Use of a PPARa agonist and netform n for decreasing
the serumtriglycerides The present invention is
directed to the use of a PPARa agonist and netformn
for the treatnent of obesity. 2 PPARa is a subtype of
the PPAR (Peroxisome Proliferator Activated Receptor)
famly. PPARa is predom nantly expressed in tissues
catabolizing high anmounts of fatty acids, such as
liver, heart and brown adi pose tissue. Activated

PPARs form heterodinmers with RXR (Retinoid X Receptor)
and the heterodiner 5 binds to a specific response
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regul atory regions of target genes and subsequently
alters their transcription. The majority of the genes
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Fi brates can be cited as PPARa activators or agonists.
In the present invention, the term agoni st or
activator is used equally to designate a conpound

that can activate a PPAR receptor. Fibrates have been
docunented to |lower plasma triglycerides and

chol esterol levels and to be beneficial in the
prevention of ischenmic heart disease 15 in

i ndividuals with dyslipidem a. They can al so nodestly
decrease el evated fibrinogen and PAI-i levels. Fibrate
conpounds, e.g., genfibrozil, fenofibrate,

bezafi brate, and ciprofibrate, elevate the |evel of
pllasma HDL' chol est erol . ‘




3 Metformnis mainly knowmn for its
anti-hyperglycaemc activity and is widely used in the
treatment of non-insulin-dependent diabetes. In the
case of insulin-dependent diabetes, nmetformn is also
adm nistered to the patient in conbination with
insulin. 5 EP 1054665 di scl oses a conbi nati on of
netformn and of a Vibrate chosen fromfenofibrate
and bezafibrate for the treatnment of non-insulin-
dependent di abetes. The synergistic effect observed
lies in a marked inprovenent of the hypoglycaema. 4
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mventlon the term agonist or activator is used equarly to designate a compound
that can activate a PPAR receptor,
’ Fibrates have been documented to lower plasma triglycerides and
cholesterol levels and to be beneficial in the prevention of ischemic heart disease
15 in individuals with dyslipidemia. They can also modestly decrease elevated
fibrinogen and PAI-1 levels. Fibrate compounds, e.g., gemfibrozil, fenofibrate,
bezafibrate, and ciprofibrate, elevate the level of plasma HDL cholesterol.




5,506, 102, W0B9/ 05355, W1/ 06677, W92/ 05447,

W93/ 11235, WD93/23431, W94/ 23068, W95/18380, CA
2,034,220, and Lehmann, et al., 3. Bio. Chem

270: 12953-12956 (1995). PPARa agoni sts may al so be
identified 15 according to an assay described in US

Pat ent 6, 008, 239. 20 PPARa conpounds are disclosed in
Tontonez et al., Cell 79:1147-1156 (1994), Lehmann et
al., J. Biol. Chem 270(22):1-4, 1995, Anri et al., J.

Li pid Res. 32:1449-1456 (1991), Kliewer et al., Proc.
Nat|. Acad i .. USA 94:4318-4323 (1997), Amri et al.,
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Fibric acid -agents also nay alter the conposition of
the VLDL, for exanple, by decreasing hepatic

production of apoC I11l, an inhibitor of |ipoprotein

| i pase activity. These conpounds are al so reported
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5 to decrease hepatic VIOL triglyceride synthesis,
possibly by inhibiting fatty acid synthesis and by
pronoting fatty acid oxidation. Fenofibrate is
commercially available as Tricor' capsules. Each
capsule contains 67 ng of nicronized fenofibrate.
Clofibrate is commercially available as Atrom d-S
capsul es. Each capsule 10 contains 500 ng of
Cofibrate. Cofibrate |owers elevated serumlipids by
reducing the very | ow densi tyhl : popr ot |EI n fragtl on
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.consistjng of one o oW n
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gi s ’:15)3[ , %}'O a pha%g@gtﬁ ?@al My’BéZZ@%'é*g@ abl/@93/11235,
car rclgéi{ , 4?#1%9@“/ YPPRLERA, CA 7 22A candt liebatann, et al., J.
f.0BiBHICAEM 705939182058 (16652 BBRRY Son2he i siso be identified
according to an assay described in US Patent 6,008,239,

