan at
3 mg/kg/day per os,

group 7: obese fa/fa Zucker rats treated with
rimonabant at 3 mg/kg/day per os and irbesartan at
3 mg/kg/day per os.

After 3 months of treatment, the rimonabant +
irbesartan combination significantly reduces the plasma
cholesterol and triglyceride levels in the obese fa/fa
Zucker rats.

A synergistic effect between the rimonabant
and the irbesartan is noted. Administration of the 2
compounds combined improves the HDLc/LDLc ratio for the

treated animals.



ri monabant at 3 ng/ kg/day per as, group 5. _obese fa/fa

Zucker rats treated with irbesartan at 3 ng/kg/day
per os, group 6: obese fa/fa Zucker rats treated with
15 rinonabant at 1 ng/kg/day per as and irbesartan at
3 ng/ kg/ day per os, group 7: obese fal/fa Zucker rats
treated with rinonabant at 3 ngy/kg/day per as and
i rbesartan at 3 ng/kg/day per as. 20 After 3 nonths of
treatnment, the rinonabant + Rabesartan conbination
significantly reduces the plasma chol esterol and
triglyceride levels in the obese fa/fa Zucker rats. A
syREAYPEE| € : ePharmapetinéenlt bempbsapabant 25 and the
irbesartan is noted. Administration of the 2
conpounds cof®FnadminpsbvatiohetbDbbeL Pt ieatisq friue
the, treated aninmals. 24 EXAMPLE 6: Pharnmaceutica
conBnabant rbe Sariulated: ibnpharmpeepsicedt compogitions
riw nq?ant is formulated in pharnaceutical
cogﬁﬂg tFoRSPTARRERIaPE PREpIFaRUBRLHER . granul ation. 5
5 CONSTI TUENTS M croni zed rinmonabant 20.0 ng 5.0 ny
Gorn starch 67.50 ng 45.0 ng ,Lactose nonohydrate

11CONST IRYESDS S Ny

Micronized rimonabant 20.0 mg 5.0 mg
Corn starch 67.50 mg 45.0 mg
Lactose monohydrate 111.66 mg 82.8 mg
Povidone * 5.25 mg 3.5 mg
Sodium croscarmellose 18.75 mg 12.5 mg
Sodium lauryl sulphate 0.34 mg 0.2 mg
Microcrystalline cellulose 75.0 mg 50.0 mg
Magnesium stearate 1.50 mg 1l mg

Tablet with a final weight of 300 mg 200 mg

*Povidone is defined in the European Pharmaccpoeia
as follows: pely(1-(2-oxo-1-pyrrolidinyl)ethylene), and
consists of linear polymers of l-vinylpyrrolidin-2-one.

The tablets are preferably coated using a

10 suitable excipient.
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M crocrystalline cellulose 75.0 ng 50.0 ng Magnesi um
stearate 1.50 ng 1 ny |ITablet with a final weight of

300 nmg 200 ng *Povidone is defined in the European

Phar macopoeia as foll ows: 25

pol y(1-(2-oxo-1-pyrrolidinyl)ethylene), and consists

of linear polyners of 1-vin¥%g¥ﬁgolidin-2-one. The

tablets are preferably coated using a 10 suitable

exci pi ent. ALMS 1 a{naceut i cal ,conpositiQ .
cont ai ni ng* |n BT FATT B i noRBBSAEI R SOBF868ln9' in
chol ester.ol -1 owerin ent. 2. Pharnmceutica

EEMYISALGR - ach‘PB’P%BaP A nit1, ke achPdgstiesol - lowering

conbi nati on, rinmpnabant and sinvastatin.
agent.,

2. Pharmaceutical composition according to

Claim 1, containing, in combination, rimonabant and

simvastatin.