PPARw 'compo_undS are disclosed in Tontonez et al,, Cell 79:1147-1156 (19945, Lehmann et
al., J. Biol. Chem. 270(22):1-4, 1995, Amii et al., J. Lipid Res.. 32:1449-1456
(1991), Kliewer et al., Proc. Natl. Acad. Sdi, USA 94:4318-4323 (1997), Amii et
al., 3. Lipid Res. 32:1457-1463, (1991) and Grimaldi eé al., Proc. Natl, Acad. Sdi.
USA 89:19930—10934 (1992). PPARc: agonist compounds described in US Patent
6,008,239, W097/27847, WO097/27857, WO097/28115, W097/28137 and
' WO097/28149. Certain fibrate compounds as described in WO092/10468 and
' WO01/80852. |

Fibric acid derivatives lower the levels of triglyceride-rich lipoproteins, such as VLDL,
raise HDL levels, and have variable effects on LDL levels. The effects on VLDL
levels appear to result primarily from an increase in lipoprotein Iibase activity,
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15 Gemfibrozil is commercially available as Lopid tablets. Each tablet
contains 600 mg of gemfibrozil. Gemfibrozil is a lipid regulating agent that
decreases serum triglycerides and very low density lipoprotein cholesterol, and
increases high density lipoprotein cholesterol. The recommended daily dose of
gemfibrozil is 1200 mg, administered in two divided doses. -

20 In a first aspect, there is provided the use of: metformin; a PPARq

agonist, which is either fenofibrate or a compound selected from the group

consisting of one of the foliowing or a pharmaceutically acceptable salt thereof:
gemfibrozil, fenofibric acid, bezafibrate and ciprofibrate; and a pharmaceutically
acceptable- carrier, in the manufacture of a pharmaceutical formulation for the

25 treatment of obesity.

In a second aspect, there is provided the use of: metformin; ‘and a
PPARcc agonist, which is either fenofibrate or a cof‘npound selected ffom the
group consisting of one of the following or a pharmaceutically acceptable salt
thereof: gémﬁbrozil, fenofibric  acid, bezafibrate and ciprofibrate; in the

30

manufacture of a kit for the treatment of obesity, the kit comprising two
separate compositions, the first comprising the PPARc agonist and the second
comprising metformin or a pharmaceutically acceptable salt thereof,

The PPARc: agonist can be a fibrate selected from the




adamant anecar boxyl ate, gl ycoxyl ate, gl utamate,
pyrrolidonecarboxyl ate, 6 naphthal enesul phonat e,

1- gl ucosephosphate, nitrate, sulphite, dithionate or
phosphate. Anong these salts, the hydrochloride,
fumarate, enbonate and chl?.?rophenoxyacet ate are nore
particularly preferred. 5 The pharmaceutically
acceptable salts of netformin may be obtained in a
manner which is known per se by the action of

nglolipT BbHEistIRy t bfe geeTfbemiorfdnaftpratecibezafibraten odefiyate  and
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- parachlorophenoxyisobutyrate, formate, lactate, succinate, sulphate, tartrate,
cydohexanecarboxylate, hexanoate, ‘octonoate, decanoate, hexadecanoate,
octodecanoate, benzenesulphonate, trimethoxybenzoate, paratoluenesulphonate,

adamantanecarboxylate,  glycoxylate,  giutamate, pyrrolidonecarboxylate,
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. 300 .mg per day.

metformn, where the effective dosage of netformn is
in the range of about 10 to about 3000 ngy per day,
preferably in the range of about 100 to about 1000 ngy
per day. According to an enbodi ment, the anount of
metformn 5 or of its salt which is used is from one

to twenty tines the nass ofg the PPARa agoni st,
preferably fromone to five times and better fromtwo
to five tines. In another enbodi nent, the PPARa

agoni st and the nerformn are to be admnistered

si mul t aneously or co-admnistered. .,, another

e f®éHes d the netf are
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present i nvention, a pharmaceutic or mul at ’on
metformin, where the effective dosage of the PPARc agonist is in the range of

sabout 10 to about 3000 mg per day, preferably in the range of about 50 to about

In a further embodiment, there is provided the manufacture of a
medicament for treating obesity wherein the treatment. comprises co-
administering an effective dosage of a PPARx agonist and '




defined as the fornulation of the active conpound wth
encapsul ating material as a carrier providing a
capsule in which the active conponent with or wthout
other carriers, is surrounded by a carrier, which is
thus in association with it.z This 25 includes tablets,
powders, capsules, pills, cachets, and | ozenges which
can be wused as solid dosage fornms suitable for ora
adm ni stration. An effective dosage is defined in the
present invention as the ambunt of a conpound that
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r es fegbout 60001mgmrdav,ay@ﬁ¢ y iarite wgar@f fbeuti 300 to about 1000
effg@t ?ﬂosage means a pharmacol ogi cal dose in the
rang cr'e above. Wth respect to fibrates, the
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metafdnnnstaredsmmuﬂtamahsiyamimomdm:mataredn nost preferabl y

oral adm_ni trat o arin uti.cal
Compos: 1 GRETEL ARG SRR Sipsht 2B T ERpMA 3 to be
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el ther SOl o tllaficior oL rhALFARACAREAL SFRration

i ncl ude powders, capsul es, cach
s upgoaor grmess, commuaﬁsStpethguswg p@ﬁqﬁuw@@n aAtl@@medod of up to

car gk thdfo BSoR Meldd hBBEEFor example; co-administration encompasses
" (1) simultaneous administration of a | first and second compound; (2)
15 ‘admlmstration of a first compound, followed by administration of a second
compound about 2 hours after administration of the first compound; and (3)
admmlstratlon of a first compound, followed by administration of a second
compound about 12 hours after administration of the first compound. As
described herein, the present invention encompasses -co-administration of a

20  PPARq agonist and metformin to a patient. -
According to the present invention, a pharmaceutical formulation Is
" defined as the formulation of the active compound with encapsulating material as
a carrier providing a capsule in which the active component with or without other
carriers, is surrounded by a carrier, which is thus in association with it. This
25  includes tabléts, powders, capsules, pills, cachets, and lozenges which can be

~ used as solid dosage forms suitable for oral administration.
An effective dosage is defined in the present invention as the amount of
a compound that prevents or ameliorates adverse conditions or symptoms of
disease(s) or disorder(s) being treated. With respect to the PPARa agonist and
30 metformin, effective dosage means a pharmacological dose in the range defined
above. With respect to fibrates, the skilled artisan will understand and appreciate
that the effective dosage of a given fibrate will vary with the potency of the
fibrate.




subst ances which may al so act as diluents, flavoring
agents, binders, 10 preservatives, tablet

di sintegrating agents, or an encapsul ating material ./

In powders, the carrier is a finely divided solid

which may be in adm xture 8smMth the finely divided
active conponent. In tablets, the active conponent may
be mxed with the carrier having the necessary

bi ndi ng properties in suitable proportions and
conpacted in the shape and size desired. The powders
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compound. Suitable carriers are magnesium carbonate, magnesium stearate, -
talc, sugar, pectin, dextrin, starch, gelatin, tragacanth, methylcellulose, sodium
_carboxymemylcellu!ose, a low melting wax, cocoa butter, and the like.

- Liquid form preparations may include solutlons, suspensions, and emuisions,
for example, water or water propylene glycol solutions. For parenteral injection |
fiquid preparataon; can be formulated in solution, e.g. in aqueous polyethylene
glycol solution.

Aqueous solutions suitable for oral use can be prepared by dissolving:
the active component in water and adding suitablé colorants, flavors, stabilizing
and thickening agents as desired. Aqueous suspensions suitable for oral use can
be made by dispersing the finely divided active component in water with viscous
material, such as natural or synthetic gums, resins, methylceliulose, sodium
carboxymethylcellulose, and other well-known suspending agents,

Also included are solid form preparations which are intended to be
converted, shortly before use, to liquid form preparations for oral administration.
Such liquid forms include solutions, suspensions, and . emulsions. These

' preparations may contain, in addition to the active component, colorants, flavors,




30 converted, shortly before use, to liquid form
preparations for oral adm nistration. Such |liquid
forms include solutions, suspensions, and. emnul sions.
These preparations may contain, in addition to the
active conmponent, colorants, flavors, ----- -
—-mm--- - 9 stabilizers, buffers, artificial and

nat ural sweeteners, dispersants, thickeners,
solubilizing agents, and the like. The pharnaceutica
preparation is preferably in unit dosage form In
such formthe preparation is subdivided into unit

doses contai ni ng appr.opriate uantifies of_ the,.
act istp@mgqgﬁpgquqqq,_ ang%éa? LG natagagg@vepgapﬁqst gﬁpgga%ts, thickeners,
packagpfkiky fRalsatndihe likhe package containing discrete
guantities of preparation, such as . g&Kete% tablg%sr In
capsul es, ThnahamaeRULica! jRrerRAralos 'Srprﬁﬁ% | 1B UNIEAFIAGE FRem.
- uni tgucHiRERARe HRIpATESRA iddsubaivider sitifoeunit ddske tontaiaing edpprapriate
| ozenge_itself, or it can g the.taggro r'iaEaerl g@P&&kaed
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phaprapaRtibn, GRb pREQPEaithibingCdistrett Spialiitien ok ipteparation, such as
conprising two se ate conposition the first :
conprGk&ieH gablRts: p@{% ) ﬂgﬂﬁp&?&e@dl& V{aiﬁe_o% gl@gﬂ\aessi Also, the unit
Coln”laééa@da Wfﬁy m:a:]psofé, ﬁabl@h,ﬁdanm;euﬁ I:omlgé yiﬁdf;cmrﬂf atinl ke the
salt thereof. As_sho in.the . exanpl es, the applicant
uneRPRIGRIIAN JIFLSY, R&a'i%‘ﬁnlthﬁe ’qgacﬁﬁﬁég%oni st and _
1oret for mi il Pairhaceaiidal prepeduee chingisé be gldtcer i des | evel
22%%%%@%}@%@% E@a{%@@f}%{} #ﬁetﬁhr&tcol’sn%ﬁsr}nga the PPARc ag\onist
and the second comprising metformin or a pharmaceutically acceptable salt
' thereof, | '
As shown in the examples, the applicant unexpectedly found that a
15  PPARo agonist and metformin significantly reduce the triglycerides level and
body weight gain, and thus that such a combination can be used for the
treatment of the metabolic syndrome or for the treatment of obesity.
The invention is further illustrated by the following examples, which are.
not to be construed as limiting, but merely as-an illustration of some preferred

20 features of the invention.




treatnment of the netabolic syndrone or for the
treatment .of obesity. The invention is further
illustrated by the foll ow ng exanples, which are not
to be construed as limting, but nerely as: an
illustration of sone preferred 20 features of the
invention. 10 EXAMPLE 1: Effgct of PPARa agoni st and
metformn co admini stration on body wei ght in Zucker
rats Studies were designed to evaluate the effects of
fenofi brate, a PPARcz agonist, and netfomin as a
conbi nation therapy, on body weight in Zucker rats. 11
METHOD Mal e honpbzygous Zucker rats of 9 to 11 weeks of
" age andsmtmms 1ea r 0 t
g%gﬂ{)s of basegﬁgﬁpbr%ﬁy%%h?ggﬁggfga%? ﬁ’é%ﬁ%é{gn&o'
i Pﬁhl"’&PQIQP b‘BdYT‘NGIQka%ZHﬁ@maIBgr oups were: Lean
rats veh
pies Wt ooiRS6 bidlhre MEGHEL W gt TbEAS:
F@Qfﬁ'ﬁ%@"ﬁ‘t 'Be'fowlm@/wmmabon themany, dabbgy weighida Euciat sats.
treated with Metformn, 150 ng/kg, p.o., twice daily -
10 Obese rats, treated with Fenofi_brate, 30 ny/ kg,
p. 0., once dally and metformn, 150 ng/ kg, p.o.,
twce dail y. .




Body wei ght was recorded every day during 30 days.
The results are summarized in Table 1. 15 Table 1 Body

wei ght gain (% of

Body wei ght gain (g) change vs-

vehicle treated group) Lean 33.7 3.0 -52 Vehicle

70.5 4.1/

Fenofi brate 52.0 5.8 -26 Metformn 67.2

4.0 -5 Fenofibrate + Metformlh 44.4 4.1 -37 Val ues
are expressed as nmean f SEM As shown in this exanple,
the body weight gain is significantly |lowered when

Zucker
Met f or m ne.
gainis s

bot h f enofMulIidh&

treated with feno

| brate or

rats are treated with Fenofi brate and
This dimnution in
r when the Zucker

20 the body wei ght
rats are treated with

s PRkl Tl G E% gy VWE%FS P SY%e Fn8 their lean
met one.

ormn a

St at CRFTASVeRp randpmisadciakn gpups ef 8nbased lonthediwaighs and fasting
conbipRahb ARulRfleveiet form n and. fenofibrate and the

vehicle treated

gr oup

are shown in the body weight

gai n (st athegxperimenil @RIPS WeiRir i ance anal ysis fol | owed
by Dennetesn ¢ 4§ tuntrest@q:2<0. 05) . 12

*  Obese rats, treated with the vehicle p.o., twice daily

. Obese rats, treated with Fenofibrate, 30 mg/kg, p.o., once daily

= Obese rats, trea_ted with Metformin, 150 mg/kg, p.o., twice daily

= Obese rats, treated with Fenofibrate, 30 mg/kg, p.o., once daily and
metformin, 150 mg/kg, p.o., twice daily, |

10

15

- 20

25

Body weight was recorded every day during 30 days.

The results are summarized in Table 1.

Table 1

1

Body weight gain (q)

Body weight gain (% of
change vs vehicle treated

group)
Lean 33.7 £3.0- -52
Vehicle 70.5+4.1 /
Fenofibrate 52.0+£58 '-26
Metformin 67.2+4.0 -5
Fenofibrate + Metformin 444 £4.1 -37

Values are expressed as mean == SEM

As shown in this example, the body weight gain is significantly lowered
when Zucker rats are treated with Fenofibrate and Metformine. This diminution in
the body weight gain is superior when the Zucker rats are treated with both
fenofibrate and metformine than when they are treated with fenofibrate or
metformin alone. Statistically significant differences between the combination of
metformin and. fenofibrate and the vehicle treated group are shown in the body
weight gain (statistics: global covariance analysis followed by Dunnett’s test,

p<0.05).




Al so, when conparing the body wei ght gain in Zucker

rats treated with the conbi nati on of fenofibrate and
nmetform ne with both nonot herapy of fenofibrate and
metformne, the result is not a single addition of the
effects of fenofibrate and netform ne al one, but a
synergy. 5 s 13 CLAIMS 1.12Use of: netfornin; a

PPARa agoni st, which is either fenofibrate or a

conmpound sel ected from the group consisting of one of
the followi ng or a pharnmaceutically acceptable salt

t hereof: enfibrozil, fenofibric acid, bezafibrate

and ci pr ofA'S9 #hen camgaringpihgrhedy eugight ghihyin mcl@ptraislteeated with
Cal‘l‘lﬂe,& cd e t

formu| at | gn‘b :@aﬁ?nﬁ?&{n?ﬁ%{rﬁeﬁrﬁ or?EtR’ eiglg?ﬁﬁyzﬂ O‘E@hmomtherapy of
accor §nofiprate apg ametformingnidedpsult in @OPE’AFRgleagiﬂtloslt ofi the effects of
f enof fehsfke arfc?ﬁ@ffbr*?lﬁﬁéélor?ecbgt &yn gghar maceutical Iy
acceptable salt of fenofibric aci 3. The use

accor di ng to claim1 or claim 2, vvherel n metformnis
used in the formof one of its pharnaceutically
acceptable salts, selected fromthe group consisting

of the hydrochloride, acetate, benzoate, citrate,
fumarate, enbonate, chl orophenoxyacetate, glycolate,

pal nbat e, aspartate, nethanesul phonate, nual eate,




par achl or ophenoxyi sobutyrate, formate, |actate,
succi nate, sul phate, tartrate,
cycl ohexanecar boxyl at e, hexanoat e, octanoate,
decanoat e, hexadecanoate, Qqctadecanoat e,
benzenesul phonat e, trlnethd%&benzoate
par at ol uenesul phonat e, adanmant anecar boxyl at e,
gl ycoxyl ate, glutanmate, pyrrolidonecarboxyl ate,
napht hal enesul phonate, 1-gl ucosephosphate, nitrate,
sul phite, dithionate and guAdMshate. 4. The use
according to claim3, wherein netformn is used in the
formof its hydrochloride, funmarate, enbonate or

1. chusg éfphenoxyacetate salt. 5. The use according to one
of clalns 1 to 4, wherein the PPARa agoni st and
met f or NPRYYFENG o' be adni ni st er ed si nul t aneousl y. 6.

The use; ppaRY Gb&gstt thch% tRer féﬁ&’fb‘?ét@ drrhecompound selected from
phar maceuti cal fornulation is a solid

the gspepeensistinn ot ome ef tierfgllavsng or fnpharamewc@lImmtaa@caaltghereof
gemf" 15]'02 Fbﬁ@é&@%e%%fit{&etg a}Nﬂ% rﬁ%ibréﬂaeaa@l id form

a Ion 1s'se gf oup consi sting of:
povvder S phatraiate.tt&allypadcéptableapmer es, cachets, | ozenges

. u or i n dIS i ble.qranul e use

inthd BRBRERCEE ES pRamAts Tal Eray Ruch B the Feambiens & oo <
a capsule, tablet, cachet or |ozenge. 8. The use
according to cIa|n16 or claim7, wherein the s

2. £ ot YectsaPEinddie Clainkiwhesein therRPARy AgRstin enpBRge, fenofibric
acid 808 BhamaBOichlyP AcbhabRISEILEF RSy of or more

tances act’ing as uents l'avori ng agents,
bi nders, preservatives, tablet disintegrating agents,

3 SRIAIRALGR t YPin RSy R LsE8 1 e o o

one pff E:p@ham'mameutlcally acceptable salts, selected from the group consisting of the
hydrochloride, acetate, benzoate, citrate, fumarate, embonate, chlorophenoxyacetate,
glycolate, palmoate, aspartate, methanesulphonate, maleate,
parachlorophenoxyisobutyrate, formate, lactate, succinate, sulphate, tartrate,
cyclohexanecarboxylate, hexanoate, octanoate, decanoate, hexadecanoate,
‘octadecanoate, benzenesulphonate, trimethoxybenzoate, paratoluenesulphonate,
adamantanecarboxylate, glycoxylate, -  glutamate, pyrrolidonecarboxylate,
naphthalenesulphonate, 1-glucosephosphate, nitrate, sulphite, dithionate and phosphate.

4. The use according to claim 3, wherein metformin is used in the form of its

~ hydrochloride, fumarate, embonate or chlorophenoxyacetate salt.

5. The use according to one of claims 1 to 4, wherein the PPARo agonist and

metformin are to be administered simultaneously.

6. The use according to claim 5, wherein the pharmaceutical formulation is a solid
form preparation containing metformin and the PPARa agonist in a unit dosage form,
- wherein the solid form preparation is selected from the group consisting of: powders,

tablets, pills, capsules, cachets, lozenges, suppositories and dispersible granules.




conprises netformn and the PPARa agonist, in addition
to magnesi um car bonate, nmagnesium stearate, talc,
sugar, pectin, dextrin, starch, gelatin, tragacanth,
nmet hyl cel | ul ose, sodi um car béxynet hyl cel | ul ose, a | ow
mel ting wax or cocoa butter. 10. The use according to
one of clains 1 to 4, wherein the PPARa agoni st and
nmet form n are to be admi ni stered sequentially. 11. The
use accordi to any of clains 1 to 10, wherein the
7. ef T tipe ac @@Jéo élfairm e WhepeiRENen Wi Hesage Joim i A capaigydablet,
3000 ng per day, and the effective dosage of
cadﬁﬁo#@ﬂ%@ﬁ is in the range of 10 to 3000 ng per day.
12. The use according to claim 11, wherein the

ef i e, 0 PP, 0 L0 r :
8. of 156 ol SfGRRG ChaltD OF R A Rhiein b Uik B’ fRBSraton
consrsm bf)hmﬁtforinm iuhetIZFeﬂ\Rar ag@ﬂstoéncllcl@O;sdilml t&ier nonghsting defy or more
. The use acc ing to any of claips 1 to 12,
subsigiice; ACe ShroRENGr D8 e | Bdfiss Biesirvalivesn tablet
dlsmtegrétﬁ@dag'eﬁtsf bOEPKIdtginRBtys.t | mtes the mass of the
PPARa "agoni st. 14. The use accordi ng to claim13,

wherein the anbunt of netformin or of its salt which

is t S ;
. o SE AT BN ife ¢ LTS HBRTHRS Dl (4 preparton
compiises emetfarmm amduttte BPAiceta‘gomst nino addifion tte magnesiumhicabonate,
mag@kﬁiegbeéfﬁtfg{ Om { W%uéa(?', f Ip}e/c m_ o g?trufn?igpa %@ gfﬁg ilbl,gf !:ragacanth,

methyREl 0698 Bodidn darboxymethylcellulose, a low melting wax or cocoa butter.

10. The use according to one of claims 1 to 4, wherein the PPARc agonist and

metformin are to be administered sequentially.

11.  The use according to any of claims 1 to 10, wherein the effective dosage of the
PPARa agonist is in the range of 10 to 3000 mg per day, and the effective dosage of
metformin is in the range of 10 to 3000 mg per day.

12.  The use according to claim 11, wherein the effective dosage of the PPARa agonist
is in the range of 50 to 300 mg per day, and the effective dosage of metformin is in the

range of 100 to 1000 mg per day.

13.  The use according to any of claims 1 to 12, wherein the amount of metformin or

of its salt which is used is from one to twenty times the mass of the PPAR« agonist.

14.  The use according to claim 13, wherein the amount of metformin or of its salt

which is used is from one to five times the mass of the PPAR« agonist.

15. The use according to claim 14, wherein the amount of metformin or of its salt
which is used is from two to five times the mass of the PPARa agonist.




a PPARa agonist, which is either fenofibrate or a
conpound sel ected from the;group consisting of one of
the followi ng or a pharmaceutically acceptable salt
thereof: genfibrozil, fenofibric acid, bezafibrate
and ciprofibrate; in the manufacture of a kit for the
treatnent of obesity, the kit conprising two separate
16. coNpdefiti ons, the first conprising the PPARa agoni st

and the s&6amH: §yPrising netformin or a
phar maceutically acceptable salt thereof. 17. The use

accor di AFPABo ciganiat, vhichvikeitbemfenhiébrare/mea agopdwd delected from
the &808 SoREALG of pFE 8} ks bEo Bophdt e BbbERIE st thereor
gemfibroait, femafibtio add,abezaﬂlﬁatem[]cmmﬁm’eae; e; fective dosage of

t he PPARa nist., is Jjn_the range 50 to 300 er

dalh, e o A 1.5 14 of i GeoGTenet 1abEAvR The KE £ORBSng two
sepaf8 @0mPbsifiés, tHe Fr9O0&NTsRRIthE ®PARG agonist and the second comprising

- metformin or a pharmaceutically acceptable salt thereof.

17. The use according to claim 16, wherein the PPARx agonist is fenofibrate, fenofibric

acid or a pharmaceutically acceptable salt of fenofibric acid.

18.  The use according to claim 16, wherein the effective dosage of the PPARc agonist
is in the range of 50 to 300 mg per day, and the effective dosage of metformin is in the

range of 100 to 1000 mg per day.




